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ABSTRACT

Deregulation of apoptosis pathway is one of the crucial mechanisms which
causes tumourigenesis and drives its progression. Survivin is a member of the
inhibitor of apoptosis (IAP) gene family that inhibits the activation of the terminal
effector caspases. Survivin plays a dual role in both cell death suppression and cell
cycle regulation at the G/M phase. Its expression also contributes to tumor cell
resistance to chemo- and radiotherapy. This study was aimed to determine survivin
mRNA expression semiquantitatively in tumor tissues and survivin autoantibody in

serum of cancer patients and evaluate the comrelation between survivin mRNA,
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survivin autoantibody and the pathological parameters. Total RNA was extracted
from fifty-four fresh frozen tissues of 22 colorectal, 10 liver and 22 lung cancer
patients and their corresponding normal tissues. The survivin cDNA and the internal
control, GAPDI—I ¢DNA, were amplified by single step RT-PCR and detected by
agarose gel electrophoresis and ethidium bromide staining. The amplified products of
survivin cDNA and GAPDH cDNA were 431 and 306 bp, respectively. Survivin was
abundantly expressed in all three types of cancer (p<0.05). Expression of survivin
mRNA was observed in 13 of 22 (59.1%) colorectal cancer, 7 of 10 (70%) liver
cancer and 14 of 22 (63.6%) lung cancer. Survivin mRNA expression was
differentially expressed in tumor tissues. The ratio between survivin and GAPDH
band intensity was varied from 0.007-0.804 in tumor tissues. However, there was no
correlation between survivin mRNA and the pathological parameters in all three types
of cancer (p>0.05, Chi-square test).

The avidin capture ELISA system for survivin autoantibody detection in
serum was optimized. Fifty-five sera from cancer patients and 50 normal individuals
were examined for the presence of autoantibodies against survivin. Unfortunately,
there was no significant difference of O.D. between serum of healthy individuals
(X % S.D, 0.695+0.153) and cancer patients (0.723i0._182) (p=0.538, Mann-Whitney
U test). Similar results were obtained by flow cytometry (p=0.064, Mann-Whitney U
test). The problems encountered in the survivin autoantibody detection may result
from either the heterogeneity of survivin-BCCP containing bacterial lysate itself or
the serum. Some of sera with high 0.D. value and high fluorescence intensity were
further tested for the presence of survivin autoantibody against recombinant denatured

survivin-BCCP by Western immunobloting. The results demonstrated an
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immunoreative bands at the molecular weight of ~30 kDa that represented survivin
(16.5 kDa) fused to BCCP (14 kDa) recognized by a commercial survivin mAb (D8).
In contrast, sera from both cancer patients and healthy individuals did not react with
the survivin-BCCP and produced a few non-specific bands.

In summary, selective expression in tumor tissues make survivin a useful
diagnostic marker. Larger sample size as well as other parameters i.e. clinical

outcome, survival rate etc. may be required to establish it as a prognostic marker.
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