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 Analisis del valor prondstico y predictivo de la expresion génica basal en el estudio
fase Ill NATALEE.

* Poblacion: Cancer de mama precoz HR+/HER2- (Estadios Il/Il)

* Tratamiento: Ribociclib (400 mg) + Inhibidor de Aromatasa (l1A)
NATALEE study design

+ Adult pts with HR+/HER2- EBC Ribociclib
* Prior ET allowed up to 12 mo prior to 400 mg/day . .
randomization 3 weeks on/1 week off Primary end point
* Anatomical stage IIA2 for3y + iDFS using STEEP criteria
+ NO with: .
- Grade 2 and evidence of high risk: Secondary end points
. Ki—67 220% NSAI * Recurrence-free survival
+ Oncotype DX Breast Recurrence Score R 1:1¢ Letrozole or anastrozoled g',?am disease-free sunvival
226 or forz5y "
= High risk via genomic risk profiling + goserelin in men and _ iangt: L 1
+ Grade 3 premenopausal women - PK
. N1
* Anatomical stage IlIB2 NSAI Exploratory end points
* NOorN1 Letrozole or anastrozoled - Locoregional recurrence—free survival
« Anatomical stage lll forz5y |- Gene expressionjand alterations in
d NA
= NO,N1, N2, or N3 + goserelin in men and fumor and/ GUNAVGIRNA samples

N =5101° premenopausal women

Randomization stratification
Anatomical stage: [l vs Il
Menopausal status: men and premenopausal women vs

postmenopausal women
Receipt of prior (neo)adjuvant chemotherapy: yes vs no
e R A EuropeiOceania v Data cutoff: May 28, 2025
rest of world
ctDNA/RNA, circulating tumor DNA/RNA; EBC, early breast cancer; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IDFS, invasive dis free survival; NSAI, it inhibiter; OS, overall survival, PK,

pharmacokinetics; PRO, patient-reported outcome; pt, patient; R, randemized; STEEP, Standardized Definitions for Efficacy End Points in Adjuvant Breast Cancer Trials.

+ Enroliment of patients with stage Il disease was capped at 40%. & 5101 patients were randomized from January 10, 2018, to April 20, 2021.  Open-label design. ¢ Per investigator choice.
Fasching PA et al. ESMO 2024. Oral LBA13,
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Eficacia Consistente por Subtipos PA

» Surgical samples from 3022 patients in NATALEE (N = 5101) were profiled for PAM50-based intrinsic subtype
with a NanoString BC360 panel of 758 genes related to breast cancer, immune response, and the tumor
microenvironment and 46 gene signatures

 Ribociclib demuestra beneficio clinico en todos los subtipos intrinsecos analizados,
independientemente de la agresividad biologica basal.

Ribociclib treatment benefit was seen across all PAM50-
based intrinsic subtypes

iDFS by Intrinsic Subtype?

Luminal A Luminal B Ribociclib Treatment Benefit
100 57.5%(85.3%-89.7%) 04.0%}00.4%-57.6%) Across Intrinsic Subtypesa?
7% 84, 7"‘1:‘” A%-57.0%) 80.8%!(76.9%—84.9%) Poputafion; (EvantsinFatents;n; R ;&'.:'f'm)
2 ' Luminal A 262 1990 038 o 0.77 (0.61-0.99)
= 50 ' Luminal 8 141 852 25 —e 0.71(0.39-128)
> ' HER2enriched 26 89 5 .t 0.50 (0.20-1.29)
g 25 1B + NSAI |_RiB+Nsal | NSAlalone | Basaklike 33 91 049 e 0.42 (0.18-1.00)
3 Events, n/N (%) 118/1016 (11.6)  144/974 (14 8) Events, /N (%) 64/439 (14.6) 77/413 (18.6) Blomarker 462 3022 0004 e 0.72 (0.60-0.86)
g olHRE%C) 0.7 (0.61-0.99) HR (95% CI) 0.71 (0.39-128) o,
& Better Worse
§ HER2-enriched Basal-like
z 10 by i i
® et 78.0% 65.1%-91.9%) wﬂ7 - * Across treatment arms, PAMSQ subtypgs were
2 i S o ! strongly prognostic (hazard ratio vs luminal A:
3 | 1
'_;’ 50 6479452 1960 3%) ‘—LL‘_\"_W*L luminal B, 1.39; HER2-enriched, 2.62;
1 55.2% ( (42 4%—72.0%) _li d
2 | _risnsa [ Nsiiaione ] basal-like, 3.92¢)
Events, n/N (%) 9/43 (20.9) 17/46 (37.0) Events, n/N (%) 12/46 (26.1) 21/45 (46.7) ) . . 2
0 4HR (85% c1) 050(020-1.29) HR (95% C) 0.42(0.18-1.00) » No significant interaction between subtype and
0 20 40 60 80 0 20 40 60 80 treatment was observed (P=.34¢)
Time, months
HER?, human epidermal growth factr receptor 2: HR, hazard rato IDFS, invasive disease-free survival, NSAI, nonsteroidal aromatase inhibtor, PAMSO, Prediction Analysis of Microarray 50; RIB, ribocicib
2 HR: smmeWmﬁstﬁmmemmmm term for biomarker-by-treatment interaction. ® mtﬂaﬂv 2 subgroups. modet- . ¢ Nominal
test. models stratified by the four main strata and ‘adjusted for treatment group.
2026 ASCO #ASCO26 eresenten ov: Dr Stephen Chia ASC ] ~,~K z;mcr o
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El beneficio se mantiene estable sin diferencia significativa entre tratamiento y subtipo (P = 0.34).
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« Se observa una tendencia a mayor beneficio en pacientes con altas puntuaciones de
riesgo genomico y proliferacion.

 La alta expresion de CEACAMG y la baja expresion de GATA3 se identifican como
potenciales biomarcadores de respuesta.

Higher expression of CEACAMG6 was associated with

Lower expression of GATA3 was associated with
increased ribociclib benefit

increased ribociclib benefit
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— RIB +NSAI — NSAI alone
= RIB + NSAl —— NSAIl alone

NSAJ, nonsteroidal aromatase inhibior; RIB, Abosiclib.
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CONCLUSION SP;.’T LIGHTS

» Estos hallazgos validan el uso de Ribociclib en toda Ia poblacion elegible, reforzando
su valor terapéutico independientemente del subtipo molecular.

We urgently need to move away from our biomarker « fishing
expeditions » which fail to help us with « personalized »
treatment (de)escalation !
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