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To the Editor: We appreciate the comments of Dr
Sorscher regarding our study of HER2 testing
discordances in invasive breast carcinoma with
micropapillary features.1 While we agree that clin-
ical trials are the optimal means to define response to
HER2 targeted therapy, it is notable that four out of
nine cases in our study that were scored 1+ by
immunohistochemistry (IHC) would have met cri-
teria for HER2 amplification based on both the 2007
and 2013 ASCO/CAP guidelines.2,3 We are not
suggesting that the definition of HER2 positivity be
expanded, but rather, we would like to make
pathologists aware of the potential for discordance
between IHC and FISH results in this morphologic
subtype. Specifically, our results support the 2013
ASCO/CAP recommendation that pathologists con-
sider reporting IHC in micropapillary carcinomas as
equivocal, and perform reflex testing using in situ
hybridization, as this method better reflects the
HER2 status in this morphologic subtype. Micro-
papillary carcinomas display unusual cell membrane
architecture, and in some instances, may be scored
1+ by IHC because of the strict requirement for
circumferential staining. Because tumors of this
histologic subtype can demonstrate HER2 staining
that deviates from the typical circumferential stain-
ing pattern, it is possible that cases that are HER2-
amplified (by both 2007 and 2013 criteria), and that
are likely to respond to anti-HER2 directed therapy,
could be missed and interpreted as HER2-negative.
We agree that ASCO/CAP guidelines should ‘ensure
that the right patient receives the right treatment,’
and therefore highlight a potential pitfall that could
impact treatment decisions for patients with invasive
carcinomas with micropapillary features.
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