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Fig 1 Cooperative ErbB Signaling and Differential Activity of Sole EGFR Inhibition Versus EGFR/HER2 Inhibition

(A) The 4 ErbB receptors are encoded by the genes EGFR (ErbB1), HER2 (ErbB2), HER3 (ErbB3), and HER4 (ErbB4). The 11 growth factors that bind to these
receptors include EGF, transforming growth factor-a, amphiregulin, °-cellulin, epigen, epiregulin, heparin-binding EGF, and the 4 neuregulins. The neuregulins are
ligands for the HER3 and HER4 dimers. (B) Ligand binding triggers the homodimerization and heterodimerization of the receptors. Whereas EGFR inhibition
blocks only EGFR-mediated signal transduction, inhibition of EGFR and HER2 blocks signal transduction from all NSCLC-related homodimers and heterodimers.

Abbreviation: EGFR =epidermal growth factor receptor.

Note: Reprinted with permission from the copyright holder © CIG Media Group, L.P.
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& 1 JbFNSCLCIf AR & H AYEGER/HER241 il 5]

259 /1151 ErbBFAR I B
R ] 5
BIBW2992 EGFR/HER2 111
HKI-272 (Neratinib) EGFR/HER2 I
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Fig 2 The Phase IIB/IIl LUX Lung-1 Trial Design"

Abbreviations: BSC=best supportive care; CT=chemotherapy; ECOG=Eastern Cooperative Oncology Group; ORR=overall response rate; OS=overall survival;

PD=progressive disease; PES=progression-free survival; PK=pharmacokinetics; PS=performance status; TTR=time to recurrence.

Note: Reprinted with permission from the copyright holder © CIG Media Group, L.P.
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