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Mujer 54 años postmenopáusica, 
No antecedentes familiares de interés

4 

cT3 cN2 M0 
CDI G3, ER 7/8, PR 8/8 
Ki67 15%, HER2- (0+) 

CDI ER+ HER2(-) 
4 

Female 44 years, January 2020 

ACDDx 4—Px12

Mastectomía + LA

cT3 cN2 M0
CDI G3 RE 7/8 RP 7/8

Ki 67 20% HER- 1+ Low

cT2(2,5cm) cN2(5/12) M0
CDI G2 RE 6/8 RP 5/8
Ki 67 15% HER- 1+ Low

¿Podemos individualizar y 
optimizar el tto adyuvante?



Is There a Role for CDK4/6 Inhibition for 
Early-Stage HR+ Disease?

Risk of First Recurrence After Primary Treatment PENELOPE-B
palbociclib
After neoadjuvant, 
high risk

PALLAS
palbociclib
Stage II, III

monarchE
abemaciclib
High-risk CPR factors, Ki-67

NATALEE
ribociclib
Stage II, III
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Slide credit: clinicaloptions.comCheng. Cancer Epidemiol Biomarkers Prev. 2012;21:800.Cheng. Cancer Epidemiol Biomarkers Prev 2012

El riesgo de recidiva persiste durante muchos años

(>15)

Cheng. Cancer Epidemiol Biomarkers Prev. 2012; Pan H. NEJM Nov 2017
Pan H. NEJM Nov 2017



Slide credit: clinicaloptions.com

Treatment of Early-Stage, HR+/HER2- Breast Cancer

Cardoso. Ann Oncol. 2019;30:1194. 
Early Breast Cancer Trialists Collaborative Group. Lancet. 2015;386:1341.

Endocrine Therapy

§ Tamoxifen

§ Aromatase inhibitors

§ Ovarian suppression (LHRH analogues) 
in high-risk premenopausal women

§ Extended adjuvant therapy 

Unmet Need 

§ Identifying patients with HR+ breast 
cancer who have primary endocrine 
resistance and preventing or delaying 
recurrence with additional therapy
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10-yr gain: 3.6% (95% CI: 1.7%-5.4%)
Log-rank P <.00001

N = 9885; 1791 events
RR: 0.80 (95% CI: 0.73-0.88)

Tamoxifen
22.7%

AI
19.1%12.1%

9.0%

Cardoso et al. Ann Oncol 2019
Early Breast Cancer Trialist Collaborative Group Lancet 2015

Tratamiento Hormonal
• Tamoxifeno
• Inhibidores Aromatasa
• Supresión ovárica
• Terapia hormonal extendida

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



❑ Individualizar el riesgo de recurrencia
Scores, calculadoras de riesgo

❑ Personalización del tto adyuvante
Plataformas genómicas para decidir el beneficio de QT y/o duración y tto hormonal

❑ Estrategias terapeúticas
Hormonoterapia:

Elección del tto y duración del tratamiento 
Nuevos agentes

Inhibidores de ciclinas
Inhibidores del parp
SERDs
Otros: papel de los ADCs



Inhibidores de CDK4/6

✓ La expresión de ciclina D es estimulada por los 
estrógenos

✓ Bloqueando la P de Rb

✓ Arresto celular



Slide credit: clinicaloptions.com

Is There a Role for CDK4/6 Inhibition in 
Early-Stage HR+ Disease?

Cheng. Cancer Epidemiol Biomarkers Prev. 2012;21:800.

Risk of First Recurrence After Primary Treatment PENELOPE-B
Palbociclib
After neoadjuvant, 
high risk

PALLAS
Palbociclib
Stage II, III

monarchE
Abemaciclib
High-risk CPR factors, Ki67

NATALEE
Ribociclib
Stage II, III
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¿Existe algún papel para los inhibidores de CDK4/6 en adyuvancia ?
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Positivo
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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 III trial

Loibl. JCO 2021;10:1200. Slide credit: clinicaloptions.com

§ Primary endpoint: iDFS

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

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

disease after ≥16 wk of 
neoadjuvant CT*; 

CPS-EG score ≥3 or 
2 with ypN+
(N = 1250)

Stratified by age (≤50 vs >50 yr), nodal status (ypN0-1 vs ypN2-3), Ki-67 
(>15% vs ≤15%), region (Asia vs non-Asia), and CPS-EG score (≤3 vs 2 and ypN+)

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)

Surgery ±
radiotherapy†

*Includes 6 wk of taxanes. 
†Time between locoregional 
therapy and randomization: 
<16 wk from final surgery or 
<10 wk from RT completion.

Loibl JCO 2021



Loibl JCO 2021

PENELOPE-B: iDFS (Primary Endpoint)

Slide credit: clinicaloptions.com

Palbociclib + ET
Placebo + ET

Hazard ratio: 0.93 (95% CI: 0.74-1.17; P = .525)

152
156

iDFS
Events, n

§ 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
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PALLAS: Phase III Open-Label Study of 
Adjuvant Palbociclib + Endocrine Therapy

§ Multicenter, open-label, randomized phase III trial

§ Primary endpoint: invasive disease–free survival

Mayer. ESMO 2020. Abstr LBA12. Mayer. Lancet Oncol. 2021;22:212. Slide credit: clinicaloptions.com

Palbociclib x 2 yr*+ 
Endocrine therapy†

(n = 2883) 

Endocrine therapy†

(n = 2877)

Patients with stage II-III 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
(N = 5760)

Stratified by stage (IIA vs IIB/III), chemotherapy 
(yes vs no), age (≤50 vs >50 yr), geographic 

region (N America vs Europe vs other)

*125 mg QD, 3 wk on/1 wk off †Aromatase 
inhibitor or tamoxifen ± LHRH agonist.

Mayer Lancet Oncol 2021



P = .51
Hazard ratio: 0.93 (95% Cl: 0.76-1.15)

PALLAS: Primary Endpoint iDFS

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

Palbociclib + ET ET Alone

iDFS 88.2% 88.5%

Hazard ratio: 0.93 (95% CI: 0.76-1.15; P = .51)

Palbociclib + ET ET Alone

DRFS 89.3% 90.7%

Hazard ratio: 1.00 (95% CI 0.79-1.27; P = .9997
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Mayer Lancet Oncol 2021



Slide credit: clinicaloptions.com

monarchE: Adjuvant Abemaciclib + ET in 
High-Risk, Node-Positive, HR+/HER2- EBC

§ International, randomized, open-label phase III trial

Women or men with high-risk, 
node-positive, HR+/HER2- EBC; 

prior (neo)adjuvant CT permitted; 

pre- or postmenopausal;
no distant metastasis;
≤16 mo from surgery to 

randomization; ≤12 wk of 
ET after last non-ET

(N = 5637)

Abemaciclib 150 mg BID up to 2 yr +
ET per standard of care of physician’s 

choice for 5-10 yr as clinically indicated
(n = 2808)

ET per standard of care of physician’s 
choice for 5-10 yr as clinically indicated

(n = 2829)

Cohort 1
≥4 positive ALN or 1-3 positive 

ALN + histologic grade 3 
and/or tumor ≥5 cm

Cohort 2
1-3 positive ALN, Ki-67 ≥20% 

per central testing, not 

grade 3, tumor size <5 cm

ITT Population (Cohorts 1 + 2)
Stratified by prior CT, 
menopausal status, region

Johnston. JCO. 2020;38:3987. Rastogi. SABCS 2020. Abstr GS1-01. O’Shaughnessy. ESMO 2021. Abstr VP8-2021.

§ Primary endpoint: iDFS

§ Key secondary endpoints: iDFS in Ki-67 high (≥20%) population, distant RFS, OS, safety, 
PRO, PK

Johnston et al. JCO 2020
Johnston et al. Lancet 2023

2 años de tto
O1º: IDFS







Johnston SABCS 2022

• 6.4%
• HR 0.66



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

Consistent IDFS Benefit Observed in all Prespecified Subgroups*

SABCS 2022. Johnston et al. Lancet Oncol. 2023



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

Ki-67 is Prognostic, but Not Predictive of Abemaciclib Benefit

Cohort 1*
C1 Ki-67 High C1 Ki-67 Low

Abemaciclib 

+ ET 

N=1017

ET 

alone

N=986

Abemaciclib 

+ ET

N=946

ET 

alone

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

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

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

SABCS 2022. Johnston et al. Lancet Oncol. 2023 Jan;24(1):77-90 

* 55% Cohorte 1 Ki low



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

DRFS Benefit in ITT Persists Beyond Completion of Abemaciclib 

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) 

SABCS 2022. Johnston et al. Lancet Oncol. 2023 Jan;24(1):77-90 

LOCATION OF RECURRENCE Abemaciclib + ET
N=2808

ET
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)

Most Recurrences Were Distant Metastases

*Only includes second primary neoplasms which are invasive nonbreast and meet the definition of IDFS event based on STEEP system. Second primary neoplasms that occurred after 
confirmed IDFS event are only collected as adverse events and are not summarized here.

AFU1: Additional Follow-Up 1; ET: Endocrine Therapy; IDFS: Invasive Disease-Free Survival; ITT: Intent-to-treat Population.

1. Harbeck N, et al. Ann Oncol. 2021;32(12):1571-1581; 2. Data on file.

© 2022 Eli Lilly and Company

Fewer recurrences in the abemaciclib treatment arm 

ITT

AFU1



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

Safety Findings Consistent with Previous Analyses

All patients who received at least one dose of study treatment were included in the safety population

Median duration of abemaciclib: 23.7 months.

Other events of 
interest, any grade

Abemaciclib + ET
N = 2791, %

ET Alone
N = 2800, %

VTE 2.5 0.7

PE 1.0 0.1

ILD 3.3 1.3

The safety profile of abemaciclib is considered manageable and acceptable for this high-risk population 

Abemaciclib dose adjustments due to AEs
§ dose holds: 61.7%

§ dose reductions: 43.6%

§ discontinuations 18.5% [8.9% after dose reduction]

SABCS 2022. Johnston et al. Lancet Oncol. 2023 Jan;24(1):77-90 

Johnston et al. JCO 2020
Johnston et al. Lancet 2023

• Grado 3/4: 49%  (neutropenia 19% diarrea 8%)
• 42% reducción de dosis
• 18.5% discontinuaciones 



© 2022 Eli Lilly and Company

Percent stacked bar plot of PRO on FACT-B GP5

monarchE: FACT-B GP5 “Bothered by Treatment Side Effect” at PO Analysis

♦ Overall patient compliance for PROs was 
>90%

♦ The addition of abemaciclib to ET did not 

result in a clinically meaningful difference 

in patients being bothered by treatment-

induced side effects

♦ The side effects of treatment bothered 

most patients (in both arms) “a little” or 

“not at all”

♦ Majority of the patients who experienced 

diarrhea in the abemaciclib arm reported 
having diarrhea “a little bit” or “somewhat” 

from 3 months and beyond. In addition, 

this was more frequently reported in the 

earlier PRO assessments

ET=Endocrine Therapy; FACT-B=Functional Assessment of Cancer Therapy-Breast Cancer Version; n=Number of Patients; PO=Primary Outcome; PRO=Patient-reported Outcome.

Rugo HS, et al. Ann Oncol. 2022; doi: https://doi.org/10.1016/j.annonc.2022.03.006 (Ahead of print).
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3 Reported CDKi Adjuvant Trials

monarchE PALLAS PENELOPE-B

N 5637 5600 1250

CDKi Abemaciclib Palbociclib Palbociclib

Eligibility
≥N2 or

≥N1 and G3 or T3 (1)
N1 and Ki-67 ≥20% (2)

Anatomic stage 2 or 3 
(59% N2 or N1 and G3 or 

T3)

CPS-EG 3 or 2 with ypN+

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) 81 vs 78 (3)

4-yr iDFS (change), % NR NR 73 vs 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

Slide credit: clinicaloptions.comRastogi. SABCS 2020. Abstr GS1-01. O’Regan. SABCS 2020. GS1-03. Mayer. ESMO 2020. Abstr LBA12. 

* 64% of discontinuations.

¿Porqué diferencias en los estudios de adyuvancia con iCDK4/6?)



NATALEE: Adjuvant Ribociclib + ET in HR+/HER2- EBC

§ Multicenter, randomized, open-label phase III trial

§ 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

Slide credit: clinicaloptions.com

Ribociclib 400 mg/day (3 wk on/1 wk off) for 3 yr +
ET (letrozole or anastrazole)* for 60 mo +

Goserelin†

ET for 60 mo 

Patients with HR+, HER2-
stage II (either N0 with 
grade 2/3 and/or Ki67 
≥20% or N1) or III EBC; 
pre/postmenopausal

women or men, with or 
without prior (neo)adjuvant 
chemotherapy, no distant 

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.

Slamon. ASCO 2019. Abstr TPS597. 

*ASCO 2023

3 años de tto
O1º: IDFS



Inhibidores del parp Perspectivas terapéuticas en cáncer de próstata
Alteraciones en genes de recombinación homóloga

Inhibidores del parp
Alteraciones genes de la recombinación homóloga



Slide credit: clinicaloptions.com

OlympiA: Study Design

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

Men and women with 
gBRCA1/2-mutated, HER2-, 

high-risk primary BC; completed 
definitive local tx and ≥6 cycles 
of (neo)adjuvant CT containing 
anthracyclines and/or taxanes; 

ECOG PS 0/1 
(N = 1836)

Olaparib 
300 mg BID for 1 yr

(n = 921)

Placebo 
BID for 1 yr

(n = 915)

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

Tutt. NEJM. 2021;384:2394. NCT02032823.

TNBC Subgroup
Prior neoadjuvant tx: no pCR

Prior adjuvant tx: ≥ pN1 or ≥ pT2
(n = 1509*)

HR+/HER2- BC Subgroup
Prior neoadjuvant tx: no pCR and 

CPS + EG score ≥3†

Prior adjuvant tx: ≥4 LN+
(n = 325)

§ Primary endpoint: iDFS

§ Secondary endpoints: distant DFS, OS, safety

§ Prespecified interim analysis of ITT population triggered 
when 165 invasive disease or death events occurred in 
first 900 patients enrolled (mature cohort); type I error 
rate controlled with superiority boundaries per 
hierarchical multiple-testing procedure

*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).

1 año de tto
O1º: iDFS

Tutt et al NEJM 2021

Criterios de 
estratificación:
• HR
• QT neo/ady
• Platino previo





Age – years, median (interquartile range), years 42 (36–49) 43 (36–50)

Female, n (%) 919 (99.8) 911 (99.6)

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

657 (71.3)
261 (28.3)

2 (0.2)
1 (0.1)

670 (73.2)
239 (26.1)

5 (0.5)
1 (0.1)

Menopausal status (females only), n (%)

Premenopausal

Postmenopausal
572/919 (62.2)

347/919 (37.8)

553/911 (60.7)

358/911 (39.3)

Bilateral invasive breast cancer, n (%)

No

Yes
881 (95.7)

40 (4.3)

888 (97.0)

27 (3.0)

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

Olaparib
n=921

Placebo
n=915

Baseline characteristics



Baseline characteristics

a7 patients in the Olaparib arm and 15 patients in the placebo arm received less than 6 cycles of (neo)adjuvant chemotherapy. Regimen for 1 patients in the placebo arm was not 
reported. All reported as protocol deviations; bDefined by local test results; cTNBC: ER- and PgR-negative defined as IHC nuclear staining <1% AND HER2-negative (not eligible for 
anti-HER2 therapy) defined as IHC 0, 1+ without ISH OR IHC 2+ and ISH non-amplified with ratio <2.0 and, if reported, average HER2 copy number <4 signals/cell OR ISH non-
amplified with ratio <2.0 and, if reported, average HER2 copy number <4 signals/cell (without IHC). Two patients were excluded from the summary of the TNBC subset because they 
did not have a confirmed HER2-negative status

Prior (neo)adjuvant chemotherapy, n (%)a

Adjuvant 
Neoadjuvant
Anthracycline and taxane regimen
Anthracycline regimen (without taxane)
Taxane regimen (without anthracycline)

461 (50.1)
460 (49.9)
871 (94.6)

7 (0.8)
43 (4.7)

455 (49.7)
460 (50.3)
849 (92.8)

13 (1.4)
52 (5.7)

(Neo)adjuvant platinum-based chemotherapy, n (%)

No

Yes 

674 (73.2)

247 (26.8)

677 (74.0)

238 (26.0)

HR status, n (%)b

HR-positive / HER2-negative

TNBCc

168 (18.2)

751 (81.5)

157 (17.2)

758 (82.8)

Concurrent hormone therapy (HR-positive only), n/N (%) 146/168 (86.9) 142/157 (90.4)

Olaparib
n=921

Placebo
n=915

18%



Slide credit: clinicaloptions.com

OlympiA: Invasive Disease-Free Survival (ITT)

Tutt. NEJM. 2021;384:2394.

Events, n 3-Yr iDFS, % Difference, %

— Olaparib 106 85.9
8.8

— Placebo 178 77.1

Stratified HR for Invasive Disease/Death: 
0.58 (99.5% CI: 0.41-0.82; P <.001)
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Tutt et al NEJM 2021

• 8.8%
• HR 0.58





Slide credit: clinicaloptions.com

OlympiA: Type of First iDFS Event

1. Tutt. NEJM. 2021;384:2394. 2. Tutt. ASCO 2021. Abstr LBA1.

Type of First iDFS Event, n (%)1 Olaparib (n = 921) Placebo (n = 915)

Patients with first iDFS event 106 (11.5) 178 (19.5)

Distant recurrence
§ Distant CNS recurrence
§ Distant excluding CNS recurrence 

72 (7.8)
22 (2.4)
50 (5.4)

120 (13.1)
36 (3.9)
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 malignancies2

§ Ovarian
§ Peritoneal
§ Fallopian tube
§ Other

11 (1.2)
1 (0.1)

0
1 (0.1)
9 (1.0)

21 (2.3)
4 (0.4)

0
4 (0.4)

13 (1.4)

Deaths without a prior iDFS event* 2 (0.2) 0

*1 due to cardiac arrest, 1 with unknown cause.2



Slide credit: clinicaloptions.com

OlympiA: Overall Survival (IA2; Updated in 2022)

Tutt. ESMO 2022. Abstr VP1-2022.

— Olaparib (75 deaths, 70 due to breast cancer)

— Placebo (109 deaths, 103 due to breast cancer)

Stratified HR: 0.68 (98.5% CI: 0.47-0.91)
P = .009 crossed significance boundary of .015
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Favors Olaparib Favors Placebo

0.25 0.50 0.75 1.00 1.25

P Value for 
Heterogeneity

.381

Tutt ESMO 2022

• 3.4%
• HR 0.68



OlympiA: Safety, Second Interim Analysis

§ AEs leading to death: olaparib, n = 1 (cardiac arrest); placebo, n = 2 (AML, ovarian cancer)

Safety Outcome, n (%)
Olaparib
(n = 911)

Placebo
(n = 904)

Any AE 836 (91.8) 758 (83.8)

Serious AE 79 (8.7) 78 (8.6)

AE of special interest
§ MDS/AML
§ Pneumonitis
§ New primary malignancy

31 (3.4)
2 (0.2)
9 (1.0)

21 (2.3)

51 (5.6)
3 (0.3)

12 (1.3)
36 (4.0)

Grade ≥3 AE 223 (24.5) 102 (11.3)

Grade 4 AE 17 (1.9) 4 (0.4)

AE leading to permanent discontinuation 98 (10.8) 42 (4.6)

Tutt. ESMO 2022. Abstr VP1-2022. Slide credit: clinicaloptions.com

* Anemia grado 3:  9%

• 70% completó el tto
• 18% precisó una reducción de dosis
• 10% interrumpió por AE 

(anemia, nauseas)



Treatment periodTreatment period

There was no clinically meaningful change in fatigue severity across the 

duration of  the study

*FACIT-Fatigue score interpretation: ranges from 0-52; a higher score means less fatigue; negative change scores indicate more fatigue; Pre-specified clinically-meaningful difference is 3 points. ‡P-value <0.05

Ganz PA, et al. Presented at SABCS 2021. 7–10 December. San Antonio, TX.
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Neoadjuvant
Adjuvant

FACIT-Fatigue Score* - Change from baseline

Improved  

fatigue

Fatigue was the primary PRO endpoint

Worsened 

fatigue

‡
‡ ‡ ‡

ABBREVIATIONS

“No copiar y/o difundir de forma integral"

The clinically meaningful difference in nausea and vomiting with olaparib 

vs. placebo was small and resolved after treatment cessation

*EORTC N&V score interpretation: ranges from 0-100; a higher score means more nausea/vomiting; positive change scores indicates more symptoms; Pre-specified clinically-meaningful difference is considered small if the change is 
5-10 points and moderate if 10-20 points. †EORTC QLQ-C30 Diarrhoea score interpretation: ranges from 0-100; a higher score means more symptoms; positive change scores indicates more symptoms; Pre-specified clinically-

meaningful difference is considered small if the change is 5-10 points. ‡P-value <0.05. §Difference in the score between olaparib and placebo was 5-10. 

Ganz PA, et al. Presented at SABCS 2021. 7–10 December. San Antonio, TX.

There was no clinically meaningful change in diarrhoea QoL score between olaparib and placebo

Worsened 

nausea/vomiting

Improved 

nausea/vomiting

Worsened 

diarrhoea

Improved

diarrhoea

A
ve

ra
ge

 d
ia

rr
ho

ea
sy

m
pt

om
 s

ca
le

 s
co

re
(c

ha
ng

e 
fr

om
 b

as
el

in
e)

A
ve

ra
ge

 d
ia

rr
ho

ea
sy

m
pt

om
 s

ca
le

 s
co

re
(c

ha
ng

e 
fr

om
 b

as
el

in
e)

Treatment period Treatment period

10

8

6

2

0

-2

-4

-8

-10
6 months 12 months 18 months 24 months

Months from randomizationA
ve

ra
ge

 n
au

se
a 

an
d 

vo
m

it
in

g 
sy

m
pt

om
 s

ca
le

 s
co

re
(c

ha
ng

e 
fr

om
 b

as
el

in
e)

Neoadjuvant

4

-6

10

8

6

2

0

-2

-4

-8

-10
6 months 12 months 18 months 24 months

Months from randomizationA
ve

ra
ge

 n
au

se
a 

an
d 

vo
m

it
in

g 
sy

m
pt

om
 s

ca
le

 s
co

re
(c

ha
ng

e 
fr

om
 b

as
el

in
e)

Adjuvant

4

-6
Placebo

Olaparib

Placebo

Olaparib

Treatment period
Treatment period

10

8

6

2

0

-2

-4

-8

-10
6 months 12 months 18 months 24 months

Months from randomization

Placebo

Olaparib

Neoadjuvant

4

-6

10

8

6

2

0

-2

-4

-8

-10
6 months 12 months 18 months 24 months

Months from randomization

Placebo

Olaparib

Adjuvant

4

-6

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

EORTC QLQ-C30 diarrhoea Score† -Change from baseline
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ABBREVIATIONS

“No copiar y/o difundir de forma integral"

Ganz PA SABCS 2021



SERDs orales en desarrollo clínico

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

McDonell et al. JCO 2021
Slide credit: clinicaloptions.com

Oral SERDs for Early Breast Cancer: 
Select Clinical Trials

Setting Elacestrant Giredestrant Amcenestrant Camizestrant Imlunestrant

Neoadjuvant
Ph I ELIPSE:

NCT04797728
Completed

Ph II coopERA: 
NCT04436744

Completed

Ph II I-SPY EOP:  
NCT01042379

Ph II SERENA-3: 
NCT04588298

Ph I EMBER-2: 
NCT04647487

Adjuvant
Ph III lidERA: 

NCT04961996

Ph III 
AMEERA-6:

NCT05128773 
Terminated

Ph III EMBER-4: 
NCT05514054



ADCs en desarrollo clínico

Slide credit: clinicaloptions.com

SASCIA: Sacituzumab Govitecan in HER2- EBC at 
High Relapse Risk After Neoadjuvant CT
§ International, open-label, randomized phase III trial

NCT04595565.

Adults with HER2- primary BC; 
residual invasive disease after 

neoadjuvant CT with high risk of 
recurrence (HR-: any residual 

invasive disease >ypT1mi; HR+: 
CPS + EG ≥3 or 2 and ypN+); <16 
wk after final surgery or <10 wk 

after completing RT; ECOG PS 0/1
(N = 1200)

Sacituzumab govitecan
10 mg/kg IV on Days 1, 8 Q3W x 8 cycles

Physician’s choice of CT* or observation

Stratified by HR status (positive vs negative), ypN vs ypN0

§ Primary endpoint: invasive DFS

§ Secondary endpoints: OS, distant DFS, locoregional RFI, invasive DFS and OS in subgroups, safety, 
compliance, PROs

*Capecitabine or platinum-based CT x 8 cycles.



Con la evidencia actual en una paciente Luminal de alto riesgo

✓ 2 estrategias

ABEMACICLIB (+ SLEI) * estudio  población luminal

OLAPARIB (+ SLEI y SG) * estudio que incluyó población luminal

✓ ¿Cuál es nuestro objetivo en adyuvancia?

✓ Seleccionamos por CRITERIO CLINICO/ BIOMARCADOR

✓ Duración del tratamiento/toxicidad/acceso al tto y al biomarcador/coste 
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Qand A: A New Standard of Care for

Germline BRCA1 and/or BRCA2 Mutation

Carriers With Early-Stage Breast Cancer
Neelam V. Desai, MD1; Dana Zakalik, MD2; Mark R. Somer eld, PhD3; and Nadine M. Tung, MD1

Approximately 3%-5% of patients with breast cancer

have an inherited (ie, germline) pathogenic or likely

pathogenic variant (mutation) in BRCA1 or BRCA2.1,2

Until now, systemic therapy for patients with early-

stage breast cancer has not differed on the basis of the

presence of an underlying germline BRCA1 and/or

BRCA2 mutation (gBRCA1m and/or gBRCA2m).

However, recently, the OlympiA trial demonstrated a

signi cant improvement in 3-year invasive disease-

free survival ([iDFS]; 85.9% v 77.1%, hazard ratio

0.58, P , .001) and distant disease-free survival

(87.5% v 80.4%, P , .001) with the addition of 1 year

of adjuvant olaparib, a poly (adenosine diphosphate-

ribose) polymerase (PARP) inhibitor, to standard

therapy in gBRCA1m and/or gBRCA2m carriers

with high-risk early-stage human epidermal growth

factor receptor 2 (HER2)–negative breast cancer.3

These practice-changing results signal a major

advancement in the treatment of early-stage BRCA-

associated breast cancer, and US Food and Drug

Administration (FDA) approval of olaparib is

expected.

To offer a speedy response to the OlympiA trial ana-

lyses, ASCO recently published a rapid recommen-

dation update of its hereditary breast cancer guideline

to address the role of PARP inhibitors in patients with

early-stage, HER2-negative breast cancer and germ-

line BRCA mutations.4 This companion Qand A article

addresses some of the questions that clinicians will

face as they implement results of the OlympiA trial and

the rapid recommendation update into clinical

practice.

Question: What patient population should be

considered for adjuvant olaparib for 1 year on the

basis of the OlympiA trial?

The OlympiA trial included patients with early-stage,

HER2-negative breast cancer at high risk for recur-

rence, who harbored germline BRCA1 and/or BRCA2

mutations; patients with a somatic or tumor-identi ed

mutation alone were not eligible for this trial. For pa-

tients who had surgery rst (adjuvant), eligibility in-

cluded either triple-negative breast cancer (TNBC)

with tumors at least 2 cm or nodal involvement or

hormone receptor (HR)–positive cancers with at least

four involved nodes. For patients who received che-

motherapy rst (neoadjuvant), eligibility required

TNBC with any residual disease at surgery or HR-

positive breast cancer with residual disease plus a

pretreatment Clinical post-treatment Pathologic Stage

as well as Estrogen receptor status and tumor Grade

(CPS1 EG)5 score $ 3. The bene t of olaparib for

patients who fall outside of these eligibility criteria is

unknown. The pretreatment clinical stage and post-

treatment pathologic stageaswell asestrogen receptor

status and tumor grade score can be calculated using

the MD Anderson online calculator6 (Table 1).

Question: Should pembrolizumab be used for

gBRCA1m and/or gBRCA2m carriers with TNBC? If

so, how should it be incorporated with olaparib?

On July 26, 2021, the FDA approved the addition of

pembrolizumab to anthracycline plus taxane and

carboplatin-based neoadjuvant chemotherapy for the

treatment of stage II-III TNBC on the basis of the

KEYNOTE-522 trial,7 which showed an improvement

in both pathologic complete response rate and event-

free survival. This trial did not provide information

about germline BRCA status, but approximately 15%

of all patients with TNBC harbor a gBRCA1m and/or

gBRCA2m.8 Since it was not the standard of care when

OlympiA was written, patients in OlympiA did not receive

pembrolizumab.

Question: Should neoadjuvant pembrolizumab be

used in gBRCA1m and/or gBRCA2m carriers with

TNBCwho meet eligibility for Keynote 522 (ie, tumor

size ‡ 2 cm or nodal involvement)?

Unfortunately, results of the KEYNOTE-522 trial by

BRCA status are not available. It is known that the rate

of pathologic complete response with chemotherapy is

higher in gBRCA1m and/or gBRCA2m carriers with

TNBCthan in nonmutation carriers.9,10 However, given

thesigni cant risk of relapse associated with stage II-III

TNBC, it is reasonable to use pembrolizumab in the

neoadjuvant setting for gBRCA1m and/or gBRCA2m

carriers with TNBC who meet criteria for KEYNOTE-

522. In the absence of speci c data, clinical judgment

Author af liations

and support

information (if

applicable) appear

at the end of this

article.
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¿Que sabemos de los iCDK4/6  en población mutada?

• De la población del Monarch-E: Nada 
• De estudios de enfermedad M1 luminal:

*Asociación entre gBRCA2 y alteraciones RB1 somáticas:

• Pacientes con gBRCA2 pero PFS en 1ª línea con iCDK4/6 + HT
• Pacientes con gBRCA1 y PALB2 peor PFS con iCDK4/6 + HT ( Tempus data base)
• En RWD pacientes gBRCA resultados más 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  

o Pacientes Luminales de riesgo por criterios clínicos,  debemos de pensar estrategia  “testing BRCA SI criterios 
OLYMPIA” tenerlas identificadas

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

o 2 Estrategias  de TTO en población mutada: * No tenemos datos de población mutada del estudio MONARCH-E

o 1-3 ganglios con Criterios de Riesgo: ABEMACICLIB
o >4 ganglios: ABEMA o OLAPARIB, diferentes toxicidades, SLEi, SLEi/SG

o No tenemos datos de la combinación OLAPA+ INHB CDK4/6 estudios en marcha

gBRCA Wild-Type
Tamoxifeno o  IA+/-SO+

Abemaciclib

gBRCA Mutated
Tamoxifeno o  IA+/-SO+  Olaparib

* Considerar empezar HT+Abema tras completar 
Olaparib



Gracias !! 

igallegos@saludcastillayleon.es

@isagalls
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