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Abstract

Natural History of HBeAg Negative Chronic Hepatitis B Virus Infection;
A Cohert Study

Chang Mo Moon, M.D., Do Young Kim, M.D., Ki Jun Song, Ph.D.I, Ja Kyung Kim, M.D.,
Hyun Woong Lee, M.D., Jung Min Lee, M.D., Ki Tae Yoon, M.D., Yong Han Paik, M.D.,
Dong Ki Kim, Ph.D.l, Kwang-Hyub Han, M.D., Chae Yoon Chon, M.D., Young Myoung Moon, M.D,,
and Sang Hoon Ahn, M.D.

Department of Internal Medicine, Institute of Gastroenterology, and Department of Biostatistics”,
Yonsei University College of Medicine, Seoul, Korea

Background/Aims: The long—term virologic and biochemical changes in patients with HBeAg negative
HBYV infection, especially in Asia, remain unclear. To address this issue, we conducted a 3 year-
retrospective, cohort study. Methods: A total of 157 patients with HBeAg negative HBV infection who were
monitored without treatment were reviewed between January 1999 and March 2004. Those patients were
followed up every 3 months with liver function tests and serologic tests. All patients were stratified into
3 groups; inactive carrier (IC), viremic carrier (VC) and chronic hepatitis (CH). Serum HBV DNA was
measured by a hybridization assay (sensitivity: 1.4%10° genomes/mL, Digene Diagnostics, Silver Spring,
USA). Results: The median age of enrolled patients was 42.7 years (M:F=2.3:1). By single time—point
observations, the 3 year-cohort prevalence of HBeAg negative CH varied from 12.7 to 35.8% (median 20.7%)
HBeAg negative CH was accumulated over time (P=0.002) and transition rates among three groups after 3
vears of follow-up are as follows: IC to CH, 6.0%; IC to VC, 4.196; VC to CH, 23.2%. VC seems to be a disease
state in the middle of transition from IC to CH. Conclusions: We demonstrated the dynamic changing patterns
of HBeAg negative CH with time, of which the change from IC or VC to CH was dominant. (Korean ]J
Hepatol 2006;12:163-172)
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Table 1. Clinical Characteristics of Enrolled STHGE 3). 3671 &<t W3t glo] njgsAd B
Patients Azt FAE #AEo] F 248(163%) 22 T
Clinical Characteristics Results Eaiee
Age (years, mean*SD*) 427%129
Sex (male : female) 109:48 (2.3:1) 3. AlZH Zafof ME Mz REO M
Initial diagnosis (%) 7MY HH o= AL vjEEAd BRA vlo]
Inactive carriers 109 (69.4) 2 %A BeRL @54 119 A 2o X E 9
Viremic carriers 13 (83) sto] A|7F Aato] wpE Rz wWaZ sro)s &
Chronic. hepaitis 23 ATHLH 1), 37 2}eh 2% HBeAg 4 2

Initial laboratory finding

=] 710de] HoE OWE 0 _
Platelet count (/ul) (X1,000)  2085+877 574 e et FRES 207% (12.7-358%)°]

Serum ALT (TU/L)T 20.0 (5-5470) itk 2700 HEEA BHAT, vpolEl A A

Serum albumin (g/dL) 4274045 BEAT, &54 e 77 10993(69.4%), 13

Serum bilirubin (mg/dL)’ 0.65 (0.2-10.4) ™(8.3%), 35W(22.3%)01g o 18 13 o] A
*Standard deviation, 'median (range) Zto] Axgto] ulgt HF5e Qo) vEFA EH

Ade Ao g gasta FEA BATS F
Table 2. Clinical Features of Each Group
Variables CH 1IC P-value vC P-value
(n=35) (n=109) (CH vs. IC) (n=13)  (CH vs. VO)

Age (years, mean®SD") 395+15.1 4341126 0.483 437183 0.555
Sex (male : female) 291 221 0.618 151 0.406
Initial laboratory finding

Platelet count (/ul.) (<1,000) 1846+84.2 2171834 0136 1450£53.8 0.421

Albumin (g/dL) 421+0.41 4284047 0.220 4.38£0.25 0.236

Bilirubin (mg/dL)T 0.8 (0.3-104) 06 (02-1.8) 0.046 0.7 (0.3-1.1) 0.433

ALT (IU/L)" 158 (95-5470) 25.0 (5-45) 0.000 35 (20-44) 0.000

ALP (IU/L) 986+60.1 75.7125.4 0.036 85.9+23.4 0.929

PT (%) 95.7115.4 M7+113 0.598 87.7%81 0.239

CH, chronic hepatitis; IC, inactive carrier; VC, viremic carrier; PT, prothrombin time
*Standard deviation, 'median (range)
Mann-Whitney test
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Table 3. The Profiles of Disease Status Changes in the 157 Patients

Baseline 3mon 6mon 9mon 12mon 15mon 18mon 2lmon 24mon 27mon 30mon 33mon 36mon Frequency Percent

IC IC IC IC IC IC IC IC ic IC IC IC IC 24 1529
IC Ic I IC IC IC IC IC IC IC IC IC 10 6.37
IC IC I IC IC IC IC IC IC IC IC 9 573
CH CH CH CH CH CH CH CH CH CH CH CH CH 7 446
Ve vc VvVC VC CH CH CH CH CH CH CH CH CH 2 1.27
IC IC IC IC CH CH CH CH CH CH CH CH CH 2 1.27
IC IC IC IC IC IC IC IC IC IC IC IC CH 2 1.27
CH CH CH CH VC Ve vC CH CH CH IC IC CH 1 064
CH CH IC IC CH CH IC IC CH CH IC IC IC 1 064
CH IC CH CH CH CH CH CH CH IC IC IC IC 1 064
CH IC CH IC CH IC IC CH IC IC CH IC CH 1 0.64
CH IC IC CH IC IC IC IC IC IC IC CH IC 1 0.64
vC vC CH CH CH Ve vC CH VC CH IC IC IC 1 064
vC vC CH VC VC vC ve VC Ve Ve vC VC 1 064
Ve vC VC VC VC CH ve IC IC IC IC CH 1 064
IC IC IC IC IC IC IC IC vC Ve VC vC VC 1 064
IC IC IC IC IC IC IC IC IC IC IC CH IC 1 064
IC IC IC 1IC IC IC IC IC IC IC IC vC VC 1 0.64

IC, inactive carrier; VC, viremic carrier; CH, chronic hepatitis
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Figure 1. Serial changes of distribution among three groups
IC, inactive carrier. VC, viremic carrier; CH, chronic hepatitis
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Figure 2. Changes in disease patterns among three groups
at 3 month of follow-up interval.

IC, inactive carrier; VC, viremic carrier;

CH, chronic hepatitis

IC-CH (%): (Number of patients from IC to CH group/
Number of patients in IC group) x 100

IC-VC (%): (Number of patients from IC to VC group/
Number of patients in IC group) x 100

VC-CH (%): (Number of patients from VC to CH group/
Number of patients in VC group) < 100
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Table 4. Probability of Patients Being in Each Group a2
during Follow—up

vk B 7rgdlolgl ~(HBV) 49zt A A

Group Month Probability* ProbabilityJr ProbabilityT - ©

IC 0 431 352 9217 Ao 39 5HuEd ol2a, fEudAT 4
CH 0 40,05 1571 144 el of 507t AeHel sle dem A
e 0 3401 1528 50.71 o} 5wk Bl o] Aol A HBeAg %4 ol A
IC 3 460 377 91.58 anti-HBe= FA A=W o5 HBV S40] ¢
aroo Awe s b B Aol @4 HBV DNAZF 2454 &3t 14
Ve 3 35.80 15.46 4876 o

® 6 501 404 90.96 7t Ao oA A Hm, Aster AN 1
CH 6 4389 1571 40.44 o] 37 HolA Ak ey 4% HBeAg
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AN B O I R R E A v b
IC 36 10.41 757 82.19 S Ak Ao delx 9om® e opajo}
CH 36 6326 1320 2373 ST} Fof A] %ﬂ o 179%7 Zel At & S%o]
vC 36 57.05 14.42 2875 17.7%% ®W313kd B o) A= HBsAg o]:;a
IC, inactive carrier; VC, viremic carrier; HBeAg 24, anti-HBe 43¢l 1,104 o} A=

CH, chronic hepatitis o -
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