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Medical Oncology 

• #1: Destiny Breast-09 
• #2: neoCARHP
• #3: CompassHER2 pCR trial
• #4: Mini Trial

HER2+ breast cancer ASCO 2025: Three Abstracts 
Discussed



Medical Oncology 

Trastuzumab deruxtecan (T-DXd) + pertuzumab vs taxane <br />+ trastuzumab + pertuzumab (THP) for first-line treatment <br />of patients with human epidermal growth factor <br 
/>receptor 2–positive (HER2+) advanced/metastatic<br />breast cancer: interim results from DESTINY-Breast09

Abstract #1/4



Medical Oncology 

DESTINY-Breast09 study design



Medical Oncology 

Patient demographics and key baseline characteristics



Medical Oncology 

PFS (BICR): primary endpoint



Medical Oncology 

PFS (BICR): subgroup analyses



Medical Oncology 

Overall survival (~16% maturity)



Medical Oncology 

Adverse events of special interest



Medical Oncology 

• T-DxD+P  represents a new 1L SOC in HER2+ MBC w/ 
significant improvement in mPFS which exceeds that seen 
in Cleopatra

• Trend favoring OS improvement w/T-DxD+P but data 
premature

• But…. Optimal sequencing? And therapy duration are 
unanswered questions.

Key Points



Medical Oncology 

De-escalated neoadjuvant taxane plus trastuzumab and pertuzumab with or without carboplatin in HER2-positive early breast cancer (neoCARHP): A multicentre, open-label, 
randomised, phase 3 trial

Abstract #2/4



Medical Oncology 

neoCARHP Study Design (NCT04858529)



Medical Oncology 



Medical Oncology 

Efficacy Analysis: pCR by hormone receptor status



Medical Oncology 

• Q3 wk Taxane/H+P non inferior pCR rates and better 
tolerated than standard TCH-P 

• We probably can omit carboplatin from neoadjuvant chemo
• But, these data don’t support use of q3 wk nab-paclitaxel or 

q3 wk paclitaxel
– Weekly paclitaxel may be optimal neoadjuvant taxane strategy 

for her2+ chemo (see presentation #3) 

Key Points



Medical Oncology 

Predicting pathologic complete response (pCR) from clinicopathologic variables and HER2DX genomic test <br />in stage II & III HER2+ breast cancer treated with <br />taxane, 
trastuzumab, and pertuzumab (THP): <br />secondary results from EA1181 (CompassHER2 pCR) trial  

Abstract #3/4



Medical Oncology 

<br />EA1181 CompassHER2 pCR: Study design<br />



Medical Oncology 

Slide 8
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Medical Oncology 

Putting Shorter THP Regimens All Together<br />



Medical Oncology 

Slide 10



Medical Oncology 

Clinicopathologic factors significantly associated with pCR : univariable analysis



Medical Oncology 

HER2Dx: combines gene expression and clinical data



Medical Oncology 

Slide 12



Medical Oncology 

Observed pCR rates by HER2Dx pCR scores 



Medical Oncology 

• pCR rate 44% with 4 cycles of neo THP, data suggesting 
weekly paclitaxel superior to q3 wk docetaxel

• Higher pCR rates associated with:
– ER<70%
– HER2 3+ IHC (vs 2+/ISH+)
– Weekly paclitaxel
– High HER2Dx pCR score

Key points



Medical Oncology 

Phase Ib/II Study of Ribociclib, Trastuzumab, and Letrozole ± GnRH Agonist as First-line Therapy in HER2+/HR+ Pre- and Postmenopausal Metastatic Breast Cancer (KCSG BR 18-
10, MINI Trial)

Abstract #4/4



Medical Oncology 

Study Design



Medical Oncology 

• Ribo/trastuzumab/letrozole +/- GNRH showed promising 
activity (median PFS of 30 months) and may be a 
chemotherapy free option for HER2+/ER+ MBC 

Key points



Medical Oncology 

Metastatic TNBC
• ASCENT04: 1L SG+Pembro vs Chemo/Pembro mTNBC

Early-Stage TNBC
• NeoSTAR: Neoadjuvant Sacituzumab Govitecan/Pembrolizumab in 

eTNBC
• NRG-BR003: Adjuvant ddAC-T vs Adjuvant ddAC-T/carbo in TNBC

TNBC ASCO 2025: 4 Abstracts Discussed



Medical Oncology 



Medical Oncology S Tolaney et al. ASCO 2025, LBA109



Medical Oncology 

ASCENT-04/KEYNOTE-019: 
SG/Pembro vs Chemo/Pembro for 1L PD-L1+ mTNBC

S Tolaney et al. ASCO 2025, LBA109
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Medical Oncology 

ASCENT-04/KEYNOTE-019: 
SG/Pembro vs Chemo/Pembro for 1L PD-L1+ mTNBC

S Tolaney et al. ASCO 2025, LBA109
Package Insert Information for Sacituzumab Govitecan



Medical Oncology 

ASCENT-04/KEYNOTE-019: 
SG/Pembro vs Chemo/Pembro for 1L PD-L1+ mTNBC

S Tolaney et al. ASCO 2025, LBA109



Medical Oncology 

How Does ASCENT-04 Alter SG sequencing?

PD-L1+: Pembro +SG
 Median PFS 11.2m

Highlights the need for 
using the “best” option 

in 1L

SG is reasonable to use today but guideline updates not yet in place
Insurance approval challenges?



Medical Oncology 

What about PD-L1 negative mTNBC?

Will see results later this year (ESMO)



Medical Oncology 
Complete delivery of taxane 81-85%, carbo 75%

9% BRCA carriersl Valero V al. ASCO 2025, LBA509



Medical Oncology 

ASCO 2025 TNBC: Conclusions

• ASCENT04: 1L SG+Pembro vs Chemo/Pembro mTNBC
• SG/Pembro provides >3 month improvement in PFS over current SOC
• Reasonable to consider as 1L therapy but insurance coverage may be a challenge until guideline updates

• NRG-BR003: No iDFS advantage of adding carboplatin to adjuvant ddAC-weekly paclitaxel for TNBC
• Translational studies in process to determine if there is a sub-group that benefits from adjuvant platinum



Thank You!
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