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Outline

ÅThe evolutionof HER2 scoringrecommendations
by ASCO/CAP

ÅChangesin the 2018 focusedupdate: critical
discussionstepby step

ÅThe future of HER2 evaluationin breastcancer
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TO ANSWER SPECIFIC 
CLINICAL QUESTIONS

- Reviewof pre-
analyticaland 
analyticalsteps

- Risingthe thresholds
for positive results
(30% cut-off, 
HER2/CEP17>2.2)

- Sensitivityraherthan
specificity=> 
thresholdslowered

- ISH algorithm=> 
HER2/CEP17 ratio and 
HER2copy number

- Integration of 2013 
guidelinesόƛΦŜΦ άfocused
ǳǇŘŀǘŜέύ

- Score 2+ definition
- άL{I GroupsнΣ оΣ пέ 

by Press et al. 2016

2007 2013 2018

Lesfils rougesof ASCO/CAP recommendations

5 Clinicalquestionsaddressed



Clinicalquestion1

What is the mostappropriate 
definition for IHC 2+ (IHC equivocal)? 

2018 ASCO/CAP recommendations



Score 2+ definition in 2013

ҐҔ άInvasive breastcancershowing
άcircumferentialmembrane stainingthat is
incomplete and/or weak/moderate and within > 
10% of tumor cellsor complete and 
circumferentialmembrane stainingthat is
intense and within < 10% of tumor cellsΦέ 



Score 2+ definition

2018 ASCO/CAP recommendations



UnusualScore 2+ stainingpatterns

Baso-lateralmembrane staining



UnusualScore 2+ stainingpatterns

Complete intense membrane stainingin < 10% of tumor cells



What to do?

ÅTest all availableblocks(includingthe LND 
metsif any)

=> if still <10%: report the percentageof HER2 
positive cells

Usefulinformation for anyretestingin 
case of relapse or metastaticdisease



Impact of intra-tumor heterogeneity:
the neoadjuvantsetting
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pCRrates
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Impact of HER2 heterogeneityon 
anti-HER2 treatment


