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El CM Luminal es el subtipo de cancer de mama mas frecuente representando un 75% del total
de los CM, siendo también el subtipo de CMM mas frecuente

Caracterizado por expresion de Receptores Hormonales ( RH) : R estrégeno (RE) y R
progesterona ( RPg) y ausencia de expresion de Receptor HER2 .

Dentro de los CMM Luminales al igual que en la enf. precoz podemos diferenciar dos subtipos
basandonos en la practica clinica en valor del Ki67 . Luminal A ( KI67 < 15%) suelen ser

biolégicamente menos agresivos ,asociar mayor intensidad de expresion de RH y menor GH y
Luminal B ( Ki67 > 15%)

En ambos subtipos el pilar fundamental de tratamiento es la TERAPIA HORMONAL,
preferentemente en combinacion con terapias dirigidas

Las Localizaciones de la afectacidon metastasica han variado en los ultimos anos
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Metastatic Breast Cancer — Impact of improved adjuvant therapies
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Overall survival after metastasis (PMS) based on the period (P1-P4) of the primary tumour
diagnosis (P<0.0001) (n=10,213) and for primary advanced BC (T-N-M1) from periods P2 and
P4 (dotted curves).
Harbeck et al, ABC 4 abstract PO 141 2017)
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» Sies posible se recomienda biopsiar la recaida para confirmar la misma y definir el subtipo

» Ademas del estudio de sobreexpresion de RH que confirme el subtipo Luminal , hay que

definir la expresion del R Her2 ( basado en técnicas de IHQ y de ISH) ( ASCOCAP 2018) para
identificar al subgrupo HER2 Low *

Otros BIOMARCADORES:
» Mutaciones en PIK3CA ( tumor, biopsia liquida ) tumor primario o recaida

» Mutaciones ESR1 ( tumor , biopsia liquida ) recaida ( Resistencia a Inhibidores de Aromatasa (
1A))

» Mutacion germinal en BRCA1/2 ( aunque en Espafia no estd autorizado el uso de Inhibidores
de PARP para el tratamiento del CMM )

SEOM

Sociedad Espanola
de Oncologia Médica
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Patients with newly diagnosed or recurrent MBC

v Y
Biopsy of metasiatic lesion to
confirm diagnasis

!

v )
Reassess biomarkers ER, PgR, HER2
[ESCAT I-AJ*
Patients with TNBC Patients with
tumours All patients ER+/HER2- tumours
+ v
N/ V
PD-L1 by IHC [ESCAT I-AJt PIK3CA mutation status [ESCAT I-AJ® - ACTUAL : all patients
gBRCAm [ESCAT I-A] (PALB2 gBRCAm [ESCAT |-A] (PALB2
assessment optional [ESCAT II-A])® assessment optional [ESCAT II-A))®
! ! !
V VvV NV
Assessments only where corresponding therapies are available: MS! [ESCAT [-C], TMB, NTRK [ESCAT I-C]®

Optional assessments with potential to guide treatment: ESRT (in ER+/HER2- tumours if further Al-based therapy is considered)
[ESCAT 1I-A)®, somatic BRCA mutations [ESCAT I1-A}*, HER2-low status by IHC [ESCAT 1I-B}*

+ ! !

V a4 V
Staging: history and physical examination, haematology, biochemistry, tumour markers, CT of the chest and abdomen
and bone scintigraphy (or PET-CT), brain imaging (symptomatic patients or according to subtype if the presence of CNS
metastases will alter the choice of therapy)

ESMO MBC Guidelines, Ann Oncol 2021




CANCER DE MAMA LUMINAL METASTASICA: DIAGNOSTICO PIK3CA

-Per joint recommendations
from ASCO-CAP, samples

should be taken at disease

progression for tumor
genotyping

-Consider tumor biopsy testing

to confirm negative results
-PIK3CA mutation testing
can be done on tumor
tissue or ctDNA in
peripheral blood (liquid
biopsy). If liquid biopsy is
negative, tumor tissue
testing is recommended

Liquid biopsy testing

Variant not detected

Test archival tumor
biopsy or schedule
tumor biopsy for testing

Patient

Variant not detected b o
Blood M%

sample
DNA
OVGT VR
"/ \\"/ 4

Plasma
Buffy coat

Red blood Q0VGT STVGT

cells

GVIVG cfcDNA from normal cells

Based on Merker JD, et al. Arch Pathol Lab Med. 2018;142:1242-1253.

nt detected

In order to ensure
appropriate patient
selection for potential

alpelisib treatment, patients

with HR+/HER2 advanced
breast cancer should have
tumors tested for PIK3CA
mutations using a health
authority-approved,
accurate and validated
test.

m

PIK3CA mutation testing
can be performed on FFPE
tumor specimens as well
as ctDNA extracted from
plasma.

» Tumor tissue obtained at

initial diagnosis or at the
most recent biopsy can
be used

* Mutations detected in

ctDNA should be
considered actionable.
Mutations “not detected
in ctDNA" should reflex to
tissue based testing

Real-time
liquid biopsy
_—
tDNA
TC

Sanger sequencing

cfDNA in blood plasma is highly fragmented DNA
mainly derived from apoptotic cells, perhaps
predominantly from apoptotic leukocytes. The total
amount of ctDNA might be <0.01% of the total cfDNA

* Real-time PCR
 Standard NGS

M ic cancer
Non-metastatic cancer I

Non-malignant conditions:
ageing, benign tumours
and/or pre-neoplastic lesions

CAPP-Seq

PIK3CA testing can be performed utilizing tumor tissue or ctDNA

ctDNA, circulating tumor DNA; FFPE, Formalin-Fixed Paraffin-Embedded; NGS, Next-
Generation Sequencing; PCR, Polymerase chain reaction; PIK3CA,
phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha.

Initial approval is based on
11 mutations (C420R,
E542K, E545K/A/D/G,
Q546E/R, H1047L/R/Y)
across exon 7, 9, 20 of

PCR and NGS on tissue
are generally consistent in
detecting the 11 mutations
represented in SOLAR-1.
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IHQ para
HER2

l IHQ 3+ l IHQ 2+ l IHQ 1+ l IHQ : 0

HER2 ISH ISH HER2
Her2-low

positivo positivo negativo negativo

[ pgsl,zisi\z/o J {HerZ-IowJ
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MILESTONES IN THE TREATMENT OF HR+/HER2- ABC

NO APROBADOS EN ESPANA

CDK4/6i +
fulvestrant

Elancestran
Capivasertib

Inavolisib * pdet aprobacion AR

CDK 4/6i +
Olaparib/ Talazoparib

letrozole

Fulv + PI3Ki

Toremifene
Fulvestrant +

anastrozole

Letrozole Fulvestrant

Everolimus +

estane

Exemestane

l

Trastuzumab Deruxtecan

Sacituzumab govitecan

| Lol

1975 1980 # 1995 2000 2005 2010 2015 2020 (023
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Patients with ER+/HER2— MBC

If imminent organ failure

MANEJO TERAPEUTICO ! (€

ET-CDK4/6 inhibitor [I, AJ2¢ —
At PD
S
Somatic mutation testing
(tissue or liquid) - > PD
Germline BRCA1/2 testing + PALB2

V V
No risk of organ failure Imminent organ failure
]

Everolimus—exemestane?
Fulvestrant? [, B] If PIK3CAm+: If germline BRCA/PALB2m+:

(+ CDK4/6 inhibitor if not or fulvestrant-alpelisib PARP inhibitor
used previously) Everolimus—fulvestant*® [1, B; MCBS 2; ESCAT I-A]ed [I, A; MCBS 4; ESCAT I-A]ed
(Il B]

¥
V

PD after several lines of ET + targeted therapies
R

ChT ¢
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ADVANCED ER+/HER2- BREAST CANCER

1stline

Al + CDK4/6 inhibitor

l l

PD l

Mutacign ESR1

l<—

2nd line |

PIK3CA mutation | | Fulvestrant |

| Fulvestrant + alpelisib*

3rd and
furtherlines

Fulvestrant + CDK4/6 inhibitor
if no prior use

Fulvestrant + everolimus
Exemestane + everolimus

PD

!

l

}

Chemotherapy**:
Taxanes

ET/Fulvestrant/tamoxifen + |
everolimus or 3rd ET line

BRCA1/2 mutation |

Anthracyclines
Capecitabine

Olaparib ****
Talazoparib****

SPECIAL SITUATIONS

Visceral crisis

| | Comorbidities

|

Chemotherapy |

PD

l

L

ET monotherapy
maintenance*****

Vinorelbine
Eribuline
' h I
2nd CT line | HER2-low | HER2-negative |
Trastuzumab | Chemotherapy** |
deruxtecan***
PD
v A\ 4
3rd CT line Sacituzumab govitecan | Chemotherapy** |

* Currently approved for patients progressing on endocrine monotherapy

** The preferred sequence of chemotherapies is currently unknown, Previous treatments, comorbidities and patient preferences should be taken into account.

*** Still awaiting approval by the EMA and subsequent financial approval from the health authorities in Spain
***% Approved by the EMA but without financial approval from the health authorities in Spain
***%* Consider ET + iCDK4/6

| ET monotherapy

PD

l

Consider ET+
CDK4/6 inhibitor
ET monotherapy
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ET plus CDK4/6 inhibition yields similar or better efficacy versus ChT and is associated with less toxicity, making it

the preferred treatment unless a patient has imminent organ failure

En pacientes con crisis visceral * seria también una opcion a valorar.
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THE ADVANTAGE OF CDK 4/6 INHIBITORS: TRIALS OVERVIEW

| |
| |
ET sensitive or naive ' ET resistant no prior : ET resistant prior
: chemotherapy for MBC I chemotherapy for MBC
| |
1 1
1 1
MONARCH 3 : MONARCH 2 :
Abemaciclib + NSAI i Abemaciclib + Fulvestrant :
1
1 1
PALOMA 2 PALOMA-3 4
Palbociclib + NSAI Palbociclib + Fulvestrant (Pre+Postmenopausal)
MONALEESA-2 5
Ribociclib + NSAI
MONALEESA-3 6
Ribociclib + Fulvestrant *studies are all postmenopausal unless
otherwise noted

MONALEESA-7 7

Ribociclib + Tamoxifen/NSAI (Premonopausal only)

1. Goetz et al. J Clin Oncol 35:3638-3646. 2. Sledge et al. J Clin Oncol 35:2875-2884. 3. Finn et al. N Engl J Med 2016. 4. Cristofanilli et al. Lancet Oncol 2016; 5. Hortobagyi et
al. N Engl J Med 2016. 6. Slamon et al. J Clin Oncol 36:2465- 2472. 7. Tripathy et al. Lancet Oncol 2018
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Randomized phase Il trials of CDK4/6 inhibitors in the first line setting

_ PALOMA-2 MONALEESA-2 MONALEESA-7 MONARCH-3

Regimen Letrozole +/- palbociclib Letrozole +/- ribociclib Goserelin + Al or tamoxifen Al +/- abemaciclib (2:1)
(2:1) (1:1) +/- ribociclib (1:1)

Eligibility Postmenopausal, Postmenopausal, Pre/perimenopausal, Postmenopausal,
untreated advanced untreated advanced untreated advanced untreated advanced
HR+/HER2- BC HR+/HER2- BC HR+/HER2- BC HR+/HER2- BC

De novo MBC 20%

Median PFS .8 Vs. months 9 vs. 14.8
(CDK vs. placebo) (HR 0.55; 0.44-069) (HR 0.53; 0.42-0.66)

Median OS 53.9 vs. 51.2 months 63.9 vs. 51.4 months 58.7 vs. 48 months 66,8 vs. 53,7 months

(CDK vs. placebo) N 2.7 x A 12.4 \/ N 10.7 \/ 131 - X
(HR 0.96; 0.77-1.17)* (HR 0.76, 0.63-0.93) (HR 0.76; 0.60-0.95) (HR 0.84; 0.63-1.01

Toxicities of interest Neutropenia, leukopenia,  Neutropenia, leukopenia, Neutropenia, leukopenia, Neutropenia, fatigue,
fatigue fatigue, QTc prolongation, fatigue, nausea, QTc diarrhea, nausea,
transaminitis prolongation, transaminitis anemia, abdominal pain

Goetz M et al, SABCS 2023.



San Antonio Breast Cancer Symposium®, December 5-9, 2023

12 LINEA CMM LUMINAL
INAVO120 study design

’ Key eligibility criteria

Enrichment of patients with poor prognosis:

* Measurable disease

* PIK3CA-mutated, HR+, HER2- ABC by central
ctDNA* or local tissue/ctDNA test

* Progression during/within 12 months of
adjuvant ET completion /

_________________________________________________

.

* No prior therapy for ABC
* Fasting glucose <126 mg/dL and HbA,. <6.0%

. J

Stratification factors: Endpoints

* Visceral Disease (Yes vs. No) * Primary: PFS by Investigator

* Endocrine Resistance (Primary vs. Secondary)t * Secondary: OS*, ORR, BOR, CBR, DOR, PROs

Region (North America/Western Europe; Asia; Other)

Enrolment period: December 2019 to September 2023

Inavolisib (9 mg QD PO)
+ palbociclib (125 mg PO QD D1-D21)
+ fulvestrant (500 mg C1D1/15 and Q4W)**

Placebo (PO QD)

+ palbociclib (125 mg PO QD D1-D21)
+ fulvestrant (500 mg C1D1/15 and Q4W)**

Until PD
or toxicity

|

SURVIVAL
FOLLOW-UP

[

Central testing for PIK3CA mutations was done on ctDNA using FoundationOne’Liquid (Foundation Medicine). In China, the central ctDNA test was the PredicineCARE NGS assay (Huidu). " Defined per 4th European School of

Oncology (ESO)-European Society for Medical Oncology (ESMO) International Consensus Guidelines for Advanced Breast Cancer.

! Primary: relapse while on the first 2 years of adjuvant ET; Secondary: relapse while on adjuvant ET after at least 2 years or relapse within 12 months of completing adjuvant ET. * OS testing only

if PFS is positive; interim OS analysis at primary PFS analysis;

** Pre-menopausal women received ovarian suppression. ctDNA, circulating tumor DNA; R, randomized. 1. Cardoso F, et al. Ann Oncol 2018;29:1634-1657.
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Primary endpoint: PFS (investigator-assessed)

6-month 12-m9nth 18-m9nth Inavo+Palbo+Fulv Pbo+Palbo+Fulv
100- (n=161) (n=164)
82/9% 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)
75+ i . Stratified hazard ratio (95% Cl) 0.43 (0.32, 0.59) I N AVO- 1 2 0
55.?/: p<0.0001
g 1
@ 50+
a
254 — Inavo+Palbo+Fulv
—— Pbo+Palbo+Ful
-+ Censored +
0 T T T v T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (mo)
Patients at risk: Median follow-up:
Inavo+Palbo+Fulv 161 134 111 92 66 48 41 31 22 13 11 5 1 2 h
Pbo+Palbo+Fulv 164 113 77 59 40 23 19 16 12 6 3 3 1 1.3 months

Key secondary endpoint: Overall survival (interim analysis)

Inavo+Palbo Pbo+Palbo
ints: i i - 6-month 12-month 18-month +Fulv (n=161) +Fulv (n=164)
Secondary endpoints: ORR and CBR (investigator-assessed) ‘ No. of events, n (%) 42(26.1) 55 (33.5)
1004 Median (95% Cl), mo NE (27.3, NE) 31.1(22.3, NE)
ORR CBR . Stratified Hazard 0.64 (0.43, 0.97)
100 £33.4% 100 £28.2% 7% Ratio (95% Cl) p=0.0338
% © 75.2% 751
80 80
70 58.4%1 70 —
L6 Z e 47.0% 8 5%
3 & v 50+
S 50 © 50 o
40 25.0%* 40
% % 25+ — Inavo+Palbo+Fulv
20 20 —— Pbo+Palbo+Fulv
10 10 : + Censored
0 0 | |
Inavo+Palbo+Fulv Pbo+Palbo+Fulv Inavo+Palbo+Fulv Pbo+Palbo+Fulv 0 T T t T T T T T T T T T T T
(n=161) (n=164) (n=161) (n=164) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Inavolisib in combination with palbociclib and fulvestrant may represent a new standard
of care for patients with PIK3CA-mutated, HR+, HER2- ABC
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TRATAMIENTO ELECCION PRIMERA LINEA : HT + INHIB CDK4/6

» Sl Hormorrefractaria : PE Durante la HT adyuvancia o en < 12 meses tras fin de la misma:
FULVESTRAN + Inhibidor de CDK4/6

* Si mutacion en PIK3CA : Inavolisib+Fulvestran+ Palbociclib ( pdte de aprobacion por
agencias reguladoras )

» Si Hormosensible : IA + Inhib CDK4/6
» SI CRISIS VISCERAL # ENFERMEDAD VISCERAL : Segun las guias QUIMIOTERAPIA (QT)
» ¢é QUE INHIB DE CDK4/6 ? : TODOS APROBADOS AL CUMPLIR OBJETIVO PRAL DEL ESTUDIO

SEOM

Sociedad Espanola
de Oncologia Médica
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CMM LUMINAL :ESTRATEGIAS TRATAMIENTO

22 LINEA DE TRATAMIENTO TRATAMIENTO DE ELECCION:HORMONOTERAPIA

» Si Mutacién en PIK3CA : Alpelisib +Fulvestran * ( guias SEOM)
» Sino : Everolimus+Fulvestran / exemestano
Fulvestran en monoterapia

» FDA ; Aprobacion de Capivasertib (mut PI3K/AKT/ pTEN)
Aprobacion de Elancestran ( mut ESR1)
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ADVANCED ER+/HER2- BREAST CANCER

, | Al + CDK4/6 inhibitor | SPECIAL SITUATIONS
1stline
' PD | Visceral crisis | | Comorbidities |
l l l Mutacién ESR1 14— I
_‘ | Chemotherapy |
2nd line | PIK3CA mutation | \M‘ FuIvestrfamt+ CI?K4/6 inhibitor Fulvestrant + everoli.mus | ET monotherapy |
— if no prior use Exemestane + everolimus PD
| Fulvestrant + alpelisib* |

maintenance*****

l P'l) l L ET monotherapy Pf

Chemotherapy**: ET/Fulvestrant/tamoxifen + BRCA1/2 mutation | Consider ET+
Taxanes everolimus or 3rd ET line s
Anthracyclines —— CDK4/6 inhibitor
3rd and Canecitabine Olaparib ET monotherapy
further lines _p : Talazoparib****
Vinorelbine
Eribuline
! h )
24 CT line | HER2-low | HER2-negative |
Trastuzumab | Chemotherapy** |
deruxtecan***
PD
v v
3rd CT line Sacituzumab govitecan | Chemotherapy** |

* Currently approved for patients progressing on endocrine monotherapy

** The preferred sequence of chemotherapies is currently unknown, Previous treatments, comorbidities and patient preferences should be taken into account.
*** Still awaiting approval by the EMA and subsequent financial approval from the health authorities in Spain

***%* Approved by the EMA but without financial approval from the health authorities in Spain

**x** Consider ET + iCDK4/6
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v1.1 - May 2023

nts with ER+/HER2—- MBC

| If imminent organ failure
ET-CDK4/6 inhibitor [I, A] (a, b) PD or intolerable toxicities ChT

Somatic mutation testing (tissue
or liquid) If HER2-low:
PD Trastuzumab deruxtecan [I, A;
Germline BRCA1/2 testing +  [--=-==seeeeees > MCBS 4] (f)
PALB2 @
® |
No imminent organ failure and Imminent organ failure or short
long PFS on prior endocrine PFS on endocrine-based therapy
therapy

Everolimus—exemestane (a) [I, B] If PIK3CAm+: If ESR1m+: If germline BRCA/PALB2m+:
or Fulvestrant-alpelisib [I, B; MCBS Elacestrant [I, A] PARP inhibitor [I, A; MCBS 4;
Everolimus—fulg]est t (a, c) [I, 2; ESCAT I-A] (d, e) ESCAT I-A] (d, e)

or

Switch endocrine therapy *

CDKA4/6 inhibitor
or
Fulvestrant monotherapy

! !

Sacituzumab govitecan if not
used before [I, A; MCBS 3]
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Current drugs approved for the tratment of MBC that inhibit

PIK3/AKT/mTOR

Alpelisib

Everolimus
(BOLERO-2)

(SOLAR-1)

Mechanlsm of mTOR inhibitor PI3Ka-specific inhibitor

actlon

Design Postmenopausal women

(n=724), randomized 2:1 to

exemestane + everolimus or
placebo

10.6 vs 4.1 mo

n=572 (341 with PIK3CAm)
randomized 1:1 to
fulvestrant +alpelisib or placebo

Median PFS
(months)

PIK3CA WT: 7.4 vs. 5.6 mo
PIK3CAm: 11 vs 5 mo

0.36 (0.27-0.47)
2012

HR (95%Cl)

US FDA Approval

Baselga J el ta, NEJM 2012; Andre F et al NEJM 2029; Turner N et al, NEJM 2023.

0.65 (0.5-0.85)

2019 for patients with PIK3CA
altered MBC HR+

(Capitello-291)

AKT inhibitor

n=708 (289 with AKT pathway

alterations, 489 with prior iCDK4/6)

randomized 1:1 to fulvestrant +
capivasertib or placebo
ITT 7.2 vs. 3.6 mo
altered: 7.3 vs. 3.1

Altered 0.50 (0.38-0.65)

2023 for patients with AKT, PTEN,
PIK3CA altered HR+ breast cancer




CAMPUS

SEC>

Area de formacién virtual SEOM

BOLERO 2: Progression-free survival

100
< HR =0.36 (95% Cl: 0.27-0.47)
N
= Log rank P value =3.3x 10 %>
e W g EVEROLIMUS
a EVE + EXE: 10.6 Months
S 60 PBO + EXE: 4.1 Months
iy
5 40
©
jo)
[e]
a 20

== Everolimus + Exemestane (E/N=114/485)
0 === Placebo + Exemestane (E/N=104/239)

0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time (weeks)

Baselga et al N Engl J Med 2012

PrE0102 fulvestrant + everolimus: progression-free survival

————— Placebo (median, 5.1 months)
Everolimus (median, 10.3 months)

1.0 4.1 1
“ﬂ
0.9 + - ;
0.8 - | h
£ 071 \
Q0 \
@ 0.6 v : 1
..g |‘ _ 1 1
S 05 - - L
o 0.4 ] -
m 8 - "\ 1
o 0.3 1 l'-_ - '|L 1
- 1
02 - b= —JlL -‘||. } 1
ap—— 1
0.1 - Hazard ratio, 0.61 (95% Cl, 0.40 to 0.92) .
Stratified log-rank P =.02 Ll
0 6 12 18 24

Time Since Random Assignment (months)

Kornblum et al J Clin Oncol 2018
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A Cohort with PIK3CA-Mutated Cancer

ALP 300 mg QD PO

10

+ FUL 500 mg IM* 2 68 PR —
= = £ o8 ot pelisib + acebo +
P”l(;:;;? - E i
> moh r:t £ ’ N=169 N=172
cohol 3 o
(n=341) PBO § o humber of S 103609) 129 75.0)
+ FUL 500 mg IM* g o4 et (2]
z 03 Median PFS 1.0 57
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00 p-value 0.00065

liver/lung metastases and prior
CDK4/6 inhibitor treatment

ALP 300 mg QD PO
+ FUL 500 mg IM*

PIK3CA-non- n=115 Treatment with alpelisio—fulvestrant prolonged progression-free survival among patients with PIK3CA-mutated, HR-positive,
N mutant HER2-negative advanced breast cancer who had received endocrine therapy previously
cohort
(n=231) PBO

+ FUL 500 mg IM*
n=116

Andre et al, NEJM 2019

Only a small number of patients (n=20) with HR+, HER2—, PIK3CA-mutated ABC had prior CDK4/6i + Al therapy because
the SOLAR-1 enrollment period did not fully overlap with CDK4/6i approvals

BYLieve: A Phase 2, Open-Label, 3-Cohort, Riieve Prior CDKi + Al

Noncomparative Trial (NCT03056755)

Goal: In the post-CDKi setting, assess the efficacy and safety of alpelisib + ET (fulvestrant or letrozole)

(Cohort A)
(n=121)

in patients with PIK3CA-mutated HR+, HER2- ABC Primary endpoint: Patients who 50.4%
were alive without disease (n=61;
Patients wh: ived CDKi + Al .
Men or pre-/postmenopausal® a E s o et iz Primary endpoint progression at 6 mo 95% Cl, 41.2-59.6)
women with HR+. HER2- ABC (CohortA) » Proportion of patients alive without PD
with a PIK3CA’ mutation Alpelisib 300 mg oral QD + fulvestrant 500 mg® at ;]5 r:;on!hs (RECIST v1.1)in each
/ conol
7.3 mo

¢ taEStT“ne (tjf pfior ;lhera‘l)g: CDKi / Patients who received CDKi + fulvestrant + Secondary endpoints include 72 (59.5% ith
, systemic chemotherapy i as immediate prior treatment (N=112) . : n= . wi
or ET \ (Cohort B) (assessed in each cohort) Secondary endpoint: Median PFS [ _( . )
‘ - « PFS event]; 95% CI, 5.6-
« ECOG PS <2 \ Alpelisib 300 mg oral QD + letrozole 2.5 mg? . PFS2 8.3
* Measurable disease (per + ORR, CBR, DOR 3

RECIST v1.1) or ;1 ; \ Patients who progressed on/after Al and received .08 . . . . . . ..
predominantly Iytic bone lesion chemotherapy or ET as immediate prior treatment (N=112) * In SOLAR-1, 44.4% of patients in the PIK3CA-mutant cohort with prior CDKi treated with alpelisib plus fulvestrant

(Cohort C) « Safety . ! . .
Apelsib 300 mg oral QD + uestrant 500 mg- were alive without disease progression at 6 months

The primary endpoint for the prior CDKi + Al cohort was met (lower bound of 95% CI was > 30%),

with 50.4% of patients alive without disease progression at 6 months




Capitello-291

Phase lll, randomized, double-blind, placebo-controlled study (NCT04305496)

Patients with HR+/HER2- ABC

* Men and pre-/post-menopausal women

* Recurrence while on or <12 months from
end of adjuvant Al, or progression while on
prior Al for ABC

<2 lines of prior endocrine therapy for ABC
<1 line of chemotherapy for ABC

Prior CDK4/6 inhibitors allowed (at least 51%
required)

No prior SERD, mTOR inhibitor, PI3K
inhibitor, or AKT inhibitor

HbA1c <8.0% (63.9 mmol/mol) and diabetes
not requiring insulin allowed

FFPE tumor sample from the
primary/recurrent cancer available for
retrospective central molecular testing

400 mg twice daily,

Capivasertib 4 days on, 3 days off

500 mg: cycle 1, days 1 &

Fulvestrant 15; then every 4 weeks

Stratification factors:

* Liver metastases (yes/no)

* Prior CDK4/6 inhibitor (yes/no)
* Region’

Twice daily,
4 days on, 3 days off

Placebo

500 mg: cycle 1, days 1 &
15; then every 4 weeks

Fulvestrant

Dual-primary endpoint

PFS in overall population

Capivasertib + Placebo +

fulvestrant (N=355) | fulvestrant (N=353) 100

PFS events 258 293 90

Median PFS 807
(95% CI); months 70
Adjusted HR (95% Cl): 60

50
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10
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72(55-74) 36(2837)

0.60 (0.51, 0.71); two-sided p-value <0.001

Progression-free survival (%)
Progression-free survival (%)

Dual primary endpoints

PFS by investigator assessment

* Overall

* AKT pathway-altered tumors
(=1 qualifying PIK3CA, AKT1, or
PTEN alteration)

Key secondary endpoints

Overall survival

* Overall

* AKT pathway-altered tumors
Objective response rate

* Overall

* AKT pathway-altered tumors

PFS in altered population

Capivasertib + Placebo +
fulvestrant (N=155) | fulvestrant (N=134)
PFS events 121 15
Median BFS | ER0) 31(20-37)

(95% Cl); months

Adjusted HR (95% CI):  0.50 (0.38, 0.65); two-sided p-value <0.001
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0123456789101 121314151617 181920 2122 23 24 2526
Time from randomization (months)

Number of patients at isk
Number ofpatents a risk

[ R Tt aln] 365 330 266 252 207 199 172 166 138 133 115 98 78 64 55 44 43 25 25 21 8 & 5 2 2 1 0
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Time from randomization (months)
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CAPIVASERTIB

FDA approves capivasertib with fulvestrant
for breast cancer

On November 16, 2023, the Food and Drug Administration approved capivasertib
(Trugap, AstraZeneca Pharmaceuticals) with fulvestrant for adult patients with hormone
receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-negative
locally advanced or metastatic breast cancer with one or mo
alterations, as detected by an FDA-approved test, following progression on at least one
endocrine-based regimen in the metastatic setting or recurrence on or within 12 months of
completing adjuvant therapy.

Content current as of:
11/16/2023




SERD : DEGRADADORES SELECTIVOS DEL RECEPTOR DE ESTROGENO

Oral SERD combinations in pretreated HR-positive
metastatic breast cancer
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Elacestrant Giredestrant Camizestrant Imlunestrant
Combination Elevate? Serena-01° 6
with CDK 4/6 Ember-01
Inhibitors Electra? Serena-06
Combination Morpheus?3
with PI3K/Akt/ Elevatel Serena-01° Ember-01’/
MTOR Inhibitors evERA?

1 = phase 1b/Il SERD + other targeted agents, 2 = phase 1b with abemaciclib in patients with brain mets, 3 = phase Ib/Il SERD + targeted agent,
4 = SERD +everolimus, 5 = SERD + targeted agents, 6 = SERD + abemaciclib, 7 = SERD + everolimus or alpelisib
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Multicenter, Phase Ill, Randomized, Open-Label Study (NCT03778931) Area de formacién virtual SEOM

ELACESTRANT

Objective: To analyse the efficacy and safety of administering elacestrant (once daily) as monotherapy versus fulvestrant or an Al
(the current options for SOC) in patients with ER+, HER2- advanced or metastatic breast cancer post at least 1 line of ET (including
a CDK4/6i in combination with fulvestrant or an Al)

T——— FDA approves elacestrant for ER-positive,

Postmenopausal women/men . i , °

with ER*(o1%), HERo e _ Bzl EOT per investigator's HER2-negative, ESR1-mutated advanced or
N=478 Daily, 400 mg decision based on Primary endpoints: .

disease progression or +  Progression-free metastatlc breast cancer

MBC Randomization

Disease progression or relapse (1:10) S e J

upon/after 1 or 2 lines of ET for clinically significant AE® survival (per BICR)
; " . Progressive +  All patients

Investigator’s choice for SOC: disease/withdrawal criteriaf Patients with

advanced disease (one in
combination with CDK4/6i) Stratified by: Fulvestrant
e —— ESR1 mutations

ECOGPS0or1 Mutation status
Letrozole

Administered <1 line of (ESRTY, On January 27, 2023, the Food and Drug Administration (FDA) approved elacestrant

chemotherapy for advanced Pre§ence of Exemestane (Orserdu, Stemline Therapeutics, Inc.) for postmenopausal women or adult men with ER- Content current as of:
disease visceral positive, HER2-negativd or metastatic breast cancer with disease 01/27/2023

meltastases, 2nd progression following at least one Tinie of endocrine therapy.

Prior treatment

with fulvestrant FDA also approved the Guardant36o CDx assay as a companion diagnostic device to

identify patients with breast cancer for treatment with elacestrant.
EMERALD: PFS
All patients (ITT) Patients with tumours harbouring mESR1
100 ~ Elacestrant SOoC 100 ~ Elacestrant SOoC
(n=239) (n=238) (n=115) (n=113)
80 - Event, n (%) 144 (60.3) 156 (65.5) 80 - Event, n (%) 62 (53.9) 78 (69.0)

:. mPFS, months 2.79 1.91 mPFS, months 3.78 1.87

Lo HR (95%Cl); p-value  0.697 (0.552, 0.880); 0.0018 60 - HR (95%Cl); p-value 0.546 (0.387, 0.768); 0.0005
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ADVANCED ER+/HER2- BREAST CANCER

. | Al + CDK4/6 inhibitor | SPECIAL SITUATIONS
stline
i PD | Visceral crisis | | Comorbidities |
! ' ) e '
_‘ | Chemotherapy |
2nd line | PIK3CA mutation | | Fulvestrant | Fulvestrant + CDK4/6 inhibitor Fulvestrant + everolimus | ET monotherapy |
if no prior use Exemestane + everolimus PD
| Fulvestrant + alpelisib* |
PD
PD ET monotherapy
maintenance***** l
( Chemotherapy**: ET/Fulvestrant/tamoxifen + BRCA1/2 mutation | N Consider ET+
Taxanes everolimus or 3rd ET line CDK4/6 inhibitor
Anthracyclines -
3rd and Capecitabi Olaparib ET monotherapy
further lines apecitabine Talazoparib****
Vinorelbine
Eribuline
v v
‘ 2nd CT line | HER2-low | HER2-negative |
Trastuzumab | Chemotherapy** |
deruxtecan***
PD
v A\ 4
3rd CT line Sacituzumab govitecan | Chemotherapy** |

* Currently approved for patients progressing on endocrine monotherapy

** The preferred sequence of chemotherapies is currently unknown, Previous treatments, comorbidities and patient preferences should be taken into account.
*** Still awaiting approval by the EMA and subsequent financial approval from the health authorities in Spain

***% Approved by the EMA but without financial approval from the health authorities in Spain

***%* Consider ET + iCDK4/6
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CANCER DE MAMA LUMINAL METASTASICA: TERCERA Y SUCESIVAS LINEA

DIFERENTES OPCIONES :
» QUIMIOTERAPIA

» HORMONOTERAPIA ( La que no hemos usado previamente )
> * S| BRCA1/2 mut: OLAPARIB/ TALAZOPARIB ( NO APROBADO EN ESPANA )

TRAS UNA PRIMERA LINEA DE QT PARA LA ENFERMEDAD AVANZADA EN CMM HER2LOW
TRASTUZUMABDERUXTECAN

TRAS DOS LINEAS DE QT: SACITUZUMABGOVITECAN
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Guideline recommendations of T-DXd in patients with HER2-low mBC

ESMO Guidelines NCCN Guidelines

The ESMO metastatic breast cancer living guideline The NCCN Guidelines for breast cancer recommend
for ER-positive HER2-negative breast cancer fam-trastuzumab deruxtecan-nxki (T-DXd) as a second

recommends considering T-DXd for patients with line, NCCN Category 1, preferred regimen for HER2
HER2-low mBC after at least 1 line of chemotherapy IHC 1+ or 2+/ISH negative (HR+ with visceral crisis or

endocrine refractory or HR-negative with no germline
BRCA1/2 mutation) recurrent unresectable (local or
regional) or metastatic breast cancer

+ Based on the strength of the DESTINY-Breast04 trial efficacy and safety data reported at ASCO 2022, the NCCN
Guidelines for breast cancer were updated to recommend fam-trastuzumab deruxtecan-nxki as a Category 1 preferred
second line treatment option for HER2 IHC 1+ or 2+/ISH- mBC

» Based on the primary results from DESTINY-Breast04,> the ESMO metastatic breast cancer living guideline recommends
considering T-DXd for patients with HER2-low mBC after at least 1 line of chemotherapy

» Based on the primary results from DESTINY-Breast04, T-DXd was approved for patients with HER2-IHC 1+ or 2+/ISH-
unresectable and/or metastatic breast cancer34



DESTINTY-Breast 04

Primary endpoint
+ PFS by BICR (HR+)

Patients?
* HER2-low (IHC 1+ vs IHC
2+/ISH-), unresectable,

and/or mBC treated with Key secondary

1-2 prior lines of endpoints®
chemotherapy in the + PFS by BICR (all
metastatic setting patients)

+ HR+ disease considered * OS (HR+ and all
endocrine refractory patients)

Capecitabine,
eribulin,

gemcitabine,
paclitaxel, nab-
paclitaxel®
(n=184)

Stratification factors
+ Centrally assessed HER2 status® (IHC 1+ vs IHC 2+/ISH-)
1 versus 2 prior lines of chemotherapy

HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus
HR-

Trastuzumab Deruxtecan
* A humanized anti-HER2 1gG1 mAb with the same
amino acid sequence as trastuzumab
* Atopoi I inhibitor payl
derivative

* Atetrapeptide-based cleavable linker

ST
Topasomeras | bt piyord
oval
Deruxtecan

Trastuzumab

Updated PFS (median 32 months) by investigator

o HR+ Cohort
o Median T-DXd Hazard ratio
® 90 (95% Cl) (n=331) (95% Cl)
80 Primary 9.6 mo 4.2mo 0.37
70 analysis (8.4-10.0) (3.4-4.9) (0.30-0.47)
= eod Updated 9.6 mo 4.2mo 0.37
s analysis | (8.4-10.0) (3.4-4.9) | (0.30-0.46)
£ 50
7]
40
u
304
24-month Landmark (95% CI)
AL T-DXd: 15.4% (11.3-20.0%)
»
10~ + Censored
T-DXd (n = 331)
o TPC (n = 163)

T T T T T T T T Tig Ul T T T T TT
012345678 91011121314151617 181920 2122 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39

Time, months

All Patients

100
Median Hazard ratio
& 9 (95% Cl) (95% Cl)
80 Primary 8.8 mo 4.2 mo 0.37
= analysis (8.3-9.8) (3.04.5) | (0.30-0.45)
> 60 Updated 8.8 mo 4.2 mo 0.36
s analysis (8.3-9.8) (3.0-4.5) (0.29-0.45)
g 50
@
40
"
30
24-month Landmark (95% CI)
20 T-DXd: 14.5% (10.8-18.7%)
10 +  Censored
T-DXd (n = 373)
TPC (n = 184)
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Updated OS (median 32 months) by investigator

HR+ Cohort All Patients
Median Hazard ratio Median T-DXd Hazard ratio

1004 (95% CI) (95% CI) 100 (95% CI) (n=373) n ) (95% Cl)
90 Primary 23.9 mo 17.5mo 0.64 90 Primary 23.4 mo 16.8 mo .64

analysis' | (20.8-24.8) (15.2-22.4) | (0.48-0.86) analysis' (20.0-24.8) (14.520.0) | (0.49-0.84)
w0 %

Updated 23.9 mo 17.6 mo 0.69 Updated 22.9mo 16.8 mo 0.69
7 analysis || (21.7-25.2) (15.1-20.2) | (0.55-0.87) 704 analysis | (21.2:24.5) (14.1-19.5) | (0.55-0.86)

24-month Landmark (96% CI)
T-DXd: 49.0% (43.3-54.5%)
TPC: 35.1% (27.3-43.0%)

36-month Landmark (95% 1)
T-DXd: 26.5% (20.7-32.7%)

Overall Survival Probability, %
Overall Survival Probability, %

10 _+

Censored
TOXd (n=331)

TPC (0= 163)
o T

0 2 4 6 8 1012 14 16 18 20 22 24 26 28

T T T
30 % 3 3 38 40 4@ 4 46 48

Time, months. Time, months.

24-month Landmark (95°% C1)
T-DXd: 47.3% (41.9-52.4%)
TPC: 32.0% (24.8-39.3%)

36-month Landmark (95% C/
T-DXd: 26.2% (20.8-31.9%)
16.3% (10.3-23.6%)

——T T T T 1
1214 16 18 20 22 24 26 26 30 32 34 36 3B 40 42 44 46 4

Modi S, el at. NEJM 2022

Outcomes from the longer follow-up of DESTINY-Breast04 continue to support the

use of T-DXd as the new standard of care after 1L+ chemotherapy in patients with

HER2-low mBC?




DESTINTY-Breast 04

Patients?

* HER2-low (IHC 1+ vs IHC
2+/ISH-), unresectable,
and/or mBC treated with
1-2 prior lines of
chemotherapy in the
metastatic setting

HR+ disease considered
endocrine refractory

Capecitabine,
eribulin,

Primary endpoint
+ PFS by BICR (HR+)

Key secondary

endpoints?

+ PFS by BICR (all
patients)

* OS (HR+and all
patients)

gemcitabine,

paclitaxel, nab-

Stratification factors

Centrally assessed HER2 status? (IHC
1 versus 2 prior lines of chemotherapy

paclitaxel®

1+ vs IHC 2+/ISH-) (n=184)

HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus

HR-

Trastuzumab Deruxtecan
* A humanized anti-HER2 1gG1 mAb with the same
amino acid sequence as trastuzumab
* Atopoi I inhibitor payl
derivative

* Atetrapeptide-based cleavable linker

el
Topasomeras | bt piyord

ol
Deruxtecan

Trastuzumab

OS in HR+ and all patients (March 2023)

All patients
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PFS (by investigator) in HR+ all patients

B Median Hazard ratio
(95%Cl) (95% C)
70|
Primary mo 42mo 037
o analysis (8.4-10.0) (3.44.9) (0.30-0.47)
Updated 9.6mo 42mo 0.37
507 analysis (8.410.0) (3.44.9) (0.30-0.46)

24-month Landmark (95% CI)
T-DXd: 15.4% (11.3-20.0%)

Progression-Free Survival Probability, %

+

Censored
T-DXd (n = 331)

TPC (n = 163)

All patients

o] Median Hazard ratio
(95% CI) (95% Cl)
704
Primary 88mo 42m0 037
. analysis (83-9.8) (3.04.5) (0.30-0.45)
Updated 8.8mo 42mo 036
50| analysis (83-9.8) (3.04.5) (0.29-0.45)

24-month Landmark (95% CI)
T-DXd: 14.5% (10.8-18.7%)

Progression-Free Survival Probability, %

+

Censored
T-DXd (n=373)

TPC (n = 184)

LI e
01234567891011121314I5HBTERNN2ANBBTBBNNRBUBBY BB
Time, months
it i at sk:
n=31)
n=163)

I

012345678901 RBUISETIEINN2A2B¥5B7BDNNRBUBBTBR
Time, months.

Patents st atrisk:

TOXd(n=378)

TPC(n=164)

 Median PFS was consistent with results from the primary analysis,? showing a reduction in risk of disease progression or
death of 63% and 64% in the HR+ cohort and all patients, respectively for the T-DXd arm compared with the TPC arm

Hazard ratio
(95% Cl)

064
(0.49-0.84)

069
(0.55-0.86)

36-month Landmark (95% CI)
T-DXd: 26.2% (20.8-31.9%)
TPC: 16.3% (10.3-23.6%)

Median d ™C Hazard ratio oot Median TDX
1004 (95% CI) (n=163) (95% C) ol (95% Cl) (n=373) )
o0 Primary 23.9mo 17.5mo 0564 Primary 23.4mo 16.8 mo
analysis® (208-24.8) (152224) | (048.086) a0 analysis? (20.0-24.8) (145-20.0)
. ®
= o] :
= Updated 239 mo 17.6 mo 0.69 E Updated 229 mo 16.8 mo
£ .4 analysis (21.7-25.2) (154-202) | (0.550.87) H analysis (21.2:245) (14.119.5)
3 2
i 1.
& 24-month Landmark (95% CI) a 2#‘3‘;;“27‘-;‘:;‘"‘”“ (95% Cl)
3 " o T s - j (41.9-52.4%)
5 ol T-DXd: 49.0% (43.3-54.5%) g W TPC: 32.0% (24.8-39.3%)
2 TPC: 36.1% (27.3-43.0%) s h 99.9%)
2 RN
@ 40 36-month Landmark (95% CI) L
= T-DXd: 26.5% (20.7-32.7%) g |
§ ol TPC: 16.9% (10.2-25.0%) g™ Py
8
20 '\\o—H B “\—._,
+  Censored Fra——t +  Censored T he——t
109 —— T-DXd (n=331) 107 ensore
The(ne 163 —— T-DXd(n=373)
n= — =
LN s S B B s N S S A ——IrCn=184) ———t———r—r——t———
0 2 4 6 8 10 12 14 16 18 20 22 26 26 28 30 32 3 3% 3 40 42 4 46 4B o 2 4 s 8

Patients il at risk

Time, months

T-DXd (n=331)
TRC(n=163)

Patients st at risk:
T-DXd (n=373)

Time, months

TRC (n = 184)

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Outcomes from the longer follow-up of DESTINY-Breast04 continue to support the

use of T-DXd as the new standard of care after 1L+ chemotherapy in patients with
HER2-low mBC?




TROPiCS-02: A Phase 3 Study of SG in HR+/HER2- Locally
Recurrent Inoperable or Metastatic Breast Cancer

NCT03901339

Metastatic or locally recurrent
inoperable HR+/HER2- breast
cancer that progressed after?:

+ At least 1 endocrine therapy, taxane,
and CDK4/6i in any setting

* Atleast 2, but no more than 4, lines of
chemotherapy for metastatic disease
+ (Neo)adjuvant therapy for early-stage
disease qualified as a prior line of
chemotherapy if disease recurred within
12 months

+ Measurable disease by RECIST 1.1

Treatment was continued until progression or
unacceptable toxicity

Sacituzumab goyitecan.
10 mglkg IV

days 1 and 8, every 21 days
n=272

Treatment of physician’s choice®

(capecitabine, vinorelbine,
— gemcitabine or eribulin)
n=271

Stratification:
+ Visceral metastases (yes/no)

+ Endocrine therapy in metastatic setting 26 months (yes/no)

Endpoints
Primary
+ PFS by BICR

Secondary

+ 0S

+ ORR, DOR, CBR
by LIR and BICR

* PRO
+ Safety

Overall Survival

12 months 18 months 24 months

SN-38 payload
(Topo1
inhibitor) more
potent than parent

compound,
irinotecan

Humanized anti-Trop-2 Ab

« Targets Trop-2, an epithelial
antigen expressed on many solid
cancers, including mTNBC

14.5 (13.0-16.0) 11.2 (10.2-12.6)
0.79 (0.65-0.95)

Median 0S, mo (95% CI)
Stratified HR (95% CI)
Nominal P-value* 0.0133

12-month OSrate, % (95% Cl)  60.9 (54.8-66.4) 47.1 (41.0-53.0)

18-month OSrate, % (95% CI)  39.2 (33.4-45.0) 31.7 (26.2-37.4)

24-month OS rate, % (95% CI)  25.7 (20.5-31.2) 21.1 (16.3-26.3)

+  Prior lines of chemotherapies (2 vs 3/4)
100 s, i -
Y 6 months 12 months 18months  Median PFS, (95% CI) mo 5.5 (4.2:6.9) 4.0 (3.0-4.4) %
904 i Stratified HR (95% CI) 0.65 (0.53-0.81) > s0d
& \ Nominal P-values L0001 R
a 70 8
3 6-month PFS rate, % (95% CI) 45.6(38.9-52.0) 29.4(22.936.2) £ o
E <
; 5 12-month PFS rate, % (95% CI) 21.7 (15.8-28.3) 8.4 (4.2-14.5) 2 50
K ® 18-month PFS rate, % (95% C1) 14.4(9.120.8) 4.7 (1.3-11.6) 3 404
£ T 304
5 30 2
a =) 204
[ osc
8 eso 0] e
£ 1w e _H"—g 0
e
0 T T 0 3 6
0 3 6 B 12 15 18 21 2 27 30 3 3
No. of patients at risk it:
No. of patients at risk (events) ‘Time months) 0- of patients atrik (events)
S6 272(0)  253(17) 223 (45)
SG 272 (0) 148 (86) 82 (127) 48 (149) 27 (164) 17 (170) 13(172) 6 (176) 3(179) 2 (180) 2 (180) 1(180) 0 (180)
TPC 271 (0) 251 (16) 199 (66)
TPC 271(0) 109 (96) 42 (144) 18 (160) 7 (168) 3 (169) 1(170) 1(170) 1(170) 1(170) 1(170) 0(170)

SG continued to demonstrate improvement in PFS vs TPC
at longer follow-up, with 35% reduction in risk

of disease progression or death, and a higher proportion of
patients remained alive and progression-free at each
landmark

9 7 15 18 2 2%
Time (months)

200(68)  163(105) 130(138) 105(163) 71(184) 52 (19)

167(97)  124(140) 96 (166)  82(180) 66 (193) 46 (206)

27 30 3 36 9
33(204)  19(209) 13 211)  1(@213)  0(214)
7014 150200 T4 104 0@24)

SG continued to demonstrate improvement in OS vs TPC at
longer follow-up, with 21% reduction in risk of death and a

higher proportion of patients remaining alive at each
landmark

1. Tolaney S, et al. Final overall survival (OS) analysis from the phase 3 TROPiCS-02 study of sacituzumab govitecan (SG) in patients (pts) with hormone receptor-positive/HER2-negative (HR+/HER2-) metastatic breast
cancer (mBC). Presented at ASCO 2023 Abstract #1003.

Progression-Free Survival Probability

Survival Probability
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HER2-low (IHC1+, IHC2+/ISH-)?

. SG

90 BICR analysis (n = 149)
80 Median PFS,P 5.8 4.2
701 mo (95% CI) (4.1-8.4) (2.8-4.5)

| Unstratified
60 HR (95% Cl) 0.60 (0.44-0.82)
50 7
40
301
20 1
107

0 T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
HER2-low (IHC1+, IHC2+/ISH-)2

90

80 Median OS,* mo 15.4 11.5

7o (95% Cl) (13.5-19.1)(10.1-12.9)

] Unstratified

60 HR (95% CI) 0.75 (0.57-0.97)

50

40 1 + G

TPC

30 1

20

10

0 T T T T T T T T T T T T T

0O 3 6 9 12 15 18 21 24 27 30 33 36 39
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Selected studies assessing the role of ADC in of HR+ MBC

Datopotumab-DXd Sacituzumab govitecan T-DXd

TROPION-Breast01 TROPiCS-02 DESTINY Breast-04

Target Trop2 Trop2 HER2
EVIGET Topol inhibitor Topol inhibitor (SN38) Topol inhibitor
Linker umor selective, cleavab umor selective, cleavab umor selective, cleavab
Drug:Ab Ratio 4:1 8:1 7-8:1
Bystander effect Yes Yes Yes

Study population MBC HR+/HER2-, 1-2 prior lines of = MBC HR+/HER2-, ET+CDK4/6 >  MBC HER2-low with 1-2 prior lines of
chemotherapy 2-4 prior lines of chemotherapy therapy in the metastatic setting
732 (1:1 randomization) 543 (1:1 randomization) 557 (2:1) ~90% HR+

6.9 vs 4.5 months .5'vs 4 months . . 4.
(HR 0.64, p<0.001) (HR=0.65, <0.001) (HR=0.37, in HR+ group)
Not mature 155vs. 11.2 m. 23.9vs17.6 m.
(HR=0.79, p.013) (HR=0.69, in HR+ group)

montns

ORR 36 vs 22%. Nausea/vomiting, ILD
Stomatitis 50%, dry eye 22%, ILD 3%
U.S. FDA approval No 2/2023 > at least 2 prior lines of 8/2022 - at least 1 prior line of
chemotherapy MBC chemotherapy MBC

DAR: drug to antibody ratio; DXd: deruxtecan; HER2: human epidermal growth factor receptor 2; HR: hazard ratio, HR+: hormone receptor positive, ILD: interstitial lung disease; ORR: overall response rate;
OS: overall survival; PFS: progression free survival; U.S. FDA: United States Food and Drug Administration



TROPION-Breast01 Study Design

Randomized, phase 3, open-label, global study (NCT05104866)

Key inclusion criteria:

= Patients with HR+/HER2—
breast cancer* (HER2—-
defined as IHC 0/1+/2+; ISH
negative)

= Previously treated with 1-2
lines of chemotherapy
(inoperable/metastatic
setting)

= Experienced progression on
ET and for whom ET was
unsuitable

= ECOGPSOor1

Randomization stratified by:

= Lines of chemotherapy in unresectable/metastatic setting (1 vs 2)
= Geographic location (US/Canada/Europe vs ROW)
= Previous CDK4/6 inhibitor (yes vs no)

Dato-DXd
6 mg/kg IV Day 1 Q3W
(n=365)

Investigator’s choice

of chemotherapy (ICC)
as per protocol directionst
(eribulin mesylate D1,8 Q3W;
vinorelbine D1,8 Q3W;
gemcitabine D1,8 Q3W; capecitabine
D1-14 Q3W)

(n=367)

Progression-Free Survival
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Dato-DXd: Humanized

. anti-TROP2 IgG1
En:P?"'_'ts- - . monoclonal antibody
= Dual primary:
by BICR per N\ \ % oi"'
RECIST v1.1, and c» \ [ '5
0s 1]
= Secondary II
endpoints
included: ORR, PPN .
PFS (investigator (A& S
assessed), TFST, Cleavable :
safety, PROs tetrapeptide-based linker Topo-!
inhibitor
payload
(DXd)

1.0 - PFS by investigator assessment
o 08 Dato-DXd  ICC
N Median PFS, months 6.9 45
S 06 (95% Cl) (5.9-7.1) (4.2-5.5)
2 H HR (95% Cl) 0.64 (0.53-0.76)
2 04 |
g 04 36.9%) 34.7% —— Dato-DXd (n=365)
e | : 21.7% —— ICC (n=367)
n- : ] . 0
i | 9.9%]
0.0 : ¢ i . .
0 3 6 9 12 15 18
Number at risk Time from randomization (months)
Dato-DXd 365 272 185 74 19 4 0
ICC 367 216 110 43 1" 2 0

= Treatment continued until PD, unacceptable tolerability,
or other discontinuation criteria

Response and Interim OS

0S: Dual Primary Endpoint

ORR
40 1 36.4%

Il Complete response (0.5%)
M Partial response

* 0OS data not mature

— Median follow-up 9.7 months

ORR * A trend favouring Dato-DXd was

observed:
—HR 0.84 (95% Cl 0.62-1.14)

Patients with response, %
N
w

Dato-DXd ICC

PFS by BICR (primary endpoint)': Median 6.9 vs 4.9 months; HR 0.63 (95% CIl 0.52—-0.76); P<0.0001
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CANCER DE MAMA LUMINAL METASTASICA: MAS ALLA DE LA 1° LINEA

* Somatic mutations — ESR1, PIK3CA, AKT, PTEN and Germline BRCA
gBRCAmM- iPARP ESRIm PIK3CA PIK3CA, AKT, PTEN no alterations
Elacestrant Alpelisib + Fulv Capivasertib + Fulv Exe + Everolimus

Capecitabine (?)

—

Yes

No
-
$ o)

( Sacituzumab Govitecan J

< Dato-DXd




\

Muchas gracias

por vuestra atencion

de Oncologia Médica



2L treatment Overview

2L treatment options for metastatic HR+ breast cancer

Oral SERDs

« Elacestrant (PFS HR, 0.61-0.704b)
» Camizestrant (PFS HR, 0.58-0.675¢)

Antibody-drug conjugates

* T-DXd in HER2-low (Destiny
Breast 04; HR+ PFS HR, 0.51)8

PI3K, AKT, PTEN, MAPK, mTOR

* Alpelisib + ET (BYLieve; PFS: 8.0 months?)
* Everolimus + exemestane (PFS HR, 0.432)

» Capivasertib + FUL (PFS HR, 0.5-0.632) » Sacituzumab govitecan

(TROPICS-02; PFS HR, 0.66)®

Continue on CDK4/6i:

MAINTAIN (mostly RIB + ET after PAL + ET; PFS
HR, 0.576)

PACE (mostly PAL + FUL after PAL + ET;

PFS HR, 1.11):7 mostly PAL after PAL

PADA-1 (if ESR1, ., switch from PAL+AI to

PAL +FUL (PFS HR, 0.6112)
Other approaches (eg, + PD-L1 inhibition?)

Hormone refractory

1L 3L
CT CT

Other targeted tx

BRCA targeted

Olaparibd
(OlympiAD;
PFS HR, 0.5810)
Talazoparib
(EMBRACA;
PFS HR, 0.541)

1L, first line; 2L, second line; 3L, third line; 4L, fourth line; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; CT, chemotherapy; ET, endocrine therapy; FUL, fulvestrant; HER2, human epidermal growth factor
receptor 2; PAL, palbociclib; PFS, progression-free survival; PD-L1, programmed death-ligand 1; RIB, ribociclib; SERD, selective estrogen receptor degrader, T-DXd, trastuzumab deruxtecan; tx, treatment.
aHRs are AKT and ITT populations, respectively. P HRs are ITT and ESRT mutant populations, respectively. ¢ HRs.are 75mg and 150mg of camizestrant cohorts. d Patients with HR+ breast cancer should have

been treated with prior ET or be considered inappropriate for ET.

1. Rugo HS, et al. SABCS 2022. Poster; abstract PD13-06. 2. Baselga J, et al. N Engl J Med. 2012;366:520-229. 3. Turner N, et al, SABCS 2022. Oral; abstract GS3-04 4. Bidard F-C, et al. J Clin Oncol.
2022;40:3246-3256. 5. Oliveira M, et al, SABCS 2022. Oral; abstract GS3-02. 6. Kalinsky K, et al. ASCO 2022. Oral; abstract LBA1004. 7. Mayer E, et al. SABCS 2022. Oral; abstract GS3-06. 8. Modi S, et al. N
Engl J Med. 2022;387:9-20. 9. Rugo HS, et al. ESMO 2022. Oral; abstract LBA76. 10. Robson M, et al. N Engl J Med. 2017;377:523-533. 11. Litton JK, et al. N Engl J Med. 2018;379(8):753-763.

12.Bidard F-C, et al. Lancet Oncol. 2022;23:P1327-P1377.
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