Accumulation of Lipid Peroxidation-Derived DNA
Lesions in Opisthorchiasis-Associated

Cholangiocarcinoma: The Possible Role of
Vitamin E and Praziquantel in Chemoprevention

Puangrat Yongvanit, Ph.D.
Department of Biochemistry, Faculty of Medicine
Liver Fluke and Cholangiocarcinoma Research Center
Khon Kaen University




State of art in iInflammation associated CCA
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OV-infection also causes DNA lipid damage
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Endogenous pathways of formation of e-DNA adducts
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Animal model

LPO-induced DNA damage may play a key role in
cholangiocarcinogenesis

-
¥

6 Verify result in human model =

Etheno-DNA adduct Vitamin E, an
levels in liver-fluke antioxidant against

infected patients lipid damage




OV-infection also causes DNA lipid damage
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Study site
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Endemic area of OV Infection survey




First visit at Univ. Hospital & Praziguantel Rx




Two-month followed up at Phuvieng study site
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Protocol of the study
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Etheno-DNA adducts analysis in WBC

ENZYMATIC HYDROLYSIS
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Protection by Praziguantel against DNA damage
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Protection by Praziquantel against OV-induced inflammation
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An antioxidant status after praziguantel
treatment
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The Spearman correlation of parameters

o- 8- Nitrate/
tocopherol isoprostane MDA nitrite ALP
edA -0.180 0.249 0.208 0.275 0.275

(0.105)' (0.032) (0.048) (0.008) 0.009
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edC -0.218 . i 0.233 0.204: 0.149 : 0.346 :

(0.056) 5(0.048) (0.047)§ (0.150) 5(0.001)5

a-tocopherol 1 -0.229 0.433 : -0.238  -0.238 :

(0.058)  (<0.001): (0.032)  0.038

(P value)




Conclusion

Liver fluke infection > ™® C Chronic inflammation
T

Praziquantel —i l

Oxidative/nitrative stress (ROS/RNS)

Vt.E —|1
Lipid peroxidation, HNE
|
Adducted nuclear and mitochondrial DNA (bile duct epithelia)
|
Bile duct hyperplasia, dysplasia
|

»(  CCA —) Tumor progression




Summary

Praziguantel treatment & Vitamin E supplementation
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