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Development of novel evaluation method for anticancer drug susceptibility by a
comprehensive analysis of drug-metabolizing enzyme expression in human lung cancer.

Tsunehiro, Oyama
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Lung cancer is the leading cause of cancer death in Japan. We really need to
develop a novel evaluation method for anticancer drug susceptibility. In 80 non-small cell lung cancer
patients, we investigated the drug-metabolizing enzyme (Cytochrome P450: CYP), such as CYP1Al, CYP2A6,
CYP2E1 and CYP3A) and their relationships to each other and clinical features of the patients. In
addition, we investigated the cancer stem cell marker (aldehyde dehydrogenase-1: ALDH1) and their
relationships to clinical features in 183 adenocarcinoma patients. Thus, studies of the local expression
of drug-metabolizing enzyme and cancer stem cell marker in tumor tissues will provide insights into
mechanisms of carcinogenesis and intra-tumor metabolisms of anticancer drugs, which may enable us to
develop the present ready-made therapy to the tailor-made therapy.
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ALDH1 score

Parameter n | mean | SD p
Age

70> 83 ]30.8 | 61.2

70< 100 | 47.6 | 72.8 | 0.098
Sex

Female 81 | 33.5 | 55.7

Male 102 | 45.2 | 76.4 | 0.248
Smoking

Never 74 | 31.6 | 53.3 []0.6047
Former(a) 51]37.1 [63.1 0.078
Current 58 | 53.3 | 86.0 Jo.270”
Pathological stage

1 148 | 36.2 | 64.7 [)0.4737
2 17 [ 48.2 [ 70.1 0.111
3 18 | 63.3 | 89.8 JJo.585°
Pathological stage

1 148 | 36.2 | 64.7

2-3 35 |56.0 | 80.0 | 0.123
Tumor

Multiple 64 | 28.1 | 53.9

malignant

tumor

Lung cancer | 119 | 46.4 | 74.1 | 0.084

a: Former smokers are defined as persons who

stopped smoking more than 3 years previously.

3

5

ALDH1-score

1. Miyata T, Yoshimatsu T, So T, Oyama T,
Uramoto H, Osaki T, Nakanishi R, Tanaka
F, Nagaya H, Gotoh A. Cancer stem
cell markers in lung cancer.

Personalized Medicine Universe 4:40-45,
2015
doi:10.1016/j .pmu.2015.03.007.

Amanuma Y, Ohashi S, Itatani Y,
Tsurumaki M, Matsuda S, Kikuchi O, Nakai
Y, Miyamoto S, Oyama T, Kawamoto T,
Whelan KA, Nakagawa H, Chiba T, Matsuda
T, Muto M. Protective role of ALDH2
against  acetaldehyde-derived DNA
damage in  oesophageal squamous
epithelium. Sci. Rep. 5:14142, 2015

. doi:10.1038/srepl4l142.

. Nakanishi R, Fujino Y, Yamashita T,
Shinohara S, Oyama T. Thoracoscopic
anatomic pulmonary resection for
locally advanced non-small cell lung
cancer. Ann Thorac Surg 97:980-985,

2014

. doi:10.1016/j .athoracsur.
4. Nakanishi R, Shinohara S, Yamashita T,

Oyama T, Hanaka T, Kuboi S. Advances in
the use of video-assisted thoracoscopic
lobectomy in [lung cancer: sleeve
bronchoplasty and artrioplasty. Lung
Cancer Manage 3:287-295, 2014
doi:10.2217/1Imt.14.18

.Rheumatoidarthriti;

90:811-813 2013

2015

25
(ALDH1)
(OFD) .67
2015.11.19
( )
(ALDH1)
(CER) .67
2015.11.19
( )

3. Oyama T, Uramoto H, Yoneda K, Nagaya H,

Kuroda K, Nagata Y, So T, Miyata T,
Yoshimatsu T, Osaki T, Yasuda M,
Nakanishi R, Tanaka F, Gotoh A. ALDH1
expression will Dbe an independent
prognostic factor of over all survival
in patients with lung adenocarcinoma.

74 2015.10.8

( )

. Nagaya H, Nakagawa Y, Mabuchi M, Miyata

T, Oyama T, Matsumoto H, Gotoh A.
Development of the new anti-cancer drug
using drug repositioning methods.

74 2015.10.8

( )

. Miyata T, Yoshimatsu T, So T, Oyama T,

Nagaya H, Gotoh A Clinical
significance of cancer stem cell
marker (ALDH1) and tumor markers(CEA) in
human lung adenocarcinoma. 74
74
2015.10.8 (

)

A O T 3~ 52 2 MalEss T U T~



38

2015.6.11 (
)
7.
. Jelly fish
7 . 32
2015.5.14
JR (
)
8.
v
. 32
2015.5.14
JR
( )
9. , , )
s ) s -3
. 32
2015.5.14
JR (
)
10.
.32
2015.5.14
JR
( )
11.
ALDH1
DFI .32
2015.5.14
JR
( )
12.
ALDH1
; 115
2015.4.16
( )
13.
(ALDH1)
(EGFR K-ras)
115
2015.4.16 (

)

2014

14. Qyama T, Uramoto H, Shinohara S, Nagata
Y, So T, Nagaya H, So T, Miyata T,
Yoshimatsu T, Osaki T, Nakanishi R,
Tanaka F, Gotoh A. Usefuiness of

Aldehyde  dehydrogenase-1  (ALDH1)
immunoreactivity in  human  lung
adenocarcinoma. 19
2014.11.15
(
)

15. Miyata T, Yoshimatsu T, Oyama T, Nagaya
H, Mitsueda R, Sekimura A, So T, Nose
N, Gotoh A. Clinical examination of
Aldehyde  dehydrogenase-1  (ALDH1)
expression in lung adenocarcinoma.
19
2014.11.15

16.
i WY
; 55
2014.11.14 (
)

17. Qyama T, Uramoto H, Shinohara S, Nagata
Y, So T, Nagaya H, So T, Miyata T,
Yoshimatsu T, Osaki T, Nakanishi R,
Tanaka F, Gotoh A. Evaluations of

Aldehyde  dehydrogenase-1  (ALDH1)
immunoreactivity in  human  lung
adenocarcinoma. 73
2014.9.25 (
)

18. Miyata T, Yoshimatsu T, Oyama T, Nagaya
H, Mitsueda R, Sekimura A, So T, Nose
N, Gotoh A. Expression of Aldehyde
dehydrogenase-1 (ALDH1) and its
relationship with clinical parameters

in lung adenocarcinoma. 73
2014.9.25
( )
19.
ALDH1 DFI .3
2014.5.29
( )
20.
. 75
. 31
2014.5.29
( )
21.



. 31
2014.5.29

( )
2013
22.
~ALDH1- .17
2013.11.4
( , )
23.
36
2013.6.20
( , )

24. Amanuma Y, Ohashi S, Tsurumaki M,
Kikuchi 0, Kuriyama D, Nakai Y,
Setoyama T, Miyamoto S, Oyama T, Chiba
T, Muto M. Aldehyde dehydrogenase-2
regulates esophageal epithelial cell
senescence checkpoint functions
activated by an alcohol metabolite.
Digestive Disease Week 2013.5.18
Orange County Convention Center
(Orlando, USA)

25.
]__
113
2013.4.11
( ’
)

@

OYAMA, Tsunehiro

00309965
@

GOTOH, Akinobu

70283885




