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Relationship  between  Expression of XIAP Proten in  Operable Non-
small Cell Lung Carcnomas and Apoptosis Index and  Postoperative
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Background : Dysregulation of apoptosis plays an important role in carcinogenesis, tumor progression, and resistance
to chemotherapy. X-linked inhibitor of apoptosis (XIAP) is considered to be the most potent caspase inhibitor of all
known IAP (inhibitor of apoptosis) family members. This study was designed to assess the pattern of expression and
the prognostic value of XIAP in radically resected non-small cell lung carcinoma (NSCLC) patients.

Method : The expression of XIAP and its relationship with clinicopathologic parameters (patient age, TNM stage,
TNM-pT, TNM-pN, histologic type, VEGF expression, microvessel density, PCNA index) and overall survival were
analysed with formalin—fixed, paraffin-embedded blocks from eighty cases of NSCLC. In addition, the apoptotic
index (AI) was also assessed.

Results : In a regard to histologic type, squamous cell carcinoma (SCC) showed XIAP expression in 91.3%(42/46)
and adenocarcinoma (AC) in 61.8%(21/34). The difference was significant(p=0.001). There was no correlation between
XIAP expression and other parameters. In the group of AC, XIAP expression showed the signifcant correlation with
older age group > 58 years and VEGF expression(p=0.028, p=0.014, respectively). The Al in the group with or without
XIAP expression were 2.5+4.9% and 18.5+28.9%, respectively(p=0.001). Both groups just aforementioned showed no
significant difference in median survival time (42.5 months, 29.8 months, respectively).

Conclusion : This study suggests that the XIAP expression in NSCLCs could have relation to inhibition of
apoptosis, and show differential expression according to histologic type. However, its prognostic role during the
progression of NSCLC needs to be further defined. (Tuberc Respir Dis 2005 58 480-489)
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Figure 1. Diffuse cytoplasmic immunoreactivity for XIAP in a squamous cell cardnoma (A) and adenocarcinoma
(B) (Streptavidin-biotin method, x200).
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Table 1. Relationship between XAP protein  expression and the clinicopathological parameters in - patients  with

non-small cell lung carcinoma

) XIAP protein
Variables Factors Total (No. cases) . — p value
Negative Positive
Age (yr) <57 35 10 25
>58 45 7 3B 0158
Stage I 36 7 29
a 14 5 9 0.333
m 30 5 25
pT factor T1 1 1 10
T2 46 12 34 0.349
13-4 20 3 17
pN factor NO 43 8 35
N1-2 34 8 26 0597
Histologic type SCC 46 4 42 0,001
AC 34 13 21
VEGF Negative 23 7 16
Positive 57 10 47 0202
MVD (microvessels/mm?) 16.9+10.1 20.0+9.8 0.257
PCNA index (%) 47.7+253 51.4+21.3 0.543

SCC, sguamous cell  carcinoma;
density; PCNA, proliferating cell nuclear antigen ; XIAP, X-linked inhibitor of apoptosis.

Table 2. Relationship between

AC,  adenocarcinoma;  VEGF,

vascular  endothelial  growth  factor;,  MVD,  microvessel

XIAP protein  expression and the clinicopathological parameters  in - patients  with

adenocarcinoma
XIAP protein
Variables Factors fota - — p value
(No. cases) Negative Positive
Age (yr.) <57 13 8 5 0008
>58 21 5 16
Stage I 17 5 12
il 5 3 2 0.444
m 12 5 7
pT factor T1 6 1 5
T2 19 9 10 0.378
T34 9 3 6
pN factor NO 22 7 15
N1-2 12 6 6 0297
VEGF Negative 8 6 2
Positive 26 7 19 0014
MVD (microvessels/mm?) 15.1£10.2 16.8£10.0 0.625
PCNA index (%) 44.6+25.4 451208 0.946
VEGF, vascular endothelial  growth  facto,  MVD, microvessel  densityy  PCNA,  proliferating  cell  nuclear  antigen;  XIAP,

X-linked inhibitor of apoptosis.
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Figue 2. Scattered apoptotic ocells noted around the necrotic areas of the squamous cell cardnoma  (A)  and

adenocarcinoma (B) (TdT-mediated dUTP-biotin nick end labelling, x200).
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Table 3. Relationship between the apoptotic index and the clinicopathological parameters  in patients  with
non-small cell lung carcinoma
Variables Factors Total (No. cases) Apoptotic index (%) o value
Age (yr) <57 25 27+ 60
0.305
>58 31 6.5%16.0
Stage 1 21 6.2£153
il 9 29+ 45 0.864
m 22 50+139
pT factor T 5 22+ 38
T2 30 49+130 0.262
T34 15 6.4%16.0
pN factor NO 25 74177
0.226
N1-2 25 28+ 57
Histologic type SCC 39 40114
ge vp 0.387
AC 13 77171
XIAP Negative 8 18.5+28.9
0.001
Positive 44 25+ 49
VEGF Negative 14 6.6+17.7
" 0.590
Positive 3B 44110
SCC, squamous cell carcinoma; AC, adenocarcinoma;  XIAP,  X-linked inhibitor  of  apoptosiss  VEGF,  vascular  endothelial

growth factor.
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Figure 3. Survival curves of 72 non—small cell lung
carcinoma  patients  with  positve  (n=56) and  negative

(n=16) XIAP expression.
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