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The Combination of 8-Br-cAMP and HSV-TK/GCV System in the Treatment of
Tongue Squamous Carcinoma Xenografts
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Abstract: [Objective] To investigate the therapeutic efficacy of combination therapy with 8-Br-
cAMP ( 8-Bromo3’: 5’-cyclic adenosine monophosphate) and herpes simplex virus thymidine kinase
(HSV-TK) /ganciclovir (GCV ) system in the treatment of tongue squamous carcinoma xenografts.
[Methods] Tca8113 cells were inoculated subcutanously in the right flank of BALB/c nude mice. Mice
were randomly assigned to 4 groups and treated: Control group, 8-Br-cAMP group, HSV-TK/GCV
group, 8-Br-cAMP + HSV-TK/GCV group. Observe the tumor growth and calculate the inhibition
rate and tumor doubling time; Observe tumor histopathological changes. Transmission electron micro-
scope was used to analyze the changes of Tca8113 cells after treated with 8-Br-cAMP. [Results] Com-
pared with control group, mice treated with 8-Br-cAMP or HSV-TK/GCV system demonstrated sig-
nificant tumor regression ( P <0.01) and prolonged tumor doubling time. Factorial analysis showed
that synergetic anticancer effect existed between 8-Br-cAMP and HSV-TK/GCV system. Cyst-forma-
tion and substantial tumor necrotic area were observed under light microscope in HSV-TK/GCV group
and 8-Br-cAMP + HSV-TK/GCV group. A series of cell morphological changes, such as more tonofil-
aments and well-differentiated organelle, were observed after treated with 8-Br-cAMP. [ Conclusion]
8-Br-cAMP and HSV-TK/GCV system have synergetic anticancer effect on tongue squamous carcino-

ma xenografts.
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Fig.1 Tumor growth curves of the tongue carcinoma xenografts
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Table 1 Factorial analysis showed the interaction between 8-Br-cAMP and HSV-TK/GCV

Source DF SSs MS F value P
Corrected Model 3 29.333

8-Br-cAMP(A) 1 12.015 12.015 136.683 0.01
HSV-TK/GCV(B) L 10.888 10.888 123.863 0.01
(AB) 1 6.429 6.429 73.132 0.01
Error 20 1.758 0.088
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Fig.3 The vltrastructural changes of Tca8113 cells
treated with 8-Br-cAMP under transmission

electron microscope
A. Control group { X3 000); B. 8-Br-cAMP treated group: Bl:
gap junction and desmosome, X35 000; B2: apoptosis, X8 000
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Flg.2 Histopathologlcal change of tongue carcinoma xenografts
A: Contml group{— showed the huge tumor cells and miosis}
B: HSV - TK /GCV lreated group { — showed pseudocysts aml [oci necrowis}
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