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Patient scenario 

• 69yo CF presented with a large left sided breast mass eroding 
through the skin in 09/2018 with PET scan showing multiple 
metastatic sites to the bones and mediastinal/hilar LAN

• Underwent palliative RT to the Left breast 
• Initiated on Ibrance and femara + bisphosphonates 
• Did well for over 6 years 
• Recently progression noted with progressive LAN and new lung 

nodules 



We are NERDs & MUTATIONS excite US!



Treatment options 

• Fulvestrant 
• Elacestrant 
• Fulvestrant + alpelisib 
• Fulvestrant + capivasertib 
• Fulvestrant + abemaciclib 
• Imlunestrant + abemaciclib 



Destiny Breast06

• Trastuzumab Deruxtecan (T-DXd) after Endocrine therapy in 
Metastatic Breast Cancer

• Presented at ASCO 2024



What is HER-2 Ultra-low ?

• IHC 0 with some 
membrane staining 
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Objectives

*Exploratory post-hoc analyses
1L, first line; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ET, endocrine therapy; PFS2, second progression-free survival / time from randomization to second progression or death; T-DXd, trastuzumab deruxtecan;

Investigate the benefit of T-DXd in patients with different responses to ET*
Time to progression on 1L ET + CDK4/6i; primary/secondary endocrine resistance

Assess the efficacy of subsequent therapies post progression on T-DXd/TPC
Time from randomization to second progression or death (PFS2)

Understand the benefit of T-DXd in patients with varying disease burdens*
Baseline tumor extent and location

TPC, physician’s choice of chemotherapy
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PFS by time to progression on 1L ET + CDK4/6i and endocrine resistance

*TTP analysis included 570 patients with PD on prior 1L ET + CDK4/6i (65.8% of the ITT population); †the hazard ratio and its CI were estimated from an unstratified Cox proportional hazards model; ‡endocrine resistance assessed by investigators per
5th ESO-ESMO advanced breast cancer guidelines. 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 mBC1

1L, first line; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; CI, confidence interval; ESO-ESMO, European School of Oncology-European Society for Medical Oncology; ET, endocrine therapy; ITT, intent-to-treat; mBC, metastatic breast cancer;

T-DXd improved PFS vs TPC regardless of time to progression on 1L ET + CDK4/6i 
or type of endocrine resistance

Primary endocrine resistance‡ Secondary endocrine resistance‡

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)†
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T-DXd
TPC

T-DXd (n=65)
mPFS: 14.0 moΔ 7.5 mo

TPC (n=59)
mPFS: 6.5 mo

0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from randomization (mo)

<6-mo 1L TTP* 6–12-mo 1L TTP* >12-mo 1L TTP*
Hazard ratio 0.67†

95% CI 0.51, 0.88
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Number at risk
60 50 38 31 28 20 9 6 3 1 1 0
52 34 21 11 8 7 6 3 1 0 0 0

T-DXd
TPC

0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from randomization (mo)
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Number at risk
T-DXd 168 146 125
TPC 166 114 86

94 74 59 28 17 11 6 2 1 0
62 44 33 14 8 6 2 0 0 0

T-DXd (n=60)
mPFS: 13.2 mo

Hazard ratio 0.38† Hazard ratio 0.69†

95% CI 0.25, 0.59 95% CI 0.43, 1.12

T-DXd (n=168)
mPFS: 12.9 mo

Δ 6.3 mo Δ 4.7 mo
TPC (n=52)

mPFS: 6.9 mo
TPC (n=166)

mPFS: 8.2 mo

mo, months; (m)PFS, (median) progression-free survival; PD, progressive disease; T-DXd, trastuzumab deruxtecan; TPC, physician’s choice of chemotherapy; TTP, time to progression
1. Cardoso F, et al. Ann Oncol. 2020;31:1623–1649
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ORR and DOR by time to progression on 1L ET + CDK4/6i and 
endocrine resistance

Error bars represent 95% confidence intervals
*Endocrine resistance assessed by investigators per 5th ESO-ESMO advanced breast cancer guidelines. 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 mBC1

1L, first line; BICR, blinded independent central review; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DOR, duration of response; ESO-ESMO, European School of Oncology-European Society for Medical Oncology;

T-DXd improved ORR and DOR vs TPC across all TTP subgroups and 
in patients with primary and secondary endocrine resistance
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Primary endocrine resistance*

Secondary endocrine resistance*

Confirmed ORR (BICR), % Median DOR, mo
T-DXd

TPC

ET, endocrine therapy; mBC, metastatic breast cancer; mo, months; ORR, objective response rate; PD, progressive disease; T-DXd, trastuzumab deruxtecan; TPC, physician’s choice of chemotherapy; TTP, time to progression
1. Cardoso F, et al. Ann Oncol. 2020;31:1623–1649

6This presentation is the intellectual property of the author/presenter. Contact them at ABardia@mednet.ucla.edu for permission to reprint and/or distribute.

mailto:ABardia@mednet.ucla.edu


San Antonio Breast Cancer Symposium®, December 10–13, 2024

PFS2 in the overall ITT population and time-to-progression subgroups

*Of patients who received immediate post-discontinuation therapy (n=608), regimens included chemotherapy (66.7%), endocrine-based therapy (26.0%), ADC (7.8%), and targeted therapy alone (2.5%); †the hazard ratio and its CI was estimated from
an unstratified Cox proportional hazards model; ‡PFS2 was defined by investigators according to local standard clinical practice as time from randomization to second progression (earliest progression event following first subsequent therapy) or death
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;

<6-mo 1L TTP 6–12-mo 1L TTP >12-mo 1L TTP
T-DXd (n=65) TPC (n=59) T-DXd (n=60) TPC (n=52) T-DXd (n=168) TPC (n=166)

mPFS2, mo (95% CI) 18.9 (14.4, 24.0) 15.2 (10.9, 17.5) 17.1 (13.9, 31.8) 13.7 (10.3, 17.1) 20.0 (18.6, 25.3) 14.3 (12.6, 15.9)

PFS2 hazard ratio (95% CI) 0.73 (0.46, 1.14)† 0.59 (0.37, 0.94)† 0.57 (0.43, 0.75)†

Delay in PFS2‡ was clinically meaningful in favor of T-DXd in the ITT population and TTP subgroups

Number at risk
T-DXd 436 431 396 365 322 268 176 115 78 43 23 11 4 1 0
TPC 430 399 365 311 244 183 109 69 48 26 12 6 2 0 0

ITT population (N=866)*

0
0.0
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Time from randomization (mo)

27 30 33 36 39 42

0.2

0.4

0.6

0.8

1.0
Pr

ob
ab

ili
ty

of
ev

en
t-f

re
e

su
rv

iv
al

TPC (n=430)
mPFS2: 14.7 mo

T-DXd (n=436)
mPFS2: 20.3 mo

Δ 5.6 mo

Hazard ratio 0.62†

95% CI 0.52, 0.74 
P<0.0001

T-DXd, trastuzumab deruxtecan; TPC, physician’s choice of chemotherapy; TTP, time to progression
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PFS by measures of disease burden

*Median baseline tumor size in the ITT population (per BICR) was 48.6 mm, considering ‘0’ as baseline tumor size for patients without target lesion at baseline 
BICR, blinded independent central review; CI, confidence interval; CNS, central nervous system; ET, endocrine therapy; HR, hazard ratio; ITT, intent-to-treat;

PFS benefit with T-DXd was observed 
regardless of disease burden,
with notable efficacy in patients

with lower disease burden

mPFS, mo (95% CI)

T-DXd TPC Hazard ratio (95% CI)
Liver metastases

Yes (n=579)
No (n=287)

12.2 (10.4, 13.5)
16.5 (13.2, 19.4)

7.0 (6.4, 8.1)
11.3 (8.3, 15.2)

0.59 (0.48, 0.72)
0.70 (0.51, 0.96)

Baseline tumor size*
>Median (n=432)
≤Median (n=434)

12.0 (9.9, 15.2)
15.0 (13.1, 16.1)

7.1 (6.5, 8.3)
9.7 (7.5, 13.2)

0.57 (0.45, 0.72)
0.71 (0.55, 0.90)

Visceral disease 
Yes (n=740)
No (n=126)

13.1 (11.1, 15.1)
23.3 (13.1, NE)

7.9 (6.9, 8.5)
11.3 (6.9, 15.7)

0.65 (0.55, 0.78)
0.51 (0.30, 0.85)

0.25 0.5 1 2

Favors T-DXd Favors TPC

<3 local/metastatic sites at baseline ≥3 local/metastatic sites at baseline

Number at risk
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Time from randomization (mo)

9 12 27 30 33 36

T-DXd 198 175 152 125 97 76 45 32 18 12 6 3 0 0 T-DXd 238 200 167 133 102 80 37 24 14 9 5 3 1 0
TPC 180 125 99 62 45 37 22 11 6 4 1 1 1 0 TPC 250 181 125 80 58 42 22 14 7 3 1 0 0 0

T-DXd (n=198)
mPFS:

15.3 mo

Hazard ratio 0.55
95% CI 0.42, 0.72

Δ 6.9 mo
TPC (n=180)

mPFS:
8.4 mo
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TPC (n=250)
mPFS:
7.2 mo

T-DXd (n=238)
mPFS:

11.4 mo

Hazard ratio 0.71
95% CI 0.57, 0.89

Δ 4.2 mo

mBC, metastatic breast cancer; mo, months; NE, not evaluable; (m)PFS, (median) progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, physician’s choice of chemotherapy
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98.2 92.5
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42.9

17.7 10.9

14.6 12.6

Safety in time-to-progression and disease burden subgroups

*Includes AEs with an onset date or worsening on or after the date of first dose and up to and including 47 days following the date of last dose of study medication or before the initiation of the first subsequent cancer therapy (whichever occurs first).
Includes ILD/pneumonitis with an onset date or worsening on or after the date of first dose; †overall safety population (T-DXd vs TPC): any TEAEs, 98.8% vs 95.2%; Grade ≥3 TEAEs, 52.8% vs 44.4%; serious TEAEs, 20.3% vs 16.1%; 
TEAEs leading to discontinuation, 14.3% vs 9.4%; adjudicated drug-related ILD/pneumonitis, 11.3% vs 0.2%1,2

1L, first line; AE, adverse event; ET, endocrine therapy; ILD, interstitial lung disease; mo, months; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, physician’s choice of chemotherapy; TTP, time to progression

Any-grade TEAEs

Serious TEAEs

Grade ≥3 TEAEs

TEAEs leading to
discontinuation

Adjudicated drug-related
ILD/pneumonitis

Safety profiles for T-DXd and TPC in time-to-progression and disease burden subgroups 
were in line with the overall safety population†

T-DXd
<6 mo

6–12 mo

>12 mo

TPC
T-DXd

<3 sites

≥3 sites

TPC

Events, %* Time to progression on 1L ET + CDK4/6i Number of local/metastatic sites at baseline
100 98.3 99.5 94.3

100 80 60 40 20 0 20 40 60 80 100 100 80 60 40 20 0 20 40 60 80 100

1. Curigliano G, et al. Oral presentation at ASCO 2024 (Abstract LBA1000); 2. Bardia A, et al. N Engl J Med. 2024;391:2110–2122
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Conclusions

This study was sponsored and designed by AstraZeneca, in collaboration with Daiichi Sankyo. In March 2019, AstraZeneca entered into a global development and commercialization collaboration agreement 
with Daiichi Sankyo for trastuzumab deruxtecan (T-DXd; DS-8201)
Thank you to the patients and their families for their participation and the study site staff for their contributions
Medical writing support was provided by Hope Price, MSc, and Conor O’Boyle, PhD, of Helios Medical Communications, part of Helios Global Group, Cheshire, UK, and was funded by AstraZeneca
1L, first line; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR+, hormone receptor–positive; mBC, metastatic breast cancer; mo, months;
mPFS, median progression-free survival; (m)PFS2, (median) second progression-free survival / time from randomization to second progression or death; T-DXd, trastuzumab deruxtecan; TPC, physician’s choice of chemotherapy;

• T-DXd demonstrated a clinically meaningful efficacy benefit vs TPC regardless 
of TTP on 1L ET + CDK4/6i (mPFS 12.9–14.0 mo with T-DXd)
– This included patients with rapid (<6-mo) progression on 1L ET + CDK4/6i

• Efficacy outcomes were consistent in patients with primary and secondary 
endocrine resistance (mPFS 12.4–13.2 mo with T-DXd)

• PFS2 favored T-DXd over TPC in the overall population (mPFS2 20.3 mo 
with T-DXd) and in all TTP subgroups (mPFS2 17.1–20.0 mo with T-DXd), 
indicating a sustained benefit with T-DXd beyond initial disease progression

• T-DXd demonstrated efficacy regardless of disease burden, with efficacy also in 
patients with low disease burden (mPFS 15.0–23.3 mo with T-DXd)

• Safety profiles in subgroups were consistent with the overall safety population

Scan below to access a copy of the slides

Copies of this presentation obtained through the Quick 
Response (QR) code are for personal use only and may 
not be reproduced without permission from SABCS® and 

the author of this presentation

T-DXd is an effective treatment option in patients with HR+, HER2-
low/-ultralow mBC following ≥1 endocrine-based therapy

TTP, time to progression
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Clinical implications of the study/ Take aways

• Consider using in earlier lines of treatment
• Will have to be an individualized patient decision given safety 

profile 
• Pathologists will have to separate the current HER-2 IHC 0 

category (with and without membrane staining)
• Will need to work closely with our pathologists in determining the 

Her-2 ultra low population 



Impact of Anthracyclines in High Genomic Risk 
Node-Negative HR+/HER2- Breast Cancer
Nan Chen MDa, Jincong Q Freeman MPH MS, Sudha Yarlagadda MD, Aishwarya 
Atmakuri, Kevin Kalinsky MD, Lajos Pusztai MD DPhil, Dezheng Huo MD PhD, 
Rita Nanda MD, Frederick M Howard MDa

Presentation ID: GS3-03

a Department of Internal Medicine, Section of Hematology/Oncology, University of Chicago, Chicago, IL, USA



 TAILORx study demonstrated benefit of chemotherapy in hormone 
receptor positive (HR+)/ HER2-negative, lymph-node negative breast 
cancers with recurrence scores (RS) ≥ 26

 This post-hoc analysis of TAILORx demonstrates benefit from the addition 
of anthracyclines to a taxane-based regimen in cancers with RS > 31
• Benefit is limited to tumors > 2cm in size

 This benefit increases with increasing RS above 31

Key Conclusions:



 The role of chemotherapy in the adjuvant treatment of high-risk, early-stage 
HR+/HER2- breast cancer has evolved

 Anthracyclines in Early Breast Cancer (ABC) trials evaluated the potential 
non-inferiority of taxane plus cyclophosphamide (TC) for 6 cycles vs taxane 
plus anthracycline based therapy (T-AC) with a primary endpoint of invasive 
disease-free survival (IDFS) in early-stage HER2- breast cancer
• No benefit of anthracyclines in overall subset of HR+ cancers
• Poor correlation between number of LN and benefit of anthracycline 

(hazard ratio 0.95 in LN-, HR+ population)
 RS cutoffs of 26 and 31 have been previously evaluated for benefit of

chemotherapy

Anthracyclines in Early HR+ Breast Cancer

Reference: Blum et al. JCO 2017; Geyer et al. JCO 2024



Preregister –21 gene RS 
(N=11,232)

Register (N=10,273)

Mid-Range RS 11-25
(N=6711 evaluable)

RANDOMIZE

ARM D: High RS 26-100
(N=1389 evaluable) 

ET + Chemo

ARM B: Experimental Arm 
(N=3399)
ET Alone

ARM C: Standard Arm 
(N=3312)

ET + Chemo

ARM A: Low RS 0-10
(N=1619 evaluable)

Endocrine Therapy (ET)

2,549 Cases Included in Analysis

5,459 Did not receive TC / T-AC 
92 Missing Covariates

Study Design

**Analysis from study database as of March 2, 2018 
Reference: Sparano et al. NEJM 2018



Patient Characteristics

T-AC
n = 438

TC
n = 2111

Age, mean (SD) 53.0 (9.3) 55.1 (9.1)

Menopausal Status, n (%)
Postmenopausal 256 (58.4) 1359 (64.4)
Premenopausal 182 (41.6) 752 (35.6)

Tumor Size (mm), mean (SD) 19.6 (9.0) 17.7 (8.1)

Grade, n (%)
Low 63 (14.4) 461 (21.8)
Medium 203 (46.3) 1096 (51.9)
High 159 (36.3) 504 (23.9)

PR Status
Positive 348 (79.5) 1810 (85.7)
Negative 90 (20.5) 301 (14.3)

T-AC
n = 438

TC
n = 2111

Recurrence Score, mean (SD) 29.6 (14.2) 22.3 (9.5)

Recurrence Score, n (%)
11-25 196 (44.7) 1554 (73.6)
26-30 69 (15.8) 251 (11.9)
31-100 173 (39.5) 306 (14.5)
Chemotherapy Regimen, n (%)
Dose dense AC-T 186 (42.5)
Standard AC-T 110 (25.1)
Concurrent TAC 57 (13.0)
Other Anthracycline / Taxane 85 (19.4)
TC 2111 (100.0)





Selected Secondary Survival Outcomes: DRFS and OS
at 5 years in RS > 31

*Adjusted hazard ratios controlling for age, ER/PR status, RS, tumor size, treatment received, and interaction of treatment with RS

DRFS OS



Subgroup Analyses of T-AC vs TC 
with OncotypeDX RS > 31



DRFI by Menopausal Status in RS >
31

TAC TC
5 Year Rate 96.9 84.4

(95% CI) (88.1 – 99.2) (72.7 – 91.4)
Adj HR 0.20, p = 0.032

TAC TC
5 Year Rate 95.6 93.4

(95% CI) (88.6 – 98.3) (88.8 – 96.1)
Adj HR 0.25, p = 0.028

Premenopausal Postmenopausal

*Adjusted hazard ratios controlling for age, ER/PR status, RS, tumor size, treatment received in high RS population



Increasing Benefit of Anthracyclines with Increasing RS

RS Adj HR, DRFI

15 1.00 (0.51 - 1.95)

20 0.96 (0.53 - 1.75)

25 0.89 (0.49 - 1.61)

30 0.79 (0.45 - 1.39)

35 0.69 (0.40 - 1.18)

40 0.60 (0.34 - 1.05)

45 0.52 (0.27 - 0.98)

50 0.45 (0.21 - 0.96)



 Post-hoc analysis not designed to evaluate endpoint
 Chemotherapy choice not randomized
 Late effects of anthracycline usage

Despite the bias of higher risk patients receiving anthracyclines, 
this analysis still noted a benefit in high genomic risk patients.

Limitations



In patients with HR+/HER2-, LN- breast cancer with a RS > 31:
 Significant benefit in 5-year estimates of DRFI (96.1% vs 91.0%, aHR 

0.32, p=0.009) and DRFS in patients receiving T-AC compared to TC
 Trend towards benefit in OS in patients receiving T-AC compared to TC
 Benefit most clearly demonstrated in patients with tumors > 2cm
 Increasing RS greater than 31 corresponded to increasing benefit of 

addition of anthracycline
Anthracyclines should be considered in patients with high genomic risk
HR+/HER2-, LN- disease

Conclusions



Thank you and Happy Valentines Day! 
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