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Today’s Talk

• Hormone receptor positive

• Triple negative

• HER2 positive

• Local treatment



NATALEE study design1,2
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NATALEE study design: unique features1,2
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NATALEE: eligible patients
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Baseline characteristics
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Kaplan–Meier Estimates of Invasive Disease–free Survival.

Slamon D et al. N Engl J Med2024;390:1080-1091



iDFS benefit was consistent across key prespecified subgroups
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Adverse Events.

Slamon D et al. N Engl J Med2024;390:1080-1091



Adjuvant CDK 4/6is

Trial Eligibility Agent and dose Duration iDFS FDA approval

NATALEE • T2N0 if G3 or 

G2 and Ki-67 

>20% or high 

genomic risk

• N1 or greater

Ribociclib 400 mg daily, 

D1-21 of 28-day cycle

3 years 3-year iDFS 90.4 v 

87.1 %

p=0.0014

September 

2024

MONARCHE • N1 if T>5cm, 

G3, or Ki-67 

>20%

• N2 or greater

Abemaciclib 150 mg 

BID daily

2 years 4-year iDFS 85.8 v 

79.4 %

P<0.0001

March 2023

PALLAS Stage II or III Palbociclib 125 mg 

daily days 1-21 of 28-

day cycle

2 years 4-year iDFS 84.2 v 

84.5%

None



Serum anti-Mullerian hormone levels refine identification of premenopausal patients with HR+, HER2-, node-positive breast cancer most likely to benefit from adjuvant chemotherapy in 

<br />SWOG S1007 (RxPONDER)
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Objective
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Pre-treatment serum AMH predicts chemotherapy benefit in “premenopausal” women < 55 years
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“Premenopausal” < 55 years with low AMH have no IDFS benefit with chemotherapy
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AMH levels in RxPONDER

• 21% of “premenopausal” women <55 years with low pre-

treatment AMH levels (<10 pg/ML) did not benefit from 

adjuvant chemotherapy in addition to ET.

• 52% of premenopausal women 50-54 had low pre-

treatment AMH levels .

• AMH levels were a better predictor of chemotherapy 

benefit than age, reported menopause status or other 

hormones.



AMH levels in RxPONDER

• Need validation before widespread uptake of AMH levels.

• AMH not usually followed for menopausal status.



A-BRAVE Trial: <br />a phase III randomised trial with Avelumab in early triple negative breast cancer with residual disease after neoadjuvant chemotherapy or at high risk after primary 

surgery and adjuvant chemotherapy 
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A-BRAVE Trial - Study Design
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A-BRAVE Trial – Study Objectives
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A-BRAVE Trial - Disease-Free Survival, ITT (co-primary end point) <br />median FUp: 52.1 months (95% CI: 49.8- 53.8)   
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A-BRAVE Trial - Disease-Free Survival, stratum B (post-neoadjuvant) <br />(co-primary endpoint)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



A-BRAVE Trial - Overall Survival, ITT (secondary endpoint) 
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A-BRAVE Trial – Distant disease-free survival, ITT<br />(post-hoc exploratory analysis)
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A-BRAVE

• Primary endpoint of DFS not met; secondary endpoint 

OS met.

• Avelumab is not FDA approved for breast cancer.

• Await results of SWOG S1418 with adjuvant 

pembrolizumab.



Phase III study of adjuvant ado-trastuzumab emtansine vs trastuzumab 
for residual invasive HER2-positive early breast cancer after neoadjuvant 
chemotherapy and HER2-targeted therapy: 
KATHERINE final IDFS and updated OS analysis

Sibylle Loibl, Max S. Mano, Michael Untch, Chiun-Sheng Huang, Eleftherios P. Mamounas, Norman Wolmark, Adam Knott, 

Asna Siddiqui, Thomas Boulet, Beatrice Nyawira, Eleonora Restuccia, Charles E. Geyer, Jr.

Presenting author: Prof. Dr. Sibylle Loibl, M.D., Ph.D

German Breast Group, Neu-Isenburg; Centre for Haematology and Oncology Bethanien, Goethe University, 

Frankfurt, Germany

This presentation is the intellectual property of the authors. Contact Sibylle.Loibl@gbg.de for permission to reprint and/or distribute

IDFS, invasive disease-free survival; OS, overall survival.



▪ Prior neoadjuvant therapy consisting of:

– Minimum 6 cycles of chemotherapy

– Minimum 9 weeks of trastuzumab

– Second HER2-targeted agent allowed

▪ Residual invasive tumor in breast or axillary nodes

▪ Randomization within 12 weeks of surgery

▪ Primary endpoint: IDFS 

▪ Secondary endpoints: IDFS with second primary non-breast cancers included, DFS, OS, DRFI, safety, and QoL

▪ Stratification factors: Clinical stage at presentation (inoperable vs operable), HR status, preoperative HER2-directed therapy, 

pathologic nodal status after preoperative therapy

This presentation is the intellectual property of the authors. Contact Sibylle.Loibl@gbg.de for permission to reprint and/or distribute

San Antonio Breast Cancer Symposium®, December 5–9, 2023

T-DM1

 3.6 mg/kg IV Q3W

 14 cycles

Trastuzumab 

6 mg/kg IV Q3W

 14 cycles 

• Radiation and endocrine therapy 

per protocol and local guidelines

• Switch to trastuzumab permitted if 
T-DM1 discontinued due to AEs

N = 1486

R

1:1

AE, adverse event; DFS, disease-free survival; DRFI, distant recurrence-free interval; 
HR, hormone receptor; IDFS, invasive disease-free survival; IV, intravenous; OS, overall survival; 
Q3W, every 3 weeks; QoL, quality of life; R, randomized; T-DM1, ado-trastuzumab emtansine.

Adapted from N Engl J Med, von Minckwitz et al., Trastuzumab emtansine for residual invasive 
HER2-positive breast cancer, Vol. 380, Pages 617–628.

Copyright© (2019) Massachusetts Medical Society.

KATHERINE study design
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Trastuzumab

(n = 743)

T-DM1

(n = 743)

IDFS events, no. (%) 165 (22.2) 91 (12.2)

Unstratified hazard ratio 0.50 (95% CI = 0.39, 0.64);

p < 0.001

Trastuzumab

(n = 743)

T-DM1

(n = 743)

Events, no. (%) 56 (7.5) 42 (5.7)

Unstratified hazard ratio 0.70 (95% CI = 0.47, 1.05);

p = 0.08

Boundary for statistical significance hazard ratio <0.43 or

 p < 0.000032
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CCOD: July 25, 2018; median follow-up: 41.4 months (T-DM1) and 40.9 months (trastuzumab).
CCOD, clinical cutoff date; CI, confidence interval; IDFS, invasive disease-free survival; OS, overall survival; 
T-DM1, ado-trastuzumab emtansine.

Adapted from N Engl J Med, von Minckwitz et al., Trastuzumab emtansine for residual invasive 
HER2-positive breast cancer, Vol. 380, Pages 617–628.

Copyright© (2019) Massachusetts Medical Society.

KATHERINE primary analysis (2018)
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Trastuzumab

(n = 743)

T-DM1

(n = 743)

IDFS events, no. (%) 239 (32.2) 146 (19.7)

Unstratified hazard ratio 0.54 (95% CI = 0.44, 0.66); p < 0.0001*
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* p-value for IDFS is now exploratory given the statistical significance was established at the primary analysis.
CI, confidence interval; IDFS, invasive disease-free survival; T-DM1, ado-trastuzumab emtansine.

KATHERINE IDFS final analysis; median follow-up 8.4 years (101 months)

T-DM1

Trastuzumab

Absolute IDFS benefit 

of 13.7 % at 7 years
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* CNS metastases as component of distant recurrence (isolated or with other sites). 
CNS recurrence after first IDFS event: 19 patients (2.6%) in the trastuzumab arm and four patients (0.5%) in the T -DM1 arm.
CNS, central nervous system; IDFS, invasive disease-free survival; T-DM1, ado-trastuzumab emtansine.

Site of first occurrence of an IDFS event

This presentation is the intellectual property of the authors. Contact Sibylle.Loibl@gbg.de for permission to reprint and/or distribute

T-DM1

Trastuzumab
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Trastuzumab

(n = 743)

T-DM1

(n = 743)

Events, no. (%) 126 (17.0) 89 (12.0)

Unstratified hazard ratio 0.66 (95% CI = 0.51, 0.87); p = 0.0027

Boundary for statistical significance hazard ratio <0.739 or p < 0.0263
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Significant reduction in risk of death by 34% with T-DM1

CI, confidence interval; OS, overall survival; T-DM1, ado-trastuzumab emtansine.

KATHERINE 2nd OS interim analysis; median follow-up 8.4 years 

(101 months)

Absolute OS benefit of 

4.7 % at 7 years



KATHERINE

• Reassuring OS data on a regimen that has been FDA-

approved since 2019.

• Although small numbers, patients who received 

pertuzumab and those with small volume residual 

disease benefitted.

• More toxicities with TDM-1 so the approach should be 

individualized and monitored.





Primary endpoint: IBCRFI

Invasive breast cancer recurrence free interval











NSABP B51

• At median follow up of 59.5 months, RNI after 

mastectomy or lumpectomy did not improve IBCRFI, 

ILRRFI, DRFI, DFS or OS.

• Pre-specified subgroups did not clearly favor omission of 

RNI but patients with nodal involvement who are 

downstaged by neoadjuvant chemotherapy appear to do 

well without RNI.



Thank you!

Questions?
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