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Background : The abnormal expression of c-kit is implicated in the pathogenesis of a variety
of solid tumors. The Rb pathway and p53 act as cell cycle regulators. The purpose of this study
was to assess the expression of c-kit, Rb, p53, p16 and cyclin D1 and their relationship to clin-
ical and pathological parameters in patients with non-small cell lung carcinomas (NSCLCs).
Methods : Tissue microarrays consisting of 2 mm cores from the corresponding blocks were
constructed from 54 NSCLCs. Immunohistochemical staining for c-kit, Rb, p53, p16 and cyclin
D1 was performed. C-kit immunostaining was considered positive if =10% of tumor cells were
immunoreactive along the membrane and/or in cytoplasm. For Rb, p53, p16 and cyclin D1,
tumor cells showing a nuclear staining pattern were interpreted as positive. Results : We found
that c-kit was expressed in 13 (24%) cases, Rb was lost in 39 (72%) cases, p53 was expressed
in 28 (52%) cases, p16 was lost in 42 (78%) cases and cyclin D1 was expressed in 33 (61%)
cases. The c-kit expression was significantly higher in adenocarcinoma (39%) than in squa-
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%211,706 %715 FokA] 22k giske | mous cell carcinoma (8%). We did not find any correlation between c-kit, Rb, p53, p16 and
2240 cyclin D1 expression and clinicopathological parameters such as: age, tumor size, lymph node
QA 3t LAkE e ] involvement, disease stage and distant metastasis. There was a direct correlation between
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p53 expression and Rb loss. Conclusions : These results suggest that c-kit may be a useful
therapeultic target for patients with c-kit positive tumors, and that the disruption of Rb and p53
pathways may play an important role in the development and progression of NSCLCs.
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100, Santa Cruz Biotechnology, Inc., Santa Cruz, CA, SC-
168), Rb (1:100, Novocastra, Newcastle, UK, NCL-L-RB-
358), p53 (1:100, Novocastra, Newcastle, UK, NCL-L-P53-
DO7), pl6 (1:20, Dakocytomation, Carpinteria, USA, K-5334),
cyclin D1 (1:100, Lab vision, Fremont, CA, RM-9104-S1)2
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Table 1. Clinicopathologic data and the results of immunohisto-
chemical studies of the patients with non-small cell carcinoma

c-kit Rb p53 p16  cyclin D1
+(%)  -(%)  +(%R)  -(%)  +(%)

Age

<60 (n=10) 3(30) 7(70) 5(50) 7(70)  6(60)

>60 (n=44) 10(23) 32(73) 23(52) 35(80) 27 (61)
Histologic type

AC (n=28) 11(39 22(79) 13(46) 22(79) 21(75)

SCC (n=26) 2(8) 17(65) 15(58) 20(78) 12(46)
Tumor extent

T1 (n=18) 7(39) 13(72) 9(50) 14(78) 12(67)

T2 (n=26) 4(15) 20(77) 14(54) 20(77) 16(62)

T3 (n=8) 1(13)  4(50) 3(38) 7(88) 5(63)

T4 (n=2) 1(60) 2(100) 2(100) 1(50) 0(0)
LN involvememt

NO (n=33) 7(21) 24(73) 17(52) 24(73) 20(61)

N1 (n=11) 3(27) 8(73) 7(64) 8(73) 8(73)

N2 (n=10) 3(30) 7(70) 4(40) 10(100) 5 (50)
Stage

1(n=29) 8(28) 21(72) 15(52) 20(69) 19(66)

2 (n=11) 1(9) 8(73) 4(36) 10(91) 7(64)

3(n=14) 4(29) 10(71) 9(64) 12(86) 7(50)
Distant metastasis  3(25) 9(75) 7(58) 10(83) 6(50)

(n=12)

AC, adenocarcinoma; SCC, squamous cell carcinoma. *p<0.05.
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XIS9| MEEH (Table 1)

H AN X8 45 544l 5 c-kitE 13901(24%), pb3- 284 (52

Fig. 1. The adenocarcinoma shows expression of c-kit (A), p53 (C), cyclin D1 (E) and
loss of Rb (G) and p16 (1) on immunohistochemical stainings. The squamous cell car-
cinoma shows expression of c-kit (B), p53 (D), cyclin D1 (F) and loss of Rb (H) and
p16 (J) on immunohistochemical stainings.
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%), cyclin D12 33¢(61%)014 ¥z w3atych(Fig.
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wo] 2AF Y W) 29 116 2 c-kitE 1¢1(9%), pb3<
49)(36%), cyclin D1& 7¢1(64%)4 FAHOoZ WAL
RbE 841(73%), pl62 1041(91%) ol A w&lo] 2AH ) W
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