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¢ Por qué Redefinir los iCDK 4/6 en CMP?

« Donde estamos hoy en adyuvancia con iCDK4/6 (abemaciclib, ribociclib).
« Gran heterogeneidad (luminal A vs luminal B) y riesgo de recaida.
« La adyuvancia con iCDK4/6 ya es una realidad en “alto riesgo”
» Elreto es precision (quién, cuando, cuanto).
« Elreto es adherencia.

* Qué nos aporta la neo/“ventana bioldgica”

« Como “redefinir” la practica: seleccion de pacientes, secuencias y manejo de toxicidad

Bajo riesgo ET+iCDK4/6 ¥ (Quimio) + ET +iCDK4/6

Bajo riesgo Alto riesgo

Loibl S et al. Ann Oncol 2024
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Early breast cancer classification has evolved from a “population”
approach to a more “personalized” approach’

AJCC/UICC TNM stage
(basic classification)

AJCC stage
(advanced clinical relevance)

INM + Prognostic
factors
+ Prognostic + Risk assessment + Clinical trial
TNM e
factors models stratification
(N J U J

AJCC “personalized”
(advanced clinical +
personalized relevance)

Y Y
Population survival Personalized survival
outcomes outcomes

AJCC, American Joint Committee on Cancer; TNM, tumor, node, metastasis; UICC, Union for International Cancer Control.
1. Amin MB, et al. CA Cancer J Clin. 2017;67(2):93-99.
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CMP RRHH +/ Her2 - riesgo de recaida

Tumor grade'’
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a o 807 @3yr: 79.0%
2 Cohort 1 Ki-67-high Patients ~ Events
T ] T phemacabr BT 0V 198 HR =063 (95% C10.49-0.80)
0 ET for 5 years 5 10 15 20 E 75 Cohort 1 Ki-67-low
No. at risk Years - (il Abemaccib+ET %40 82 HR=0.70 (95% C1 0.51-0.98)
o. at ris|
N4-9 12,333 8,116 2,165 259 52 70 R s s s e
N1-3 31936 23576 7950 949 183 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
NO 29,925 24,081 8,571 1,982 414 Months

.MonarchE Kaplan—Meier curve in Cohort 1 Ki-67 high versus Ki-67 low at additional follow-up 1.

Cl, confidence interval; ET, endocrine therapy; HR, hazard ratio; yr, year rate
1. Pan H, etal. N Engl J Med. 2017;377:1835-1846. 2. Harbeck N, et al. Ann Oncol. 2021;32(12):1571-1581.
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At 5 and 10 years, iDFS were 87.9% and 74.3%, DDFS were 89.5% and 77.7%, and OS were 94.0% and 84.2%, respectively
Fig. 3. Kaplan-Meier Plot for iDFS by Cohorts Fig. 4. Kaplan-Meier Plot for DDFS by Cohorts
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Fig. 5. Kaplan-Meier Plot for OS by Cohorts
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lcdk 4/6(ribociclib/abemaciclib) +HT estdndar adyuvante en CMP RRHH +/ Her2 —

Patient population
HR+/HER2-, high-risk eBC
patients, who had surgery and
radiotherapy and/or (neo)adjuvant
chemotherapy (as indicated)

N=5,637

STRATIFICATION FACTORS
* Prior chemotherapy

* Menopausal status

* Region

Patient population

HR+/HER2-, intermediate/high-risk
eBC patients, who had surgery and
as indicated, radiotherapy and/or
(neo)adjuvant ChT

N=5,101

STRATIFICATION FACTORS

Anatomic stage (Il vs IlI)

Menopausal status

Receipt of prior chemotherapy (yes/no)
Region

1:1

1:1

Phase 3

Abemaciclib + ET?

150 mg BID

Phase 3
Riboclicib? + NSAIP

400 mg QD

Phase 3 objectives

ET Primary: IDFS¢
continued®

Secondary: IDFS in high Ki-67 population, OS,
safety, PK, PROs

OFS is required for men and pre/perimenopausal women

Phase 3 objectives

ET Primary: IDFS per STEEP criteria
continuede

Secondary: RFS, DDFS, OS, safety, PK,
PROs

OFS is required for men and pre/perimenopausal women

Slamon DJ et al. N Engl J Med 2024, Johnston SRD et al. J Clin Oncol 2020
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lcdk 4/6(ribociclib/abemaciclib) +HT estandar adyuvante en CMP RRHH +/ Her2 —
en alto riesgo

AJCC anatomical staging TN (MO0) NATALEE m

Stage IIA TO N1 Y Grade 3 or Ki-67 = 20%
T1 N1 Y Grade 3 or Ki-67 = 20%
G3 or G2 with Ki-67 220%
2N or high genomic riskP N
Stage IIB T2 N1 Y Grade 3 or Ki-67 = 20%
T3 NO Y N
Stage IlIA TO N2 Y Y
T1 N2 Y Y
T2 N2 Y Y
T3 N1 Y Y
T3 N2 Y Y
Stage llIB T4 NO Y N
Tumor size 25 cm or grade 3
T4 NT Y o Ki-67 20%
T4 N2 Y Y
Stage IlIC Any TN3 Y Y

aChoice of therapy will depend on approval, access, risk, long-term efficacy, safety profile, and patient preference. PHigh risk as determined by Oncotype DX, Prosigna PAM50, MammaPrint, or EndoPredict EPclin Risk Score.
AJCC, American Joint Committee on Cancer; G, grade; M, metastasis; N, node status; T, tumor size.
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Sustained IDFS Benefit in ITT: Evolution of Yearly Rates
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100
20 '
I
80 ! ! l ' - :
1 1 76.5 H . H H
70 A A I Key Secondary Endpoint: Overall Survival in ITT
X 60 i i ; i : i
5 50 i i i i i i Number of IDFS events A=1 -
o 40 | ! | ! | ! Abemaciclib + ET ET 100 ——eee o 0 5
30 | | : | | | 547 722 904 .9(; -
| ] 1 .
20 ! i | i | i HR (95% Cl): 0.734 (0.657, 0.820) 80- ! i 87.9 i
— | ! i ! i Nominal P<.0001 | | 550
(LE 2-year abemaciclib ! ! ! ! ! 70 1 | |
0 treatment period | | ! | | : : :
0 12 24 36 43 60 72 84 9 s 60+ : : : Number of OS events
) Time (months) ~ 501 i ! i Abemaciclib + ET ET
No. at risk 8 40 : : : 301 360
Abemaciclib + ET 2808 2549 2406 2285 2173 2056 1763 369 0 1 | I H )
ET 2829 2573 2374 2193 2057 1923 1621 363 0 304 i ! ! HR (95% CI)}.}E(.]S:ZZ 7(3.722, 0.981)
| 1 =|
I 1 h g
Abemaciclib + ET reduced the risk of IDFS events by 26.6% compared to ET alone 20 ! i | Atprimary OS testing, OS in ITT met the critical boundary
104 1 | | of 0.0434 (2-sided)? for statistical significance
0 ! ; ! Calculated using O'Brien-Fleming type stopping boundary based on the observed number of events
0 12 24 36 48 60 72 84 96
No. at risk Time (months)
Abemaciclib + ET 2808 2614 2518 2407 2342 2236 1967 425 0
ET 2829 2664 2546 2443 2338 2215 1908 433 0

[ At a median follow-up of 6.3 years, abemaciclib + ET reduced the risk of death by 15.8% compared to ET alone ]

Johnston, S. et al. Annals of Oncology, Volume 37, Issue 2, 155 - 165
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Natalee actualizacion 2025

N
iDFS in the ITT Population ’

With 55.4 months of follow-up, RIB continues to demonstrate a durable iDFS benefit 100 ~— 93.4(A=238) 90.3 (A =5.7)
Rt g R —
1007 90.82(A = 2.7 22 \
2 ( ) 85.5(A = 4.5)  w0- 90.6 246
T g0 88.02 IS '
§ 81.0 E .o Median follow-up: 60.1 months
w @ -
g o Median follow-up: 55.4 months I RIB + NSAI §NSAl Alone
) RIB + NSAI [JNSAl alone 8 | (n=285) § (n=329)
g, (n=2549) | {n=2552 g
3 40 = = vear
- 5-year iDFS events, n 317 407 2 S-year 'ODFS events, n 25 46
% 2 HR (95% Cl) 0.716 (0.618-0.829) S 201 [HR(85% Cl) 0.606 (0.372-0.986)
2 Nominal P value (1-sided)® <.0001 -
0 3-y RIB treatment period 0 r Y . r T r .
j ' ' y ' ' ' 0 6 12 18 24 30 36 4 48 5S4 60 66 72 78
No. st isk ’ ° Boow A Timeagince rg%dom?zzaﬁon, ‘rigonthss“ vowonn No. at risk Time since randomization, months
RIB + NSAI 2549 2351 2276 2209 2136 2082 2025 1962 1883 1515 998 273 9 0 RIB+NSAl 285 262 258 250 244 240 233 229 27 214 164 52 3
NSAl Alone 2552 2240 2167 2080 2007 1939 1871 1798 1710 1373 925 235 3 0 NSAlAlone 329 301 295 289 279 2n 259 253 245 225 164 56 1

Crown J . ESMO congress 25
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Summary of ongoing studies investigating oral SERDs as adjuvant
therapy for HR+/HER2- eBC

ELEGANT! EMBER-423 CAMBRIA-134 lidERA35¢ CAMBRIA-237

Patient population

N 4,220 8,000 4,300 4,200 5,500
Intervention Elacestrant Imlunestrant Camizestrant Giredestrant Camizestrant (+ abema 2 y)
Trial design TREATMENT SWITCH AFTER 2-5 YEARS OF ADJUVANT ET UPFRONT ADJUVANT TREATMENT
Risk of recurrence +++ ++ + + +
Patient population Pure high-risk High-risk Intermediate/high-risk Intermediate/high-risk Intermediate/high-risk
Prior CDK4/6i exposure allowed YES YES YES NO NO
ECOG PS 0-1 0-2 0-1
TO N1 If grade 3 If grade 3 NO YES NO
If grade 3 If 22 LNf, or graQe 3,0r If 22 ILNf-, or gra.de 3,0r
1A T1 N1 If grade 3 genomic high-risk, or YES genomic high-risk, or
Ki-67 220% (incl NO mic) Ki-67 220% (including NO mic)
T2 NO NO If tumor size 5 cm or grade 3 If grade Srolzi?;;:%gﬁhigh-risk If grade i:&gg;cgéc{:):igh-risw If grade %roiii?:;g;nggﬁhigh-risk,
T2 N1 If tumor size 5 cm or grade 3 If tumor size 5 cm or grade 2/3 YES? YES YES?
Disease stage 1B T2 NO NO If tumor size 5 cm or grade 3 If grade ?:)’roKri-g(Se;Zan(i)g/ghigh-riSk’ If grade Cé:)lr(ig_;g;lc;rggz):igh-risw If grade :Zro}zi?:;cz)rznég/ohigh-risk,
A YES YES YES YES YES
T4 NO NO If tumor size 25 cm, or grade 3 YESP YES YES
and 2-5cm
MB " 74N1 | Iftumor size 25 cm or grade 3 If tumor size 25 cm, or grade 3 YES® YES YES
orgrade 2 and 2-5 cm
T4 N2 YES YES YESP YES YES
Inc YES YES YES YES YES

Comparisons of efficacy and safety should not be drawn or inferred in the absence of head-to-head studies

aFor 1 LN+ only if grade 3, or genomic high risk, or Ki-67 >20%.°T4d excluded. Abema, abemaciclib. cOncotype DX or MammaPrint high. CDK4/6i cyclin-dependent kinase 4/6 inhibitor; eBC, early breast cancer; ECOG PS, Eastern Cooperative Oncology Group performance status; ET,
endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; ILN, ipsilateral lymph node; incl, including; LN, lymph node; mic, microinvasion; N, node status; SERD, selective estrogen receptor degrader; T, tumor size; y, year.

1. ClinicalTrials.gov. NCT06492616. 2. ClinicalTrials.gov. NCT05514054. 3. Ascione L, et al. Curr Opin Oncol. 2024;36(6):465-473. 4. ClinicalTrials.gov. NCT05774951. 5. ClinicalTrials.gov. NCT04961996. 6. ClinicalTrials Register EU. Available at: https://www.clinicaltrialsregister.eu/ctr-
search/search?query=LidERA (accessed March 2025). 7. ClinicalTrials.gov. NCT05952557.
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( SAN ANTONIO
BREAST CANCER

lidERA Breast Cancer study design () Sebstiv

A global, randomized, open-label, multicenter Phase Il trial

G E_{T Health AACR

Amercan Asieciaten
for Cancer Research’

s

Key eligibility criteria
Participants with ER+, HER2-negative early breast cancer
Stage |-1ll disease (anatomical)

o pNO and pT > 1 cm with Grade 3, or Ki67 = 20%,
or high score on genomic assay,* or pT4NO

o Node-positive
Pre- or post-menopausalf
Breast cancer surgery within 12 months
(Neo)adjuvant chemotherapy if indicated

N

Stratification factors

Risk: Medium-* vs high-risk$ Stage I-IIl breast cancer

Region: USA/Canada/Western Europe vs Asia—Pacific vs RoW

Previous chemotherapy: No vs yes
Menopausal status: Pre-menopausal vs post-menopausal

At least 5-year treatment duration 5-year follow-up

Giredestrant (30 mg PO QD)

Long-term
follow-up

SOC ET

Tamoxifen/anastrozole/letrozole/exemestane

Primary endpoint
« IDFS (excluding second primary non-breast cancer)

Key secondary endpoints

« DFS, DRFI, IDFS (including second primary non-breast invasive cancer with exception of
non-melanoma skin cancers and in situ carcinomas of any site), LRRFI, OS, safety

Bardia A et al. SABCS 2025
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lidERA

Breast Cancer

Primary endpoint: IDFS ot

SAN ANTONIO
BREAST CANCER

( ? SYMPOSIUM®

6 UTHealth AACR

100 ottt bt
a2 ﬁﬁﬁﬂt_ﬂ_wm‘_ -‘)mm
- Giredestrant SOC ET
804 1004 97.7% n = 2084 n = 2086
Events, n (%) 140 (6.7) 196 (9.4)
< 601 Stratified HR 0.70
fn’ %0 1 - (95% Cl)  (0.57,0.87); p = 0.0014*
E 89J§6% T
40 A
80 —
20 A
70 — H H H
| | | | | | |
0 | 0 6 12 18 24 30 36 42
0 6 12 18 24 30 36 42
No. at risk Time (months)
Giredestrant 2084 2021 1969 1932 1716 1088 345 26
SOCET 2086 2016 1958 1898 1683 1048 325 25 Median follow-up: 32.3 months

Statistically significant and clinically meaningful improvement in IDFS:

Giredestrant reduced the risk of invasive disease recurrence or death by 30% compared with SOC ET

Data cutoff: August 8, 2025. Median follow-up, 32.4 months in the giredestrant arm and 32.3 months in the SOC ET arm; maximum follow-up, 46.6 months and 46.3 months, respectively. * Log-rank (2-sided). p-value
boundary for IDFS interim analysis was 0.0217 (2-sided). Al, aromatase inhibitor; Cl, confidence interval; ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival; SOC, standard-of-care.
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HOERR, e () SANANTONIO
BREAST CANCER
( ) SYMPOSIUM

IDFS in key subgroups (" Gurnw AACR

Patients, n
Total, n | HR (95% CI)

All patients 4170 2084 2086 —— 0.70 (0.57, 0.87)
Age group, years :

<45 906 472 434 i t 0.81 (0.50, 1.33)

>45t0<55 1355 660 695 —a— : 0.54 (0.36, 0.80)

>55t0<65 1118 567 551 L T 0.77 (0.53, 1.13)

> 65 791 385 406 L } 0.82 (0.49, 1.36)
Region :

Asia—Pacific 1088 544 544 L T 0.70 (0.44, 1.12)

Latin America/Africa/Eastern Europe 1317 680 637 —— | 0.68 (0.51, 0.92)

USA/Canada/Western Europe 1765 860 905 L : 0.68 (0.44, 1.04)
Menopausal status I

Pre-menopausal 1680 841 839 B | 0.65 (0.44, 0.95)

Post-menopausal 2490 1243 1247 —— ! 0.73 (0.56, 0.95)
IAJCC stage at surgery* |

| 537 254 283 =— 0.89 (0.42, 1.90)

Il 1963 1013 950 —B— : 0.58 (0.39, 0.85)

1] 1643 799 844 — 0.74 (0.56, 0.98)
Risk |

High 2895 1448 1447 —— l 0.69 (0.55, 0.88)

Medium 1275 636 639 L t 0.74 (0.42,1.31)
Previous chemotherapy :

No 787 392 395 L T 0.63 (0.33, 1.21)

Yes 3383 1692 1691 —— | 0.71 (0.57, 0.90)

02 0.4 06 08 10 12 14 16 18 20
Giredestrant better SOC ET better

[ IDFS benefit was consistent across key prespecified subgroups ]

Bardia A et al. SABCS 2025
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lidERA

Breast Cancer

AE overview (safety-evaluable pop

> 7 RO . s
Common TEAEs (2 7.5% of patients in either arm at any grade) Ensayo Tasa de
Giredestrant n = 2060 SOC ET n = 2074 di ti o
Arthralgia W1.5/465 453718 Iscontinuacion

Hot flush l0.3/27.1 285/03 | )\ 4971045 Ribociclib 400 mg (3 afios) + NSAI 20.0% "
Headache 0.1/15.2 [13.1/0.1

. vs NSAI
Fatigue ! |
Insomnia | Abemaciclib (2 afios) + ET 25.8%/
Nausea | vs ET 18.5%2%(Aes)
COVID-19 | |
Asthenia | Giredestrant 5.3% vs 8.2%3
Back pain | | vs ET estandar
Radiation skin injury | |

Hypertension | i
Urinary tract infection | |
Cough
Diarrhea | Giredestrant SOCET
Pain in extremity | ¢1=2 1. Fasching PA. JAMA Oncol 2025
Constipation H o B 2. Rugo HS, et al. Ann Oncol 2022
50 40 30 20 10 0 10 0 % 40 %0 3. Bardia A et al. SABCS 2025

Patients (%)
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Reto : seleccidon de pacientes para escalada/desescalada

Monitoring of minimal residual disease through ctDNA is likely to prove
beneficial for anticipating recurrence’

Diagnosis
Neoadjuvant
Early | Adjuvant
Detection — I Surveillance Metastatic relapse
‘ SURGERY RELAPSE
' : In monarchE, patients with persistent ctDNA positivity exhibited a higher

< N risk of IDFS events compared to those who achieved ctDNA clearance’
5 neoadjupv:t therapy Tma'rrnn::i:or:::onse
; Patients who remained or became ctDNA+ on treatment were more likely to
§ ms:ﬁr;‘;";er experience recurrence compared to those who became or remained undetected
Q
-l

adjuvant therapy

100
° Longitudinal analysis
N=889)2
2 75 ( )
1 Baseline (=), undetected Baseline (+), detected
GIDNA, circulating tumor DNA. Time o N=831 N=58
1. Adapted from: Natera. Signatera. Available at: https://www.natera. i -detection March 06, 2025). ® -
2 Became -
50 - . - .
% g Persistently Persistently + (undetected)
g =3 N 749 (90) 82 (10) 34 (60) 24 (40)
=0
() .
© 25 IDFS event, 107 (14) 76 (93) 34 (100) 10 (42)
E n (%)
- 4-year IDFS 87.5 1.0 . 58.3
0 - rate, % (95% Cl) (85.1-89.9) (5.9-20.3) (41.6-81.8)
T T T T T aThe ctDNA subset was enriched by patients with IDFS events within 24 months; therefore, the
0 12 24 36 48 60 estimated IDFS rates in each subgroup are not reflective of that in the overall population.
- Robust assessment was limited in 194 patients with <3 post-baseline timepoints and there may be
. Tlme (months) differences in IDFS; total events 227.
No. at risk
Persistently - 749 731 691 664 611 162
Became - 24 23 15 14 14 3
Became + 82 70 46 17 9 0
Persistently + 34 18 8 2 0 0

ClI, confidence interval; ctDNA, circulating tumor deoxyribonucleic acid; IDFS, invasive free survival; n/a, not available
1.Loi et al. ASCO 2024. Abstract LBA507



I JORNADA TRASLACIONAL ~ gaGiiss S ——— e ——— 1 | N —

DE ONCOLOGIA DE PRECISION:  téféssetote 2nee BN W | [ e N R

Reto : seleccidon de pacientes para escalada/desescalada

Ventana bioldgica: qué medimos y para qué

En HR+/HER2—-, medimos supresion del Ki-67 en ventana bioldgica (= dia 14) para lectura temprana
de sensibilidad endocrina y arresto del ciclo.

Ki-67 (%) Ventana Biolégica (2—4 semanas) En CORALLEEN, un
" “downstaging molecular”
Dia 1: Basal Int. aromatasa (IA) solo it e T

Ki-67 de PAM50

______ De Luminal B/alto riesgo

A Luminal A/bajo riesgo

IA + iCDK4/6

@’ ~dia 14—
. = > :
Endocrino-sensible: caida profunda del Ki-67 Biolégicamente resistente:
~2 Piensa en estrategias Ki-67 persiste alto POETIC — Lancet Oncal 2020
Y . - — Lancet Onco
(/( endocrinas o desescalada Piensa en escalado PALLET — J Clin Oncol 2019
neoMONARCH — Clin Cancer Res 2020

CORALLEEN — Lancet Oncol 2020

M«. sistemico o
ensayos clinicos
ADAPT (WSG) — J Clin Oncol 2022

Ventana bioldgica, lectura temprana: Ki-67 bajo = sensibilidad endocrina. ADAPTcycle (WSG) — ESMO Open 2025
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SOLTI-1911 Neoadjuvant and adjuvant ribociclib and endocrine therapy for clinically high-risk estrogen receptor-positive

and HER2-negative breast cancer (RIBOLARIS)

”) O == [ uni .b i
37 SOLTI = | unicancer Ri lC)|al'IS

Stu dy DeSign NCT05296746

=1100 N ~ 400

=  Pre/post- m s ROR Low COHORT
menopausal/male R v ROR-low after 24 weeks N

° HR+/HER2- Ribociclib 600 mg R of Letrozole + Ribociclib Ribociclib 400 mg
negative 3w ON/ 1w OFF G| +

- ER+ cells > 10% + E (deﬁned by If NO: ROR > Letrozole +/-

«  Clinical Stage Il Letrozole +/- LHRH R 30 po_ints; If Nimi: ROR £ LHRH

«  Grade 2 or 3 Y 20 pom_ts; IfN1: ROR <10

. Ki67 220% or - points; N2-3: NA)

DMFS in ROR-Low COHORT

high-genomic risk

platform A 5-year DMFS of >90.6% will be considered

Primary clinically relevant. This estimate is based on a
objective historical cohort from the MINDACT trial, where
patients with high-risk HR+/HER2- disease (by
both clinical and genomic criteria) received
adjuvant multi-agent chemotherapy®

' LHRH: Luteinizing hormone-releasing hormone |

: ET: Endocrine Therapy : -
: ROR: Risk of Recurrence ROR MedHigh Ribociclib 400 mg
: DMFS: Distant metastasis-free survival + R ORM Chemo- + ET +/- LHRH
-med/high after therapy Letrozole +/- LHRH
24 weeks of Letrozole
+ Ribociclib

Cottu P . ESMO congress 25
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SOLTI-1911 Neoadjuvant and adjuvant ribociclib and endocrine therapy for clinically high-risk estrogen receptor-positive

and HER2-negative breast cancer (RIBOLARIS)

ROR-low ROR-med/high

Expected 40% 60%
Current results (/C95 %) 52.6% (48.8% ; 56.4%) 47.4% (43.6% ; 51.2%)
Age (years) 100% 974
Median (IQR 25-75) 55 (47 64) 59 (50; 67)
Menopausal status .
Posi::?enopausal 203 (56.4%) 218 (67.9%) No new safety signal was observed
Pre/perimenopausal 157 (43.6%) 103 (32.1%) | s 75%
ROR Score s gt
[Mean [iC 95%) 1.3[10.5;12.2] 36.9 [34.239.5] | s 598
Pathological T status °
0 0 2 50%- — 7.
ypT0 12 (3.3%) 0(0.0%) o All grades
ypTis 5 (1.4%) 2(0.6%) k B Grade 34
[ yoT1 238 (65.9%) 159 (48.9%) | S
VoT2 98 (27.1%) 141 (43.4%) g 27.8
yoT3 8 (2.2%) 23(7.1%) g 2% 28, 24 222 .
Pathological N status K 2l s 3 28
yoNx 1(0.3%) 1(0.3%) B e i iy 22y S 6 .. o,
[ yono 251 (69.5%) 80 (24.6%) 0% 03 o1 =i 03 01 = I Y
yoNTmi 39 (10.8%) 18 (5.5%) C e e s s e w e e e e e e e e e e e s
yoN1 70 (19.5%) 144 (44.3%) < § 2 & 3§ § g & § 8§ 3 g 3 2 & § ‘o g & @
yoN2 0 (0.0%) 68 (20.9%) s - ¥ < § 2 3 $ * & <2 3 § 3 < °5 £ § g
yoN3 0(0.0%) 14 (4.3%) “ 3 © - Eg e £
Type of surgery é 3 £ s
| Breast-conserving surgery 278 (77.0%) 228 (70.2%) | ¢ ° 8
Unilateral mastectomy 77 (21.3%) 90 (27.7%) . % @
Bilateral mastectomy 6(1.7%) 7(2.2%) Paul H. Cottu o

Cottu P . ESMO congress 25
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ADAPTCYCLE: TRIAL DESIGN (NCT04055493)&APT

I e (NI DU | | EEN  mE .
I 0 N | . 1 I L
[ [ D [

Bl WSG

Westdeutsche Studiengruppe
West German Study Group

Clinical routine / Screening

> Trial treatment >

Follow-up >

N=5274 screened

Induction Biopsy (neo)
Diagnostic ezl:;c;rme | surgery (adj)
biopsy Py Endocrine
: at investigator's response
(Ki-67 e 1) choice assessment
(=14 days) (Ki-67 os; 1)

Eligibility criteria

* Luminal-B-like early breast cancer

» ¢/pNO0-1 with additional risk factors

 High clinical risk: (i) Grade 3 and/or
(ii) Ki-67 o g1 220% and/or (iii) c/pN2-
3 and/or (iv) c/pT2-4c

+ Recurrence Score® assessed with
Oncotype DX® test

ESMO BREAST CANCER

N=1684
randomized

(2 years)

Stratification: SoC CTx

Menopausal status;

c/pN, RS, ET response (1 6-24 @
weeks)

ADAPT intermediate risk

* RS =25 and Ki67 pse1 >10%

* RS >25 and Ki67 ;e <10% in ¢/pNO-1
* RS =25 and Ki67 .51 <10% in ¢/pN2-3

* Participation of premenopausal N1 and NO with RS 16-25,
irrespective of ET-responder status, allowed by the investigator's decision,
postmenopausal only if several risk factors.

Nadia Harbeck, MD

Ribociclib, 600 mg/d

Aromatase inhibitor
(+ GnRH in premenopausal)

Endocrine therapy
@ at investigator’'s
choice

Therapy setting (neoadjuvant vs adjuvant) decided by investigator.
Recommended neoadjuvant treatment duration: 6 months.

Endocrine therapy
at investigator’s choice

Primary outcomes
* iDFS « dDFS
Secondary outcomes

* OS * QoL - treatment adherence
* pCR - clinical response rate
* breast-conservation therapy rate
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PCR rates
20
15- OR 0.79 (95%CI1 0.38, 1.66)
* p=.542
@
© 10
(14 . 71%
Q 5.7%
5_
0_
n=316 n=184

Ribociclib SoC CTx

Harbeck N.ESMO breast 25

0 (NI OIS I N N ..
I 0 N | . N I e
[ B | D B

PCR rates in subgroups

PCR rates in the cNO-1 group PCR rates by RS group

20 20—
15- OR 0.62 (95%CI 0.18, 2.21) OR 1.06 (95%CI 0.38, 2.94)
9 p=.574 s p=.462 p=.914
s :
T 10- S 10—
£ 10 7.4% N 8.0% 7.6%
”‘ 6.1% &
tg_ . a 5.2%
5 5 3.3%
0- 0-
n=297 n=176 n=153 n=97 n=150 n=79
Ribociclib SoC CTx Ribociclib SoC CTx Ribociclib SoC CTx
RS 0-25 RS >25
* In cN2-3 patients, neither pCR
nor near-pCR was observed
pCR rates in ET responders
ET response rates PCR rates by ET response group
100 20
" 83.3% 81.1% 84.2%
5 80 15-OR 0.81 (95%C| 0.32, 2.04) OR 0.55 (95%Cl 0.14, 2.11)
2 9 p=651 p=.38
o 60 o
] 47.2% ® 10
- v 7.5%
= 404 o o, 6.8%
% 26.4% Q 6.1% .
2 20- 5 3.8%
6.3%
0- 0-
n=106 n=36 n=78 n=32 n=264 n=19 n=196 n=107 n=105 n=74
TAM TAM Al TAM Al ET + OFS Ribociclib  SoC CTx Ribociclib SoC CTx
+0OFS +OFS (in premenopausal)
<50 years and >50 years or ET responders ET non-responders
premenopausal postmenopausal

* ET response defined as Ki67 . g1 <10%
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Redefiniendo los inhibidores de ciclinas en neo/adyuvancia
conclusiones

v Los iCDK4/6 (abemaciclib y ribociclib) + HT ya son estandar en adyuvancia en HR+/HER2- temprano de
alto riesgo

Reduccion del riesgo de recaida invasiva a distancia aprox 1/3
Abemaciclib reduccion de 15% riesgo de mortalidad

v" Necesitamos identificar las pacientes para estrategias de intensificacion/ desescalada
Estudios neoadyuvancia—> seleccion molecular/sensibilidad hormonal
Monitorizacion molecular dinamica

v" Mejorar la adherencia al tratamiento hormonal

v" Todo en el marco de las nuevas hormonas en el entorno precoz
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