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Lung cancer is a major
leading cause of death

in both men and women
warldwide, significantly
because of early aggressive
metastasis. The process
of epithelial-to-mesenchymal
transition (EMT) and the
Crk adaptor protein family
share several pivotal
properties that implicates

carresponding to enhanced Crkl protein especially by
TGF-B1. To unveil the distinct functions of Crk family of
proteins, Crkl and Crkll were separately overexpressed
in AB49 lung adenocarcinoma cells. Although either
forced expression of Crkl and Crkll was sufficient to
induce mesenchymal features with increased motility
and invasion, tumor metastasis in in vivo model was
remarkably greater in Crkl overexpressing cells than
Crkll, corresponding to promoted phosphorylations of
p130°=. Of note, expression of EMT-related molecules
was strictly and exclusively regulated via Rac1-

15

in cell proliferation, morphogenesis, invasiveness,

and metastasis; however, the involvement of Crk-
mediated signaling in EMT induction has remained
obscure. In this study, immunohistochemical analysis
revealed an increased expression of Crk in non small
cell lung carcinoma (NSCLC) specimens, especially

at the invasive front, which was correlated with poor
prognosis. Inin vitro experimental setting mimics
tumor microenvironment, Crk promoter activity was
promoted after stimulation with several growth factors
and cytokines such as EGF, PDGFA, TGF-81, and IL-2,

dependent Snail and RhoA-dependent Slug. Expression
of TGF-B1 and TGF-BRI was also regulated in Rac1- and
RhoA-dependent manner, TGF-B1 stimulation amplified
Crk-evoked expression of EMT and inhibition of TGF-BR
significantly decreased EMT induction. Taken together,
we here unveiled novel mechanisms where Crk provokes
invasiveness and metastasis of lung adenocarcinoma
via Rac1 and RhoA-dependent distinct regulation

of EMT and the feedback activation loop of TGF-81
signaling.

(2017F 11 R25HRERIBRISE R HALZH BN R LVEH)

RE

Elmansuri A.Z, Tanino M, Mahabir R., Wang L., Kimura T., Nishihara
H., Kinoshita I., Dosaka-Akita H., Tsuda M., Tanaka S.
Novel signaling collaboration between TGF-B and adaptor protein

Crk facilitates EMT in human lung cancer.
Oncotarget. 7(19): 27094-27107, 2016

collaboration between TGF-B and adaptor
human lung cancer
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Hodgkin lymphoma

T cell lymphoma s/o

Metastatic carcinoma

Nephrogenic adenoma

Hodgkin lymphoma

Neuroendocrine carcinoma

Adenocarcinoma with gastritiscystica profunda
Granulation tissue

T-cell ymphoma

Angiomatous pituitary adenoma

Thymic carcinoma

Epstein-Barr virus (EBV) positive diffuse large
B-cell lymphoma (DLBCL) of the elderly

Ectopic lymph node, s/o
Malignant spindle tumor
Liposarcoma

Dermatofibrosarcoma protuberans
(Fibrosarcoma variant)

Myxoidfibrosarcoma

Hamartoma

B cell lymphoma, s/o

Pineal tumor

Spindle cell tumor

Atypical meningioma, WHO grade 2
Atypical keratinocytic proliferation
Glioblastoma, WHO grade IV

Dermatofibroma, aneurysmal hibrous
histiocytoma

Angiomyolipoma
Sqguamous cell carcinoma
T cell rich B-cell lymphoma, suspected

Dysembryoplastic neuroepithelial tumor, WHO
grade 1

Dermatofibroma

Granular cell tumor
Dermatopathic lymphadenomathy
See comment

Atypical glands, see comment
Nodular amyloidosis, see comment
Lymphomatoid granulomatosis
Urothelial adenoma
Adenocarcinoma

Pleomorphic adenoma, most likely
GIST

Leukoclastic vasculitis

Tophi

Papillary carcinma

Mixed tumor

Undifferentiated carcinoma, endometrioid
adenocarcinoma, suspected

LCNEC
Merkel cell carcinoma

Pituitary adenoma with neuronal component,
see comment

Castleman disease

Angioimmunablastic T cell lymphoma
Adenocarcinoma, Group 5

MTX-related lymphaoproliferative disorders
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Angioimmunoblastic T cell lymphoma
Nevus with verrucas

H3K27M-related diffuse midline glioma

Fibroadenoma with atypical ductal hyperplasia,
see comment

Fibroadenoma

Intranuclear inclusion, see comment
Mucinous tubular and spindle cell carcinoma
Anaplastic ependymoma, suspected
Melanoma

Mucinous adenocarcinoma
Keratoacanthoma

Malignant lymphoma

AML, M2

Carcinoma in situ

Atypical epithelium

Diffuse midline glioma

Malignant glioma

Demyelinated lesion

Fundic gland carcinoma, suspected
Spirochaeta infection

Hepatitis, see comment

Hepatitis, see comment

Hepatitis, see comment
Pleomorphic adenoma

Papillary lesion, suspect of ductal carcinoma
Metastatic carcinoma

Invasive urothelial carcinoma
Neuronal intranuclear inclusion disease
Leiomyosarcoma

Meningioma

Anaplastic oligoastrocytoma
Glioblastoma, WHO grade IV

See comment

Aneurysm

Spindle cell tumor
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