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Latest ASCO Biomarker Guideline published 
two weeks ago. 



(CPD learning goal:  review of the ASCO 
guideline)



Started in 2005



Moved from blood tests to genomic assays



Last guideline was in 2016



The Panel recommends against ordering two different tests for the 
same patients as these tests will provide similar information



RxPONDER trial









(They’ve stopped talking about CYP2D6 and 
tamoxifen)



• Oncotype (21 gene signature)

• Mammaprint (70 gene signature)

• Endopredict (12 gene signature)

• PAM50 (50 gene signature)

• Ki67

• IHC4

• BCI two gene ratio ([HOXB13/IL17BR ratio (H/I)])



There are no data on use of genomic 
tests in patients with 4 or more positive 

nodes. 



No test should be used in premenopausal patient with positive nodes

















TailoRx patients younger than 50

RS hormones Hormone plus 
chemo

16-20 92% 94.7%

21-25 86.3% 92.1%



mammaprint



Prosigna



Ki67

Ki67 combined with other parameters or immunohistochemistry 4 
score may be used in postmenopausal patients without access to 
genomic tests to guide adjuvant therapy decisions. 



Essentially, all studies show that among ER-positive 
cancers, the higher the Ki67, the worse the long-term 
survival. Also, the higher the Ki67, the higher the 
likelihood of pathologic complete response to NACT.  



However, unlike ER or HER2, the expression distribution 
of Ki67 is not bimodal, and there is no natural threshold 
to define high or low Ki67 status.  



Different studies have used different definitions of high 
Ki67, which makes interpretation of the literature 
challenging. Interobserver and interlaboratory variability 
in Ki67 assessment and a lack of standards further hinder 
setting a universal Ki67 threshold.  



In an attempt to standardize a prognostic threshold, the 
St Gallen International Consensus on the Primary Therapy 
of Early Breast Cancer recommended > 20% as the 
threshold to define high risk.  



In the past decade, the International Ki67 Breast Cancer 
Working Group has attempted to standardize Ki67 testing. 
The group recently reported that expression levels of Ki67  < 
5% or  > 30% can be reliably reported, but levels between 
those thresholds are unreliable. 



Most studies of Ki67 expression have been 
conducted using samples from postmenopausal 
patients   



Endocrine extension beyond five year decisions







Are the companies compliant with ASCO?









No test should be used in premenopausal patient with positive nodes





There are no data on use of genomic 
tests in patients with 4 or more positive 

nodes. 



Criticisms of the guideline

• We don’t have much information on higher risk N1 patients

(ie the patient with high grade disease or 3 positive nodes)

• Contribution of suboptimal hormonal therapy

• non-inferiority not proved, could be missing 3% difference



What does 3% mean? 



OPTIMA addresses plenty of important 
unanswered questions, and ASCO strongly 
endorses research….

• Younger patients

• Higher risk N1 patients

• 4+ node patients 

• True non-inferiority

• Properly controlled endocrine treatment 


