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Cancer de mama luminal: novedades en el tratamiento adyuvante
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é¢plataformas genomicas?. ¢HT extendida?
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CM precoz RH+/HER2- @l

* Riesgo de recurrencia tardia

 RH (RE y RP) - Factor pronostico, predictivo
* HER2 - Low vs O - no dif prondstica

* Ty N - Factor prondstico

Grado - Factor pronostico

Firmas Gendmicas - Factor pronostico, predictivo de beneficio a QT (High risk
RScore), BCI (beneficio terapia endocrina extendida?)

Ki 67 - Factor prondstico. Factor predictivo de hormonosensibilidad- Descenso
precoz - (problema de reproducibilidad)

Respuesta patologica a tratamiento neoadyuvante -
* QT - Baja tasa de pCR. Menos discriminante que en HER2 y TN

* HT - PEPI score - Factor prondstico - N o mide la respuesta sino el estatus tras HT
independientemente de la respuesta



SGRC(C 2073

18™ ST.GALLEN INTERNATIONAL BREAST CANCER CONFERENCE 2023

15 - 18 March 2023, Vienna/Austria st.gallerongglogy

CONSENSO F \

Journal Pre-proof

International Consensus Conference for the Primary Therapy of Individuals with Early
Breast Cancer 2023

5. Curighano, H.J. Burstein, M. Gnant, S. Loibl, D. Cameron, M.M. Regan, C.
Denkert, P. Poortmans, W_.P. Weber, B. Thirlimann

Fil: S0923-7534(23)00835-9
DO https-/fdoi.org/10.1016/.annonc.2023.08.017
Reference: ANNONC 1265

To appear in.  Annals of Oncology

Received Date: 18 July 2023

Accepted Date: 23 August 2023

Understanding breast cancer complexity to improve patient outcomes: The 5t. Gallen BN




New practice changing Studies in early Breast Cancer @l
since St Gallen 2021 - HR+/Systemic Therapy - |

* The MONARCH-E trial showed that adjuvant abemaciclib reduced
invasive disease-free survival in high risk, ER positive breast cancer.

 The NATALEE trial showed that adjuvant ribociclib reduced invasive
disease-free survival in high risk, ER positive breast cancer.

St. Gallen International Consensus Conference for the Primary Therapy of Individuals with Early Breast Cancer 2023 - Ann Onc 2023 - DOI:https://doi.org/10.1016/j.annonc.2023.08.017
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New practice changing Studies in early Breast Cancer @I
since St Gallen 2021 - HR+/Systemic Therapy - |I

» After 13 years of follow up of the SOFT and TEXT trials, the addition of OFS to adjuvant
endocrine therapy confirmed a clinically significant OS benefit in high-risk pre-
menopausal patients.

* The RxPonder study shows that there is no benefit to chemotherapy in postmenopausal
patients with lower genomic risk N1 tumors, but that chemotherapy can reduce the risk
of recurrence in premenopausal patients, possibly due to chemo-induced amenorrhea.

» After 11 years of follow-up, ET was confirmed as non-inferior to chemo-ET in patients
with HR-positive, HER2-negative, node-negative early BC and a RS 11-25.

* |In postmenopausal patients with stage 1 or 2, HR positive breast cancer who had
received 5 years of adjuvant endocrine therapy, extending hormone therapy by 5 years
BrOVi?CEd no benefit over a 2-year extension but was associated with a greater risk of

one fracture.

St. Gallen International Consensus Conference for the Primary Therapy of Individuals with Early Breast Cancer 2023 - Ann Onc 2023 - DOI:https://doi.org/10.1016/j.annonc.2023.08.017
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New practice changing Studies in early Breast Cancer @I
since St Gallen 2021 - HR+/Systemic Therapy - Il

* The OlympiA trial demonstrates that adjuvant therapy with olaparib
increases overall survival in patients with breast cancer harboring
germline BRCA1/2mutation.

e After 8 years, adjuvant denosumab during adjuvant therapy with Al
confirmed to markedly reduce treatment-induced clinical fractures

 Among select patients with previous HR-positive early BC, temporary
interruption of ET to attempt pregnancy did not confer a greater short-
term risk of BC events, including distant recurrence, than that in the
external control cohort.

St. Gallen International Consensus Conference for the Primary Therapy of Individuals with Early Breast Cancer 2023 - Ann Onc 2023 - DOI:https://doi.org/10.1016/j.annonc.2023.08.017
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***Risk stratification HR(+)/HER2(-):

Favorable biology:

v lower risk genomic signature
* recurrence score < 25 (postm NO/N1-3) or (prem 16 to 25 NO),
 or 70-gene signature ‘low’);

v’ strongly ER positive with low to intermediate grade,

v" and/or lower baseline Ki67,

v' or decrease in Ki67 with preoperative exposure to endocrine therapy.

Less favorable biology:

v" higher risk genomic signature (e.g. recurrence score > 25 or 70-gene signature
‘high’);

lower ER expression, intermediate to high grade,

and/or higher baseline Ki67,

or lack of decline in Ki67 with preoperative exposure to endocrine therapy.

A NEANERN
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Table 3 Systemic Therapy for ER+ HER2- breast cancer

Type and
Anatomic duration of
TN Ovarian Suppression
Stage endocrine
therapy*
Al or Tam,
T1ab NO Mo OFS
5 years§
Stage
1 Consider OFS and Al/tam for higher risk,
T1c No Al or Tam, particularly those warranting chemotherapy,
5 years age < 40, high grade, or intermediate genomic

scores (e.g. recurrence score 16 to 25)

Chemotherapy*/Abemaciclib

Premenopausal

Mo

Consider no
chemotherapy for
favorable biology
tumors especially if not
pursuing OF5™"

Yes for less favorable
biology tumors

Postmenopausal

MNo

Mo for favorable
biology
tumaors™™"

Yes for less
favorable
biology tumors

Olaparib

Premenopausal and postmenopausal

No

No

*Historically, the St Gallen Panel has favored Al-based therapy in higher risk tumors defined by T and N stage, grade, and Ki67 score

§ minimal risk may be managed without adjuvant treatment
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Table 3 Systemic Therapy for ER+ HER2- breast cancer

Anatomic

TN
Stage
NO (node
negative)
Stage
2
N1 (1-3+
LN)

Type and
duration of

endocrine
therapy*

Consider
extended
therapy™”,
especially after
initial 5 years of
tamoxifen

Extended
therapy**

Ovarian Suppression

OFS and Alitam for higher risk, particularly
those warranting chemotherapy, age < 40, high
grade, or intermediate genomic scores (e.g.
recurrence score 16 to 25)

OFS and AlfTam

**Extended therapy implies 10 years of treatment though some studies indicate that
10 years may not offer benefit beyond that seen with 7.5 - 8 years of endocrine

therapy

Chemotherapy®/Abemaciclib
Premenopausal Postmenopausal
Consider CT for Mo for favorable

favorable biology
tumors especially if not
pursuing OFS ***

Yes for less favorable
biology tumors

Consider for favorable
biclogy tumors***

Yes for less favorable
biology tumors
Abemaciclib for 2
years

biology
tumors™*

Yes for less
favorable
biology tumors

No for favorable
biology
tumors™*

Yes for less
favorable
biology tumors
Abemaciclib for
2 years for high
risk stage II

CONSENSO

Olaparib

Premenopausal and postmenopausal

Mo

&
Mo
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Table 3 Systemic Therapy for ER+ HER2- breast cancer

Type and
Anatomic duration of
TN Ovarian Suppression Chemotherapy°/Abemaciclib Olaparib
Stage endocrine
therapy*
Premenopausal Postmenopausal Premenopausal and postmenopausal
Yes for pN 24 the adjuvant
Stage Extended ves ves setting
g OFS and AlfTam Abemaciclib for 2 Abemaciclib for
3 therapy** Yes for non pCR AND a
years 2 years

clinical and pathological stage
(CPS&EG) score 23.

**Extended therapy implies 10 years of treatment though some studies indicate that
10 years may not offer benefit beyond that seen with 7.5 - 8 years of endocrine
therapy
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When Chemo is considered indicated -

°The Panel recommended

v’ anthracycline- and taxane-based adjuvant chemotherapy regimens for stage 3,
ER positive tumors;

v’ for stage 1 or 2 presenations, the Panel was divided between
o taxane-based regimens (e.g. TC, 44%),
o anthracycline-only regimens (e.g. AC, 14%),
o anthracycline- and taxane-based regimens (42%).
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Definicion de RH+ el I My

intensity ks weak

rmoderate or stromng
. . If result considered concordont with histology
RE (+) - 1-10% ¢Como considerarlo? |
Take steps to confirm,/
. . djudicat It per lab-
ASCO-CAP guidelines ¥ specific SOP* ard vorvelate Report as: ER Positive
wiith histology
l h 4
<1% of cells staining 1-100% of cells staining

v ¥

i Report as: ER Negati
port as: egative .
1%-10% cells staining (reported data elements ER Positive
should include status of
controls***) |
. R
Additional Recommended Comment
1-10% of cells =10% of cells staining [but
The cancer in this sample has a low level (19%-10%) of ER expression by IHC. There are limited staining weak)
data on the overall benefit of endocrine thera pies for patients with low level (1%-10%) ER
expression, but they currently suggest possible benefit, so patients are considered eligible for
endocrine treatment. There are data that suggest invasive cancers with these results are
heterogeneous in both behavior and biology and often have gene expression profiles more

similar to ER-negative cancers. Report 23: ER Low Positive Report as: ER Positive

Add recornmended comment™** .
(reported data elements should include [reported data elements should include
percentage of cells staining and

percentage of cells staining, intensity, and intensity)
Allison K JCO 2020 status of controls***)




plataformas genomicas



L S

Treatment decision

Genomics platforms are multigene profiles, based

_ ) ki
on DNA or RNA expression, aimed at — making ‘
prognosticating the outcome and/or predicting the .

. . p
response to systemic therapies Research
DHCDI’_}’}’JE DY HR+, 21 gene Continuous Recurrence Score, Prognostic Risk Groups, Benefit of therapy

Prospective trials in HR+/HER2- TailorX (NO), RxPONDER (N+ 1-3)

,;,,ﬁ_.ﬁ]‘,l;]ﬂf 70 gene - Low/High risk, prognostic groups
mammaprint Prospective trial - MINDACT (NO,N+1-3)

=N

T PAMSO0 Intrinsic Subtypes; Risk of Recurrence — ROR in HR+ (+ T & N)
Prosi gna  Prospective trial - OPTIMA (ongoing)

#A EndoPredict 11 Gene, HR+/HER2- ; Low/high risk; EP, EP clin (+T&N)

BCI prognostic score: 2 functional biomarker panels: HOXB13/IL17BR (H/I) ratio + the
molecular grade index (MGI); Low/High risk. H/I: Benefit of extended endocrine therapy?

" . breast cancer index

Alvarez | - SEOM 2021



éSon concordantes en la categorizacion de riesgo m

pronostico?
NO

Table 3. Risk categorization by each test

Risk group Oncotype DX* No. (%) MammaPrintt No. (%) Prosigna No. (%) [HC4 No. (%) [HC4-AQUAZ No. (%)
No. of patients (%) 301 (99.7) 298 (98.9) 299 (99.0) 257 (85.1) 271 (89.7)

Low risk 163 (54.2) 183 (61.4) 108 (36.1) 62 (24.1) 87 (32.1)
Intermediate risk 84 (27.9) - 88 (29.4) 123 (47.9) 80 (29.5)

Mid risk - - - - 55 (20.3)

High risk 54 (17.9) 115 (38.6) 103 (34.5) 72 (28.0) 49 (18.1)

Bartlett J et al. JNCI 2016



éPrediccion de beneficio terapéutico?

NSABP B20 (TvsT+QT-CMFMF)(NO)

ONCOTYPE-DX - RS

QT - BENEFICIO

Alto Riesgo

SWOG 8814(TvsT+QT-FAC)(N+)
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Albain K Lancet Onc 2009

NO INCLUIDO EN LOS ENSAYOS PROSPECTIVOS TAYLOR, RXPONDER




AS CO Algorithm on Biomarkers to Guide Decisions on Adjuvant Endocrine and Chemotherapy

Guidelines |

Mo mature evidenics
to recommend use of
any other biomarker
for this patient
population ¥ ¥
Mo mature evidence
Premenopausal Postmenopausal
ages&ﬂmm age:-ﬁl?remur to recommend use of
any other biomarker
| for this patient
* # population
Oncotype DX
uPA and PAI-1° u “mi MammaP rint"
biomarker for nse EndoPredict  |im
Prosigna |I.I
[hotes: K67 |l.-
" ey I ot with high elinicadrsk et MIMDALT estequrization
® Ol f ocally vl and together with ot parermetes it who da ot have access o genomic tests IHC4® ||.-
My sen b eifret b st wh rocebied 5 yuate of endiactivs thesspy withai evidance of recumence
i o s e g s e BCr L
|Abbreviations: HERZ human esidermal growh facter receplor 2 ER, esirogen recegtor, PR, progesieicns recegter, POS, Positive, NEG, Negative, LA, Ininunchistcchemistry & BC, Beeast Cances ndex -
(B High quality of evidence Srang strength of recommendation uPA and PAI-17 |ma
[ Intermediate quality of evidence, Strang strength of recammendation
Intermegiate quality of evidence/Moderate strength of recommendation Andre F JCO 2022




V'l Cancer

a2 ensive NCCN Guidelines Version 4.2023

NCCN Guidelines Index

Table of Contents

Network® Invasive Breast Cancer Discussion
GENE EXPRESSION ASSAYS FOR CONSIDERATION OF ADJUVANT SYSTEMIC THERAPY3P
NCCN Category Recurrence Risk
Assay Predictive Prognostic H{E,fCPI: e?eart:nggew of Evidence and and
Consensus Treatment Implications

21-gene (Oncotype Dx) :

(for pNO) Yes Yes Preferred 1 BINV-N (2)

Postmenopausal: |
Preferred
21-gene (Oncotype Dx) :
for pN1 (1-3 positive nodes)® Yes Yes Premenopausal BINVEN (2
Other 2A

70-gene (MammaPrint) - g

for pNO and pN1 (1-3 positive nodes) Not determined Yes Other 1 BINV-N (3)
50-gene (Prosigna) -

for pNO and pN1 (13 positive nodes) Not determined Yes Other 2A BINV-N (3)
12-gene (EndoPredict) - g

for pNO and pN1 (13 positive nodes) Not determined Yes Other 2A BINV-N (3)

Predictive
f benefit of
Breast Cancer Index (BCI) extondod o diuvant Yes Other 2A BINV-N (4)
endocrine therapy

https://www.nccn.org/professionals/physician gls/pdf/breast.pdf
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Plataformas gendmicas y decision de QT adyuvanté ' I

ONCOTYPE Dx RS 0-10 (16%) RS 11-25 (67%) RS 26-10!1'1?‘%'

Postmenopausal
Node+ | | |
Node— | | ]

Age (<50, >50) and menopause (pre, post)
Premenopausal - TAILOR & MINDACT — used 50y as cut

Node+ | | | | point and as a “surrogate” for menopause
MHode— RS 21
Low clin risk | ! | |
16
High clin risk | ni | |
MammaPrint® MammaPrint®
low risk (64%) high risk (26%)
] [ Erdocnnc #orapy - [RI] Uncortin chomo boncke®
Postmenopausal
Low clin risk | | E— — ] Chemothormpy (dscuss [ Chemothorapy
ovanan funcon
High clin risk | | | SLEEroamon + aromatnss
rhbeor as an ahomatve)
Pramenopausal
Low clin risk | | S - -
Piccart M. 17th 5t.Gallen International Breast Cancer Conference. 2021
High clhin nek | -

Piccart M et al. Ann Oncol. 2021 Sep;32(9):1077-1082



¢ Podria explicarse el beneficio de la QT en mujeres premenopausicas
como un efecto endocrino indirecto secundario a la supresion de la

funcion ovarica producida producida por la QT?

éSobre todo en los grupos de riesgo intermedio?

- Indirect evidence for trials
- Low use of OS in these 3 trials

- Data from SOFT and TEXT trial

But no direct comparison in phase lll trials

Piccart M et al. Ann Onc 2021
Alvarez | - SEOM 2021



Neoadjuvant Chemotherapy, Endocrine Therap %&E I

updates

and Targeted Therapy for Breast Cancer:
ASCO Guideline

Larissa A. Korde, MD*: Mark R. Somerfield, PhD*; Lisa A. Carey, MD?; Jennie R. Crews, MD*: Neelima Dendulur, MD*;

E. Shelley Hwang, MD® Seema A Khan, MD"; Sibylle Loibl, MD, PhD"; Blizabeth A Momis, MD?; Alejandra Pemrez, MD'™;

Meredith M. Regan, ScD*'; Patricia A. Spears, BS®; Preeti K. Sudheendra, MD™: W. Fraser Symmans, MD'*; Rachel L. Yung, MD*;
Brittany E. Harvey, B5*; and Dawn L. Hershman, MD**

Recommendation 1.2. Tumor histology, grade, stage and
Which patients with breast cancer are appropriate candi- estrogen, progesterone, and HER2 expression should rou-
dates for neoadjuvant systemic therapy? tinely be used to guide clinical decisions as to whether or not
to pursue neoadjuvant chemotherapy. There is insufficient
evidence to support the use of other immunochemical
markers, morphological markers (eg, tumor-infiltrating lym-
phocytes [TILs]), or genomic profiles to guide a clinical
decision as to whether or not to pursue neoadjuvant che-
motherapy (Type: informal consensus; Evidence quality:
o o insufficient; Strength of recommendation: moderate).

Clinical Question 1




HR+/HER2-, NECT vs NET+CDKi(Ribociclib( CORALEEN) | I

106 p
I Treatment | PE: MOLECULAR DOWNSTAGE - proportion of patients with

low-ROR disease after neoadjuvant treatment according to
Weekly paclitaxel 80mg/m® x 12
the standard PAMS50.
Letrozale 2.5 mgiday

Postmenopausal
HR+'HER2-, Stage I-IIlA&

Tumor size = 2 cm
PAMS0 Luminal B
(Prosignal®)

+ Ribocicllb 600 mafday, 3/dw

80% T2, 60% NO,

Siratibealion fsctors: . | & months }
S IR AR e s B J KI 67> 14% 94%,
§ \% Median proportion of cells with Ki67 in a simple 22-40%

PAMSD + RNAIDNA s0q & plasma samples | ROR class . High 85% Int 15%

PAMS5O0 (Prosigna) assay, ROR

Low-ROR was at least 40 points if NO and at least 15
points if 1-3 N+

Intermediate-ROR 4160 points if NO and 16—40

At surgery, low-ROR
23/49 (46-9%; 95% Cl 32-5—61-7) ribociclib plus letrozole group
24/52 (46-1%; 32-9—61-5) chemotherapy group.

[]DIIH'[S if 1-3 N+. Ribeciclib and letrozole group (n=49)  Chemotherapy group (n=52)
High-ROR disease 61-100 points if NO and 41-100 n (%) 95%l n (%) 95%dl
points if 1-3 N+ RCB (central)
01 3(6:1%) 1-3-16-8 6 (11-8%) 4-5-27-8
2-3 46 (93-9%) 83-2-987 45 (88-2%)s 76:2-955

Prat A et al Lancet Oncol 2020
PCR,, 0 (0%) 0-0-7-25 3(5-8%) 1.4-16-6

Alvarez | - GEICAM 2021



WSG-ADAPT-HR1/HER2-

Registered (N = 5,625)
Siorind dynamic Clinical high risk
tasting (n = 5,314} in=311)
False risk  {n=39) n=4310) Allocated to CT followad
stratification Patients with documanted RS available g7 o adiuvant ET by
before registration ET alone in = 2,356} in =5,043) a'ual';ﬁln (n = 2.335)
pM2 diseasa (n=7)
Missing in = 20) ¥
information pMNO-1 patients with
about nodal status RS0-11 or
RS12-25 and Ki67___, < 10%
{ITT population; f = 2,290} (N d?gj:m'“:
=== e e S s sss s m === <
1 N . . 1
Patients with
| Patients with Faients RS12.25 NOA, and | s IESLLE LT
RS12-25 and s ,an I :

I R50-11 KiET . < 108 ET nonresponders T followed by adjuvant ET

I poet (ITT; n=2,331)

I in= 1,422) (n = 694) | ; =

L= '“BY:?‘{ """""""""""""""""""""" ' Patients randomly assigned  Patients randomly

to CT after amendment assigned to CT® before
Missing FU FU available (n=2,237) amendment {n = 34}
information {n = 11) n=2,279) /\
Arm A Arm B
4xPac4xEC once ExMab-pac-4xEC onca
avary 2 woeks (n= 1,131} avary 2 woaks (n = 1,106}

Nitz U et al JCO 2022




WSG-ADAPT-HR1/HER2- Endocrine trial

n= 5,625 registered
Endocrine trial (2,290 p (n = 1,422 experimental v n = 868 control)

all patients received exclusively ET:

(pN) 0-1 (ie, 0-3 involved lymph nodes) entered

control arm if RS< 11

experimental arm if RS12-25 with ET response (Ki67post < 10%).

Primary end point of the endocrine trial was noninferiority
of 5y-iDFS in experimental v control arm

5y-iDFS dif= —3.3%, establishing prespecified noninferiority (P 5 .05).
92.6% (95% Cl, 90.8 to 94.0) exp vs 93.9% (95% Cl, 91.8 to 95.4)control
5-year distant DFS - 95.6% versus 96.3%,

5-year OS 97.3% versus 98.0%,

ET response was more likely with aromatase inhibitors (mostly
postmenopausal) than with tamoxifen (mostly premenopausal):

78.1% versus 41.1% (P, .001).

ET response was 78.8% in RS0-11, 62.2% in RS12-25, and 32.7% in RS >
25(n 54,203, P, .001).

100%
_%ﬁ
|
80% { i ~33% 0.6%
margin 3.3% _1.3% |
60% - T — T T T T T T T T
w (=} (=} iy (=]
% S N
-_ 409
20%
—_— RS0-11
0% —— RS12-26/Ki67, S 10%
T T T T T T
0 12 24 36 48 60
Follow-Up Time (months)
Mo. at risk:
RS0-11 BE6E 796 705 657 603 43
1,289 1,124 1,019 938 671

RS12-25/Ki67 < 10% 1,414
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é¢bloqueo estrogénico completo?

éMejor que TMX en mujeres premenopausicas?



Ablacion ovarica -

(A) No chemotherapy or

(B) Premenopausal before
premenopausal after chemotherapy

chemotherapy, uncertain after

- Ratio of annual event rates =5 Ratio of annual event rates
E* Abl./Suppr. : Control E* Abl./Suppr. : Control
Effects of ovarian ablation or suppression on breast cancer era i - '
. amotherapy) '
recurrence and survival: patient-level meta-analysis of 14,999 ! ;
pre-menopausal women in 25 randomized trials — . : >
) . : -
Early Breast Cancer Trialists Collaborative Group (EBCTCG) ) o -
} B S -
| L — -
; > n
| . : ;
& ~: -
.. i . | - :
! -
' & :
: < <+
; 0-714 (0-643 — 0-794) |  0-906 (0-831 — 0-987)
! reduction ! reduction
: 2p < 0-00001 | 2p =002
0 05 10 15 20 0 05 10 18 20
Abl./Suppr. better | Abl./Suppr. worse Abl./Suppr. better | Abl./Suppr. worse

ASCO 2023

Treatment effect 2p < 0-00001

w

Treatment effect 2p = 0:02



(A) No chemotherapy or (B) Premenopausal before
premenopausal after chemotherapy = chemotherapy, uncertain after

100 100
7213 women 7786 women
80 - 80 -
3 RR 0-70 (0-63-0:78) 8 RR 0-91 (0-83-0-99)
s Logrank 2p < 0-00001 = Logrank 2p = 0-02
= 15-y gain 12:1% (CI 8:9 - 15-3) = 15-y gain 1:3% (Cl -1-7 - 4:3)
360 ¢ 1 360 - 1
g g
o Canitiol o ConFr:c;I
40 | Y 4100/0 40 2 37-8% 33‘12_
) ‘/.3/2:5,, ) O\_Iarian
gsgé’C, 23-6% r.—l""/." 28.-9%, 95{?c| 26:1% 9% suapb;?gso;::r:
20 | —=04.3% O\_Iarlan_ 20+ o i
) ablation or
suppression
0 : : : 0 : ‘ :
0 5 10 15 years 0 5 10 15 years
(b) Chemo, uncertain menopausal status (trend Xf =4.8;2p =0.03) |
Age < 35 154386 163879 111 484 — mil 079(055 115)
(39:9%) (43:0%) :
AGE - Age 35 - 39 (2345/57?? %gg/zge; -21:0 971 +_ 0-81 (0-62 — 1-05)
- No chemo or prem after chemo - all groups Benefit » Age 40 - 44 W14 4128 194 1612 —M-  089(072 109)
- But - Uncertain after chemo... Age 45 - 49 371/1098 379/1129  -1-3 149-8 —.— 0-99 (0-80 — 1-22)
(338%)  (336%) :
Age 50 -54 153/427 142/433 39 54-7 —E—-.i
(358%)  (32:8%) !
AEBCTCG ASCO 2023 I o swoow 182/ 1403 _ago 5111 4| oot 083 099
(344%)  (35:8%)




Aromatase inhibitors versus tamoxifen in premenopausal

women with oestrogen receptor-positive early-stage breast
cancer treated with ovarian suppression: a patient-level

A B
meta-analysis of 7030 women from four randomised trials o ] e vons
RR 0-79 (95% (1 0-69-0-90) RR0-83 (95% O 0-71-0.97)
Early Breast Cancer Trialists” Collaborative Group (EBCTCG)* 40-| Leg-rank p=0.0005 o Logrank p=0018
_ —B- Aromatase inhibitor 2
® —8- Tamaifen Y ]
Alocated Mlocated o o -
ammatase inhibitor  tamxifen ) 101% o a8 17
1 - % -a.;_,.-—"'f:'l 10:2%
, _ e
Bymi fI!L_E.-E.r '|J:[H]3Z:| ! . E--?'}. . Jl.ﬁl’:;':;.?x |
1] 10 o 10
ABCSG x"iﬁ 114!555 {133%] l]'l}gllla]g {123%] 'i_'l_ 15 {D? 5'-15"13 Recurrence ramperymrs[?.[mnumumen—ym]} Distant recumence ramsperymr[v.[wmwumen—yaaﬁ]}l
T WX e 0641485 e S PV,
1 ears ears 5- 8ars x ears 0- ears 5- ears x
1 . % - . . Aromatasinhibitor 146 237/16276) 176 (158/8908) 1-89{9/476) 116 (190/163%6) 101 (93/9227) 060 (3/502)
i mon " | B e med wbm bR meed g
HOBOE? 38350 I:’lﬂ-%} 41l 353{13'35{'} _":__ 072 I:El-dl-i-l"?] from (- eliv 529/1372 12745 32126 2481018 430458 14/07
C D
G0~ FO30women = 7030w omen
10-year gain 0-4% {95% (-1-2t0 1-9) 10yaar gain 0-2% (95% (1-15101.9)
RR 1-01 (95% O 0-82-1-24) RR1-04 (95% Cl 0-86-1-27)
A Log-rank p=i-04 J Log-rank p=0-68
. Z -
Interpretation: z ] 2
Using an aromatase inhibitor rather than tamoxifen in ;
2 20 z
premenopausal women recelving ovarian suppression reduces g <
. 10+ . B -
the risk of breast cancer recurrence. 0y i 4% "5
. . c}__._.ldﬂ_--:':— 4% - _._,-F‘—F:._ZF-G%
Longer follow-up is needed to assess any impact on breast ! ! b !
. Time since trial entry (vears) Time since trial entry (years)
Ca n Ce r m O rta | Ity. Dweath rates from breast cancer per year (% [95% dJ) Death rates peryear (% [events/women-years])
and leg-rank anatyses and log-rank analy ses
Years 0-4 Years 5-9 Years =10 Years 0-4 Years 5-9 Years =10
Aromatass inhibitor 0-60 (0-43-0-72) 0-85 {0-66-1-03) 076 {002-1-51) 0-69 (115/16 663) 101 (96/9515) 076 (4/525)
Tammifen 047 (0-37-0-57) 1403 (0-82-1-23) 057 (0-08-122) 051 {85/16573) 1417 (111/9481) 1-33 (7/525)
RR (o5% (1) 1.25 (0-03-1-68) 0-80 (0-60-1-08) 1-45 {0-33-6-44) 133 {100-176) 0-84 (0-64-1-11) 0-64 (0-18-2-24)
Lancet Oncol 2022; 23: 382-92 from (o-}fv 97/434 -946/435 D4/17 138/480 86502 “19j25




SOFT & TEXT trials

Pagani O NEJM 2014

TEXT
Population: Premencopausal women with endocrine-responsive early breast cancer who should
recelve OFS from the start of adjuvant therapy,

Enroliment November 2003 through April 2011
Final accrual: 2672 (revised target: 2639)

Stratify: Tamoxifen + OFS (Triptorelin)

* Chemo planned

* Modal Status : 3
Exemestane + OFS (Triptorelin)

MMN-—E0Q0Zra

SOFT

Population: Premenopausal women with endocrine-responsive early breast cancer who remain
premenopausal after chemotherapy or after surgery alone.

Enroliment December 2003 through January 2011
Final accrual; 3066 (target: 3000)

Stratify: Tamoxifen

" Priorchemo
" |ntended OFS
= Nodal Status

Tamoxifen + OFS

Exemestane + OFS

MN=—=00Zr23a




Combined TEXT and SOFT Trials -12-year results

DFS (4.6% - HR 0.79; 95% Cl, 0.70-0.90; P < .001)
DRFI (1.8% - HR, 0.83; 95% Cl, 0.70 to 0.98; P =
.03),

A

Not OS (90.1% v 89.1%, HR, 0.93; 95% Cl, 0.78-
1.11),

HER 2-negative tumors (86.0% of the ITT
population),
OS with exemestane + OFS (absolut
benefit)
2.0% (HR, 0.85; 95% Cl, 0.70 to 1.04)
3.3% in those who received chemotherapy
(45.9% of the ITT population).
Clinically significant in high-risk patients,
< 35 years (4.0%)
>2cm (4.5%)
grade 3 tumors (5.5%).

Alive and Disease-Free (%)

—

Alive (%)

E-Year
oFs: 12-¥,
-Y¥ear
oo g0.8 DFE:
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Bl a74
1]
B0 Difference: 4 6%
{96%: C1 2.0% to 7.2%)
40 4
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Es0OF5 202 WT 7T 47 07807080 0900 « .00
T+ 0F5 287 188 BS B3
T T T T T T T T
1] B 10 12
Time Since Random Assignment (years)
E-Year 05:
o0 12-Year O5:
100 4 =ik |
\jﬂ_\‘_
BO B2
Difference: 1.0%
(95% CI -0.6% 1o 2.6%.)
B0
A0
Mo of Deaths: [néerval lyears]
20 4 06 510 =10 Total HR [B5% Cl F
E+ OFS 21} B4 53 2B 0.52(07Btc 1111 .43
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T T T T T T T
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Difference: 1.8%
£n [95% CI -0.2% to 1.B%)
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20 4 06 51 =10 Total HAI88% CI) F
E s OF5 13 T4 36 246 0LBIIDTOto0SE) 03
+ OF5 1% B 3/ 206
|||||||||||||
1] b 10 12

Time Since Random Assignment (years)

E-Year 0S:

BEE 12-¥ear OS5
100+ 50
M
B o aea
Diffarencea: 20%
[95% CI -0.1% o 4.0%}
. HER2(-)
40 —
Mao. of Deaths: Intereal iyears)
05 B0 =10  Total HA 95% CII
20 7 E+OF3 ] 66 44 182 085 00.70 1o 1.04)
T+0F5 B7 105 B4 216
|||||||||||||
i} (] 10 1z

Time Since Random Assignment (years)

Pagani O. JCO 2022



12-Year Results From SOFT

DFS
TMX + OFS vs TMX (HR, 0.82; 95% Cl, 0.69 to 0.98)
71.9% (TMX) - 76.1% TMX+ OFS - 79.0% EXE+ OFS.

OS
TMX + OFSvs TMX (HR, 0.78; 95% Cl, 0.60 to 1.01)
86.8% (TMX) - 89.0% TMX+ OFS - 89.4% EXE+ OFS.
HER2 (-) + Chemo

78.8% TMX,

81.1% TMX+ OFS

84.4% EXE+ OFS

Alive (%)

O

Frae (%)

and Diseasa-

Aliva

Time Since Random Assignment (years)

Time Since Random Assignment (years)

o

-Frae (%)

Distart Recurrence

Alive (%)

.| HER2(-)+Chemo

Time Since Random Assignment (years)

Francis P JCO 2022



100

8-Year Follow-Up ASTRRA Trial

80

1,483 premenopausal

=
< 45 years =
Neo/adjuvante chemotherapy 30 -
Who Remain Premenopausal or Regain Vaginal
Bleeding After Chemotherapy _ 0
1:1 ratio 5y TMX vs 5y TMX + OFS 2y 5
DFS N
85.4% TMX + OFS - 80.2% TMX 70-
(HR 0.67; 95% Cl, 0.51 to 0.87). g
OS (no significant) 2
96.5% TMX + OFS - 95.3% TMX fz
(HR, 0.78; 95% Cl, 0.49 to 1.25). 0

60
80 H

20
10

Median DFS (%) HR {9&% C1) P

TAM only T8I 1

TAM + OFS BT 0.67 {0.62 to 08T} .003

0 20 40 60 80 100 120 140

Time Since Random Assignment (months)

M

Median 05 (%] HR {95% CI) P

TAM only 94.3 1

TAM + OFS 949 0.7% 0.48 to 1.26) a17

T T T T T T T T
0 20 40 60 B0 100 120 140
Time Since Random Assignment (months)

Baek SY JCO 2023



PAMS50 — ROR — SOFT-trial
PAM50 ROR Predictive results— overall cohort

[Endpoint = BCFI]

Unselected (N=1084) ROR low/int (N=680, 64%) ROR high (N=386, 36%)

‘x \\\:h
B s g o § o
2 80% 2 8% s 8%
& 3 5]
8 HR (95% ClI) 12 yr Abs Benefit g HR (95% CI 12 yr Abs Benefit g (95% Cl) 12 yr Abs Benefit
& eo%{ T+OFSvs T:0.9(0.6,1.2) 3.9% S e T+OFSvsT:0.6(04,1.0) 54% S e ;"3 é’?s v?'r 1.2(0.8,1.8) -1 3y°;o > e
g E+OFSvsT:06 (05, 09) 9.9% g E+OFSvsT:0.5 (03. 08) 10.3% g E + OFS vs T Og (05' 14) 3_‘40/0
8 = Patients Events 8 e Patients Events £ i Patients Events
= 2%l oFs : S wdliiors 2
E + OFS E 17 29
09 0%

0 2 4 3 8 10 12
Years since randomisation

i) 2 4 6 8 10 12 6 8

Years since randomisation

Chemo n=543 (50.1%)

« Very young women had significant enrichment of aggressive disease biology
<40yrs vs >40yrs had significantly more Luminal B subtype (39% vs 21%)

<40yrs vs >40yrs with Luminal A subtype had higher rates of distant recurrence at 10yrs (10-yr DRFI
83.4% vs 92.1%)

More frequent high ROR scores in node negative (36% vs 14%) and node positive (80% vs 66%)
subgroups

Brown LC— ASCO 2023 «  PAM50 ROR score was not predictive of OFS benefit in premenopausal women




HT extendida



Diseflo de los estudios de HT extendida

5 anos 5 anos

» 2,5-3 anos

»
>
P
<

Al

—




ESTUDIO INTERVENCION BENEFICIO ABSOLUTO HR - SLE
ler tratamiento (RAMA EXPERIMENTAL)

NSABP 14 TMX 5a

5a TMX No tto

5a TMX No tto

NSABP B33 EXEMESTANO 5a
Postm, 5a TMX Placebo

MA17 LETROZOL 5a
Postm, 5a TMX Placebo

ABCSG 6a ANASTROZOL 3a
Postm, 5a TMX+/-1A No tto
NSABP-B42 LETROZOL 5a

Postm, 5a, cualquier t Placebo
endocrino

MA17R LETROZOL 5a
Postm, 5a IA+/- TMX previo JXEI]e]

(DJAY A ANASTROZOL 6a
Postm 2-3a TMX ANASTROZOL 3a
IDEAL ANASTROZOL 5a
Postm, 5a cualquiert ANASTROZOL 2,5
endocrino

ABCSG 16 ANASTROZOL 5a
Postm, 5a cualquiert ANASTROZOL 2a
endocrino

N-SAS BC 05 (AERAS) ANASTROZOL 5a
Postm, 5a IA/TMX-IA No tto

GYM-4 LETROZOL 2-3a
Postm, TMX 2-3 a LETROZOLS a

SLE 7a 4% (placebo)
SG 7a 3%
SLE 10a3,7%

SG (especifica) 10a 2,8%

SLE 2,6%
SG 1,6%
SLE 4a 2%

SLE 43 4,6%

SG 4a0,4%

SLE 6a 4,6%

SG 6a 1,4%

SLE 10a 3,3%

SG 10a 0,5% (placebo)

SLE 5a 4%
SG 5a 1%

SLE 5a3,7%
SG 5a 1%

SLE 5a1,4%
SG 5a0,8%

SLE 10a 0,8% (2y)
SG 10a 0,4% (2y)

SLE 5a 5%

SG 5a no diferencia
SLE 12a 4,7%

SG 12a 4% (84 vs 88%)

1,4 (0,9-2,2)

0,84 (0,76-0,94)

0,75 (0,66-0,86) en el afio 10
0 posterior

0,68 (NA)

0,58 (0,45-0,76)

0,62 (0,40-0,96)

0.86, P =.047

0,66 (0,48-0,91)

0,79 (0,62-1,02)

0,92 (0,74-1,16)

1,007 (0,87-1,16)

0,61 ( 0.46 to 0.82)
1.13(0.61 to 2.10)

0,78 (0-65-0-93)

0-77 (0-60—-0-98); p=0-036



Terapia extendida - meta-analisis - 15 EC randomizados

Outcome and subgroups Number of Number of Meta-analysis Heterogeneity
studies patients
HR 95%Cl P 95%Pl I%Tau®> P
value value
| Subgrouped by the duration of adjuvant endocrine therapy (Subgroup 2)
Adjuvant endocrine therapy for 10 years vs 5 years 5 11160 0790  0532- 0.039 0.371- 730%, 0.005
0988 1585 0.0436
Adjuvant endocrine therapy for 10 years vs 7-8 years 3 6024 08%  0.745- 0.243 0.137- 488%, 0.142
1078 5858 0.0130
Adjuvant endocrine therapy for 7-8 years vs 5 years 2 716 0783 0677- 0.001 - 0%, 0 0.935
DFS - 0906
Subgrouped by lymph node positive/negative (Subgroup 4)
Positive 1 992 0670  0469- 0.028 - - -
0958
Negative 1 1152 1380 0988- 0.059 - - -
1927
E Mixed (positive or negative) 7 17434 0804 0707 <0001 0.561. 544%, 0.041
S 0914 1152 0.0153
Subgrouped by the duration of adjuvant endocrine therapy duration (Subgroup 2)
Adjuvant endocrine therapy for 10 years v 5 years 6 16601 0861  0785- 0.001 0.675- 264%, 0.236
0S — 0944 1.148 0.0055
Adjuvant endocrine therapy for 10 years vs 7-8 years 3 6024 LO11  0864- 0.893 0.365- 0%, 0 0.851
. 1183 2796
m Adjuvant endocrine therapy for 7-8 years vs 5 years 2 3716 0814  0668- 0042 - 0%, 0 0.437|

Xie M Front Onc 2023
Alvarez i - SEOM 2023



> (W Extended therapy with letrozole as adjuvant treatment of
~ postmenopausal patients with early-stage breast cancer:
a multicentre, open-label, randomised, phase 3 trial

Lucia Del Mastro, Mauro Mansutti Giancarla Bisagni Riceardo Porzone, Antanio Durands, Lowm Amadued, Enrico Campadelli

Francesco Cagnetti Antonio Frassoldati, Andrea Michalatti Silvia Mura, Ylenia Urracei. Giovanni Sanna, Stefania Gori, Sabina De Placido,

Orndlla Garrone, AlessandraFabi. Carla Barone, Stefano Tamberi Qowdia Bighin, Fabio Puglisi GabriellaMaoretti, Grazia Arping, Alberto Ballestrera
Francesca Paggie. MatteoLambertini, Filippo Montermuro, Paole Bruzzi, on behalf of the Gruppo ltaliano Mammela investigators*

GYM-412Y FU

100 g
50+
80+

70+
60
DFS
40

30+

20-{ —— 5-year letrozole (extended)
——2-3-year letrozole (control)
10 HR 0-78 (95% C] 0-65-0.93); p=0-0064

Disease-free survival (%)

100

survival (%)

O
0

Owvera

109 HR 077 (95% C10-60-0-98); p=0-036

o T T T T T T T T T T T T T T T
o 1 2 3 4 5 & 7 8 9 i 11 12 12 14 15

Time since randomisation (vears)

DFS

Events: (25-4%) control and 212 (20-7%) of
1026 in the extended group.

12-year DFS 62% (95% CI 57-66) control
group and 67% (62-71) extended group
(HR 0-78, 95% CI 0-65-0-93; p=0-0064).

(05

263 (12-8%) deaths

147 control group and 116 in the extended
group.

12-year OS: 84% (95% CI 82-87) control
group and 88% (86-90) extended group
(HR 0-77, 95% CI 0-60-0-98; p=0-036;

DISCONTINUATION (in the absence of
disease progression)

189 (19:5%) control group

344 (37-1%) extended group

Del Mastro L -Lancet Onc 2022
Alvarez | - SEOM 2023



Factores para la toma de decision

* Factores clasicos, el T, el Ny el Grado, (N el mas
importante)

T, el Ny el grado se han integrado en una calculadora
prondstica (CTS5 www.cts5-calculator.com ) == >
riesgo de recaidas entre los 5-10 afios (postm)

e Plataformas gendmicas (Oncotype DX, Mammaprint,
Prosigna-ROR, Endopredict, BCI)

» factor pronodstico para la recurrencia tardia -
Prosigna-ROR, Endopredict y el Breast Cancer
Index (BCI)

* Factor predictivo beneficio terapia extendida -
BCl,

e 2 paneles de biomarcadores: MGI “5 gene
molecular grade Index + |a ratio de HoxB13
e interleukina-17B (H/I

e 2 grupos de riesgo, bajo (score 0-5) o alto
(score 5.1-10)

CTS (® CALCULATOR

Tumour size (mm)
Tumour Grade
Patient age (years)

Number of nodes involved

of DR since randomization (4

TS5 Score

CT55 SCORE 5-10 YEAR RISK

3.73 8.8%

23

Grade 2 v

57

1

CT55 RISK GROUP

Intermediate



http://www.cts5-calculator.com/

Breast Cancer Index (BCl)

_ Plataforma Valor predictivo de beneficio de ET extendida _

IDEAL trial

RH+, N-/+, postm

5 anos de HT (cualquiera) seguido
de IA 2,5 vs 5 ainos

Trans-aTTom 789
RH+, N+, pre y post

5 afios de TMX seguido de 5 afos
de TMX vs no mas tratamiento

NSABP-B42

RH+, N+, postm

5 afios (TMX->IA o IA) - 5 afios de
Letrozol vs Placebo

20179

Revision Alvarez |. Hot topics, 2021

(BCI (H/1) alto o bajo

BCI
(BCI (H/1) alto o bajo

BCI
(BCI (H/1) alto o bajo

5+5 vs 5+2,5 - (RFI)

BCI (H/1) Alto (429 p)
HR 0.42 (95% IC 0.21-0.84) 011
Beneficio absoluto de reduccion del riesgo de

recurrencia 9,8%
BCI (H/1) Bajo (479 p)

HR 0.95 (95% IC 0.58-1.56) 0.835
5+5vs5

BCI(H/1) Alto 404

HR 0.33 (95% IC 0.14-0.75) 0.014

Beneficio absoluto de reduccidn del riesgo de
recurrencia 9,7%

BClI (H/1) Bajo (385p)

HR 1.08 (95% IC 0.76-1.74)

Test para la interaccién tratamiento- BCl 0.55
alto/bajo



Mammaprint- NSABP-B42

&

10-yrrisk  10-yr risk Absolute HR b
Endpoint MP Letrozole Placebo benefit p : :
95%(CI interaction
(%) (%) (%) (95%CT)
DFS Low 203 28.1 7.8 067  <0.001 0.015
events (0.52,0.85)
High 28.8 27.2 1.6 1.10 0.55
(0.82,1.47)
BCFI  Low 8.4 15.4 7.0 051 0001 0.006
(0.35,0.74)
i 1.15
High 14.6 11.6 -3.0 (074.1.79) 0.53

» Absolute benefit of L vs. P was limited to MP-L for both DFS and BCFI
« Tests for treatment-by-MP risk group interaction were statistically significant

BCFI: time from randomization to first invasive breast tumor recurrence

Rastogi P: ASCO 2021
Alvarez | - SEOM 2023



Biomarkers for Adjuvant Endocrine and
Chemotherapy in Early-Stage Breast Cancer:
ASCO Guideline Update

Extended Endocrine Therapy for ER-Positive HER2-Negative Breast Cancer
Oncatype DX, EndoPredict, Prosigna, Ki67, or IHC4.

Recommendation 1.23. If a patient has node-negative breast cancer and has had 5 years of endocrine therapy without evidence of
recurrence, there is insufficient evidence to use Oncotype DX, EndoPredict, Prosigna, Ki67, or IHC4 scores to guide decisions about
extended endocrine therapy (Type: evidence-based; Evidence quality: intermediate; Strength of recommendation: moderate).

Breast Cancer Index.

Recommendation 1.24. If a patient has node-negative or node-positive breast cancer with 1-3 positive nodes and has been
treated with 5 years of primary endocrine therapy without evidence of recurrence, the clinician may offer the BCl test to guide

decisions about extended endocrine therapy with either tamoxifen, an Al, or a sequence of tamoxifen followed by Al (Type:
evidence-based; Evidence quality: intermediate; Strength of recommendation: moderate).

Recommendation 1.25. If a patient has node-positive breast cancer with = 4 positive nodes and has been treated with 5 years
of primary endocrine therapy without evidence of recurrence, there is insufficient evidence to use the BCI test to guide
decisions about extended endocrine therapy with either tamoxifen, an Al, or a sequence of tamoxifen followed by Al (Type:
evidence-based; Evidence quality: intermediate; Strength of recommendation: strong).

Clinical treatment score post-5 years.

Recommendation 1.26. If a patient is postmenopausal and had invasive breast cancer and is recurrence-free after 5 years of
adjuvant endocrine therapy, the clinical treatment score post-5 years (CTS5) web tool may be used to calculate the estimated risk

of late recurrence (recurrence between years 5-10), which could assist in decisions about extended endocrine therapy (Type:
evidence-based; Evidence quality: intermediate; Strength of recommendation: moderate).

Andre et al, JCO 2022
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QT neo/adyuvante en CM RH+/HER2-

 EBCTCG meta-analisis QT (https://www.ctsu.ox.ac.uk/research/the—

earIy—breast—cancer—triaIists—coIIaborative—group—ebctcg/ebctcg—puincations)
* Beneficio independiente de la expresion de RE, N
* Mayor absoluto en N+, RE neg, < 50 afios
* Tipos QT
* Antras > CMF,
* Antras + Taxanos > antras solas,
» Taxanos sin antras vs taxanos + antras (¢ ?)

. Ml_zla(yg)rl'a estudios era preHER2 y mezclando RH+y
RH(-

* QT neo

* baja tasa de pCR
e Valor de la respuesta patolégica < HER2+ y TN

* Plataformas gendmicas - toma de decision
* ASCO guidelines - ultimas en 2016

Emry age - 50 years, ER- posithee: polychemocherapy + @maifienys tamoifen akone
{1354 women: 14" node. poihe)

Ricuiminci | %)

b ih

G year gan 765 (5 17)
Lioqramk Ip-ou0oil

Enery age 50-54 years, ER-posithve: polychemocherapy + mmanifen vs mamoutfen alone
{11 333 wroemen: T 3% node- pos i)

Ricuimence | %)

Lancet 2005

& el gain .4 (SE0.4)
Linggramk Tp- oLl



https://www.ctsu.ox.ac.uk/research/the-early-breast-cancer-trialists-collaborative-group-ebctcg/ebctcg-publications
https://www.ctsu.ox.ac.uk/research/the-early-breast-cancer-trialists-collaborative-group-ebctcg/ebctcg-publications

NCCN Guidelines Version 4.2023

SYSTEMIC ADJUVANT TREATMENT: HR-POSITIVE - HER2-NEGATIVE DISEASEY"?
POSTMENOPAUSAL?® PATIENTS with pT1-3 AND pNO or pN+ TUMORS

=
Zﬁgnr =0.5cm .. consider adjuvant endocrine
bNO therapy (category 2B)PP
Adjuvant chemotherapy®*©
followed hwﬁ( endocrine
Not done — |therapyPP:T (category 1)
Strongly or
Ductal/NSTY Il:mm ~0-5cm consider / Adjuvant endocrine therapy®>f
* 1
* Lobular pN1mi (52 mm axillary | __ gkge:;s:;}f ¢, Recurrence Adjuvant enlgit;afr:f:rine therapy
) m:iﬁ:papillary g::de metastases) candidate for score <26 (category 1)™™
s hemotherap : a,cc,bb
N1 (1-3 positive nodes ¢ : Adjuvant chemotherapy
PN ( P ) (category 1)U k Recurrence followed by

score 226 endocrine therapy??ff (category 1)

o Adjuvant chemotherapy®bb.cc.ll
pN2/pN3 (24 ipsilateral followed by

metastases >2 mm)’ endocrine therapy?P:ff (category 1)




NCCN Guidelines Version 4.2023

SYSTEMIC ADJUVANT TREATMENT: HR-POSITIVE - HER2-NEGATIVE DISEASEY"2
PREMENOPAUSAL?? PATIENTS with pT1-3 AND pNO TUMORS

Consider adjuvant endocrine
therapy (category 2B)PP

Tumor £0.5 cm and pNO > ‘ —

Adjuvant chemothe aﬁpy“’ followed by

endocrine th».erap'_|,.rb I (category 1)
« Ductal/NSTY Not done — |or
» Lobular Adjuvant endocrine therapy?P-ff +
« Mixed ovarian suppression/ablationPP

* Micropapillary
Recurrence _, |Adjuvant endocrine therapyP®ff +

Strongly consider score <15 ovarian suppression/ablationPP.ffimm

Tumor >0.5 cm 21-gene RT-PCR - . .
and —» |assay if candidate/¢ Adjuvant endocrine therapy™ " x
pNO for chemotherapy Recurrence ovarian suppression/ablation®®-fhmm
iis —= |OT
(category 1) score 16-25 Adjuvant chemothgﬁmﬁf followed by

endocrine therapy

—-

score 226 endocrine therapyb?

Recurrence Adjuvant chemotherafpy“ followed by

SYSTEMIC ADJUVANT TREATMENT: HR-POSITIVE - HER2-NEGATIVE DISEASEY"Z
PREMENOPAUSAL?? PATIENTS with pT1-3 AND pN+ TUMORS

Not a candidate Adjuvant endocrine therapy +
pN1mi (£2 mm for chemotherapy ovarian suppression/ablation®b:ff:mm
axillary node

. Assess to
g*lretastasm] determine if
pN1 (1-3 candidate for
positive chemotherapy If candidate for ) Adjuvant chem otherapybbuﬁc
nodes) chemotherapy consider followed by endocrine

gene expression E— therapybb, mm

* Ductal/NSTY assay to assess or _
 Lobular prognosis™m:°© Adjuvant endocrine therapy +bb,ﬂ‘,mm
« Mixed ovarian suppression/ablation
* Micropapillary
i bb,cc
pN2/pN3 (24 ipsilateral Adjuvant chemotherapy
metastases >2 mm)™ follower.gbb IFndr.:u::rlne
therapy”":"™" (category 1)




é Antraciclinas?

Concurrent anthracycline plus docetaxel plus cyclophosphamide Vs Tax-Cyclo

Anthracycline-containing and taxane-containing
chemotherapy for early-stage operable breast cancer:
a patient-level meta-analysis of 100 000 women from
86 randomised trials

Early Breast Cancer Trialists" Collaborative Group (EBCTCG)*

A 2469 women B 2469women
1DD}, —8- Taxane 100 ;|»"’
%y’ i Tavane plus anthracycline e
50 — 50
Ll
= 40 E 40
= RR 0-58 (95% Cl 0-47 to073) E RR 0-65 (95% (1 0-49 to 0-87)
b Log-rank 7p«0-0001 2 Log-rank 2p=0-0034
E 30 10-vear gain 87% (95% (1 4.5 t012-9) T 307 10-year gain 4-2% (95% C1 0-4 to 1)
3 b
i 3
= 20 14-2% _r",,""'i 0% iﬁ 20
P & 7-8% 3 132%
_@ 123% [ . - 2%
10} B 10} A -y
- ___dgrf—::j i
o T T 0 T T
L1} 5 10 0 5 10

Sequential anthracycline plus docetaxel plus cyclophosphamide Vs Tax- Cyclo

€ 11386 women D 11386women

Y Y
Interpretation Anthracycline plus taxane regimens are most efficacious at reducing breast cancer recurence and =~ = g ™
s, Regimens i igercumthe e ofanracineps e povie e et benefi, chllngng | £ | e 1 mme
the current rend in clinicl practice and guideines towards nom-anthracycine chemotherapy, paticulaly shorter | £ ™ §
egimens, such s four e ofdocetme-ycophosphamide. By bringing ogeher dota fom aost ol vt~ o e i’ o Lo
il i e analysis provide a ezl dence et o nividulesmentdecisos cncelpidelnes, || "7 | LT
and the design offuture linial s " " ’ .

Lancet 2023; 401: 1277-92



¢Algun dato con ADC?

TRIO-US B-12 (TALENT):

Study Design

Study Population:
*Hormone
Receptor + Arm A (N=29):
*HER2-low (by T-DXd 5.4mg/kg
local and/or
central review) Treatment: 6 or 8 cycles” + EOT Surgery™*
+ Stage II-llI Am B (N=29):
operable —ev)-
«Men or Pre-/Post- | T-DXd 5.4mg/kg + anastrozole
menopausal (+GnRH analog for
men/premenopausal women)
women
stratified by HER2 I I I
expression level |
LLL“;E;?EL';;’ Tissue acquisition from archival tissue or biopsy at baseline and biopsy
status (pre or post) between C1D17-C1D21, and tissue at time of surgical resection

« ORR: 68% (T-DXd alone, Arm A); 58% (T-DXd with anastrozole, Arm B)

« RCB 0/1 rate: 15% (both arms); surgical outcomes pending (24% in arm A; 31% in Arm B)
Hurvitz S - SABCS 2022



&

Quimioterapia y CDKis
é¢sustituiran los CDKis a la QT en algun subgrupo?
¢ Beneficio diferencial?
éSiempre juntos ? - ¢ Efecto aditivo?

EC en marcha



é¢plataformas gendmicas?. @

- si, pero necesitamos algo mejor que las actuales para hacer medicina de precision

¢HT extendida?

- Efecto moderado

- Pacientes de riesgo (Ty Ny G, ¢BCI?)

- TMX 10 anos, IA (7-8 anos (10 afios no datos concluyentes)
- éPremenopausicas de alto riesgo tratadas con SO + IA?

- Impacto de CDKis, papel de nuevos SERD/SERM

é¢bloqueo estrogénico completo?
- Efecto moderado
- Alto riesgo

- ¢Todas las mujeres muy jovenes (< 35) independientemente del estadio?

épapel quimioterapia? - todavia si
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