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[ Abstract ] Background and objective The cellular retinoic acid-binding protein II (CRABPII) and epidermal
fatty acid-binding protein (E-FABP) both serving as the transport protein of retinoic acid (RA), through RA signal transduc-
tion pathway, commit the cell to opposite fate, apoptosis or survival. The aim of this study is to investigate the expression of
CRABPII and E-FABP and significance in non-small cell lung cancer (NSCLC) and their lymph node metastases with tissue
microarray technique. Methods CRABPII and E-FABP proteins were detected in 54 normal lung tissues, 287 primary NSCLC
tissues and 112 lymph node metastatic tissues by SP method of immunohistochemical staining. Results The expression level
of CRABPII in the primary lesions was relevant to the gender of NSCLC patients, the metastasis and TNM staging of NSCLC
(P<0.0S), while the expression level of E-FABP was related to the grading and metastasis of NSCLC (P<0.05). The positive ex-
pression rate of E-FABP in NSCLC primary lesion was remarkably higher than that in adjacent normal lung tissues and lymph
node metastases, respectively (P<0.05). The expression level of E-FABP had a recognizable advantage over that of CRABPII in
NSCLC primary lesions (P<0.0S). The differential expressions between CRABPII and E-FABP was correlated with the tumor
size, grading, metastasis, TNM staging of NSCLC (P<0.05). The larger the tumor was and the later the TNM staging was,
along with cancer metastasis, the more likely the expression of E-FABP would dominate. The expression of CRABPII and dif-
ference expression between CRABPII and E-FABP were closely related to the prognosis of NSCLC patients based on Kaplan-
Meier survival analysis. Conclusion E-FABP showed high exp ression in NSCLC, and the increased E-FABP expression may
involved in the occurrence and development of NSCLC. CRABPII might have a negative effect in NSCLC progression, and its
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expression was negatively related to the prognosis of NSCLC patients.

[ Keywords ] Lungneoplasms; CRABPII; E-FABP; Prognosis; Tissue microarray; Immunohistochemistry
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Fig 1 Expressions of CRABPII in normal bronchial epithelium (A), alveolar epithelium (B), squamous cell carcinoma (C) and adenocarcinoma (D) (A,B:

SP, X400; C,D: SP, X200)
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Fig 2 Expression of E-FABP in normal bronchial epithelium (A), alveolar epithelium (B), squamous cell carcinoma (C) and adenocarcinoma (D) (A,B:
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% 1 CRABPIIFE-FABPZEIEH AL, B/ MAMATRER L RALNRKREEEBEALPHRIE
Tab 1 Expression of CRABPIl and E-FABP in normal lung tissues, non-small cell lung cancer (NSCLC) primary lesions and metastasis lymph node

Tissue type n CRABPII E-FABP

(-) (H)-(+++) (=) (H)-(+++)
Normal lung tissues 54 54 0 41 13
Primary NSCLC tissues 287 175 112 120 167
Metastasis lymph node 103 69 34 83 20

% 2 CRABPIIFNE-FABPZENSCLCRE & =P RIRIZ S IR AR EFFER X R
Tab 2 Relationship between expression of CRABPII and E-FABP and clinicopathological characteristics of NSCLC

Characteristic n CRABPII P E-FABP P
(=) (+)-(++4) (-) (H)-(++4)

Gender 0.019 0.726
Male 230 148 82 95 135
Female 57 27 30 25 32

Age (year) 0.320 0.416
<61 154 98 56 61 93
>61 133 77 56 59 74

Tumor size 0.336 0.835
Diameter <3 cm 108 62 46 46 62
Diameter >3 cm 179 113 66 74 105

Histological type 0.157 0.809
Squamous cell carcinoma 133 89 44 58 75
Adenocarcinoma 126 70 56 50 76
Adenosquamous carcinoma 28 16 12 12 16

Grading 0.060 0.001
Well 13 4 9 6 7
Moderate 144 89 55 45 99
Poor 102 66 36 57 45

Metastasis 0.004 0.019
Yes 143 929 44 50 93
No 144 76 68 70 74

TNM staging 0.004 0.531
I+I1 154 82 72 67 87
n+v 133 93 40 53 80

%< 3 CRABPIFRE-FABPZENSCLC R 4 A LAHEIRIA KR
Tab 3 Relationship between expression of CRABPIl and E-FABP in primary NSCLC lesions

Group E-FABP Total
= + ++ +++
CRABPII - 61 86 18 10 175
+ 47 10 19 10 86
++ 12 9 3 2 26
+++ 0 0 0 0 0
Total 120 105 40 22 287
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P=0.114>0.05) (#4) .
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R (y=8.632,P=0.003<0.05) ([&lS) .
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% 4 CRABPIIFIE-FABPENSCLCR & EHME R ERIES B IRKREBIFEAXLR
Tab 4 Relationship between difference expression of CRABPIl and E-FABP and clinicopathological characteristics of NSCLC

Characteristic n Difference expression between CRABPII and E-FABP P
E-FABP=CRABPII E-FABP<CRABPII

Gender 0.118
Male 230 180 50
Female 57 39 18

Age (year) 0.332
<61 154 121 33
>61 133 98 35

Tumor size 0.034
Diameter <3 cm 108 75 33
Diameter >3 cm 179 144 35

Histological type 0.163
Squamous cell carcinoma 133 108 25
Adenocarcinoma 126 92 34
Adenosquamous carcinoma 28 19 9

Grading 0.036
Well 13 7 6
Moderate 144 118 26
Poor 102 75 27

Metastasis 0.029
Yes 143 117 26
No 144 102 42

TNM staging 0.018
1+l 154 109 45
+1V 133 110 23
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Fig 3 The survival curves of NSCLC patients with negative and
positive expression of CRABPII
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Fig 4 The survival curves of NSCLC patients with negative and
positive expression of E-FABP
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Fig 5 The survival curves of NSCLC patients with difference
expression between CRABPII and E-FABP

Tab 5 The risk factors of NSCLC patients selected by Cox regression model

Risk factor B SE Wald P Exp(B)
Tumor size 0.370 0.164 5.127 0.024* 1.448
Metastasis 0.495 0.241 4.227 0.040* 1.640
TNM staging 0.428 0.132 10.452 0.001* 1.534
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