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Prevalence of hepatitis A virus antibodies in patients with
chronic liver disease in Shiraz, Iran,

Indlian | Gastroentevol. 2005 Jun-Feb: 24(1):82-3.

Saberifiroozi M, Serati AR, Taghvaee T, Marooofi GR, Shirazi
KM.

Abstract is not available.

Hepartitis B vaccination status in health-care workers.
fndian [ Gastraenterel. 2005; 24(2):33-4.
Satfar MJ, Joovan AR, Mahdavi MR, Khalilian AR

Health-care workers (HOCW) are at increased risk of hf:p;ll:il.iﬂ 8
virus (HBV) intection, primarily from occupanional ¢xposure to
infectious body tluids from patients with chronic HBV intection.
Pre-exposure immunization of HOCW against HBY  and
documentation of their response to vaccination have been
reccommended. Voluntary immunization approach may tail and
many HOW do not complee their HBV vaccination series.
Therefore, optimal vaceine coverage would be best achieved by
mandatory vaccination, ...

Genotype characterization and phylogenetic analysis of
hepatitis B virus isolates from Iranian patients.

| Med Virol. 2005 Feb; 75(2):227-34.

Amini-Bavil-Olyaee S, Sarrami-Forooshani R, Mahboudi F
Sabahi E Adeli A, Noorinayer B, Azizi M, Reza Zali M.

Hepatris B virus (HBY) 1s one of the major causative agents of
acute and chronic liver discase worldwide and is believed o be
responsible for a million deaths annually. Eight genotypes ot HBYV,
A o H, have been described on the basis of similarity of the
complere genomes sequence. Although, 1t 18 reported thar the
prtdnmin;mt HBY genowype in the Mediterranean area and the
middle cast is genorype D, there are no reports on HBV genotypes
prevalent in Tran. In this study: the Cand § regions of HBV from
26 chronic hepatitis B Tranian patients. were amplified and
sequenced. Phylogenetic analysis revealed thac all Tranian HBV
isolates sequences were classitied into genotype D with boorserap
vilues of 100%, 73%, and 100% (1,000 replicares each) for S, C,
and predS2 regions, respectively. The mean percent intra-distance ot
S and C regions were 0.8% and 2.3%, respectively. The mean
percent inter-distance of 8 and C regions between Iranians and
genotype 1) isolates were 1.7% and 3.0%, respectively, and the
range of mean percent nucleoride distance of § and C regions
berween lranians and the other reference isolates were 7.9%-17.5%
and 4.8%-14.7%, respectively. Thirteen our of 23 HBY C region
sequences showed nucleotide "A" ar posinion 1896 (precore
mutant) in C region. Nucleotide 1858 showed presence of T in
all solares. No insertion or deletion was found in both regions.
Simlloc and
recombination bevween lranian isolates and other genorypes in

BootScanning  analyses did not show  any

both rtgjunh.
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Prevalence of hepatitis B infection in the southeastern
region of Turkey: comparison of risk factors for HBV
infection in rural and urban areas.

Jpn | Infece Dis. 2005 Feb: S8(1):15-9.

Mehmer 1), Meliksah E, Serit Y, Gunay 5, Tuncer (), Zevnep S.

Although hepatitis B has been well studied, there are still aspects ot
its epidemiology that remain to be cdarified. There are many
regions with high seroprevalence, particularly in the developing
I'L'gii]“':i U'E.[hi‘ WUI"LL 'rlT'H.l Ihf.‘l"li" ”.'ll‘;il]ﬂ."i L0000 J*'.]ll}"i"-'ll K8 I'I}J."lr'l._' Lii!-i-l..'i'i._']”
cpidemiologic patterns. Nonetheless, there are currently no dat on
the differences in hepatitis B seroprevalence berween urban and
rural areas of Turkey. In the present study. theretore, we used 30-
cluster sampling ro determine and compare the prevalence of
hepatitis B in the urban and rural areas of the least developed
region of Turkey, the southeastern region. From 2.888 adules living
in the region, blood samples were obrained from house visits, and
screened for HBsAg, anti-HBs, and ano-HBclgG. Factors
associated with hepatitis B seroprevalence, particularly living in
rural areas, were analyzed with multivariate methods, The
seroprevalence of HBsAg was 8.2% in the rural and 6.2% in rhe
urbuan areas. There was a statistically signiticant ditterence between
urban and rura FEgIons i terms ot 1 [BsAg positiviry (crude OR:
0.745 95% CI: 0.535 - 0.98). Exposure to hepating B virus (HBV)
increased with age both in urban and rural areas. Lower educarion
level was also an important risk facror for hepartits B seropositvity
i urban areas (adjusted OR: 1.60; 95% CI: 1.26 - 2,19) but not
in rural ones (adjusced OR: 0.77; 95% Cl: 0.36 - 1.69). Familial
jaundice history was a stanstically significant risk factor for HBsAg
positivity in rural areas (adjusted OR: 2.15; 95% CI: 1.30 - 3.506)
but not m urban ones {adjusted OR: 1.48; 95% Cl: 0.96 - 2.27),
This study shows that the prevalence of HBV inlection in the
southeastern region of Turkey is intermediate among the levels
reported  for the EFEuropean region of the World Health
Organization.,

Serotyping of hepatitis C virus in hemodialysis patients:
comparison with a standardized genotyping assay.

Diragn Microbiol | J.Lff"t‘! Dis. 2005 Feb: 51(2):9]-4.

Elsawy EM, Sobh MA, El-Chenawi FA, Hassan [M,

Shehab El-Din AB, Ghoneim MA.

Microbiology Division, Department of Laboratories, Urology
and Nephrology Center. Mansoura University, Mansoura
35516, [ET}}I

The aims of rthis study were o investigare the prevalence of
hepatitis C virus (HCV) genorypes and serotypes in anu-HCV-
positive hemodialysis patients and determine the concordance
genotyping  and  serotyping  methods.
hemodialysis patients were included in chis study. HCV RNA was
determined using polymerase chain reaction assay and genorypes
using a line probe assay. HCV serotyping was performed with
competitive enzyme-linked immunosorbent assay. Genotype 4 (52
paticnts) was the most predominant genorype. tollowed by type |
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(10 panents). The most prevalent HCV serotype was type 4 (41
patients), followed by serotype 1 (6 patients). We detected mulaple
scrotypes in 4 patients and untypeable strains in 11, The overall
sensitivity of serotyping assay was 82% for the study patients.
According to the genotyping resules, the sensitivity of serotyping
wiis 60% and 86.5% for HCV rypes 1 and 4, respectively. There
was a 100% concordance berween results of seroryping and
genotyping in the identification of HCV type 1 and 91%
concordance in HCV type 4. Serological typing method may be of
great value in microbiology laboratories that require a simple assay
for idenufication of HCV genotvpes, although the sensitivity of
this assay may be limited by the immunocomperence of intecred
hemodialysis patients.

TRUGENE sequencing versus INNO-LiPA for sub-
genotyping of HCV genotype-4.

J Med Virel. 2005 Mar; 75(3):412-20.

Zekn AR, El-Din HM, Bahnassy AA, El-Shehabi AM,
El-Leethy H, Omar A, Khaled HM.

Virology and Immunology Unit, Cancer Biology Department,
National Cancer Institure, Cairo, F.gypt.

Hepatitis C virus genotypes and subtypes determination is an
important tactor for understanding the epidemiology of the virus,
in the pre-treatment evaluation of the padents and in defining
better treatment strategies. In the present study, we compared two
L'nnmwn_'i.'i”}' available ASSAYS for HCV ZeNOryping: the reverse
hybridization based Innogenetics INNO-LiPA HCV 11 and the
direct sequencing by TRUGENE assay. The study included 31
HCV-RNA positive Egyprian patients: 18 parients with chronic
active hepatitis, 8 with HCC, and 5 with cirrhosis, Using the
TRUGENE genoryping test, all the samples had genowvpe 4
(100%) and subtyped as 4a in 18/31(58%), 4c in 10/31 (32%)]), 4e
in 1/31 (3%), 4a/c in 1/31 (3%), and 4g in 1/31 (3%). Using the
INNO-LiPA assay, 30 samples had genotype 4 (97%), and |
sample had genotvpe Te (3%). One sample showed mixed
infection  with type 4f and tvpe 1. {.]Ill}' 51X .ha'.un|:|1f_':-; Were
subtypable by INNO-LIPA, three were genotype 4c/d, and the
other three were 4, 4e, and 1e. Seven samples gave reactivity in the
INNO-LiPA of lines 5, 6, 16, 17, 18, which are considered
'I.J!'I.l'}'[‘.lill'}[L' h}' the mterpretaton chart bur considered to be a rare
HCV genotype 4 by the manufacturer. At the genorype level, there
was a 97% concordance berween TRUGENE sequencing and
INNO-LIiPA., but at the subtvpe level the concordance rate was 3%
only, We condude that the TRUGENE genotyping assay is a
reliable west for HCV genotyping for the detection of major types
and subtypes detection, while INNO-LiPA is a good test at the
genotype level but unreliable for subtyping especially in the
Egvptian population. This is mainly due to the high diversity of
genotype 4, which is the most prevalent genotype in Egypr.

Immune response to Hepatitis B vaccine among children
in Yemen.

Saudi Med |. 2005 Feb; 26(2):281-4.
Sallam TA, Alghshm HM, Ablohom AA; Alarosi MS,
Almotawakel RE, Farea NH, Mosleh AA,

Objective: [his study looks into the immune response to hepatius
B vaccine (HBV) among children who completed the 3 doses of
vaccine 7-years after inclusion of HBV vaccination to the National
Extended Program for Immunizations (EPI) in Yemen.

Methods: Berween March 2002 and Ocrober 2002, a total of 170
children, aged 13-73 months with a mean age of 43.64 +/- 17.42
SD months; and have completed the 3 HBV vaccine doses were
investigated tor immune response to HBV vaccine by quantifying

anti-HBs. Past infection was investigated by testing children
total ant-HBc.

Results: Of all children, 49.4% were males and 50.6% were
temales. One hundred and fortyv-rwo (83.5%) responded to the
vaccine (antibody level > or = 10 mIU/ml). Only 3 children of 153
(290) were reactive to anti-HBc indic::ating that the response was
due to vaccination rather than combined effect of vaccine and
HBV past-infections. There was a rrend of Llf_'_c.n:.l.r;ing anribody
level with an increasing age. However, the difference in anribody
levels berween age groups was not statistically significant (2=0.40).
Significantdy lower anubedy level (P=0.02) was found among
children with a low economic status.

Conclusion: This .*.lud}' has revealed a high FESPONSE Tl Lo HBV
vaccine. However, a considerable proportion (32.4%) of
vaccinated children remains to be reconsidered for either
revaccination or booster doses due to lack, inadequate or low
response. | he trend of decreasing antibody level with increasing
Age SUgEests 4 n eer] of careful Monitoring of HBY vaccine L‘i‘_ﬁtm_‘}“
in Yemen. Demographic factors such as gender number of
inhabitants per room and educational level of father did not
significantly aftect the immune response to HBV vaccine.

HCYV associated glomerulopathy in Egyptian patients:
clinicopathological analysis.

Virology. 2005 Mar 30; 334(1):10-6.

Sabry A, E-Agroudy A, Sheashaa H, El-Husseini A, Mohamed
Taha N, Elbaz M, Sobh M,

Background: Hepatitis C© virus (HCV) infection in Egypt has
reached an t‘pitlt'mlt; Proportion and is associated with MANY extra
hepatic manitestations; Glomerulonephrits (GN) is one of the
maost consequences of HOV infection often resulting in end stage
renal disease in some cases. Detection of viral genome or parricles
within the I{idm’}f l‘!lﬂl‘!!&iﬁ'.‘-. from HOV-infected paticnts has proven
to be difficult. Histological characrerization of renal lesions still
represents @ major challenge. The aim of our work was o describe
the histological pattern of HCV-associated nephropathy.
Methods: Fifty Patients-out of 233-presented to Mansoura
Urology and Nephrology clinic with manifestations of glomerular
disease were screened for HCV anubodies by a 3rd generation
ELISA test. Those tested positive for HCV antibodies were
confirmed by PCR tor HCV-RNA and subjected to more derailed
chinical, biochemical and histological study. Kidney biopsies and in
appropriate cases liver biopsies were examined by LM and electron
microscopy (EM).

Results: Histwological study of renal biopsies revealed
membranoproliferative (MPGN) type 1 to be the most common
lesion encountered (54%), followed by tocal segmental
giilmcruh'mtlumﬁiﬁ (FSCS) (24%), m::i.mgit'r!‘:rrnli{:::r.'itfw: N
(18%]), membranous nephropathy (MN) (4%) in that order. EM
examinartions of renal biopsies were successtul in identfying HCV
like particles in frozen renal tssue.

Cﬂ“[]usi:'un: HCﬂl'r'F‘ﬂ.ﬁﬁ‘.?Ei:lth EI.L'IIT]‘.'_‘TU].‘:]P-'.{T.}'I}" Ilﬁ | -I.Ji'.-‘.tinl._'t L".itﬂ:gur},-'
of glomerulonephritis. Results of LM showed some peculiar
features. In additon, we were suceessful in location and detection
of HCV particles in renal tissues by EM.



Frequency of hepatitis “C” in Buner, NWFL

Call Physicians Surg Pak. 2005 Jan; 15(1):11-4.
Muhammad N, Jan MA,

Department of Medicine, District Headquarter Hospital,
Daggar, Buner.

Objective: To assess the frequency of hepatitis C in Districe Buner.
Design: Descriptive study.

Place and Duration of Study: This study was conducted on
outdoor patients in Medieal OPD of District Headquarter (DHQ)
Hospital, Daggar from January 1998 to December 2002,
Patients and Methods: A toral of 16,400 patients of age berween
(15-70 years), who attended the outpatients department of
Medical Unit at DHQ. Daggar with non-specific symptoms of
dyspepsia, heart burn, bloating, generalized body aches and pain in
right hypochondrium were screened for anti-HCV anti-bodies by
3rd generation ELISA. PCR and abdominal ultrasound was also
done. Standard trearmenr was also siven. Risk lfacrors were
evalugred. Population af district was regionwise divided into
sectors A-D and then into subsectors.

Results: Our of 16,400 patients, 751 were found positive tor anti-
HCOV antibodies (4.57%). The mean age of the patients was 37
years. T he youngest was 13 vears while the oldest was 65 years. The
frequency of hepatitis C was higher among the male, 409/751
(54.46%) as compared o termale, 342/751(45.93%). Hundred
percent (751/751) had hiswory of injections, S2/751 (6.92 %) had
major surgery, 8751 (1.06%) had blood rtranstusion, 73/751
(9.72%) had dental procedure, 3/751 (1.39%) had ooing and
332/751 (44.200) had shaving by community barbers. The
highest prevalence of heparitis € was found in sector A1(9.7%)
and the lowest in secror D30.5%),

Conelusion: Hepatiris C is 2 common health problem in Districe
Buner, and needs proper attention to alleviate the suffering of the
people. It is essential 1o assess the magnitude of the problem, which
will help us in understanding the dynamic of its transmission for
control and prevention.

Detection and genotyping of GBV-C virus in the United
Arab Emirates.

[ Med Viral. 2005 Jun 23; 76{4):534-540.

Abu Odch RO, Al-Moslih M1, Al-Jokhdar MW, Ezzeddine SA.

GB virus-C/Hepatitis G virus (GBV-CIHGV), collectively known
as GBV-C, is spread widely and has been reported ro be associated
with non A-E hepatits. The aim at the current project was o
determine the rate of infection and genotypic characrenistics of
GBV-C in the United Arab Emirares (UAE). A towl of 379
plasma/serum samples representing different populations in the
UAF ind comprising healthy as well as patients positive for HBV
and HCV were screened using RI-PCR/nested PCR of the 5'-
unteanslared region (UTR). National subjects (n = 168) and non-
nationals residing in the UAE (n = 211) were tested. The results
obrained showed that the rate of GBV-C infection in healthy
nationals, and those positive for HCV or HBV were 11.1%,
14.3%, and 5.7%, respectively, compared to 8.3%, 33.3%, and
8.G, respectively, in non-nationals. No statistically significant
correlarion between infection with GBV-C and HCV or HBV (P
> 0.05) was found. Sequence analysis of the 5-UTR using 37 and
46 dones from & and 6 healthy natonals and non-nationals,
respectively, revealed the prevalence of the European/North
American genotype 2 when compared o the five reference
senotypes in GenBank.
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Estimation of the risk of transmission of hepatitis C
between spouses in Egypt based on seroprevalence data.
Inr | Epidemiol. 2005 Feb; 34(1):160-5. Epud 2005 Jan 12.
Magder LS, Fix AD, Mikhail NN, Mohamed MK,
Abdel-Hamid M. Abdel-Aziz F, Medhar A, Strickland GT.

Background: Transmission of hepatiris C virus (HCV) between
spouses could be due 1o sexual contacr, sharing needles, or other
routes. There is uncertainty regarding the degree to which HCV is
transmitted between spouses.

Methods: Data from a 1997 cross-sectional serological survey of
HCV in two communitics in Egypt were used o estimate the risk
of transmission between spouses by simultaneously modelling the
probabilities of community acquisition and spousal transmission of
HCV as funcrions of known predictors,

Results: We estimare that the probabiliny of wite-ro-husband
cransmission was 34% (95% Cl: 15-49%) and 10% (95% Cl: 0-
26%) for anti-HCV-positive wives with and without detectable
HCV RNA, respectively. The probabilicy of husband-to-wite
cransimission was estimared to be 3% (93% Cl: 0-13%) and 0%
(95% CI: 0-9%) for husbands with and without detecrable HCV
RNA, respectively. ar the time of the survey. There was moderite
evidence that the probubility of wife-to-husband transmission
differed from that of husband-to-wife transmission (/7 = 0.076),
and there was greater risk of transmission from those wich
detectable RNA at the tme of the survey (/7= 0,046). We estimate
that 6% of those infected acquired HCV from their spouse.
Conclusion: Our study results support the possibilicy thar HCV s
rransmitted between spouses in Egypt. Further research is needed
ro identify the exact routes of transmission so that preventive
miasures can be institured.

Chronic hepatitis C. Genotypes and response to anti-viral
therapy among Saudi patients.

Sundi Med [ 2004 Dee; 25(12):1933-8.

Al-Traif [, Handoo FA, Al-Jumah A, Al-Nasser M.

Objective: The aim of this study is to compare the response of
hepatitis C virus (HCV) genorype 4 with other genotypes to anti-
viral treatment among Saudi patients in a prospective randomized
trial.

Methods: The study was conducted in the Deparrment of
Hepatobiliary Sciences at King Abdul-Aziz. Medical Ciry, King
Fahad National Guard Hospital, Riyadh, Kingdom of Saudi Arabia
from March 1997 to January 2000. Sixty-two patients (33 males
and 29 females) aged > or =18 with chronic hepatitis C nor treated
previously were tested for HCV genotype and randomly assigned
co receive interferon (1FN) alfa 2b 3 million unies 3 tmes per week
alone or in combination with ribavirin 1000-1200 mg orally pes
day for 48 weeks. All patients were monitored for safety and
efficacy of the therapy at 4 week intervals during rrearment and
followed up for at least 24 weeks after completion bt treatment.
The primary end point was loss of detecrable HCV-RNA 24 weeks
after treatment completion, defined as sustained virological
response (SVR).

Results: Hepatitis C virus genotype 4 was seen among (64.5%)
HCV Saudi patients. Hepatitis C virus genotype 1 was the nexst
most common (30.6%). A SVR of 42.8% (9 our of 21] was seen
in HCV genotype 4 and 40% (4 out of 10) among other HCV
genotypes with combination therapy of IFN and ribavinn (72-0.1).
With IFN alone the sustained response rate was 15.7% for
genotype 4 and 16.6% for other genotypes mainly genotype 1
(/7 =0.1).

Conclusion: We concluded that HCV genotype 4 is the most
prevalent  genotype among HCV infected Saudi parients.
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Genotype 1 was the next most common while genotvpes 2, 3 and
> were least prevalent. There is no statistically significant difference
in response rate of patients with HCV genotype 4 to cither IFN
alone or IFN plus ribavirin when compared with genotype 1 of
HCW.

Detection of HCV-RNA in cerumen of chronically
HCV-infected patients.

irﬁ:‘yﬂgﬂ.ﬁ'rﬂpt‘. 2005 Mar; 115(3):508-11.

Bayindir Y, Kalcioglu MT, Durmaz R, Ozturan O.

From the Departments of Infectious Diseases and Clinical
Microbiology (y.b.). Ororhinolaryngology (m.t.k., 0.0.), and
Medical Microbiology (r.d.), Inonu University, Medical
Faculty, Malatya, Turkey.

Objective/Hypothesis: Viral hepatitis C is a worldwidc public
health problem. Hepadtis € virus is mainly transmitted by
parenteral or percutancous route. Nonparenteral transmission,
such as through sexual acrivity, houschold contact, and vertical or
perinatal exposure to body Huids or secretions, can occur, which
has been studied before, Cerumen, however. has not been
investigared tor its ability to transmic hepatitis C virus, The aim of
this study is to evaluare the importance of cerumen in rransmission
of hepatitis C virus infection.

Study Design: This study was performed on 35 parients with
contirmed chronic hepartitis C virus infection.

Methods: Thirty-five cerumen specimens collected from  the
patients with hepatits C virus RNA in their sera were prospectively
analyzed for the presence of hepatitis C virus RNA by polymerase
chain reaction,

Results: None of the 35 cerumen specimens were pusitive for
hepatitis C virus RNA.

Conclusion: This study showed that cerumen has no risk for
transmission ot hepartitis C virus infection, even in patients with
high heparitis € virus RNA serum levelss however, standard
infection control precautions should be applied carcfully in all
examinations and surgical operations of the ears.

[nterleukin (IL)-4, IL-10, IL-18 and IFN-gamma cytokines
pattern in patients with combined hepatitis C virus and
schistosoma mansoni infectionsdouble dagger.

Scand | Dormgenol. 2005 Jan: 61(1):87-91.

M El-Kady I, Lotty M, Badra G, El-Masry S, Waked 1.
Genetic Engineering and Biotechnology Research Institute,
Minufiya University, Sadar City, Egypt.

Schistosoma mansoni infection is characterized by a strong -
helper type 2 (Th2) cell-associated immune response, bur in the
case of viral infection, it is associared with interferon-gamma (IFN-
gamma) increase and induction of Thl immune response. Few
data arc available about the immune response of cases infected with
combined hepatitis CC virus (HCV) and schistosomiasis. Thus, the
investigation of the cytokine pattern in patients coinfected with
both HCV and Schistosoma mansoni was our rationale. This study
included four patient groups: Group | included 20 patients
inteeted with chronic HCV, Group 2 included 15 patients infecred
with schistosomiasis alone, Group 3 included 20 patienrs with
chronic HCV and schistosomiasis and Group 4 included 15
healthy control individuals with matched age and sex. Serum levels
of [FN-gamma, interleukin (11)-4, 11-10 and I1-18 were
measured in all groups by enzyme-linked immunosorbent assay.
The results showed thar the panients intected with HCV had
significantly higher serum levels of IFN-gamma and 1L-18
compared with the controls and wirth the patients with

schistosomiasis and coinfection (7 < 0.001). On the other hand,
serum levels of [L-4 and I1-10 were significantly higher in patients
with schistosomiasis and coinfection compared with the control
group (/' < 0.001 and 0.0001, respectively) and with the HCV
patients (/7 < 0.05 and P < 0.001, respecrively). A significant
ncrease in serum levels of 1L-4 and IL-10 was also found in HCV
paticnts comparced with the control (P2 < 0.05), Schistosomiasis
appears to induce a Th2 cytokine profile, with increase in serum
levels of TL-4 and [L-10, even in the presence of HCV coinfection.
In conclusion, schistosomiasis may downregulate the stimulatory
cffect of HCV on Thl cyrokines and this may lead to the
chronmicity of HCV infection in coinfected patients.
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Disposal of injection material used for the treatment of
hepatitis C: comparison with insulin-dependent diabetes
and thromboembolism.

Crastroenterol Clin Biol. 2005 fan; 29(1):63-8.

Causse X, D'Alteroche L, Si Ahmed SN, Giraudeau B,
Metman EH.

Hepanns C Network of the Centre Region.

Aim: The survey conducted in the Provence-Alpes-Cote d’Azur
region in France in 1999 showed that 38% of patients infected
with the heparitis C virus (HCV) receiving interferon injections in
their home were aware of the recommendations concerning the
disposal of injecrion marerial and that 41% of the needles were
discarded with household waste after use. The purpose of our study
conducted in the Centre region of France was to ascertain how
injection material used by HCV-positive patients for interferon
treatment are disposed of in comparison with marerial used by
patients injecting insulin for insulin-dependent diabetes mellirus
(IDDM)  or Enw—mu]L'L'ulnr—'ﬁ'c:ight heparin (LMWH)  for
thromboembolism.

Material and Methods: A questionnaire w be complered by
patients was proposed o HCV-positive patients attending
hepatogastroenterology clinics in the Centre region hepatitis C
network for therapeutic follow-up (N=113 patients) berween
Ocrober 2001-January 2002, The same qUESTIONNAITE  Was
proposed to patients attending follow-up consultations for insulin-
dependent disbetes mellitus (N=85 patients) or thromboembolism
(IN=23 patients) berween March-June 2002,

Results: Significantly more patients stated they were aware of
recommendations for disposal of injection marerial in the HCV
group (89%) than in the TDDM (67%) or LMW (26%) ETOUPS
(P<0.01). Injection material was discarded with household waste
less often by patients in the HCV group (6%) than in the IDDM
(32%) or LMWH (29%) groups (P<0.001) and more often
collecred in a satery box prior o incineratgion (73% in the HCV
group versus 63% and 14% in the IDDM and LMWH groups
respectively). The safery box was discarded with houschold garbage
more often by patients in the IDDM (549%) or LMWH (50%)
groups than in the HCV group (0%) (P<0.001). Fauivalent
proportions of the patients said they recapped the needle afrer use
(HCV 83%; IDDM 93%:; 1L MWH 84%).

Discussion: Information concerning use of safety boxes for
disposal of injection material should be provided 1o patients in
order to comply with regulatory recommendations on proper
disposal of used injection marerial. Morcover, the habit of
recapping needles (89% of all patients in this study) s still
widespread.



The minimum number of clones necessary to sequence in
order to obtain the maximum information about
hepatitis C virus quasispecies: a comparison of subjects
with and without liver cancer.

[ Viral Hepat. 2005 Jan; 12(1):46-50.

Gao G, Stuver SO, Okavama A, Tsubouchi H, Mueller NE,
Tabor E.

Most studies ot heparitis C virus (HCV) quasispecies have reported
the results of sequencing only three to five clones per sample. The
possibility that sequencing so few clones might not provide a
representative picture of the quasispecies present in a sample has
never been evaluared. The present study was conducted to evaluare
whether sequencing greater numbers of clones resules in berver
information  abour the HCY  quasispecies number and
distribution, and to compare the HCV quasispecies in liver cancer
cases and controls. RNA was extracted from serial serum samples
from six subjects with HCV-associated liver cancer and 11 age- and
sex-matched HCV-infected controls without liver cancer. The
hypervariable region 1 (HVR1) of the HOCV genome was
amplified, cloned, and sequenced. For further studies of 12 serum
samples from two liver cancer cases and rwo matched controls,
successive groups of 10 additional clones were sequenced up 1o a
total of 50 clones per serum sample. When only 10 clones were
sequenced from each specimen, no consistent differences were seen
between the number of HCV quasispecies in the six liver cancer
cases and the 11 controls. However, sequencing 40 clones from
cach of 12 samples from two liver cancer cases and owe controls
revealed a greater number of quasispecies in liver cancer cases than
in controls, Testing an additional 10 clones (50 clones per sample)
did not significantly increase the number of quasispecies detected.

Simultaneous detection of immunoglobulin A (TgA) and
[gM antibodies against hepatitis E virus (HEV) is highly
specific for diagnosis of acute HEV infection.

I Clin Mievobiol. 2005 Jan:43(1):49-506.

Takahashi M, Kusakai 8, Mizuo H, Suzuki K, Fujimura K,
Masuko K; Sugai Y. Aikawa T. Nishizawa T, Okamaro H.

Serum: samples collecred from 68 patiq:nna (age, mean +/- the
stndard deviation [SD]. 36.3 +/- 12.8 years) at admission who
were ﬂllwm]m*nr]i' muolecularly dl:a,gnm::d as having hepatits E and
from 2,781 individuals who were assumed not to have been
recently infected with hepatitis E virus (HEV; negative controls;

92.9 )= 18.9 wears), were tested for immunoglobulin M (TaM] I and
leA classes ot antbodies to HEV (anti-HEV) by in-house solid

phase enzyme immunoassay with recombinant open reading frame
2 prorein expressed in the pupae of silkworm as the antigen probe.
The 68 patients with hepartits F had both anti-HEV 1gM and anti-
HEV IgA. Among the 2,781 controls, 16 (0.6") had anti-HEV
lgM alone and 4 (0,1%) had anti-HEV IgA alone: these lgA/lgM
anti-HEV-positive individuals were not only neganve for HEV
RNA but lack 1g€s ant-HEV andbody as well (at least in most of
rhe cases). Periodic serum samples obtained from 15 patients with
heparitis I owere tested for HEV RNA, anti-HEV IgM, and anti-
HEV 1gA. Although HEV RNA was detectable in the serum uniil
7o 4l (21.4 +/- 9.7) days afrer disease onser, both 1gM and TgA
anti-HEY antibodies were derecrable undl 37, 55, or 62 days after
disease onsct in three patients and up through the end of the
observation period (50 to 144 days) in 12 patients. These results
indicate thar detection of anti-HEV IgA alone or along wich anti-
HEV lgM ds usetul tor serological diagnosis of heparits E with
increased specificity and longer duration of positvity than thar by
RNA detection,

S Viral Hepat.
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Short- and long-term effects of therapy with interferon-
alpha and pegylated interferon-alpha/ribavirin on plateler
plug formation and von Willebrand factor release in
patients with chronic hepatitis C.

Alvment Pharmacal Ther, 2005 Jan I; 21(1):49-55.

Homoncik M, Ferlitsch A, Ferenci I} Formann E, Jilma B,
Gangl A, Panzer S, Peck-Radosavljevic M.

Background: A pegvlated inrerteron-alpha-induced decrease in
platelet counts may become a limiting factor for continuation of
therapy.

Aim: To evaluate the effect of pegylated interferon-alpha
administration on plateler plug formation and von Willebrand
factor antigen release in patients with chronic heépatins C,
Methods: Thirty parients with chronic heparits C (genotype 1
fibrosis 1-3: n = 16, citrhosis: n = 14) received a single dose of 9
MU interferon-alpha2a, followed by weekly administration of 180
mug of pegvlated interferon-alpha2a/ribavirin for 48 weeks.
Mateler counts, plateler function {(collagen-epinephrine-induced
closure time) and von Willebrand factor antigen were measured.
Results: Plateler counts and collagen-epinephrine-induced closure
time decreased by 13% and 16%, respectively, 24 h after the firse
dose of interferon-alpha2a, and von Willebrand factor antigen
levels increased by 31% (P < 0.01) compared with baseline. During
a 48-week observation period, platelet counts decreased by a
maximum of 33% (/7 < 0.001), van Willebrand factor antigen
levels increased by 69% (1 < 0.001) whereas collagen-epinephrine-
induced closure rime did nar change. In noncirrhotic patients, the
increase of von Willebrand facror anrigen levels was maintained
throughout therapy withour a change in collagen-epinephrine-
induced closure time. In contrast, in cirrhorics, von Willchrand
tactor antigen levels did not increase, while collagen-epinephrine-
induced closure time was prolonged.

Condlusion: Single-dose interferon-alpha decrcases plareler counrs
hiil If]".l'.ll'lt‘['!"n—'['!i pl-.ﬂrlr:l: runuri{.'rrl. pcnﬁ'ﬂihl}r b}* the 1'::[::.15:: {:-F VO
Willehrand factor antigen. Accordingly. long-term antiviral
treatment had no eftect on collagen-epinephrine-induced closure
time, despite the decrease in plateler count in noncirrhotic
patients, Such a compensation of decreased plateler counts by
increased von Willebrand facror anugen level did not occur in
cirrhortics,

Therapeuric modalities in hepatitis C: challenges and
di':w.:lupmt:nt.

2005 Jan: 12(1):10-9.

Moreno-Crero I

Our understanding of the pathogenicity of hepatits C virus
(HCV) is based on patents infected chronically for 520 vears. The
lack of a suitable animal model, the narrow host range of the virus.
and the protracred onser of liver disease induced by HOV have
hampered advances in trearment. In spite of these problems, we
identified patient and viral characreristics thar predict responses ro
cutrent therapies, including HCV genotype, viral load, body
wetght, age, liver histology, corinfecoon with HIV and trearment
adherence and rolerance, Tnwerferon (IFN) alpha was the first
therapy tor chronic HCV infection. The combination of IFN plus
ribavirin increases sustained virological response rates compared
with IFN alone. Two pegylated [FNs have been developed and are
widely approved tor the tearment of chronic hepatas C:
peginterferon alpha-2a (40 KD}, and pegylated 1FN alpha-2b (12
KI)). These products have reduced systemic clearance, prolonged
half-lives and reduced antigenicity compared with convenrional
IEN. The reduced clearance results in sustained plasma levels of the
drug and allows for once-weekly dosing. Pegylated 1FN alpha-2b
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(12 KD} has a small, linear polyethylene glycol (PEGY maiety and
has an intermediate duration of activity: peginterferon alpha-2a
(40 KDY incorporates a large, branched-chain PEG morery and has
a longer half-lite than both conventional TFN alpha and pegylatal
[FIN alphia-2b (12 KI3). The combinarion of a pegylated TEN plus
ribavirin significantly increases sustained virological response ratey
compared with conventional TN plus ribavirin in paticnes with
chronic hepatids C and is now recognized as the standard of care
for these patients.

Prevalence of hepatitis B virus markers in municipal solid
waste workers in Keratsini (Greece).

Occwp Med (Lond). 2005 Jan; 55(1):60-3,

Dounias G, Kypraiou E, Rachioris G. Tsovili E, Kostopoulos §.

Aim: To evaluate the prevalence of hepautis B virus (HBV)
markers among municipal solid waste workers IMSWAYS) in
Ketatsini (Gireeee).

Methods: We assessed in i cross-sectional study the prevalence of
hiological markers of HBV infection (HbsAg, anti-Hbe, ant-Hbs)
and their association with exposure 1o waste and other socio-
demographic factors in 166 mumicipal emplovees in Kerarsing
(Crreece).

Results: The prevalence of anti-Hbe (+) did differ signiticanty
between exposed and nonsexposed emplovees to waste, Older
employees had a significantly higher prevalence of anti-Hbe (+).
MSWWs whe were anti-FHbe (+) were less educared thian non-
exposed employees. Logistic regression analysis has shown that the
EXPOSUTE TH Wilste and age were independently associated with the
anti-Hbe positivimy.

Conclusion: Occupational exposure 1o waste is possibly associared
with the acquisition of HBV infection. Imimunization of MSWW;s
should be considired 1o reduce the risk of HBY infecrion.

Prevalence of markers of transfusion transmissible
discases in voluntary and replacement blood donors.
Natl Med | India. 2004 Jan-Feb; 17(1):19-21.

Sharma RR, Cheema R, Vajpayee M, Rao U, Kumar 5.
Marwaha N. Agnthorr SK.

Background: Transtusion of safe blood requires a safe donor. The
voluntary donor movement encompasses the concept of a donor
who s free from transfusion transmissible infections. It is now
mandatory 1o sereen blood for heparitis B surtace anugen.
antibodies o HIV-1 and HIV-2, antibodies o hepatitis © virus,
syphilis and malatial parasites.

Methods: Berween 1996 and 2002, 235 461 donors were screened
for markers of hepatiis B virus, and HIV-1 and HIV-2 using
commuercially available ELISA kits, VDRL test for syphilis and
Geimsa stain for the malarial patasite, respectively. A wotal of 56
476 donors were screened for hepatitis C virus antibodies from
June 2001 to Decermnber 2002, using third-generation ELISA ki,
Results: Thie proportion of voluntary donors increased from 47%
tw 56% during the study period. The prevalence of HIV showed a
steaddy ingrease from 0.16% in 1996 1o 0.3% in 2002, The
prevalence of hepatitis B surface antigen decreased from 1.55% 1o
0.99%. VDRL reacrivity did not show any trend and ranged
herween 0.11% dand 0.66%. Heparitis C virus antibodies showed a
prevalence of (4%, The prevalence of all markers wassignificantly
less in voluntary donors, Among the voluntary donors, transfusion
transmissible discase markers were significantly less in student
donors as compared to other donors,

Conclusion: A change-over w a volunitary donor service would
considerably reduce the number of infectious donors and, among
voluntary donors, student donors are the safest.

High-dose ribavirin in combination with standard dose
peginterferon for treatment of patients with chronic
hepatitis C.

Hepatology. 2005 Jan 19; 41(2):275-9.
Lindahl K. Stahle L, Bruchteld A, Schvarcz R.

Improved trearment regimens for patients with chronic hepatiris
C, genorype | and high viral load are needed. Increasing the dose
of ribavirin has increased the response rate, but experience with
doses of more than 1,200 mg/day Is limited. The aim of this study
was 1o investigate the safery and olerance to trearment with a high
and individualized dose of ribavirin In combination with
pegittterferon: Ten patients with chronic hepariris C. genotype |
and high viral load were treated with peginterferon alfa-2a and
ribavirin tor 48 weeks in a prospecrive trial. The ininial rbavirin
dose was individialized and calculated from a pharmacokineric
tormula based mainly on renal tunction. Ribavirin plasma
concentritions were monitored, and the dease was adjusted o reach
the targer concentration. Hemoglobin was monitored. and patients
were treated with ervthropoietin and blood transfusions when
indicared. Afrer dose adjustments, the mean dose of ribavirin was
2,540 mgiday (range, 1,600-3,600) ar week 24. The main side
etbect was anemia, which was controlled with ervthropoictin, Two
patients tequired blood wansfusions. One patient was withdrawn
at week 24 hecause of a lack of viral response: and one paticac at
week 39 because of side effects: primarily interferon associared. Ar
follow-up (>/=24 weeks postttearment), nine of ten patients had
undereceable HOV RNA and thus were cured by standard
definitions. In conclusion, a high dose of ribavirin according to an
individualized schedule is feasihle bur associated with: more
frequent and serious side ¢Tects such as anemia. The viral response
merits turcher evaluation.

Peginterferon alfa-2a for hepatitis C afrer liver
transplantation: Two randomized, controlled trials.
Hepatology, 2005 Jan 19; 41(2):289-98.

Chalasani N. Manzarbeiria €, Ferenci P, Vogel W, Fonrana
R}, Voige M, Riely C, Maran P Teperman L, Jiao ],
Lopez- Talavera C.

There is currently no effective treatment for recurrent hepatitis C
after orthotopic liver transplantation (OLT). We therefore
performed mwo randomized, controlled trials-a prophylixis trial
and @ treatment trialto evaluare the safery and cfficacy of
peginterferon alfa-2a in parients who had undergone OLT. The
prophylaxis trial enrolled 54 patients within 3 weceks atrer OLT,
and the trearment rrial enrolled 67 patients 6 o 60 months alwer
OLT. In ecach trial, patients were randomized w treatment with
once weekly injections of 180 mug peginterferon alfa-2a or no
antiviral treatment for 48 weeks and were followed up tor 24 weeks
thereatter. Peginterferon alfa-2a treated patients had significantly
lowet hepatitis C virus RNA levels and more favorable changes in
heparic histological features compared with untreated conrrols.
However, only 2 rreated patients in the prophylaxis erial (8%} and
3 in the trearmient trial (12%) achieved a sustained virological
response. In the prophylaxis trial, 8 parents (31%) in the
peginterferon alfa-2a group and 9 (32%) in the untreared group
were withdrawn prematurely: whereas in the treatmene trial, 10
patients (3096) in the peginterferon alfa-2a group and 6 (19%) in
the untreared group were withdrawn premamrely. The incidence of
acute fejection was sinilar in the treared and untreared groups i
hoth the prophylaxis (12% vs. 21%; 7 = .5) and trearment (1.2%
vs. 0%: P = 1) wials, In conclusion, peginterferon alfa-Za
treatment for 48 weeks is safe and rolerable and affers some efhicacy
in the post-OLT setting. Randomized conrrolled swudies are
needed 10 establish the efficacy of pegylited interferon and
ribavirin i patients who have undergone OLL



T-cell responses and previous exposure to hepatitis C
virus in indeterminate blood donors.

Lancer. 2003 fan 22; 365(9456):327-9.

Semmo N, Barnes L. Taylor C; Kurtz |, Harcourt (i, Smith
N, Klenerman 2

Blood donors are routinely sereened for heparitis C virus infection.
Some individuals have weak or restricted virus-specific antibody
responses, and are classed as indeterminace. Such donors are almost
always negative tor viral RNA in blood. We postulated that
previous transient virus exposure might account for some of these
cases. With sensitive ex-vivo analyses of T-cell responses. we
identified virus-specific responses in 15 of 30 indeterminate blood
donors  tested, cm'up;lrcd with none i concols (F=0.0013).
Addirionally, these responses were typically focused on core-
derived peprides. These findings suggest previous exposure to the
virus in many indeterminate blood donors.

Feasibility of vaccination in preventing secondary cases of
hepatitis A virus infection.

Vigecine, 20095 fan 4: 23(7):910-4,

Sagliocea L, Bianco Lk, Amoroso IX Quarto M, Richichi 1,
Tostt ME, Carannante N, Chironna M, Chirtaco P Bari GD,
Lopalco B Resta F Santantonio T, Tantimonaco G, Mele A.

ﬂithnugh the secondary transnussion of hepartitis A virus (HAV)
infection is preventable rhmugh vaccination, it is not known
whether the vaccnation of household contaces 1s teasible. To this
end, we conducted a prospective cohort study among  the
household conracts, 40 vears of age or less, of all persons infected
with primary HAV infection (index cases) and admitted ro eight
hospitals in southern Iealy within 7 days of onset. Household
contacts were vaccinared, and  serum Samplcs were taken art
vaccination and after 14 and 45 days. Secondary cases were defined
as those with IgM scroconversion oceurring at least two weeks afrer
enrolment. Coprimary cases were those assumed to have had the
same exposure as the index case. Susceptible cases were those who
were negative tor both [gts and [gM. A rotal of 495 houschold
contacts participated  (acceprance rie of 65%); 63% were
vaccinared within 4 du:l.'.u' ol admission of the index case and 95%
within 7 davs. Ar enrolment. 196 (39.6%) houschold conrtacts
were immune (lgl-posirive serum). During follow-up, 19 (3.8%)
were [pM-postriver 13 (2.6%) were coprimary cases and 6 (1,2%;
95% Cl: 0.2-3.2) sccondary cases (5 identified at 14 days from
vaccination and 1 at 45 days). Of the 241 susceptible cases, 192
(79.7%) had developed IgG antibodies at 14 days and only 3
(1.2%) did not develop IgG anubodics at 45 days. The 65%
acceptance rate and the finding that 95% of the partcipating
houschold contacts were vaccinated within 7 days of the index
case s hospializavon indicate thar omely vaccination is indeed
feasible. The r.u:n.‘rﬁ:iil:}' ol returmung for the collection of blood
samples probably decreased the acceprance rate.
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Depression during pegylated interferon-alpha plus
ribavirin therapy: prevalence and prediction.

[ Clin Psychiatry. 2005 Jan; 66(1):41-8.

Raison CL, Borisov AS, Broadwell SD, Capuron L, Woolwine
B], Jacobson IM, Nemeroft CB, Miller AH.

Background: Inrerteron-alpha (IFN=-alphaj plus ribavirin is used o
treat heparicis € virus (HCV) infecrion and is associated with a
high rate of depression. Newer, pegylated preparations of [FN-
alpha have a longer half-life, require once-per-weck dosing, and
may be associated with reduced neuropsychiarric burden. Limited
data exist on depression during pegylated [FN-alpha therapy.
Method: Depressive symproms were assessed using the Zung Self-
Rating Depression Scale (SDS) in 162 HCV-infected padents at
baseline and atter 4, 8, 12, and 24 weeks of trearment with
pegylated IFN alpha-2b (PEG TFN) plus weight-based (N = 86)
versus standard dose (N = 76) ribavirin. Data were collected from
March 2001 o April 2003.

Results: Compared with baseline, mean SDS index scores were
significantly increased by week 4 and remained elevared
throughout the study. Thirty-nine percent of the sample
experienced moderate o severe depressive symproms (SIS index
score > or = 00) at some point during PEG [FN/ribavirin therapy.
Baseline depression scores significantly predicted  severity of
depressive symproms during PEG IEN/ribavirin treatment (simple
regression analysist Y = 0.55X + 327, P < .0001). In addition,
assignment to weight-based ribavirin treatment and history of
depression were associated with increased likelihood of developing
moderate o severe depressive SYIMPLoms (odds rato |OR] = 2.7,
95% Cl = 1.3 105:6, P <01, and OR = 3.3, 95% Cl = 1.3 0 8.1,
["< .01, respecrively).

Conclusions: Development of moderate 1o severe depressive
symproms occurred  frequently during PEG [FN/ribavirin
trearment and was predicred by baseline depression scores and
higher doses of ribavirin. History of major depressive disorder was
also a significant predictive factor, but only through association
with elevated baseline depression status. All of these facrors can be
eviluated and addressed 1o limit neuropsychiatric morbidiry
during HCV treatment.

Usefulness of a new immuno-radiometric assay to detect
hepatitis C core antigen in a community-based
population.

J Viral Hepar. 2005 fan; 12(1):106-10,

Hayashi K, Hasuike S, Kusumoro K, Ido A, Uto H, Kenji N,
Kohara M, Stuver SO, Tsubouchi H.

A new immuno-radiomerric assay (IRMA] to detecr hepatics ©
virus (HCV) core antigen (HCVeAg) has been developed. The aim
of the present study was to invesugate the sensitivity and specificity
of this IRMA 10 measure HCV antgenemia, based on the
derection of HCV RNA as the gold standard, and w assess the
utilicy of the [IRMA in a community-based population. Ant-HCV
positive residents in a hyperendemic area of HCV infection in
Japan were studied. Serum levels of HCVecAg were measured using
IRMA, and the presence of HCV RNA was determined by a
qualitarive reverse rranscription-polymerase chain reaction (R7-
PCR) assay. The sensitivity and the specificity of the IRMA were
96,4 and 100%, respectively. The sensitivity of the IRMA was
similar between serological HCV group | (HCV genotypes 1a and
Ib) (97.6%0) and group H (HCV genotypes 2a and 2b) (94.0%).
There was a strong correlation beeween serum HCVeAg level and
HCV-RNA measured by a quantitative RT-PCR (» = 0.832, /7 <
0.0001). There alsa was 4 very strong correlation of HCVeAg level
between [RMA measurements performed on sérum and those
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performed on plasma (r = 0,984, P < 0.0001). In conclusion, this
new IRMA is useful for the detection of HCV core antigen in a
community-based population.

The effecr of adherence to therapy on sustained response
in daily or three times a week interferon alpha-2b plus
ribavirin treatment of naive and nonresponder chronic
hepatitis C patients.

[ Viral Hepat. 2005 Jan; 12(1):91-5,

Rapropoulou M, Tsantoulas D, Vafiadi [, Ketikoglou I,
Paraskevas E, Vassiliadis T, Kanatakis S, Hatzis G,
Sidiropoulos L, Akriviadis E.

The aim was to demonstrate adherence to treatment has been
suggested to enhance rates of sustained response in patients with
heparitis C. In this study, we evaluated the effect of drug dosage
reduction or the duration of the expected therapy in patients
treated with interferon (IFNJ)-alpha2b plus ribavirin. Virologic
response rates were re-analysed according to compliance to therapy
in (i) 301 naive and (i) 142 nonresponders to previous [FN
therapy treated with either IFN 5 MU TIW for 8 weeks followed
by TFN 3 MU TIW for 40 weeks plus ribavirin or IFN 3 MU QD
for 16 wecks followed by IFN 3 MU TIW for 24 wecks plus
ribavirin, Patients were separated into those who adhered to
>/=80% ol their intended trearment schedule (dose of both drugs
and duration) and those who did not. Compliance to treatment
resulted in significantly higher response rates in both groups of
patients: 43.93% compared with 6.90% of noncompliant naive
patients and 30.77% compared with 10.53% of nonresponder
paticnts. Compliance to trearment was found to have a similar
effect when the resules were analysed according to HCV genotype.
QOur findings suggest that compliance to treatment for >/=80% of
the intended treatment schedule results in significandy higher
sustained response rates in both naive and nonresponder patients.
Consequently, every effort should be made to improve patient
adherence to therapy.

Efficiency and safety of lamivudine therapy in patients
with chronic HBV infection, dialysis or after kidney
transplantation.

Warld | Gastroenterol 2005 Jan 21: 11(3):400-2.

Lapinski TW, Flisiak R, Jaroszewicz |, Michalewicz M,
Kowalczuk O,

Aim: To analyze the eftectiveness and safery of lamivudine
treatment in patients with chronic HBV infection undergoing
hemodialysis or after kidney transplantation, and to study the
frequency of ryrosine - methionine - aspartate - aspartate (YMDD)
mutation occurrence abter lamivudine trearment.

Methods: We analyzed 91 patients with chronic hepartids B,
among whom, 16 patients underwent hemodialysis, 7 partients had
kidney transplantation and 68 patients had normal function of
kidney. The hemodialysis patients were treated by lamivudine 300
myg/wk. Patients after kidney transplantation and patients with
normal function of kidney were treated with lamivudine 100
mg/d. Therapy lasted for 12 mo. HBV-DNA, H BsAg, HBeAg and
anti-HBe, and anu-HCV andbodies were assessed in sera of
patients. ['he analysis was performed before and 6 mo after the end
of lamivudine treatment. Before, during and after the lamivudine
therapy, the number of erythrocytes, leukocyres, platelets and
hemoglobin concentration, ALT and AST activity, as well as
bilirubin, urea and creatinine concentrations were analyzed in sera
from patients.

Results: After the 12-mo lamivudine treatment, elimination of
HBV - DNA was observed in 56% patients undergoing

hemodialysis and in 53% patients with normal kidney function.
Only 1 from 7 (14%) kidney-transplanted patients eliminated
HBV-DNA. Furthermore, HBeAg elimination was obscrved in
36% hemodialysis padents, in 51% patients with normal function
of kidneys and in 43% kidney-transplanted patients. Among the
patients undergoing dialysis, no YMDD mutation was found after
12 mo of therapy, while it was detected in 9 patients (13%) with
normal function of kidney and in 2 kidney-transplanted patients
(29%, P<0.006). We did not observe significant side effects of
lamivudine treatment in studied patients.

Conclusion: Effectiveness of lamivudine therapy in dialysis
patients is comparable with that in patients with normal function
of kidney. Lamivudine treatment is well tolerated and safe in
patients with renal insufficiency undergoing hemodialysis and
kidney-transplantation. However, in the latter group, high
incidence of YMDD mutation after lamivudine trearment was
observed.

Benetit of hepatitis C virus core antigen assay in
prediction of therapeutic response to interferon and
ribavirin combination therapy.

[ Clin Microbiol. 2005 Jan; 43(1):186-91.

Takahashi M, Saito H, Higashimoto M, Assukawa K. Ishii H.

A highly sensitive second-generation heparitis C virus (HCV) core
antigen assay has recently been developed. We compared viral
disappearance and first-phase kinetics berween commercially
available core antigen (Ag) assays, Lumipulse Ortho HCV Ag
(Lumipulse-Ag), and a quantitative HCV RNA PCR assay, Cobas
Amplicor HCV Monitor test, version 2 (Amplicor M), to estimate
the predicrive benefit of a sustained viral response (SVR) and non-
SVR in 44 genotype 1b patients treated with interferon (IFN) and
ribavirin. HCV core Ag negativity could predict SVR on day 1

(sensitivity = 100%, specificity = 85.0%, accuracy = 86.4%),
whereas RNA negarivity could predict SVR on day 7 (sensitivicy =
100%, specificity = 87.2%, accuracy = 88.6%). None of the
patients who had detecrable serum core Ag or RNA on day 14
achieved SVR (specificity = 100%). The predictive accuracy on day
14 was higher by RNA negartivity (93.2%) than that by core Ag
negatvity (75.0%). The combined predicrive criterion of both
viral load decline during the first 24 h and basal viral load was also
predictive for SVR; the sensitivities of Lumipulse-Ag and
Amplicor-M were 45.5 and 47.6%, respecrively, and the specificity
was 100%. Amplicor-M had better predictuve accuracy than
Lumipulse-Ag in 2-week disappearance tests because it had berter
sensitivity. On rthe other hand, estimates of kinetic parameters were
similar regardless of the detection method. Although the
correlations between Lumipulse-Ag and Amplicor-M were good
both before and 24 h after IFN administration, HCV core Ag
seemed to be relatively lower 24 h after IFN administration than
before administration. Lumipulse-Ag seems to be useful for
detecting the HCV concentration during 1EN therapy: however,
we still need to understand the characteristics of the assay.



Treatment of histologically mild hepatitis C virus
infection with interferon and ribavirin: a multicentre
randomized controlled trial.

J Vival Hepat. 2005 Jan; 12(1):58-66.

Wright M, Forton D, Main ], Goldin R, Torok E, Tedder R,
Grant P Thursz M, Naoumov N, Millson €, Mills PR,
Bassendine M, Thomas HC; on behalf ot the UK Mild HCV

Trial INVESTIZATors.

Current guidelines advocate no  treatment for patients with
histologically mild hepatitis C virus (HCV) infection. This was a
UK multicentre randomized conrrolled trial comparing alpha-
interteron (3 MU thrice weekly) + ribavirin (1000-1200 mg/day)
for 48 weeks with no treatment in treatment naive, adult partients
with histologically mild chronic HCV infection. The aim was to
compare benefits, safety and etheacy of combination therapy with
alpha-interteron 2b and ribavirin tor 48 weeks with ne treatment
(current standard management) in this patient group, In the
treatment group 32 of 98 (33%) patients achieved a sustained
#’it‘l.ﬁﬂgitai FEsponse (SVR). Patients infected with genotype | had
a lower SVR than those infected with genotype non-1 (18%vs
49% ' = 0.02). No patients who failed to achieve a 2-log drop in
viral load ar 12 weeks achieved SVR. Improvemenrts in quality of
lite 24 wecks postcessation of therapy compared with baseline
using the SF-36 questionnaire measures were observed in the
treated group. For paticnes with mild HCV infection with viral
genotype non-1, the results are suthoently good to suggest that
therapeutic decisions should no longer be biopsy-driven. For
patients intected with genotype 1, a liver biopsy is still indicared as
the low chance of SVR is outweighed by an unacceptable burden
of side-ettects. Patients who fail ro respond by 12 weeks of therapy
should have their treatment curtailed carly.

Patient concerns regarding chronic hepatitis C infections.
| Viral Hepat. 2005 fan: 12(1):51-7,
Minuk GY., Gutkin A, Wong SG, Kaita KD.

Counseling of patients with chronic hepatitis C infections is often
limited 1o discussions rug:lrding how the virus is transmitted and
what can be done to decrease the risk of transmission to others.

The purpose of the present study was to document the principal
concerns of newly diagnosed and tollow-up p:mu*u:s with chronic
heparits C, and thereby enhance counseling strategies and content.
Sevenry newly diagnosed and 115 tollow-up patients with chronic
hepatitis C virus (HCV) intecrion were initially asked 1 an open-
ended manner (volunreered concerns) and then to prioritize from
a prepared list of seven potential concerns (prioritized concerns), to
identity those concerns that were of utmost importance to them,
The most common volunteered concerns of newly diagnosed
patients in decreasing order were: disease progression (27%),

premarure death (19%), infecuing family members (13%), side-
effects of treatment (11%) and miscellancous others. In decreasing
arder, prioritized concerns included: infecting family members,
development of liver cancer, infecting others, development of
cirrhosis, social stigma of having liver disease, need for liver
transplant and loss of employment. The principal volunteered and
prioritized concerns of follow-up patients were similar o those of
newly diagnosed patients. Volunteered and prionitized concerns
were relatively consistent across the ditterent genders, age groups,
ethnic backgrounds, education level, marital starus, employment,
modes of viral acquisition and in the case of follow-up patients,
duration of tollow-up. These results indicate that health care
providers who focus counselling efforts exclusively on viral
rransmission are unlikely to address other important concerns of
newly diagnosed and follow-up padents with chronic HCV
infection.
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Acute hepatitis and renal function impairment related to
infection by hepatitis E virus in a renal allograft recipient.
Am [ Kidney Dis. 2005 Jan: 45(1):193-06.

Kamar N, Mansuy JM, Esposito L, Legrand-Abravanel F,
Peron JM, Durand D, Rostaing L, lzopet J.

Clinicians often are faced with an increase in liver enzyme levels. In
the majority of cases, the cause is found rapidly. Conversely, in a
few cases, the eriologic agent remains unknown and requires either
liver biopsy or drug-medication modification. We report a case of
acute icteric hepatius associated with renal funcrion impairment
related o infection caused by primary hepatitis E virus (HEV) in
a renal transplant recipient who lived in a nonclassic endemic area
and had not traveled abroad. Clinicians must be aware that in cases
of unexplained hepartitis in organ ransplant recipients and in the
absence of evident drug hepatotoxicity, HEV should be considered
as an etiologic agene for hepatids. Subsequently, HEV serological
tests should be performed, HEV RNA should be looked for in
acure-phase serum and stool samples, and liver parameters should
be monitored closely because HEV might be responsible, in some
cases, for fulminant hepatitis.

High prevalénce of celiac disease in autoimmune hepatitis
detected by anti-tissue tranglutaminase autoantibodies.

f Clin Lab Anal. 2005 fan 11:19(1):6-10.

Villalta D, Girelami D, Bidoli E, Bizzaro N, Tampoia M,
Liguori M, Pradella M, Tonuti E, Tozzoli R.

Celiac disease (CD) may be found in association with other
autoimmune  diseases. We  investigated the relaton berween
autoimmune |1L‘|_1:1tili:-: (AIH) and CD l:-:,,r :15:.1:*5511'15 the prf:v.'-lit'n!.'t'
of lgA and lgG anti-tissue transgluraminase (£1G) antibodies in
AlH, and by veritying whether the findings were associated with
climeal and histological tearures ot CID). Forry-seven consecurive
patients with AIH (type I: n = 39; type 11z n = 8) were studied. One
hundred patients with chronic heparitis C, and 120 healthy blood
donors were also studied as controls. We analyzed sera for the
presence of IgA and IgG anti-TG antibodics using a specific
human recombinant (TG immunoenzymatc assay. Ano-t1G
positive patients and controls were further tested for ano-
endomysium antibodies (EMA) and HLA typing, and those found
positive by either of these tests underwent duodenal biopsy to
confirm a pnwihle diagnosis of CD. Three of the 47 AIH padencs
(6.4%) were positive tor IgA ant-tTG and EMA antbodies, and
were subsequently confirmed to be affected with CD by small-
bowel biopsy findings. No lgG anti-t TG positavity was found n
the AIH partients. None of the controls were positive for lgA anti-
t1'G, and only one with chronic hepatits C had a low positive
reaction ftor lgG ant-rTG, which resulted as a false positive. The
crude prevalence rate of CD in AIH was 63.8 per 1,000 (95% I,

3.2-186.1), and ir was significantdy higher than that found in the
general populaton in lraly (4.9 per 1,000; 95% CI, 2.8-7.8). The
results of this study showed a high prevalence of CD in patients
with ATH. For this reason, early serological screening testing for
CD is strongly recommended for all ATH patients.
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