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SIMPOSIUM

BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

MAS DE 20 ANOS A LA VANGUARDIA DE LA FORMACION
EN LA BIOLOGIA Y TRATAMIENTO DEL CANCER

SALAMANCA, 22 Y 23 DE MAYO DE 2025

Cancer de mama luminal

Carmen Hinojo Gonzalez

Oncologia Médica, H.U. Marqués de Valdecilla
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éQueé factores influyen en el tratamiento en CM localizado RH+/Her2-?

Biomarcadores:

Caracteristicas clinico-patolégicas
v Expresion RE y RP: v Edad y comorbilidades, AF
= >10% tincidn nuclear v Tamaiio (T)

v Afectacion axilar (N)
v Grado histolégico

v" Morfologia
v Invasioén vascular o perineura

Otros perfiles de expresién
génica

v" Oncotype DX

v MammaPrint

= >21-9% tincidon nuclear: “ER low”
v" HER2 negativo: IHC 0+, 1+, 2+ sin

amplificacién Her2
—~—Indice de protiferacion (Ki67)
= Luminal A (40%) < Ki 67 < grado

= Luminal B (20%) > Ki 67 > grado

Perfiles v" EndoPredict
moleculares v Breast Cancer Index
v" Subtipo luminal v Frosigna

v" Her2 enriquecido

v basal like



Diferentes Tratamiento sistémico

= QT (Neo y/o adyuvante)

= HT (pre o postmenopausia)

= |Inhibidores de ciclinas
(iCDK)

Inhibidores de PARP (iPARP)

estrategias:

» Paciente

» Subtipo tumor
> TNM

» Estudio genético

» Riesgo de .. Inmunoterapia

Cirugia:

= Conservadora

= Mastectomia

= Ganglio centinela

= Linfadenectomia Radioterapia @

., = Menor duracion
= Reconstruccion e 00

.- = Menos agresivo y toxico
= Mastectomia bilateral.. - lgual resultado
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CM localizado RH+/Her2-. “Instructiones salamantinae 2025”

HR+/HER2- EBC®

v v

N N
All HR+ HR+/HER2—

\——/

A 4
Neoadjuvant
| ETDLAl | therapy®

Primary surgery
+ RT

4_l<

Systemic
treatment

l‘_

Loibl S, et al. Ann Oncol. 2024

Ot

o

o

. Cirugia mamay axila

Neoadyuvancia/adyuvancia
Quimioterapia
HT: duracién y papel de la SFO

éCuando anadir iCK4/6 o iPARP?
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‘ 1. éPodemos omitir la cirugia axila en CM RE+/Her2- localizado? ‘

A. Si, en pacientes similares a las incluidas en los estudios (> 60 afios, cTINO
con eco axilar, histologia ductal, g1-2)
B. No, mejora control local y es imprescindible para la toma de decisiones

sobre tto adyuvante (QT, HT, iCK4/6) y RT
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CM localizado RH+/Her2-. “Customizando Salmantinae guidelines”

HR+/HER2- EBC®

v v

N N
All HR+ HR+/HER2—

—
(AR

. Cirugia mama y axila

Ot

» Objetivos de la cirugia axilar

Supervivencia
Control local

A 4
Neoadjuvant
ETDLAl therapy®

Primary surgery
+ RT

4_l<
W

o
1

Estadificacion

Determinar tratamiento adyuvante

Systemic
treatment

l‘_

Loibl S, et al. Ann Oncol. 2024



() SAN ANTONIO

BREAST CANCER
- - - - SYMPOSIUM®
Omission of SLNB in Patients < 70 years (/g s
SOUND BCS+XRT SLNB
2012-2021 ltaly 1560 cTINO Observation SIBES
ObsSeLr[\\/l%tion Non-inferiority
INSEMA BCS+XRT |
2015-2024 Germany 5505 cT1-2NO A 5 year iDFS

1-3 SLN macromet
ALND vs no ALND

Regional
BOOG 2013-08 Netherlands 1644 EICER SLNB. recurrence (up to
cT1-2NO Observation
10 years)
BCS+XRT SLNB :
NAUTILUS Korea 1734 cT1-2NO Observation 5-year iDFS

Mittendorf E.A, SABCS2024



Distant disease-free survival

1.0+

0.8+

0.6

0.4+

0.2+

Omission of SLNB

SOUND

1.00 = —
9 H""‘-'-\__,_
& 0.981 =
Q_
© S 0.96 1
85
S 5 0.94-
&
B 0.92
(]
090 T T T T T I
0 1 2 3 4 5 6
Years from surgical procedure

Log-rank test, P=.67

1 2 3 4 5
Years from surgical procedure

SLNB (control group)

No SLNB (experimental group)

Median age 60 years

78% peri- or postmenopausal

51% cT1c
88% HR+/HER2-

Gentillini OD, et al. JAMA Oncol 2023

Proportion alive and invasive disease-free (%)

SLNB

no SLNB

100%

90%

80%

70%

60%

50%

40%

30%

20%

10%

0%

INSEMA

+ Censored

no SLNB 5 yrs 91.9%

SLNB 5 yrs 91.7%

Non-inferiority confirmed
95% CI of HR <1.271

SLNB 426/3896 iDFS events
no SLNB 99/962 iDFS events
HR no SLNB to SLNB =0.91, 95% Cl (0.73, 1.14)

3896
962

I I I I I I
12 24 36 48 60 72

iDFS, months
3726 3582 3459 3286 2950 1842

942 918 877 832 743 477

84 96 108
1008 329 0
272 82 0

= <10% < 50yrs
= 90.4%T<2cm

= Median age 62 yrs

= 95.2% HR+/HER2

Reimer T et al. SABCS. 2024
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2. ¢éConsidero el papel de la QT neoadyuvante?

A. Si, en pacientes premenopausicas, alto riesgo, localmente avanzado, RE bajo...

B. No, no veo grandes beneficios y prefiero toda la informacion de inicio



e

‘ 2. ¢éConsidero HT neoadyuvante? ‘

A. Si... éCon qué intencidon?

B. No, no es una estrategia habitual
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HR+/HER2- EBC?

+ v

N N
All HR+ HR+/HER2—-?

)

—/

Neoadjuvant
therapy®

A4
[]

Primary surgery
+ RT

Systemic
treatment

‘

2. Tto neoadyuvante en CM localizado RH+/Her2-

v" Facilitar cirugia conservadora y axilar
v" Evaluar biologia tumoral y de prondstico

v Determinar terapia adyuvante

Luminal B:
- Taxanos; antracicilinas

- 4 BCSy pCR (10-25%)

Loibl S, et al. Ann Oncol. 2024

Luminal A:

- Unfit para QT

- Inhibidor de aromatasa

- P BCS, con pCR aprox 5-10%

- Test de hormonosensibilidad ({1, Ki67 4*SLEi.
POETIC) ({ Ki67 y RS. ADAPT)




ADAPTCYCLE: TRIAL DESIGN (NCT04055493) "

c/pN, RS, ET response (16‘24
weeks)

Clinical routine / Screemng _}_} Trial treatment Follow-up
N=5274 screened N=1684 Ribociclib, 600 mg/d :
; Endocrine therapy
randomized (2 years) Sy
i T at investigator's
induction Biopsy (neo) Aromgtase inhibitor thdica
Didgnoec endocrine | surgery (adj) (+ GnRH in premenopausal)
biopsy therapy Endocrine Therapy setting (neoadjuvant vs adjuvant) decided by investigator.
K6 o at investigator's response Recommended neoadjuvant treatment duration: 6 months.
kel choice assessment L o S ot
(214 dayS) (Kl'BTpOSlET) M;?'l;:;au;rl..status; @ Endocrine therapy

at investigator’s choice
Eligibility criteria

« Luminal-B-like early breast cancer - _ .

- c/pNO-1 with additional risk factors ADAPT intermediate risk Pivarialy uldonies

@ < - 0,
- High clinical risk: (i) Grade 3 and/or o i >100/° . iDFS « dDFS
(ii) Ki-67 o £7 220% and/or (iii) c/pN2-  * RS >29and Ki-b7poqg7 £10% In c/pNO-1 - g0 qary outcomes

‘ . + RS €25 and Ki-67 <10% in c/pN2-3
Sl bl e o o T P + OS « QoL + treatment adherence
. Participation of premenopausal N1 and NO with RS 16-25, e
« Recurrence Score® assessed with irrespective of ET-responder status, allowed by the investigator's decision, . pCR « clinical response rate

postmenopausal only if several risk factors.

Nadia Harbeck, MD

Oncotype DX® test * breast-conservation therapy rate

" 2] = 4 RAICED
ESMO BREAST CANCE
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1

PCR rate (%)
P
1

Can the combination of CK 4/6 inhibitors with ET replace CT?

ADAPTCYCLE: RESULTS

PCR rates

4 OR0.79 (95%CI 0.38, 1.66)

p=.542

7.1%
5.7%

o
L

n=316 n=184
Ribociclib SoC CTx

PCR rate (%)

=  pCR rates were low and similar (5.7% vs 7.1%)

PCR or near-pCR rates = ET-response rates were low with tamoxifen and
_Jorosuenciom s about 80% with Al (+/- GnRH)
15 — =  CTx benefit may be limited in intermediate risk
9.5%
1:: =  pCR in HR+/HER2- is not consistently prognostic
P R | e =  Will these findings translate into iDFS or dDFS?

Ribociclib SoC CTx

¢IA-iCDK 4/6 puede ser una opcion en ancianas, intolerancia a qt?

la tasa de rpta es muy superior a HT

"N DDEAC e Nadia Harbeck, MD
ES AST CANCE

wivi Wit



1.

Current evidence on 10 in Early ER+ BC

KEYNOTE-7561
v T1c-T2 cN1-2 or T3-
4 cNO-2
v ER+/HER2- grade 3
v Treatment-naive

CheckMate 7FL2

v T1c (2 cm only)-T2,
cN1-cN2 or T3-T4, cNO-
cN2

v" Grade 3 with ER 2 1% or
grade 2 with ER 1-10%

v" Treatment-naive

Different PD-L1 assays:
- KN756: 22C3 CPS

Paclitaxel x 12 —
Pembro 200 mg +

Placebo Q3W

Paclitaxel x 12 — )

Placebo + AC x 4

NIVO 360 mg Q3W + PTX QW
NIVO 360 mg Q3W + AC Q3W or 2W|

NIVO PBO Q3W + PTX QW
NIVO PBO Q3W + AC Q3W or 2W

- 7FL: SP142 (28-8 CPS in biomarker analysis)

Cardoso F, et al. ESMO 2023

ET up to 10 years

Placebo 6 m
ET up to 10
VEELS

NIVO 480 mg
NIVO PBO +
—
-

Primary Endpoints
= pCR (ypTO/Tis ypNO)
= EFS

Primary Endpoints
= pCR (ypTO/Tis ypNO)

2. LoiS, etal. SABCS 2023




10 with NACT increases pCR rate in high-risk ER+/Her2- EBC

PD-L1 CPS 21
A 24.2 (1.0-45.1)P

100+

ol 57.6%
A 9.2 (3.7-14.6)P

PCR Rate, % (95% CI)

124/449

ER+ <10% ER+ 210%

100 -

80 A

pPCR rate % (95% CI)

20

0_

n/no

40 -

. ®Arm A (NIVO + NACT)

A10.7
(3.9-17.4)|

Overall

A27.0
(7.0 to 53.1)

A9.2
(2.3-16.1)

ER 2 10%

A29.3
(8.2-47.2)

ER < 50%

® Arm B (PBO + NACT)

A21.8
48372

A7.4 A7.6
03149

(0.4-14.4) i*

ER > 50% ER < 80% ER > 80%

63/257 53/253:10/18 4/14 52/233 31/237 20/39 9/41 42/212 26/210 23/56 11/57 39/195 24/194

O’Shaughnessy J, et al. SABCS 2023

Loi S, et al. SABCS 2023



Tratamiento sistémico en CM localizado RH+/Her2-

HR+/HER2- EBC*

+

(¢

N
Luminal A like Luminal B like

! !

Adjuvant ET [, A] (Neo)adjuvant ChT followed by
ET [I,A]

g

!

A
Stage Ill or high-risk
stage II°

\V V
gBRCA1/2-wt or untested gBRCA1/2m and stage Il or

high-risk non-pCR®
! v
Abemaciclib for 2 years + ET Olaparib for 1 year + ET
[1, A; MCBS A]° [1, A; MCBS A; ESCAT I-A]*"

Loibl S, et al. Ann Oncol. 2024

. HT: duracién y pc

Cirugia axilar

QT

>

v" CM "luminal B”
v Alto riesgo segun estadio anatémico
v" En casos con incertidumbre valorar

plataforma genomica

é¢Cuando anadir iCK4/6 o iPARP?

M UG 1A Ji vV




3. ¢éHas incorporado la determinacion de hormona anti-Miilleriana en el momento de indicar QT?

A. Si
B. NO..

épero te gustaria disponer de este dato?




genomica?

A. Si, valorando en menor medida estadio anatomico

B. NO, unicamente afado antraciclinas con mayor afectacion axilar



Biomarkers for Adjuvant ET and CT for HR+/HER2- EBC

ASCO Guidelines: Andre F, et al. J Clin Oncol. 2022

Premenopausal Postmenopausal
or age < 50 years or age > 50 years
& |
Node NEG Node POS Node NEG Node POS
Oncotype DXOI - Oncotype DX |
JIFAETIEH Al Insufficient MammaPrint® 1-3 node POS >4 node POS
evidence to EndoPredict
recommend a Prosigna | |
biomarker for use Kig7P
IHC4P OnEstE [ »
. MammaPrint? Insufficient
£l | Ki67° evidence to
uPA and PAI-1 EndoPredict recommend a
IHC4P biomarker for use
mmm High quality of evidence/strong strength of recommendation B Clc
mmmm /ntermediate quality of evidence/strong strength of recommendation

mmmm /ntermediate quality of evidence/moderate strength of recommendation



“Premenopausal” < §5 years with low AMH have no IDFS
benefit with chemotherapy

Low AMH (n=209) Medium/High AMH (n=806)

S 8 |
- - CET
Eil

- 8
5o CET To
s S ET
? o .
E@‘ Eg_
g . . 2 : § :
- No Difference in 5 yr IDFS ¢ _| 7.8% improvement in 5 yr IDFS with chemo
22 | 2 |
e
g 2
E IS £ S

= CET (n=105; 18 events; 5-year IDFS 89.1%) = CET (n=393; 41 events; 5-year IDFS 95.2%)

ET (n=104; 14 events; 5-year IDFS 90.8%) ET (n=413; 84 events; 5-year IDFS 87.4%)
=) HR=1.21; 95% CI 0.60-2.43 adjusted for RS g HR=0.48; 95% CI 0.33-0.69 adjusted for RS
(= T T T T T T T T T T o T T T T T T T T T T
0 1 2 3 4 5 3] 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10
Years since randomization Years since randomization
Postmenopausal: <10 pg/mL Premenopausal: > 10 pg/mL
Significant interaction p=0.019, adjusting for RS
2024 ASCO #ASCO24 presenten Bv: Kevin Kalinsky, MD, MS ASCO) e
ANNUAL MEETING Presentation is property of the author and ASCO. Permission re: quired for reuse . contact permissions: @asco.org KNOWLEDGE CONQUERS CANCER



MammaPrint High 2 benefits from anthracycline therapy

]
_ 1007 97.7%
= g5 9539  A113%
v" High1: similar 3-yr RFS rates for with AC-T or TC %
Q90—
v" High2: Higher 3-yr RFS rates for with AC-T than TC g .
4
o 80—
>
™ 75—
TC AC-T TC  AC-T
n=346 n=184 n=40 n=44
Patients not randomized to TC vs AC-T MP High 1 MP High 2
Chemotherapy Regimen High 1 High 2
TC (N=386) 97.1% (95.1 - 99.2) 86.4% (74.2 - 100.0)
AC-T/TAC (N=228) 95.3% (91.8 - 98.8) 97.7% (93.4 - 100.0)
Difference in 3-yr RFS -1.8% 11.3%
) presenTep BY: Joyce O’Shaughnessy, MD, Texas Oncology, Sarah Cannon Research Institute | AMERICAN SOCIETY OF
igiﬁﬁ !\%EgNOG Presentation is property}:fthe author and Agsco. Perstion required for reuse; contact pe?r::ssions@asco.org. ﬁoﬁgegorqqusks CANCER



Anthracycline improves DRFI at 5 yrs if RS 2 31

All pts RS > 31 Premenopausal pts RS > 31
1.0 g N 1.0 A i
O 081 5 o :
= - . . g 0.8 - .
Ow : 9w :
5C 0. ' - '
3;2 ‘ TAC TC S 9 0.6 TAC TC
e - 5 Year Rate 96.1 91.0 2 E 5 Year Rate 96.9 84.4
< 9041 (95%Cl)  (91.5-98.2) (86.7-94.0) g9 04 (95% ClI) (88.1-99.2)  (72.7-91.4)
a *Interaction p value = a “Y—mpc E
0.009 —_—TC
0.0 T T T T ' T T T ' 0.0 . ; r . T T T T 1
o 1 2 3 4 5 6 7 8 9 "0 1 2 3 4 5 6 1 8 9
At risk Years :
TAC 173 146 132 54 25 4 e ” 53 Yea';') 10 )

Chen et al. SABCS 2024
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4. HT adyuvante en cancer de mama

Adjuvant endocrine therapy in HR+ EBC?

remenopausa ostmenopausal
- L) L &
]
Luminal A-like stage | Luminal A-like stage II-1ll
Luminal B-like stage I-llI a ec u a a H
v
ifen [I, e [Lh i

A. Si, bajo riesgo, perfil toxicidad, cumplimiento

B. NO



‘

"= = L y =u L]
=1 DCIIC J_UC A1 C Il OVd d_d . AC 11C AlICIILC

N\
DA

informaticas?

A. Si

B. NO, valoro afectacidon axilar por encima de edad y de plataforma gendmica

¢De forma activa colaboro en el cumplimiento?




¢Tamoxifeno en monoterapia es una opcion adecuada?

H .
Recurrence-free Survival 5 yrs IA vs Tam Overall Survival 5 yrs IA vs Tam
50— 9885women, 1936 deaths
50— 9885women, 1791 events
RR=0-8 % C10-8-0-97
RR=0-80 (95% Cl 0-73-0-88) 9 (95% 97)
40 40
10-year gain 2:7% (95% Cl1 0-1to0 4.7)
10-year gain 3-6% (95% Cl 1.7 to 5-4) Log-rank 2p=0-01
Log-rank 2p<0-00001 =
¥ 30+
— 30 E
X S .
E’j %‘ Tamimfen
5] Tamoxifen £ 24-0%
3 22:7% E Al
& £ 204 21:3%
204 Al g 3%
19-1%
12:1% 9.4
10 3
10
9.0% 82%
0 0 T T
0 K 10 0 5 10
Recurrence rate/year (%), events/woman-years and log-rank statistics Years
Allocation Years 0-1 Years 2-4 Years 5-9 Year 10+ Death Tate/year (%), events/woman-years and log-rank statistics
Al 1.62 (157/9691) 2.14(285/13336) 233 (365/15648) 323 (20/619) Allocation Years 0-1 Years 2-4 Years 5-9 Year 10+
Tamoxifen 2-41(230/9542) 2:62(338/12906) 2:48 (372/14985) 454 (24/529) AL 1.05 (103/9775) 2:18 (301/13777) 3-06 (500/16333) 476 (32/672)
Rate ratio (95% Cl)  0-64 (0-52-0.78) 0-80 (0-68-0-93) 092 (0-79-1-06) 0-72 (0-39-130) Tamoxufen . 110 (106/9661) 2:50 (338/13506) 335(530/15805) 4-44 (26/586)
from (0-E)/V -411/92-8 -341/149-0 -155/177-2 -3:6/10-7 Rate ratio (95% Cl) ~ 0:93(0-71-1-23) 0-85 (0-72-0-99) 0-89 (0-79-1-01) 116 (0-69-1.99)
from (0-E)/V -3-6/513 -25-2/1532 -28:4/243-9 21/13:6

v 1A vs Tam disminuye 3% el riesgo de recaida con un impacto minimo en mortalidad

v" Inconveniente: los efectos secundarios

v Importante seleccionar el tto de mayor cumplimiento

EBCTCG. Lancet 2015



100
=
2= 80
D
D
-
H-
[ab)
b7 60
©
[ab)
L
[am]
- 40
c
©
D
= 20
<
T
T+ OFS
E + OFS

Papel de la supresion ovarica. SOFT trial 12 yrs

HR, 0.69 (0.54 to 0.89)

HR, 0.68 (0.51 to 0.89)

HR, 0.95 (0.65 to 1.40)

100
5-yr DFS 80 :
84.8 94.1 12-yr 08
86.5 H 93.7 78.8
89.1 12-yr DFS — 81.1
719 X 604 84.4
76.1 g
[<b]
79.0 >
< 40
Patients Events HR vT (95% CI) P Patients Deaths HR v T (95% CI)
T 1,018 263 204 ¢ 423 85
T+ OFS 1,015 228 0.82 (0.69 to 0.98) .03 T+ OFS 423 76 0.86 (0.63 to 1.17)
E + OFS 1,014 192 0.69 (0.57 to 0.83) E + OFS 411 61 0.74 (0.53 to 1.03)
1 1 1 1 1 1 1 1 1 1 1 1 | | | | | | | | | | | |
0 5 10 12 0 5 10 12
Time Since Random Assignment (years) Time Since Random Assignment (years)
No. atrisk:  0-5 yr (events/pyfu) No. atrisk:  >5 yr (events/pyfu) No. at risk: No. atrisk:  0-5 yr (deaths/pyfu) No. at risk: 25 yr (deaths/pyfu) No. at risk:
HR (95%Cl) HR (95%Cl) HR (95%Cl) HR (95%Cl)
1,018 (147 / 4,430) 778 (116 / 4,758) 308 T 423 (33/1,990) 366 (562/2,321) 161
1,015 (131/4,536) 804 (97 /5,178) 352 T+ OFS 423 (24/2,001) 376 (52 /2,426) 170
HR, 0.86 (0.68 to 1.09) HR, 0.76 (0.58 to 1.00) HR, 0.71 (0.42 to 1.20) HR, 0.80 (0.48 to 1.35)
1,414 (105/4,518) 819 (87/5,211) 347 E +OFS 411 (25/1,946) 365 (36/2,367) 155

HR, 0.70 (0.46 to 1.07)

E

+OFS > T+OFS > Tam tras QT, mejora SLE y SG

Efectos secundarios!!

ii Alto riesgo!!

Francis PA, et al. J Clin Oncol. 2023



Are we giving too much or not enough adjuvant ovarian function suppression?

= Age appears to be critical: less OFS as age increases
= |n NO disease, T size (T1la-b-c) alone does not seem to influence

= Nodal status and specifically the number of positive nodes strongly influence the

choices on both initial and extended therapy, both in Luminal A and Luminal B

Matteo Lambertini, MD PhD
: Ny AARIOAED -! X :
ESMO BREAST CANGE



Trial Years of treatment Total Efficacy Adherence
duration

HT extendida

2 3 4 5 6 7 8 9 10 15 DFS, HR (95% Cl)
After 5 years tamoxifen
o oo = 5 afios de HT es el estandar
= En alto riesgo la diferencia entre 7-8 y 10 aios es pequeia
= 24 gg afectos siempre HT extendida

Stage I-1ll (0.23-0.61)

50%-55% No (’ (’ (’ d d 10years
NSABP B-33 5 years 0.68, P=0.07 NR

Stage I-IIIA N'=0.50

AAAAA o e
’ = En pre-perimenopausicas valorar 5 anos de letrozol tras tam 4

= Plataformas gendmicas validadas, BCl y CTS5 son utiles, NOy 1-3gg

Stage |-l (0.40-0.96)

65%-70% No d (’ ’ 8years
et = SERD orales proporcionaran datos futuros sobre la extension de la

GIM-4 <’ 6 years 078 5 years=63%
Stage I-1ll (0.65-0.93) 2-3years=80%

odkod

=55% No d d <’ (’ (’ 8 years
odiod
o4

0 OFS mas alla de los 5 aﬁolg — - - - —
sl OO o T rforltarlo confirmar si OFS es |mprescmd|li:lc
NSABP B-42 Any ET: 5 years 0.85 62.5%

Etéaoiz II\I;” ;g;? ;ayr:;sa;i (’ d (’ d d 10 years fori-e9

AERAS Any ET: 5 years 0.55 78%

Stage I-IlIA 10% tam->ai P=0.0004

=80% No 90%5 years ai d d d (’ d 10 years
R Decision compartida con la paciente

Stage I-1ll 10% 5 years tam (0.74-1.16) 2.5 years=78%

=25% No 60% tam->ai d d d (’ d 10 years . '
— WSSOI IS Preocupacion mas relevante el
Stage I-1ll 50% 5 years tam (0.85-1.15) 5 years=67% - w

=70% No 40% tam->aj d d d (’ d 10 years c u m p I I m Ie n to

SOLE6 Any ET d d d (’ d Continuous  1.08 85%-90%

(0.93-1.26)

100% N+
I 2R A, Y, A, 4 Intermittent
After 10 years ET
MAR d d d d d 10years  0.66 5 years=62.5%
Stage I-Ill (0.48-0.91) placebo=623%
=45% No d d d d d (’ 15 years

Lobo-Martins S, et al. ESMO Open. 2025



‘

HR+/HER2- EBC?
NV N
Luminal A like Luminal B like

+ +

Adjuvant ET [I, A]

5. ¢éQuién necesita algo mas que QT y HT?

= Abemaciclib

A4
Stage Il or high-risk
stage II°

= Olaparib

(Neo)adjuvant ChT followed by
ET[I,A]
N

= Ribociclib

gBRCA1/2m and stage Il or
high-risk non-pCR®

v
Olaparib for 1 year + ET
[, A; MCBS A; ESCAT I-A]*!

[ gBRCA1/2-wt or untested ]

Sam—

Ribociclib

Abemaciclib for 2 years + ET
1, A; MCBS A]°

Loibl S; et al. Ann Oncol. 2024



RE+++/Her2-?

A. Olaparib 1 ano, beneficio SG

B. Abemaciclib 2 afos, ponderando el riesgo por fenotipo luminal

ésecuencia?



Abemaciclib-HT en N+ RH+/Her2- con alto riesgo de recaida.

MonarchE trial

CMP RH+/Her2-
-N24

-1-3GG,G30T25
cm (91%)

Abemaciclib 150 mg/12h 2 anos con HT

100 1

92.7 (A=2.8) /
89.2 (A=4.8) 86.0 (A=6.0)

83.6 (A=7.6)

©
o
1

|

80.0 |

Cohorte 2 Ki 67 (10%)
N=5637

|
& 4 | 84.4

76.0,
70+ :

60 4

|
|
|
I
|
1

50 4

Number of IDFS events
Abemaciclib + ET ET Alone
407 585

HR (95% CI): 0.680 (0.599, 0.772)

40 -

J 32% riesgo de enf invasiva 301

204 Nominal p <0.001

10 , ! }
2-year abemaciclib treatment I [
0 period ] | i

0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)

Invasive Disease—Free Survival (%)

Beneficio absoluto a 5 afios de 7,6%

Number at risk

Abemaciclib + ET 2808 2621 2549 2479 2408 2347 2284 2220 2095 1175 490 74 0
ET alone 2829 2653 2573 2474 2374 2281 2195 2125 1974 1124 473 67 0

Harbeck N, et al. ESMO 2023



Ribociclib-IA adyuvante de CML RH+/Her2-. NATALEE trial

n Pacientes incluidas | q 3 afos de ribociclib ]
v  Estadio Il y Ill R HT siempre IANE
. v" NO o N+ ) 1:1
- |
N=5101
100
90 — :
v’ Beneficio de 3,1% a 3 aiios s 70 NE i
y : g 707 ! ' A3.1%
v" Reduccion del riesgo de $ 60 i i
a a E S50 i i
enfermedad invasiva del 25% £ ! !
i a
S 304 Events/n (%) 226/2549 (8.9)  283/2552 (11.1)
S S04 3-Year iDFS rate, % 90.7 87.6
= Hazard ratio (95% Cl) 0.749 (0.628-0.892)
10 Nominal 1-sided P value .0006
0 o T T T T : T T : T T T T
0] 6 12 18 24 30 36 42 48 54
Months

No. at risk
RIB + NSAI 2549 2350 2273 2204 2100 1694 1111 368 21 0

Hortobagy G, et al. SABCS2023. Abstr GS03-03 NSAl alone 2552 2241 2169 2080 1975 1597 1067 354 26 0



Olaparib adyuvante tras QT en BRCAg 1/2 en CM alto riesgo (Her2-)

ympiA
QT (6 ciclos)
CM Estadio Il/1ll o - TN pT2 o pN1 .
SIN RCp tras QTNA - RH+ N2 (2 4gg)
Her2- (RH+/TN :
( /TN) QTNA (6 ciclos)
Mutacion gBRCA - TN SIN RCp L Placebo
- RH+ SIN RCp CPS-EG
Score 23
N=1836 100 - %28 90.4 894 875
80 - 96.9 92.8 89.2 87.2 85.5 83.2
g 4 Year OS rate: 6 Year OS rate:
T 60- Difference (95% CI) Difference (95% CI)
. " . . . = 3.2% (0.2%, 6.2%)  4.4% (0.9%, 6.7%)
Olaparib 1 ano disminuye riesgo de E
reca |'da Yy mejora SG § 407 olaparib (107 deaths, 94 due to breast cancer)
5 placebo (143 deaths, 128 due to breast cancer)
20 1
Stratified hazard ratio 0.72 (95% CI: 0.56, 0.93)
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Number at risk Time since randomisation (months)
olaparib 921 846 795 765 728 660 420 224
placebo 915 843 788 739 698 616 390 221

Geyer C, et al. SABCS 2024



Y muchas cuestiones mas...

Alto riesgo poblacion Natalee con transaminitis ¢ cambio a abemaciclib?

¢Te planteas olaparib en paciente con PALB2mg de alto riesgo?

¢Os resulta facil cambio de abema a ribo por toxicidad aun sin financiacion?
Paciente poblacion Natalee que no tolera IA, é¢os planteais ribo-tamoxifeno?

Paciente menopadusica operada por CDI pT2pN1, sin Qt adyuvante ¢COmo entra ribociclib en

vuestros pensamientos?






E—

HR+/HER2-: De Novo MBC or Recurrence >12 Months
After the End of Adjuvant ET (ET-sensitive/-naive)

Patients with HR+/HER2- MBC
De novo MBC or recurrence >12
months after the end of adjuvant ET
(ET-sensitive/-naive)

Al-CDK4/6 inhibitor [I, A; MCBS 2-5]
(a,b)

®

HER2, somatic (tissue or liquid) and
germline mutational status testing >

v1.2 - April 2025

‘

PD
I
v v
Candidate for ET £ TT Not candidate for ET + TT

é12 linea SIEMPRE con iCDK4/6?
22 linea y posteriores
v' Biomarcadores imprescindibles

v" Sin alteracidn identificada ¢ ADC?




— -

6. ¢Primera linea iCK4/6-1A?

A. Si, y seleccion iCK4/6 por perfil clinico
B. Si y selecciéon iCK4/6 por beneficio en SG

C. No, prefiero acortar tiempo con iCK4/6 y darlo a la progresion con fulvestrant



S -

5. CMM RE+/Her2- con recaida <12 meses ¢ pido N ol a de
PIBKCA?

A. Si, y en caso de identificarla solicito inavolisib, palbociclib-fulvestrant

B. No, comienzo iCK4/6 con fulvestrant



PALOMA-2 MONARCH-3

Esquema Letrozol +/- Letrozol+/- ribociclib | Goserelin + Al or tamoxifen Al +/- abemaciclib

9 palbociclib (2:1) (1:1) +/- ribociclib (1:1) (2:1)

CMM RH+/HER2-, CMM RH+/HER2-, CMM RH+/HER2-, CMM RH+/HER2-,
Criterios menopausica sin tto | menopausica sin tto pre/perimenopdusica sin menopausica sin tto
previo previo tto previo previo

Pacientes 666 668 672 493
CMM de novo 38% 34% 41% 20%
SLP mediana 27.6vs 14.5m 25.3vs 16 m 23.8vs 13 m 29vs 14.8 m

(iCDK4/6 vs placebo)

N

(HR 0.56; 0.46-0.69)

(HR 0.57; 0.45-0.60)

(HR 0.55; 0.44-069)

(HR 0.53; 0.42-0.66)

/

$G mediana 53.9vs.51.2m 63.9vs. 514 m 58.7 vs. 48 m 66.8 vs 53,7 n X
iCDK4/6 laceb A=2.7 A=12.4 A=10.7 A=13.1
(i vs placebo) | 2 096 0.77-1.17)* | (HR0.76, 0.63-0.93) (HR 0.76; 0.60-0.95) 0.804 (0.637-1.015)
Neutropenia, Neutropenia, astenia, Neutropenia, astenia,
Toxicidad Neutropenia, astenia astenia, aumento aumento QTc, diarrea, nauseas,

QTc, transaminitis

transaminitis

anemia




é¢Podemos prescindir del iCDK4/6? ¢

~

Resultados del ensayo fase 3 SONIA (BOOG 2017-03)

non-steroidal Al Primary endpoint

+ CDK4/6i » PFS after 2 lines (PFS2)

Secondary endpoints
« Quality of life
Fulvestrant +  Overall survival

non-steroidal Al e i
CDKA4/6i » Cost-effectiveness

First-line Second-line

CDKA4/6i CDK4/6i
Events/N 281/524 310/526
Median PFS2, mo 310 268
Hazard Ratio (95% Cl) 0.87 (0.74-1.03)

Al +
CDK4/61
Events/N 310/524 407/526
Median PFS1, mo 247 16.1
Hazard Ratio (95% Cl) 0.59 (0.51-0.69)

Two-sided P-value <0.0001

~ Al + CDK4/6i % % First-line CDK4/6i
Second-line CDK4/6i
Aromatase Inhibitor

36 42 48 54 60

Two-sided P-value 0.10

PFS probability
PFS2 probability

0 6 12 18 24 ) 30 42 48 54 60 [) 6 12 18 24 30
Time (months) Time (months)

271s2) KE) Ok irst-line 524 (0) 491 (3) 429 (5) 339 (34) 244 (84) 167 (123) 118 (148) 69 (184) 31(215) 5(239) 0(243)

Al '+ CDK4/6i 524 (0) 451 (3) 374 (4) 285 (30) 202 (76) 137 (110) 101 (129) 63 (158)
03) 526 (0) 478 (2) 418 (6) 330 (35) 225 (76) 164 (105) 115 (133) 65 (161) 30 (190) 9(207) 0 (216)

526 (0) 406 (2) 315 (4) 203 (25) 128 (54) 84 (68) 57 (81) 31 (93) 17 (105) 5(114)

Numbers at risk (censored) Numbers at risk (censored)

Sonke G, et al. ASCO 2023 Sonke GS, et al. Nature. 2024



CMM RH+/Her2- con recaida precoz y PIK3CA-mutado.

Inavolisib con palbociclib y fulvestrant dobla SLP. ivnavo120

Combate reSiStenCia Inavo+Palbo+Fulv  Pbo+Palbo+Fulv
(n=161) (n=164)
p maria No. of events, n (%) 82 (50.9) 113 (68.9)
Median (95% Cl), mo 15.0 (11.3, 20.5) 7.3(5.6,9.3)
] 6-month - 18- th
100 : 12 m'onth mon Stratified hazard ratio (95% Cl) 0.43 (0.32, 0.59)
1 82.9% p<0.0001
75- ' ;
~ | 55.9%
o~ :
(72] 50- ' 46.2%
L ;
o .
254 — Inavo+PaIbo+§FuIv
—— Pbo+Palbo+Fulv
+ Censore !
d ' . !
0' 1 1 1 1 .I 1 1 1
0 3 6 9 12 15 18 21
Patients at risk: Time (mo)
Inavo+Palbo+Fulv 161 134 111 92 66 48 41 31
Pbo+Palbo+Fulv 164 113 77 59 40 23 19 16

CCOD: 29th September 2023
Cl, confidence interval; Fulv, fulvestrant; Inavo, inavolisib; mo, months; Palbo, palbociclib; Pbo

Jhaveri K. L, et al. SABCS 2023



VIM RE+/Her2- tras primera linea con iCK4/6-lA, con progresior
radiologica hepatica, sin crisis visceral, tras 20 meses de tratamiento

ssiempre realizo NGS?

A. Si... ¢y en qué muestra?

B. No



_ -

7. CMM RE+/Her2 negativo (low/ultralow) estadio IV, ;qué ADC priorizo?

A. T-DXd
B. SG

C. Datopotamab-deruxtecan



Biomarker Selection for Second Line

Targeting ESR1

Elacestrant (EMERALD)
Camizestrant (SERENA-2)

Imlunestrant (EMBER-3)

Inhibition of PI3K

Alpelesib + Fulvestrant (Solar-1)

Capivasertib + Fulvestrant (CAPItello-
291) (alt PIK3CA/AKT/PTEN)

gBRCA1/2m

=  Olaparib (OlympiAD)

=  Talazorpaib (EMBRACA)

No ESR1, gBRCA1/2m or PIK3CA/AKT/PTEN

Everolimus + ET (BOLERO-2)

Switch CK4/6i + ET (postMONARCH,
MAINTAIN)

CT and ADC

T-DXd (Her2low/ultralow) no CT (D-B06)

T-DXd (Her2low) 1L CT (D-B04)
Saci-Govi 2L CT (TROPIC-02)




Y LO'SABESy



SO MANY CHOICES POST CDK4/6 INHIBITION:

MEDIAN PFS OF ENDOCRINE MONOTHERAPY POST CDK4/6i ~2-5 months

[y
o

9
2 8 SOC vs oral SERD/SERM SOC * AKTi SOC + CDK4/6i
)
5 7
E &
ks 5
(a
c 4
©
o] 3
Q
S 2
0
(S o (8 Ln o > o > s > o > o > © (@] c c ©
o 8 o > 0 S 4 S [ =] =2 S 2 S £ o 3 = £
wv w (V2] € = [ | [ (@] (S © (s oc (s Q (7] £ £ ()
s S F a + o £ £ !
(@) © h u < <
(@] + +
= E
EMERALD SERENA2 ELAINE1 CAPI-291 PACE MAINTAIN postMONARCH EMBER3 EMBER3
Prior CDK46i 100% 100%** 100% 100%** 100% 100% 100% 58% 100%**

O’Shaughnessy J. SABCS 2024



Imlunestrant in ER-Positive/HER2-Negative ABC

Phase 3 EMBER-3 Study Design

Primary Endpoints
Imlunestrant Investigator-assessed PFS for

ER+, HER2- ABC | 400 mg QD * A vs B in patients with ESRTm

Men and Pre- /Post-menopausal * Avs Bin all patients

women * CvsAinall patients
Prior therapy:

* Adjuvant: Recurrence on or :
within 12 months of completion Key Secondary Endpoints

of Al £+ CDK4/6i * OS, PFS by BICR, and ORR
* ABC: Progression on first-line * Safety
Al £ CDK4/6i "

* No other therapy for ABC

SOCET
Fulvestrant or
Exemestane

Imlunestrant

400 mg QD +
abemaciclib

(- Exploratory Endpoints
* PFSand OSforCvsBin
all patients

Prior CDKi: ~60%

Jhaveri K, et al. N Engl J Med 2024



PFS in all patients and CDK4/6i pretreated patients

CDKA4/6i pretreated patients

Imlunestrant Imlunestrant
+ abemaciclib

All
Imlunestrant Imlunestrant
100 + abemaciclib
g Number of patients / events 213 /114 2137149 =
_‘_g 801 Median, mo. 9.4 5.5 _S
g (95%Cl) (7.5-11.9) (3.8-5.6) g
(7]
% 60| HR (95% Cl) 0.57 (0.44-0.73) 2
£ £
! c
S 40 S
) 2]
S 20 8
a o
01
0 4 8 12 16 20 24 28
Number at risk Time (months)
— 213 141 96 48 25 6 3 0 "

Consistent benefit of imlunestrant + abemaciclil

ESMO BREAS

mutant

Sustained benefit in patients harbouring

100
Number of patients / events 139/79 140/109
80 Median, mo. 9.1
(95% CI) (7.2-11.2) (2.1-5.5)
60; HR (95% Cl) 0.51 (0.38-0.68)
40
20
01
0 4 8 12 16 20 24 28
i ESR1
' ngest PFS in the
Numercial long . 0

ANCED
‘D 'r Cristina Saura, MD, PhD

PIK3CA/ESR1 co-mutant. tWMOULS, ;. 6 11601200 029



What about intervening before radiographic progression?

PADA-1: Benefit of early intervention upon detection
of ESR1 mutations

STEP 1 STEP2 A+PAL P m 5 SERENA 6: Plenary presentation at
Al + palbociclib  IfbESRT,,,,and no ) (- Crn2°.M95K

concomitant PD... FUL + PAL PD Step one: ESR1m detection phase Step two: double-blind, randomized treatment phase

1L standard of care treatment with Al (letrozole or anastrozole) + CDK4/6i (palbociclib or abemaciclib)s,
Time to the 2" PD, from randomization Study treatment®
Screening (n = 3000)° ESR1m surveillance Second screening®

PFs 10% T+ Arm of randomization
<+ AI+PAL
W=y p Al + PA : Iy Key inclusion criteria Every 2-3 treatment Key inclusion criteria
e Median PFS, . o 57 a cycles Switch to camizestrant
1 ‘ b months | i § 0% 1  Histologically confirmed * ESR1m detected by central (75mg OD)
. |HR(@5% Cl) 0'63"(9640563'88) - £ - HR+/HER2- ABC Tumor imaging per standard— | testing of ctDNA Maintain same CDK4/6i
g 1 n - § * Received =6 months of 1L Al of care « Evaluable disease Add placebo for Al
i g letrozole or anastrozole s " .
£l g (Ius CDK4/6i (i albociclig o Centrally tested plasma | * NO evidence of disease
¢ P it ctDNA for ESR17 status progression by investigator
abemaciclib) therapy for assessment
20 ™o 38 RN ABC with no evidence of i — Randomization® 1:1 [RgEEet
o disease progression 5
0 i L i L T J - 800 69(0) 50 26(9) 17(12) 1(15) *ECOG PSof0or1 s f’l\ﬁli‘tq'gi‘e organ and marrow
0 3 6 9 12 15 18 « No prior exposure to s Continue Al
No. at risk Time (months) . . camizestrant, fulvestrant or ESRTm it "
oA gy 58 36 25 17 12 10 FUL+PAL mPFS2: 29.4 months, 95%CI [21.9;NR] aniEStgalaEl e Maintain same CDK4/6i
88 78 58 47 33 17 12
} . 0 . therapy (in any setting) Nooative Add placebo for
AI+PAL mPFS2: 14.0 months, 95%Cl [11.0;18.6] g camizestrant

PFS2 HR= 0.37 [0.24;0.56]

1. Cabal L et al. Abst. 10; ESMO Breast 2025; 2 Bidard FC et al. Lancet Oncol 2022



22 L: Opciones de tratamiento con inhibidores de la via PIK3CA/AKT/mTOR

Alpelisib
(SOLAR-1)
Mecanismo Inhibidor mTOR Inhibidor PI3Ka-especifico Inhibidor AKT
Exemestano + everolimus o Fulvestrant +alpelisib o FuIvestran;k-;-czabr:)lvasertlb 0
. placebo placebo _
Diseino =794 n=572 (341 PIK3CAM) n=708 (289 alt AKT, 489

Randomizado 2:1

Randomizado 1:1

iCDK4/6 previo)
Randomizado 1:1

SLP mediana (meses)

10.6vs 4.1 m

PIK3CAWT:7.4vs 5.6 m
PIK3CAm:11vs5 m

ITT7.2vs 3.6 m
alt: 7.3vs 3.1

HR (IC 95%)

0.36 (0.27-0.47)

0.65 (0.5-0.85)

Alt AKT 0.50 (0.38-0.65)

Toxicidad

Mucositis, diarrea, ILD

Hiperglu, diarrea, rash,
mucositis

Baselga J, et al; NEJM 2012. Andre F, et al; NEJM 2019. Turner N, et al; NEJM 2023

Diarrea, rash




¢iCDK4/6 tras iCDK4/6?

PostMONARCH (111)

PACE (fase Il)

A: Fulvestrant

PALMIRA (fase 1)

Diseino Fulvestrant +/- abemaciclib Fulv or exe +/- ribociclib B: Fulvestrant + Palbociclib Ful or letrozol +/- palbociclib
N 350 (1:1) 120 (1:1) C: Fulv + Palbo + Avelumab 198 (2:1)
220 (1:1:1)
- 0 - 0
iCDK4/6 previo Al () AN Palbociclib (90%) Palbociclib (100%)

Ribociclib (33%)

Ribociclib (11%)

% iCDK > 12 m

PFS iCDK4/6-HT
vs HT

74% 67% 75% 86%
6vs53m 5.3vs.2.8m 4.6vs.4.8 m 49vs.3.6m
(HR 0,73) v (HR 0.56) v (HR 1.11) X (HR 0.84) X

Kalinsky K, et al, ASCO 2024. Kalinsky K, et al, J Clin Oncol 2023. Llombart-Cussac A, et al. ASCO 2023. Mayer E, et al, SABCS 2022
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ADC en CMM RH+/HER2-

Datopotamab-DXd

Sacituzumab Govitecan

Trastuzumab-DXd

Trastuzumab-DXd

1. Bardia A, et al. J Clin Oncolo 2024
2. Rugo HS, et al. Lancet 2023

3. Modi S, et al. N Engl Med 2022
4. Bardia A, etal. N Engl J Med. 2024

TROPION-Breast01? TROPiCS-022 DESTINY-Breast-04>  DESTINY-Breast-06*
Diana Trop2 Trop2 HER2 HER2
Carga Inhibidor Topo1l Inhibidor Topo1l (SN38) Inhibidor Topol Inhibidor Topol
Ratio P:A 4:1 8:1 7-8:1 7-8:1
Poblacién CMM RH+/HER2-, 1-2 lineas CMM RH+/HER2-, 2-4 lineas CMM HER2-low, 1-2 CMM RH+, HER2-low y
previas de QT previas de QT lineas previas de QT ultralow, sin QT previa
Tamaio 732 (R 1:1) 543 (R 1:1) 557 (R 2:1) RH+ 90% 866 (1:1)
SLP 6.9vs4.5m 55vs4dm 10.1vs.54 m 13,2vs 8,1 m
(HR 0.64, p<0.001) (HR=0.65, p<0.001) (HR=0.51, p<0,001, RH+) (HR 0,51: p<0.0001)
G No maduro 14.4vs.11.2 m 239vs17.5m
(HR=0.79, p=0.02) (HR=0.64, p=0,003, RH+)
Toxicidad Estomatitis Nauseas, vomitos, diarrea Astenia, ILD, nauseas 9 ; ;@ENC{\ \
D\C\\N& \\‘“\LT
£UROY EAN RS




Y muchas preguntas mas

¢Qué primera linea imagino en la recaida tras adyuvancia iCK4/6?

CMM RE+/Her2- en primera linea con iCK4/6-1A, se confirman datos SERNEA-6 ¢ monitorizo

ESR1 y cambio tto SIN progresion radiolégica?

é¢Tengo alguna paciente BRCAmg con iPARP en 22 con beneficio considerable? élo plantearia

en PALB2mg

éVeo papel al retratamiento con iCK4/6 tras iCK4/6 previo? ¢y a la secuencia con ADC?
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