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Overview of Talk 

 

1. What is a biomarker? 

2. Biomarker use. 

3. Breast cancer biomarker assessments. 

4. Sources of biomarker assay variability.  

5. Case studies. 

6. Work in progress. 
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What is a biomarker? 

NIH (Environmental Health Sciences):    
ά.ƛƻƳŀǊƪŜǊǎ are key molecular or cellular 
events that link a specific environmental 
exposure to a health outcomeΦέ 
 
NCI:  
ά! biological molecule found in blood, other 
body fluids, or tissues that is a sign of a 
normal or abnormal process, or of a 
condition or diseaseΦέ 
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Biomarker Use 

1. Risk of developing disease. 

2. Diagnosis. 

3. Response to therapy: success, toxicity. 

4. Risk of sequelae: same/other disease, death. 

 

ČTension/tradeoff for actionable targets/therapy 

Biomarker data (mostly measured, continuous)  

vs  

Frequently-assessed for action (categorical). 
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  Chance of hitting the right cut-point(s) 
for clinical action? 
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Breast Cancer Biomarker Assessments  

1. Determinant of endocrine therapy:  
Up to 20% of immunohistochemical (IHC) Estrogen Receptor (ER) and Progesterone 
Receptor (PR) inaccurate:   
ASCO/CAP IHC Guidelines (Hammond MEH, et al. J Clin Oncol 2010)  
Č    ER+, PR+ with > 1% cells staining; 
Č   Establishment of more external quality assurance programs. 
 
2.      Determinant of anti-HER2 therapy: 
Up to 20% of human epidermal growth factor receptor 2 (HER2) gene inaccurate: 
ASCO/CAP Guidelines (Wolff AC, et al. J Clin Oncol 2007; 2012) 
Č   Establishment of cut-points; 
Č   Establishment of more external quality assurance programs. 
  
3. Ki67 Working Group:  
NIH moratorium on using banked Breast Cancer trial specimens to assess ki67:  
(Dowsett M, et al. J Natl Cancer Inst 2011) 
Č    Work in progress (Lisa McShane involved as statistician) 
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Sources of Biomarker Assay Variability 

Kananaskis Working Group: 

Assessing genetic markers of tumour 
progression in the context of intratumour 
heterogeneity. 

/ƘŀǇƳŀƴ W²Σ ²ƻƭƳŀƴ 9Σ ²ƻƭƳŀƴ {wΣΧ 

Shankey TV. Cytometry 1998; 31:67-73.  
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Quantification of Heterogeneity 

Assessed tumour heterogeneity encompasses: 

1. Reproducibility error; 

2. Intratumour heterogeneity, which may 
change in a tumour with time  

      - Not routinely assessed; 

3.  Intertumour differences among tumours. 
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Demonstrated Tumour Heterogeneity 

Courtesy of Vince Shankey ώ/ƘŀǇƳŀƴ W²ΣΧΣShankey TV. Cytometry 31:67ς73 (1998) 
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Underlying Tumour Heterogeneity: 
Chapman, et al [Cytometry 31:67ς73 (1998)] 
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Pragmatic Handling of Different Methods, 
Sample Sizes (# of cells), Variability  

Č   Currently, assume + is +, different assays. 
Č   Assume measuring similar process(es).  
Č   Expect differences in location/scale. 
Č   Where possible, investigate using 
        multivariable, continuous biomarker data: 
       (Kananaskis Working Group, Cytometry 1998; 
        
       REMARK 2012, BMC Medicine 2012, 10:51 
       Altman DG, McShane LM, Sauerbrei W, 
       Taube SE) 
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Case Study: Biochemical Dextran-Coated 
Charcoal (DCC; Radioligand binding) Assay for ER 
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ER Frequency Histogram: Laboratory A 

Chapman JW, Mobbs BG, et al. J Steroid Biochem Molec Biol 1993; 45:367-373. 
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Statistically Standardized  
Logarithim (ER) for Laboratory A 

Chapman JW, Mobbs BG, et al. J Steroid Biochem Molec Biol 1993; 45:367-373. 
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