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Cancer

Breast cancer HER2 (EGFR2; ErbB2; 
neu)

In vitro and mouse studies suggest modified 
versions of the antibody-drug conjugate 
trastuzumab-DM1 could help treat breast 
cancer. The modifications to trastuzumab-
DM1 included removal of the thioether 
succinimide functionality from the linker 
between the antibody and the cytotoxic agent 
DM1 and addition of cysteine residues to 
the antibody. The modifications increased 
stability in human plasma and increased the 
number of antibody-bound DM1 molecules, 
respectively, compared with no alterations. In 
a mouse model of HER2+ breast cancer, two 
of the modified trastuzumab-DM1 conjugates 
decreased tumor growth and slowed tumor 
progression compared with the unmodified 
conjugate. Next steps could include toxicity 
studies of the modified conjugates.  
Roche’s Genentech Inc. unit, Chugai 
Pharmaceutical Co. Ltd. and 
ImmunoGen Inc. market Kadcyla 
trastuzumab-DM1, a humanized mAb against 
HER2 linked to ImmunoGen’s DM1 cytotoxic 
agent, to treat HER2+ breast cancer.
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