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ABSTRACT B

Hepatocellular .carcinoma (HCC) is one of the most common

mallgnant tumors wo:ldw1de The aim of the present study was to assess

the * assocnatton of mutation of spec1f'c genes cytochrome P450 IAT

(CYP]AJ) cytochrome P450 2D6 (CYPZD()) mlcrosomal epox1de hydrolase

(EPHX) and palaoxonase (PON 1) arid environmental exposures on the risk of

HCC-in Egypt. A case:control study ‘was conducted on 459 ‘subjects with

. conﬁlmed HCC recrulted ﬁom the Natlonal Cancer Institnte' Cairo _

Umve]s:ty, Egypt, and 634 controls recru:ted from orthopedlc department

Cairo University Hospital, Egypt andifrom two villages in Menoufiya

governorate. Patients who “agreed to participate signed a consent _form,

answered a questionnaire and gave a blood sample for hepatftis virus and
genetic testing. PON1 polymorphism tvas inversely related to.HCC, OR was
0.7 (95% CI: 0.5-1.1). EPHX1 Slow activity was significantly associated-with
HCC (OR= 1.5, 95% CI: 1.1-2.2) compared to high ‘metabolizers after
adjustment with age, sex, current HCV and‘ current HBV infection. C_Y_PIA]
mutation was not associated with HCC in the present study (OR= 2.0, 95%
Cl: 0.4-10.2). CYP2D6 extensive metabolizers was associated with HCC
(OR= 1.8, 95% Cl: 1.1-3.0) compared to poor metabolizers. No significant
interaction between 51n0king or pesticides expeeure and the studied genee. As
expected, the strongest risk factors for HCC in this study were HCV RNA
(OR = 11-13) and current HBV infection (OR = 6-97). This sttldy therefore
suggests that mutation in the studies genes are additive risk factors to curfent

HCV and HBV infection.

. _. Key words
- Hepatocellular carcinoma, Gene-Environment tntexactlon PONI, EPHX]
- CYPLAIL, CYP2D6, HCV, HBV






LIST of ABBREVIATIONS '!
B

B o o M AL LT gt 5 T e T R T

AFB1  Aflatoxin BI -
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iBP_'". - Benz_n_a[a]p)'?rcﬁel- I -
-a Confidence Interval - L

A _COT\’I:{; _'Catecfjol-O—methy!traﬁs_férase - e
CT- ~ ~Computed Tomography - - -
EYP - _Cy.tochrome-P450. _ | ) ) -
" CYPIAI cytochrome P-450. 1A1

CYP2D6  Cytochrome P450 2D6

DMEs Drug metabolizing enzymes

DNA Deoxyribonucleic Acid
EH Epoxide hydrolases
ElIA Enzyme Immunoassay

ELIZA Enzyme-linked Immunosorbant Assay
EM Extensive metabolizer

EPA Environmental Protection Agency
EPHXI1 Microsomal epoxide hydrolase

ER | Endoplasmic Reticular

GSH Glutathione

GSTMI1 Glutathione-S-transferase imul

GSTP G|utathione-S—transferase pi

GSTs Glutathione-S-transferases

GSTT1 Glutathione-S-transferase thetal
HBcAb f_\ntibody to Hepatit_is_'B Vi__rus Core Antigen )
‘HBsAg Hepatitis B Virus Surfacc Antigen -
HBV Hepatitis B Virus
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HCC Hepatocellular Carinoma
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.- - HCV-Ab ‘Antlbody to Hepatltls C Vitus - : ;"_r_: e
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llé—__\/al o Isolepcine_—vali_né -_ o
lMs o l[ﬁérmediate metabolizer _
LI)L' _ Low- dmsnty lipoprotein - -. .

MCCH Malignant Complxcatlon of Chrormc Hepatitis C mﬁaction -
mRNA - messenger RNA ) )

NAT2 N-acetyltransferase 2~ L

NATPI N-acetyltransferase péeudbgene’ 1

NCI " National Cancer Institiute -
NHL Non-Hodgkin lymphomas
NIEHS National Institute of Envuonmental Health Science -
oD th!cal density
OR Odds Ratio

- PAHs Polycyelic Aromatic Hydrocarbons

PCR- | Polymerase Cham Reaction
PhIP 2-amino-1 methyi -6-phenylimidazo [4, 5-b] pyrldme
PM Poor metabolizer
PONI1 P-araoxonase
RFLP Restriction Fragment Length quymorphism
RNA . Ribonugcleic acid |

. RT _  ~Reverse Transcriptase

RT-PCR  Reverse Transcriptase-Polymerase Chain Reaction

SEER Surveil_lance, Epidemiology, and End-Results



SNPs
UM

fVHRL_'::'v' Viral Hepatitis Res-e_arl(-:h-_LaB.

Single Nucleotide Polymorphisrﬁs

Ultrarapid metabolizer
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