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8% | Expression of p73 in Non-small Cell Lung Carcinomas

Ji Han Jung, Gyeongsin Park, Chan-Kwon Jung, Hyun Joo Choi, Jinyoung Yoo,
Seok Jin Kang and Kyo Young Lee

Department of Hospital Pathology, College of Medicine, The Catholic University of Korea, Seoul,

Background : The p73 is a recently identified homologue of the tumor suppressor gene, p53,
and it has been found to induce apoptosis and inhibit cell proliferation. However, its role in the
development of tumors is unclear. This study examined the expression of p73 in patients with
non-small cell lung carcinomas (NSCLCs) to determine its clinical significance and associa-
tion with the expressions of p53, pRb, and mdm2. Methods : A total of 183 NSCLCs were
analyzed immunohistochemically using a tissue microarray. Results : The p73 protein was
expressed in the cell nuclei in 156 (85.2%) out of the 183 cases. There was no correlation
between the p73 expression and the clinicopathological variables. However, there was a cor-
relation between the p73 expression and the mdm?2 and pRb expressions. Multivariate Cox
survival analysis identified tumor size and lymph node metastasis to be independent prognostic
factors, but the p73 expression was not found to be associated with the patients’ survival. Con-
clusions : p73 is commonly expressed in NSCLC and it might, in conjunction with pRb and
mdm2, be involved in the development of these tumors.
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Table 1. Relationship between p73 expression and clinicopatho-
logical parameters and mdm2, pRb, p53 expressions in NSCLC

p73 expression
Variables No. of Negati iti
cases gative Positive p
(%) (%) value
Age (years)
<65 74 9(12.2) 65(87.8) 0415
>65 109 18 (16.5) 91 (83.5)
Gender
Male 141 22 (15.6) 119 (84.4) 0.553
Female 42 5(11.9) 37(88.1)
Histologic type
SCC 91 13 (14.3) 78(85.7) 0.859
AC 92 14 (15.2) 78(84.8)
Differentiation
W 29 4(13.8) 25(86.2) 0.319
M 119 15 (12.6) 04 (87.4)
P 35 8(22.9) 27(77.1)
Tumor size
<3cm 0 15(16.7) 75(83.3) 0.473
>3cm 93 12(12.9) 81(87.1)
pT
T1-2 152 25(16.4) 127 (83.6) 0.153
13-4 31 2(6.5) 29 (93.5)
pN
NO 116 15(12.9) 101 (87.1) 0.360
N1-3 67 12(17.9) 55(82.1)
Stage
| 104 15(14.4) 89 (85.6) 0.730
I 38 7(18.4) 31(81.6)
1l 4 5(12.2) 36(87.8)
p53 expression
Negative 107 20(18.7) 87 (81.3) 0.075
Positive' 76 7(9.2) 69 (90.8
PRb expression
Negative 105 22 (21.0) 83(79.0) 0.006*
Positive' 78 5(6.4) 73(93.6)
mdm2 expression
Negative 73 18 (24.7) 55 (75.3) 0.002*
Positive' 110 9(8.2) 101 (91.8)

SCC, sgaumous cell carcinoma; AC, adenocarcinoma; W, well differ-
entiated; M, moderately differentiated; P, poorly differentiated. *, statis-
tically significant; ', positive was assigned when more than 10% of cells
had positive nuclear staining.
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Table 2. Univariate survival analysis in NSCLC

Variables No. of cases MST+SD p value

Age (years)
<65 74 61.3+57 0.7688
>65 109 73.7+6.1

Gender
Male 141 68.8+5.3 0.2903
Female 42 79.7+£86

Histologic type
SCC 91 59.5+54 0.0335*
AC 92 81.4+74

Differentiation
W 29 625+4.8 0.0646
M 119 64.5+4.8
P 35 66.7+10.4

Tumor size
<3cm 20 79.4+6.1 0.0012*
>3cm 93 59.0+6.2

pT
T1-T2 152 759453 0.0830
T3-T4 31 55.2+8.8

pN
NO 116 80.8+6.2 0.0010*
N1-3 67 52.4+6.3

Stage
11 142 76.8+5.4 0.0276*
11 41 55.3+8.2

p73 expression
Negative 27 49.2+6.7 0.3877
Positive 156 735+51

SCC, sgaumous cell carcinoma; AC, adenocarcinoma; W, well differ-
entiated; M, moderately differentiated; P, poorly differentiated; MST,
mean survival time; SD, standard deviation. *, statistically significant.

Table 3. Cox regression multivariate analysis of overall survival
time in NSCLC

Variables RR 95% Cl p value
Histologic type ~ SCC/AC 1.355 0.893-2.058 0.151
Differentiation W/M/P 1.190 0.825-1.716 0.353
Tumor size <3/>3cm 1.979 1.314-2.981 0.001*
pT T1-2/T3-4 1.027 0.757-1.393 0.865
pN NO/N1-3 1.982 1.325-2.963 0.001*
Stage -1 0.961 0.727-1.270 0.778

SCC, sgaumous cell carcinoma; AC, adenocarcinoma; W, well differ-
entiated; M, moderately differentiated; P, poorly differentiated; RR, risk
ratio; Cl, confidence interval. *, statistically significant.
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Fig. 1. Immunohistochemical staining for p73, mdm2, pRb and p53in NSCLC. (A) p73is expressed in the nuclei of adenocarcinoma. (B)
p53is expressed in the nuclei of adenocarcinoma. (C) pRb is expressed in the nuclei of squamous cell carcinoma. (D) mdm2 is expressed
in the nuclei and cytoplasm of squamous cell carcinoma.
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Fig. 2. The overall survival in NSLCL according to clinicopathologic factors. (A) Histologic type (p=0.0335). (B) Tumor size (p=0.0012).
(C) Nodal status (p=0.0010). (D) Tumor stage (p=0.0276).
AC, adenocarcinoma; SCC, sgaumous cell carcinoma; N, lymph node.
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