rp [ bR A IR 247 hitp: //www. biother. org

Chin J Cancer Biother, Apr. 2013, Vol. 20, No. 2 . 205
doi: 10.3872/j. issn. 1007-385X. 2013. 02. 017 ¢ 'lé K "ﬂ- ﬁ:x °

R £F 4 40 B 3 1L BB 19 70 /N R B R B 4B 4 R B SRk TR L R
W&, WE, FE, TEE, ARV REEAKRE WEMNBER A6 75 F, K& 3000605 2. R#
TR A E 5 SR E, R E 300060 )

[# E] 8 A0 AIE/ NI non-small cell lung cancer, NSCLC )ZH 23t j%. 2T 4 21 Jif 3% 16 75 11 fibroblast activation
protein, FAP )mRNA (33K, #1 FAP mRNA 5 NSCLC I WARHE K UG Z A R . 7 6% 12004 4F 6 F 2 2006 4F 12 H 3EHL
KBB4 B IR e = B 4L 4% v 247 4] NSCLC f8 98 L SR AR Rz 1) 48 (98 55 L 8UbR A, SR B BT % 2011 4 12 A
1 Ao ARG PCR A NSCLC ZHEFIE % MiZHZH FAP mRNA, I PR EESE0S FAP mRNA FX 2655 & (AR S
Hi>k H Mann-Whitney U #55% , LA Kaplan-Meier 23l A= 7712k , H log-Rank #:50 Lb B A 7R 25 57 R A Cox [l ABIRI Pl
Ty UG N2 . %8 R : FAP mRNA 78 NSCLC ZHZUH 55k NSCLC 414 FAP mRNA 357K F- 5 NSCLC ## KPS 43
BLEAE I P <0.05 ), 1775 ek I & F 8L L i B /IN bk E2L 55 976 B i PR 43 30 | 20 0 2 28 TR0 46 T At o BRAFAE JE W G R (P >
0.05 ), fRi#%ik FAP mRNA 1Y NSCLC & SIRFRE M, AL B AAFBFF( overall survival,0S ) TG .22 5( 43 vs 39 I~ H,
P>0.05), #E—4 I LIS 20007 s, I IRR B FAP mRNA k851 R s (P =0.031 ), 5 KPS ¥
SIBUEADG( P =0.041 ), =35 FAP mRNA W fii it 58 J 38 SRR M L, i OS B [A] i & HE (42 ws 26 1~ H, P <
0.05), Z R Z 43t —53FSE FAP mRNA 3235 52 52 0 i s (R 35 WU Al s (R 22, 46+ : FAP 75 NSCLC H 4 h & 323k,
FAP mRNA (5 3235 5 il B (9 1 PR 43390 522 S AH G, O 5 M s R85 A TLfS 2% WD AH G

[ K8 ] MAAEMIREILE A FAP)IER IR/ ; TS

[ FESES ] R734.2; R730.2 [ XEifrEfL] A [ XEHS ] 1007-385X( 2013 )02-0225-05

Expression and clinical significance of fibroblast activation protein in non-small
cell lung cancer

Liu Rui'?, Liu Liang'?, Li Hui®, Yu Jinpu’, Ren Xiubao'*( 1. Department of Biotherapy, Tumor Hospital Affiliated to
Tianjin Medical University, Tianjin 300060, China; 2. Key Laboratory of Cancer Prevention and Therapy of Tianjin,
Tianjin 300060, China )

[ Abstract ] Objective: To investigate the expression of fibroblast activation protein ( FAP ) mRNA in non-small cell
lung cancer ( NSCLC ) tissue, and to evaluate its relationship with clinical characteristic and prognosis of NSCLC.
Methods: Two hundred and forty-seven tumor specimens with NSCLC and forty-eight cases of corresponding adjacent
tumor tissues selected from the Department of Biotherapy, Tumor Hospital Affiliated to Tianjing Medical University from
June 2004 to December 2006. All cases were followed up until December 1, 2011. The FAP mRNA was detected by real-
time PCR in NSCLC and normal tissues. Mann-Whitney-Wilcoxon U-Test was used to evaluate the association between
clinicopathological parameters and FAP mRNA expression. Survival curves were plotted using Kaplan-Meier method, and
survival difference was compared by the Log-rank, with Cox regression model to evaluate the independent prognostic fac-
tors. Results: FAP was over-expressed in NSCLC tissues. FAP mRNA expression level in NSCLC tissues were positively
related to the Karnofsky Performance Score ( KPS ) ( P <0.05 ), but not to the primary tumor location, size of tumor,
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lymph node metastasis, clinical stage and pathologic type of tumor ( P >0.05 ). The median overall survival ( OS ) be-
tween patients with high FAP expression and low FAP expression showed no statistical significance ( 43 vs 39 months, P >
0.05 ). Further histology hierarchical analysis showed that FAP mRNA expression in lung adenocarcinoma cancer patients
was found to correlate inversely with clinical stages ( P =0.031 ), and correlate positively with KPS ( P =0.041 ). Lung
adenocarcinoma lung cancer patients with high FAP expression had longer OS than did patients with low FAP expression
(42 vs 26 months, P <0.05 ). Multivariate analyses showed that FAP expression was an independent prognostic predictor
of lung adenocarcinoma cancer patients. Conclusion: FAP is over-expressed in NSCLC tissues. FAP is found to correlate

inversely with clinical stage of lung adenocarcinoma cancer, and the expression of FAP is closely related to prognosis of

lung adenocarcinoma cancer patients.

[ Key words ] fibroblast activation protein ( FAP ) gene; non-small cell lung cancer; prognosis
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H R BRI 2 B I e 22 B 4 2%, 1E 5 Ml 4L
BURALLS em L b i WHO FRUERIUGL N IR A1
Jiige 4 247 kR T 165 19, Lo 82 191 1l 147
151, B985 100 151 ; FRAIAERE 58 % (L 18 ~76 % ). Bl
Ptk 2004 4F 6 A IFR, 5] 2011 4F 12 A 450, P AiBETy
IFTEA 37 A~ H (FERT 1 ~89 1 H ).
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Fig. 1 Expression of FAP mRNA in NSCLC
and normal lung tissues
1: GAPDH in NSCLC tissue;2: GAPDH in
normal lung tissue;3: FAP mRNA in NSCLC tissue;
4: FAP mRNA in normal lung tissue
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3.709( JEFE A 1.918 ~36.891 )( P =0. 031 ); KPS T
43 =80 HE i FAP mRNA AHX Feik ik 6.471( 3
R4 1.390 ~60. 106 ), B & = T KPS $F43 <80 83
(P57 FAP AR 4. 1900 JEFEH 1. 464 ~36. 891 )
(P=0.041), filitdfsad2ih FAP mRNA 58T B4
TS TERA BAHEHE P >0.05, Bdm A1 ).
2.4 FAP mRNA £:k%5 NSCLC &% FUsa) % &
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{3 FAP mRNA AHX} ik R 5. 428( 0 1.009 ~
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Tab.1 Relationship of FAP mRNA expression with

clinicopathologic characteristics of NSCLC

Parameter N FAP mRNA P

Gender 0.154
Male 165 5.201 ( 1.009-60. 106 )

Female 82 6.040 (1.390-36.899 )

Age( year ) 0.383
<60 103 5.931 ( 1.106-60. 106 )
=60 144 5.166 ( 1.009-36.434 )

Pathologic type 0.475
Adenocarcinoma 100 5.765 ( 1.390-60. 106 )
Squamous 147 5.428 (1.009-37.971)

cell carcinoma

T 0.274
T1 +T2 163 5.830 ( 1.107-36.899 )

T3 +T4 84 4.978 ('1.009-60. 106 )

N 0.535
NO 137 5.878 ( 1.107-60. 106 )

N1 +N2 110 5.409 ( 1.009-37.971)

M 0.327
MO 214 5.854 (1.009-60. 106 )

Mla +M1b 33 4.190 (11.194-36.891)

TNM stage 0.145
[-ITA 204 5.890 ( 1.106-60. 106 )

M B-IV 43 4.190 (1.009-36.891 )

Tumor location 0.069
Central 84 6.133 (1.009-60.106 )
Peripheral 163 5.159 (1.194-36.899 )

KPS 0.047
<80 92 4.707 (1.106-36.891 )
=80 155 5.934 ( 1.009-60. 106 )

Hemoglobin ( HGB ) 0. 605
<LLN 20 4.105(1.448-37.971)
=LLN 227 5.437 (1.009-60. 106 )

WBC 0.896
<ULN 217 5.575 (11.009-60. 106 )
> ULN 30 5.311(1.502-31.084 )

ANC 0.945
<ULN 218 5.502 ( 1.009-60. 106 )
> ULN 29 5.421(1.502-31.084)

PLT 0.620
<ULN 183 5.390 ( 1.009-60. 106 )
> ULN 64 5.866 (1.34524.377)

Lactic dehydrogenase ( LDH ) 0.716
<ULN 220 5.588 (1.009-60.106 )
>ULN 27 4.511(1.506-31.084 )
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Fig.2 Impact of FAP mRNA expression
level on prognostic of NSCLC patients
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