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[ Abstract ] Background and objective Due in part to remarkable advances over the past decade in our under-
standing of lung cancer, there is a pressing need for a revised classification. The aim of this study was to explore and verify
the clinical significance of a new molecular classification of non-small cell lung cancer (NSCLC) on the basis of anatomic
site of bronchial tree. Methods Double-immunohistochemistry were performed in 105 tumor samples paring with normal
lung tissue from non-small cell lung cancer patients by using monoclonal antibody of P63/NapsinA and TT'F-1/CK7. By
comprehensively analyzing the express profiles of tumors and normal lung tissues, histological characteristics we proposed a
brand new pathological classification based on histogenesis for NSCLC and divided them as: bronchiole epithelial cell car-
cinoma, bronchiole-alveolar cell carcinoma, alveolar cell carcinoma and secretory adenocarcinoma. And to analyze the rela-
tionship between this classification and epidermal growth factor receptor (EGFR) mutation and ognosis. Results Further
investigation revealed that our new classification showed strong relevancy with EGFR mutations and effective indicators for
prognosis. Conclusion The classification system for NSCLC proposed by our research group is convenient for pathological
diagnosis and valuable in clinical application.
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%= 1 P63, CK7. TTF-1. NapsinATERZA LR FRIRIE
Tab 1 The expression of p63. CK7. TTF-1. NapsinA in lung cancer tissue

Classification P63 CK7 TTF-1 NapsinA n
Bronchiole-alveolar cell carcinoma + + + + 44
Alveolar cell carcinoma + + + 1
Adenocarcinoma + + + 2
Glandscale cancer + 37
Squamous carcinoma 1
%2 EEMAARARALEBENSCLCREREMXR
Tab 2 The relationship between normal lung tissue and NSCLC immune phenotypes in different tissues
Pathological types Immunophenotype P63 CK7 TTF-1 NapsinA
Normal lung tissue Bronchial respiratory epithelium + +
Bronchial epithelium + + +
Alveolar epithelial + + +
Secretory gland cell + +
Bronchiole epithelial cell Squamous carcinoma +
carcinoma Adenocarcinoma + +
Glandscale cancer + + +
Bronchiole-alveolar cell carcinoma + + +
Alveolar cell carcinoma - + +
Secretory adenocarcinoma * +

(2/13) . 78.95% (32/41) F160% (6/10) , 5 74 Il %
ik,
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Tab 3 The correspondence between two types of histological classification
Classification Bronchiole-alveolar Alveolar cell Adenocarcinoma Glandscale Squamous Total
cell carcinoma carcinoma cancer carcinoma
Lepidic 5 7 1 13
Acinar 36 3 2 41
Solid 3 1 1 5 10
Squamous-carcinoma 30 1 41
Total 44 1 2 37 1 105
F 4 FREALAEBENSCLCSEGFREARTHE X
Tab 4 The correlation between NSCLC and EGFR gene mutation
Histogenesis for NSCLC EGFR mutation Mutation type
Mutant  Wildtype Mutation rate 18exon 19exon 20exon  21exon
Bronchiole epithelial cell carcinoma ~ Squamous carcinoma 0 1 0.00% 0 0 0 0
Adenocarcinoma 0 2 0.00% 0 0 0 0
Glandscale cancer 8 29 21.60% 2 0 0 6
Bronchiole-alveolar cell carcinoma 23 21 52.30% 2 8 3 7
Alveolar cell carcinoma 5 6 45.50% 0 0 2 3
=5 TREAALBENSCLCERREEDT
Tab 5 Analysis of the existence of NSCLC single factor for different tissue origin
Index Classification n Mean survival time (mo) 95%Cl P
Histological Bronchiole epithelial cell carcinoma 57 32 27.3-36.5 0.145
classification Bronchiole-alveolar cell carcinoma 22 37 32.5-40.1
Bronchiole-alveolar cell carcinoma 25 50 47.0-58.6
Differentiation Well 35 33 28.0-37.3 0.326
Moderate 37 29 25.6-32.1
Poor 32 26 24.8-30.4
Tumor size <3cm 38 M 30.6-43.3 0.248
>3 cm 68 22 13.4-31.7
Lymph node Yes 72 18 14.2-23.5 0.001
metastasis No 32 35 38.1-47.6
Clinical stage | 28 52 46.8-55.5 0.050
Il 41 35 26.8-40.5
b 35 19 15.8-25.5
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1 P63. NapsinA. CK7. TTF-1EBZENSCLCHRIRIE. A1 CK7 (4),
TTF-1 (+), (SP, X200);B:P63 (+), NapsinA (+) (SP, X200);C: P63 (+),
NapsinA (-) (SP, X200);D:CK7 (+), TTF-1 (-) (SP, X200); E:CK7 (-),
TTF-1 (+); F:P63 (-), NapsinA (+) (SP, X200),

Fig 1 The expression of P63, NapsinA, CK7 and TTF-1 in NSCLC. A: CK7
(+), TTF-1 (+), (SP, X200); B: P63 (+), NapsinA (+) (SP, X200); C: P63 (+),
NapsinA (-) (SP, X200); D: CK7 (+), TTF-1(-) (SP, X200); E: CK7 (-), TTF-1
(+); F: P63 (-), NapsinA (+) (SP, X200).
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