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Malignant pleural mesothelioma is an aggressive malignant tumor of
mesothelial origin associated with asbestos exposure. Although recently, asbestos usage has
decreased in Western countries and Japan, the incidence of MPM is expected to markedly increase over

the next few decades because there is the long latency period between asbestos exposure and tumor
development. MPM shows limited response to conventional chemotherapy and radiotherapy. In the
present study, we examined novel development research on the prevention and treatment of malignant
mesothelioma, the origin of which is mesenchymal cells, similar to lung fibroblasts.



1980 100
1995 500 2004 953 2014

IL-6
angiopoietin-1(Ang-1)
All-trans retinoic acid (ATRA)
ATRA
IL-6/1L-6R
TGF-B TGF-B
p38MAPK/NF-kB
ATRA ATRA

(Tabata C, et al. All-trans retinoic acid modulates
radiation-induced proliferation of lung fibroblasts via IL-6/1L-6R system. Am J Physiol
Lung Cell Mol Physiol., 290, 597-606, 2006.)(Tabata C, et al. American Journal of
Respiratory and Critical Care Medicine 174(12):1352-60, 2006)

Ang-1
(Tabata C, et al. Thalidomide prevents bleomycin-induced pulmonary
fibrosis in mice. J Immunol., 179, 708-14, 2007.)
(RA) RA
Calpain calcium-dependent intracellular cysteine protease
Calpain inhibitor Calpeptin
(Tabata C, et al. The Calpain inhibitor Calpeptin
Prevents Bleomycin-Induced Pulmonary Fibrosis in Mice. Clin Exp Immunol. 162:560-7,
2010.)

Real-time RT-PCR  ELISA; IL6, TGF-beta,PDGF,VEGF
Sircol assay
alpha-SMA, vimentin, IL6, TGF-beta
MTT

O O O O O O



FIGURE 1

(FIGURE 1)
1 i

" 1o

angiopoietin
(Ang)-1 )
Ang-1

Tie-2
NF-kB

— P20
[RET]
o Y (T S
B




10 10 0 1

Tabata C, Tabata R, Nakano T. 17

Calpeptin Prevents Malignant Pleural Mesothelioma Cell Proliferation via the Angiopoietin- 2016

1/Tie-2 System.

Asian Pac J Cancer Prev. 3405-9
DOl

Tabata C, Tabata R, Nakano T. 9

Calpeptin Prevents angiopoietin-1-induced proliferation of non-small cell lung cancer A549 2016

cells.

Int J Clin Exp Pathol. 3672-7
DOl

Tabata R, Tabata C, Tsukamoto Y, Hashimoto M, Yasumizu R, Kojima M. 102

Slow-Growing Mediastinal Grey Zone Lymphoma Originating From a Formerly Resected Multilocular 2016

Thymic Cyst.

Ann Thorac Surg. e561-e563.
DOl

10.1016/j -athoracsur.2016.04.101.

Tabata R, Tabata C, Iwama H, Yasumizu R, Kojima M. 468

CD27-positive hairy cell leukemia-Japanese variant. 2016

Virchows Arch. 375-9.

DOl
10.1007/s00428-015-1881-x.




Thanh TD, Tho NV, Lam NS, Dung NH, Tabata C, Nakano Y. 11

Simian virus 40 may be associated with developing malignant pleural mesothelioma. 2016

Oncol Lett. 2051-2056.
DOl

10.3892/01.2016.4174

Tabata R, Tabata C, Yasumizu R. 21

Severe cytomegalovirus colitis with highly elevated sIL-2R mimicking aggressive transformation 2016

of adult T-cell lymphoma.

Antivir Ther. 641-645.
DOl

10.3851/1MP3050.

Tabata C, Tabata R, Hirai T, Yasumizu R. 50

Pneumocystis pneumonia associated with peripheral lymphocytosis in angioimmunoblastic T-cell 2017

lymphoma, resembling immune reconstitution syndrome.

J Microbiol Immunol Infect. 730-732.
DOl

10.1016/j . jmii.2016.06.006.

Tabata R, Tabata C, Yamamoto N, Shibuya S, Yasumizu R, Kojima M. 63

Progressive peripheral CD8+ T lymphocytosis complicated by pure red cell aplasia following 2018

immunosuppressive therapy for thymoma-associated myasthenia gravis.

Int Immunopharmacol . 14-18.

DOl
10.1016/j . intimp.2018.07.030.




Tabata R, Tabata C, Okamura M, Takei Y, Ohshima K. 98

Successful treatment of monomorphic epitheliotropic intestinal T cell lymphoma with 2019

pralatrexate.

Ann Hematol . 1301-1303.
DOl

10.1007/s00277-018-3491-6.

Tabata R, Tabata C, Uesugi H, Takei Y. 68

Highly aggressive plasmablastic neoplasms in patients with rheumatoid arthritis treated with 2019

methotrexate.

Int Immunopharmacol . 213-217.

DOl
10.1016/j . intimp.2019.01.014.

Calpeptin Prevents Malignant Pleural Mesothelioma Cell Proliferation via the Angiopoietin-1/Tie-2 System

2018




