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INH CICLINAS. MECANISMO DE ACCION

Mitogenic signals (e.g. RTK, PI3K)

CCND! e Y ral T

ERa

Cyclin
proteases

RB-E2F gene expression programme:
* Cell cycle: CCNA2, CCNE1,
CCNB1, CDK2 and CDK1
* Replication: MCM2, MCM3,
MCM5, MCM7, CDT1 and CDC6
* Mitosis: CDC20, PLK1, MAD2L1 and

Asghar et al, Nat Rev Drug 2015
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i
Primary endocrine Secondary endocrine Endocrine sensitive P 80 ' _
tsistant cohort (1 = 72) resistant cohort (n = 207) cohort (n = 214) --- Endocrino sensible
(Continee rom previous pge) < --- Resistencia secundaria
Metastatic ste w3 | F 60 --- Resistencia primaria
Brn 6634 14 (68%) 87 -
Lr 3 (458 65 (14%) 47 020) = ”
Lung 707%) 29 (140%) 3 (16.8%) §
Boe 2 (3474) 8139:1%) 100 (467%)
Other 1(14%) 18 B74) 2 (108%) 20
bt L~
0 i T 1 1 1 Ll 1 1 1 1 1 1
0 12 24 36 48 60 72 84 % 108 120

Time (months)

|— 1ER — 2ER — ES|
1ER 72(0) 54(5) 34(12) 20(14) 10(18) 7(20) 4(23) 2(23) 2(23) 0(25)
2ER  207(0) 137(22) 97(37) 66(52) 40(64) 23(70) 16(71) 11(73) 8(74) 4(75) 475)
ES 214(0) 147(27)  107(49) 77(64) 48(79) 28(87) 19(94) 11(97) 5(98) 3(99) 2(100)

- mOS was 27.2, 38.4 and 43.2 months, in patients with 1ER, 2ER and ES breast cancer, respectively (p = 0.03) Lambertini et al. Eclinical Medicine 2023
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Integrative molecular classification

Data generation

Mutation RNA-seq

n=512 n =569
CNA Proteomics

n=527 n=182

Metabolomics

Polar metabolome
n=384

Lipidome
n=2384

Digital pathology
n=421

10X Genomics
n=9

Integrative subtype

Br

RNA-seq

Metabolomics

Prognosis stratification
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51% 37% 36% 37%
1% ([} 35% ||M| [ 38% [ 27%
|

s I
HRD score | | | *kok
PIK3CA
TP53 [| I
GATA3| | I 13% | 10% | I 13% | | 14%
MAP3K1| | 4% | 9% | | 6% | | 14%
AKT1 N | 8% | 15% ! Ul 2% | 4%
ARIDIA| | 5% | 2% | 1 11 8% | 6%
PTEN| || | 7% | | | 5% [ a% | | 6%
ERBB2 | a% || | 5% || | [ 5% || 6%
FGFRI[ || | " [ ||| we [T ] ] 4% 42% 28%
conor| ([ [| [ fe= | | | [1ee (Il I OO ) 19% ||| || 16%
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Mutation CNA

B Missense mutation
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Jin et al. Nature Genetics 2023
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Endocrine sensitive Endocrine resistant
(primary and acquired)
= Abemaciclib + NSAI
> J
MONARCH-3 Endocrine-sensitive Q‘/ . Abemaciclib + Fulvestrant
Placebo + NSAI Endocrine-resistance (ACQUIRED)
MONARCH-2 | “gndocrine-resistance (PRIMARY)
: Palbociclib + letrozole ] fldceho wEdvesirant
PALOMA-2 e 2 Endocrine-resistance (ACQUIRED) ool i
+
Placebo + letrozole | PALOMA-3 Endocrine-resistance (PRIMARY) < T
Ribociclib + letrozole
MONALEESA-2 Endocrine-sensitive R <

Placebo + letrozole

Mixed populations
Endocrine sensitive and resistant
(primary and acquired)

Endocrine-sensitive Ribociclib + NSAIITAM + GOS
MONALEESA-7 | Endocrine-resistance (ACQUIRED) ®<
Endocrine-resistance (PRIMARY) Placebo + + NSAIITAM + GOS
Endocrine-sensitive Ribociclib + Fulvestrant
MONALEESA-3 = Endocrine-resistance (ACQUIRED) R <
Endocrine-resistance (PRIMARY) —-— Placebo + Fulvestrant
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PALOMA-21 1 ~100%
MONARCH-32 1 ~100%
MONALEESA-23 1° ~100%
MONALEESA-74 1 ~70% ~30%
MONALEESAS &2 g (% of pts with second;rys/?f;/;istance not provided)
MONARCH-25 1st& 2nd ~25% ~75%
PALOMA-37 2nd ~21% ~79%

1. Finn NEJM 2016, 4. Triphaty Lancet Oncol 2018

2. GoetzJCO 2017 5. Slamon JCO 2018

3. Hortobagyi NEJM 2016 6. Cristofanilli Lancet Oncol 2016
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INH DE CDK EN LA PACIENTE HORMONOSENSIBLE. SLP

PALOMA-2: Study Design (1008)*

N=666" Priary st
Investigator-assessed PFS

Secondary endpoints
Response, OS, safoty, biomarkers,
patient-reported outcomes

Palbociclib (125 mg
QD, 31 schedule)
+ letrozole
(2.5mg QD)

+ Postmenopausal

+ ER+, HER2- advanced breast
cancer

+ No prior treatment for
advanced disease

+ Al-resistant patients excluded

Stratification factors
~Discase site (visceral, non-visceral)
-Disease-free interval (de novo
metastatic; $12 mo, >12 mo)
~Prior hormonal therapy (yes, no)

2:1 RANDOMIZATION

PFS: Investigator-Assessed
(ITT Population)

PAL + LET (n=444)
Number of events n (%) 184 (44)
Median (95% CI) PFS 248 (22.1, NR)
HR (95% Cl); 1-sided P-value

T 137(62)
14.5 (129, 17.1)
0.58 (0.46, 0.72); P<0.0001

Survival Distribution Function

01234567 8 %10MNRVUISBITHRHNNR2DIUNBTININNIIMN
Progression-Froe Survival, months

MONALEESA-2

Ribociclib (600 mg/day)

+ Postmenopausal Iweeks on/f wegk off

women with HR+/ +
letrozole (2.5 mo/dey)
n=34

HER?- ABC

* No prior therapy for
advanced disease

+ Prior (neo)adjuvant ET;
including TAM, allowed?

* N=668

Stratfied by the presencelabsence of iver
andlor lung metastases

Primary endpoint
+ PFS (locally assessed per
RECIST1.1)

Key secondary endpoint
+ 08

Select secondary endpoints
+ ORR

+ CBR

+ Safety

+ QoL

100
= 80
<
@
o 604
© Ribociclib 3
£ 40 TNy
§ Number of events, n (%) 140 (41.9) 205 (61.4)
(<] 20 | Median PFS, months 253 16.0
a (95% CI) (23.0-30.3)  (13.4-18.2)
Hazard ratio (95% Cl) 0.568 (0.457-0.704)
0 —{ P value 9.63x10*
T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk Time (months)
Ribociclib
+ Letrozole 334 294 277 257 240 227 207 196 188 176 164 132 97 46 17 11 1 0
334 279 265 239 219 196 179 156 138 124 110 93 63 34 10 7 2 O

MONARCH 3: Study Design

- ~ N=4g : 4
{ I bericiciv 150mg 60 [ )
* MR, HER. [T TOL g ( Crman endint
+ Postmenopausal anastrozole: g’ Investiator-assessed PFS
H—— m’w (RSNTRTOITON | secondar encpcint
therapy i the setg ) 08, Response rales, Safely
' m:mg Statfcaon facors:
- Metastatic ste
m&)&wm (visceral, bone only, or other)
+ E0GPS <! -ProcET
\ J (AL, no ET, or other) ‘
» s \. J
per physician's choice: 79.1% recenved leiozole, 19 9°% received anastrozoie
100.0%7
90.0%
80.0%-
70.0%-
S00%1 28.2mo

14.8 mo

Progression-Free Survival (%)

L e A i .

40.0%
30.0% Patients Events
-+~ Abemaciclib + NSAI 328 138
20.0%-| =+~ Placebo + NSAI 165 108
10.0%
0 T T T T T T T T |
(] 4 8 12 16 20 24 28 32 36
Time (months)
Number at risk
Abemaciclib + NSAI 328 272 236 208 181 164 106 40 0 0
Placebo + NSAI 165 126 105 84 66 58 42 7 0 0

Finn NEJM 2016. Hortobagyi Ann Oncol 2018. Johnston ESMO 2022
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PALOMA-2
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36 48 60 72
Time (Month)

HR 0.96

No significant OS benefit

MONALEESA-2

BT (NI D [ | EE -
1 1 —
e Y L B

MONARCH-3

HR 0.76

Significant OS benefit

Finn ASCO 2022. Slamon JCO 2024. Hortobagyi SABCS 2023

-
100
Eventsin 181334 24983
X
8- Vedan 05,0 &9 514 ’
80
8 HR (85% CI) 0.76(0.63-0.83)
% 60 Pralue o ~ 10
3 839mo53y) L
i \\-_L.. L. 66.8 mo (A=13.1)
5 : 53.7 mo
8 T § ‘C'
20 4 30
= Paflents  Events
T T T T T T T T .k .G .3, &, a8 .3 T -] == Abemacicib+NSAI 3z 196 (60%)
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 191 <= Pracevosnsal 165 116 (70%)
o stk Months 9 6 12 1 ]'4 30 3 a2 48 54 @ [ 72 78 L) %0 o 102
. at Time (months)
RIB+LET 334 323 315 305 300 284 270 253 237 220 202 191 180 165 158 150 142 135 125 101 48 8 0 o PO
334 326 316 306 203 283 265 244 222 209 195 183 167 149 139 131 114 104 &4 73 38 6 O
. o . bamaccibeNSAl 326 304 281 26 247 2 M 199 187 174 156 144 13 1" 104
The P value of .004 crossed the prespecified boundary to claim superior efficacy PaciboSA 165 155 MO 138 127 116 104 05 B 73 62 % 51 47 40 ¥

HR 0.80

No significant OS benefit
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MONALEESA-7 Study Design

First Phase 11l trial with a CDK4/6 inhibitor
exclusively in premenopausal patients

Pre/perimenopausal
women® with
HR+/HER2—- ABC

No prior ET for ABC®
= 1 prior CT for ABC

N =672

A
Randomized 1:1

Stratification Factors

= Liver/lung metastasis (yes/no)

* Prior chemotherapy (yes/no)

= Combination partner (NSAI/TAM)

Ribociclib
600 mg
weeks on/1 v

-
NSAIUTAM: + GOS*”

n = 335

Placebo

3 weeks on/1 week off
+

NSAVTAM® + GOS®
n = 337

60% of patients: no prior adjuvant ET
14% of patients: prior chemotherapy for MBC

BT (NI D [ | EE -
I |
e N

- I

Primary endpoint: PFS (investigator-assessed)

100 -
90 -
8 -

Probability of PFS (%)

San Avtono Bresst Carcer Symposam. Decervter 5

ot risk
el s ety X35 301 B4 W4 WS 25 29 M 1% 0
bocumentnin 337 23 2 W W 183 185 1 ™ "4

—

»
5 @ 2 h) 1 0
N 2 13 3 1 0

Overall Survival

*0 e e

Ribockiib + ET
©
- -
Placebo + ET

Oversd Survivel
2

LR
® Ribociclib + ET Placebo + ET
EventN 83335 1097337
»{ Medan OS, mo Not reached 409
HR (95% CI) 0712 (0.535-0.948)
ol Pualve 00973
0 2 4 6 B 10 12 W % W 0 2 M 23 3 0 N M X WO QMM
N of Patants W0 o P Moerns
Mhecuih N5 200 N5 X0 M X0 e 2 M I TN DN M IR T Y M . o n r ] o
e ot XS CE M RN ENEITIAISIY e w n ”» r ? °

* = 29% relative reduction in risk
of death

* The P value of .00973 crossed
the prespecified boundary to
claim superior efficacy

Landmark Analysis

Kaplan-Meler 5

36 months 71.9% 64.9%
42 months 70.2% 46.0%

Hurvitz ASCO 2021. Im et al. NEJM 2019
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100
(95% C19-2-11.0)
_ 8o ~—Fulvestrant plus placebo (n=174)
z
] (95% (135-5.6)
£ |
5 60
g
"
g
g
* 204 HRO46
(95% €1036-0-59;
p<0-0001)
0

Median progression-free survival 4.6 months
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MONALEESA-3 MONARCH-2

~— Fulvestrant plus palbociclib (n=347)
Median progression-free survival 9-5 months

mPFS
Abemaciclib + fulvestrant: 16.4 months
Placebo + fulvestrant: 9.3 months

HR 0.553 (95% Cl, 0.449-0.681)
P<0.001

PFS (%)

Median PFS

20 4 — Ribociclib + fulvestrant: 20.5 months (95% Cl, 18.5 to 23.5 months)
~— Placebo + fulvestrant: 12.8 months (95% Cl, 10.9 to 16.3 months)
Hazard ratio, 0.593 (95% Cl, 0.480 to 0.732); P < .001

T T T L T T T T
0o 1 2 3 4 5 6 7 8
Number at risk
Fulvestrantplus 347 333 281 273 247 244 202 197 91 85 32 23
palbociclib
Fulvestrantplus 174 165 112 105 83 80 59 S8 22 22 13 7
placebo

HR 0.46

PFS benefit

T T T
9 10 1

2 13 14 1 0 2 4 6 8 10 12 14 16 18 20 22 24 2 i

0.

Time (months) § 5 & 5 2 % 1 5 % & %
Time (months)

281 234 171 101 65 32 2
103 80 61 32 13 4 1

1
Progression-free survival (%)

No. at risk:
Ribociclib + fulvestrant 484 403 365 347 324 305 282 259 235
Placebo + fulvestrant 242 195 168 156 144 134

Patients at risk:
Abemaciclib 446 367
Placebo 223 165

155 78 52 13 0
116 106 95 53 27 14 a 0

314

0
123 0

HR 0.59 HR 0.55

PFS benefit

PFS benefit

Cristofanilli Lancet Oncol 2016. Sledge JCO 2017. Slamon JCO 2017
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PALOMA-3 MONALEESA-3 MONARCH-2

100 Palb +F (n=347) 100 No.events  Median (months)
SN S 2082 monihe — Abemaciclib+Fulvestrant 283 45.8
= SN CLN8-8 100 %2 — PiacebotFulvestrant 167 37.25
5 80 HR = 0.784 (95%Cl: 0.644 to 0.955), nominal L0157
z Placebo + Fulvestrant (1= 174) : 80 ( ) p=0
= Median OS = 28.0 months < 807 !
k] 95% C), 235-33.8 X i L
g 60 ® i 60
2 607 i ~
3 g H £ 50 E ed OS 5
"""""""""""""" E st i i
T 404 3 i Events/ Median 05, HR : 2 s‘u?.;u% rates at 5 years
3 = 40 Patients Mo (95%C)  44.5% | 40 -
= T ]
@ Stratified HR = 0,806 g 56 Ribociclib + FULV  222/484 53.7 —_— i 31.1% 2
g 20 - 95% Cl1,0.65-0.99 i
Placebo + FULV 142/242 415 (0.588-0.897) ! 2
Unstratified HR = 0.787 i
95% Cl, 0.64-0.97 o+r-—r—r—rrrrrTr T T T T T T T T T T T T T T T T T 10
0 - : : r T . ; . : r . . r \ 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 i
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 Mos 0 "
Fatinit ot Mk o 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time, mo Ribociclib + FULV 484 470 454 444 436 428 414 402 397 389 374 365 348334 326 310 301 290 285 273 256 245241 233224218 191145 90 S0 20 4 © Time (months)
Patients at risk, n Placebo + FULV 242 233 227 223 218 213 208 200 195 188 185 175 170160 156 149 143 137 133 127 120112107 102 99 96 82 56 29 15 5 1 0 Number at risk
PAL+FUL 347 322 288 250 211 167 149 128 109 84 68 60 54 4 0 :% 32 1198!‘5 :38 :1”43 ’fﬂzg 3% %%6 !,%B 167‘1 15%4 1‘:;4 %6 gg 362 8
PBO+FUL 174 156 138 "7 89 n 58 43 33 27 22 19 17 0

HR 0.80 HR 0.73

No significant OS benefit

Significant OS benefit Significant OS benefit

Cristofanilli Clin Cancer Res 2022. Llombart SABCS 2022. Slamon ASCO 2021
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(NECESITAN TODOS LOS PACIENTES EL INH CDK EN PRIMERA LINEA?

SONI?

First-line Second-line
CDK4/6i CDK4/8i

Events/N 281/524 310/526
Median PFS2, mo 31.0 26.8

PFS2 Hazard Ratio (95% Cl) 0.87 (0.74-1.03)

Pri dpoint Two-sided P-value 0.10
Patients with HR+/HER2- ABC ,_ non-steroidal Al rimary endpoin
+ Pre- and postmenopausalwomen [ACUECIUEZIEY +CDK4lBi | Fulvestrant + PFS after 2 lines (PFS2)

* Moasurable or evaluable discase (1:1)
+ (Neojadjuvant therapy allowed * Secondary endpoints

+ No prior therapy for ABC 5 * Quality of Ife
+ Nowwceral criss y Tonetaroidal Al Fulvestrant + + Overall survival
* N=1050 : CDK4/61 + Cost-effectiveness

First-line CDK4/6i

Second-line CDK4/6i

PFS2 probability
2

30 36
Time (months)

First-line 524 (0) 429 (5) 339 (34) 244 (84) 167 (123) 118 (148) 69 (184) 31 (219) § (239) 0(243)
526 (0) 418 (6) 330 (3%) 225 (76) 164 (108) 115(133) 65 (161) 30 (190) 9 (207) 0(216)

Numbers at risk (censored)

Sonke ASCO 2023
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ks MEJOR QUIMIOTERAPIA O INH GICLINA EN PRIMERA LINEA?

PEARL - Palbociclib Plus ET vs Capecitabine in Al Resistant MBC

Each cohort stratified by country, prior CT for MBC (Y/N), Exemestane 25 mg QD +
prior sensitivity to HT (Y/N), presence of visceral mets| Palbociclib 125 mg QD 3 wks on/1 wk off

28-day cycles
(n=153)

\

Patients with HR+/HER2- MBC,
recurrence on or within 12 mos
of adjuvant NSAI or progression

on or within 1 mo of NSAI
therapy for advanced disease;
< 1line CT for MBC;
no previous capecitabine or

exemestane/fulvestrant for MBC

Cohort 1 (N =296)
Capecitabine 1250 mg/m? BID* 2 wks on/1 wk off
21-day cycles

(n=143)

Fulvestrant 500 mg D1 & 15 of Cycle 1, then once Q28D +
Palbociclib 125 mg QD 3 wks on/1 wk off
28-day cycles

\ |/

= 149
(N =601) Cohort 2 (N = 305) {n=d39)
\ Capecitabine 1250 mg/m? BID* 2 wks on/1 wk off
ESR1 mutational ctDNA analysis 21-day cycles

done before treatment initiation.

* 1000 mg/m? BID if > 70 vrs of age.

Martin. ¢
Cohort 2 >
No. of No. of No. of T i e
o patients events (%) censored (%) (95% CI)
Palbociclib + fulvestrant 149 108 (72.5) 41(27.5) 7.5(5.7-10.9)
g 99 Capecitabine 156 94 (60.3) 62(39.7) 10.0(6.3-12.9)
g 0.8
E 07
E o6
E
2 05
2 o4 Capecitabine
% ool Patbociclib + fulvestrant
E 0.24
0.1 4
0.0 Adjusted hazard ratio (95% CI): 1.13 (0.85-1.50), P = 0.398
0 6 12 18 24 30
Time (months)
Progression-free Survival According to the Intrinsic Breast Cancer Subtypes
Palbociclib plus  Capecitabine
ET
T
Subgroup Events/N (%)  Events/N (%) Hazard ratio [95% C1} P Vaiue
Luminal A 93119 (782) 82173 (726) 099[074:134) —e— 0956
Luminal B 74192 (80.4) 74100 (74.0) 1.11[0.80: 1.53] —— 0542
Luminal A+8 1677211 (79.1) 156213 (732)  1.03[0.83; 1.29) B = 0758
Non-Luminal 1818 (100) 713 (538) 578[221:1571) —_— <0.001
025 0s 1 15 2 3 5 7 20
Paboaicib phus ET Better ‘Capectatne Better

Martin M. Ann Oncol 2021

RIGHT Choice study design

Ribociclib
* Pre-/perimenopausal women 3 2
- HR+/ HER2- ABC (>10% ER+) (600 mg, 3 .'veel;s on/1 week off)
= No prior systemic therapy for ABC
- M ble di per RECIST 1.1 Letrozole g;:rrélai?‘trozole +
= Aggressive disease® g
- Sy ic Vi R1:1
« Rapid disease progression or
impending vi p i Investigators’ choice of
= Markedly symptomatic non- combination CT®
visceral disease ata
Docetaxel + capecitabine
- ECOGPS = 20 Paclitaxel + gemcitabine
= Total bilirubin < 1.5 ULN Capecitabine + vinorelbine
= N=222¢
Stratified by (1) the presence or absence of Tumor imaging evaluation
liver metastases and by (2) DFI® < or 22 years Q6W for 1st 12 weeks, Q8W for

next 32 weeks, then Q12W'*

Hazard Ratio (95% CI)
0.54 (0.36-0.79)

0.87 (0.51-1.47)
0.34 (0.18-0.83)

0.94 (0.32-2.73)
0.52 (0.34-0.78)

0.60 (0.36-1.01)
55 (0.31-0.97)

o.
0.38 (0.18-0.79)
0.71 (0.44-1.15)
o.
0.

(0.24-0.66)
0.47-1.82)

40
92 (
.46 (0.12-17.08)
54 (0.35-0.82)

= 100
2
= 80
a
g 60
=
E 40
3
g 20
g o
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time, months
RIB + ET ComboCT
Subgroup n/N n/N
All patients. 52/112 58/110 ==
Visceral crisis status
Yes 33/61 26/55
No 19/51 32/55 =
Disease free interval =
<2 years 9/13 6/9
22 years 43/99 52/101 ——
Presence of liver metastasis
Yes 29/56 31/57 F
No 23/56 27/53
Age
<40 years 12/32 25/38 ——
240 years 40/80 3372
De novo
Yes 29/71 42/73 ===
No 23/41 16/37
Estrogen receptor status
<50 28 35
=50 47/95 50/95 ===
0.063 0.125 0.25 0.5 1 = 45
Favors RIB + ET Favors Combo CT

Lu Y. SABCS 2022
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¢ CUAL ES EL MEJOR TTO ENDOCRINO EN PRIMERA LINEA EN COMBINACION CON INH CDK*

Progression-Free Survival (PFS)

100
PARSIFAL: Study Design "
r N §=
Key inclusion criteria: Fulvestrant é Median PFS (months)
1. ER/PR[+]/HER2[-] MBC 500mg IM, on Days 1, 14, 29 & mont Fos| F+P:31.4 (95%CI: 24.4-44.2)
2. No prior therapy for Treatment L+P: 34.5 (95%Cl: 27.6-44.9)
advanced disease + until Hazard ratio: 1.00 (95%Cl: 0.78-1.29), p=0.985
3. Postmenopausal or Palbociclib progressive g 72 7 % o % 7 P %
premenopausal® 125mg PO, once daly, 3 weekson, 1 week o disease per s Time (months)
4. Endocrine sensitive criteria: investigator '
* Relapse >12 months N = 486 Randomization (1:1) S N N " ; ' '
"om the end O' or P 192 152 110 7 58 4% 33 5 0
endocrine therapy; or
* Endocrine naive Letrozole intolerabl
o J 2.5mg PO, once d:dy. continuously "t:xfc';y e Overall Survival (0OS)

Stratification factors:
* Visceral involvement (N/Y)
* “de novo"[recurrent

Palbociclib
125mg PO, onceo dolly, 3 weeks on, 1 week off

75

Median OS (months)
| F+P:68.5 (95%Cl: 54.3-81.6
L+P: 61.9 (95%Cl: 55.7-71.3)
Hazard ratio: 0.94 (95%Cl: 0.72-1.23), p=0.635

0 12 24 36 48 60 72 84 96

Overall survival (%)
g

Time (months)
Patients at risk, n(%)

FeP 197 184 166 151 123 100 56 9 0

Llombart . ASCO 2020

P 192 183 163 142 21 92 49 7 0
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MECANISMOS DE RESISTENGIA A INH GDK
\

HER2/HER2 Endocrine-Independent
SRR transcriptomal activity of the
ER-Pathway

Loss of ER

Estrogen

@

an Alterations at ESR1 gene
TANMAY AVAN AV

m ER target gene transcription

ESR1
Chr6 C_OCID

Vil TN

ESR1 [n!ln?[ 03 [ed T eS| o6 [o7]e8]ed] @10 ‘
ERa (wild type)/[ AF1 | OBD [Hinge| LBD/AF2 ]

Modified from Di Cosimo. Nature Rev Clin Oncol 2009
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MANTENER EL MISMO CDK Y CAMBIAR EL TTO ENDOCRING

PACE: Fulvestrant + Palbociclib After Progression on

PALNERA: Stady Design McTessesess) CDK4/6i and ET in HR+/HER- MBC

* Mylticonter, randomided, open-tebel phase 11 study (dats cutoft iy 2022)
Key Egioiity Criveria e s by e 80 7 Mo
|1 Patents v WO JHERGE | ARC®
Ll Paloce 1 Treatmant
X ’(E‘:‘uln:-) anr ':-:d s ASuRTwInhA-VEID-A00
Derett o progresaive progresonon{DL/é wa
Giveare. ETwan 2 mo S0 onpricrex;
2 mmumnma waaccoptable 12 prior Mas ol €7 e MSC
Destment bt 0 more Pan 12 roxscity, 1o fulvesrant eponse.
Ot howng Compieton 5 33 price CT for MeC
\s N Oy pror Weatrert tor ABC o =225
study
| Swautcation Fackes JeNGT-
* Prioe €T (vestont o» Als)
© N Of SO (RGO L PON YRCER) N J
A

PACE: PFS (Primary Endpoint)

Primary Objective: Investigator-assessed PFS (ITT Population)

100 4
100 Medun foliow-up of 13.2 months, 158 events
fvets, o % 35 t 1)
,,3 20 4 mPFS, mo 190% O) 456539 8102-107) 43182
'5 75 mPFS (mo) 6-moPFS  12-moPFS MR P30S0 111 (0.7¢-156) 0751047-1.29) -
5 ET+ Pulbocicid 49 21% 124% Pz 42 Pz 23
Bl
g, ET 36 29.1% 123% £ 01 GmoPPS. % 00 508 Q39
§ ¢ DrobS % 131 355 15
2 HR 0.84 (95% CI, 0.66-1.07) %0
g‘ 25 2 sided P = 0,149 :
! FePea
X v 201 : F
0 6 12 18 24 30 1
Time (months) I M Fe+P
Patents at end_ 0 (% 0 1
FTPtecss 138 (%20) Q0% ne @ am en L ! ! g g fO fZ 1" 16 fs
LA SRRl "ie “an 20 " on

D e s W Tt e T w0 e e M S W e tes e L Pt S

Llombart ASCO 2023 Mayer SABCS 2022
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CAMBIAR EL INH GDK Y EL TTO ENDOCRINO

MAINTAIN study

Key Entry Criteria
* Men or Women age > 18 yrs
« ER and/or PR > 1%, HER2- MBC
* Progression on ET + any COK 4/6 inhibitor
* < 1line of chemotherapy for MBC

()

Arm 1
Ribociclib + Switch
Endocrine Therapy*

1:1

Or Nor

*PSOor1
* Postmenopausal
* GnRH agonist alowed if

Arm 2
Placebo + Switch
Endocrine Therapy*

N=120

Primary Endpoint
« Progression free sunvival

« Overall response rate
« Cinical benefit rate

« Safety

* Tumor and blood

« Locally assessed per
RECIST 1.1

-

premenopausal
« Stable brain metastases allowed

s, including
circutating tumor DNA

Primary Endpoint: Progression Free Survival (PFS)

3 o = Placebo =+ Ribociclib
E Placebo+ Ribociclib
‘3 0.751 ET(n=59) +ET(n=60)
H HR=0.57 (95% CI: 0.39-0.95), p=0.006 Median: 276 5.29
T 95% Cl (months) | (2.66-3.25) | (3.02-8.12)
- 0.501
o
@
@ 0.251
§
o‘m. v . v v -
0 6 12 18 24 30
Placeboq{ 59 13 4 1 1 1
Ribociclib{ 60 21 1 5 3 2
0 6 12 18 24 30

Time from Randomization (months)

postMONARCH Study Design
4 Evabilty s

HR+, HER2- ABC

Men & Pre/post menopausal women

Prior Therapy:

+ ABC: Disease progression on
CDK4/6i + Al as initial therapy

+ Adjuvant: Disease recurrence
on/after COK4/6i + ET

kNoothotmempyforABc

e/

Abemaciclib + Fulvestrant

Placebo + Fulvestrant

Primary Endpoint:
Investigator-Assessed PFS

Secondary Endpoints:

OS, PFS by BICR, ORR,
CBR, DCR, DoR, Safety, PK
& PRO

Stratification Factors:

« Duration of prior CDK4/6i
* Visceral metastases

« Geographic region

Primary Analysis: Abemaciclib Improved Investigator-Assessed PFS

100
Abemaciclib + Placebo +
g %0 Fulvestrant (N = 182) Fulvestrant (N = 186)
3 w0 Events 17 141
g 5 Median (95% Cl); 6.0 5.3
« .month PFS rate months 56~8.6 3.7-56
gw 50% HR (95% C); 0.73 (0.57 - 0.95)
L s nominal p 0.02
S
g 40
g » ‘
£ I
20 |
I
10 |
I
0
3 6 9 12 15 18 21
Number at Risk Time (months)
— 182 124 0 e 21 9 2 0o
— 108 14 © 47 "7 7 3 0
[ Abemaciclib led to 27% reduction in the risk of developing PFS event ]
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INGIDENCIA DE LA MUTACION DE ESRTEN PAG CON RESISTENCIA ENDOGRINA

Tumor characteristics

Timing of test

Test (sample)

ESR1m frequency

N, ESR1m/total

Reference

MONARCH 3

Endocrine-therapy-naive
HR+/HER2- ABC treated
with 1L Al
monotherapy (control
arm)

End of 1L Al treatment

NGS (plasma)

31%

NR

Goetz, ASCO 2020]

EMERALD

One or two previous lines
of endocrine therapy, at
least one in combination

with CDK4/6i

Start of 2L or 3L treatment

NGS (plasma)

48%

228/477

Bidard, JCO 2022

GuardantINFORM
database

At least one previous Al
therapy

Post-Al therapy

NGS (plasma)

31%

2044/6541

Hanna, SABCS 2020

SoFEA/EFECT

HR+ mBC that had
progressed on previous Al
monotherapy

Start of 2L treatment

ddPCR (plasma)

30%

151/383

Turner, CCR 2020

BOLERO-2

HR+ ABC that had
progressed on previous Al
monotherapy

Start of 2L or 3L treatment

ddPCR (plasma)

29%

156/541

Chandarlapaty, JAMA
Oncol 2016

PEARL

Al-resistant HR+/HER2-
mBC

Start of 2L or 3L treatment

ddPCR (plasma)

29%

164/557

Martin, Ann Oncol 2021

PALOMA-3

HR+/HER2- mBC that had
relapsed or progressed on
previous Al or tamoxifen
monotherapy

Start of 2L or 3L treatment

ddPCR (plasma)

26%

114/445

O'Leary, Nat Comm 2018

Turner. Future Oncol 2023
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CAMBIAR EL TRATAMIENTO ENDOCRINO

—— Fulvestrant and palbociclib
—— Aromatase inhibitor and palbociclib
Stratified hazard ratio 0-61 (95% Cl

: § -§ : ;§ a 043-0-86); log-rank test: p=0-0040
) oo e s of 24 e
| bESR1,, . detection =5 & § 40
: at inclusion / 1 month / then g2months : %
-

1-
¥
Iy
I
I
Iy
I
I
Iy
I
I
Iy
|
¥
(i
I
I
I
I
I
I
I
I
I
I
I
I
Iy
I
I
I
I
:l
i

=3

|

|

|

|

|

J

° 3

Al + palbociclib

T T T
| e, 0 3 6 5 12 5 18
|

Time since randomisation (months)

Step #2

If rising bESR1,,,
and no synchronous PD

(optional) (number censored)
Fulvestrant and palbociclib 88 (0) 78 (5) 57(11) 46 (13) 32(17) 17 (19) 12 (20)
Aromatase inhibitor and palbociclib 84 (1) 58(2) 36 (4) 25(4) 17 (6) 12(7) 10(8)

Progression

Ful + palbociclib

|
|
|
: Step #3 Number at risk
|
|
|

Figure 2: Progression-free survival in the second step, by treatment group (co-primary endpoint)
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COMBINAR INH CDK

INAVO120 study design

Key eligibility criteria
| Enrichment of patients with poor prognosis:
le PIK3CA-mutated, HR+, HER2- ABC by central
I CtDNA* or local tissue/ctDNA test
l'e Measurable disease
le Progression during/within 12 months of
! _ adjuvant ET completion

® No prior therapy for ABC

L ® Fasting glucose <126 mg/dL and HbA,; <6.0%

Stratification factors:

® Visceral Disease (Yes vs. No)

® Endocrine Resistance (Primary vs. Secondary)f

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

Enrolment period: December 2019 to September 2023

SR
Inavolisib (9 mg QD PO)

+ palbociclib (125 mg PO QD D1-D21) a

+ fulvestrant (500 mg C1D1/15 and Q4W)** ;t' 2

Until PD 2 g

or toxicity E ]

Placebo (PO QD) 20

+ palbociclib (125 mg PO QD D1-D21) g

+ fulvestrant (500 mg C1D1/15 and Q4W)**

—/

Endpoints
® Primary: PFS by Investigator
¢ Secondary: 0St, ORR, BOR, CBR, DOR, PROs

INH PISKGA +

IE

6-m9nth 12-m9nth 18-m9nth Inavo+Palbo+Fulv Pbo+Palbo+Fulv
o0 ! : ' (n=161) (n=164)
82/9% No. of events, n (%) 82 (50.9) 113 (68.9)
! Median (95% Cl), mo 15.0(11.3,205)  7.3(5.6,9.3)
751 i Stratified hazard ratio (95% Cl) 0.43 (0.32, 0.59)
- 55.9% p<0.0001
9 i
@ 50
o
PEY = Inavo+PaIbo+|jfuIv ] '
— Pbo+Palbo+Fulv H \
+ Censored | ! '
0l— . . . . . . . . . . . .
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 11 92 66 48 41 3 22 13 1 5 1
Pbo+Palbo+Fulv %4 13 77 5 40 23 19 16 12 6 3 1 21.3 months
Inavo+Palbo Pbo+Palbo
" +Fulv (n=161) _ +Fulv (n=164)
6'"'°":h Formtonmh: 18wt No. of events, n (%) 42 (26.1) 55 (33.5)
100 97.3% 85.9% : Median (95% Cl), mo  NE (27.3,NE) 31.1(22.3, NE)
v Lt Stratified Hazard 0.64 (0.43,0.97)
Mg 73.1% Ratio (95% CI) p=0.0338
75 89.9% :
9
o 50 i
o 1
25 i — Inavo+Palbo+Fulv
! — Pbo+Palbo+Fulv
' + Censored
0— - - : - : - - - : . . . . .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
" ; Time (mo)
Patients at risk:
Inavo+Palbo+Fulv 161 143 127 114 101 85 69 56 38 26 17 8 4 1 1 Median fo||ow-up;
Pbo+Palbo+Fulv 164 139 120 98 87 72 6 52 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

Juric. ASCO 2024
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PATIENTS WHO DON’T BENEFIT FROM CDK4/6 INHIBITORS
patients without Early Post-progression Survival by PFS duration
clinical benefit  progressors (< 6, 6 - 12, and 212 months) for progressing patients
v (n=229)
Al-naive 100
PALOMA2 15% NR £
MONARCH 3 22% 4% : N i 1 Pl oy gl
MONALEESA2 20% 6% % . et
Al-pretreated :
PALOMA3 33% 17% -
3 A - A
MONARCH 2 28% 9% "l.
Al-naive and 0 ’ ) - ,::d.,m.za(.m (m::hs) : h
Al-pretreated —1P5:tll1e0'::s ) ri?:(::»%) 78 (49) 43 (27) 15(9) 4(3) 0(0)
MONALEESA 3 30% 10% - 36 (100) 22(61) 13 (36) 9(25) 2[T 0(0) 0(0)
MONALEESA7 21% 7% TEmeomme o
Median OS post-progression:
212: 27 mo. (95%Cl: 24.1-31.1)
<12 to 26: 19.2 mo.(95%Cl: 8.6-24.5)
<6: 18 mo. (95%Cl: 8.6-24.7)

Llombart-Cussac, et al. SABCS 2023
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CAMBIOS EN EL PERFIL MUTAGIONAL ANTES Y DESPUES DE CICLINAS

A

Patients (%)
2 ¥ ¥

ot t
PIKICA TPS3 EGFR FGFR1

GENOMIC LANDSCAPE OF AI-NAIVE PATIENTS

Monarch 3
= CNA
= INDEL
- SNV
= Matplo

NF1 GATA3 uYyc CCND1 ESR1

Frequency of gene alterations at baseline

>

Patients (%)

&

w
o
1

Monarch3

— Abemaciclib + NSAI
(MONARCH 3; N=131)

- Placebo + NSAI
(MONARCH 3; N=79)

Clin Cancer Res 2024




| JORNADA TRASLACIONAL  fSfcziaee
DE ONCOLOGIA DE PRECISION: - oe eseeaoce ces

ACQUISITION OF RB1 MUTATIONS IN 10% TUMORS

RB1-ALTERED PDXS ARE SENSITIVE TO CDK4/61 PLUS PI3KI

Relative Tumor Volume

PDX244LR#18R
RB1 mut

0O 10 20 3040506070

Days of treatment

Vehicle

Ribociclib 75mg/k 6 IW
Fulvestrant 10mg 2 IW + Ribociclib
Alpelisib 35mg/k 6IW + Ribociclib

Fulvestrant + Ribociclib + Alpelisib
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NUEVOS AGENTES

PHASE | OF A CDK2/4/6 INHIBITOR: PF-3600 CDK7 REGULATES CDK4/6 ACTIVATION: SAMURACICLIB (CT7001)

Figure 2: PD biomarker modulation in tumor biopsy tissues following PF-3600 treatment

mmm— T e ST *  Phase 1/2 in combination with fulvestrant
- ; *  HR+BC, post CDK4/6i
T | ki A5 * CBRof39%
:‘é” "l «  ctDNA analysis: p53-WT
L e » FDAfast track designation Aug'21
*  Ongoing combination with SERD (elacestrant

Figure 3: Best percentage change from baseline in tumor size in patients treated with single-agent PF-3600 or i
PF-3600 plus fulvestrant (n=46)

Best Change from Baseline (%)

!

i

§

#

§

¢

i
i
i
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§
i
]
]
i
i
i
i
' 44

L

Hower et al, ESMO 2021
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CONCLUSIONES

» El cancer de mama metastasico RH+/HER?2- se clasifica en Hormonosensible y
hormonorresistente en base a un consenso de expertos pero existen tanto caracteristicas
biolégicas como gendmicas que corroboran esta clasificacion y confiere distinto pronostico .

« Larebiopsia de la enfermedad metastasica puede identificar un subgrupo de pacientes que no
se beneficiaran de ciclinas.

 Los inhibidores de ciclinas son el tratamiento estandar de la enfermedad tanto hormonosensible
como hormonoresistente.

« Es fundamental realizar un estudio molecular a la progresion a ciclinas para identificar posibles
mecanismos de resistencias y determinar la segunda linea de forma mas precisa

* Un 10% de las pacientes tienen resistencia primaria a inh de ciclinas . Es importante descifrar
estos mecanismos de resistencia primaria y obtener mejores vias de aproximacion terapéutica.



GRACIAS!

| JORNADA TRASLACIONAL ~ Agigssee
DE ONCOLOGIA DE PRECISION: 5kt s

T A (EEEENE D I I EEEENIEEE e [ EE I
I 1 W | SN S 1 BN (| I 1 I
[ | U | DN BN | D Bl B



	Diapositiva 1: INHIBIDORES DE CICLINAS EN CANCER DE MAMA METASTASICO
	Diapositiva 2: INH CICLINAS. MECANISMO DE ACCION 
	Diapositiva 3: INTRODUCCION
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6
	Diapositiva 7
	Diapositiva 8: INH de CDK en la paciente hormonosensible. SLP
	Diapositiva 9: INH DE CDK EN PACIENTES hormonosensibles. sg
	Diapositiva 10
	Diapositiva 11: INH CDK en Poblacion hormonoresistente. SLP
	Diapositiva 12: INH CDK En poblacion hormonoresistente. SG
	Diapositiva 13: ¿NECEsITAN TODOS LOS PACIENTES EL INH CDK en primera línea?
	Diapositiva 14: ¿ES MEJOR QUIMIOTERAPIA O INH CICLINA EN PRIMERA LINEA?
	Diapositiva 15: ¿ CUAL ES EL MEJOR TTO ENDOCRINO EN PRIMERA LINEA EN COMBINACION CON INH CDK?
	Diapositiva 16: MECANISMOS DE RESISTENCIA A INH CDK
	Diapositiva 17: MANTENER EL MISMO CDK  y CAMBIAR EL TTO endocrino
	Diapositiva 18: CAMBIAR el  INH CDK y el tto endocrino  
	Diapositiva 19: INCIDENCIA DE LA MUTACION DE ESR1 EN PAC CON RESISTENCIA ENDOCRINA
	Diapositiva 20: CAMBIAR EL TRATAMIENTO ENDOCRINO 
	Diapositiva 21: COMBINAR INH CDK + INH PI3KCA + TE
	Diapositiva 22: RESISTENCIA PRIMARIA  A LOS INH CDK
	Diapositiva 23: CAMBIOS EN EL PERFIL MUTACIONAL ANTES Y DESPUES DE CICLINAS
	Diapositiva 24: NUEVOS AGENTES
	Diapositiva 25: CONCLUSIONES
	Diapositiva 26

