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bŜǿ C5! !ǇǇǊƻǾŀƭ
On January 17, 2025, the FDA approved datopotamab deruxtecan-dlnk (Datroway, Daiichi Sankyo, Inc.), a Trop-2-directed 

antibody and topoisomerase inhibitor conjugate, for adult patients with unresectable or metastatic, HR-positive, HER2-negative 
(IHC 0, IHC1+ or IHC2+/ISH-) breast cancer who have received prior endocrine-based therapy and chemotherapy for 

unresectable or metastatic disease.

Å The TROPION-Breast01 trial demonstrated a median PFS of 6.9 months (95% 
CI, 5.7-7.4) for Dato-DXd versus 4.9 months (95% CI, 4.2-5.5) for 
chemotherapy (HR, 0.63; 95% CI, 0.52-0.76; two-sidedP< .0001)

Å Median overall survival (interim analysis) was comparable between Dato-DXd 
and single agent chemotherapy, with no significant statistical difference (18.6 
months (95% CI, 17.3-20.1) versus 18.3 months (95% CI, 17.3-20.5), 
respectively

Å Common adverse effects of Dato-DXd include stomatitis, nausea, fatigue, and 
various hematological and biochemical changes

Å The recommended dose of Dato-DXd is 6 mg/kgτwith a maximum of 540 
mg for patients weighing at least 90 kgτgiven once every 3 weeks until 
disease progression or unacceptable toxicity

© 2025 Cornerstone Specialty Network. All rights reserved.

C5! ŀǇǇǊƻǾŜǎ ŘŀǘƻǇƻǘŀƳŀō ŘŜǊǳȄǘŜŎŀƴπŘƭƴƪ ŦƻǊ ǳƴǊŜǎŜŎǘŀōƭŜ ƻǊ ƳŜǘŀǎǘŀǘƛŎΣ IwπǇƻǎƛǘƛǾŜΣ I9wнπƴŜƎŀǘƛǾŜ ōǊŜŀǎǘ ŎŀƴŎŜǊ μ C5!

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-datopotamab-deruxtecan-dlnk-unresectable-or-metastatic-hr-positive-her2-negative-breast


TROPION-Breast01 vs TROPiCS-02 vs DESTINY-Breast04 EFFICACY

HR+/HER2- TROPION-Breast01 (Dato-DXd) TROPiCS-02 (Saci) DESTINY-Breast04 (T-DXd)

Indication

January 17, 2025: for adult patients with unresectable 
or metastatic, HR-positive, HER2-negative (IHC 0, IHC1+ 

or IHC2+/ISH-) breast cancer who have received prior 
endocrine-based therapy and chemotherapy for 

unresectable or metastatic disease.

February 3, 2023: for patients with unresectable locally 
advanced or metastatic HR-positive, HER2-negative (IHC 

0, IHC 1+ or IHC 2+/ISH-) breast cancer who have 
received endocrine-based therapy and at least two 

additional systemic therapies in the metastatic setting.

August 5, 2022: for adult patients with unresectable or 
metastatic HER2-low (IHC 1+ or IHC 2+/ISH-) breast 

cancer who have received a prior chemotherapy in the 
metastatic setting or developed disease recurrence 
during or within six months of completing adjuvant 

chemotherapy.

Study Design

Dato-DXd          vs         TPC

HR+, HER2 negative

IHC 0, IHC 1+ or IHC 2+/ISH-
1-2 lines of chemotherapy 

SG              vs               TPC

HR+, HER2 negative 

IHC 0, IHC 1+ or IHC 2+/ISH-
2-4 previous lines of chemotherapy

T-DXd         vs                  TPC

HR+, HER2-low

IHC 1+ or IHC 2+/ISH-
1-2 lines of chemotherapy

N with HR+ 
tumor

365                    367 272 271 331 163

Median PFS, 
months

6.9 4.9 5.5 4.0 10.1 5.4

Median OS, 
months

OS data notmature 14.4 11.2 23.9 17.5

ORR, % 36.4% 22.9% 21% 14% 52.9% 16.6%
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wǳƎƻ Ŝǘ ŀƭΦΣ [ŀƴŎŜǘΦ нлно hŎǘ нмΤплнόмлпммύΥмпноπмпооΦ Modi et al., N Engl J Med. 2022 Jul 7;387(1):9-20.

TPC: physician's choice of chemotherapy (capecitabine, eribulin, gemcitabine or vinorelbine (TROPiCS-02 and TP01/ paclitaxel, or nab-paclitaxel (DB04))

ESMO 2023. Abstr LBA11; Bardia et al., Future Oncol. (2023) 20(8), 423ς436 

Iw лΦсо όлΦрнπлΦтсύ  t ғ лΦлллм

Waiting for ENHERTU extension for no prior chemotherapy based on DESTINY-.ǊŜŀǎǘлсΧ

HR 0.51 (0.40-0.64)  P < 0.0001

Iw лΦсп όлΦпуπлΦусύ  t Ґ лΦллну

Iw лΦсс όлΦроπлΦуоύ  t Ґ лΦллло

HR 0.79 (0.65-0.96) P = 0.02



HR+ Metastatic Breast Cancer: Evolving Non-Chemotherapy/ADC Therapeutic Options

2002

Fulvestrant

мффр

!ƴŀǎǘǊƻȊƻƭŜ

1997

Letrozole
1977

Tamoxifen

нлмн

9ǾŜǊƻƭƛƳǳǎ Ҍ ŜȄŜƳŜǎǘŀƴŜ

нлмр

[ŜǘǊƻȊƻƭŜҌǇŀƭōƻŎƛŎƭƛō

2017

Letrozole+ribociclib

2017

Letrozole+abemaciclib

2019

Fulvestrant+Alpelisib
(PIK3CAm)

Hormonal Therapies:

ÅSelective ER Modulators - Tamoxifen

ÅAromatase Inhibitors ςLetrozole, Anastrozole, Exemestane

ÅSelective ER Degraders ςFulvestrant >> Elacestrant

Targeted Therapies:

ÅCDK4/6 inhibitors ςPalbociclib, Ribociclib, Abemaciclib

ÅPI3K, mTOR, AKT inhibitors ς Everolimus, Alpelisib, Capivasertib, Inavolisib

нлно

9ƭŀŎŜǎǘǊŀƴǘ ό9{wмƳύ

2023

Capivasertib 
(PIK3CAm, AKTm, PTENm)

2024

Inavolisib 
(PIK3CAm) ς1L Triplet

мфул нллл 2010 2020

1999

Exemestane
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Is palbociclib + endocrine therapy (ET) better than 
single agent chemotherapy as first line treatment 

for HR+ mBC?

CLINICAL QUESTIONt!5a! /ƭƛƴƛŎŀƭ ¢Ǌƛŀƭ

ϭ нлнр /ƻǊƴŜǊǎǘƻƴŜ {ǇŜŎƛŀƭǘȅ bŜǘǿƻǊƪΦ !ƭƭ ǊƛƎƘǘǎ ǊŜǎŜǊǾŜŘΦ

The first prospective, randomized, open-label, multi-center, phase IV trial to compare CDK4/6 inhibitor + ET 
with standard mono-chemotherapy +/- maintenance ET as first-line therapy
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Study Design: randomized phase IV trial
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Å HR+/HER2-negative
Å Female or male
Å Indication for mono-chemotherapy
Å No prior treatment for 

metastatic/relapsed disease
Å No uncontrolled/untreated CNS 

metastases
Å Life-expectancy >6 months

N= 150

Endocrine therapy (ET) + 
palbociclib

Single agent Chemotherapy (CT) of 
ǇƘȅǎƛŎƛŀƴΩǎ ŎƘƻƛŎŜ ± ET maintenance therapy 

w 
мΥм

9¢ ǿƛǘƘ ǇŀƭōƻŎƛŎƭƛōΥ !L ƻǊ ŦǳƭǾŜǎǘǊŀƴǘ ҕ DƴwIŀ
9¢ ƳŀƛƴǘŜƴŀƴŎŜΥ ǘŀƳƻȄƛŦŜƴΣ !L ƻǊ ŦǳƭǾŜǎǘǊŀƴǘ ҕ DƴwIŀ
/¢Υ ǇŀŎƭƛǘŀȄŜƭΣ ŎŀǇŜŎƛǘŀōƛƴŜΣ ŜǇƛǊǳōƛŎƛƴΣ ƻǊ ǾƛƴƻǊŜƭōƛƴŜ

{ǘǊŀǘƛŦƛŜŘ ōȅΥ 9ƴŘƻŎǊƛƴŜ ǊŜǎƛǎǘŀƴǘ Ǿǎ 
ŜƴŘƻŎǊƛƴŜ ǎŜƴǎƛǘƛǾŜΣ {ȅƳǇǘƻƳŀǘƛŎ Ǿǎ 
ŀǎȅƳǇǘƻƳŀǘƛŎ ƳŜǘŀǎǘŀǘƛŎ ŘƛǎŜŀǎŜ

Primary endpoint: Time-to-treatment failure (TTF) defined as time from randomization to discontinuation of treatment due to disease 
ǇǊƻƎǊŜǎǎƛƻƴΣ ǘǊŜŀǘƳŜƴǘ ǘƻȄƛŎƛǘȅΣ ǇŀǘƛŜƴǘΩǎ ǇǊŜŦŜǊŜƴŎŜΣ ƻǊ ŘŜŀǘƘΦ
Secondary endpoints: Progression-free survival (PFS), Overall survival (OS), Safety, tolerability, treatment compliance, Time-to-first 
subsequent treatment (TFST)

PADMA Clinical Trial The PADMA study (NCT03355157; GBG 93) is the first prospective, randomized, 
open-label, multi-center, phase IV trial to compare CDK4/6 inhibitor + ET with 
standard mono-chemotherapy +/- maintenance ET as first-line therapy in patients 
with high-risk mBC and a chemotherapy indication
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Baseline Characteristics

SABCS 2023 Abstract LBA3 © 2025 Cornerstone Specialty Network. All rights reserved.

Palbociclib + ET 
N=61

CT-based 
Regimen 

N=59

Median age in years (range) 63 (42.0-85.0) 62 (31.0-80.0)

Postmenopausal status 54 (88.5%) 52 (88.1%)

Liver metastases 28 (45.9%) 22 (37.3%) 

Endocrine resistant* 17 (27.9%) 21 (35.6%) 

Metastasis at initial diagnosis 20 (33.3%) 24 (40.7%)

Prior (neo)adjuvant CT 29 (47.5%) 25 (42.4%) 

HER2-low (IHC 1-2)** 41 (73.2%) 30 (58.8%) 

Pathogenic variants (tissue)***
Å PIK3CA
Å BRCA1/2
Å ESR1

11 (18.0%)
3 (4.9%)
1 (1.6%)

16 (27.1%)
4 (6.8%)
1 (1.7%)

PADMA Clinical Trial

* Endocrine resistant = relapse on or within 12 months of end of adjuvant ET
** From metastasis (N=47), otherwise if available from initial diagnosis (N=24)
*** Tested in 81 patients.

tŀƭōƻŎƛŎƭƛō Ҍ 
9¢ 
bҐснϝ

CT-based 
Regimen 

N=59

Type of treatment of 
ǇƘȅǎƛŎƛŀƴΩǎ ŎƘƻƛŎŜ /¢
Å Capecitabine
Å Paclitaxel
Å Vinorelbine

пл όсфΦл҈ύ
мт όнфΦо҈ύ
м όмΦт҈ύ

ReceivedET maintenance 
post CT

мо όннΦп҈ύ

Type of ET**
Å Aromatase inhibitor
Å Tamoxifen
Å Fulvestrant

48 (77.4%)
-

14 (22.6%)

9 (15.5%)
3 (5.2%)
1 (1.7%)

*one patient randomized to CT-based arm received palbociclib + ET.
**pre - or perimenopausal women receiving AI or fulvestrant required GnRH 
analogue or ovarian ablation
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Primary Endpoint: Time-to-treatment failure (TTF) 

SABCS 2023 Abstract LBA3 © 2025 Cornerstone Specialty Network. All rights reserved.

PADMA Clinical Trial

Palbociclib + ET 
N=61

CT-based 
Regimen 

N=59

TTF events, N (%) 45 (73.8%) 55 (93.2%)

Median *TTF months 17.2 6.1

HR: 0.46 (0.31 ς 0.69) p<0.001

Median follow-up of 36.8 (range 0-74.4) months

*Time-to-treatment failure (TTF) 
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Secondary Endpoint: PFS

SABCS 2023 Abstract LBA3 © 2025 Cornerstone Specialty Network. All rights reserved.

PADMA Clinical Trial

Palbociclib + ET 
N=61

CT-based 
Regimen 

N=59

PFS events, N (%) 40 (65.6%) 50 (84.7%)

Median PFS months 18.7 7.8

HR 0.45 95% CI (0.29-0.70), p<0.001

Palbociclib + ET 
N=61

CT-based 
Regimen 

N=59

OS events, N (%) 25 (41.0%) 24 (40.7%)

Median OS months 46.1 36.8

---

Secondary Endpoint: OS



PADMA solidifies the approach for 
endocrine therapy with a CDK4/6i (vs 

single agent chemotherapy) as standard 
of care in 1L HR+/HER2- mBC setting

IMPACT

© 2025 Cornerstone Specialty Network. All rights reserved.

Å Significant and clinically meaningful improvement 

in time to treatment failure (TTF) and progression 

free survival (PFS) for palbociclib plus endocrine 

therapy (ET) vs single agent chemotherapy (with or 

without ET) in the 1L setting

Å Median TTF 17.2 vs 6.1 months ; HR 0.46, 95% CI 

(0.31-0.69), p<0.001

Å Median PFS 18.7 vs 7.8 months; HR 0.45, 95% CI 

(0.29-0.70), p<0.001

PADMA SUMMARY
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Does the duration of prior endocrine therapy (ET), 
disease burden, or subsequent treatment impact 

the benefit of Trastuzumab deruxtecan as next line 
of treatment after ET? 

Data from DESTINY-Breast06

CLINICAL QUESTIONDESTINY-Breast06 Clinical Trial

© 2025 Cornerstone Specialty Network. All rights reserved.



Study Design: randomized, multicenter, open-label Phase 3 study 

ASCO 2024. Abstr LBA1000

Primary endpoints: 
Å PFS (BICR) in HER2-low

Key secondary endpoints: 
Å PFS (BICR) in ITT (HER2-low + 

ultralow)
Å OS in HER2-low
Å OS in ITT (HER2-low + 

ultralow)
Å PFS2 (investigator): second 

progression-free survival / 
time from randomization to 
second progression or death

DESTINY-Breast06: original study design

© 2025 Cornerstone Specialty Network. All rights reserved.

Å HR+ mBC
Å HER2-ƭƻǿ όLI/ мҌ ƻǊ LI/ нҌκL{Iҍύ ƻǊ I9wн-ultralow 

(IHC 0 with membrane staining)*
Å Chemotherapy naïve in the mBCsetting
Å Prior lines of therapy

Å җн ƭƛƴŜǎ ƻŦ 9¢ ± targeted therapy for mBC
OR 
Å 1 line for mBCAND 

ÅtǊƻƎǊŜǎǎƛƻƴ Җс ƳƻƴǘƘǎ ƻŦ ǎǘŀǊǘƛƴƎ ŦƛǊǎǘ-
line ET + CDK4/6i 

OR 
Å wŜŎǳǊǊŜƴŎŜ Җнп ƳƻƴǘƘǎ ƻŦ ǎǘŀǊǘƛƴƎ 

adjuvant ET

(HER2-Low = 713; HER2-ultralow = 153)

T-DXd

5.4 mg/kg q3w

(n=436)

Stratified by Prior CDK4/6i use (yes vs no); HER2 expression 
όLI/ мҌ Ǿǎ LI/ нҌκL{Iҍ Ǿǎ LI/ л ǿƛǘƘ ƳŜƳōǊŀƴŜ ǎǘŀƛƴƛƴƎύΤ 

Prior taxane in the non-metastatic setting (yes vs no)

R 
1:1

KEY DATA

TPC
Options: capecitabine, 

nab-paclitaxel, paclitaxel

(n=430)

*Study enrollment was based on central HER2 testing. HER2 status was determined based on the most recent evaluable HER2 IHC sample prior to randomization. HER2-ultralow was defineŘ ŀǎ ŦŀƛƴǘΣ ǇŀǊǘƛŀƭ ƳŜƳōǊŀƴŜ ǎǘŀƛƴƛƴƎ ƛƴ Җмл҈ ƻŦ 
ǘǳƳƻǊ ŎŜƭƭǎ όŀƭǎƻ ƪƴƻǿƴ ŀǎ LI/ ҔлғмҌύΤ ϞI9wн-ultralow status as determined per IRT data (note: efficacy analyses in the HER2 -ulǘǊŀƭƻǿ ǎǳōƎǊƻǳǇ ǿŜǊŜ ōŀǎŜŘ ƻƴ ƴҐмрн ŀǎ ŘŜǘŜǊƳƛƴŜŘ ǇŜǊ ŎŜƴǘǊŀƭ ƭŀōƻǊŀǘƻǊȅ ǘŜǎǘƛƴƎ ŘŀǘŀύΤ ϟǘƻ ōŜ ǇǊŜǎŜƴǘŜŘ 
separately BICR, blinded independent central review; CDK4/6i, cyclin -dependent kinase 4/6 inhibitor; DOR, duration of response; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR+, hormone receptorςpositive; 
IHC, immunohistochemistry; INV, investigator assessed; IRT, interactive response technology; ISH, in situ hybridization; ITT, intent -to-treat; mBC, metastatic breast cancer; ORR, objective response rate; OS, overall survival; PD, progressive 
disease; PFS, progression-free survival; PFS2, second progression-free survival / time from randomization to second progression or death; Q3W, every 3 weeks; R, randomization; T -DXd, trastuzumab deruxtecan; TPC, chemotherapy 
ǘǊŜŀǘƳŜƴǘ ƻŦ ǇƘȅǎƛŎƛŀƴΩǎ ŎƘƻƛŎŜ Data Cut Off: March 18, 2024



Primary Endpoint: PFS (BICR) in HER2-low

ASCO 2024. Abstr LBA 1000

DESTINY-Breast06: Previously Reported Overall Study PFS Data

© 2025 Cornerstone Specialty Network. All rights reserved.

KEY DATA

Data Cut Off: March 18, 2024

Key Secondary Endpoint: PFS (BICR) in ITT
Both HER2-low and ultralow

(HER2-Low: n= 713; HER2-ultralow: n= 153)

ASCO 2024 (N Engl J Med. Dec. 2024): PFS in HER2-Low and PFS In ITT (HER2-Low and HER2-Ultralow)



DESTINY-Breast06: new data at SABCS 2024

© 2025 Cornerstone Specialty Network. All rights reserved.

KEY DATA

Data Cut Off: March 18, 2024
SABCS 2024. Abstr LBA4

PFS to T-DXd vs TPC (physicianôs chemo choice) by time to progression (TTP) to prior 1L ET + 

CDK4/6i

ϝ¢¢t ŀƴŀƭȅǎƛǎ ƛƴŎƭǳŘŜŘ ртл ǇŀǘƛŜƴǘǎ ǿƛǘƘ t5 ƻƴ ǇǊƛƻǊ м[ 9¢ Ҍ /5Yпκсƛ όсрΦу҈ ƻŦ ǘƘŜ L¢¢ ǇƻǇǳƭŀǘƛƻƴύΤ ϞǘƘŜ ƘŀȊŀǊŘ Ǌŀǘƛƻ ŀƴŘ ƛǘǎ CI were estimated from an unstratified Cox proportional 
ƘŀȊŀǊŘǎ ƳƻŘŜƭΤ ϟŜƴŘƻŎǊƛƴŜ ǊŜǎƛǎǘŀƴŎŜ ŀǎǎŜǎǎŜŘ ōȅ ƛƴǾŜǎǘƛƎŀǘƻǊǎ ǇŜǊ рǘƘ 9{h-ESMO advanced breast cancer guidelines. 



DESTINY-Breast06: new data at SABCS 2024

© 2025 Cornerstone Specialty Network. All rights reserved.

KEY DATA

Data Cut Off: March 18, 2024
SABCS 2024. Abstr LBA4

PFS to T-DXd vs TPC by type of endocrine resistance (1ary or 2ary) to prior ET

Primary endocrine resistance: 
relapse in the first 2 years of adjuvant ET, or PD 

<6 mo of 1L ET for mBC. 

Secondary (acquired) endocrine resistance: 
relapse after the first 2 years on adjuvant ET, or 
relapse within 12 mo of completing adjuvant 
ET, or PD >6 mo after initiating ET for mBC.

T-DXd (n=128) TPC (n=140) T-DXd (n=308) TPC (n=288)

mPFS, mo (95% CI) 12.4 (10.3, 15.2) 6.6 (5.4, 7.4) 13.2 (12.0, 15.5) 9.5 (8.0, 11.1)

PFS hazard ratio (95% CI) 0.57 (0.42, 0.77) 0.68 (0.55, 0.84)

T-DXd benefit evident for either primary or secondary endocrine resistance 



DESTINY-Breast06: new data at SABCS 2024

© 2025 Cornerstone Specialty Network. All rights reserved.

KEY DATA

Data Cut Off: March 18, 2024
SABCS 2024. Abstr LBA4

ORR and DOR to T-DXd vs TPC by time to progression on 1L ET + CDK4/6i and endocrine 

resistance

11.1

13.7

15.7

11.1

15.4

7.3

11.5

11.1

7.3

10.1
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67.7
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25.4

28.8

33.1

25.7

34.0
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<6-mo 1L TTP

6-12-mo 1L TTP

>12-mo 1L TTP

Primary endocrine resistance*

Secondary endocrine resistance*

Type of Endocrine 

resistance

Confirmed ORR (BICR), % Median DOR, mo

T-DXd

TPC

*Primary endocrine resistance was defined as relapse in the first 2 years of adjuvant ET, or PD <6 mo of 1L ET for mBC. 
 Secondary (acquired) endocrine resistance was defined as relapse after the first 2 years on adjuvant ET, or relapse within 12 mo of completing adjuvant ET, or PD >6 mo after initiating ET for mBC.
  

Time to 
progression



DESTINY-Breast06: new data at SABCS 2024
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KEY DATA

Data Cut Off: March 18, 2024
SABCS 2024. Abstr LBA4

PFS by measures of disease burden (number and location) of mets

**Exploratory post-hoc analyses

PFS

<3 Sites at Baseline җо {ƛǘŜǎ ŀǘ .ŀǎŜƭƛƴŜ

T-DXd 
(n = 198)

Chemotherapy 
(n = 180)

T-DXd 
(n = 238)

Chemotherapy 
(n = 250)

Median PFS, mo
Á HR (95% CI)

15.3 8.4 11.4 7.2

0.55 (0.42-0.72) 0.71 (0.57-0.89)



SABCS 2024. Abstr LBA4

DESTINY-Breast06: new data at SABCS 2024

© 2025 Cornerstone Specialty Network. All rights reserved.

KEY DATA

Data Cut Off: March 18, 2024

PFS2 in the overall ITT population 

ϞǘƘŜ ƘŀȊŀǊŘ Ǌŀǘƛƻ ŀƴŘ ƛǘǎ /L ǿŜǊŜ ŜǎǘƛƳŀǘŜŘ ŦǊƻƳ ŀƴ ǳƴǎǘǊŀǘƛŦƛŜŘ /ƻȄ ǇǊƻǇƻǊǘƛƻƴŀƭ ƘŀȊŀǊŘǎ ƳƻŘŜƭ

ADC, antibody-drug conjugate; CI, confidence interval; ET, endocrine therapy; ITT, intent-to-treat; mo, months; (m)PFS2, (median) second progression-free survival / time from randomization to second progression or 
death; T-DXd, trastuzumab deruxtecanΤ ¢t/Σ ǇƘȅǎƛŎƛŀƴΩǎ ŎƘƻƛŎŜ ƻŦ ŎƘŜƳƻǘƘŜǊŀǇȅΤ ¢¢tΣ ǘƛƳŜ ǘƻ ǇǊƻƎǊŜǎǎƛƻƴ

* PFS2: second progression-free survival / 
time from randomization to second 
progression or death

Of patients who received immediate post-
discontinuation therapy (n=608) after either 
T-DXd or TPC, regimens include:
Å Chemotherapy (66.7%) 
Å Endocrine-based therapy (26.0%) 
Å Another ADC (7.8%) 
Å Targeted therapy alone (2.5%)



Data suggest that trastuzumab 
deruxtecan can be an effective new 

treatment option for patients with HR+, 
HER2-low/ultralow for all populations 

evaluated

New guidelines needed to potentially include HER2 
low and HER2 ultralow definitions

No FDA approval yet for this population

IMPACT

© 2025 Cornerstone Specialty Network. All rights reserved.

Å T-DXd demonstrated a clinically meaningful benefit vs 

TPC overall and regardless of TTP on 1L ET + CDK4/6i

Å Efficacy outcomes were noted both in patients with 

primary or secondary endocrine resistance

Å T-DXd demonstrated efficacy regardless of disease 

burden, with efficacy also in patients with low disease 

burden

Å Time to second tumor progression was also greater for 

patients randomized to T-DXD vs TPC independent of 

subsequent treatment given

DESTINY-Breast06SUMMARY



SABCS 2024: RAPID REVIEWS

SOLTI 
VALENTINE
(targeting HER3)

EMBER-3
(targeting ER, 

ESR1)

ELECTRA

 (targeting ER, 
ESR1)

SERENA-1
(targeting ER, 

ESR1)
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FDA APPROVALS SOLTI VALENTINE

Primary endpoints: Rate of pCR (ypT0/is ypN0) at surgery 
Secondary endpoints: ORR; CelTIL score change, Ki67 drop, PAM50, ROR; Safety

ÅPre- and post-menopausal 
women, or men
ÅPrimary operable breast 
ŎŀƴŎŜǊ җм ŎƳ ōȅ awL
ÅHR+/HER2-negative
ÅYƛст җнл҈ŀ ŀƴŘκƻǊ ƘƛƎƘ 

genomic risk (gene 
signature)
ÅNo prior treatment for the 

breast cancer 
ÅAvailable pre-treatment 

FFPE core-needle biopsy

(N = 120)

HER3-DXd
5.6 mg/kg q21d x 6 cycles 

Standard Multi-agent Chemotherapy
EC or AC q14d or q21d x 4 cycles 
followed by weekly paclitaxel 

80mg/m2 x 12 weeks

Stratified 
by axillary 

nodal 
status

R 2:1:1

Study design: Parallel, randomized, non-comparative, open-label, phase II trial

KEYUPDATE

SABCS 2024. Abstr LBA6

HER3-DXd + Letrozole
5.6 mg/kg q21d x 6 cycles

+ letrozole 2.5mg QD +/- OFS

S
U
R
G
E
R
y

pCR 

Follow up 
5 years

Baseline

Biopsy or archival 
tissue

Cycle 2, Day 1

Biopsy on treatment

Surgery

Surgery tissue 
collection

Does neoadjuvant HER3-DXd alone or in combination with letrozole provide 
benefit for high-risk HR+/HER2- early BC? Primary results of the randomized 
phase II SOLTI VALENTINE trial
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FDA APPROVALS SOLTI VALENTINEKEYUPDATE

pCR and ORR rates

SABCS 2024. Abstr LBA6

Does neoadjuvant HER3-DXd alone or in combination with letrozole provide 
benefit for high-risk HR+/HER2- early BC?

pCR HER3-DXd 
(n=50)

HER3-DXd + 
LET (n=48)

Chemotherapy 
(n=24)

pCR rate, n (%)
(95% CI)

2 (4.0%)
(0.5-13.7)

1 (2.1%)
(0.1-11.1)

1 (4.2%)
(0.1-21.1)

PD, n (%) 0 1 (2.1%) 1 (4.2%)

ORR HER3-DXd 
(n=50)

HER3-DXd + 
LET (n=48)

Chemotherapy 
(n=24)

ORR, n (%)
(95% CI)

35 (70.0%)
(55.4 -82.1)

39 (81.3%)
(67.4-91.1)

17 (70.8%)
(48.9-87.4)
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FDA APPROVALS SOLTI VALENTINE

Ki67 drop 

KEYUPDATE

SABCS 2024. Abstr LBA6

Does neoadjuvant HER3-DXd alone or in combination with letrozole provide 
benefit for high-risk HR+/HER2- early BC?

The following changes were also observed in HER3-DXd and HER3-DXd + LET arms:
Å Significant change in *CelTIL score from baseline to C2D1 and from baseline to surgery.
Å Association of *CelTIL change from baseline to C2D1 with radiological response.

*CelTIL: A combined score based on tumor cellularity and tumor-infiltrating lymphocytes (TILs)

Baseline Baseline BaselineC2D1 C2D1 C2D1Surgery Surgery Surgery

ҟ -15.38
P<0.00001

ҟ-14.94
P=0.001

ҟ -33.07
P<0.0001

ҟ -4.61
P=0.008

ҟ -18.69
P=0.001

ҟ -6.99
P=0.281

Ki67 change
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FDA APPROVALS SOLTI VALENTINEKEYUPDATE

SABCS 2024. Abstr LBA6

Does neoadjuvant HER3-DXd alone or in combination with letrozole provide 
benefit for high-risk HR+/HER2- early BC?

HER3-DXd 
(n=50)

HER3-DXd + 
LET 

(n=48)

Chemotherapy
(n=24)

All treatment-related AEs (TRAEs)

Any grade 48 (96.0%) 47 (97.9%) 23 (95.8%)

DǊŀŘŜ җо 7 (14.0%) 7 (14.6) 11 (45.8%)

Treatment reduction (any) 3 (6.0%) 4 (8.3%) 9 (37.5%)

Treatment interruptions (any) 6 (12.0%) 2 (4.2%) 12 (50.0%)

Treatment discontinuation (any) 0 2 (4.2%) 2 (8.3%)

Summary: 

Comparable pCR rates and ORR with 
HER3-DXd  with or without letrozole 
versus multi-agent chemotherapy  

[ƻǿŜǊ ƛƴŎƛŘŜƴŎŜ ƻŦ DǊŀŘŜ җо ǘǊŜŀǘƳŜƴǘ-
related AEs, reduced rated of dose 

reductions, interruptions and 
discontinuation with HER3-DXd

Safety



SABCS 2024: RAPID REVIEWS

SOLTI 
VALENTINE
(targeting HER3)

EMBER-3
(targeting ER, 

ESR1)

ELECTRA

 (targeting ER, 
ESR1)

SERENA-1
(targeting ER, 

ESR1)



Imlunestrant is an orally available 
SERD that suppresses estrogen 
signaling and subsequently 
inhibits cell proliferation in ER-
expressing tumor models.

References
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Lee HR, et al. Int J Mol Med. 2012;29:883-890.
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Selective Estrogen Receptor Degrader
Imlunestrant (Lilly)

Selective ER Degrader - Imlunestrant 
Molecule Information | Lilly Oncology

https://www.lillyoncologypipeline.com/molecule/selective-er-degrader/
https://www.lillyoncologypipeline.com/molecule/selective-er-degrader/
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FDA APPROVALS EMBER-3

Primary endpoints: Investigator-assessed PFS for
ω A vs B in patients with ESR1m
ω A vs B in all patients 
ω C vs A in all patients

Secondary endpoints: OS, PFS by BICR, and ORR, Safety
Exploratory Endpoints:  PFS and OS for C vs B in all patients

ÅER+, HER2- mBC
ÅMen and Pre- /Post-

menopausal women
ÅPrior therapy:
ÅAdjuvant: Recurrence 

on or within 12 
months of completion 
of AI ± CDK4/6i

ÅABC: Progression on 
first-line AI ± CDK4/6i

ÅNo other therapy for mBC
(N = 874)

Imlunestrant
400 mg QD

Imlunestrant
400 mg QD +
abemaciclib

Stratified by: Prior 
CDK4/6i therapy (Y/N), 

Visceral metastases 
(Y/N), Region

R 
1:1:1

Study design: Randomized, phase III trial

KEYUPDATE

Primary Endpoints: A vs B - Imlunestrant vs SOC ET
PFS in patients with ESR1m

SABCS 2024. Abstr LBA6

Std of Care ET
Fulvestrant or
Exemestane*

Does imlunestrant (an oral SERD) as a monotherapy or combined with abemaciclib provide 
benefit for patients with ER+, HER2- advanced BC pretreated with endocrine therapy?

A

B

C

Note: Did not reach significance

Primary Endpoints: A vs B - Imlunestrant vs SOC ET
PFS in all patients

*98% treated: Fulvestrant 88%; Exemestane 10%

PFS by Investigator
Imlunestrant

(n = 138)
SoC ET

(n = 118)

No. of events 109 102

mPFS, mo (95% CI) 5.5 (3.9-7.4) 3.8 (3.7-5.5)

HR (95% CI)
0.62 (0.46-0.82) 

P <0.001

PFS by Investigator
Imlunestrant

(n = 331)
SoC ET

(n = 330)

No. of events 237 253

mPFS, mo (95% CI) 5.56 (5.3-7.3) 5.5 (4.6-5.6)

HR (95% CI)
0.87 (0.72-1.04) 

P <0.12
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FDA APPROVALS EMBER-3KEYUPDATE

PFS by subgroup in patients with ESR1m:  A vs B - Imlunestrant vs SOC ET

SABCS 2024. Abstr LBA6

Does imlunestrant (an oral SERD) as a monotherapy or combined with abemaciclib provide 
benefit for patients with ER+, HER2- advanced BC pretreated with endocrine therapy?

Secondary Endpoint: A vs B ORR for all patients and ESR1m status

Summary of A vs B:

Imlunestrant monotherapy 
significantly improved PFS vs std of 
care ET in patients with ESR1m but 

did not reach significance in the 
overall population; Imlunestrant 

monotherapy may provide an oral 
targeted therapy option with a 

generally favorable safety profile

Note: OS data are immature
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FDA APPROVALS EMBER-3KEYUPDATE

Primary Endpoint: Arm C vs A - Imlunestrant + Abemaciclib vs Imlunestrant 
PFS in ALL patients

SABCS 2024. Abstr LBA6

Does imlunestrant (an oral SERD) as a monotherapy or combined with abemaciclib provide 
benefit for patients with ER+, HER2- advanced BC pretreated with endocrine therapy?

PFS by subgroup: Arm C vs A - Imlunestrant + Abemaciclib vs Imlunestrant

Summary of C vs A: 

Imlunestrant in combination with abemaciclib 
significantly improved PFS vs imlunestrant monotherapy 

regardless of ESR1m status; Imlunestrant with 
abemaciclib may provide an all-oral therapy option

bƻǘ ȅŜǘ C5! ŀǇǇǊƻǾŜŘΧŘŀǘŀ ŀǊŜ ōŜƛƴƎ ǎǳōƳƛǘǘŜŘ ǘƻ 
regulatory health authorities globally

PFS by Investigator
Imlunestrant + 

Abemaciclib (n = 213)
Imlunestrant

(n = 213)

No. of events 114 149

mPFS, mo (95% CI) 9.4 (7.5-11.9) 5.5 (3.8-5.6)

HR (95% CI) 0.57 (0.44-0.73) P <.001



SABCS 2024: RAPID REVIEWS

SOLTI 
VALENTINE
(targeting HER3)

EMBER-3

(targeting ER, 
ESR1)

ELECTRA

 (targeting ER, 
ESR1)

SERENA-1

(targeting ER, 
ESR1)



Å Elacestrant has strong binding affinity for ESR1-mutated receptors

Å Binds to the mutated ESR1 receptor, resulting in receptor 
degradation and antitumor activity

Å An ER antagonist that binds to ER-alpha4

Å Demonstrated in vitro and in vivo antitumor activity, 
including in cells resistant to fulvestrant and a CDK4/6i, 
and cells with ESR1 mutations4

Å Inhibited 17̡ -estradiol-mediated cell proliferation at 
concentrations inducing degradation of ER-alpha 
protein mediated through the proteasomal pathway in 
ER+/HER2- breast cancer cells4

Å Does not target the PI3K/AKT/mTOR pathway4,6

References: 1.Brett JO, Spring LM, Bardia A, Wander SA. ESR1 mutation as an emerging clinical biomarker in metastatic hormone receptor-positive breast cancer.Breast Cancer Res. 2021;23(1):85.2. Bihani 
T, Patel HK, Arlt H, et al. Elacestrant (RAD1901), a selective estrogen receptor degrader (SERD), has antitumor activity in multiple ER+ breast cancer patient-derived xenograft models.Clin Cancer Res. 
2017;23(16):4793-4804.3. Bihani T, Patel HK, Arlt H, et al. Elacestrant (RAD1901), a selective estrogen receptor degrader (SERD), has antitumor activity in multiple ER+ breast cancer patient-derived 
xenograft models.Clin Cancer Res. 2017;23(16):4793-4804 [supplementary appendix].4. ORSERDU [prescribing information]. New York, NY: Stemline Therapeutics, Inc., a Menarini Group Company, 
2023.5. Bardia A, Aftimos P, Bihani T, et al. EMERALD: phase III trial of elacestrant (RAD1901) vs endocrine therapy for previously treated ER+ advanced breast cancer.Future Oncol. 2019;15(28):3209-
3218.6. Patel HK, Bihani T. Selective estrogen receptor modulators (SERMs) and selective estrogen receptor degraders (SERDs) in cancer treatment.Pharmacol Ther. 2018;186:1-24.

Elacestrant (ORSERDU®) (Menarini)
Mechanism of Disease and Mechanism of Action
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FDA APPROVALS ELECTRA

Results

KEYUPDATE

SABCS 2024. Abstr LBA6

Does elacestrant in combination benefit patients with ER+, HER2- advanced or 
metastatic breast cancer?

mPFS In efficacy-evaluable patients from ELECTRA Phase 1b

Elacestrant + Abemaciclib n mPFS (95% CI)

All patients
Å Prior ET + CDK4/6i
Å ESR1-mutated tumors
Å ESR1-mutation not detected
ÅtǊƛƻǊ 9¢Ҍ /5Yпκсƛ җмн ƳƻƴǘƘǎ

27
24
11
12
16

8.7
8.7
8.7
7.2
16.6

(6.1 ς 16.6)
(6.1 ς 16.6)
(2.0 ς NC)
(1.9 ς NC)
(7.5 ς NC)

Dose Level
Å Elacestrant 345 mg QD + Abemaciclib 150 mg BID (RP2D)
Å Elacestrant 345 mg QD + Abemaciclib 100 mg BID 
Å Elacestrant 258 mg QD + Abemaciclib 100 mg BID 

12
7
8

8.7
7.5
8.4

(7.2 ς NC)
(1.9 ς NC)

(1.7 ς 17.3)
NC, not calculable

Early results, small n but some indication of efficacy in patients who have received a prior CDK4/6i
aƻǊŜ ǘƻ ŎƻƳŜΧ 



SABCS 2024: RAPID REVIEWS

SOLTI 
VALENTINE
(targeting HER3)

EMBER-3
(targeting ER, 

ESR1)

ELECTRA

 (targeting ER, 
ESR1)

SERENA-1
(targeting ER, 

ESR1)
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FDA APPROVALS

SERENA-1: Camizestrant (AZ) 

A next-generation SERD for the treatment of ER+ 

breast cancer, acting as a pure ER antagonist and 

selective ERh degrader. 

/ŀƳƛȊŜǎǘǊŀƴǘΩǎ mechanism of action stops the 

transcription of ER target genes in wild-type (blue) 

and  mutant (green) ERh, impairing tumor cell 

proliferation. 

Other signaling pathways are essential to ERþ breast cancer proliferation and survival, and  contribute to 
mechanisms of endocrine therapy resistance, including CDK4/6 and PI3K/AKT/mTOR pathways. Inhibitors 
of these signaling axes are currently  approved targeted therapies (everolimus and alpelisib) or under 
investigation (e.g., capivasertib). , P < 0.05; , P < 0.005;  , P < 0.0005. CAMI,  camizestrant; CAPI, 
capivasertib; CDK, cyclin-dependent kinase; CoA, cytochrome C oxidase assembly; Del, deletion; E2, 
estradiol; E2F, E2F transcription factor; ERE, estrogen response element; FULV, fulvestrant; m, mutated; 
MET, metastatic; PALBO, palbociclib; PRIM, primary; RB1, retinoblastoma gene; TGI,  tumor growth 
inhibition.

Cancer Res. 2023 Sep 19;83(23):3989ς4004
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FDA APPROVALS SERENA-1

Study design: Phase 1

KEYUPDATE

SABCS 2024. Abstr PS7-06

Does camizestrant in combination with ribociclib benefit patients with ER+, HER2-negative 
advanced breast cancer?

Å Previously treated women (any menopausal status)
Å !ƎŜ җ му ȅŜŀǊǎ ƻƭŘ
Å ER+ / HER2-neg advanced breast cancer
Å tǊƛƻǊ ǘǊŜŀǘƳŜƴǘ ǿƛǘƘ Җн ƭƛƴŜǎ ƻŦ ŎƘŜƳƻǘƘŜǊŀǇȅ ƛƴ ǘƘŜ 

advanced setting permitted
Å No limit of line of prior ET in advanced setting 
Å No selection based on prior sensitivity to ET
Å Prior treatment with CDK4/6i and /or fulvestrant 

permitted

Objectives
Å Primary: Determine safety and tolerability of 

camizestrant in combination with ribociclib
Å Secondary: Determine anti-tumor activity, efficacy, 

and pharmacokinetics (PK)

Camizestrant 75mg + 
Ribociclib 400 mg

(n=28)

Camizestrant 75mg + 
Ribociclib 800 mg

(n=32)

*CBR24 15/27 (55.6%) 17/32 (53.1%)

CBR24 (prior fulvestrant) 10/18 (55.6%) 10/21 (47.6%)

CBR24 (prior CDK4/6i) 15/25 (56.0%) 17/32 (53.1%)

CBR24 (ESR1m detected) 9/16 (56.3%) 8/12 (66.7%)

ORR (measurable disease at 
baseline)

3/18 (16.7%) 4/24 (16.7%)

ORR (measurable or non-
measurable disease at 
baseline)

3/27 (11.1%) 4/32 (12.5%)

Median PFS (95% CI) 8.1 (1.9 ς NE) 8.1 (2.0 ς NE)

Å 33 of 38 ESR1m variants were reduced by >50% by cycle, 2 day 1
Å 19 of 38 ESR1m variants cleared to undetectable levels 

Early results, small n but some indication of efficacy in patients who have received a prior treatment 
aƻǊŜ ǘƻ ŎƻƳŜΧ 

*CBR24 is defined as the percentage of patients who have the best objective response of CR or 
PR in the first 25 weeks or who have SD for at least 23 weeks after start of treatment
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Safety of Oral SERDs

SERD Elacestrant Imlunestrant Camizestrant Giredestrant

Adverse 

Events
Nausea (35%) Nausea (17%) Visual disturbances (24%) Fatigue (14%)

Fatigue (19%) Diarrhea (21%) Bradycardia (26%) Arthralgia

Vomiting (19%) Fatigue (23%) Nausea (18%) Back pain

Decreased 
appetite,

arthralgias

Arthralgia,
urinary tract

infection, 
constipation, 

headache

Fatigue (18%) Nausea (10%) 

Dizziness, 
vomiting, and 

asthenia

Diarrhea (9%) 

Cough, 
constipation

Bardiaet alJCO2021;Jhaveriet alSABCS2024;Oliveiraet alSABCS2022;Martin JCO2024



SABCS 
2024:

HR+ Breast 
Cancer

Key 
Takeaways

Q&A
@EdithPerezMD

PADMA: Supports the existing guidelines of using endocrine therapy with a CDK4/6i (palbociclib) as a 
standard of care in 1L setting for patients with HR+/HER2-mBC

DESTINY-Breast06: Regardless of disease burden or time to progression to endocrine CDK4/6i, 
trastuzumab deruxtecan benefits patients with HR+, HER2-low status following endocrine-based therapy 
without prior chemotherapy

New guidelines for identification are needed for HER2-low/-ultralow. No FDA approval yet for this 
population

SOLTI VALENTINE: Neoadjuvant HER3-DXd (patritumab deruxtecan) alone or in combination with letrozole 
shows encouraging results with similar efficacy to standard multi-agent chemotherapy but with a better 
tolerability profile 

EMBER-3: Imlunestrant monotherapy benefits patients with HR+, HER2- advanced breast cancer with 
ESR1 mutations. Imlunestrant in combination with abemaciclib benefits patients with HR+, HER2- 
advanced breast cancer regardless of ESR1 status. All-oral targeted therapy option could delay 
chemotherapy

ELECTRA and SERENA-1: Novel combinations of oral SERDS with targeted therapies have the potential to 
provide benefit to patients with HR+/HER2- advanced breast cancer and delay the use of chemotherapy. 
Optimal sequencing of therapies and role of mESR1 to be determined
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45 yo > de novo metastatic HR+/HER2- breast cancer with bone involvement

Metastatic Breast Cancer: Case Summary and Approach

1st Line:
Å AI/OS + CDK4/6i 

(Ribociclib, 
Abemaciclib, 
Palbociclib)

Å Fulvestrant + 
Palbociclib + 
Inavolisib 
(PIK3CAm, ET 
refractory)

2nd Line:
Å Fulvestrant +/- Abemaciclib

Å Fulvestrant + Alpelisib 
(PIK3CAm)

Å Fulvestrant + 
Capivasertib (PIK3CAm, 
AKTm, PTENm)

Å Elacestrant (ESR1m)

Å Olaparib (BRCAm)

3rd Line (and beyond):

Å Anti-estrogen + Everolimus

Å Trastuzumab deruxtecan(ADC, HER2-low) 

Å Chemotherapy (many choices) 

Å Sacituzumab govitecan(ADC)

Å Datopotamab deruxtecan-dlnk (ADC)

NGS
Biopsy/ctDNA@ baseline
ctDNA@ progression

NGS
ctDNA at 
progression

Ongoing clinical trials exploring:
Å New anti-estrogens
Å New CDK4/2 inhibitors

Å New targeted agents (PI3K, RAS pathway)

Å New ADCs

Å Trastuzumab deruxtecan 
(ADC, HER2-low/ultralow) 

(Pending approval: DB06)



2024 SABCS Key Studies

HR+ 

Breast Cancer

ωPADMA

ωDESTINY-Breast06

ωRapid Review

ωSOLTI VALENTINE

ωEMBER-3

ωELECTRA

ωSERENA-1

HER2- and Triple 
Negative Breast Cancer

ωOlympiA

ωRapid Review

ωBreastImmune-03

ωGeparDouze

ωCamRelief

ωZEST

HER2+ 

Breast Cancer

ωPATINA

ωRapid Review

ωneoHIP

ωMARGOT

ωNRG-BR004

© 2024 Cornerstone Specialty Network. All rights reserved.



Does adjuvant Olaparib provide long-term benefit 
for patients with germline BRCA1/2 mutation 

associated HER2-negative breast cancer?

CLINICAL QUESTIONOLYMPIA Clinical Trial

© 2025 Cornerstone Specialty Network. All rights reserved.

Updated analysis at 10 years from first patient in with a median follow-up of 6.1 years



KEY DATA

Study Design: phase 3, multicenter, randomized, placebo-controlled trial 

SABCS 2024 Abstract GS1-09 © 2025 Cornerstone Specialty Network. All rights reserved.

OLYMPIA Clinical Trial: 10 Yr update

Å HER2- (ER+ and/or PgR+* or 
TNBCÀ) BC 

Å Germline BRCA1/2 mutant 
disease 

Å Stage II-III BC or no pCR to 
neoadjuvant CT

Å Completed definitive local tx 
ŀƴŘ җс ŎȅŎƭŜǎ ƻŦ 
neoadjuvant or adjuvant CT 
containing anthracyclines 
and/or taxanes 

Å ECOG PS 0/1 
(N = 1836)

Olaparib* 
300 mg BID for 1 yr

(n = 921)

Placebo*
BID for 1 yr
(n = 915)

Stratified by ER+ and/or PgR+ vs TNBC, 
prior CT (neoadjuvant vs adjuvant), 
prior platinum-based CT (yes vs no)

Adjuvant Group
Å TNBC: җǇ¢н ƻǊ җǇbм
Å ER+ and/or PgR+: ǿƛǘƘ җп [bǎ
ǎǳǊƎŜǊȅ Ҧ җс ŎȅŎƭŜǎ ŀŘƧǳǾŀƴǘ /¢ Ҧ ± RT 

Neoadjuvant Group
Å TNBC: non-pCR
Å ER+ and/or PgR+: non-pCR and 
/t{ Ҍ 9D ǎŎƻǊŜ җо

җс ŎȅŎƭŜǎ 
ƴŜƻŀŘƧǳǾŀƴǘ /¢ Ҧ ǎǳǊƎŜǊȅ Ҧ ± RT

Follow-up 
continues until 
approximately 

10 yr after 
randomization 
of last patient

Primary endpoint: Invasive disease-free survival (IDFS) by STEEP system
Key secondary endpoints: Distant disease-free survival (DDFS), Overall survival (OS), BRCA1/2 associated cancers, Symptom / Health 
related QoL, Safety

*and concurrent adjuvant therapy
ÅEndocrine therapy
ÅBisphosphonates
ÅNo 2nd Adjuvant Chemotherapy

ϝ5ŜŦƛƴŜŘ ŀǎ Iw LI/ ǎǘŀƛƴƛƴƎ җм҈Φ
Ϟ5ŜŦƛƴŜŘ ŀǎ Iw LI/ ǎǘŀƛƴƛƴƎ ғм҈Φ

R 
1:1
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Baseline Characteristics
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OLYMPIA Clinical Trial: 10 Yr update

Characteristic
Olaparib
(n = 921)

Placebo
(n = 915)

Median age, yr (range) 42 (36-49) 43 (36-50)

Presence of gBRCA mutation, 
n (%)

Å BRCA1 657 (71.3%) 670 (73.2%)

Å BRCA2 261 (28.3%) 239 (26.1%)

Å BRCA1 and BRCA2 2 (0.2%) 5 (0.5%)

Menopausal status (female 
only), n/N (%)

Å Premenopausal
572/919 
(62.2%)

552/911 
(60.6%)

Å Postmenopausal
347/919 
(37.8%)

359/911 
(39.4%)

Primary BC surgery, n (%)

Å Mastectomy 699 (75.9%) 673 (73.6%)

Å Conservative surgery only 222 (24.1%) 240 (26.2%)

Å Missing 0 2 (0.2%)

Characteristic
Olaparib
(n = 921)

Placebo
(n = 915)

Hormone Receptor Status

Å ER and /or PgR + / HER2- 168 (18.2%) 157 (17.2%

Å Triple Negative Breast 
Cancer

751 (81.5%) 758 (82.8%)

Prior chemotherapy

Å Adjuvant (ACT) 461 (50.1%) 455 (49.7%)

Å Neoadjuvant (NACT) 460 (49.9%) 460 (50.3%)

Å Anthracycline and taxane 
regimen

871 (94.6%) 850 (92.9%)

Å Neo(adjuvant) platinum-
based therapy

247 (26.8%) 238 (26.0%)

Concurrent endocrine therapy 
(HRςpositive only) 

146/168 
(86.9%)

146/157 
(93.0%)
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First IDFS events
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OLYMPIA Clinical Trial: 10 Yr update

Event, n (%)

Olaparib (n = 921) Placebo (n = 915)

Current Analysis Previous Analysis* Current Analysis Previous Analysis*

Patients with first IDFS event 178 (19.3%) 134 (14.5%) 258 (28.2%) 207 (22.6%)

Distant recurrence 106 (11.5%) 88 (9.6%) 149 (16.3%) 136 (14.9%)

Å CNS recurrence 26 (2.8%) 24 (2.6%) 40 (4.4%) 38 (4.2%)

Å Excluding CNS recurrence 80 (8.7%) 64 (6.9%) 109 (11.9%) 98 (10.7%)

Regional (ipsilateral) recurrence 11 (1.2%) 9 (1.0%) 22 (2.4%) 18 (2.0%)

Local (ipsilateral) recurrence 11 (1.2%) 9 (1.0%) 12 (1.3%) 12 (1.3%)

Contralateral invasive BC 26 (2.8%) 15 (1.6%) 36 (3.9%) 18 (2.0%)

Second primary nonbreast 
malignancies

20 (2.2%) 11 (1.2%) 37 (4.0%) 23 (2.5%)

Deaths without prior IDFS eventϞ 4 (0.4%) 2 (0.2%) 2 (0.2%) 0%

*Previous data from OS IA2 that occurred 2.6 yr ago. 
ϞOlaparib arm: heart failure with preserved ejection fraction (n = 1), cardiac arrest (n = 1), unknown cause (n = 2); placebo arm: cardiogenic shock (n = 1), COVID-19 (n = 1).
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IDFS (ITT population)
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OLYMPIA Clinical Trial: 10 Yr update

IDFS by Subgroup
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IDFS by HR Status
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OLYMPIA Clinical Trial: 10 Yr update
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DDFS (ITT population)
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OLYMPIA Clinical Trial: 10 Yr update

DDFS by Subgroup
Distant disease-free survival 



KEY DATA

Overall Survival (ITT population)
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OLYMPIA Clinical Trial: 10 Yr update

Overall Survival by Subgroup
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Deaths (ITT population)
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OLYMPIA Clinical Trial: 10 Yr update

Patients, n (%)

Olaparib
(n = 921)

Placebo
(n = 915)

Current Analysis Previous Analysis* Current Analysis Previous Analysis*

Total deaths 107 (11.6%) 75 (8.1%) 143 (15.6%) 109 (11.9%)

Primary cause of death
Å Breast cancer recurrence 94 (10.2%) 70 (7.6%) 128 (14.0%) 103 (11.3%)
Å OtherϞ 13 (1.4%) 5 (<1.0%) 15 (1.6%) 6 (<1.0%)
ÅMissing 0% 0% 0% 0%

*Previous data from OS IA2

ϞOther cause of death (including fatal AEs): 
ÅOlaparib: pancreatic carcinoma (n = 1), acute myeloid leukemia (n = 3), cardiovascular (n= 4), multiple organ dysfunction syndrome (n = 1), neutropenic sepsis (n = 1), 

unknown (n = 3)
ÅPlacebo: ovarian cancer (n = 2), pancreatic carcinoma (n = 1), pharyngeal carcinoma (n = 1), acute myeloid leukemia (n = 3), myelodysplastic syndrome (n = 1), 

pneumonitis (n = 1), cardiovascular (n = 2), superior vena cava occlusion (n = 1), covid-19 (n = 1), unknown (n = 2)
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Safety Summary: AE of Special Interest
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OLYMPIA Clinical Trial: 10 Yr update

AE, n (%)

Olaparib (n = 911) Placebo (n = 904)

Current Analysis Previous Analysis* Current Analysis Previous Analysis*

Leading to deathϞ 5 (<1.0%) 2 (<1.0%) 10 (1.1%) 4 (<1.0%)

AE of Special Interest at any time 57 (6.3%) 31 (3.4%) 84 (9.3%) 51 (5.6%)

Å Occurred on treatment 14 (1.5%) 14 (1.5%) 28 (3.1%) 27 (3.0%)

Å Occurred >30 days after last dose֤ 44 (4.8%) 18 (2.0%) 57 (6.3%) 24 (2.7%)

MDS/AML 4 (0.4%) 2 (0.2%) 6 (0.7%) 3 (0.3%)

Pneumonitis 9 (1.0%) 9 (1.0%) 13 (1.4%) 12 (1.3%)

New primary malignancy 45 (4.9%) 21 (2.3%) 68 (7.5%) 36 (4.0%)

Å Breast 26 (2.9%) 14 (1.5%) 36 (4.0%) 16 (1.8%)

Å Ovary/fallopian tube 5 (<1.0%) 2 (<1.0%) 14 (1.5%) 10 (1.1%)

Å Pancreas 3 (<1.0%) 0% 1 (<1.0%) 1 (<1.0%)

Å Other 13 (1.4%) 6 (<1.0%) 21 (2.3%) 10 (1.1%)
*Previous data from OS IA2. AML acute myeloid leukemia; MDS myelodysplastic syndrome
ϞAdverse events leading to death are;
ÅOlaparib: pancreatic carcinoma (n = 1), acute myeloid leukemia (n = 3), cardiac arrest (n = 1); 
Å Placebo: ovarian cancer (n = 2), pancreatic carcinoma (n = 1), pharyngeal carcinoma (n = 1), acute myeloid leukemia (n = 3), myelodysplastic syndrome (n = 1), pneumonitis (n = 1), 

cardiogenic shock (n = 1) 
 ֤No patients were still on treatment at OS IA2.
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New Breast and Ovarian Cancers and On-Study Pregnancies 
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OLYMPIA Clinical Trial: 10 Yr update

New Breast and Ovarian 
Cancers

Olaparib
(n = 921)

Placebo
(n = 915)

Bilateral mastectomy prior to 

randomization, n (%)
339 (36.8%) 321 (35.1%)

Bilateral mastectomy post 

randomization, n (%)
143 (15.5%) 163 (17.8%)

Å Patients with contralateral 
invasive BC1, n

34 42

Å Patients with contralateral 
noninvasive BC, n

3 4

Bilateral salpingectomy or BSO 

prior to randomization2, n (%)
186 (20.2%) 168 (18.4%)

Bilateral salpingectomy or BSO 

post randomization3, n (%)
239 (26.0%) 249 (27.2%)

Å Patients with new primary 
ovarian or fallopian tube 
cancer4, n

5 14

On-Study Pregnancies
Olaparib
(n = 911)

Placebo
(n = 904)

Patients, n (%) 41 (4.5%) 40 (4.4%)

Number of Pregnancies*, n 51 51

Pregnancy outcomes, n

Å Full term 32 39

Å Premature birth 2 3

Å Spontaneous miscarriage 8 6

Å Termination 6 3

Å Missing 3 0

*In the olaparib arm: 8 patients had 2 pregnancies, and 1 patient had 3 pregnancies
   In the placebo arm: 7 patients had 2 pregnancies, and 1 patient had 5 pregnancies

BSO Bilateral salpingo-oophorectomy
1. 3 patients in the olaparib arm and 2 patients in the placebo arm had bilateral mastectomy prior to contralateral invasive breast cancer. 
2. Salpingectomy only recorded; olaparib (n = 1), placebo (n = 2); oophorectomy only recorded olaparib (n = 22), placebo (n = 13); 
3. Salpingectomy only recorded; olaparib (n = 2), placebo (n = 4); oophorectomy only recorded olaparib (n = 14), placebo (n = 13); 
4. 1 patient in the olaparib arm and 1 patient in the placebo arm had BSO prior to new primary ovarian cance



Adjuvant olaparib should be the 
standard of care for patients with high-
risk gBRCA1/2-mutant, HER2-negative 
primary breast cancer, regardless of HR 

status

Highlights the importance of gBRCA 
testing 

Final OS analysis is planned for June 
2029

IMPACT

© 2025 Cornerstone Specialty Network. All rights reserved.

Å In the third prespecified interim analysis of the phase 

III OlympiA trial (after a median follow-up of 6.1 yr), 1 

yr of olaparib after (neo)adjuvant chemotherapy 

continued to improved IDFS, DDFS, and OS in patients 

with high-risk gBRCA1/2-mutant, HER2-negative early 

breast cancer

Å Benefit across all key subgroups, including patients 

with HR-positive disease

Å Occurrence of new primary malignancies was lower 

compared to placebo

Å No new safety concerns; no increased risk of MDS or 

AML

OLYMPIA SUMMARY
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FDA APPROVALS BreastImmune-03

Study design: multicenter, randomized, open-label Phase II trial

KEYUPDATE

SABCS 2024. Abstr RF3-03

Does Nivo + Ipi provide benefit to patients with TNBC with residual disease 
after neoadjuvant chemotherapy?

Å Patients with early 
TNBC

Å Previously treated 
with neoadjuvant 
chemotherapy 
followed by 
breast/node surgery

Å No immune 
checkpoint inhibitor

Å Residual cancer 
burden (RCB)-II or 
RCB-III

Å ECOG PS 0-1

Nivolumab 360 mg IV q3w, 8 cycles
+

Ipilimumab 1 mg/kg q6w, 4 cycles

Capecitabine
1000 mg/m2 BID 

d1-d14, q3w, 8 cycles

Primary endpoint: Invasive disease-free survival (IDFS)
Secondary endpoints: Overall survival, local/regional recurrence (LR) rate, 
Distant recurrence (DR) free survival; safety according to CTCAE 5.0; HR-QoL

Note: 114 pts to detect an improvement of the 2-yr IDFS rate from 60 ς ул҈ όIwΥ лΦрпΤ ǇƻǿŜǊΣ ʰΥ р҈ύ

Oct 2021: N=95: premature end of trial due to 4 non-symptomatic myocarditis in Nivo + Ipi arm

Stratified by 
ECOG PS, centers, 
and RCB score

Capecitabine 50
NIVO + IPI   45

Primary Endpoint: IDFS

HR: 0.84 (95%CI: 0.45 ς 1.59)

Endpoints (95% CI)
Nivo+ Ipi
(n=45)

Capecitabine
(n=50)

Nb relapse (%) 17 (38) 22 (44)

iDFS ς 3yr 62% (0.46 ς 0.75) 60% (0.45 ς 0.72)

OS ς 3yr 75% (0.59 ς 0.85) 73% (0.58 ς 0.84)
LR free survival ς 3yr 85% (0.69 ς 0.93) 88% (0.74 ς 0.95)
DR free survival ς 3yr 71% (0.55 ς 0.82) 68% (0.53 ς 0.79)

Median follow-up: 34.3 months
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FDA APPROVALS BreastImmune-03KEYUPDATE

SABCS 2024. Abstr LBA6

Safety Overview

No benefit with NIVO + IPI versus capecitabine in the post operative setting after neoadjuvant chemotherapy for 
patients with early-stage TNBC with residual cancer burden-II or -III

Does Nivo + Ipi provide benefit to patients with TNBC with residual disease 
after neoadjuvant chemotherapy?

Number of pts (%)
Nivo+ Ipi
(n=45)

Capecitabine
(n=50)

Related AE 43 (96%) 48 (96%)

wŜƭŀǘŜŘ DǊŀŘŜ җн !939 (87%) 32 (64%)

wŜƭŀǘŜŘ DǊŀŘŜ җо !922 (49%) 22 (44%)

Leading to 
discontinuation

17 (38%) 7 (14%)

Related SAE 11 (24%) 3 (6%)

aƻǎǘ ŎƻƳƳƻƴ όҗ мл҈ύ ǊŜƭŀǘŜŘ !9 DǊŀŘŜ җ н

2%

18%

13%

20%

9%

22%

27%

11%

16%

18%

42%

4%

14%

10%

2%

Hand and Foot Syndrome

Neutropenia

Lymphopenia

ALAT Increased

Fatigue

Diarrhea

Hypothyroidism

Hyperthroidism

Myocarditis

NIVO + IPI Capecitabine
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FDA APPROVALS NSABP B-59/GBG-96 GeparDouze

Study design: prospective, double-blind, randomized Phase III

KEYUPDATE

SABCS 2024. Abstr GS3-05

Does neoadjuvant chemotherapy with 
atezolizumab followed by adjuvant atezolizumab 
benefit patients with Stage II and III TNBC?

Å Invasive breast 
cancer diagnosed by 
core needle biopsy

Å Negative for ER, PgR, 
HER2 on central 
testing by ASCO/CAP

Å Clinical Stage T1c if 
node-positive (cN1, 
cN2, or cN3), T2 or T3 
irrespective of nodal 
status

Å No prior CT or RT
N=1550 (R1:1)

Placebo  +  
Paclitaxel + 
Carboplatin 

q3wk

Atezo + 
Paclitaxel + 
Carboplatin 

q3wk

Primary endpoint: Event-free survival (EFS)
Secondary endpoints: Overall survival (OS), pathologic Complete Response in 
the breast and lymph nodes (pCR), Toxicity

Note: 114 pts to detect an improvement of the 2-yr IDFS rate from 60 ς ул҈ όIwΥ лΦрпΤ ǇƻǿŜǊΣ ʰΥ р҈ύ
Oct 2021: N=95: premature end of trial due to 4 non-symptomatic myocarditis in Nivo + Ipi arm

Stratified by Group, primary 
tumor size, nodal status, PD-
L1 status and CT schedule

Primary Endpoint: EFS

Chemo/Atezolizumab
n=773

Chemo/Placebo
n=777

# of events 110 133

3-yr EFS (95%CI) 87.7% (85.1-89.9) 83.8% (81.0-86.3)

4-yr EFS (95% CI) 85.2% (82.4-87.7) 81.9% (78.9-84.6)

HR: 0.8 (95% CI 0.62-1.03), p=0.08

Placebo  +  
AC or EC
q2wk or 

q3wk

Atezo +
AC or EC 
q2wk or 

q3wk

Placebo 

Atezo

S
U
R
G
E
R
Y

12 weeks 8-12 weeks

To 
complete 

1yr of 
therapy

*Atezolizumab 1200 mg or placebo IV on Day 1 Q3W for 4 doses. 
ϞtŀŎƭƛǘŀȄŜƭ ул ƳƎκƳн L± v² ŦƻǊ мн ŘƻǎŜǎ Ҍ ŎŀǊōƻǇƭŀǘƛƴ !¦/ ƻŦ р L± ƻƴ 5ŀȅ м vо² ŦƻǊ п ŎȅŎƭŜǎΦ
ϟ{ŀƳŜ ŀǎ ƛƴ ϝ ōǳǘ ŘŜǇŜƴŘƛƴƎ ƻƴ !/κ9/ ǎŎƘŜŘǳƭŜ ǳǎŜŘΦ 
§(A) Doxorubicin 60 mg/m2 IV + (C) cyclophosphamide 600 mg/m2 IV on Day 1 Q2W or Q3W for 4 cycles or (E) epirubicin 90 mg/m2 IV + (C).
¶Atezolizumab 1200 mg or placebo IV on Day 1 Q3W after surgery until 1 yr.

Median follow-up 46.9 months

4-yr EFS 85.2%

4-yr EFS 81.9%
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FDA APPROVALS NSABP B-59/GBG-96 GeparDouze

Secondary Endpoint: 
pCR rate in breast and 
lymph nodes 

KEYUPDATE

SABCS 2024. Abstr GS3-05

Secondary Endpoint: OS

EFS by pCR Status

HR: 0.86 
(95% CI 0.62-1.19)

4-yr OS 90.2%

4-yr OS 89.5%

4-yr EFS by pCR (95% CI) Chemo/Atezo Chemo/Placebo

With pCR
93% 

(90.3-95.0)
91% 

(87.8-93.4)

Without pCRϞ
70.5% 

(64.3-75.9)
68.9% 

(63.2-74.0)

ϞCapecitabine received by 49.7% of patients in placebo arm and 46.8% of patients in atezolizumab arm.

No benefit with adding atezolizumab to neoadjuvant 
chemotherapy followed by adjuvant atezolizumab in 

patients with Stage II and Stage III TNBC

ҟ сΦо҈
(*adjusted P = 0.0091)

Note: *2-sided CMH test adjusted by 
stratification factors collapse of PD-L1 status

Does neoadjuvant chemotherapy with 
atezolizumab followed by adjuvant atezolizumab 
benefit patients with Stage II and III TNBC?
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FDA APPROVALS CamRelief

Study design: double-blind, randomized Phase III trial

KEYUPDATE

SABCS 2024. Abstr GS3-06

Does neoadjuvant camrelizumab plus chemotherapy benefit patients with early or locally 
advanced TNBC?

Å Stage II or III 
invasive TNBC 
(T2N0-
1MO/T3NoMO or 
T2N2-3M)/T3Na-
3M0)*

Å No prior systemic 
therapy

Å ECOG PS 0-1
Å Centrally assessed 

PD-L1 expression

N=441 (R1:1)

Placebo  +  
nab- 

Paclitaxel + 
Carboplatin 

q4wk

Camre 
+ Paclitaxel 

+ 
Carboplatin 

q4wk

Primary endpoint: pCR (ypT0Tis ypN0)

Secondary endpoints: EFS, DFS, DDFS, pre-surgery ORR, Safety

           Stage II                 Stage III
*Clinical stage, n (%):   Camre/Chemo     143 (64.4%)            79 (35.6%)
                    Placebo/chemo   140 (63.9%)            79 (36.1%)

Stratified by clinical stage (II 
vs III), PD-[м /t{ όғмл Ǿǎ җмлύ

Primary Endpoint: pCR

Placebo  +  
EC

q2wk or 
q2wk

Camre 
+

EC q2wk or 
q2wk

Standard 
care 

(per clinical 
practice 

guideline)

Camre 
+ 

Standard 
care 

S
U
R
G
E
R
Y

16 weeks 8 weeks
Up tp 1yr 
of therapy

All patients

High-risk patients
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FDA APPROVALS CamRelief

Secondary Endpoints: EFS, DFS, DDFS

KEYUPDATE

SABCS 2024. Abstr GS3-06

Does neoadjuvant camrelizumab plus chemotherapy benefit patients with early or locally 
advanced TNBC?

Tumor Radiographic Response Before Surgery

EFS

DFS

DDFS

Chemo/Camrelizumab
n=222

Chemo/Placebo
n=219

Best Overall Response, (%)

Complete response 44 (19.8%) 41 (18.7%)

Partial Response 150 (67.6%) 140 (63.9%)

Stable Disease 7 (3.2%) 15 (6.8%)

Progressive Disease 3 (1.4%) 10 (4.6%)

Not evaluable 18 (18.1%) 13 (5.9%)

ORR (95% CI), % 87.4% (82.3 ς 91.5) 82.6% (77.0 ς 87.4)

The U.S. FDA granted Orphan Drug Designation to camrelizumab for advanced hepatocellular 
carcinoma in April 2021.

A New Drug Application (NDA) was submitted to the FDA for camrelizumab in combination with 
rivoceranib for the first-line treatment of unresectable hepatocellular carcinoma (uHCC) in May 2023.

The addition of camrelizumab to neoadjuvant 
chemotherapy provided modest benefit to patients with 

early or locally advanced TNBC

Not FDA approved
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FDA APPROVALS ZEST Trial KEYDATA

Study Design: randomized, double-blind, Phase 3 trial

SABCS 2024 Abstract GS3-01

Å Stage I ς III breast cancer
Å TNBC (regardless of BRCA 

status or tBRCAm HR+/HER2-)
Å Completed prior std therapy 

with curative intent
Å HR+ allowed adjuvant 

endocrine therapy
Å TNBC allowed adjuvant 

pembrolizumab
Å No clinical sign of recurrence
Å Patients who had neoadjuvant 

chemotherapy and tumor 
showed no response were 
excluded

ctDNA 
Surveillance

(serial ctDNA 
testing to monitor 

for MRD)

ctDNA 
positive

HER2- tBRCAm 
including HR+ 

and TNBC 
(target N=200)

TNBC tBRCAwt
(target N=600)

Niraparib

Placebo

Niraparib

Placebo

R 
1:1

R 
1:1

Primary Endpoint: 
Investigator-
assessed DFS
Secondary 
Endpoint: OS

Primary Endpoint: 
Investigator-
assessed DFS in the 
HRd and full 
populations
Secondary 
Endpoint: OS

Note: DFS was initially the primary endpoint. Changed to safety and tolerability of niraparib when enrollment stopped (study terminated due to low randomization rate with 1901 patients recruited 
into ctDNA surveillance and 40 randomized). Recurrence-free interval was also assessed

Does MRD directed therapy by ctDNA testing benefit patients who had completed 
ǘǊŜŀǘƳŜƴǘ ǿƛǘƘ ƴƻ ŜǾƛŘŜƴŎŜ ƻŦ ǊŀŘƛƻƎǊŀǇƘƛŎ ǊŜŎǳǊǊŜƴŎŜΚ

Patients received 200- or 300 mg/d of niraparib, depending on weight and platelet count. DFS- disease free survival defined as time from randomization to the earliest date of disease recurrence 
or death by any cause per investigator-assessed RECIST v1.1. ctDNA, circulating tumor DNA detected. HRd, homologous recombination deficiency assessed by Myriad myChoice HRD Plus CDX
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FDA APPROVALS ZEST Trial KEYDATA

Radiographic recurrence at ctDNA detection

SABCS 2024 Abstract GS3-01

Does MRD directed therapy by ctDNA testing benefit patients who had completed 
ǘǊŜŀǘƳŜƴǘ ǿƛǘƘ ƴƻ ŜǾƛŘŜƴŎŜ ƻŦ ǊŀŘƛƻƎǊŀǇƘƛŎ ǊŜŎǳǊǊŜƴŎŜΚ

Prescreening
Total tested, 

N
ctDNA+, 

n (%)
Recurrence 
rate, n (%)

1901 147 (7.7%) 73 (49.7%)

Visit 1 1901 99 (5.2%) 52 (52.5%)

Visit 2 1086 36 (3.3%) 15 (41.7%)

Visit 3 783 4 (0.5%) 1 (25.0%)

Visit 4 475 5 (1.1%) 3 (60.0%)

Visit 5 183 3 (1.6%) 2 (66.7%)

Visit 6 30 0 0

Visit 7 6 0 0

Visit 8 2 0 0

Visit 2-8 1086 48 (4.4%) 21 (43.8%)

Recurrence rates by ctDNA level and prescreening visit

Recurrence was associated with higher ctDNA level
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FDA APPROVALS ZEST Trial KEYDATA

Recurrence-free interval
Baseline ctDNA level and recurrence-free interval

Identifying patients with minimal residual disease (MRD) and 
intervening with appropriate therapies could play a critical role in 

delaying or preventing disease recurrence...ctDNA testing prior to end 
ƻŦ ƴŜƻŀŘƧǳǾŀƴǘ ǘƘŜǊŀǇȅ Ƴŀȅ ōŜ ǿŀǊǊŀƴǘŜŘΧƳƻǊŜ ǘƻ ŎƻƳŜΧ

SABCS 2024 Abstract GS3-01

ctDNA high

ctDNA low

Does MRD directed therapy by ctDNA testing benefit patients who had completed 
ǘǊŜŀǘƳŜƴǘ ǿƛǘƘ ƴƻ ŜǾƛŘŜƴŎŜ ƻŦ ǊŀŘƛƻƎǊŀǇƘƛŎ ǊŜŎǳǊǊŜƴŎŜΚ



SABCS 
2024:

HER2- / 
Triple 

Negative BC

Key 
Takeaways

Q&A
@EricSchaeferMD

OLYMPIA: Updated results demonstrated sustained, clinically meaningful improvement with Olaparib at 6 
years for patients with gBRCAm HER2-negative high-risk early breast cancer

BreastImmune-03: No benefit with NIVO + IPI versus capecitabine in the post operative setting after 
neoadjuvant chemotherapy for patients with early-stage TNBC with residual cancer burden-II or -III

NSABP B-59/GBG-96 GeparDouze: No benefit with adding atezolizumab to neoadjuvant chemotherapy 
followed by adjuvant atezolizumab in patients with Stage II and Stage III TNBC

CamRelief: The addition of camrelizumab to neoadjuvant chemotherapy provided modest benefit to 
patients with early or locally advanced TNBC

bƻǘ ŀǇǇǊƻǾŜŘ ƛƴ ǘƘŜ ¦{!Χ 

ZEST: Circulating free tumor DNA (ctDNA) evaluation may become useful in clinical practice in early breast 
cancer for curative treatment evaluation as well as minimal residual disease (MRD) detection and 
intervening with appropriate therapies. 



Managing HER2- / Triple Negative 
Breast Cancer in Community 

Oncology

Discussion
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Triple Negative Breast Cancer: Case Summary and Approach

41 yo female presented with breast mass. 
Mammogram revealed 3 cm lesion in right breast and 

exam revealed one palpable node

Testing: 
Å ER/PR 0%,HER2 IHC 0 
Å Invasive ductal carcinoma

Treated based on Keynote 522:
Å Carbo/Taxol/Pembro followed by Doxo/Cytoxan

Germline testing: 
Å + BRCA 1 mutation

Underwent bilateral mastectomy: 
Left breast neg for cancer - Right breast had a yT1N0M0 IDC



Triple Negative Breast Cancer: Case Summary and Approach

What would you do next?

1. Continue single agent Keytruda

2. Start Single Agent Xeloda

3. Add Xeloda to Keytruda - no data yet

4. Complete Keytruda then start 
Olaparib

5. Add Olaparib + Keytruda

6. Other

41 yo female presented with breast mass. 
Mammogram revealed 3 cm lesion in right breast and 

exam revealed one palpable node

Testing: 
Å ER/PR 0%,HER2 IHC 0 
Å Invasive ductal carcinoma

Treated based on Keynote 522:
Å Carbo/Taxol/Pembro followed by Doxo/Cytoxan

Germline testing: 
Å + BRCA 1 mutation

Underwent bilateral mastectomy: 
Left breast neg for cancer - Right breast had a yT1N0M0 IDC
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FDA APPROVALS KEYNOTE-522 KEYRECAP

Previously presented: ESMO 2024 Presidential Symposium LBA4

Does adding neoadjuvant pembrolizumab to chemotherapy followed by adjuvant 
pembrolizumab improve event-free and median survival for patients with high-risk 
early-ǎǘŀƎŜ ¢b./Κ

Primary Endpoint: Updated EFS

Key Secondary Endpoint: Overall Survival

Neoadjuvant pembrolizumab with chemotherapy followed by 
adjuvant pembrolizumab post surgery should be a standard of care 

for patients with high-risk early-ǎǘŀƎŜ ¢b./

Median follow-up of over 6 years

N Engl J Med . 2020 Feb 27;382(9):810-821



© 2025 Cornerstone Specialty Network. All rights reserved.

FDA APPROVALS KEYNOTE-522 KEYRECAP
Does adding neoadjuvant pembrolizumab to chemotherapy followed by adjuvant 
pembrolizumab improve event-free and median survival for patients with high-risk 
early-ǎǘŀƎŜ ¢b./Κ

OS by pCR 

Key Questions:

Who are the patients that are cured 
with neoadjuvant pembrolizumab?

Do all patients need (the full year 
of) pembrolizumab?



KEY DATA

IDFS (ITT population)

SABCS 2024 Abstract GS1-09 © 2025 Cornerstone Specialty Network. All rights reserved.

OLYMPIA Clinical Trial: 10 Yr update at SABCS 2024

OS (ITT population)



CREATE-X
Adjuvant Capecitabine vs SoC in Patients With Residual Disease After Neoadjuvant CT

Á Randomized, multicenter, open-label phase III trial

Trial was terminated early since interim analysis met primary endpoint

Á Primary endpoint: DFS

Á Secondary endpoints: OS, time to disease recurrence or death, safety, cost effectiveness

Patients aged 20-74 yr 
with HER2- stage I-IIIB 

EBC and residual disease 
(non-pCR) after 

preoperative CT; no prior 
treatment with oral 

fluorouracil; ECOG PS 0/1
(N = 910)

Capecitabine 1250 mg/m² BID on Days 1-14 Q3W 
for 6 or 8 cycles* + SoCϞ

(n = 443)

SoCϞ

(n = 444)

Stratified by ER or node status, age, 
neoadjuvant CT, taxane use, and institution

*IDMC approved increased treatment duration to 8 cycles after 
reviewing tolerability. 
ϞEndocrine therapy if ER+ and radiotherapy if indicated.

Masuda. NEJM. 2017;376:2147. 

KEY DATA



Adjuvant capecitabine 
significantly improved 5-yr 

DFS and OS rates in 
patients with HER2- breast 

cancer and residual 
disease

5-Yr 
Rate, %

Capecitabine 
+ SoC

(n = 443)

SoC 
Alone

(n = 444)

Hazard 
Ratio

(95% CI)

P 
Value

DFS 
(primary 
endpoint)

74.1 67.6
0.70 

(0.53-0.92)
0.01

OS 89.2 83.6
0.59 

(0.39-0.90)
0.01

Masuda. NEJM. 2017;376:2147. 

CREATE-X
Adjuvant Capecitabine vs SoC in Patients With Residual Disease After Neoadjuvant CT

KEY DATA



Considerations in the Treatment of Early-Stage TNBC

T1c, N0

¢ җнŎƳΣ 
any N+

ÁOngoing trials: Tailoring neoadjuvant therapy to response; optimizing postneoadjuvant therapy ς 
ADCs, checkpoint inhibitor?

ÁgBRCA pathogenic variant: neoadjuvant in addition to adjuvant PARP inhibitors?

Neoadjuvant 
Tx

T/AC vs TC vs 
Taxane/platinum

TCa/AC + pembrolizumab

Surgery Olaparib x 1 yr

Capecitabine x 8 cycles

pCR

No pCR

Complete 1 yr 
pembrolizumab

gBRCA PV

gBRCA WT

Complete 1 yr 
Pembrolizumab (9 cycles)*

T1a/b, 
N0

Surgery Ñ chemotherapy Docetaxel/cyclophosphamide vs taxane/carboplatin 

Neoadjuvant 
Tx

*For patients who received neoadjuvant chemotherapy plus pembrolizumab.
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At what point do you order gBRCA 
mutation testing?

ÅAt initial diagnosis

ÅAfter surgery

ÅAt metastatic diagnosis

Which patients are you testing for 

gBRCAm?

Key 
Questions



NCCN Guidelines

Genetic/Familial High-Risk 
Assessment: 
Breast, Ovarian, Pancreatic, and 
Prostate
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