| JemK

(

Y Chinese Journal of Cancer, 2007, 26(7):785-789 785

1,2 3
’ H

4 5 3 3
) ’ ’

Comparison of the Characteristics in Recurrence and Metastasis between

Bronchioloalveolar Carcinoma and Other Lung Adenocarcinomas
ZHONG Xiao-Jun'2, LI Dao-Tang?®, LI Xiu-Ling*, MU Dian-Bin®, ZHANG Xing-Guo®, LUO Jing-Yu®

300070
2. ,
5
.
s

" osonn7

1. Graduate School of Tianjin
Medical University ,

Tianjin, 300070,

P. R. China

2. The Second Department of Radiation
Oncology ,

Shandong Provincial Tumor Hospital ,
Jinan , Shandong, 250117,

P. R. China

3. Department of Thoracic Surgery,
Shandong Provincial Tumor Hospital ,
Jinan, Shandong, 250117,

P. R. China

4. The Third Department of Radiation
Oncology ,

Shandong Provincial Tumor Hospital
Jinan , Shandong, 250117,

P. R. China

5. Department of Pathology,
Shandong Provincial Tumor Hospital ,
Jinan , Shandong, 250117,

P. R. China

Correspondence to: LI Dao-Tang
Tel: 86-531-87514127
Fax: 86-531-87984079
E-mail : 1dt2207@163.com

:2006-08-16
:2007-03-05

[ABSTRACT] BACKGROUND & OBJECTIVE: The histological definition of
bronchioloalveolar carcinoma (BAC) has been changed recently by the
(WHO) Although
bronchioloalveolar carcinoma is a subtype of lung adenocarcinoma, its

revised World Health Organization classification.
biological features are better than those of other lung adenocarcinomas. This
study was to analyze differences in metastatic activity between
bronchioloalveolar carcinoma and other lung adenocarcinomas. METHODS:
The expression of E-Cadherin, Collagen IV, vascular endothelial growth
factor receptor-2 (VEGFR-2), matrix metalloproteinase-9 (MMP-9), and
tissue inhibitor of matrix metalloproteinase-1 (TIMP-1) in 28 specimens of
stage | bronchioloalveolar carcinoma confirmed pathologically and 40
specimens of other stage | Ilung adenocarcinomas were detected by
immunohistochemistry. Their correlations to tumor recurrence and metastasis
were analyzed. RESULTS: The 5-year survival rate was significantly higher in
ths patients with bronchioloalveolar carcinoma than in the patients with other
lung adenocarcinomas (88.7% vs. 57.3%, P < 0.05). The intrathoracic
recurrence rate was significantly higher and the extrathoracic metastasis rate
was significantly lower in the patients with bronchioloalveolar carcinoma than
in the patients with other lung adenocarcinomas (75% vs. 33.3%, 25% vs.
66.7%, P < 0.05). The positive rates of Collagen IV, E-Cadherin and TIMP-
1 were significantly higher in bronchioloalveolar carcinoma than in other lung
adenocarcinomas (78.6% vs. 42.5%, 78.6% vs. 40.0%, 67.5% vs. 42.9%,
all P < 0.01). The positive rate of VEGFR-2 was significantly higher in other
lung adenocarcinomas than in bronchioloalveolar carcinoma (85.7% vs.
77.5%, P < 0.05). There was no significant difference in the positive rate of
MMP-9  between  bronchioloalveolar  carcinoma and  other  lung
adenocarcinomas (85.0% vs. 78.6%, P = 0.494). CONCLUSION: As
compared with other lung adenocarcinomas, stage | bronchioloalveolar
carcinoma is less aggressive in clinical behavior and likely to develop
intrathoracic recurrence,  with less extrathoracic metastases and better
prognosis.
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Table 1 Characteristics of the 28 patients with
bronchioloalveolar carcinoma (BAC) and the 40 patients

with other lung adenocarcinomas [cases (% ) ]

Item BAC Other adenocarcinomas
Median age (years) 60 57
Sex
Male 14(50.0) 15(37.5)
Female 14(50.0) 25(62.5)

Smoking history

MMP-9 (85.0% vs Non-smokers 15(53.6) 19(47.5)
78.6%, P=0.494),  :1 Smokers 13(46.4) 21(52.5)
o 1
) 1.2
‘ . : : . : MMP-9 E-Cadherin  Collagen IV
,TIMP-1  VEGFR-2 ,
:R734.2 ‘A SP .
: 1000-467X (2007 )07-0785-05 R 4 um ,
- (SP)
(bronchioloalveolar , DAB o ,
carcinoma, BAC) , PBS o
2004 WHO m .
, 1.3
) , 5 , : Collagen IV
) ; VEGFR-2
2, e ; E-cadherin \MMP-9  TIMP-1
/ o 4 .
o (=) <5%; (+) 5%~25% ;
(++) 26%~50% ; (+++)
1 50% .,
1.1 1.4
1990 1 2004 7 ,
, ; (
, ), 2006 6 30
127 . WHO o
, 1.5
, SPSS 10.0 ;
, I Fisher ;
28 I 40 ; Kaplan-Meier
( ) . log-rank ; Spearman ;
\ 1 a=0.05,
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2.1 E-Cadherin (
Collagen IV 2), .
, , , (78.6% vs 40.0%, P<0.01),
. Collagen IV VEGFR-2 (
) , , 3)., VEGFR-2
(1), Collagen IV 85.7% 77.5%(P<0.05),

1 v (SP %x200) 2 E-cadherin (SP x400)
3 VEGFR-2 (SP x200)

Figure 1 Expression of Collagen IV protein in lung cancer (SP x200)

A The expression of Collagen IV in bronchioloalveolar carcinoma is intact and thick.

B: The expression of Collagen IV in solid adenocarcinoma with mucin production is destroyed and broken.

Figure 2 Expression of E-cadherin protein in lung cancer (SP x400)

A: E-cadherin protein is expressed in the cytoplasm and on the membrane of bronchioloalveolar carcinoma cells.

B: E-cadherin protein is weakly expressed in clear cell adenocarcinoma.

Figure 3  Expression of vascular endothelial growth factor receptor-2 (VEGFR-2) protein in lung adenocarcinoma (SP x200)

A: VEGFR-2 protein is expressed in the mesenchyme of grade Il adenocarcinoma.

B: VEGFR-2 protein is expressed in the mesenchyme of grade Il acinar adenocarcinoma.
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Figure 4 Expression of matrix metalloproteinase-9 (MMP-9) protein in lung cancer (SP x200)
A: MMP-9 protein is expressed in the cytoplasm and on the membrane of bronchioloalveolar carcinoma cells.
B: MMP-9 protein is expressed in solid adenocarcinoma with mucin production.

Figure 5 Expression of tissue inhibitor of matrix metalloproteinase-1 (TIMP-1) protein in lung cancer (SP x200)
A: TIMP-1 protein is expressed in the cytoplasm and on the membrane of bronchioloalveolar carcinoma cells.

B: TIMP-1 protein is mainly expressed on the membrane of solid adenocarcinoma cells with mucin production.

(SP x200)

2 8 21 (E-Cadherin .
Table 2 Metastasis sites of 8 cases of BAC and 21 cases Collagen IV .VEGFR-2 ,MMP-9 TIMP-1) /
of other lung adenocarcinomas [cases (%) ] (P>0.05).
Site BAC Other adenocarcinomas
Intrathoracic recurrence 6(75.0) 7(33.3) 3
Lung 5(62.5) 3(14.3)
Mediastinum 1(12.5) 4(19.0) 2004 WHO (1
Extrathoracic metastases 2(25.0) 14(66.7)
Bone 1(12.5) 7(33.3) ’
Brain 1(12.5) 4(19.0) °
Liver 0 (0) 2 (9.5) , N
Others 0 (0) 1 (4.8) ,
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