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Cancer

Breast cancer HER2 (EGFR2; 
ERBB2; neu); heat 
shock transcription 
factor 1 (HSF1); lactate 
dehydrogenase A (LDHA)

Studies in mice and in cell culture suggest that 
inhibiting glycolysis could decrease breast cancer 
resistance to Herceptin trastuzumab. In two human 
breast cancer cell lines, small interfering RNA 
targeting the glycolytic proteins HSF1 and LDHA 
increased sensitivity to Herceptin compared with 
scrambled siRNA. In a mouse model of Herceptin-
resistant human breast cancer, Herceptin plus a 
glycolysis inhibitor resulted in lower tumor growth 
than either compound alone. Next steps include 
using samples from breast cancer patients to 
determine whether HSF1 and LDHA could be used 
as markers for disease prognosis and responsiveness 
to Herceptin. 
Roche’s Genentech Inc. unit markets Herceptin, an 
anti-EGFR mAb, to treat breast and gastric cancers.
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