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% P motoscs i e Mujer 54 anos postmenopausica,
No antecedentes familiares de interés

CDIG3 RE7/8RP 7/8
Ki 67 20% HER- 1+ Low

ACDDx 4—Px12 CDI G2 RE 6/8 RP 5/8
Mastectomia + LA Ki 67 15% HER- 1+ Low

é¢Podemos individualizar y
optimizar el tto adyuvante?
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ORIGINAL ARTICLE |
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20-Year Risks of Breast-Cancer Recurrence
after Stopping Endocrine Therapy at 5 Years

Cheng. Cancer Epidemiol Biomarkers Prev 2012

Pan H. NEJM Nov 2017
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w 0 2 4 6 8 10 No. at Risk
N4-9 12,333 8,116 2165 259 52
. . . . N1-3 31,936 23,576 7250 949 183
Follow-up Time After Primary Diagnosis of NO 29,925 24,081 8571 1982 414
Breast Cancer (Yr) No. of Events —
annual rate (%)
N4-9 2568 (4.8) 969 (4.0) 121 (3.1) 13 (2.2)
N1-3 3126 (2.2) 1421 (1.9) 241 (1.7) 39 (1.8)
NO 1646 (1.2) 835 (1.1) 272 (1.3) 68 (1.4)
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50 9 N =9885; 1791 events
RR: 0.80 (95% Cl: 0.73-0.88)
40 A
. 10-yr gain: 3.6% (95% Cl: 1.7%-5.4%)
S Log-rank P <.00001
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Primary Endocrine Resistance

Cardoso et al. Ann Oncol 2019

Tratamiento Hormonal

*  Tamoxifeno

* Inhibidores Aromatasa

* Supresion ovarica

* Terapia hormonal extendida

* Identificar pacientes HR+
resistencia Primaria y prevenir o
retrasar recurrencia con terapia
adicional

Early Breast Cancer Trialist Collaborative Group Lancet 2015
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O Individualizar el riesgo de recurrencia

Scores, calculadoras de riesgo
O Personalizacion del tto adyuvante

Plataformas gendmicas para decidir el beneficio de QT y/o duracién y tto hormonal
O Estrategias terapeuticas

Hormonoterapia:
Eleccidon del tto y duracidn del tratamiento

m) Nuevos agentes

Inhibidores de ciclinas

Inhibidores del parp
SERDs
Otros: papel de los ADCs

@
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Clinical and Pharmacologic
Differences of CDK4/6 Inhibitors :

in Breast Cancer .
.

Mridula A. George ", Sadaf Qureshi?, Coral Omene’, Deborah L. Toppmeyer’ .
and Shridar Ganesan'
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MAPK/PI3K-AKT-mTOR signalling

1
1
1
> : L
) i coK 1/2
!
CDK4/6 1
S !
1
1 —_
—)Immcllpﬂon — J : IR
MXOTODDODDODDDI | o, A
= ==
—'_)I S phase genes GO

N’Ny\/%\ufm%ﬂ\

v'  La expresion de ciclina D es estimulada por los
estrégenos

|
T____ PALBOCICLIB
RIBOCICLIB

wemocees e Inhibidores de CDK4/6

La progresion del ciclo celular dep de la hiperfosforilacion de Rb(INACTIVA) y
libera factores de trasnscripcion E2F (ACTIVA EL CICLO CELULAR)

Esto es facilitado por la activaciéon de CDK4/6 mediante la unién de de Ciclina D
La expresién de Ciclina D es estimulada por los estrégenos

Alteraciones gendmicas en cancer pueden activar CDKs

Inhibicién de CDK4/6 lleva a un arresto celular

Inhibicidn continua de CDK4/6 puede llevar a un arresto celular, senescencia y
apoptosis celular.

v" Arresto celular

v" Bloqueando la P de Rb

@
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¢ Existe algun papel para los inhibidores de CDK4/6 en adyuvancia ?

== PENELOPE-B

Risk of First Recurrence After Primary Treatment o .
0.25 - Palbociclib Negativo
o ) Stage [ 1l After neoadjuvant,
E high risk
- 0201 === monarchE
g Abemaciclib Positivo
I 0.151 N High-risk CPR factors, Ki67
Tg i~ N
l \ —
g 0090 \ N mabaciclb
I ~ albocicli .
° Ssa Stage II, Il Negativo
® 0.05 N~
E | — 00— T T T~ - e N ATALEE di
- Ribociclib Pendiente
0 2 4 6 3 10 Stage II, IIl

Follow-up Time After Primary Diagnosis of Breast Cancer
(Yr)
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PENELOPE-B: Palbociclib + ET in HR+/HER2- BC at
High Risk of Relapse After Neoadjuvant Chemotherapy

= Randomized, double-blind, placebo-controlled phase Ill trial

Stratified by age (<50 vs >50 yr), nodal status (ypNO-1 vs ypN2-3), Ki-67
(>15% vs <15%), region (Asia vs non-Asia), and CPS-EG score (<3 vs 2 and ypN+)

Adult patients with confirmed
HR+/HER2- BC with residual

disease after 216 wk of
neoadjuvant CT¥; -—

Surgery *
radiotherapy®

CPS-EG score 23 or
2 with ypN+
(N =1250)

= Primary endpoint:|iDFS

Palbociclib 125 mg QD Days 1-21
28-day cycles x 13
+ ET by local standard
(n=631)

Placebo QD Days 1-21
28-day cycles x 13 +
+ ET by local standard
(n=619)

*Includes 6 wk of taxanes.

Time between locoregional
therapy and randomization:
<16 wk from final surgery or
<10 wk from RT completion.

= Secondary endpoints include: iDFS excluding second primary invasive non-breast cancers,
distant DFS, locoregional RFS, OS, safety, compliance, QoL

Loibl JCO 2021
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PENELOPE-B: iDFS (Primary Endpoint)

2-Yr iDFS

1001
88.3%  3-YriDFS
81.2% 4-Yr iDFS
80 - 73.0%
84.0%
77.7%
72.4%
— 604
S iDFS
E Events, n
= 40 Palbociclib + ET 152
Placebo + ET 156
20 Hazard ratio: 0.93 (95% Cl: 0.74-1.17; P = .525)
+ Censored
. 0 I I I I I 1
Patientsat 12 24 36 48 60 72
Risk, n Mo

= Median f/u: 42.8 mo
= Types of iDFS events

— 74% distant recurrences

— 116 with palbociclib,
111 with placebo

— 16% invasive
locoregional recurrences

— 21 with palbociclib,
27 with placebo

Loibl JCO 2021

f
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PALLAS: Phase Ill Open-Label Study of
Adjuvant Palbociclib + Endocrine Therapy

= Multicenter, open-label, randomized phase Il trial

Stratified by stage (lIA vs 1I1B/Ill), chemotherapy
(ves vs no), age (<50 vs >50 yr), geographic
region (N America vs Europe vs other)

Palbociclib x 2 yr*+

Patients with stage Il-1ll HR+/HER2-
breast cancer; completion of prior
surgery,  CT, RT within 12 mo of
diagnosis or within 6 mo of starting
adjuvant endocrine treatment;
FFPE tumor block submitted \ Endocrine therapy'
(N =5760) (n=2877)

Endocrine therapy’
(n = 2883)

*125 mg QD, 3 wk on/1 wk off TAromatase
inhibitor or tamoxifen £ LHRH agonist.

= Primary endpoint: invasive disease—free survival

Mayer Lancet Oncol 2021
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PALLAS: Primary Endpoint iDFS

iDFS DRFS
100 100
90+ 90— B
804 80—
704 70-
— Palbociclib + ET ET Alone —_ Palbociclib + ET ET Alone
X 60- - X 60
- iDFS 88.2% 88.5% ~ DRFS 89.3% 90.7%
Y 504 L 50-
o Hazard ratio: 0.93 (95% Cl: 0.76-1.15; P = .51) nD: 2 Hazard ratio: 1.00 (95% Cl1 0.79-1.27; P = .9997
= 40+ -
30- Arm Events 304 Arm Events
—— Palbociclib + ET 170 »od ™ Palbociclib + ET 136
200 — 7 181 — ET 135
104 P=.51 10— P =.9997
Hazard ratio: 0.93 (95% Cl: 0.76-1.15) Hazard ratio: 1.00 (95% Cl: 0.79-1.27)
0 T T T T T T 0 T T T T T T
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Mo From Randomization Mo From Randomization

= At a median follow-up of 23.7 mo, no significant difference in either 3-yr iDFS or DRFS was observed

Mayer Lancet Oncol 2021
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monarchE: Adjuvant Abemaciclib + ET in

High-Risk, Node-Positive, HR+/HER2- EBC

2 anos de tto

" |nternational, randomized, open-label phase Ill trial 0O1°: IDFS
. Stratified by prior CT,
ITT Population (Cohorts 1 + 2) menopausal status, region
Women or men with high-risk, Cohort 1 Abemaciclib 150 mg BID up to 2 yr +
node-positive, HR+/HER2- EBC; - 24 positive ALN or 1-3 positive v ET per standard of care of physician’s
prior (neo)adjuvant CT permitted; ALN + histologic grade 3 choice for 5-10 yr as clinically indicated
pre- or postmenopausal; and/or tumor 25 cm (n =2808)
no distant metastasis;
<16 mo from surgery to Cohort 2 o
randomization; €12 wk of 1-3 positive ALN, Ki-67 20% ET-per standard of car-e-of ph-ysuflan s
—_ . choice for 5-10 yr as clinically indicated
ET after last non-ET per central testing, not (n = 2829)
(N = 5637) grade 3, tumor size <5 cm -

* Primary endpoint: iDFS
= Key secondary endpoints: iDFS in Ki-67 high (220%) population, distant RFS, OS, safety,
PRO. PK

Johnston et al. JCO 2020
Johnston et al. Lancet 2023
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monarchE: Baseline Characteristics
High-risk Disease

Ceteash At;le;ggccn'f“nb(;o;ﬂ N=§;2%|,° n e(%)

Number of positive 0 7(0.2) 7(0.2)

lymph nodes 1-3 1119 (39.9) 1143 (40.4) Additional high-risk eligibility BLTREEEEIl ET Alone
>4 1680 (598 1679 (59 3 criteria for patients with 1-3 nodes? il \E7X:{Il: IR C7) N=2829, n (%)

Histological grade Grade 1 209 (7.4) 215 (7.6)
Grade 2 1373 (48.9) 1395 (49.3) Tumor size 25 cm (pathology)? 249 (8.9) 236 (8.3)
Grade 3 1090 (38.8) 1066 (37.7)

Primary tumor size | <20 mm 780 (27.8) 765 (27.0) Tumor size 25 cm (imaging)? ® 152 (5.4) 158 (5.6)

by pathology

following definitive 20 - 50 mm 1369 (48.8) 1419 (50.2)

surgery 50 mm 610 (217) 612 (216) Histologic Grade 32 629 (22.4) 618 (21.8)

Central Ki-67 <20% 953 (33.9) 973 (34.4)
20% 1262 (44.9) 1233 (43.6) Central Ki-67 220% only® 216 (7.7) 237 (8.4)
Unavailable 593 (21.1) 623 (22.0)

Progesterone Positive 2421 (86.2) 2453 (86.7)

receptor status Negative 298 (10.6) 294 (10.4)
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monarchE: Baseline Characteristics

ADe d D
808 %

Age Median (range) 51 (23-89) 51 (22-86)
Age categories <65 years 2371 (84.4) 2416 (85.4)
265 years 437 (15.6) 413 (14.6)
Gender Female 2787 (99.3) 2814 (99.5)

Male 21(0.7) 15 (0.5)
Region? North America/Europe 1470 (52.4) 1479 (52.3)
Asia 574 (20.4) 582 (20.6)

Other 764 (27.2) 768 (27.1)
Menopausal status? Premenopausal 1221 (43.5) 1232 (43.5)
Postmenopausal 1587 (56.5) 1597 (56.5)
Prior treatment? Neoadjuvant chemotherapy 1039 (37.0) 1048 (37.0)
‘ Adjuvant chemotherapy 1642 (58.5) 1647 (58.2)

No chemotherapy 127 (4.5) 134 (4.7)
Baseline ECOG PS 0 2405 (85.7) 2369 (83.8)
1 401 (14.3) 455 (16.1)




g XV SIMPOSIUM
3 BASES BIOLOGICAS DEL CANCER

E INNOVACION TERAPEUTICA

IDFS Benefit in ITT Persists Beyond Completion of Abemaciclib

1001
S 90
= 1001
S 801
2 ' o)
5l © 6.4%
3
604 901
2 Number of IDFS events ° HR O 66
® 507 o | Abemaciclib + ET  ET Alone
g L0 336 499
i'%, 80 HR (95% CI): 0.664 (0.578, 0.762)
o 301 Nominal p < 0.0001
>
@ 204 757
>
E o], I ‘
0 6 12 18 24 30 36 42 48 54 60
0 T T T T T T T T T \
0 6 12 18 24 30 36 42 48 54 60
Number at risk Time (months)
Abemaciclib + ET 2808 2620 2548 2478 2407 2345 2214 1229 521 79 0
ET Alone 2829 2652 2572 2474 2374 2281 2103 1201 512 82 0
33.6% reduction in the risk of developing an IDFS event with an increase in absolute
benefit in IDFS 4-year rates (6.4%) compared to 2-and 3-year IDFS rates (2.8% and 4.8% respectively)

» Follow-up de 4 a, beneficio absoluto en iDFS 6.4%, en todos los subgrupos
» Ki factor prondstico, no predictivo de beneficio a Abemaciclib
» Datos inmaduros de SG, si diferencias numéricas

Johnston SABCS 2022
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

Consistent IDFS Benefit Observed in all Prespecified Subgroups®

Favors Favors

Abemaciclib + ET ET Alone Abemaciclib + ET ET Alone
Interaction
No. Events No. Events HR (85% Cl) p-value

Overall 2808 336 2829 499 —o— 0.664  0.578, 0.762)

Number of Pos. lymph nodes 0.657
13 1118 m 1142 158 —e— 0.709 ( 0.556, 0.904)

49 1107 13 1126 188 —— 0.605 { 0.479, 0.763)
10 or more 575 10 554 i b 0.654 (0.512,0.835)

Histolegic Grade 0.754
Grade 1 209 18 216 23 b * | 0.797 ( 0.430, 1.478)

Grade 2 1377 148 1395 226 —e— 0.654 { 0.532, 0.805)
Grade 3 1086 157 1064 213 —— 0.709 ( 0.577,0.872)

Primary Tumor Size 0.044
<2cm 781 66 767 131 —e— 0.481( 0.358, 0.646)
2.5¢m 1371 177 1419 242 —e— 0.754 (0.621, 0.916)
25¢m 607 86 610 121 —e— 0.689 ( 0.522, 0.908)

Prior Chemotherapy 0.612
Neoadjuvant 1039 170 1048 261 —_ 0.631(0.520, 0.765)

Adjuvant 1642 147 1647 215 —e— 0.678 ( 0.549, 0.836)

Menopausal Status 0.124
Premenopausal 1221 125 1232 205 —e— 0.583 ( 0.466, 0.728)
Postmenopausal 1587 21 1597 294 —o— 0.730( 0.612, 0.871)

Age
365 years 2371 270 2416 414 —o— 0.646 ( 0.554, 0.753) 031
265 years 437 66 413 85 —— 0.767 ( 0.5586, 1.059)

Tumor Stage 0.351
Stage 1A 324 23 353 46 | * | 0.525( 0.318, 0.866)

Stage IIB 392 42 387 47 —— 0.909 ( 0.599, 1.378)
Stage IlIA 1029 104 1026 157 —— 0.655 (0.511,0.839)
Stage IlIC 950 148 963 227 [ 0.626 ( 0.509, 0.770)

B‘;“"“e ECOGPS 2405 277 2360 418 —e— 0.635 ( 0.545, 0.739) 0.088
1 401 59 455 80 —ae— 0.882 ( 0.637, 1.250)

Race
White 1947 236 1978 344 —o— 0.688 (0.583,0.812) 0.337
Aslan 675 71 669 116 —e— 0.574 (0.427,0.771)

All others 146 26 140 & [ - | 0.869 ( 0.516, 1.463)
T 1 T
0.5

1 2
SABCS 2022. Johnston et al. Lancet Oncol. 2023
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Ki-67 is Prognostic, but Not Predictive of Abemaciclib Benefit

1001

95 1

90 1

851

Cohort 1 Ki-67 High

Abemaciclib + ET
— ET alone

80 1

Cohort 1 Ki-67 Low

———

82-4%1 _

Cohort 1*
C1Ki-67 High C1Ki-67 Low
Abemaciclib ET Abemaciclib ET
+ET alone +ET alone
N=1017 N=986 N=946 N=968
IDFS
Number of
events, n 147 224 91 141
HR (95% CI) 0.618 (0.501, 0.762) 0.624 (0.478, 0.814)
DRFS
Number of
events. n 126 193 74 119

HR (95% ClI)
OS (Immature)
Number of
events, n 68 88 39 50
HR (95% CI) 0.733 (0.533, 1.007) 0.772 (0.506, 1.175)

*Ki-67 value was missing in 1203 (23.5%) patients

0.612 (0.488, 0.767) 0.613 (0.458, 0.821)

* 55% Cohorte 1 Ki low

751 - - - Abemaciclib + ET
- = ETalone
BN omaciib Duration |
0 6 12 18 24 30 36

Time (months)

42

48

54

60

[ Within Cohort 1, similar abemaciclib treatment effects were observed regardless of Ki-67 index ]




g XV SIMPOSIUM
BASES BIOLOGICAS DEL CANCER

E INNOVACION TERAPEUTICA LOCATION OF RECURRENCE Abemaciclib + ET ET

N=2808 N=2829
Patients with any disease recurrence, n (%) 215 (7.7) 323 (11.4)

» Distant recurrence 156 (5.6) 245 (8.7)

* Local/regional recurrence 34 (1.2) 54 (1.9)

+ Contralateral recurrence 8(0.3) 12 (0.4)

* Second primary neoplasm* 20 (0.7) 20 (0.7)

DRFS Benefit in ITT Persists Beyond Completion of Abemaciclib
1004

90 1

80 1

704

60 4
50+ Number of DRFS events
851 Abemaciclib + ET  ET Alone
40+ 281 421
20l & HR (95% CI): 0.659 (0.567, 0.767)
75 Nominal p < 0.0001
204

Distant Relapse-Free Survival (%)

104 70 Abemaciclib Duration . : . : . .

0 6 12 18 24 30 36 42 48 54 60

0 T T T T T T T T T J
0 6 12 18 24 30 36 42 48 54 60

Number at risk Time (months)
Abemaciclib + ET 2808 2629 2567 2500 2434 2374 2244 1251 535 81 0
ET Alone 2829 2659 2589 2499 2410 2327 2151 1231 526 85 0

34.1% reduction in the risk of developing a DRFS event with an increase in absolute
benefit in DRFS 4-year rates (5.9%), compared to 2-and 3-year rates (2.5% and 4.1%, respectively)
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Safety Findings Consistent with Previous Analyses

Abemaciclib + ET ET alone
N=2791 (%) N=2800 (%)
= 20% in either arm m G3+ m G2 G1 G1 G2 m G3+
Diarrhea 81 _ ‘ ° Median duration of abemaciclib: 23.7 months.
Fatigue 1 - ‘ 18 Other events of Abemaciclib + ET ET Alone
interest, any grade N=2791, % N =2800, %
Arthralgia 27 . I 38
VTE 2.5 0.7
Neutropenia 46 | 6 PE 1.0 0.1
Leukopenia 38 _ | 7 ILD 3.3 1.3
Abdominal pain 38 - | 10 Abemaciclib dose adjustments due to AEs
= dose holds: 61.7%
Nausea 30 . ‘ ° = dose reductions: 43.6%
Hot flush 15 I | 23 = discontinuations 18.5% [8.9% after dose reduction]
Anemia 25 - ‘ 4
I T 1 1 T T 1 T T 1 1
100 80 60 40 20 0 20 40 60 80 100

* Grado 3/4:49% (neutropenia 19% diarrea 8%)
*  42% reduccion de dosis Johnston et al. JCO 2020
* 18.5% discontinuaciones Johnston et al. Lancet 2023
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monarchE: FACT-B GP5 “Bothered by Treatment Side Effect” at PO Analysis

Percent stacked bar plot of PRO on FACT-B GP5

. 0 - Not at all . .

Abemaciclib+ET 1- Alitdle bit ¢ Overall patient compliance for PROs was
@ n=2688 n=2493 n=2413 n=2283 n=1475 n=651  n=707 2 - Somewhat >90%
£ 100 . .
S Il 3 - Quite a bit . o .
R 4 - Very much . The addition of abemaciclib to ET did not
a8 result in a clinically meaningful difference
S 501 in patients being bothered by treatment-
1= induced side effects
8 25
o .
I3 0. [ ———e— ¢ The S|de_eﬁect§ of treatment“bther”ed

0 3 6 12 18 24 Follow-up most patients (in both arms) “a little” or
. “not at all’

ET Time (months)
,g 100 | N=2684  n=2519 n=2478 n=2317 n=1475  n=670 n=666 ¢ Majority of the patients who experienced
@ diarrhea in the abemaciclib arm reported
E 75 A having diarrhea “a little bit” or “somewhat”
— from 3 months and beyond. In addition,
S 501 this was more frequently reported in the
§ 25 | earlier PRO assessments
P
gf 0 _ — — — — — _‘

0 3 6 12 18 24 Follow-up

Time (months)

Johnston et al. JCO 2020
Johnston et al. Lancet 2023
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éPorqué diferencias en los estudios de adyuvancia con iCDK4/67)

monarchE PALLAS PENELOPE-B
N 5637 5600 1250
CDKi Abemaciclib Palbociclib Palbociclib

2N2 or Anatomic stage 2 or 3 CPS-EG 3 or 2 with ypN+
Eligibility >N1and G3 or T3 (1) (59% N2 or N1 and G3 or
N1 and Ki-67 220% (2) T3)

CDKi duration, mo 24 24 12
Follow-up, mo 19 24 43
2-yr iDFS (change), % 92 vs 89 (3) NR 88 vs 84 (4)
3-yr iDFS (change), % NR 88 vs 89 (-1) 81vs 78 (3)
4-yr iDFS (change), % NR NR 73vs 72 (.6)
DRFS (change), % 94 vs 91 (3) 89 vs 90 (at Yr 3) No difference
Discontinuation rate, % 28 42 20
Discontinuation due to AE, % 17 27 5

Completed therapy, % 72 32 80
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NATALEE: Adjuvant Ribociclib + ET in HR+/HER2- EBC

_ , , 3 anos de tto
* Multicenter, randomized, open-label phase IlI trial

0.
Patients with HR+, HER2- 01¢: IDFS
stage Il (either NO with Ribociclib 400 mg/day (3 wk on/1 wk off) for 3 yr +
grade 2/3 and/or Ki67 ET (letrozole or anastrazole)* for 60 mo +
>20% or N1) or Il EBC; el
pre/postmenopausal
women or men, with or
without prior (neo)adjuvant \
chemotherapy, no distant ET for 60 mo
metastases
(planned N = 4000)
*Treatment may begin up to 1 year before study treatment start
date. "Premenopausal women and men will also receive goserelin
3.6 mg/28 days.
*ASCO 2023

* Primary endpoint: invasive disease-free survival (STEEP criteria)

* Key secondary endpoints: recurrence-free survival, distant DFS, overall survival, patient-reported outcomes,
and pharmacokinetics; safety and tolerability will also be evaluated
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Prevalence of Germline BRCA Mutations Account for a Inhibidores del parp
Small Subset of All Breast Cancer Patients Alteraciones genes de la recombinacién homdloga
Prevalence of - Cuando farmacolégicamente se
gBRCA1/BRCAZ: PARP es un mecanismo de reparacion inhibe PARP, no se repara el dafio

de cadena simple en cadena simple y progresa a

eBC population’ Singlestrand break dafio en cadena doble
6.1% |

PARP inhibitors 1

Total BC Population

(all stages)’

2.7%—6.1%

Total BC Population Double-strand breaks Si hay un defecto en la capacidad
(metastatic ) de reparacion homéloga, la inhibicion de
PARP resulta letal

2.7%~4.3%

Si el mecanismo
de reparacion esta intacto

5 Repair by No homologous
se reparara la doble cadena homologous recombination
TNBC Popul atlf‘ n y la célula sobrevive recombination No repair
(all st ages)’ DNA repaired
9.3%-15.4%
Cell survival Cell death DNA repaired

* Up to 16% of all male breast cancers have BRCA mutations*
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OlympiA: Study Design

Men and women with
gBRCA1/2-mutated, HER2-,
high-risk-primary-BEcomplete
definitive local tx and 26 cycles
of (neo)adjuvant CT containing
anthracyclines and/or taxanes;
ECOG PS0/1

(N =1836) -_—

=  Primary endpoint: iDFS

Stratified by HR status (HR+ vs TNBC), prior CT (neoadjuvant
vs adjuvant), prior platinum-based CT (yes vs no)

TNBC Subgroup
Prior neoadjuvant tx: no pCR
Prior adjuvant tx: 2 pN1 or 2 pT2
(n = 1509%)

HR+/HER2- BC Subgroup

Prior neoadjuvant tx: no pCR and
CPS + EG score >37

Prior adjuvant tx: 24 LN+

(n =325)

= Secondary endpoints: distant DFS, OS, safety

*Excluded n = 2 (both in olaparib arm) due to unconfirmed HER2- status.
*Staging system for BC-specific survival after neoadjuvant tx incorporating
pretreatment clinical stage, ER status, nuclear grade, pathologic stage (range: 0-6).

Olaparib

300 mg BID for 1 yr
(n=921)

Placebo

BID for 1 yr
(n=915)

1 aifo de tto
0O12: iDFS

Prespecified interim analysis of international, randomized, double-blind phase Il trial (data cutoff: Mar 27, 2020)

Criterios de
estratificacion:

. HR

* QT neo/ady

*  Platino previo

Tutt et al NEJM 2021
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CPS + EG es un sistema que proporciona una herramienta prondstica en cancer de mama precoz

o CPS+ EG categorizacién prondstica de pacientes con cancer de mama tras QT NEO versus el estadiaje clinico o
patoldgico solo

o Incorpora: estadiaje clinico, estadiaje patolodgico, RE y grado nuclear

Bt m

Clinical Stage 0
1A
1B
A
1B
nc

Pathologic Stage 0
|

1A

1B

A

1B

lc

CPS+ EG>oiguala3

NRFRP PR R OO NNRFEP P OO

Receptor status ER receptor-
negative

Nuclear grade Nuclear 1
grade 3

Total score

(0-6) Mittendorf EA et al. J Clin Oncol. 2011.
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Baseline characteristics

Age — years, median (interquartile range), years

Female, n (%)

BRCA gene affected in germline, n (%)
BRCA1
BRCA2
BRCA1 & BRCA2

Missing
Menopausal status (females only), n (%)

Premenopausal
Postmenopausal

Bilateral invasive breast cancer, n (%)
No
Yes

Olaparib Placebo
n=921 n=915
42 (36-49) 43 (36-50)
919 (99.8) 911 (99.6)
657 (71.3) 670 (73.2)
261 (28.3) 239 (26.1)
2(0.2) 5(0.5)
1(0.1) 1(0.1)
572/919 (62.2) 553/911 (60.7)

347/919 (37.8)

881 (95.7)
40 (4.3)

358/911 (39.3)

888 (97.0)
27 (3.0)

Tutt ANJ et al. N Engl J Med. 2021.
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Baseline characteristics

Prior (neo)adjuvant chemotherapy n (%)
Adjuvant
Neoadjuvant
Anthracycline and taxane regimen
Anthracycline regimen (without taxane)
Taxane regimen (without anthracycline)

(Neo)adjuvant platinum-based chemotherapy n (%)
No
Yes

HR status n (%)°
‘ HR-positive / HER2-negative

TNBCe

Concurrent hormone therapy (HR-positive only) n/N (%)

27 mnkiante in tha Alnaavih aem and 1E nakianks in tha alacakha ~ves racaivind lace than £ ~

Olaparib Placebo
n=921 n=915
461 (50.1) 455 (49.7)
460 (49.9) 460 (50.3)
871 (94.6) 849 (92.8)
7(0.8) 13 (1.4)

43 (4.7) 52(5.7)
674 (73.2) 677 (74.0)
247 (26.8) 238 (26.0)
168 (18.2) 157 (17.2) 18%
751 (81.5) 758 (82.8)

146/168 (86.9) 142/157 (90.4)

wimlan ~f lanmladiiniant chamatharane Dasiman fav 1 natinmte in tha alanabha v s aak
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OlympiA: Invasive Disease-Free Survival (ITT)

Patients (%)

100

93.3 89.2

K 85.9
80- 88.4 s e 8.8%
) 77.1
Events, n 3-Yr iDFS, % Difference, %
a0d — Olaparib 106 85.9 a8
— Placebo 178 77.1
204 stratified HR for Invasive Disease/Death:
0.58 (99.5% Cl: 0.41-0.82; P <.001)
0 L L L] L L L L
0 6 12 18 24 30 36 42
Mo
No. Events/Patients 3-Yr iDFS, % Stratified HR for Invasive Disease or
Subgroup by Olaparib Placebo  Olaparib Placebo Death (95% Cl)
HR Status I
HR+/HER2- 19/168 25/157 83.5 77.2 0.70 (0.38-1.27
TNBC 87/751 153/758 86.1 76.9 + 0.56 (0.43-0.73)
025 050 075 1.00 125
* Olaparib Better Placebo Bette;

Tutt et al NEJM 2021
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A consistent benefit was seen across all IDFS subgroups

. Stratified hazard ratio for invasive P value for
Subgroup Olaparib Placebo R X .
disease-free survival (95% Cl) heterogeneity
No. of patients with an invasive-
disease event/total no.
1
1
All patients 134 /921 207 /915 —il— ! 0.628 (0.504, 0.779) NA
1
1
Prior chemo i
Adjuvant 46 / 461 75 / 455 [: ' 0.618 (0.425, 0.888) 0.977
Neoadjuvant 88 /460 132 /460 ' 0.622 (0.473, 0.813)
1
1
Prior platinu :
Yes 42 /247 51/238 i 0.791 (0.523, 1.187) 0.197
No 92 /674 156 / 677 —— ] 0.575 (0.443, 0.742)
1
CoRsmus i
R-pesitive/HER2-negative 25/ 168 34 /157 : 0.680 (0.402, 1.134) 0.754
TNBC 109 /751 173 /758 —i— ! 0.620 (0.487, 0.787)
1
BRCA i
BRCA1 83 /579 149 /588 —— : 0.533 (0.406, 0.695) 0.615
BRCA2 34 /235 44 /216 ' 0.693 (0.440, 1.082) ’
BRCA1 and BRCA2 0/2 0/3 i NC
1
T T T I T
9.25 0.50 0.75 1.0

0 1.25

Favours olaparib Favours placebo
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OlympiA: Type of First iDFS Event

Type of First iDFS Event, n (%)* Olaparib (n = 921) Placebo (n = 915)
Patients with first iDFS event 106 (11.5) 178 (19.5)
Distant recurrence 72 (7.8) 120 (13.1)

= Distant CNS recurrence 22 (2.4) 36 (3.9)

= Distant excluding CNS recurrence 50 (5.4) 84 (9.2)
Regional (ipsilateral) recurrence 6 (0.7) 14 (1.5)
Local (ipsilateral) recurrence 7 (0.8) 11 (1.2)
Contralateral invasive breast cancer 8(0.9) 12 (1.3)
Second primary nonbreast malignancies? 11(1.2) 21 (2.3)

= Ovarian 1(0.1) 4(0.4)

= Peritoneal 0 0

= Fallopian tube 1(0.1) 4(0.4)

= Other 9(1.0) 13 (1.4)
Deaths without a prior iDFS event* 2 (0.2) 0

*1 due to cardiac arrest, 1 with unknown cause.?
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OlympiA: Overall Survival (IA2; Updated in 2022)

98.0
95.0
100 — — 92.8 89.8
. — ° 0,
20- 92.8 o1 oos 3.4%
. * HRO0.68
X
8 a0 ~ Olaparib (75 deaths, 70 due to breast cancer)
— Placebo (109 deaths, 103 due to breast cancer)
204 Stratified HR: 0.68 (98.5% Cl: 0.47-0.91)
P =.009 crossed significance boundary of .015
0 L L L L L L L L] 1
0 6 12 18 24 30 36 42 48 54
Mo
No. Deaths/Patients Stratified HR for OS (95% ClI) P Value for
Subgroup by Olaparib Placebo Heterogeneity
HR Status
HR+/HER2- 16/168 17/157 » 0.897(0.449-1.784) .381
TNBC 59/751  92/758 | E— 0.640 (0.459-0.884)

025 050 075 1.00 1.25

Favors Olaparib Favors Placebo

Tutt ESMO 2022



OlympiA: Safety, Second Interim Analysis

Olaparib Placebo
()
Safety Outcome, n (%) (n =911) (n = 904)
Any AE 836 (91.8) 758 (83.8)
Serious AE 79 (8.7) 78 (8.6)
AE of special interest 31(3.4) 51 (5.6)

= MDS/AML 2(0.2) 3(0.3)

= Pneumonitis 9(1.0) 12 (1.3)

= New primary malignancy ) 36(40)
Grade 23 AE 223 (24.5) 102 (11.3)
Grade 4 AE 17 (1.9) 4(0.4)
AE leading to permanent discontinuation I 98 (10.8) 42 (4.6) I * Anem ia grado 3: 9%

= AEs leading to death: olaparib, n = 1 (cardiac arrest); placebo, n = 2 (AML, ovarian cancer)
Adverse events observed were consistent with other trials of olaparib

AEs of any grade occurring in at least 10% of patients!

« 70% completo el tto ) °'*""""f e ;
* 18% precisd una reduccion de dosis L
* 10% interrumpio por AE vomina e
eadache 20 17 Grade 1
(anemia, nauseas) =7 W e
Neutropenia Bl W I Grade>3’
Leukopenia «[EN M s Grade 1
Decreased appetite 13 |:| Ds - Grade 2
Dysgeusia 12 [ RE Il Grade>3
Dizziness o[ Ol
Arthralgia 10 l:l \_.B
1(;0 7‘5 ;0 2‘5 (; (; 2‘5 5‘0 7‘5 1(‘)0

Adverse events (%)

» Trasfusiones fueron infrecuentes 5.8%, la mayoria requirieron solo 1*



A

. There was no clinically meaningful change in fatigue severity across the

duration of the study
Fatigue was the primary PRO endpoint

Improved

fatigue

Worsened

fatigue

FACIT-Fatigue Score* - Change from baseline

4 4
o 3
2 .
2 = —+
sg ?
s £ I
ag 4 k1 _ A=
% E2 -
&2 - -+ T
E g 0= =
wE € 4
£S 1
g8
=8 ---- Placebo
%5 2
© - I — Olaparib
2
< .
Treatment period
-4
6 months, 12 months 18 months 24 months

Months from randomization

Ganz PA SABCS 2021

Average FACIT-Fatigue scale score

(change from baseline)

Adjuvant
3
2 — —~

£
0 e - —
) ---- Placebo

- - — Olaparib
3

Treatment period
-4
6 months 12 months 18 months 24 months

The clinically meaningful difference in nausea and vomiting with olaparib

vs. placebo was small and resolved after treatment cessation
There was no clinically meaningful change in diarrhoea QoL score between olaparib and placebo

EORTC QLQ-C30 Nausea and Vomiting Score*- Change from baseline

3
Worsened T —_
/ iting
e
I = =
Improved . - "U'I“"""b
— Olapari
nausea/vomiting ‘ Treatment period
° 6 months 12 months 18 months 24 months

Worsened

diarrhoea

Improved

diarrhoea

Months from randomization

EORTC QLQ-C30 diarrhoea Score' -Change from baseline

-~ Placebo
— Olaparib
K
o Treatment period
6 months. 12 months 24 months.

ptom scale score

e)

Average nause:

Average diarthoea symptom scale score

from baseline)

[C

Adjuvant
5
—_
- o~
= ES
~=  Placebo

— Olaparib
s
Treatment period
G months 12 months T8 months 24 months
Months from randomization

. Adjuvant

B

) T T

T
- Placebo

M Treatment period

12 months 18 months.
Months from randomization

6 months
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Setting Elacestrant Giredestrant Amcenestrant Camizestrant Imlunestrant

PhIELIPSE:  Ph Il cOOpERA:
. Ph Il I-SPY EOP:  Ph I SERENA-3:  Ph | EMBER-2:
Neoadjuvant  NCT04797728 NCT04436744 101045379  NCT04588298  NCTO4647487

Completed Completed
Ph 11l
. Ph 11l lidERA: AMEERA-6: Ph 11l EMBER-4:
Adjuvant
NCT04961996 NCT05128773 NCT05514054
Terminated

o Estudios neo/adyuvante
o Mutacion de ESR1< 1% en Tumor primario
o Papel de inicio o secuencial, tras la aparicion de ESR1

McDonell et al. JCO 2021
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SASCIA: Sacituzumab Govitecan in HER2- EBC at
High Relapse Risk After Neoadjuvant CT

= |nternational, open-label, randomized phase Il trial

Stratified by HR status (positive vs negative), ypN vs ypNO

Adults with HER2- primary BC; i
residual invasive disease after ' Sacituzumab govitecan
neoadjuvant CT with high risk of / 10 mg/kg IV on Days 1, 8 Q3W x 8 cycles

recurrence (HR-: any residual

invasive disease >ypT1imi; HR+:
CPS + EG 23 or 2 and ypN+); <16
wk after final surgery or <10 wk \
after completing RT; ECOG PS 0/1
(N =1200)

Physician’s choice of CT* or observation

*Capecitabine or platinum-based CT x 8 cycles.

= Primary endpoint: invasive DFS

= Secondary endpoints: OS, distant DFS, locoregional RFl, invasive DFS and OS in subgroups, safety,
compliance, PROs
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Con la evidencia actual en una paciente Luminal de alto riesgo

v’ 2 estrategias
ABEMACICLIB (+ SLEI) * estudio poblacién luminal

OLAPARIB (+ SLEIl y SG) * estudio que incluyé poblacién luminal
v éCudl es nuestro objetivo en adyuvancia?
v’ Seleccionamos por CRITERIO CLINICO/ BIOMARCADOR

v Duracidn del tratamiento/toxicidad/acceso al tto y al biomarcador/coste
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» X

Question: For gBRCAIm and/or gBRCAZm patients with
HR-positive, HER2-negative, early-stage, and high-risk
breast cancer, should adjuvant olaparib or a cyclin-
dependent kinase (CDK) 4/6 inhibitor be used?

On October 12, 2021, the FDA approved abemaciclib along
with endocrine therapy for adjuvant treatment of patients
with HR-positive, HER2-negative, node-positive, early-
stage breast cancer at high risk of recurrence and a Ki-
67 score = 20%.'® This was based on the monarchk trial, 4
which showed a 3-year iDFS of 88.8% vs 83.4% (hazard
ratio, 0.7, P < .0001) favoring the addition of two years of
adjuvant abemaciclib over standard endocrine therapy
alone. However, the PALLAS® and PENELOPE-B'® trials
failed to show similar benefit with adjuvant palbociclib,
although differences in patient selection, follow-up time,
and CDK 4/6 inhibitors make study comparisons chal-
lenging. Data on the gBRCAIm and/or gBRCAZm status
of the patients enrolled in the monarchE trial are not

CARE DELIVERY

Qand A A New Standard of Care for
Germline BRCAL and/or BRCA2 Mutation

available. Ihe criteria tor olaparib use in gBRCA1Im and/or
gBRCAZm carriers with HR-positive disease were more
restrictive in OlympiA, requiring = 4 involved nodes or
significant tumor burden after neoadjuvant chemotherapy.
Although cross-trial comparison is problematic, the 3-year
iDFS benefit and hazard ratios appear similar in the
OlympiA and monarchkE trials. For gBRCAIm and/or
gBRCAZm carriers who have surgery first and have 1-3
involved nodes, abemaciclib can be considered. For
those with = 4 involved nodes, either olaparib or
abemaciclib is an option with differing toxicity profiles,
which may guide treatment selection. There are no data
combining a CDK 4/6 inhibitor and a PARP inhibitor, al-
though trials are ongoing (ClinicalTrials.gov identifier:
NCT03685331).

.Carriers With Early-Stage Breast Cancer

" Neelam V. Desai, MD'; Dana Zakalik, MD?; Mark R. Somerfield, PhD?; and Nadine M. Tung, MD*

In summary, for patients with gBRCAIm and/or gBRCAZm
and high-risk early stage HER2-negative breast cancer who
meet the OlympiA trial eligibility, addition of adjuvant olaparib
for 1 year is now the new standard of care. Further research
is needed to better define optimal ways to integrate various
targeted therapies to improve patient outcomes.
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é¢Que sabemos de los iCDK4/6 en poblacion mutada?

De la poblacion del Monarch-E: Nada
De estudios de enfermedad M1 luminal:
*Asociacion entre gBRCA?2 y alteraciones RB1 somaticas:

* Pacientes con gBRCA2 pero PFS en 12 linea con iCDK4/6 + HT
» Pacientes con gBRCA1 y PALB2 peor PFS con iCDK4/6 + HT ( Tempus data base)
* En RWD pacientes gBRCA resultados mas pobres con iCDK4/6 y peor SG

Safonov et al SABCS 2021
Lee et al Cancers 2022
Collins et al. Oncol Ther 2021



CASO CLINICO LUMINAL alto riesgo
CONCLUSIONES

Pacientes Luminales de riesgo por criterios clinicos, debemos de pensar estrategia “testing BRCA Sl criterios
OLYMPIA” tenerlas identificadas

Poblacidn seleccionada de alto riesgo, relevancia asociar terapia para disminuir eventos y aumentar SG
individualizando la toxicidad.

2 Estrategias de TTO en poblacién mutada: * No tenemos datos de poblacion mutada del estudio MONARCH-E
1-3 ganglios con Criterios de Riesgo: ABEMACICLIB

>4 ganglios: ABEMA o OLAPARIB, diferentes toxicidades, SLEi, SLEi/SG
o No tenemos datos de la combinacion OLAPA+ INHB CDK4/6 estudios en marcha

gBRCA Wild-Type gBRCA Mutated
Tamoxifeno o IA+/-SO+ Tamoxifeno o I1A+/-SO+ Olaparib
Abemaciclib * Considerar empezar HT+Abema tras completar
Olaparib




La verdadera ciencia ensefa, por encima de
todo, a dudar y a ser ignorante.

(Miguel de Unamuno)

Gracias !!
igalleqos@saludcastillayleon.es
@sagalls
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