©
2014 2017

Akt/mTOR

Iﬂvolvement of Akt/mTOR in lung cancer and design of novel therapy targeting
them

DOBASHI, Yoh

4,000,000
Akt 1)AKT1,2 microRNA screening miR-200a
AKT2 miR-200a EphA2
(2017 ) i1i)p27-ubiquitin ligase Pirh2 N , pStage p27
p27 (2016 Hum. Path.2017) #iI)MLPA AKT1,2

( )

We analyzed the involvement of Akt in lung carcinomas. Results were, i)
Microarray analysis revealed 28 miRNAs upregulated in AKT1 or AKT2-amplified carcinomas, including
miR-200. Carcinomas with lymph vessel invasion had lower expression of miR-200a/b and in
adenocarcinoma and in the early carcinomas, miR-200a was higher in AKT2-amplified group. MiR-200a
was significantly correlated with the expression of its target, EphA. ii) Expressions of p27 and
ubiquitin ligase Skp2, KPC and Pirh2 were analyzed. Cytoplasmic p27 was correlated with nodal
metastasis and, inverse correlation between nuclear-p27 and Pirh2 was observed. Moreover, Pirh2 was
correlated with Stage and overall survival. iii) We performed multiplex ligation-dependent probe
amplification (MLPA) analysis with fluorescence in situ hybridization analysis and
immunohistochemistry. By placing modified cutoff values, cases containing fewer cancer cells with
gene increase could be picked up by MLPA using custom-made probes.
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