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Carboxyl-terminal amidated peptide hormones
are known to be autocrine growth factors for
lung tumors and tumor cell lines. Expression of
the enzymes necessary for the biosynthesis of
active amidated peptide bormones is therefore
necessary for autocrine growth stimulation in
Iung tumors and possibly in the early prolifera-
tive stages of lung carcinogenesis, The peptidyl
amidating enzymes bave previously been identi-
Sied in cell lines of all bistological types of lung
cancer and in lung tumors by immunobistochem-
istry and in situ bybridization. In this study we
analyzed the expression of the peptidyl amidal-
ing enzymes in bistological abnormalities found
in the proximily of pulmonary tumors from a
series of 59 patients. Most of the lesions in both
the proximal airways (basal cell hyperplasia,
carcinoma in situ, and some squamous metapla-
sia) and the alveoli (type II cell byperplasia,
bronchiolization of the alveoli, atypical alveolar
byperplasia, and isolated atypias) bad a bigh
proportion of cells strongly positive for the pep-
tidyl amidating enzymes. The intense expression
of peptidyl amidaling enzymes in type II cell by-
perplasia and atypical alveolar cells, together
with the bigh frequency of these abnormalities in
the alveoli, which is an area that does not ex-
press these enzymes in normal lung, points to the
involvement of peptide bormones in the growth
biology of pulmonary tumors. These findings

suggest that peptide bormone stimulation of mi-
togenesis is an early event in tumor progression
and merits additional investigation as a largel

Sfor early detection and chemo-intervention of

lung carcinogenesis. (Am J Patbol 1996,
149:707-716)

Lung cancer is the most frequent cause of cancer
death of both males and females in the United
States, accounting for one in three cancer deaths.’
In the last 30 years, survival of this disease has
improved only minimally to 14% al 5 years alter
diagnosis.' To improve survival outcome, it is impor-
tant to identify lung cancer before dissemination
from the bronchopulmonary epithelium.?

With cigarette smoking and other environmental
insults, the entire respiratory tract is exposed to car-
cinogens and pro-carcinogens and is at risk for can-
cer development. Continuous exposure results in cu-
mulative mutations, and the risk of cancer
development is related to the extent of genetic dam-
age, which eventually lead to morphological
changes. This phenomenon has been called field
cancerization.” As a consequence, a variety of epi-
thelial changes representing all stages of progres-
sion from normal cells to frank tumor can be ob-
served throughout the respiratory tract of both
smokers and lung cancer patients.® ® Typically,
these lesions may proceed to cancer independently
from each other.® Saccomanno et al” have demon-
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