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e R OB E (3530) : Lung adenocarcinoma tissue samples were obtained from the surgical resected
specimen. The tissues were classified into 3 groups according to pathology: normal lung parenchyma,
bronchiolo-alveolar carcinoma and adenocarcinoma. We evaluated DNA damage response (DDR)
proteins, phosphorylated ataxia telangiectasia mutated (pATM), phosphorylated H2AX (yH2AX) and
Chk2 (pChk2) protein levels by immunohistochemistry. Immunostaining for pATM and pChk?2 revealed
that they tended to be expressed during tumor progression in advanced carcinoma although there were
no significant differences. However, YH2AX was little expressed and there was no correlation with
tumor progression. There was no correlation between DDR and clinical factors.

ATM and Chk2 was activated during cancer progression, but little H2AX was detected. It is likely that
activation of DDR was induced by stress signaling as a consequence of oxidative, replication and
mechanical stresses occurring during growth and expansion of the lung adenocarcinoma. DDR may be

related to cancer progression.
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DNA fEEISEREE O I CIH ICEE Aok
T A4 5 EH Tdh D phosphorylated ATM
(ataxia-telangiectasia mutated), phosphorylated
histone H2AX DI HAS, IR < BT
(2725 LT 5 2 EAMmE SN (Cel
Cycle. 2005;4:838) , Z DX 737 & X, DNA
B2 ST IEE 72 DNA BE 2 S &
HEEEZHSTEY, ZORENEH LS
DX, MR FEIZESS5-9 % mutation % JE
BT DS EME STV DA, Z ORREEA
BB L7 < 72 5 L IR ERIIZ mutation 23
A - R S (Nature. 2006;444:633) . FE .
FIITEEN T R 2 ES T D EE R
bIVD, BAIZZORKIZEB T, ATM O
TUWIAFET DMt Tro—>2ThD
p53 |2 mutation 23 Z 5 & ATM - H2AX D3
BME T35 2 & %&FE L TEY (Cell Prolif.
2006;39:313) . DNA ZEIEXK B ETZD
RREEIZ LD DNA BENEETHDH I L AR
LTWa (X)) ., —HT, §El - BEFECE
75 DNA BELEEARBIX, ZhETO
R LR L CRPEMRZ CITIE & A EREL
ZRDT, EITE TRLEWVWERTHL Z &
2 BN L 7= (Cancer Biol Ther. 2010)
TS DHE X T FEEL NI D barrier & 72 o
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Anti-phospho—-histone H2AX (Ser-139)
monoclonal antibody (mAb) (v H2AX, Cell
Signaling Technology, USA)

Anti-phospho—ATM (Ser—-1981) mAb
(pATM, Rockland, USA)

Anti-phospho— Chk2 (Thr—68) mAb
(pChk2, Abcam, UK)

(3) HhEyta

o ke — U2 iE, HL-60 fifn 7=,
HL-60 #HA©IZ 100 nM camptothecin % 30 43
B LEERNT 74 el Lzt D%
positive control & L. HL-60 #if&IZ DMSO
Z 30 SRR G- LEE®R T 7 4 e LT
Y D% negative control & L7,
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AR 5y & O CTRET L7,

HL-60 XT 7 4Ty 7 ki<l v
EECRIEARD/RT 7 4Ty 7036 3,
mEDOUIR ZER LTz, BT 7 ¢ 412 pH
70010 M 7 =y 7 7 —%HNT
98°C. 30 DOHUFIIE 21T > 72, —kPUE
1%, F3LF 4 pATM (1:400) . v H2AX (1:100) .
pChk2 (1:100) T 4°C. overnight T®
incubation & L72., Chromogen reaction |Z
1% 0. 2 mg/ml @ diaminobenzidine Z# AV T 4
43M] incubation L., EEYufalZiX Mayer’ s
hematoxylin Z AT 20 43 @ incubation
AT o 1o, HPEYERER & SRR T A —
Z— JREFEMN - & OB R LT,
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F9, preliminary study & LT, 3%
FE/ KB R fieE oD = AR C b 2 s, R F
R, KA OB & VERL L, DNATR G
BEATREOLIZEZA, WY R TOR
MR Z RO Z 0 n, BEIER] D A T
RIEITHOZENRYTHD EHWr LT,
T Yt DFERLIE, 1B H IR & SR ML IR
FEDIRNT, FREELFEMmEEL LN T
VN5 SRUE SR b B IZ 35 T, DNATR S
BRI OREFIRIFEAER RN &
VMBI L= (Fig 1, Fig 2) . Wb B fifilg
J% (papillary adenocarcinoma,
adenocarcinoma with mixed subtypes7s &)
FHAR G A2 F VTR, DNAMRIEIS AR B D 72 )0
CpATM & pChk2 D FEBLASBGE & 72 2 S 03 77
fEL7 (Fig3) . LocLennn, FEFIMOIE
LOENRREVTD (b5
adenocarcinomafER] Tt 4 < Yefh SFLZRVME
BIHAEE) . Wb D EIERNZ BV CREE!
FHNCABEEZ Do TEREILTNAZ LT
RERACE o Tz, vy H2AXOFBUL, R il
R, B SR BRI B DI R < JEEL
ZROT. VDWW D IEIZE N TH DTN
HHRAERBDDLDHRTH-T= (Figl, 2, 3) .
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