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5-Year Relative Survival Percent, Female Breast Subtypes by SEER Combined Summary Stage

HR+/HER2- 100.0% 90.5% 35.4%
HR-/HER2- 92.0% 66.8% 14.3%
HR#/HER2+ 99.3% 90.4% 45.8%
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https://seer.cancer.gov/statfacts/html/breast-subtypes.html
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INHIBIDORES DE
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ET-CDK4/6 inhibitor I, A] (a, b) PD or intolerable toxicities ChT
CICLINA _
PALBOCICLIB ABEMACICLIB

Trial Details PALOMA.21328  MOMALEESA-21215 MONALEESA-3204220 MONALEESA.718L3 MOMARCH-31422
COE4/% inhibitor Palbociclib Ribociclib Ribociclit Ribociclits Abemaciclib
Endocrine therapy Letrazabe Letrozele Fulvestrant Gaserelin plus tamoxifen or NSAI - NSAI
Menopausal status Post-menopausal  Post-menopausal Post-menopausal Pre/peri-menopausal Post-menopausal
Sample size [ B&d 365 (1L therapy) a7 493
Median follow up (months) il BO 70.8 53.5 0.2
mPFS combination arm (manths) 24.8 25.3 33.6 23.8 28.2
mPFS control arm (maonths) 145 16 18.2 13 143

I mPFS HR [95% CI) 0.58 [D.46-0.72) 0.57 (0.46-0.7) 0.55 (0.42-0.72) 0.55 (0.44-0.69) 0.54 [0.42-0.69) I
mPFS p value < 0,007 <0.00 nia = 0L007 <0001
mids combination arm [manths) 53.9 B39 B7.8 8.7 B7.1
mi35 contral anm (months) 51.2 51.4 51.8 48 54.5

I mi5 HR [(95% CI) 0856 (0.777-1.177)  0.76 (0.63-0.93) 0.67 (0.5-0.9) 0.76 (0.61-0.96) 0.754 (0.584-0.974) I
mid5 pvalue 0.3378 <0L00 nia =000 0.0301*
% 21 dose reduction due to AE (combination arm]  36% 50.6% nia % 46.5%
% treatment discontinuation (combination arm) 9.7% T.5% nia 4% 16.5%

Grinshpun et al. NPJ 2023



iCDK+ terapia endocrina [ ]

significant
{ Postmenopausal

HR+/HER2- BC
PALOMA 2 No previous
treatment for ABC

N =666

Postmenopausal

HR+/HER2- BC
HR+/HER2- MONALEESA 2 Mo peiows
Endocrine-sensitive \__ Neess ) *ltroncle
MBC — - | ___osma K@
Postmenopausal
HR+/HER2- BC Statistical signif. NOT reached
1°1° |inea (de MONARCHS | emmemirise
novoo tras 12m e
f|n HT adyuvante Premencpausal >

HR+/HER2- BC

I

MONALEESA 7 pifinssian

e
treatment for ABC

N=672

HR+/HER2- MBC
PD after ET for MBC

MONALEESA 3 or DFI $12 months
after ET for EBC

HR+/HER2- L
Endocrine-resistant

HR+/HER2- MBC
PD after ET for MBC
MBC PALOMA 3 or OFI 532 months
after ET for EBC

1°2° |inea o 1° (si o ) B - O significant Q

recaida <12m fin i e
PO after ET for MBC

HT adyuvante MONARCH 2 or DFI 512 months

after ET for EBC + fulvestrant




Conceptos sensibilidad/resistencia
hormonal

Adjuvant
Setting

Metastatic
Setting

Primary (De Novo) Resistance

Relapse while on the first 2
years of adjuvant endocrine
therapy

Secondary (Acquired)

Resistance

Relapse while on adjuvant endocrine
therapy but after the first 2 years, or
relapse within 12 months of

completing adjuvant endocrine therapy

Progression of disease within the
first 6 months of first-line
endocrine therapy for metastatic
breast cancer, while on
endocrine therapy

Progression of disease 6 months or
more after initiating endocrine therapy
for metastatic breast cancer, while on
endocrine therapy

Cardoso F, et al. Ann Oncol 2017; 28: 183
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Endocrine sensitive Endocrine resistant
(primary and acquired)

P Abemaciclib +NSAl |
MONARCH-3 Endocrinesensitive R Abemaciclib + Fulvestrant |
Placebo + NSAI Endocrine-resistance (ACQUIRED)
' MONARCH-2 Endocrine-resistance (PRIMARY) R
— Placebo + Fulvestrant |
Palbociclib + letrozole ‘
PALOMA-2 Endocrine-sensitive R <:: ‘ Palbociclib + fulvestrant
Placebo + letrozole PALOMA-3 Endotﬁ!le-msigtance (ACQUIRED) R <
Endocrine-resistance (PRIMARY) Placebo 4 fuivestrant
Ribociclib + letrozole
MONALEESA-2 Endocrine-sensitive R <
Placebo + letrozole
Mixed populations
Endocrine sensitive and resistant
(primary and acq ui re d) IGOETZ, et al. J Clin Oncol. 2017. 35:3638-3646
2Finn, et al. N Engl J Med. 2016. 375:1925-1936
Endocrine-sensitive Ribociclib + NSAUTAM + GOS ‘ igzgobagyi, etal. N Engl ] Med. 2016. 375:1738-
MONALEESA-7 | Endocrine-resistance (ACQUIRED)
Endocrine-resistance (PRIMARY) Placebo + + NSAITAM + GOS | 4Sledge, et al. ] Clin Oncol. 2017. 35:2875-2884.

SCristofanilli, et al. Lancet Oncel. 2016. 17: 425-39

Endocrine-sensitive <( Ribociclib + Fulvestrant 5Tripathy, et al. Lancet Oncol. 2018; 19: 904-15;
R

MONALEESA-3 | Endocrine-resistance (ACQUIRED) 7 . i i ]
Endocrine-resistance (PRIMARY) ‘ Slamon, et al. J Clin Oncol. 2018. 36:2465-2472;

Placebo + Fulvestrant
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Fillbrunn et al. BMC Cancer  (2022) 22:1002 BMC Cancer

https://doi.org/10.1186/512885-022-10078-5

PIK3CA mutation status, progression

. I . Publication title First Author, year Study acronym
a nd S u rVIVa I n adva nced H R + /H E R2_ b rea St Alpelisib plus fulvestrant for PIK3CA-mutated, hormone receptor-positive, human epidermal growth factor Andre, 2021 [18] SOLAR-1
. _ 1 1 int receptor-2enegative advanced breast cancer: final overall survival results from SOLAR-1
Ca ncer' a meta ana IySIS Of pu b I IS hed CI I nlcal Alpelisity (ALP) with fulvestrant (FUL) in patients (pts) with PIK3CA-mutated hormone receptor-pasitive (HR4), Juric, 2019 [19] SOLAR-1
t ria I S human epidermal growth factor receptor-2-negative (HER2-) advanced breast cancer (ABC): Primary or sec-
ondary resistance to prier endocrine therapy (ET) in the SOLAR-1 trial
Mirko Eillbrunn’. James S|gnorovi‘[ch" Fabrice André? Iris Wan93 Ines Lorenzo®. Antonia RidolfS, linhee Park’ Buparlisib plus fulvestrant versus placebao plus fulvestrant in postmenopausal, hormane receptor-positive, Baselga, 2017[15] BELLE-2
Akanksha Dua! ! m < RuGOS ! ! ! ! ! ! HER2-negative, advanced breast cancer (BELLE-2): a randomised, double-blind, placebo-controlled, phase 3
anksha Dua' and Hope 5. Rugo' wial

Buparlisib plus fulvestrant versus placebo plus fulvestrant for postmenopausal, hormene receptor-positive, Campone, 2018 [20]  BELLE-2
human epidermal growth factor receptor 2-negative, advanced breast cancer: Overall survival results from
BELLE-2

Fulvestrant plus palbociclib versus fulvestrant plus placebo for treatment of harmone-receptar-positive, Cristofanilli, 2016[21]  PALOMA-3
HER2-negative metastatic breast cancer that progressed on previous endocrine therapy (PALOMA-3): final
analysis of the multicentre, double-blind, phase 3 randomised controlled trial

Cwerall Survival with Palbeciclib and Fulvestrant in Advanced Breast Cancer Turner, 2018 [22] PALOMA-3

Buparlisib plus fulvestrant in postmenopausal women with hormaone-receptar-pesitive, HER2-negative, DiLeo, 2018 [23] BELLE-3
advanced breast cancer progressing on or after mTOR inhibitien (BELLE-3): a randomised, double-blind,
placebo-controlled, phase 3 trial

_33 estu d |OS eval u ad OS C M M R H Phase Il Study of Taselisib (GDC-0032) in Combination with Fulvestrant in Patients with HER2-Negative, Hor-  Dickler, 2018 [24]
mone Receptor-Fositive Advanced Breast Cancer

Phase Il trial of temsirolimus in patients with metastatic breast cancer Fleming, 2012 [25]

3 . 2 1 9 p aC i e nte S i n CI u i d O S Correlative Analysis of Genetic Alterations and Everolimus Benefit in Hormone Receptor—Positive, Human Hortobagyi, 2016 [26] BOLERO-2

Epidermal Growth Factor Receptor 2-Megative Advanced Breast Cancer: Results From BOLERO-2
1 9 9 3_2 O 1 9 Pictilisib for oestrogen receptor-positive, aromatase inhibitor-resistant, advanced or metastatic breast cancer  Krop, 2016 [27] FERGI
(FERGI): a randomised, double-blind, placebo-controlled, phase 2 trial
Stand Up to Cancer Phase Ib Study of Pan-Phosphainositide3-Kinase Inhibitor Buparlisib With Letrozole in Mayer, 2014 [28]

Estrogen Receptor-Positive/Human Epidermal Growth Factor Receptor 2-Megative Metastatic Breast Cancer
A Phase Ib Study of Alpelisib (BYL719), a PI3Ka-specific Inhibitor, with Letrozole in ER+/HER2Z-Megative Meta-  Mayer, 2017 [29]

E | L4 d P FS O S static Breast Cancer
- Va u aC I O n e y Correlation between PIK3CA mutations in cell-free DMA and everclimus efficacy in HR 4+, HERZ- advanced Maynahan, 2017 [30]  BOLERO-2

breast cancer: results from BOLERO-2

7
S e g u n e Stad O d e P I 3 K Matural histary and outcome of patients presenting a metastatic breast cancer (mBC) with PIK3CA mutation  Masele, 2019 [31] SAFIROZ_Breast

Phase Il study of Taselisib (GDC-0032) + fulvestrant (FULY) v FULY in patients with ER+, PIK3CA-rmutant, Baselga, 2018[13] SANDPIPER
locally advanced or metastatic breast cancer: Primary analysis from SANDPIPER

Clinical Significance of PIK3CA and ESRT Mutations in Circulating Tumar DNA: Analysis from the MONARCH 2 Tolaney, 2022 [22] MOMARCH 2

Study of Abemaciclib plus Fulvestrant
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Study and Patient characteristics
Total number of patients
PIK3CA Mutation Testing Methodology, N (%)
CtDONA testing
Tissue testing
Missing

PFS: 5,4m vs 6,2m

Cwerall®
For metastatic disease®
Median Follow-up Time (Months)

OS: 26,9m en PI3K mutados frenge ea
a 36,8m en P13t s

Abemaciclib + Fulvestrant
Placebo 4+ Fulvestrant
Palbociclib+ Fulvestrant

Everolimus + Exermestane
Placebo 4+ Exernestane
Other
Survival outcomes
Median progression-free survival {months)
& Maonth Survival Rate (%)®
12 Month Survival Rate (%)°
18 Month Survival Rate (%)°
Median overall survival (months)®

Full Sample
N=33

3219
18 (54.5%)

13 (39.4%)
2(6.1%)

Percentage of Patients with Prior Chemotherapy, median (range)

67.0(27.4,954)
27.8(00, 350

146(74,451)

23 (69.7%)
2(6.1%)
19 (57 .6%)
2(6.1%)
4(12.1%)
4(12.1%)
2(6.1%)

56014, 234)
46.2(10.8,93.4)
31.7(58,764)
227(3.2,648)
32.2(196,555)

Study cohorts, stratified by PIK3CA mutation
status

Mutated

N=17

1,386

9 (52.9%)
7(41.2%)
1(5.9%)

646 (27.4,920)
27400, 340)

14689, 45.)

12 (70.6%)
1(5.9%)
10 (58.8%)
1(5.9%)
2(11.8%)
2(11.8%)
1(5.9%)

54(14,19.0)

430(108,91.0)
292(188,667)
200(184,513)
269 (196, 44.5)

Wild
N=16

1833

9(56.3%)
6(37.5%)
11(63%)

720(298,954)
299 (0.0, 35.0)

145(74,451)

11 (68.8%)
1(63%)
9(56.3%)
11(63%)
2{125%)
2{125%)
11(63%)

6.2(1.7,234)
535(198,934)
326 (58 76.4)
26.4 (32, 64.8)
37.8(235,555)
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Outcome and molecular landscape of patients with PIK3CA-mutated 3 °
metastatic breast cancer % °
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-Mejor supervivencia en TN
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Median follow-up: 59.7
months

pronostico?

PI3K

Progression-Free Survival Overall H
0 w Survival - P R monts
PFS Events: 241 (62.0%) OS Events: 213 (54.8%) & " ~ <G montns
2 Median PFS: 33.2 months, 95%CI: 27.7- Median OS: %50
3" 39.5 . 65.4 months, 95%Cl: H Events per cohort:
g S-year PFS rate: 35.3%, 95%CI: 30.2- ¢ 57.8-72 ¢ | Median OS postprogressiom! 212: 103
- 3 : Ll £ ¥l 212 27 mo. (95%Cl: 24.1- (65.2%)
< 501~ e i 6 31.1) <12to26: 34
§ ! ] <12 10 26: 19.2 mo.(95%Cl: 8.6- (94.4%) .
g s} 5] 2 & 43 60 72 <6: 27
E » » ;:7) 18 mo. (85 /OCI"ng'an;om randomization (months) (77_1%)
H Patients at risk, n(%)
H - 158 (100) 118 (75) 78 (49) 43(27) 15(9) 43 0(0)
2 = » @ o = “ o 2 “ = ad had L Lad w - 36(100) 26n 13(36) (28 208 o )
Time (months) Time (months) - 35 (100) 19 (54) 12(34) 8(23) 5(19) 13 0(0)
Patients at risk, n{%) Patients at risk, n{%)
MONALEESA 3
- —— PBO Wt
. — reont| MJONARCH 2
c ]l —— LEEWt
§ LEE Alt
© _
B o]
=
= ===
= . Abemaciclib Plus Placebo Plus
5 < Median PFS, months (95% CI HR (95% CI
ﬁ = ! ( ) Fulvestrant Fulvestrant ( )
=] [
& o " n=91 n=51
s ! PIK3CA-non-mutant 0.68 (0.42-1.09)
| 20.0 (14.0-NA) 12.7 (7.9-NA)
[=] - -
= n=58 n=38
e T y PIK3CA-mutant 0.46 (0.27-0.78)
0o 5 1o 15 20 25 15.0 (9.4-NA) 5.7 (3.8-15.0)

Time (months)

Neven P, et al. SABCS 2018planey S, et al. AACR 2019
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INAVO120 study design’

N =325 isi

Key eligibility criteria 1",?;’.3@'&5% '(‘:gsu rggpl%
Er]richment of paﬁgnrs QD D1-D21)
with poor prognosis: + fulvestrant (500 mg C1D1/15
* PIK3CA-mutated, and Q4W)

HR+, HER2- LA/mBC

by central ctDNA or R

local tissue/ctDNA test 1:1

* Measurable disease

* Progression
during/within 12
months of adjuvant
ET completion

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

Statistical methods
* For efficacy endpoints and TTCD, hazard ratios were estimated using a Cox
proportional hazard model with 95% Cl and Kaplan—Meier methodology was

used to estimate the medians with the Brookmeyer—Crowley method used for
the 95% CI

Efficacy endpoints

* PFS by investigator
* 0Ss
* ORR, BOR, CBR, DOR

* Time from randomization to end or
discontinuation of next-line treatment, or
death from any cause (proxy for PFS2)

* Time from randomization to first
subsequent chemotherapy after
treatment discontinuation

Safety endpoints
Key selected AEs (hyperglycemia, diarrhea, rash, and

stomatitis/mucosal inflammation)*

Patient-reported outcomes endpoints’

BPI-SF: TTCD in worse pain?$

EORTC QLQ-C30: mean change from baseline in HRQoL, physical functioning,

and role functioning!

PRO-CTCAE: presence, frequency of occurrence, severity, and/or degree of
interference with daily function of selected symptomatic treatment toxicities
An overall bother item: overall bother experienced due to side effects

of treatment



Assigned treatment arm

Received study drug

Discontinued treatment

Randomized

Inavo+Palbo+Fulv

Inavo
n=160

Inavo
n=94*

n=161

Palbo
n=160

Palbo
n=94t

Fulv
n=160

Fulv
n=93%

67 pts (42%) remain on treatment

Pbo+Palbo+Fulv

Pbo
n=164

Pbo
n=1158%

n=164**

Palbo
n=164

Palbo
n=115

Fulv
n=164

Fulv
n=115

49 pts (30%) remain on treatment

Inavo+Palbo+Fulv Pbo+Palbo+Fulv

Inavo+Palbo+Fulv  Pbo+Palbo+Fulv
(n=161) (n=164) (n=161) (n=164)

Age (year) Number of organ sites, n (%)

Median 53.0 54.5 1 21 (13.0) 32 (19.5)

Min—Max 2777 29-79 2 59 (36.6) 46 (28.0)
Sex, n (%) =3 81 (50.3) 86 (52.4)

Female 156 (96.9) 163 (99.4) Visceral disease, n (%)* 132 (82.0) 128 (78.0)
EEE D Liver 77 (47.8) 91 (55.5)

Asian . 61(37.9) 63(38.4) Lung 66 (41.0) 66 (40.2)

Black or African American 1(0.6) 1(0.6) Bone onlyt 5(3.1) 6(37)

White 94 (58.4) 97 (59.1) : :
ECOG PS, n (%) ER: and PgR status, n (%)

1 60 (37.3) 58 (35.4) ER+/PgR- 45 (28.0) 45 (27.4)
Menopausal status at randomization, n (%) Endocrine resistance, n (%)*

Premenopausal 65 (40.4) 59 (36.0) Primary 53 (32.9) 98 (35.4)

Postmenopausal 91 (566.5) 104 (63.4) Secondary 108 (67.1) 105 (64.0)




PFS (%)

6-month  12-month  18-month Inavo+Palbo+Fulv Pbo+Palbo+Fulv
1004 : | | (n=161) (n=164)
82,9% i ! No. of events, n (%) 82 (50.9) 113 (68.9)
| : : Median (95% CI), mo 15.0 (11.3, 20.5) 7.3(5.6,9.3)
754 | . | Stratified hazard ratio (95% CI) 0.43 (0.32, 0.59)
% | p<0.0001
' 46.2%
501 : i
o5 — Inavo+PaIbo+|‘:-'uIv | » " ,
— Pbo+Palbo+Fulv 1 '
+ Censored ' K | + =+ +
0— r : r : ' : r . . . .
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (mo)
Inavo+Palbo+Fulv Pbo+Palbo+Fulv Hazard ratio (95% CI)
n Median (mo) n Median (mo)
All patients 161 15.0 164 7.3 —— 0.50" (0.38. 0.67)
Age, years
<65 136 16.6 130 7.2 —— 0.44 (0.32, 0.60)
=65 25 9.3 34 10.7 —_— 0.96 (0.50. 1.83)
Region
Asia 56 14.6 58 5.8 — 0.40(0.24, 0.64)
North America/\Western Europe 63 13.8 64 9.3 —e— 0.73(0.47, 1.15)
Other 42 21.0 42 5.6 —_— 0.40(0.22,0.72)
ECOG PS at baseline
0 100 16.6 106 7.4 —— 0.46 (0.32, 0.66)
1 60 114 58 5.6 — 0.58 (0.36, 0.92)
Menopausal status at randomization
Premenopausal 65 201 59 6.5 — 0.35(0.22, 0.56)
Post-menopausal 91 134 104 7.5 —— 0.64 (0.44, 0.92)
0.1 043 1.0 10.0

* Sample size is relatively small for many groups therefore the analysis is unstratified including for
‘all patients' hence the difference in the HR relative to that for the stratified ITT analysis.

Cl, confidence interval; ECOG PS, Eastem Cooperative Oncology Group Performance Status;

Fuly, fulvestrant: Inavo, inavelisib: mo, menths, Palbo, palbociclib; Pbo, placebo: PFS, progression-free survival.

Inavo+Palbo+Fulv better

Pbo+Palbo+Fulv better



0S (%)

Patients at risk:
Inavo+Palbo+Fulv
Pbo+Palbo+Fulv

1001

754

501

254

6-month
97.3%

12-month

18-month

Inavo+Palbo Pbo+Palbo

+Fulv (n=161)  +Fulv (n=164)
No. of events, n (%) 42 (26.1) 55 (33.5)
Median (95% CI), mo NE (27.3, NE) 31.1(22.3, NE)

Stratified Ha

zard

Ratio (95% CI)

0.64 (0.43, 0.97)
p=0.0338

— Inavo+Palbo+Fulv
— Pbo+Palbo+Fulv
Censored
0 3 12 15 18 24 27 30 33 36 39 42
Time (mo)
161 143 127 114 101 85 69 38 26 17 8 4 1 1 Median follow-up:
164 139 120 98 87 72 61 33 19 1 5 3 1 ]

21.3 months

The pre-specified boundary for OS (p of 0.0098 or HR of 0.592) was not crossed at this interim analysis

ORR*, %

ORR

A 33.4%

58.4%*

Inavo+Palbo+Fulv
(n=161)

25.0%*

Pbo+Palbo+Fulv
(n=164)

CBRS, %

CBR

A 28.2%

75.2%

Inavo+Palbo+Fulv
(n=161)

Pbo+Palbo+Fulv
(n=164)



Event-free (%)

Event-free (%)

1004

Inavo+Palbo+Fulv Pbo+Palbo+Fulv

(n=161) (n = 164)
No. of events, n (%) 59 (36.6) 80 (48.4)
75+ M Median (95% Cl), months 240(18.6,NE) 15.1(13.5,22.3)
"‘H\. Stratified hazard ratio (95% Cl) 0.54 (0.38, 0.77)
-h‘““bc
= == i,
R T Pt 020 e e
b A 8.9 months
e i = = = b b e
254
—— Inavo+Palbo+Fulv
—— Pbo+Palbo+Fulv
0 <+ Censored
0 3 6 12 15 18 21 24 27 30 33 36 39
Time (months)
1004
Inavo+Palbo+Fulv Pbo+Palbo+Fulv
(n=161) (n=164)
No. of events, n (%) 48 (29.28) 68 (41.5)
h b Median (5% Cl), months NE (24.8.NE) 150 (1056, 24.8)
M Unstratified hazard ratio (35% Cl) 0.54 (0.37, 0.78)
L4— AL w ad T L1 1 L 1
504 M_ " ™ "r Tt
—h -
ki o ORI
254
—— Inavo+Palbo+Fulv
—— Pbo+Palbo+Fulv
0 - Censored
0 3 6 12 15 18 21 24 27 30 33 3 39

Time (months)

PFS2

Tiempo hasta siguiente
guimioterapia




Safety

Hyperglycemia
Diarrhea

Rash

Stomatitis/
mucosal inflammation

Key selected AEs

Pbo+Palbo+Fulv (n = 162)

Inavo+Palbo+Fulv (n = 162)

Pbo+Palbo+Fulv

DIARREA

ESTOMATITIS

Resolution of key selected AEs*t

Inavo+Palbo+Fulv

100

75

50

25

0

25

Patients (%)

Grade 1-2
B Grade 3

Grade 1-2
B Grade 3

50

75

100

100

75 50 25 0 25 50 75 100
Patients (%)
Resolved Resolved
Not resolved, resolving, resolved Not resolved, resolving, resolved

with sequelae, or unknown

with sequelae, or unknown



Time to onset of key selected AEs*

Hyperglycemia Rash
0.6 B Median (range), days: 7.0 (2.0-955.0) 0.6 B Median (range), days: 29.0 (1.0-952.0)

Number of AEs/
patients month

123 45678 9101121314 151617 1819 20 21 2223 24 2526 27 28 30 32 36 123456 7 8 91011121314 151617 181920 21 22 23 24 25 26 27 28 30 32 36
Exposure (months) Exposure (months)
Diarrhea Stomatitis/mucosal inflammation
0.6 B Median (range), days: 15.0 (2.0-602.0) 06 B Median (range), days: 13.0 (1.0-610.0)

Number of AEs/
patients month

rrrrrrii II'IIIII
123456 7 8 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 30 32 36 123456 7 8 9101112131415 16 17 18 19 20 21 22 23 24 25 26 27 28 30 32 36

Exposure (months) Exposure (months)

M Inavo+Palbo+Fulv Ml Pbo+Palbo+Fulv



Mean change

Mean change

Mean change from baseline in EORTC QLQ-C30 scores

HRQoL Physical functioning

20+ — Inavo+Palbo+Fulv — Pbo+Palbo+Fulv 20+ —— Inavo+Palbo+Fulv —— Pbo+Palbo+Fulv
10w T T © 104 —
T T o>
— c
V -g
D= O
1 °
L
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104 Ia:.::w ——— T ~104
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Conclusiones INAVO 120

A Poblacion de alto riesgo, peor respuesti@k peor SG
A Incremento en PFS (15 vs 7,3m, HR 0,43, p<0.0001) y OS (HR 0,64)

A Toxicidad esperable: defectos de clase (hiperglucemia, diaasi,
mucositis..), aceptable toleranci a

National

Comprehensive NCCN Guidelines Version 6.2024

I (e{ejvll Cancer

Network®

Invasive Breast Cancer

NCCN Guidelines Index

Table of Contents
Discussion

TARGETED THERAPIES AND ASSOCIATED BIOMARKER TESTING
FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE

Biomarkers Associated with FDA-Approved Therapies
Breast Cancer Biomarker Detection FDA-Approved Agents NCCN Category |NCCN Category
Subtype of Evidence of Preference
HR-positive, PIK3CA activating | NGS, PCR (tumor tissue or Inavolisib + palbociclib + Catocor 1 Useful n certain
HER2-negative | mutation blood) fulvestrant3? gory first-line therapy
- - . Preferred second-
HR-positive/ PIK3CA activating NGS, PCR (Tumor tissue or - X i
HER2-negative™ | mutation blood) Alpelisib + fulvestrant Category 1 to'_lresr:l;syequent line
Preferred second-
- PIK3CA or AKT1 ! b
HR-positive/ S . NGS, PCR (Tumor tissue or . " y or subsequent-line
HER2-negativey activating mulat_lons blood) Capivasertib + fulvestrant Category 1 therapy in select
or PTEN alterations patientsy
HR-positive/ . Other
.z | ESR1 mutation NGS, PCR (Blood preferred) Elacestrant? Category 2A recommended
HER2-negative regimen




é¢Tras PRG a iCDK?

Tratamiento

dirigido
2" |line 3 line 4t line 5t line
Dufresne et al. 20081 100% 56% 25% 1%
Tacca et al. 20092 100% 68% 43% 23%
Bernardo et al. 20103 100% 82% 36% 11%
Planchat et al. 20114 100% 76% 56% 37%
Current study: Jackisch €€ 1000, 70%  46%  27%

¢,continuar con
ICDK?

¢, Nueva linea hormonal -
everolimus?

¢,Busqueda de diana
terapeutica?




ADDITIONAL TARGETED THERAFIES AND ASSOCIATED BEIOMARKER TESTING
FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE

Biomarkers Associated with FDA-Approved Therapies (, B l:l Sq u ed a d e d | ana

Breast Cancer Biomarker Detection FDA-Approved Agents NCCN Category |NCCN Category
Subtype of Evidence of Preference 7 . ,)
HR-positive/ PCR (blood or tissue Preferred second- te rap e Utl Ca O
HERZ-negative FIK3CA activating mutation block if blood negative) Alpelisib + fulvestrant® Category 1 or subsequent-line
3 therapy
HR-positive/ Other
HERp2-negative" ESR1 mutation NGS, PCR (blood) Elacestrant Category 2A recommended
regimen
; FISH, NGS, PCR (tissue LarotrectinibY
An NTRK fusion ) ' Category 2A
Y block) Entrectinib¥ ger
IHC, NGS, PCR (tissue ~ Pembrolizumab®24 Useful in certain
Any MSI-H/dMMR block) Dostarfimab-gxlyb® Category 2A circumstances
Any TMB-H (210 mut/mb) NGS Pembrolizumab?-22 Category 2A
Any RET-fusion NGS Selpercatinib™ Category 2A
HR-Positive and HER2-Negative with Visceral Crisis’ or Endocrine Refractory
Setting Subtype/Biomarker Regimen
First Line No germline BRCA1/2 mutation® Systemic chemotherapy see BINV-Q (5
Germline BRCA 1/2 mutation® PARPI (olaparib, talazoparib)® (Category 1, preferred)




SOLAR-1 trial

Men or postmenopausal
women with

PIK3CA-mutant
cohort
(n=341)

HR+/HER2- aBC
Recurrence/progression
on/after prior Al
Identified PIK3CA status

(in archival or fresh
tumor tissue)

1:1, stratified by presence of
liver/lung metastases and prior
CDK4/6 inhibitor treatment
Measurable disease
or 21 predominantly
lytic bone lesion
ECOG PS =1

N=572

PIK3CA-non-mutant
cohort
(n=231)

PIK3CA-Mutant Cohort (Primary Endpoint)

rTTTT T T T T T TTTTTTTTTT
10111213 141516 171819 2021222324 252627 286 2930 31

100
Al Placebo
+FuL
EventsiN 103/169 1200172
80 mPFS, mo (95% CI) 11.0(75-145) 57(37-74)
HR (95% CI) 0.65(0.50-0.85)
value 0.00065
60+ L
S S e S eSS S e O e e D L D D O e S e 5
@2 1 jrd
o 40- a
1
1 I
1 |
20 N :
1 |
1 I
0 1 1
T T
6

™
w
=
o
~ ]
®
©

T
André F et al. ESMO 2020 0

1004

80+

60+

404

204

ALP (300 mg QD PO)
+ FUL (500 mg IM)
n=169

PBO
+ FUL (500 mg M)
n=172

IALP (300 mg QD PO)
+ FUL (500 mg IM)
n=115

PBO
+ FUL (500 mg IM)
n=116

Primary endpoint:
* PFS in PIK3CA-mutant cohort
(locally assessed)

Secondary endpoints
include:

= OS (PIK3CA-mutant cohort)

* PFS (PIK3CA-non-mutant
cohort)

PFS (PIK3CA mutation in ctDNA)
« OS (PIK3CA-non-mutant cohort)
- ORR/CBR

* Safety

PIK3CA—-Non-Mutant Cohort

Alpelisib Placebo
+FUL +FUL
49/115 57/116

74(54-83) 56(3.3-9.1)
0.85 (0.56-1.25)

Events/N
mPFS, mo [95% CI)
HR (95% CI)




No.of  No. patients

Hazard ratio (95% CI)

0.86 (0.64-1.15)
0.68 (0.46-1.00)
1.18 (0.74-1.86)
1.74 (0.83-3.68)
0.76 (0.55-1.06)
0.67 (0.21-2.18)
0.87 (0.64-1.18)
0.86 (0.64-1.16)
0.78 (0.55-1.11)
1.07 (0.58-1.99)
0.79 (0.55-1.12)
1.07 (0.58-1.99)
0.78 (0.51-1.19)
0.93 (0.61-1.43)
0.62 (0.29-1.35)
0.92 (0.65-1.29)
0.82 (0.22-3.14)
0.86 (0.59-1.27)
0.77 (0.47-1.23)

Subgroup patients  with events
All subjects 341 181 e
Lung/liver metastases Yes 170 105 e
No 171 76 —_—
Bone-only disease Yes 77 31 -
No 264 150 — A
Prior CDK4/6 inhibitor treatment Yes 20 16 -+
No 321 165 —_——
ER status Positive 339 180 —r—
PgR status Positive 252 131 —_——
Negative 84 46 —_———
ER and PgR status Both positive 250 130 —f
Positive - negative 84 46 —_——
Line of Firstline 177 20 el
Second line 161 88 —
Endocrine status Primary resistance 45 31 —_——
Secondary resistance 246 134 —_—r
Sensitive 39 9 .
ECOG status 0 225 108 ——
1 114 73 —_——
r T T 1
0 1 2 3

Favors alpelisib Favors placebo

Event-free probability (%)

100

80

60

40

39,3 vs. 31,4 months
HR 0,86
p=0,15

A +7,9 months

== Alpelisib + FUL
=== Placebo + FUL

Alpelisib Placebo
+FUL +FUL
(n=169) (n=172)
No. events, n (%) 87 (51.5) 94 (54.7)
Censored, n (%) 82 (48.5) 78 (45.3)
Median OS, meo (95% CI) 39.3 (34.1-44.9) 314 (26.8-41.3)

HR (95% CI)
p value (one-sided)

0.86 (0.64-1.15)

i i b
0.15 [] ¥/ Censoring times

T T 1 rr1rrr1r 1111 1 1rrt1r 11t 1T TrTrT
024 10121416182022242628 3032 34 36 384042444648 5052 54

Time (Months)

LI
6 8

Most frequent AEs (=20% in either arm), n (%) Alpelisib + fulvestrant (n = 284)" Placebo + fulvestrant (n = 287)°
All grades Grade 3 Grade 4 All grades Grade 3 Grade 4

Any AE 282 (99.3) 187 (65.8) 35 (12.3) 267 (93.0) 90 (31.4) 17 (5.9)
Hyperglycemia 184 (64.8) 94 (33.1) 11 (3.9) 27 (9.4) 2 (0.7) 1(0.3)
Diarrhea 169 (59.5) 20 (7.0} 0 47 (16.4) 2 (0.7) 0
Mausea 133 (46.8) g (2.8) 0 65 (22.6) 1 (0.3} 0
Decreased appetite 103 (36.3) 21(0.7) 0 30 (10.5) 1(0.3) 0
Rash 103 (36.3) 28 (9.9) 0 20 (7.0) 1 (0.3} 0
Vomiting 81 (28.5) 2 (0.7) 0 29 (10.1) 1 (0.3} 0
Weight decreased 79 (27.8) 15 (5.3) 0 7 (2.4) 0 0
Fatigue 72 (25.4) 10 (3.5) 0 51 (17.8) 3 (1.0} 0
Stomatitis 71 (25.0) 7 (2.5) 0 20 (7.0 0 0
Asthenia 64 (22.5) 712.5) o 30 (13.6) 0 o
Alopecia 58 (20.4) 0 0 7(2.4) 0 0




BYLieve tria

18-Month Efficacy Outcomes

+ At 18-months’ follow-up, median PFS was 7.3 mo (95% CI, 5.6-8.5 mo); the percentage of patients with PFS at 18 months
was 22.2% (95% C1, 14.8%-30.7%; Figure 2A)

+ At 18-months' follow-up, median OS was 26.4 mo (95% C1 21.0-30.5 mo), and 18-month OS was 65.3% (5% C1, 55.6%-73.4%;
Figure 28)

Figure 2.

, 18-Month Follow-up (A); Overall Survival, 18-Month Follow-up (B)

A
1.00

+ Censoring times

—+— Cohort A (n/N=91/121)

Event-free probability
°
g

025
000
T T T T 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 I 42 4
Number of patients still at risk. Tina (mcnthe)
Cohort. 121 02 59 a2 a 27 20 16 1" 3 2 1 ) 1 1 o

+ Censoring times ==t Cohort A (n/N=569/121)

Event-free probability
° o
g 3

°
N
&

T T T T 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 39 42 45

Time (months)
Number of patients stil at risk

CohotA 121 110 102 9 8 77 68 6 5 22 13 6 4 2 10
Cohort A Alpelisib + fulvestrant.
IFETEST
Kaptar for. Cisot

Kaplan-Meler estimates.
' Total number of events included in the analysis.
N: Total number of patients included in the analysis.

+ Median PFS on the next line of therapy (PFS2) was 15.9 months (95% Cl, 12.1-21.7 mo) (Figure 3)
+ The percentage of patients with PFS on the next line of therapy at 18 months was 46.5% (95% Cl, 36.9%-56.5%)

Phase Il, open-label, three-cohort, noncomparative study to assess the efficacy and safety of alpelisib + ET (fulvestrant or

letrozole) in patients with PIK3CA-mutated, HR+ HER2— ABC whose disease progressed on/after prior treatments

Figure 3. Kaplan-Meier Plot of Time to PFS per Local Investigator Assessment

Men or pre/postmenopausal® women
with HR+, HER2-, PIK3CA-mutated ABC

PIK3CA mutation in tumor tissue or blood®

Last line of prior therapy: CDK4/6i + ET,
systemic chemotherapy, or ET

ECOG PS =2

Measurable disease (per RECIST v1.1) or
=1 predominantly Iytic bone lesion

(N=336)c

COHORT A (n=112)°

Patients who received CDK4/6i + Al as immediate prior
treatment
Alpelisib 300 mg PO QD + fulvestrant 500 mg?

COHORT B (n=112)
Patients who received CDK4/6i + fulvestrant as immediate
prior treatment
Alpelisib 300 mg PO QD + letrozole 2.5 mg PO QD

COHORT C (n=112)¢
Patients whose disease has progressed on/after Al and
received chemotherapy or ET as immediate prior treatment
Alpelisib 300 mg PO QD + fulvestrant 500 mg®

Table 3. Efficacy of Alpelisib +

Primary endpoint
+ Proportion of patients alive without PD at 6
(RECIST v1.1) in each cohort
Secondary endpoints
* PFS
PFS2
ORR, CBR, DOR
0s
Safety
Exploratory endpoint
* Biomarker analyses

Primary Endpoint

local investigator, %

ET, endocrine therapy.

setting is presented on Table 4

per Local

Cohort C, Prior Chemotherapy or ET
(N=116)

Proportion of patients who were alive without
disease progression at 6 months as assessed by

48.7 (n=56; 96% C|, 39.27-58.19)

* mMPFS was 5.6 months (95% Cl, 6.4-8.1 mo; Figure 3); mPFS by prior therapy in metastatic/adjuvant

1.04 ©  Censoringtimes
09 g Cohiort B (N=115)
08+ No.of events: 87
074 Kaplan-Meier median:
2 o064 5.7 months (95% CI, 4.5-7.2months)
% 054 Kaplan-Meier event-free probability at 6 months:
| 45.8% (95% Cl, 35.9%-55.2%)
& 049
0.3+
024
0.1
0.0
T T T T T T T T T T
0 2 4 6 8 10 12 14 6 17
Time (months)
Number of Patients Still at Risk
CohortB 115 89 61 44 34 20 1 4 2

Figure 3. Kaplan-Meier Plot of Time to PFS per Local Investigator Assessment

1.00-
+ Censoring times.

—+— CohortC (n/N=81/116)

Event-free probability
°
]

0.00
T 1 T i i T T T T T T
o 2 a 6 8 10 12 14 16 18 20
Number of pationts still at risk Fane(inonthe)
CohortA 116 07 73 a9 a2 26 14 12 " 6 o

C1, confidence Interval; mPFS, median progreasion free survival.



Long-term safety of inavolisib (GDC-0077) in an ongoing phase 1/1b study evaluating monotherapy and in combination (combo) with palbociclib (palbo)
and/or endocrine therapy in patients (pts) with PIK3CA-mutated, hormone receptor-positive/HER2-negative (HR+/HER2—) metastatic breast cancer (BC).

Philippe L Bedard?, M a K Accordine?, Andrés Cervantes?, Valentina Gambardella?, Erika Hamilton®, Antoine Italianc®, Dejan Juric®, Kevin Kalinsky,” lan E Krop®, Mafalda Oliveira®, Cristina Saura®, Peter Schmid?®, Nicholas C Turner®!, Andrea Varga'?, Noopur Shankar®,

‘Royoi Marsden Hospital and

ArmC:N=6 Arm D: N=16 ArmsE&F:N=15&5

on treatment for 21 year on treatment for 21 year on treatment for 21 year
inavolisib inavolisib + letrozole inavolisib + letrozole inavolisib + fulvestrant inavolisib + fulvestrant
single agent + palbociclib + palbociclib
Stage 1 Stage 1 Stage 1 Stage 2 Stage 2

MTD SELECTED DOSE SELECTED DOSE .
9mg 9 mg 1

ARM E

| EXPANSION ;
n=20

Stage 2 Stage 2

[
L

EXPANSION EXPANSION EXPANSION
n=20 n=20 n =60 ARM F + metformin
EXPANSION
e
n=20
TOTALN =20 TOTALN =33 TOTALN =37 TOTALN =60 TOTALN =40

PIK3CAMut metastatic HR+, HER2—, HR+, HER2—, HR+, HER2—, HR+, HER2—,

solid tumors*® PIK3CAMut mBC PIK3CAMuUt mBC PIK3CAMut mBC PIK3CAmut BC

Hyperglycemia Diarrhea

et s

Combinacion segura

1 1 T I PP S P — PRSP S S—
-

ot wenen ot weaee A

ey et Aceptable tolerancia

sETeEBRrExNEEE
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Patients with HR+, HER2-

PIK3CA-mutated LA/mBC : o Until disease
Prior CDK4/4i + ET therapy Iie St Lo e he ] progression, ——p
. . . + fulvestrant IM (500 mg) unacceptable
<2 prior lines of systemic therapy for toxici tient Survival
LA/mBC (=1 line of chemotherapy x_lclh,r, patien foll
for mBC) withdrawal of ollow-up
. Alpelisib (300 mg) PO QD consent, death,
Measurable or evaluable disease + fulvestrant IM (500 mg)* or study —
ECOG PS 0-2 termination
N = 400 (planned)
Sthratification factors Primary endpoint
= Visceral disease (yes vs. noj = Progression-free survival {fime from randomization until disease prograssion or
= Prior CDK4/si therapy [adjuvant death due to any cause) by BICR
vs. mefasiafic setfing) Secondary endpoints
- Overall survival - Safety and tolerability
= Objective response rate by BICR - Patieni-reporied outcomes
+ Best overall response by BICR - Pharmacokinetics

Durafion of response by BICR
Clinical benefit rate by BICR
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Maintenance
Opdion 1 therap
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Table 3 PIK3GA Mutation Status and Treatment Outcomes in Hormone Receptor-positive/Human Epidermal Growth Factor Recep -negative Metastatic Breast Cancer

Median PFS, mos Response Rate, % Clinical Benefit Rate, % Hazard Ratio (95% CI)*
Treatment PIK3CA Mutant |Wild Type PIK3CA| PIK3CA Mutant |Wild Type PIK3CA| PIK3CA Mutant |Wild Type PIK3CA PIK3CA Mutant |Wild Type PIK3CA  Reference
Fulestrant + buparlisin 7 68 18.4 1186 471 427 Baselga et al'®
Funestrant 32 68 35 106 319 50
Fulestrant + buparlisip 42 39 Di Leo et al*'
Fulvestrant 16 27
Fuvestrant + pictilis 85 58 073 (0.42128) | 072 (0.421.23) Krop et af*
Fulvestrant 51 36
Fuvestrant + taselisb 381 87 429 17.4 Dickler et al**
Fubvestrant + taselisib 74 0.70 (NR) Baselga et a”*
Fulestrant 54
Fulestrant
+ alpelish 9.1 47 29 0 Juric et al*®
Funestrant
+ alpaiisib 10 74 266 615 0.65 (0.50-0.85) | 0.85 (0.58-1.25) Andre et al'®
Fuestrant 57 56 128 453
Fulvestrant
+ alpsisib 109 0,61 (0.42-0.89) Juric et al™
Fulvestrant 3ar
Letrazole -+ alpelisib 25 10 82 40 Mayer et 4°°
Fulestrant + pabocicib 95 99 15 29 60 72 0.48 (0.30-078) | 0.45(0.31-0.64) | Cristofanili et a*
Fulestrant 36 48 16 14 36 40
Letrazole + ribociclib 192 296 Hortobagyi et ar**
Letrezol 127 147
Everaimus -+ exemestane 89 74 037 (0.27-051) | 043(0.34-0.56) | Moynahan et a®
Exemestane 27 3
Buparlisip + fulvestrant 32 0.81(0.56-1.17) | 1.12(0.83-1.50) | Campone et aP®
Fulvestrant 7
a
&
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CONCLUSIONES

A La mutacion en PI3K es una via accionable de gran interés en cancer de mama, (
un potencial beneficio en combinacion con tratamiento endocrinG@K

A Existe beneficio de combinacion tevolisibcon fulvestranty palbocicliben
primera linea RH+ HERnegativo con resistencia secundaria a hormonoterapia,
permitiendo incrementar tiempo de respuesta@DK retraso a inicio de
guimioterapia y SG.

A La via PI3K puede ofrecer nuevas opciones terapéuticas que persiguen favorecer
desescalada terapéutica, mantenimiento, calidad de vida y supervivencia de
diferentes escenarios del cancer de mama.
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