VIII SIMPOSIO NACIONAL
de ONCOLOGIA de PRECISION

Vigo, 19 y 20 de febrero de 2026

CANCER DE MAMA: LO MEJOR DEL 2025 EN
20 DIAPOSITIVAS

Silvia Antolin Novoa
Oncologia Médica

Hospital Universitario de A Coruiia

—



VIII SIMPOSIO NACIONAL de ONCOLOGIA de PRECISION

Luminal A Luminal B )
¢ Low Ki67 o High Ki67
Yo ik o More aggressive * High proliferation o Multiple genetic mutations

2 il WM o Higher grade,|| o Highly o The most aggressive

* degree of muclear proliferation and metasis|[ o Diagnosed in the middle|| o Short survival time

o Low nltclie rate than Luminal A and advanced stages « Poor

e Good activity o Lower survival rate after|| e Poor prognosis o High heterogeneity

proguosis recurrence than luminal A

Mign —

Azra Yasmin, Biomarkers 2025
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Nikanjam, M CA Cancer J Clin 2025

ure 1. The cumulative depth of understanding breast cancer biology through integrating varicus omic data, each contributing unique layers of information to

Fig
advance patient care.

Deshui, R Frontiers in Oncology 2025.
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CANCER TRIPLE NEGATIVO: UNA ENFERMEDAD HETEROGENEA
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ARQUETIPOS GENOMICOS DE CANCER DE MAMA
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ctDNA EN 7 LIQUIDOS CORPORALES

20 autopsied patients
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CDNA detection
copy number calling

1. Evaluate the CtDNA detectability in 7 body fiquids.

‘somatic mutation calling

2.Qu y Y

3. Identify ive body liquids for ic site.

4, Characterize body liquid at mutation and copy number levels.
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PRECISION EN ENFERMEDAD PRECOZ: DE-ESCALADA QUIRURGICA

() SANANTONIO
BREAST CANCER
POSIUM

ASCO Guidelines 2025 Do 15

May Omit SNB

= T1 with negative axillary ultrasound

Axillary Lymph Node Sentinel Lymph Node .
Dissection (ALND) Biopsy (SLNB) Postmenopausal and 2 50 years old
B = Grade 1 or 2, HR+, HER2-
T e = Endocrine therapy planned
/OZ /zé; = BCT with whole breast RT

/" Park, KU et al JCO June 2025

Targeted Axillary No Axillary Surgery
Dissection (TAD)

@ ioactive

Seed

1 Ensayos SOUND e INSEMA

Demostraron que la omision de la biopsia de ganglio centinela (SNB) es segura en subgrupos seleccionados de bajo riesgo: HR+/HER2-,
posmenopausicas con tumores T1/T2 y ultrasonido axilar negativo.

2 REDUCCION DE MORBILIDAD
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ENSAYOS SOUND

SOUND Trial g

Omission of SN in patients with <2cm BC and negative auitiary US

€T1NO cancer
Negative axillary US

Phase il
20122017
aty,

Chile, Switzorland, Spain Primary endpoint = DDFS at
oy

Gentilini OD, ot al. JAMA Oncol. {11):1557-1564, 2023

[B] Disease-free survival
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Log-rank test, P=.72
0 . . , v . ;
0 1 2 3 4 5 6
Years from surgical procedure
No. at risk
SLNB 708 705 702 700 673 550 317
NoSLNB 697 693 688 687 663 531 310

Gentilini, OD JAMA Oncol 2023

Omission of SNB in patients with ¢T1-2NO BC and negative axillary US O

INSEMA

INSEMA O B

AXSANA

cT1-2 cNO
BCS, WBI

Negative axillary imaging

Primary endpoint =iDFS

Reimer T, et al. N EnglJ Med 392(11):1051-1064, 2025 .

San Antonio Breast Cancer Symposium, Decamber 09-12, 2025

T
AXSANA Study ‘2..,“5”?"..1_

Ongoing, i i i ic, ni r rsnsrens
prospective registry hones C t
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are allowed g to th = — .3
choice (ALND/SLNB/TAD/TLNB) e
(Neo-) Adjuvant and = e \-: 4
to institutional and nahonal guldelmes .
——
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3-Yr Axillary Recurrence-Free Survival ’ *
Invasive breast cancer-specific disease-free survival "",“?._"—'-"‘ SRR
T i
QoL and arm morbidity —
——
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— i A

() NI R
INSEMA SYMPOSIUM™
Omission of SNB in patients with cT1-2N0 BC and negative axillary US Quites AACR

Percentage of Patients

iDFS: os:
No difference ) No difference

o ——— Sugepomisiongoup 10T Supey omiation gy
2 = = =
»- Sorgery grove. 4

®- “@-

50 No. of ventsToal No. % Mo of Dt ot No.

o Surgery Oisson Group e » Surgey Omission Group e

Surgery Group s 2 S Aapise

» Hazard rato for invasive disease or death, Hazard ratio for death, 069 (5% C1,

= 0.91 (95% C1,0.73-1.14) » -1.02)

1 1

: LI T T T T I T R R

T n % 4 6 % % % om
Months
Median follow-up ~6 years (73.6 months)
Omission of SLNB was non-inferior: IDFS (91-92%), OS (96-97%)

Reimer, TNEJ Med 2025

San Antonio Breast Cancer Symposium, December 09-12, 2025 () SAN ANTONIO
BREAST CANCER

) SYMPOSIUM'

AXSANA: Conclusions

3-Yr Axillary RFS following SLNB/TAD/TLNB is excellent and not inferior to ALND for patients
who convert from cN+(1-3a) to ycNO.

No difference between TAD and SLNB.

Findings independent of the initial stage or subtype,despite heterogeneity of regional
radiotherapy.

Higher initial risk was associated with more distant recurrences, but not with increased regional
failures.

Regional radiotherapy is currently heterogeneous.
Long-term follow-up required to assess survival as well as further recurrences

Kuhn, T SABCS 2025
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ADYUVANCIA Y NEOADYUVANCIA BASADA EN RIESGO

 cmm— .  cytotoxic T colts

CDK inhibitors

Inhibidores CDK4/6

Nuevos SERDs Adyuvantes o
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ENSAYOS MONARCHE Y NATALEE

[TT population®
(includes both Cohort 1and Cohort2)

CORORTA On-study treatment period
High-risk based on clinical o,
pathological features \
= « 24AN +
HRv, HER2-, R Endocrine Therapy Follow-up period
Node.Positive, + 13ALN and atleast 1 o FE
High-Risk COHORT 1 Grade 3 disease R Endocrine Therapy !
E8C - Tumor size 25cm uywsasumm
Endocrine Therapy
" COHORT 2
Highisk based 0 K67
"%
Stratifed for: « Primary Objective: IDFS
+ 13ALN and K67 220%
S i 5 3. Bioe cowcthenyy. | o Objectives: lnrs\nnmxm
COHORT 2 ) N ::;:’“"“ - populations, DRFS, 08, safety, P’

1.8% = 15.8% Rel Risk Reduction

Key Secondary Endpoint: Overall Survival in ITT
a=ts]
o0 e WY W
% s
%01
o s ~
70
Fe Number of OS events
= 50 Abemaciciib + ET Gi
. 301
HR (95% C1): 0.
30 Pe0
20- g, 08 In (T
10 of 0.0434 (2-5ided for statistical significance
¢ 1 E 3 [3 3 72 [3 %
No. ot risk Time (months)
Mowaccn 6T 2008 %W 8 M0 Ba P 1967 as °
L I P 1908 “ °
{ At a median follow-up of 6.3 years, abemaciclib + ET reduced the risk of death by 15.8% compared to ET alone ]

congress

Stephen Johnston, ESMO 2025

Study Design: NATALEE

pen-label, phase 3 trial'2

Adult patients with stage Il and IIl HR+HER2- EBC

nd Point
« Prior ET alowed up 10 12 months 1DFS using STEEP crieria
« Anatomical stage NA*
* NO with: ‘Secondary End Points
- Grade 2 and evdence of igh rsk +  RFS.DOFS. 08
« Ki67 2 20% * PROs
« Oncotype DX Breast Recurrence Score 2 26 or R . S*w-\ﬂbbmalty
« High rsk via genomic risk profiing 11
- Grade 3
o End Points
« Anatomical stage " * ORFS
= Gene expression and ateations i
Bnicko tumor CDNAGIRNA samples
* Anatomical stage i
* NO, N1 N2, or N3 o
The G prcorsons Mz ot s used 10 o o M 5
v v v *
Primary Analysis Final IDFS 4-Yoar Exploratory Year lespecified 6-Year Prospecified
.
2.7mo NImo “z s54mo and beyond
M"OFSM Current readout

iDFS in the ITT Population

With 55.4 months of follow-up, RIB continues to demonstrate a durable iDFS benefit

1007] 90.82(A=2.7)

= = -

T w0 e

3 81.0

2

ﬁ 60 Median follow-up: 55.4 months

¢ RIB + NSAI INSAl alone

8 0 (n = 2549) | {n'=2552

= 5-year iDFS events, n 317 407

% 2 HR (95% CI) 0.716 (0.618-0.829)

H Nominal P value (1-sided)® <0001

AW 5 Reveamenteros ]
0 6 2 18 24_ 30 % 42 48 54 60 6 72

No. atrisk Time since randomization, months
RIB+NSAI 2549 2251 21 209 2% 2082 2025 1962 1883 1515 998 mn 9
NSAI Alone 2552 240 2167 2080 2007 1939 1871 179 1o 1373 925 25 3

EMD™

John Crown, ESMO 2025
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ENSAYO LIDERA: GIREDESTRANT ADYUVANTE

lidERA Breast Cancer study design

A global, randomized, open-label, multicenter Phase Il trial

At least 5-year treatment duration S-year follow-up
Key eligibility criteria
+ Participants with ER+, HER2~ early breast cancer N=4170
- Stage Ill disease Giredestrant (30 mg PO QD)
pNO and pT > 1 cm with Grade 3, or K67 2 20% Long-term
or high score on genomic assay* follow-up

o Node-positive

+ Pre-/peri- of post-menopausal'

« Prior surgery < 12 months

« (Neojadjuvant chemotherapy If incicated

SOCET

Tamontenarawrozoielercz daisxemsatans

Stratification factors Primary endpoint
- Risk: Medium-! vs high-risk? Stage |-l breast cancer « IDFS (exchuding second primary non-breast cancer)
+ Region: USA/Canada/Western Europe vs Asia-Pacific vs Row Key secondary endpoints

+ Previous chemotherapy: No vs yes
status: Pre- of pe vs post

« DFS, DRFI, IDFS (including second primary non-breast invasive cancer with exception of
non-melanoma skin cancers and in situ carcinomas of any site), LRRFI, OS, safety

is ly also being in
Breast Cancer substudy 1)

with

ib in the adj setting (idERA

AE overview (safety-evaluable population)

Common TEAEs (2 7.5% of patients in either arm at any grade)
Giredestrant n = 2060 SOC ET n = 2074

Selected AEs

Primary endpoint: IDFS

0] w 2086
Events.n (%) 14016.7) 196 9.4)
P HR or
4 ISS%CI {057, 087) p= 00014
2
8 Lo
e Exploratony anadysis: IDFS by SOC ET
- Total, Stratfied HR
n | @S
= A oTEss os)
Tamoxllen 328 —8— 053 (035 0.80)
] o - o w
) L B 1 28 . o e Giredestrant better  $OC £ T better
N Tine (o)
Govdtns 2084 1 18 1om e o o »
E 2018 o 1 3 0 = £
st igni ini inIDFS:
risk of invasive disease death by 30% with SOC ET

Arthralgia WAST46S 187453 I
Hot flush losizr1 03285
—— 1047182 014131 Patients, n (% ) with selected AEs by medical concept*
Fatigue [ Grade 1-2 Grade 3-4 Grade 1-2 Grade 3-4
nEsrinks Bradycardial 232(11.3) 0 66(3.2) 0
Nausea [
GOVID-19 I | Venous thremboembalic
16(08) 2(<DA)  10(05 7(03
i : i ©8)  2(<0.) ©s) 703
Back pain | Patients, n (%) with treatment discontinuations due to AEs
Radiation skin injury [
Hypertension ] [ | Musculoskeletal
Urinary tract infection I disorders 38 (1.8) 92 (4.4)
Cough (including arthralgia)
Diarrhea | Giredestant | SOCET
Pain in extremity 1 S £ Vascular disorders 2(<01 1809
Constipation Mool (including hot flush) {00} ©9)
= * = = = W » = .

Patients (%)

BREAST CANCER
) SYMPOSIUM®

() SAN ANTONIO
< Gurian  AACR

Aditya, B SABCS 2025

Giredestrant supone potencialmente el primer nuevo
farmaco endocrino adyuvante en cancer de mama en
los Gltimos 20 anos.

. R

e

.

© E& y)Giredestrant
- [+ d > -
R S 8

J' cg,‘ Giredestrant
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ENSAYOS DESTINY BREAST 05 Y 011

DESTINY-Breast05 study design

A global, multicenter, randomized, open-label, phase 3 trial (NCT04622319)

Key El ity Criteria

14 cycles

T-DXd 5.4 mg/kg IV Q3W Primary endpoint
* Residual invasive disease in the breast and/or for 14 cycles « IDFS
axillary lymph nodes afier neoadjuvant chemotherapy = N =800
with HER2-directed therapy (NAT)' Key secondary endpoint
+ High-risk defined as presentation prior to NAT R
with:
© Inoperable eBC (cT4,N0-3,M0 or cT1- T-DM1 3.6 m/kg IV Q3W Other secondary endpoints
3N23MO)  OR for 14 cycles 7 - 08 + BMFI
 Operable eBC (cT1-3N0-1,10) with N =800 S “DRFl .« Safety
axillary node-positive disease (ypN1-3)
after NAT
« Centrally confirmed HER2s (IHC 3+ or ISH+) e8C
+ ECOG PSOor1
Stratification factors HIGH RISK PT Population

« Extent of cisease at presentation (inoperable, operable)
« HER?-targeted NAT (single, dual)

+ Hormane receplor status (positive, negative)

« Post-NAT pathologic nodal status (positive, negatve)

DESTINY Breast-05: Conclusions

53% reduction in the risk of invasive
disease recurrence or death
IDFS Benefit T-DXd versus T-DM1
3.year IDFS rate
92.4% versus 83.7%

HR 0.47
P value <0.0001

Adjuvant T-DXd d
gh-risk HE

Charle E Geyer, ESMO 2025

DESTINY-Breast11 study design

A randomized, global, multicenter, open-label, Phase 3 study (NCT05113251)

Patient population
+ Previously untreated
HER2+ eBC
+ HR-positive o
HR-negatve
+ High-risk defined as:
- 2T3 and NO-3 or
€T0-4 and N1-3
Inflammatory BC

BERLIN
20;

Stratification factors

+ HR status: ER andlor
PR-positive of negative

+ HER2 status: (IHC 3+ or
ISH# in the absence of
IHC 3+ status)

Nadia

4 cycles
y Data cutoff:
March 12, 2025

=32 T-DXd* — THP? Recommended Primary endpoint
4+ 4 cycles post-necadjuvant * BCR (ypTOiis ypNO) by blinded
freatment per study | _cental review
protocoll Secondary endpoints

PCR: radiotherapy and * PCR (ypT0 ypNO) by blindea
concomitant irastuzumab 2 cental review

pertuzumab forup to 1 year | + EFS

No pCR: radiomerspy and | * Safety

ddAC? .+ THPE
4+4 cycles

Surgery?

TOM1 forupto 14 cycles | + Pharmacokinetics and
HR-posiBve: endocrre immunogenicity
therapy + Invasive dsease-free survival
+ Health-related quality of life
\ Additional outcome
measures

T-DXd arm closed per
IDMC recommendation

+ Residual cancer burden (RCB)

Conclusions

PCR rate

67.3%
More than two thirds
of patients in the
T-DXd-THP arm
had a pCR

HR-positive: 61.4%
HR-negative: 83.1%

« An early positive trend in EFS was observed, favoring T-DXd-THP vs ddAC-THP
- Hazard ratio: 0.56 (95% CI 0.26, 1.17)

+ The safety profile of T-DXd-THP was favorable vs ddAC-THP
- Lower rates of Grade 23 AEs, serious AEs, and AEs leading to dose interruptions
- Lower rates of ical AEs, left. i and fatigue
- ILD rates were low and similar between arms

Harbeck, ESMO 2025
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ESCENARIOS Y TRATAMIENTO EN CANCER DE MAMA MTS TRIPLE NEGATIVO

Biomarker positive: Targeted

Sacituzumab Govitecan agents

PD-L1+: Pembrolizumab +
Chemotherapy

Trastuzumab Deruxtecan
(HER2-low)

PD-L1-: Chemotherapy

gBRCA1/2m: Olaparib or Talazoparib
Systemic chemotherapy

NCCN Guidelines. Breast Cancer. v5.2025
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ADCS TARGETING TROP2 EN CANCER DE

MAMA

LI S R T ] Datopotamab deruxtecan
(8G)™ (Dato-OXay**
TROP2 Lo
hRST IgG 1k Dstopotamad ST g
DAR 18 4 r 4
-
@D
g Unbher CL2A Tev apeptde based ytsuttonyl oy
-
Cheavadle linker? Yes Yes Yes
Payload SN Dxd 60K .
©
3
- Topomsome: ase 1 ogoesomer ase DOR T e
> Pays oA | b for e atitor Bore
T
Antibody -
Mambrane permeable? Yoo Yeu Yeu

1. Trall PA, et al. Pharmacol Ther. 2018; 2. Bardia A, et al Presented at ASCO Annual Meeting, 2022 Poster 1071

3 Kopp A, ol sl Mol Cancer Ther 2023, 4. Shastry M_ et 8l The Bresst. 2022 5 Lombsd

Hoeln

Cancevs (Besel) 2023, 6. Cheng Y, ol 8. Front Oncol. 2002



VIII SIMPOSIO NACIONAL de ONCOLOGIA de PRECISION

PRIMERA LINEA EN CANCER DE MAMA %%

With Proviously Negatr
(Cancer Who Are Unable to Receive PD-(L)1 inhibitors

MTS TRIPLE NEGATIVO e e

ASCENT-03: Study Design

PD-L1+:

N ENGLJ MED 394;4 NEJM.ORG JANUARY 22,2026 e =

Javier Cortés, ESMO 2025

[ ORIGINAL ARTICLE |

TROPION-Breast02: Study Design

P D-L1 - Randomised, phase 3, open-label, global study (NCT05374512)

b Govi plus Pembroli: b
for Advanced Triple-Negative Breast Cancer

Endpoints
Dual primary:
os
PFS by BICR per RECIST v1.1
‘Secondary included
PFS (mvostigator-assessed)
R, Do’

ASCENT-04/KEYNOTE-D19: Study Design

Safety

Dato-DXd | ICC

PFS avents, n (%) 199 (62) 209 (65)
os HR (95% Cn 0.57 (0.47-0.69)
g or Poaiie 001
‘. s /\ S 08
NOENGL) MED 3944 NEM.ORG  JANUARY 32, 2006 . » ) £ os Median PFS (95% CI)
: e 04 10.8 o, (8.6-13.0) |
O Daiichi-Sankyo ~ AstraZeneca 1 Z 03 56 mo (5.0-7.0)—] A33me

o 3 o 9 2 W W 2 w7 0 ™ W W
Number at rish Time from randomisation (months)
DemOXd 320 268 0 e M s 4 ‘ 0w o8
c “ '
X a and
in PFS with ICC, the risk of prog or death by 43%

EEESMD™™™  RebecaDent, ESMO 2025



SIMPOSIO NACIONAL de ONCOLOGIA de PRECISION

Not FDA Approved () SANANTONIO

BREAST CANCER
SYMPOSIUM®

mTNBC Potential Treatment Landscape (2025)¢/ .. me:

. Trastuzumab Deruxtecan
PD-L1+: Pembrolizumab (HER2-low)
o

Sacituzumab Govitecan

(ASCENT-04) ADC - ADC Chemotherapy
Sequencing
PD-L1-:

Sacituzumab Govitecan
(ASCENT-03)
Datopotamab Deruxtecan
(TROPION Breast-02)

gBRCA1/2m: Olaparib or Talazoparib

Sonya Reid, SABCS 2025
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PRIMERA LINEA EN CANCER DE MAMA MTS HER2 POSITIVO

Evolution of T-DXd in HER2+ a/mBC

-
4758 DESTINY-Breast0?

Observed mPFS*
Linker
Cytotoxic DESTINY:
agent o Breast( T-DXd + P
Pertuzumab ADCs (T-DM1 (Phase 3)

~1 in 3 patients do not

1L
and T-DXd
! Standard of care THP: 18.5 mo
receive a subsequent

treatment after 1.2
T-DXd: 28.8 mo

T-DM1: 6.8 mo

T-DXd: 17.8 mo

DESTINY-Breast03
2L ) s

,,,,,,,,,,,,,,, DESTINY-Breast02
Ph
j Internalization and 3L+ TPC:* 6.9 mo
release of cytotoxic
Lysosome cell death e e e e et e et i it
.. e *, 40
e " .
e -~ PFS (BICR): primary endpoint Toxa+r T
2 93.0% n=383 n=387)
T 40.7* 269
85!
: e S Median, mo (95% CI) (365 NC) (21.8,NC)
STINY-BO9: Study Design i ] S Hazard ratio (95% CI)  0.56 (0.44, 0.71)
S (@99 Ci648, 748 P-value <0.00001*
»
6\ HER2+ Metastatic Breast &
¢ Cancer 5
m Untreated in Metastatic Setting 3
8 o4
e
RANDOMIZATION 1:1:1 =
T-DXd T-DXd THP: H . . ; . . . . . ;
5.4 ma/kg 5.4mg/kg trastuzumab + 3 e ° 12 15 " F Al 2 a7 ) n % » & 4 4
+ placebo + pertuzumab pertuzumab Time from randomization (months)
o Tomae W 3 M wm  m  m  am  m w ow o 2 10 3 0
PRIMARY ENDPOINT: PFS
KEY SECONDARIES: DESTINY-Breast09: PFS Outcomes
OS, ORR, DOR, SAF TS o
| +
INTERIM ANALYSIS RESULTS s
Data cutoff Feb 26-2025, Median Follow-up 29 mo
L

40,7 26,9

Ty

nonths
12-m0 PFS rate 12-m0 PFS rate

859%

Sara M Tolaney, ASCO 2025
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PRIMERA LINEA EN CANCER DE MAMA MTS HER2 POSITIVO

Ensayos de mantenimiento

TKis (lapatinib,
neratinib, and
tucatinib)

HER2CLIMB-05 is a randomized, double-blind, placebo-controlled, international, phase 3 trial (NCT05132582)

Key Eligibility Criteria
+ Centrally confirmed HER2+ MBC
+ No evidence of progression after
THP (4 to 8 cycles)
+ ECOGPSofOor1

TUC 300 mg PO BID
+HP*

Once every 21 days
+ET

=
+ No or asymptomatic BM R (0= 320)
confirmed by contrast-enhanced ™~ 1:1
MRI at screening PBO PO BID
| +HP*

Randomization was stratfied by
~Diagnosis: de novo or recurrent
*HR status: positive or negative
«Presence or history of BM: yes or no

Once every 21 days
+ET

(n=328)

1L Maintenance Therapy

—_—

Endpoints

Primary

« Investigator-assessed
PFS per RECIST v1.1

Secondary

+ OS (key secondary)
+ PFS per BICR

* CNS-PFS

« Safety

* HRQoL

Study treatment continues und!
towicy,

consent wihdrawai, o study cosure No
crossove from PBO 10 TUC was asowed

Erika Hamilton, SABCS 2025

Hormone receptor-negative Hormone receptor-pos!
Y1 e PP menma N CH B R r———
g BRS T T » P —
w] M0 ©
* \ \ 5o
g x. - &%
® L , S g
© o, . T is
» A
2 e 2 -
» £
X ot
s 0
IR EEEEE] IR E R E R L)
il Time (monthe) ) Time (months)
Tcwm e W 08 U W W T B W W & 3 0 8 Tcwmm e DRSO W W OB W 4 18 0
Foosm 162 10 1 B TH M & % M H 5 3 4 0 Fmwmie s W % B o oe o440

e e

Trastuzumablpertuzumab

Palbociclib

Al or fulvestrant
R

= Cyciin D1

|

HER2/3

PI3K/AKT

TSC2

1

RHEB

mTOR

p-RE =———p S phase

I e S N
Registration H
® Histologically confirmed | | Key eligibility criteria
HR+HER2+ mBC 1| ™ Completion of induction
" No prior treatment in the : chemotherapy and no
advanced setting beyond | evidence of disease
induction treatment : progression (i.e., CR, PR,
®  6-8 cycles of treatment, : or SD)
including trastuzumab + 1
pertuzumab and :
taxane/vinorelbine 1
]
__________________ /U 7

N=518

No. at Risk
Palbocichib + HERZ +ET 261
HER2+ET 237

6 12 18 24 30 36 42 48 54 60 66 72
3

230 202 165 144 126 111 92 76 54 3 15 5

197 157 135 115 101 8% 68 52 30 15

61

Palbociclit+ HERZ+ ET

Palbociclib (125 mg PO QD
D1-D21)
Trastuzumab + tuzumab +
endocrine therapy*

endocrine therapy*

Median
Progression fiee
No. of Events/Total Survival
No. of Patients (98% C1
mo
43 (24-568)
291 (23.3-385)

Hazard ratic for disease progression

12781

HERZ+ET  135/257

or death, 0.75 (35% C1, 0.89-0.96)
T sided unstratified P<0.02 by
log-rank test

Otto Metzger, NEJM 2026

Until PD
or
toxicity

<
<
=
s
x
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FOLLOW-UP
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POTENCIAL PRIMERA LINEA EN CANCER DE MAMA MTS HER2 POSITIVO

T-DXd + Pertuzumab
(DESTINY Breast09)

VS.
THP = HP maintenance
+ Tucatinib (HER2CLIMB-05)
HR+ THP - HP maintenance + ET

+ Palbociclib (PATINA)
+ Tucatinib (HER2CLIMB-05)

>» Maintenance ?

Sonya Reid, SABCS 2025
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PRIMERA LiINEA EN CANCER DE MAMA MTS LUMINAL

Line of therapy Treatment mPFS (mo)
ET + CDKA4/6i 248282
ET + CDK4/6i + Inavolisib* (High-risk, PIK3CAm) 15.0
Deaths, n(%)  Median, months (95% CI)
Overall Survival (ASCO 2025) T2 @1) U0 84448
Placebo (n = 164) 82(50.0) 210(228-387)
0 - | stratified hazard ratio, 0.67 |
\ %0 3%4;094)
7 . -~ p=001
= ¥ \-—\
£ ¥ o e
™ 9 LU 3 “\‘_MN
0 %) : e i
% -y ‘”_'—_’
X Placedo Medan folow-p
0 3 6 § 12 B B N N T NN B N Q6 8N 342 months
Months

Jhaveri et al. NEJM 2025
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MAMA MTS LUMINAL: NUEVAS TERAPIAS Y SERDS ORALES EN SEGUNDA LINEA

CROSS TALK ENTRE VIiAS PI3K-CDK4/6 Y RE

Combination of SERDs/SERMs with targeted therapies including PI3Ki and CDK4/6i represents the future of ET-based treatment in
CDK4/6i-pretreated population
ESR1-mut
10
. g
8
7
. ITT AKT-altered
o ® o ® - 5
| | | 4
L4 oz, 3
5 2
{1 B i ]
J Fulv+
Fulv  Cami7s Camits SoC  Imiun Fulv """ ' h::-:ﬁb i et v e Cadols
s m =
ESRImut only Prior COK4/6is (ESRImut + wt) Prior COK4/6ls (ESR1mut + wt) Prior COK4/6is (AKT altered+ wt) 100% previous COK4/6is 100% previous COK4/6is PIKICA
100% previous COK4/6is ~25% 1 CT line for ABC No CT for ABC ~25% 1 CT line for ABC No prior CT for ABC 100% previous COK4/6is
28% 1CT line for ABC No prior CT for ABC

e ® —
—_— —_— —
5 m PIP2 —» PIP3—___y PIP2
a'y v
p1o
»>|588 POK1
mm::‘hu.pocm A | p110 AKT inhibitors
(GDCORTTINAVOLISIE
1 PO
‘of mutant p110 sipha)
1 P10y mTOR inhibitors

pan PI3K inhibitors
(Gatadolsib aio inhibits
MTORC! and 2)

v
cell growth and survival

congress
EHESVD

A. Gennari
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ESCENARIOS Y TRATAMIENTO EN CANCER DE MAMA MTS LUMINAL

First Line Second Line Third Line +
Fulvestrant + Alpelisib . T-DXd (HER24ow or ultralow)

PIK3CA,, Fulvestrant + Capivasertib ' Sacituzumab Govitecan
V. Qa//15, M Fulvestrant + Capivasertib Dato-DXd /%

M ESR1,,, Elacestrant; Imlunestrant /[# | Chemotherapy
gBRCA,, Olaparib; Talazoparib

Switch CDK4/6i + ET

XTI Everolimus + ET
mutation Chemotherapy

T-DXd @gRZ-;; or ultralow)

ET + CDK4/6i

ET + CDK4/6i + Inavolisib
(High risk, PIK3CAy)
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ONCOLOGIA DE PRECISION EN CANCER DE MAMA EN 2025

Ha trascendido la simple secuenciacion de genes para convertirse en una estrategia multimodal que integra
multiples dimensiones del cuidado del paciente.

MONITOREO MOLECULAR

ctDNA en diferentes liquidos bioldgicos

OMNICS + IA PARA DIAGNOSTICO

Modelos avanzados mejoran la precision
diagndsticay prondstica

TERAPIAS DIRIGIDAS

Farmacos especificos para alteraciones

genéticas

CENTRADO EN EL PACIENTE

Decisiones personalizadas segun perfil
molecular Unico

DE-ESCALAMIENTO TERAPEUTICO

De-escalada y escalada basada en evidencia
molecular
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