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Background : It has been reported that the expression of protein which influences on the cell cycle is
significantly involved in the development, progress, treatment response, and survival of cancer, and also
that the degree of expression of p27 and CDK4 is related to the prognosis. Recent research has revealed
that uteroglobin, tumor suppressor gene, is related to cell cycle. This study is focused on the relations
between expression of proteins related to cell cycle and clinical index of and survival of NSCLC.
Methods : We examined immunohistochemically specimens of 110 surgically resected NSCLCs for
expression of p27, CDK, Uteroglobin. Tissue array slide were obtained from 110 surgically resected
NSCLCs. Immunohistochemical staining was performed by immuno-peroxidase technique using
avidin—biotinylated horseradish peroxidase complex.
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Results : In 110 patients with resected NSCLCs, the ratio of male to female was 87:13, the median age
was 564317941 yrs. The positive staining of p27 was detected in 75% of the cases. A non-statistically

significant trend toward increased p27 expression was observed in smoker and squamous cell cancer.

The positive staining of CDK4 was detected in 89%, which was the highest expression of protein

among 3 types. The survival ratio of CDK4 negative staining group was higher than that of positive

staining group, which was significant difference(P<0.05). There was no association between p27 or

uteroglobin expression and survival.

Conclusions : The expression degree of CDK4 is related to the prognosis. This findings suggests that

the measurement of CDK4 may be useful in identifying patient at high risk for disease recurrence and
survival.(Tuberculosis and Respiratory Diseases 2002, 53:253-264)

Key words : non-small cell lung cance, cell cycle, p27 CDK4, uteroglobin.
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Table 1. Clinical characteristics
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Variable No. of case
Age meantS.D. (Years) 56431963
Sex Male/Femnale 87/23
Smoking Hx Yes/No 78/24
Unknown 3
Histology Squamous cell ca. 43
AdenoCa 30
Large cell ca 9
Bronchoalveolar Ca 10
Others 18
Differentiation Well 21
Moderatly 31
Poorly 17
Undifferentiated 4
Unknown 37
Nodal stage NO 54
N1 31
N2 21
N3 2
Unknown 2
Pathologic stage 1A 12
B 34
A 3
IIB 26
A 25
1B 7
v 3
Recurrence Yes/No 53/49
Unknown 8
Survival Yes/No 56/49
Unknown 5

6041 mIwEel 3 604 o]l o Apolol EEE 3. CDK4<| Wi} 4 X|Eeol #ieiy
Aol YALP>0.06), M= LHE Aol

HATHP>006). =3 FARG} HFAA Aol CDK42 % 1104 & RBd(89%)2 37tA Tz
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— Immunohistochemical analysis for the expression of p27, CDK4 —

Table 2. The relationship between the clinical characteristics and the expression of proteins in
resected NSCLC

Variable No p27(+) CDKA4(+) Uteroglobin(+)
No. (%) No. (%) No. (%)
Age <60 Yr 64 49(76.6) 57(89.1) 8(12.5)
>60 yr 46 34(73.9) 41((89.1) 5(10.9)
Sex Male 87 62(71.3) 71(885) 10(11.5)
femal 23 21(91.3) 21(91.3) 3(13.0)
Smoking Yes 78 56(71.8) 69(88.5) 8(10.3)
No 24 20(83.3) 21(87.5) 3(12.5)
Histology sce+ 43 29(67.4) 40(93.0) 5(11.6)
AC# 30 23(76.7) 26(86.7) 4133
Lces 9 7(77.8) 8(88.9) 111.1)
BAC+* 10 9(90) 9(90) 1(10)
Other 18 15(83.3) 16(839) 2(11.1)
Different. Well 21 14(66.7) 15(71.4) 295)
Moderate 31 21(67.7) 25(80.6) 8(25.8)
poor 17 11(64.7) 13(76.5) 1(58)
Undifferentiate 4 4(100) 4(100) 1(25)
Nodal stage NO 54 39(72.2) 41(75.9) 5(9.3)
N1 31 19(61.3) QA(77.4) 6(19.4)
N2 21 16(76.2) 18(85.7) 2(95)
N3 2 2(100) 2(100) 0(0)
Pathological IA 12 9(75) 11(91.7) 183)
stage B 34 23(67.6) 29(85.3) 3(88)
A 3 266.7) 3(100) 1(33.3)
IIB % 16(64) 24(96) 4(16)
A 25 19(76) 22(88) S 312
1IB 7 6(85.7) 6(85.9) 1(14.3)
v 3 266.7) 3(100) 0(0)
Recurrence Yes 53 43(81.3) 49(92.5) 7(13.2)
No 49 34(69.3) 41(83.7) 5(10.2)
Survival Yes 5 39(69.6) 40(71.4) 3(5.3)
No 49 34(69.4) 42(85.7) 7(14.3)

. 2. . 3. 4. .
*l: Squamous cell ca, ** Adenocarcinoma **: Large cell ca *" Bronchioalveolar cell ca

Table 3. Survival rate of NSCLC according to p27, CDK4 and uteroglobin

p27 CDK4" Uteroglobin
(+) =) (+) (-) (+) )
n=83 n=27 n=98 n=12 n=11 n=9%9
Median survival 1614 21865 1673 2319 1901 2205
time(days)

Chi-Square, * : p<0.05
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