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Early Breast Cancer
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• PROs

CANTO



Current adjuvant CDK 4/6 trials

Gradishar 2023



MonarchE Updates

Johnston et al SABCS 2022



IDFS/DRFS benefit in ITT persists beyond completion

Johnston et al SABCS 2022



Consistent IDFS benefit across subgroups

Johnston et al SABCS 2022



Treatment benefit deepened over time

Johnston et al SABCS 2022



Johnston et al SABCS 2022



Ki-67 is prognostic, not predictive

Johnston et al SABCS 2022



Conclusions

• With additional follow-up, benefit deepened in magnitude with 
increased absolute IDFS and DRFS benefit at 4 years 
• Across all prespecified subgroups

• Ki-67 remains prognostic but abemaciclib benefit similar regardless of Ki-67

• OS data immature, but fewer deaths reported abemaciclib + ET vs ET

• Further support use

• March 3, 2023, FDA drops Ki-67



POSITIVE Trial 
IBCSG 48-14/BIG 8-13/Alliance A221405

• Single arm trial
• Compared with SOFT/TEXT

• < 42, stage I-III HR+ BC

• 2 years (attempt pregnancy, conceive, 
deliver, BF - includes 3 mo washout)

• Complete 5-10 years of ET

• Primary endpoint
• BCFI – Breast cancer free interval

• Secondary
• Pregnancy/offspring outcomes
• Breastfeeding
• Use of ART
• Adherence
• Distant recurrence free interval

Partridge et al SABCS 2022



Primary Outcomes – POSITIVE + SOFT/TEXT

Partridge et al SABCS 2022



3-year BCFI Cumulative Index – POSITIVE only

Partridge et al SABCS 2022



Pregnancy Outcomes

• 74% had at least 1 pregnancy
• 70% within 2 years

• 64% had at least 1 live birth

• Deliveries: vaginal 66%, C/S 34%

• Complications
• 11% 

• HTN/preeclampsia, DM most 
common

Partridge et al SABCS 2022



Offspring Outcomes

• 355 singleton births, 15 sets of 
twins 

• 62% women reported 
breastfeeding

Partridge et al SABCS 2022



ET Resumption

• Cumulative incidences at 48 mos
• 8% with cancer recurrence/death 

prior to resuming ET
• 76% resumed ET
• 15% had not yet restarted

• 79% of women disease free at 2 
years who had not resumed ET 
reported continuing pursuit of or 
active/recent pregnancy or 
breastfeeding

Partridge et al SABCS 2022



POSITIVE Conclusion

• Temporary interruption of ET to attempt pregnancy among women 
who desire pregnancy does not impact short term disease outcomes

• 74% of women with at least one pregnancy most (70%) within 2 years

• Birth defects were low (2%), not clearly a/w treatment exposure

• Data stress need to incorporate patient-centered reproductive 
healthcare in the treatment and follow-up of young women with 
breast cancer 

• Planned follow-up 10 years

Partridge et al SABCS 2022



SWOG 1007





IDFS by race and ethnicity

Abdou et al SABCS 2022



Abdou et al SABCS 2022



DRFS by NH White and Black race

Abdou et al SABCS 2022



Accepted treatment          Endocrine tx adherence

Abdou et al SABCS 2022



Conclusions

• NH Black women with HR+/HER2- BC, 1-3 LN+ and RS < 25 have worse 
outcomes compared to NH White women independent of RS, treatment 
arm, age and grade
• Adjusting for BMI seems to decrease effect

• Limited number of events in the NH Black cohort

• NH Blacks more likely to accept treatment assignment compared to NH 
Whites and were just as likely to remain on ET at 6 and 12 months.  

• No difference in nodal status, tumor size or RS

• Grade and BMI were higher in NH Blacks

• Premenopausal NH Blacks had less anthracycline c/w NH Blacks

Abdou et al SABCS 2022



Kang et al SABCS 2022



Anxiety                               Fatigue

Loch et al SABCS 2022



CRCI

Kang et al SABCS 2022



Conclusions

Anxiety/Fatigue

• CET had a clinically significant negative effect on mean fatigue scores 
c/w ET alone in both pre and postmenopausal groups over time

• Scores improved but did not return to baseline

• Patients had lower mean anxiety scores during tx compared to 
baseline, but different scores between CET and ET

CRCI

• CET had greater negative effect on CRCI compared to ET alone in both 
pre and postmenopausal women

• CRCI seems to persist over time in a significant portion of patients 

Loch et al SABCS 2022
Kang et al SABCS 2022



Quality of life



Advanced Breast Cancer
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ADCs



Trastuzumab deruxtecan (T-DXd)

Telli et al SABCS 2022



Modi et al ASCO 2022



HER2 expression in breast cancer











Updated OS analysis of DESTINY-Breast03

Hurvitz et al SABCS 2022



Hurvitz et al SABCS 2022



Hurvitz et al SABCS 2022



Hurvitz et al SABCS 2022



Hurvitz et al SABCS 2022



Sacituzumab govitecan

Telli et al SABCS 2022



Rugo et al ASCO 2022



PFS and OS in ITT population

Rugo et al ASCO 2022





First line CDK 4/6 inhibitor trials HR+ MBC



PALOMA 2 final OS report

22% had DFI <12 mos from end of adjuvant ETFinn et al ASCO 2022



OS ITT

Finn et al ASCO 2022



Finn et al ASCO 2022



MONARCH 3 

Goetz et al



OS IA2 for the ITT population

Goetz et al ESMO 2022



Which one to choose?

• No head-to-head comparisons

• OS benefit in all ribociclib trials

• Likely same for abemaciclib

• What happened with palbo
• Trial factors?

• Power

• Drug differences

• Missing survival data problem with study

• Shorter DFI



Capivaseretib

• AKT pathway activation occurs in 
many HR+/HER2- BC through 
alterations in PIK3CA, AKT1 and 
PTEN, may occur in others.  

• AKT signalling is implicated in 
development of endocrine 
resistance

• Capivasertib is a potent selective 
inhibitor of all 3 AKT isoforms

Andrikopoulou et al The Breast 2022



CAPItello-291

Turner et al SABCS 2022



PFS in overall population

Turner et al SABCS 2022



PFS in AKT pathway-altered population

Turner et al SABCS 2022



Overall survival

Turner et al SABCS 2022



Turner et al SABCS 2022



Oral SERD trials



Elacestrant

• Novel, nonsteroidal orally 
bioavailable SERD

• Dose dependent ER degradation 
and inhibition of estradiol 
dependent induction of ER 
target gene transcription and 
cell proliferation 

Bardia et al SABCS 2022



EMERALD

Bardia et al SABCS 2022



PFS by duration of CDK 4/6 – All patients

Bardia et al SABCS 2022



PFS by duration of CDK 4/6 – ESR1-mutant

Bardia et al SABCS 2022



Chmura et al ASCO 2022



Chmura et al ASCO 2022



Chmura et al ASCO 2022



Therapy sequencing TNBC

Telli et al SABCS 2022



Therapy sequencing endocrine refractory HR_ 
MBC

Telli et al SABCS 2022



Therapy sequencing HER2+ MBC

Telli et al SABCS 2022
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