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Background : The anaphase promoting complex (APC) promotes the degradation of mitotic
cyclins as well as other substrates involved in sister chromatid adhesion. This study was car-
ried out to examine the relationship between the APC expression and the clinicopathological
variables, in an attempt to determine the role of the APC in the proliferation of lung cancer and
to evaluate the possibility of an aberrant APC function in surgically resected squamous cell
carcinomas and adenocarcinomas of the lung. Methods : Immunohistochemical staining was
performed for APC, Ki-67, cyclin B1, Cdc2, MMP-2 and VEGF in 55 cases of squamous cell
carcinoma and 34 cases of adenocarcinoma of the lung, using the avidin-biotin-peroxidase
method. Results : The immunohistochemical stains for APC revealed a positive reaction in
49 cases (55.1%). The APC expression level was higher in the cyclin B1-positive group (p=
0.01), the Cdc2-positive group (p=0.001), the MMP-2-positive group (p=0.03), the group with
lymph node metastasis (61.4% vs 48.9%), and the group with stage Il/lll cancer (60.7%) com-
pared with those with stage | (42.9%). Conclusions : The APC may have an aberrant func-
tion, such as a change in its role in controlling the cell cycle, and might be associated with the
invasiveness and proliferation of tumor cells.

Key Words : Anaphase-promoting complex; Squamous cell carcinoma; Adenocarcinoma;
Lung cancer; Cell cycle
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Fig. 1. The immunohistochemical stain for APC reveals positive reaction in tumor cell nuclei of squamous cell carcinoma (A) and adeno-

carcinoma (B).
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Fig. 2. The immunohistochemical stain for cyclin B1 reveals positive reaction in tumor cell cytoplasm and nuclei of squamous cell carci-

noma (A) and adenocarcinoma (B).

LA dfl

Fig. 3. The immunohistochemical stain for Cdc2 reveals positive reaction in tumor cell cytoplasm and nuclei of squamous cell carcinoma

(A) and adenocarcinoma (B).
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Table 1. Relationship between APC expression and clinicopatho-
logic variables

EXM - Fs| - i 9 42

Table 2. Relationship between Ki-67 labeling index and the
expression of APC, cyclin B1, and Cdc2

No. of APC
' 0. 0
Variables cases Negative, Positive, vaFI)ue
n (%) n (%)
Histologic type
Squamous cell carcinoma 55 20(36.4) 35(63.6) 0.06
Adenocarcinoma 34 20(58.8) 14(41.2)
Differentiation
Well to moderately 63 24(38.1) 39(619) 0.07
Poorly 26 16(615) 10(385
Tumor size
<3cm 17 6(353) 11(647) 05
>3cm 72 34(47.2) 38(52.8)
Lymph node metastasis
Negative 45 23(51.1) 22(489) 03
Positive 44 17(386) 27(61.4)
Stage
| 28 16(57.1) 12(429) 041
/1 61 24(39.3) 37(60.7)

Table 3. Relationship between APC expression and cyclin B1,
Cdc2, MMP-2, and VEGF expression

Markers No. of APC P
Cases  Negative, n (%) Positive, n (%) Value
Cyclin B1
Negative 23 16 (69.6) 7(30.4) 0.01
Positive 65 24 (36.9) 41(63.1)
Cdc2
Negative 44 28 (63.6) 16(36.4) 0.001
Positive 44 12(27.3) 32(72.7)
MMP-2
Negative 46 26 (56.5) 20 (435) 0.03
Positive 43 14.(32.6) 29 (67.4)
VEGF
Negative 55 29 (52.7) 26 (47.3) 0.09
Positive 34 11(32.4) 23(67.7

(p=0.1)(Table 1).
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Ki-67 labeling index mean Ki-67
Markers <30%,  >30% D b
) ’ (o)
n (%) n (%) value mean (%) value
APC
Negative  19(57.6) 21(375) 008 328+159 0.03
Positive 14 (424) 35(62.5) 40.0+14.8
Cyclin B1
Negative — 14(42.4) 10(17.9) 0014 30.7+17.7 0.1
Positive 19 (57.6) 46 (82.1) 37.1+£155
Cdc2
Negative  22(66.7) 23(41.1) 0027 305+156 0.004
Positive 11(33.3) 33(58.9) 40.3+15.6
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