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TMB-H or
ET + everolimus MSI-H/dMMR:
Pembrolizumab

PIK3CAm: fulvestrant + alpelisib? HER2 low: T-DXd’

Sacit b
BRCAm: olaparib? or talazoparib* - .uzumz;
govitecan

ESR1Im: elacestrant

Fulvestrant +
CDK4/6i

Fulvestrant + capivasertib>*

HER2m: neratinib + fulvestrant/trastuzumab?$
Investigational —

HER3-DXd®
Dato-DXd1°

*Under FDA priority review.

1. NCCN. Clinical practice guidelines in oncology: breast cancer. v.4.2023. nccn.org. 2. Alpelisib Pl. 3. Olaparib PI.
4. Talazoparib PI. 5. Turner. NEJM. 2023;388:2058. 6. Jhaveri. ASCO 2022. Abstr 1028. 7. Trastuzumab deruxtecan PI. ) o ) E
8. Sacituzumab govitecan P1. 9. Hamilton. ASCO 2023. Abstr 1004. 10. Meric-Bernstam. SABCS 2022. Abstr PD13-08. Slide credit: clinicaloptions.com fefue
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Effect of CDK4 and CDKG®6 inhibition upon tumor cell-
intrinsic and tumor cell extrinsic signaling pathways
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Loss of Rb expression may be associated
with acquired CDK 4/6 inhibitor resistance

Deregulation of cyclin E/CDK2 or
PI3K/AKT/mTOR signaling might contribute
to a therapeutic bypass to CDK4/6 inhibitors
Roe of ESR 1 mutations

Role of PI3K alterations

No validated biomarker has clearly emerged

Goel et al, Nature Reviews/Cancer,2022
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EFICACIA A CDK4/6 COMO FACTOR PRONOSTICO

ESTUDIOS PREVIOS A iCDK 4/6

PFS by prior CDK4/6 inhibitor (overall population)

In the overall population, consistent clinically meaningful benefit with capivasertib + fulvestrant was observed in patients

Placebo +
fulvestrant
(N=248)

216

26(20-35)

Estudio Ref Trata miento pfs with and without prior CDK:/G inhibitor exposure
o Prior CDK4/6 inhibit e
BOLERO-2 NEJM 2012 Exemestano 3,2m % - |
£ 80 - Neas®)
PrE0102 JCO 2018 Fulvestrant 5,1m #] m -
Ful vs Ana JCO 2002 Fulvestrant 51m ey G
Capitello 291 NEJM 2023 Fulvestrant 7,2m Bl

1,

patients at risk

ESTUDIOS Post tto con iCDK 4/6 = -

ESESVIO BREAS

Estudio Ref Tratamiento pfs

Time from randomisation (months)

102 8 64 484 2 21 10 1 0 0

54 42 AU 25

T CANCER

14 8 4 0 0 0

25 estimated sing the Cox proportional hasard m

e strst

fed by the presence of liver metastases and geographic

No prior CDK4/6 inhibitor exposure

Capivasertib + Placebo +

fulvestrant, fulvestrant
(N=107) (N=105)
Events 64 m

Median
(©5%Cl);  109(74-130)  7.2(48-79)
months

Adjusted HR (35% Cl): 0.64 (0.45-0.90)

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time from randomisation (months)

W N 7B W ST 1 B B A 1B 7 5 2 0

105 76 62 52 41 32 26 19 15 7 4 3 1 0

region. n=22 patients received >1 prior COK4/6 inhibitor,

i e —— Fulvestrant L2 mPFS CAPITELLO 291 EN FUNCION DE iCDK 4/6 PREVIO

TRATAMIENTO

MAINTAIN JCO 2023 Fulvestrant 2,8m iCDK 4/6

S|
NO

PACE SABCS 2022  Fulvestrant 4,8 m
Capitello 291 NEJM 2023 Fulvestrant 2,6 m

CONTROL

2,6 m
7,2 m

55m
10,9



Patients with endocrine sensitive disease

PFS by duration of CDK 4/6i: all patients Rad romarkabie PES with eiacestant

At least 6 mo CDK4/6i At least 12 mo CDK4/6i At least 18 mo CDK4/6i
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Benefit was more marked in the ESR71-mut

PFS by duration of CDK 4/6i: ESR1-mut population
At least 6 mo CDK4/6i At least 12 mo CDK4/6i At least 18 mo CDK4/6i "
[
100- 1004 1001 %
;| 3 -.
£ ! 414 187 i it 8.61 191 k™ 851 210
fo \H (220-7.9) | (187-329) o ™ (4.14-1084) | (1.87 - 3.68) Pl ™ (545-168) (167-37)
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EC EMERALD

PFS <6 meses CDK 4/6
2,79 vs 1,91
Mut:4,1vs 1,8

PFS <12 meses CDK 4/6
3,7vs 1,9
Mut 8,6 vs 1,9

PFS <18 meses CDK 4/6
5,4 vs 3,2
Mut 8,6 vs 2,1




USEFUL BIOMARKERS: METASTATIC OR LOCALLY ADVANCED
UNRESECTABLE BREAST CANCER HR+/HER2-

« gBRCAIf not performed before

« HER2 Low status (45-60%)

« mPIK3CA

« mESR1

* HER2 mutations (lobular) (sensitivity to TKIs, T-DXd...)
* NTRK gene fusion, rare in luminal BC

* 10 biomarkers MSI-h <0.5%, TMB high 10% (lobular)

* No validated biomarkers for CDK4/6i (evidence that basal subtype are resistant)

CDKA4/6i, cyclin-dependent kinase 4/6 inhibitor; gBRCA, germline BReast CAncer gene; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; 10,
immuno-oncology; MESR1, estrogen receptor 1 mutation; mPIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha mutation; NTRK, neurotrophic
tyrosine receptor kinase; MSI-h; microsatellite instability High; T-DXd, trastuzumab deruxtecan; TMB, tissue tumour mutational burden; TKI, tyrosine kinase inhibitor 52

1.0-EKS_New-oral-endocrine-therapy-options-in-breast-cancer. Frédérique Penault-Llorca



Progression on CDK4/6 inhibitor+ ET

|
| Y

) <12 months on CDK4/6 ) >12 months on CDK4/6

inhibitor inhibitor

| |
Y Y

No mutation/AKT/PTEN
alteration

{ { { / {

-Capivasertib +fulvestrant*
-Continue/switch to different
CDK4/6i

-Alpelisib +fulvestrant (if
PIK3CA mutant)

-PARP inhibitors (BRCA
mutant)

PIK3CA mutant Y

BRCA mutant * ESR1 wild type ESR1 mutan(*

-Elacestrant
-Capivasertib +fulvestrant*

-Alpelisib +fulvestrant -Capivasertib +fulvestrant*f | | -PARP inhibitors
-Capivasertib +fulvestrant* -Everolimus +ET -Capivasertib +fulvestrant*

Clinical trials should be encouraged at every step

Rapid progression/visceral crisis- Chemotherapy

1 pending mature data in non-altered populatior

*pending aporoval

Mittal... Tanantino, Cancers, 2023
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Filling the Gap after CDK4/6 Inhibitors: Novel Endocrine and Biologic Treatment Options for Metastatic Hormone Receptor Positive Breast Cancer Cancers (Basel) . 2023 Mar 28;15(7):2015. doi: 10.3390/cancers15072015.
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MUTACION PIK3CA: PRESENTE EN ALREDEDOR DE UN 40%

ESTUDIOS CON MUTACIONES PIK3CA
SOLAR-1 Y FAKTION

Estudio Ref iCDK4/6 Mut PIK3CA Tratamiento mPFS (PIK3CA mut)  >PFS para ALPELISIB
< Tratatamiento iCDK

SOLAR-I NEJM 2019 6% 59% Alpelisib 11mvs5m

ByLIEVE,CAPI y PACE

. . . <PFS anti PIK3CA

BYLiebe Lancet 2021 100% 100% Alpelisib 7,3m > Tratatamiento ICDK
FAKTION Lancet 2020 0% 20% Capivasertib  12m vs4 m FULVESTRANT

MPFS 4-5m
Capitello 291 NEJM 2023 69% 46% Capivasertib  7,3mvs3 m Mantiene eficacia
PACE SABCS 2023 100% 38% Avelumab 8,3mvs4m



) 4
foro debate oncologia

ALPELISIB : SOLAR-1 Y BYLIEVE

B Cohort without PIK3CA-Mutated Cancer
1.0

SOLAR-1(PH III): Fulvestrant +/- Alpelisib
(pts progressed on or after aromatase inhibitor)

0.94
0.8+

PIK3CA-mutated cohort n=341
\\A 5.6 mths

Probability of Progression-free Survival

PIK3CA mutated tumors: 60%

Numerical improvement in median OS of
7.9-month in the mutated cohort
Discontinuation rate was 25% in FUL+ALP-
arm versus 4% in the FUL-arm

Probability of Progression-free Survival

0.7+
0.6+
0.54
0.4+
0.3+

Alpelisib+fulvestrant

a3 Alpelisib + fulvestrant . . . 0.2+ Placebo+fulvestrant
0z ¢ MOSt common Slde effec':s‘ hyperglycemla 0.1-] Hazard ratio for progression or death, 0.85 (95% Cl, 0.58-1.25)
1] ot oo i 06 pxciasoasy L] (36%), rash (10%), diarrhea (7%) g rener pobabity of azard atio <100, 79.45%
o N R . T T T T T T T T T T T T 1
YT T T T b e o n % s e % & & s wn + Only 6% of patients had prior o 1 2 3 4 5 6 7 8 9 10 1 12 1
CDK 4/6/ Month
Median PFS Nlo. h :is(kl
o . 0, . Alpelisib+fulvestrant 115 110 36 76 48 48 31 29 14 12 7 5 3 0
11.0 months (ALP+FUL) versus 5.7 months (FUL); HR 0.65; 95% CI, 0.50 to 0.85; p<0.001 Plocebo rfulvectrant 116 110 79 72 43 42 31 30 20 20 M ; 1 0
[ Cohort B (ALP + LET). ____ Ne=114
A Events (%) 97 (85.1) 1.00-]
100-4 . Median follow-up, mo 5.19 _
COHORT A: mDFS 7,3 m Modien PF8, o (95% CIF 680771) + Censoringtimes === Cohort C (n/N=81/115)
90- FUL+ALP 100 £ o7
g 80 2 - ama»&m § COHORT C: mDFS 6 m
T 704 .
E COHORT B: mDFS 5,6 m g ] QT PREVIA
3 60+ 60 by 0.50
: IA+ALP 8
& 50 H &
: § © b
c c
2 40 E g 025
g 30 20 w
g
s 204 o 1
ol 0 2 4 6 8 10 12 14 16 18 20 2 24 28 0.00 T T T T T T T T T T T
s Ty 0 2 4 6 8 10 12 14 16 18 20
o )
7 T T 5 N o N a5 B b @ CohotB 114 88 61 43 34 25 18 12 11 6 4 1 1 0 Number of patients stil at risk Time, months
Time since first dose of study treatment (months) CohortC 115 a7 73 49 42 25 14 12 " 5 0
Numberatrisk 121 95 77 54 40 15 8 5 4 1 1 1 0
(number censored)  (0)  (8) (11) (16) (24) (37) (43) (45) (46) (48) (48) (48) (49)
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Clinical Benefit of Alpelisib Remains in Patients With
Altered Genes Implicated in CDK4/6i Resistance

Altered PIK3CA and Genes Implicated in CDK4/6i Resistance

-+~ PBO + CDK4/6i Resistance WT = Genes implicated in CDK4/6i resistance
—— ALP + CDK4/6i Resistance WT - - .
- PE)S::C:}S;E Resistance Al and included in the ana'ySIS were

A2 - : PTEN, AURKA, NF1, ATM, ATR, RB1,

CDK4, CDKN2A/B/C'-®

o
N
(4]

£
a
©
a
© 0.50
o
n
[
o

o
N
o

Time, months

Placebo + FUL Alpelisib + FUL

Gene n/N mPFS, mo (95% CI) n/N mPFS, mo (95% Cl) HR? (95% CI)

CDK4/6i Resistance WT 67/81 5.7 (3.6-9.6) 64/87 12.0 (9.0-19.2) 0.53 (0.37-0.76)
26/33 7.7 (5.3-14.6) 0.52 (0.30-0.89)

CDK4/6i Resistance Alt° 33/35 3.8 (1.9-7.2)

*HR was by adjusting variables TMB and PTEN Loss. ®Data should be interpreted with caution due to the small sample size.
ALP, alpelisib; Alt, altered; ATM, ataxia telangiectasia mutated; ATR, ataxia telangiectasia and rad3-related protein; AURKA, aurora kinase A; CDK4, cyclin dependent kinase 4, CDKN2A/B/C, cyclin dependent kinase inhibitor 2A/B/C; CDKA4/6i, cyclin-dependent kinase 4/6 inhibitor;

FUL, fulvestrant; HR, hazard ratio; mPFS, median progression-free survival; n, number of events; N, number of patients; NF1, neurofibromin 1; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha; PTEN, phosphatase and tensin homolog; MYC, MYC

proto-oncogene bHLH transcription factor; RAD21, RAD21 cohesin complex component; RB1, RB transcriptional corepressor 1; WT, wild-type.
1. Andre F, etal. ASCO 2020; Abstract 1009 (oral); 2. Andre F, et al. ASCO 2021; Abstract 1015 (poster); 3. Bertucci F, et al. Nature 2019;569:560-564; 4. Costa C, et al. Cancer Discov. 2020;10:72-85; 5. Sudhan DR, etal. SABCS 2021; Abstract GS3-09 (oral); 6. Wander SE, et

al. Cancer Discov. 2020;10(8):1174-1193.

‘ i PRESENTED BY: : A C " AMERICAN SO
AS O 3 2 Content of this presentation is the property of the AS o CLINICAL ONC =
2022 #ASC022 Dejan Juric, MD author, licensed by ASCO. Permission required for reuse.
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FAKTION: PFS in Pathway-Altered vs Nonaltered Subgrc
R POk e FAKTION : FASE Il 140 pac

Nonaltered
Outcome Fulvestrant + Fulvestrant + .
“hrm 5 QT enf. metastasica : 23%
Median PFS, 128 46 (n=30) n=34) . .
R g S iCDK 4/6 previo: 0%
100 Adjusted hazard 0.44 100- (95% ) (3.1-13.2) (3.2-105)
ratio (95% CI) {0.26-0.72)

ST s Mutaciones PIK3CA : 20%
P 23

—Fuvesran - plcebo mPFS Global: 10,3 vs 4,8

80 ’ oo 80

2 w0 —Fulvestrant + placebo 60 Fulvestrant + capivasertib

e — Fulvestrant + capivasertib —Fulvestrant + capivasertil .

L " mPFS PIK3CA: 12,8 vs 4,6
20 20
0 T T T 0 T T

2 & % & e 72 0 2 fa % & e 7
Patiests at Riek Time Since Randomization {Mo) Time Since Randomization (Mo)
\umber censored)

FULV+placebo 37(1)  B(1) 1)  0f1) o) o) O{) 345 65 U5) 1)  0(6)  0) 06
U+ capivasertib 39(2)  19(5)  7(7)  3(8)  1(3)  O(3) 0[9)  30(4) 10(5) 4(6) 16  1(6)  o06)  O(6)

HowelL Lancet Oncol, 2022;23:851 slide credit: linicaloptions.com

1
ol Uverall population . AKT pathway-altered population CAPITELLO 291 : FASE Ill 708 pac
of - o = | " s | QT enf. metastasica : 18%
_ i (N=355) (N=353) @ 4 (N=155) (N=134) . .
= Y Events 258 m Evenis 121 "s iCDK 4/6 previo: 70%
£ 7 A - 70 A
N WG s e | ] WG s srweon Mutaciones PIK3CA : 46%
@ months L]
E g 4 Adusted HR (55% G 060 051-071) i 50 - Adjusted HR (95% C1): 0.50 (0.38-0.65) mPFS GlObaI 7 2 VS 3 6
5 <0y ’
£ 4 40
£ 4 w4 mPFS PIK3CA: 7,3 vs 3,1
20 4 20 1
10 10 1
C T T T T T T T T T T T T 0 T T T T T T T T T T T T d
Number of ¢ 2 4 £ 4—40—4—44—4c—48— 20224 (F 0 2 4 6 8 10 12 14 16 18 20 22 24 26
patients at risk Time from randomisation (months) Time from randomisation (months)

385 26 207 172 138 115 78 55 43 25 8 5 2 a 185 127 9 80 65 54 3B % 2 12 3 2 1 o
Placebo +
353 207 142 106 83 66 51 3} B 11 4 3 1 ] 1 7T 48 & 2B 4 17 11 6 2 1 1 [

1, Tumer f al, Ganvcer fes 2023 53(Sup 5 G304 +Indcales n using the: o poporonal hazard by he p prior use of COKAG o

ESESMO BREAST CANCER
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MUTACION ESR-1: PRESENTE EN ALREDEDOR DE UN 50%

ESTUDIOS CON MUTACIONES ESR-1

Estudio

SERENA-II

EMERALD

AMEERA-3

acelERA

PACE

PADA-1

MANTAIN

Ref

SABCS 2022

JCO 2022

JCO 2023

ESMO 2022

SABCS 2023

LANCET 2022

JCO 2023

iCDK4/6
50%
100%
79%
42%
100%
100%

100%

Mut ESR-1

35%

50%

40%

30%

60%

100%

42%

Tratamiento

Camizestrant

Elacestrant

Amcenestrant

Giredestrant

Avelumab

Palbociclib

Ribociclib

mPFS (ESR-1 mut)
9mvs2m
8,6mvs1,9m
3,7mvs2m
53mvs3,2m
8,3mvs4dm
11mvs5m

3mvs 2,9



SERENA II: CAMIZESTRANT (50% iCDK 4/6 previo)

1.0

0.8

0.6

0.4

Probability of PFS

0.2

0.0

0.8

0.6

04

Probability of PFS

02

0.0

C 75 @]
C 150 K]
dl 53

ESR1m detectable at baseline

C75(n=22) | C 150 (n=26) | F 500 (n=35)
Events [n (%)] 15 (68.2) 22 (84.6) 31(88.6)
Median PFS, 6.3 9.2 22
months (90% Cl)  (3.4-12.9) (3.7-12.9) (1.9-3.8)
Adjusted HR 0.33 0.55
(90% ClI)2 (0.18-0.58) (0.33-0.89)
°
Camizestrant 75 mg
Camizestrant 150 mg
Fulvestrant 500 mg
0 3 6 9 12 15 18 21 24 27
Time (months)
Patients with evidence of ER-driven disease*
C 75 (n=50) C 150 (n=53) | F 500 (n=53)
Events [n (%)] 34 (68.0) 35 (66.0) 40 (75.5)
Median PFS, 74 12.0 32
months (90% CI)  (4.5-11.1) (5.6-14.5) (2.0-7.3)
Adjusted HR 0.53 0.58
(90% Cl)* (0.35-0.79)  (0.39-0.86)
<12 miCDK4/6
Camizestrant 75 mg —e
Camizestrant 150 mg
Fulvestrant 500 mg
0 3 6 9 12 15 18 21 24 27
Time (months)
36 24 22 17 12 6 1 1
39 30 27 22 1" 6 2 0
25 21 19 12 8 5 0

Probability of PFS

Probability of PFS

08 |

06 |

04 |

0.2 |

0.0

0.8

0.6

04

0.2

0.0

0 C75
C 150
F

ESR1m not detectable at baseline

€ 75(n=51) | C 150 (n=46) | F 500 (n=37)
Events [n (%)] 34 (66.7) 28 (60.9) 26 (70.3)
Median PFS, 72 538 72
months (90% Cl)  (3.7-10.9) (3.8-14.9) (2.0-10.7) PFS ESR1
Adjusted HR 78 0.76
(90% Cl)* (0.50-1.22) (0.48-1.20) )
MUT:9vs2m
_ ER Driven 12 vs 3 m
Camizestrant 75 mg h:&g:.—o
— Camizestrant 150 mg
Fulvestrant 500 mg
0 3 6 9 12 15 18 21 24 27 PFS Non ESR1
Time (months)
Patients without evidence of ER-driven disease* MUT: 5,8 vs 7,2 m
C75(n=24) | C 150 (n=19) | F 500 (n=19)
Events [n (%)] 16 (66.7) 16 (84.2) 17 (89.5) ER Driven:3.7vs 3.8 m
Median PFS, 37 37 38 ! ’
months (90% Cl)  (1.9-10.9) (1.9-7.7) (1.9-7.2)
Adjusted HR 0.73 1.01
(90% Cl)* (0.40-1.33) (0.55-1.83)
>12 m iCDK4/6 *Defined in accordance with 5th
ESO ESMO ABC guidelines where
the cut-point is increased to 12
months for patients receiving
Camizestrant 75 mg +l—0—0 ET+CDK4/6I therapy n
Camizostrant 150 mg the advanced setting
Fulvestrant 500 mg
0 3 6 9 12 15 18 21 24 27
Time (months)
24 14 9 5 4 2 1 1 0
19 10 6 4 2 0
19 12 7 3 2 0
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EC: EMERALD: ELACESTRANT (100% iCDK 4/6 previo)

Duration on CDK4/6i
in the Metastatiq
Setting

All Patients

Median PFS, months

< 6 Months

Elacestrant
(n=29)

3.55

SOC
Hormonal
Therapy
(n=29)

1.87

6- 12 Months

Elacestrant
(n=52)

191

SocC
Hormonal
Therapy
(n=46)

1.87

12 - 18 Months

Elacestrant
(n=52)

3.52

SoC
Hormonal
Therapy
[GEL )]

1.84

> 18 Months

Elacestrant
(n=98)

5.45

SoC
Hormonal
Therapy
(n=119)

3.29

959 CI) (1.87-9.43) | (1.74-2.20) | (1.84-1.94) | (1.81-2.14) | (1.87-7.29) | (1.84-1.87) | (2.33-8.61) (1.87 - 3.71)
PFS rate at 6 months, % 34.54 19.52 14.91 12.79 35.40 12.83 44.72 25.10
(95% CT) (9.75-5933) | (421-3483) | (3.12-2670) | (0.46-2511) | (19.80-51.00) | (0.09-2556) | (33.24-56.20) | (15.13-35.10)
PFS rate at 12 months, % 23.03 1171 7.46 = 24.78 428 26.70 8.23
(95% CT) (0.00-4778) | (0.00-24.15) | (0.00-19.35) (8.07-4149) | (0.00-1233) | (15.61 -37.80) (0.00 - 17.07)
PFS rate at 18 months, % 11.51 117 7.46 R 18.59 = 21.03 411
(95% CT) (0.00-3171) | (0.00-24.15) | (0.00-19.35) (2.22 - 34.95) (9.82 - 32.23) (0.00 - 11.33)

Hazard ratio (95% CI)

ESR1I-mut

0.709 (0.347 - 1.405)

SOC
Hormonal
Therapy
(n=8)

1.070 (0.638 - 1.814)

Elacestrant
(n=25)

SOoC
Hormonal
Therapy
(n=21)

0.367 (0.204 - 0.654)

Elacestrant
(n=23)

SOoC
Hormonal
Therapy
(n=25)

0.703 (0.482 - 1.019)

Elacestrant
(n=55)

SOC
Hormonal
Therapy
(n=56)

Median PFS, months 1.87 1.87 1.91 1.84 5.49 1.84 8.61 2.10
&'5% CI) (1.64- .) | (1.68-5.55) (1.87 - 2.79) (1.68 - 3.45) (1.94-_ . ) (1.84 - 1.94) (5.45 - 1_6.89) (1.87 - 3.75)
PFS rate at 6 months, % NA 14.29 5.46 7.22 49.32 13.65 58.57 27.06
(95% CI) (0.00 -40.21) (0.00 - 15.78) (0.00 - 20.35) (25.11 - 73.53) (0.00 - 30.31) (43.02 - 74.12) (13.05 - 41.07)
PFS rate at 12 months, % NA 0 0 0 36.99 6.82 35.79 7.73
(95% CI) (9.28 - 64.70) (0.00 - 19.43) (19.54 - 52.05) (0.00 - 20.20)
PFS rate at 18 months, % 24.66 30.68
(95% CI) Aok 0 0 2 (0.00 - 51.69) i (13.94 - 47.42) 2

Hazard ratio (95% CI)

1.565 (0.424 - 5.769)

1.122 (0.547 - 2.347)

0.302 (0.126 - 0.677)

0.466 (0.270 - 0.791)




PADA-1: Targeting ESRTm During Al + Palbociclib in ER+/HER2- mBC

Study Design

Randomization

= Patients to be randomized to fulvestrant + palbociclib or Al + palbociclib if ESR7m is detected in the
blood following Al + palbociclib treatment

Optional
Step #1 Step #2 cross-over
1 S <
+ Al-sensitive ER+ DESR s % m 8’
HER2- mBC N 00000000 ¥
« No prior treatment Al+PAL [" g ctDNA analysis (blinded)
formeC oXefelelo] T 00000000 & ©000
TR auee | cONA  REmOtSRle o m_ 5 =)
analysis  and no disease a

progression

FUL, fulvestrant; mBC, metastatic breast cancer; PAL, palbociclib
Cabel L, et al. J Clin Oncol. 2023;41(16 suppl):1002-1002.
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Updated PFS

Progression-Free Survival, from randomization

100% 1
Arm of randomization FUL+PAL mPFS: 12.8 months, 95%CI [9.3,;14.7]
~ <+ Al+
£ 80% ¢ ot Al+PAL mPFS: 5.8 months, 95%CI [3.9;7.5]
®
¢ 0% PFS HR= 0.54 [0.38;0.75]
7 1
I TSRS, TR,
‘g 40% Optional cross-over (N=49 patients)
2 mPFS: 3.5 months, 95%CI [2.4,5 4]
g 20%
Q.
0% ' . ' v
0 3 6 9 12 15 18 21 24
Months
N at risk ) ( 63 (4 40 (8 18 (11
(censored) 84 (0) 40 (0) 19(1) 10(1) 7(1)

Cabel L, et al. J Clin Oncol. 2023;41(16 suppl):1002-1002.
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ESR1 altered

1001
[
2 80
5
100 @
[
o 60
a
6-month PFS: g
o 80 F: 42.9% 2 40
L F+P: 40.0% g
& F+P+A: 50.8% 8
e F+P s
@ 12-month PFS:
5 60 F: 17.5%
g F+P:  13.1% F+P+A B —
b F+P+A: 35.6% 0 2 4 6 8 10 12 14 16 18
g Months since randomization
L 40 Number at Risk
= F— 23 12 6 3 2 1 0 0 0 0
= F+P 55 41 27 15 15 7 2 1 1 1
o F+P+A 30 21 14 12 12 8 7 7 6 5
£ o5 F F+P F+P+A
1 L ]
4|-|_‘—| Median PFS, mo 3.3 5.2 8.3
(90% Cl) (1.8,7.3) (3.5,5.9) (8.2017.2)
0 HRF+Pvs F 0.68(0.42, 1.09)

0 2 4 6 8 10 12 14 16 18 (90% C1)




OTROS BIOMARCADORES

MUTACIONES DE RETINOBLASTOMA: POCO FRECUENTE

SOBREEXPRESION DE CICLINA E: ESTUDIO PEARL. MEJOR CAPECITABINA
CYCLIN E CITOPLASMATICA + CYCLIN E CITOPLASMATICA -

N Events  Censored  PFS Median HRICISSH)1) palue(2)

PFS: PALBOCICLIB
Cyclin E+:5,7 m
Cyclin E- 7,8 m

PFS: CAPECITABINA
Cyclin E+: 14,85 m
Cyclin E-:9,56 m

Time (months)

DETERMINACION DE ACTIVIDAD TMIDINA KINASA EN SUERO: RELACCIONADA CON
PROLIFERACION CELULAR Y INDICE Kl67
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B sTKa level at C1D15 mPFS HR p value
Low 28.1(22.11, NE)
High 10.1(3.42,17.28) 262 (1.64; 4.20) <.0001
100 4
£
z "7
5 60|
o
a
2 704
o
E 60 +
5 s
@
8 40
w
5 30
]
g 20
o
o
& 104 Log Rank p <.001
04
T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
Time to Progression (months)
Patients at risk
Low 208 174 159 148 131 18 103 Ell 50 23 L 0
High a7 24 20 17 14 12 il [} 3 2 1 0

Progression-Free Survival probability (%)

100 A
90
80
70
60
50
40
30
20

10

o
1

sTKa pattern mPFS HR p value
Pattern 1 NE (28.1, NE)
Pattern 2 22.1 (16.8, NE) 2.89(1.57,5.31) 0.0006
Pattern 3 101 (3.1, 17.3) 5.65 (2.84, 11.23) <0.0001

STKs at C2D1

STKs $#C1D15+1 C2D1
%%JGFT 3¢ 1t1 3 ¢ SRS SisTe N

STKs invariable

Log Rank p <.001

0 3 6 9 12 15 18 21 24 27 30 33

Time (months)

Serum thymidine kinase activity in patients with HR-positive/HER2-negative advanced breast cancer treated with ribociclib plus letrozole:
Results from the prospective BioltaLEE trial. Luca Marloni. Eur J Cancer . 2023 Jun;186:1-11. doi: 10.1016/j.ejca.2023.03.001.
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CONCLUSIONES

1. LA 2 LINEA HORMONAL QUEDA MUY COMPROMETIDA TRAS PROGRESION A iCDK 4/6
SOBRE TODO SI APARECE ANTES DE LOS 12 MESES

2. CON ANALISIS DE DIFERENTES BIOMARCADORES CONSEGUIMOS MEJORAR LOS
RESULTADOS:
MUTACIONES PIK3CA : Capivasertib/Alpelisib: 7 meses
MUTACIONES ESR-1: Camicestrant/Elacestrant: 8 meses

3.POSIBLE PAPEL ANTI PD-L1: PACE CON AVELUMAB

4. IDENTIFICACION DE BIOMARCADORES DE RESISTENCIA HORMONAL QUE PERMITEN
CAMBIAR EL TRATAMIENTO DE FORMA PRECOZ CON IMPACTO EN SUPERVIVENCIA
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