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4#) A) EGFR staining of lung tissue from
3-week—old transgenic (a x100/x400) and

Figure 2(Cancer Res Revise {7,

15-week—old transgenic mice (¢ x100/x400).
Phosphorylated EGFR staining of lung
tissue from 3-week—old transgenic (b
x100/x400) and 15-week-old transgenic
mice (d x100/x400). The increase in EGFR
expression and activation of EGFR in the
transgenic versus wild-type mice was
confirmed before and after carcinogenesis

B) PCNA staining of lung tissue taken at
3 (a, x100; b, x400), 5 (c, x100; d, x400),



and 15 weeks of age (e, x100; f, x400) from
the transgenic mice. Pneumocyte
proliferation was accelerated at
approximately 5 weeks of age. C)
Immunohistochemical staining was used to
detect Akt(a), pAkt(b) MAPK(c), and
pMAPK (d) in lung tumors. Akt and MAPK
signaling were activated in lung tumor of
the transgenic mice at 15 weeks of age. D)
Lung cancer in the transgenic mice. A)
Histological examination of lung tissue
from the transgenic mice with hematoxylin
and eosin (HE) staining revealed: a normal
respiratory unit at 2 weeks of age (a,
x100; b, x400); atypical cuboidal cells
replacing the lining of alveoli, with rare
mitotic figures, at 5 weeks of age (c,
x100; d, x400); small tumor foci in the
lungs that developed into multifocal
tumors lacking stromal, vascular, or
pleural invasion (e, x100); an increase in
the number of atypical cells with
scattered, mitotic figures and alveolar
collapse without fibrotic foci at 8 weeks
of age (f, x400); and multicentric and
multiple invasive foci in the lung (g,
x100) with dense proliferation of cancer
cells and fibrotic foci due to alveolar
collapse at 15 weeks of age (g, x100; h,
x400). Macroscopically, multiple tumors
were seen on the surface of both lungs at
15 weeks of age (i).
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