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Table 1. Clinical and serological datas in 7 patients with chronic HBV infection

Pt. Agel Histological HBVeAg/ HBV Abnormal
No. sex diagnosis* antibody DNA ALT

1 45/M LC -1+ + -

2 38/F CAH+LC -1+ + -

3 42/ M LC +/- + -

4 40/M CAH+LC +/- ++ +

5 48/F CAH -1+ + +

6 21/M CAH +/- ++ +

7 44/M CAH +/- + +

* LC, liver cirrhosis ; CAH, chronic active hepatitis.

Table 2. Primers used for amplification and sequencing of HBV 7 precore core

precore and core DNA

HBV(HBVc) DNA

Name Primer Sequences cloning

H1s GTAAGGATCCGTTCACCAGCACCATGCAA

H2as GAGCTCTAGAGTTTCCCACCTTATGAGTCC ’

H3s ATGGACATTGACCCGTATAA

Has CCTCACCATACAGCACTCAG 5 2 : 21

H5s TTGTGGTTTCATATTTCCTG 48 41.2 . HBe

H 6as AGAGGCGGT GTCGAGGAGAT 4 | anti- HBe 3 3

H7as CTAATTCCCTGGATGCT GG seroconversion 12

H 8as GAGGCGAGGGAGTTCTTCTT alanine transaminase (ALT)

T7s TAATACGACTCACTATAGGG

SP6as ATTTAGGTGACACTATAG ! 4 ’
3

Primer positions on HBVe DNA

(Table 1). HBVc DNA

sense

antisense primer

His H3= Hds H&5s
— — — —
Precore Core
- - - -
HEas H7as HBas F
, 24 autoradiography
DNA . DNA
A usbel n Patiant ric
wild Tar
1. HBV
(chronic active hepatitis, CAH) Fig 1. Wild type and deletion mutants of HBV DNA
3 i encoding precore and core region. Serum of
’ (liver seven chronic active hepatitis patient were used
cirrhosis, LC) 2, 2 for amplification of HBVY DNA by PCR.
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Fig. 2 Nucleotide and amino acid sequences of precore and core gene of HBV isolated from chronic

active

hepatitis patients with or without liver cirrhosis. Open boxes represent deleted sequences, and [
represents stop codons.
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Fig. 2. (continued) Nucleotide and amino acid sequences of precore and core gene of HBV isolated from
chronic active hepatitis patients with or without liver cirrhosis. Open boxes represent deleted

sequences, and [ represents stop codons.
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Mutations in the Pre- C and Core Region
of Hepatitis B Virus DNA in Chronic
HBV Carriers

Su Yul Ahn, M.D.

Department of Internal M edicine,
Kosin University School of M edicine, Pusan, Korea

Jong Wook Park, M.D., Su Jeong Yun, M.D.
2Byung Kil Choe, M.D. and 3Min Ho Suh, M.D.

D epartment of Immunology, 2nstitute for M edical
Science, D epartment of Microbiology,
Keimyung University School of M edicine, Pusan, Korea

Objective Causes of diverse clinical sourses of
patients with chronic hepatitis B virus(HBV) infection are
not fully-known. The host immune response to HBV
antigen and the appearance of mutant viruses are believed
to be important factors. To determine whether appearance
of precore and core mutant viruses are related to the
clinical course of the patients, we analysed the entire core
region of viral DNA in 7 HBV chronic carriers.

M ethods
chronic active hepatitis, 4 CAH with cirrhosis)and pre-C

Serum was obtained from 7 patients(3

and core region of HBV were amplified by polymerase
chain reaction, then directly sequenced.

Result : In all 7 HBV DNA there was a point mutation
from T to C at nucleotide 2104 of core region, and each
DNA also contained 6 to 17 variable point mutations at
different yielding

substitution. One of DNA had a point mutation from A to

nucleotides various amino acid
G at nucleotide 1898, converting tryptophan(TGG) to a
stop codon(TAG). Two cases of deletion mutations
covered C-region segment ranging from nucleotide 2142 to
2306 and one case of deletion covered pre-C region
ranging from nucleotide 1815 to 1843.

Conclusion Three out of seven DNA contained
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mutational sites coincided with known immunodominant T

cell epitopes and rest of the mutational sites could also
affect the antigenecity of the HBV. T herefore, mutant

HBV could after the host immune response, and may

modulate the clinical course of infection.
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