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Today’s Talk

• Early stage

• Advanced stage

• Future directions



3-year invasive disease-free survival (iDFS) of the strategy-based, randomized phase II PHERGain trial evaluating chemotherapy (CT) de-escalation in human epidermal growth factor 
receptor 2-positive (HER2[+]) early breast cancer (EBC)
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How does this impact clinical care? 

• This phase II noncomparative trial used a response-adaptive 
strategy to identify a group of patients who responded to 
preoperative HER2-directed therapy alone.

• The results are hypothesis-generating.

• Long-term follow up is needed.

• HER2-directed therapy alone may be an option for those who are 
not candidates for chemotherapy.
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Trial design

• Single-arm phase 2 trial of adjuvant paclitaxel (weekly 
x12) + trastuzumab

• T <3 cm, node negative

• Primary endpoint = 3-year invasive disease-free survival



Final 10-year results (n=406)

IDFS 31 events N (%)

Ipsilateral locoregional recurrences 6 (19.4)

Contralateral breast cancer 9 (29)

Distant recurrences 6 (19.4)

All-cause deaths 10 (32.3)

10-year IDFS 91.3% (95% CI 88.3-94.4)

Overall survival 94.3% (95% CI 91.8-96.8)

10-year BCSS 98.8% (95% CI 97.6-100)



Exploratory studies (~270/406)

• Stromal tumor-infiltrating lymphocytes (sTILs)
• PAM50 

• HER2DX risk score (0-100) to predict long-term relapse
 -27-gene expression and clinical feature classifier
 -3 gene signatures tracking immune features, tumor 
cell proliferation and luminal differentiation  
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How does this impact clinical care? 

• Paclitaxel and trastuzumab are already a standard 
adjuvant option for small, node-negative, HER2 positive 
tumors.

• 10-year data is reassuring for a non-randomized phase II 
trial.

• HER2DX risk score is exploratory.
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Kaplan–Meier Analysis and Subgroup Analysis of Progression-free Survival.

Cortés J et al. N Engl J Med 2022;386:1143-1154

• MBC prior taxane and trastuzumab
• Controlled brain metastases allowed
• No interstitial lung dz



First Interim Analysis of Overall Survival.

Cortés J et al. N Engl J Med 2022;386:1143-1154
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HER2-positive MBC

Setting Regimen Trial

1st-line Taxane + trastuzumab and pertuzumab CLEOPATRA

2nd-line Trastuzumab deruxtecan DESTINY 03

3rd-line Tucatinib, trastuzumab + capecitabine HER2CLIMB

Trastuzumab emtansine EMILIA

4th line and beyond Trastuzumab + chemotherapy

Lapatinib + capecitabine 

Trastuzumab + lapatinib

Neratinib + capecitabine NALA

Margetuximab + chemotherapy SOPHIA



Future Directions

• Ongoing trials to move additional agents (trastuzumab 
deruxtecan, tucatinib, margetuximab) to the adjuvant 
setting.

• De-escalation of therapy (HER2 therapy alone, endocrine 
therapy)

• For MBC, moving trastuzumab deruxtecan, tucatinib, 
endocrine therapy + CDK 4/6is to first-line setting



Thank you

Questions?


