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[HBE)] 25889 HSAILEF2 (cyclooxygenase 2, COX-2 ) J&RiFI IR 2 A ML TR A SRR, 7E MR A0 & 2k %
R AR EEAE ., COX2NFRIBZ ZREFE RN . FiE AR TS A 159BIE NN i H 2GS A,
WL AR COX-2 | R SEH c-foshtt " ) (c-Fosthi 1) | JFIEEIEH cjungfih ™ ¥ (cJunti 1) DLKTEMET
Yliif1% A F-3 (nuclear factor of activated T cells 3, NFAT3 ) [{J3RIAIENL, 4B IR 2 [ Ay 56 3 B H S R IR 3R
IR, SR 1SOBINbA T COX2RINE ik Hy42.8%, 7SI HFEE 25 F IR ( 52.9% us 31.3%,
X'=7.723, P=0.005 ) , COX-2(¥3Rik G/, AL BIFR BT (x'=7.600, P=0.022) . 159filfiliftnAs
H1, COX-25c-FosflFR ik BATHIKAE (r=0.456, P<0.001 ) , COX-25NFAT3[{Zik EA MM (r=0.294, P<0.001) ,
NFAT35jc-Fos ZiA Z AL HAT IS (r=0.231, P=0.003) . £Eif FEAR/ NI ZUF COX-21¢ K I8 5 HE - N 1
NFAT3Flc-Fos13& 1k W1 ARG .
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[ Abstract ] Background and objective Cyclooxygenases (COX), the key enzymes in the conversion of arachidonic

acid (AA) to prostaglandins (PGs), are involved in initiation and progression of cancer. The aim of this study is to explore the

relationship between the expressions of COX-2 and several transcription factors in non-small cell lung cancer. Methods Im-

munohistochemistry was performed to assay the expression levels of COX-2, c-Fos, c-Jun and nuclear factor of activated T

cells 3 (NFAT3) in tissue microarray containing 159 tumor tissues of non-small cell lung cancer. Results The positive rate

of COX-2 expression was 42.8%, and the expression of COX-2 was significantly higher in squamous cell carcinoma than that
in adenocarcinoma (52.9% vs 31.3%, x’=7.723, P=0.005). The expression of COX-2 was significantly associated with differ-
entiation grade, with the lower level in the poorer differentiation grade group (x’=7.600, P=0.022). In this panel of samples,
the expression of COX-2 was significantly correlated with c-Fos expression (r=0.456, P<0.001) and NFAT3 level (r=0.294,

P<0.001). The correlation between the expressions of NFAT3 and c-Fos were also observed (r=0.231, P=0.003). Conclusion

The expression of COX-2 was significantly associated with the expressions of transcription factors NFAT3 and c-Fos in non-

small cell lung cancer.
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2.1 COX-2, c-Fos, c-Jun, NEAT37EIE/ N A i vh i
KAEOL FELSOFIEE/NHEE A Zirh, COX-201) PHIE R X
HKH42.8% (68/159) (K1) o FESpE AR RN
52.9% (45/85) , m TR I31.3% (23/74) , ZHE
BEET2ERE L (x=7.723,P=0.005 ) , COX-2f)Fik5mk
FREEAHOC, M bl BHMERRIR R N 87.5% (7/8) , Ty
fRelM42.7% (44/103) , {0 R35.4% (17/48) , —
NS HAG 7 X ((’=7.600, P=0.022) . TE
B BRI R R47.7% (53/111) , mFLMEr31.3%
(15/48) , HZER TG X (X'=3.726, P=0.054 )
(£1) . COX2FKIBTEMNIRAERE . WA L 243 AL
N L9 BB 2 (B TG 22 5 . i HLCOX-2f Rk 5
TS JCAHDGNE . TE1SOBIAR /N B iisea ZH 2, c-Fosi)
PHEZ IR FN45.9% (73/159) , FEBHE P FHITEFR LR N
52.9% (45/85) , mTHMET37.8% (28/74) , (H2ER
TG it 75 3 ('=3.634, P=0.057 ) . c-Fosffj ik 5B #
FIAEIE . PRSI WO . A EFRRE . R ELZEEE RS R IR 2
W TCHI R ARSCPE (3R1) o c-Junfy PR FRIA%(14.5%
(23/159) , HIRE S5 AL Z JoAHENE . NFAT37E
28.3% (45/159) WML LR BHPERE, HEER 5 & Fp
PR R Z [BITCAHCHE (F£2) .
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£ 1 COX-2. c-Foskiz5IE/NMftEREE RKRERRZERNXR
Tab 1 Association between expression of COX-2 and c-Fos and clinicopathologic characteristics of non-small cell lung cancer

1 COX-2. c-Fos. c-JunFINFAT3ZEHE/ N R R 2R 4R
BIZiE (IHC, X200) . A : COX-27EdE/ NP Atz 4E 4R
PRI E ; B : c-FosZEIE/ MR A R P RMERE ; C:
c-JunFEIE/ AR AT AL PR E ; D ¢ NFAT3ZEIE
ol e 0 =

Fig 1 Expressions of COX-2, c-Fos, c-Jun and NFAT3 in
non-small cell lung cancer (IHC, X200). A: positive stain-
ing of COX-2 in non-small cell lung cancer tissues; B: posi-
tive staining of c-Fos in non-small cell lung cancer tissues;
C: positive staining of c-Jun in non-small cell lung cancer
tissues; C: positive staining of NFAT3 in non-small cell

lung cancer tissues.

Clinicopathologic characteristics n Expression of COX-2 X2 P Expression of c-Fos X2 P
(n=159) Positive Rate Positive Rate

Age 0.931 0.335 0.090 0.764
<60 63 24 38.1% 28 44.4%
>60 96 44 45.8% 45 46.9%

Gender 3.726 0.054 0.499 0.480
Male m 53 47.7% 53 47.7%
Female 48 15 31.3% 20 41.7%

Smoking status 0.045 0.832 0.006 0.939
Never 67 28 41.8% 31 46.3%
Smoker 92 40 43.5% 42 45.7%

Differentiation 7.600 0.022 4.208 0.122
High 8 7 87.5% 6 75.0%
Moderate 103 44 42.7% 49 47.6%
Low 48 17 35.4% 18 37.5%

Histologic type 7.723 0.005 3.634 0.057
Adenocarcinoma 74 23 31.1% 28 37.8%
Squamous cell carcinoma 85 45 52.9% 45 52.9%

Lymph node metastasis 0.800 0.371 0.234 0.628
No 73 34 39.5% 32 43.8%
Yes 86 34 46.6% 41 47.7%

TNM staging 0.018 0.895 0.089 0.297
1+l 109 47 43.1% 47 43.1%
I} 50 21 42.0% 26 52.0%
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2.2 COX-25c-Fos, c-Jun, NFAT3FIAMIAENE (F3)  cFosfFEiA R IEME (7=0.231, P=0.003 ) . NFAT35c-Jun
TEARBFTERILISOBIRA T, COX2MKik Ge-FosyFRIL R MIRIBLIEME (r=0428,P<0.001) .

TEAHSE (r=0.456, P<0.001) . COX-2fK7ik 5 c-Junfli ik

HATHMIENE (r=0.303, P<0.001) . COX-2[H#K ik 5NFAT3 3 iFif

MR IFAE (7=0.294, P<0.001 )

2.3 NFAT35cFos, cJunfikMIMISErE (#4) NFAT3H COX-22 Hif SR 2 & B FE HH A GBIl , BRI

% 2 c-Jun. NFAT3RIZS5IE/MAREMER R IRRREERZ HHXR
Tab 2 Association between expression of c-Jun and NFAT3 and clinicopathologic characteristics of non-small cell lung cancer

Clinicopathologic characteristics n Expression of c-Jun X2 P Expression of NFAT3 X2 P
(n=159) Positive Rate Positive Rate

Age 3.595 0.058 0.004 0.951
<60 63 5 7.9% 18 28.6%
>60 96 18 18.8% 27 28.2%

Gender 0.911 0.340 1.890 0.169
Male m 18 16.2% 35 31.5%
Female 48 5 10.4% 10 20.8%

Smoking status 1.511 0.219 1.196 0.158
Never 67 7 10.2% 15 22.3%
Smoker 92 16 17.4% 30 32.6%

Differentiation 2.523 0.283 3.326 0.190
High 8 2 25.0% 2 25.0%
Moderate 103 17 16.5% 34 33.0%
Low 48 4 8.3% 9 18.8%

Histologic type 2.804 0.094 0.470 0.493
Adenocarcinoma 74 7 9.5% 19 25.7%
Squamous cell carcinoma 85 16 18.8% 26 30.6%

Lymph node metastasis 0.425 0.515 0.014 0.904
No 73 12 39.5% 21 28.8%
Yes 86 1 46.6% 24 27.9%

TNM staging 0.736 0.391 1.167 0.280
1+11 109 14 12.8% 28 25.7%
n 50 9 18.0% 17 34.0%

% 3 FE/NHAEATRE HCOX-2Fc-Fos. c-Jun. NFAT3ZIE3EERIHE R M
Tab 3 Correlation between the expressions of COX-2 and c-Fos, c-Jun, NFAT3 in non-small cell lung cancer

Expression of Expression of c-Fos r P Expression of c-Jun r P Expression of NFAT3 r P
COX-2 Negative Weak Strong Negative Weak Strong Negative Weak Strong

positive positive positive positive positive positive
Negative 64 21 6  0.456 <0.001 85 6 0 0.303 <0.001 73 14 40 0.294 <0.001
Weak positive 20 22 3 37 7 1 31 7 7
Strong positive 2 8 13 14 7 2 10 3 10
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= 4 e/ APaRfERNFAT35c-Fos. c-JunkikEEREXE

Tab 4 Correlation between the expressions of NFAT3 and c-Fos or c-Jun in non-small cell lung cancer

Expression of NFAT3 Expression of c-Fos P Expression of c-Jun r P
Negative Weak positive Strong positive Negative Weak positive Strong positive

Negative 69 32 13 0.231  0.003 107 7 0 0.428 <0.001

Weak positive 12 10 2 20 4 0

Strong positive 5 9 7 9 9 3
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AP-1Fos ( c-Fos. Fos-B. Fra-1f{lFra-2 ) %I]_]un (c-
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