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Evolutionary Expression of HER2 Conferred by
Chromosome Aneuploidy on Circulating Gastric
Cancer Cells Contributes to Developing
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Abstract

Purpose: Previous human epidermal growth factor
receptor-2 (HER2)-derived resistance studies were based on
ex vivo models, which could not mirror evolutionary expres-
sion of HER2 during therapy. To investigate dynamic expres-
sion of HER2 and its contribution to de\elopmg therapeutic

i conferred by ¢ , both the
HER2 ph pe and ch 8 (Chr 8) loidy on
circulating tumor cells (CTC) were coexamined in advanced
gastric cancer (AGC) patients.
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cHER2" phenotype in 91.0% of hHER2" and 76.2%
hHER2™ patients was demonstrated to correlate with devel-
opment of resistance to trastuzumab-targeted therapy
for hHER2* patients and chemotherapy alone for hHER2™
patients. Aneuploid Chr8 was demonstrated to participate
in the acquisition of the cHER2" phenotype, which pro-

vides a growth advantage to HER2" CTCs against thera-
peutic pressure, leading to the development of therapeutic
resistance.
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