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We focused on the following four themes in this study.
1) A novel model of signal transduction according to transcripts: We found HNF4a functioned as a master
regulator for invasive mucinous adenocarcinoma. Also, a novel fusion involving NRG1 was identified in
this subtype. 2) Non-stepwise model of lung adenocarcinoma development: We had some findings that
supported no-stepwise progression using preinvasive lesions. 3) Genetic heterogeneity of cancer: We
analyzed discordant results between protein expression and gene rearrangement of a driver gene for the
lung, ALK. 4) Diagnostic application of molecular findings: We contributed to generate guidelines for
molecular testing and formulation of basic data for primary-unknown cancers.
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1 HNF4a
TABLE 1. HNF4« Expression in Various Cancers
Organs Total (n) Subtype Positive (%)
Head and neck 2 SQCs 0(0%)
Esophagus 9 8 5QCs and 1 ADC 0(0%)
Stomach 19 ADCs 19 (100%)
Colorectal 16 ADCs 16 (100%)
Pancreas 3 DCs 3(100%)
Uterine cervix 15 10 SQCs and 5 ADCs 2(13%)
Endometrium 1 ADCs 0(0%)
Ovary 16 13 ADCs and 3 adenomas 425%)
Thyroid 10 DCs 0(0%)
Breast 13 ADCs 0 (0%)
Lung 358 44 (12%)
278 ADCs 37 (13%)
53 8QCs 2 (4%)
7 adenosquamous carcinomas 0(0%)
6 large cell carcinomas 1(17%)
6 LONECs 1(16%)
5SCLCs 0(0%)
2 carcinoids 2(100%)

ADC indicates adenocarcinoma; LCNEC, large cell neuroendocrine carcinoma; SCLC, small cell lung cancer; SQC, squamous cell carcinoma.
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