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[ Abstract ] Background and objective The incidence of lung adenocarcinoma increases rapidly, and hypoxia-
inducible factor-1a (HIF-1a), cyclooxygenase-2 (COX-2), E-cadherin play an important role in the proliferation and dif-
ferentiation of cancer cell. The aim of this study is to investigate the clinical significance of the expression of HIF-1a, COX-2,
E-cadherin in patients with lung adenocarcinoma and the internal relationship among them. Methods The expression levels
of HIF-1a, COX-2 and E-cadherin were determined in 10 cases of normal lung issue and in 45 cases of issue of lung adenocar-
cinoma by immunohistochemical method. Results The positive expression rate of HIF-1a and COX-2 was 60% (27/45) and
40% (18/4S) respectively in 45 cases of lung adenocarcinoma, was null in 10 cases of normal lung issue. The positive expres-
sion rate of E-cadherin was 48.9% (22/45) in 45 cases of lung adenocarcinoma, was 100% in 10 cases of normal lung issue. The
expression of HIF-1a was positively correlated with the size of the cancer (P<0.05), but not with age, smoking, lymphatic me-
tastasis, differentiated degree and surgical-pathologic staging (P>0.05). The expression of COX-2 was positively correlated with
the size of the cancer, lymphatic metastasis, surgical-pathologic and expression of HIF-1a (P<0.05), but not with age, smoking
and differentiated degree (P>0.05). The expression of E-cadherin was positively correlated with differentiated degree and
lymphatic metastasis (P<0.05), but not with age, smoking, the size of the cancer, surgical-pathologic and expression of HIF-1a
(P>0.05). Conclusion The overexpression of HIF-1a and COX-2 and the downregulation of E-cadherin is found in lung ad-
enocarcinoma. The overexpression of HIF-1a may induce the overexpression of COX-2, and is non-correlated with expression
of E-cadherin.
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1 HF-laMEBRRESIERFEARBIRXR

1 HIFFflaEB#RIE. A EEXSEMEL
EMAEHIF-1aEAZRIERAM (SP, X100) ;B: i
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BRIEZRIE (SP, X100) ; C, D: HIF-1a ZERHRRE
BIBRTERIE, BREA R AR AR AR E B
1 (SP, X400) .

Fig 1 Expression of HIF-1a Protein. A:
negative expression in normal bronchial
epithelium cells (SP, X100); B: positive
expression in normal bronchial epithelium
cells next to the lung adenocarcinoma (SP,
X100); C, D: positive expression in the lung
adenocarcinoma cells of which there are
many brown particles in the cytoplasm and
cytoblast (SP, X400).

Tab 1 Correlation between HIF-1a expression and clinicopathological factors in 45 patients with lung adenocarcinoma

Characteristic n HIF-1a X2 P
(+) ()
Gender 1.28 0.26
Male 28 15 13
Female 17 12 5
Age (year) 0.13 0.71
=60 24 15
<60 21 12
Smoking status 1.5 0.22
Yes 20 10 10
No 25 17 8
Tumor size 4.85 0.03
<2cm 12 4 8
>2.cm 33 23 10
Differentiation 292 0.23
Well 14 8
Moderate 12
Poor 19 12 7
Lymphatic metastasis 1.2 0.28
(+) 22 15 7
) 23 12 11
Pathological stages 34 0.18
I 20 1
Il 10
1]l 15 1
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B 2 COX-2&EHMKIL, A:COX-2EREM
BRERIBAERIE, MRITEERIEAL (SP, X
100) ; B: COX-2EEE X REHIE LR AL
FRIERIE (SP, X100) : C, D : COX-27EAfiBR %2R
14Zi& (SP, X400) .

Fig 2 Expression of COX-2 protein. A: positive
expression in the lung adenocarcionoma of
which there are many brown particles in the
cytoplasm (SP, X100); B: negative expression
in normal bronchial epithelium cells (SP, X
100); C, D: positive expression in the lung
adenocarcionma (SP, X400).

Tab 2 Correlation between COX-2 expression and clinicopathological factors in 45 patients with lung adenocarcinoma

Characteristic n COX-2 X2 p
(+) ()

Gender 0.57 0.45
Male 28 10 18
Female 17 8 9

Age (year) 0.95 0.33
=60 24 8 16
<60 21 10 1

Smoking status 1.5 0.22
Yes 20 6 14
No 25 12 13

Tumor size 6.84 0.009
<2cm 12 1 1
>2cm 33 17 16

Differentiation 0.16 0.93
Well 14 5 9
Moderate 12 5 7
Poor 19 8 1"

Lymphatic metastasis 10.0 0.002
(+) 22 14 8
() 23 4 19

Pathological stages 9.34 0.009
I 20 3 17
I 10
11l 15
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& 3 E-cadherinZEB#IFKIE. A:E-cadherinft
EEXSENELEAENIESRIE, BER
RIFEEHITE (SP, X100) ; B: E-cadherin
EEEXSEME ERABEMERSRE (SP, X
400) ; C:E-cadherinEHES T LIREIIRIE
(SP, X100) ; D:E-cadherin®&HEH LA
FEH9FR L (SP, X100) ; E:E-cadherinEHE(R
SRR FERIFR L (SP, X100) ; F:E-cadherin
EREMRERSES X SEME ERHRIE
(SP, X100) .
Fig 3 Expression of E-cadherin protein. A:
positive expression in normal bronchial
epithelium cells of which there are many
brown particles in the cell membrance
(SP, X100); B: positive staining in
normal bronchial epithelium cells (SP,
X400); C: expression in the lung well-
differentiated adenocarcinoma (SP, X
100); D: expression in the lung moderate-
differentiated adenocarcinoma (SP, X100);
E: expression in the lung poor-differentiated
adenocarcinoma (SP, X100); F: expression
in normal bronchial epithelium cells next to
the lung adenocarcinoma (SP, X100).

% 3 HIF-1a%Xix5COX-2FAE-cadherinFR iz fI % &
Tab 3 Correlation among HIF-1a, COX-2 and E-cadherin
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Tab 4 Correlation between E-cadherin expression and clinicopathological factors in 45 patients with lung adenocarcinoma

Characteristic n E-cadherin X2 P
) ()
Gender 1.08 0.30
Male 28 12 16
Female 17 10 7
Age (year) 1.84 0.18
>60 24 14 10
<60 21 13 8
Smoking status 2.78 0.09
Yes 20 7 13
No 25 15 10
Tumor size 2.07 0.15
<2cm 12 8 4
>2 cm 33 14 19
Differentiation 715 0.03
Well 14 10 4
Moderate 12 7 5
Poor 19 5 14
Lymphatic metastasis 5.02 0.03
(+) 22 7 15
() 23 15 8
Pathological stages 2.45 0.29
| 20 12 8
I 10 5 5
11l 15 5 10
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