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[ Abstract ] Background and objective Tissue inhibitor of metalloproteinase-3 (TIMP-3) can regulate tumor
infiltration and metastasis through multiple channels and is likely associated with mutant-type pS3 (mtp53). This study de-
tected the expressions of TIMP-3 and mtpS3 in non-small cell lung cancer (NSCLC) and lymph node metastasis using tissue
microarray and evaluated their significance. Methods TIMP-3 and mtpS53 expressions were detected in 288 cases of NSCLC
(NSCLC group), 106 cases of metastatic carcinoma in lymph nodes (metastasis group), and 24 cases of benign lesions in the
bronchial mucosa epithelium (control group) by immunohistochemical staining (LSAB and Elivision). Results The expres-
sion of TIMP-3 in the NSCLC and metastasis groups was lower than that in the control group (P<0.001), but the reverse was
true for the expression of mtpS3 (P<0.001). TIMP-3 and mtpS3 expressions differed between NSCLC with (P=0.015) and
without (P=0.030) lymph node metastasis. TIMP-3 expression correlated with NSCLC grade (P=0.030), whereas mtpS3
expression correlated with TNM stage (P=0.016) and NSCLC histological type (P=0.004). Moreover, the expressions of
TIMP-3 and mtp53 were negative in NSCLC cases (P=0.008) and correlated with patient survival (P=0.011 and P=0.003, re-
spectively). Conclusion Low expression of TIMP-3 and high expression of mtpS3 in NSCLC can promote tumor metastasis
and inhibit each other. TIMP-3 and mtp$3 are promising targets for studying the metastatic mechanism of NSCLC.
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PERIE A S0.0%, SISk L5 I 2 S mtpS3
(IR WY 5 g T IR R SRR e (P<0.01) o

L2,

2.2 TIMP-3HImtpS3fRE LB R APEA ML,
R M 13801 JE R AL AL TIMP-3 5 (-) R ik 144
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{55 SR A 2 b mepS3 5 (-) FEA88H (63.8.1% ) |
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TIMP-3 (1) # 5 5NSCLCIK{ 2l 424 T FI TNM 43 0
K (P>0.05) ., mtpS3HYKIEHNSCLCHZH L2 2R RIA
TNMZHHA 5 (P=0.004, P=0.016 ) , FHAE i 21k
ik, TERREE i RA iy, BETNMH A3 b
i, SNSCLCH AR ICK (P=0347)

2.4 TIMP-3FImtpS3F ik AHICMT SpearmanZFJ0AH 4y
BT 78 TIMP-3 55 mtpS37ENSCLCH 2 2L b iy 3k 5 A
% (r=-0.156,P=0.008 ) ,

2.5 TIMP-3FfImtpS3fRIL B EEMLAM LR 5T
TIMP-3FImtpS3ENSCLCHTkE (1) Rk 5 B H IR S5 4=
FERA R TIMP-37EN P (++) RIKMNSCLCHEE
HEERR, 2 (-) REFEARER, ZRA5F
X (x'=9.055, P=0.011) ; mtp53it (-) FIKMNSCLC
BEAAR R, B (++) RIAFAAARRK, 274
it X (('=11.829,P=0.003 ) ([&3) .

3 itit

TIMPs 8 H5 5714 19 410 1 3 57 465 Ja 25 1 (- matrix
metalloproteinases, MMPs ) 7G4, FH - 40 i@ 2L 5 0
Wfige , AT bR i 55 A% . KR SR R TIMP-3 11
FEI8 5 R B UG A AR K B A S, Powe 5P &
PR AE 28 AV 73 A s 1) 122 97 340 2% TIMP-3 1) 4 35 ] i
ik, $ERDZTIMP-3335 1 FEAR S g 3R A AR O
% TIMP-30 IR AR B R AR g 0 . 2033

Tab 1 Analysis of expression difference of TIMP-3 and mtp53 in distinct non-small cell lung cancer (NSCLC) pathological tissues

Characteristics n Expression of TIMP-3 P Expression of mtp53 P
(=) (+) (++) (=) (+) (++)

Histological type 0.151 0.004
Squamous cell carcinoma 125 19 48 58 55 33 37
Adenocarcinoma 129 14 44 71 87 15 27
Adenosquamous carcinoma 34 9 9 16 19 6 9

Grade 0.030 0.347
Well 27 1 8 18 20 4 3
Moderate 112 1 47 54 62 22 28
Poor 115 21 37 57 60 22 33

TNM stage 0.148 0.016
| 98 1 28 59 66 13 19
] 53 6 19 28 32 10 1
1l 102 17 39 46 48 26 28
1\ 35 8 15 12 15 5 15

TIMP-3: tissue inhibitor of metalloproteinases-3; mtp53: mutant-type p53.
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B 1 TIMP-3ZEMRMHREX S EWR LRAR (A) . BpkAEME B) . BE (O 5K8E (D) HHRE (LSAB, X400)
Fig 1 The expression of TIMP-3 in benign lesion” s bronchus mucosa epithelium (A), squamous cell carcinoma (B), adenocarcinoma (C) and adeno-

squamous carcinoma (D) (LSAB, X 400)
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Fig 2 The expression of mtp53 in benign lesion” s bronchus mucosa epithelium (A), squamous cell carcinoma (B), adenocarcinoma (C) and adeno-

squamous carcinoma (D) (Elivision, X400)
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Fig 3 Kaplan-Meier survival curves of NSCLC patients with expression of TIMP-3 (A) and mtp53 (B)
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