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Case presentation: Dr Peswani

60-year-old woman with poorly controlled 
DM and neuropathy

• Stage IIB, T2N1, node-positive, ER/PR-
positive, HER2-negative breast cancer

• 3.5-cm mass that would require mastectomy; patient would 
prefer to preserve breast but avoid chemotherapy

• 21-gene Recurrence Score®: 19 (intermediate)



Case presentation: Dr Ibrahim

42-year-old premenopausal physician 

• 2012: 2.3-cm, ER-positive, HER2-negative 
IDC with 1/10 positive nodes; patient 
preferred not to have chemotherapy

• 21-gene Recurrence Score: 35
• Dose-dense AC à weekly paclitaxel followed by tamoxifen
• 2012-2017: Very bothersome tamoxifen-related side effects, 

considering stopping at 5 years



The	Basic	Question

In	choosing	adjuvant	and	neoadjuvant	
therapy	for	high-risk	patients	with	ER-
positive	disease,	does	biology	trump	
histopathology?



SWOG-8814:	Recurrence	Score	in	LN+	ER+	
Disease

Albain KS	et	al.	Lancet	Oncol 11:	55-65,	2010



SWOG-8814:	
OS	and	BCSS	by	
Recurrence	Score	
+/- Chemotherapy

Albain KS	et	al.	Lancet	Oncol 11:	55-65,	2010



SWOG-S1007 (RxPONDER) 
Study Design 

Gonzalez-Angulo AM et al. SABCS 2011;Abstract OT1-03-01.

HR-positive, HER2-
negative, nodes 
1-3+ early breast 
cancer with RS ≤ 25
(N = 4,000)

R

No chemotherapy*;
appropriate endocrine therapy**

Chemotherapy*;
appropriate endocrine therapy**

Primary Objective
Determine the effect of chemo in patients with node-positive BC who do not 
have high RS by Oncotype DX

1. DFS for patients treated with chemo compared to no chemo and 
dependence on the magnitude of RS

2. Determine the optimal cut-point for recommending chemo or not

* Various 2nd- or 3rd-generation regimens (physician/patient choice)
** Various options, dependent on menopausal status (physician/patient choice)

1:1 2016	ASCO	
Guidelines:
Don’t	Use	RS	
in	Patients	with	
LN-Positive	
Disease



SEER	Database:	
Recurrence	Score	Use	at	a	Population	Level

Roberts,	MC	et	al.	Breast	Cancer	Res	Treat	163:	303-10,	2017

Recurrence	Score	Testing	Over	Time ChemoRx Use	by	RS	and	Nodal	Status



SEER	Database:	5-Year	BCSS	by	Nodal	Status	and	
Recurrence	Score

Roberts,	MC	et	al.	Breast	Cancer	Res	Treat	163:	303-10,	2017



ASCO	Biomarker	Guidelines:	

Krop,	I	et	al.	JOP	13:	763-7,	2017

MINDACT:	
Low	Genomic	Risk	Trumps	
High	Clinical	Risk

Cardoso,	F	et	al.	NEJM	2016



Gene	Profiling	and	Neoadjuvant	Rx:	
Divergent	Results	for	pCR and	DFS

Breast	Cancer	Res	Treat	(2010)	119:551–558



The	Next	Frontier	in	Gene	Profiling:	ctDNA

BRE09-145	DFS	Stratified	by	Presence	of	Tumor	
Mutation	in	Plasma
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Conclusions

• Gene	profiling	in	patients	with LN+,	ER+	disease	is	similar	to	patients	
with LN-,	ER+	disease

• Early	data	suggests	that	gene	profiling	is	prognostic	AND	predictive
• Phase	III	trial	ongoing,	but	docs	have	voted	with	their	feet
• Gene	profiling	correlates	with	neoadjuvant	pCR,	BUT…
• Gene	profiling	of	micrometastases	will	explode	in	the	next	few	years

THANK	YOU


