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Abstract

Background: The data on hepatitis b virus (HBV) infection in immigrants population are scanty. The porpoise of
this study was to define the demographic, virological, and clinical characteristics of subjects infected with HBV
chronic infection in a cohort of immigrants living in Naples, Italy.

Methods: A screening for HBV infection was offered to 1,331 immigrants, of whom 1,212 (91%) (831
undocumented immigrants and 381 refugees) accepted and were screened for hepatitis B surface antigen (HBsAQ)
and anti-hepatitis B core antibody (HBc). Those found to be HBsAg positive were further investigated at third-level
infectious disease units.

Results: Of the 1,212 immigrants screened, 116 (9.6%) were HBsAg positive, 490 (40.4%) were HBsAg negative/anti-
HBc positive, and 606 (50%) were seronegative for both. Moreover, 21 (1.7%) were anti-human immunodeficiency
virus positive and 45 (3.7%) were anti-hepatitis C virus positive. The logistic regression analysis showed that male
sex (OR: 1.79; 95%Cl. 1.28-2.51), Sub-Saharan African origin (OR: 6.18; 95%Cl: 3.37-11.36), low level of schooling (OR:
0.96; 95%Cl: 0.94-0.99), and minor parenteral risks for acquiring HBV infection (acupuncture, tattoo, piercing, or tribal
practices, OR: 1.54; 95%Cl: 1.1-2.16) were independently associated with ongoing or past HBV infection. Of the 116
HBsAg-positive immigrants, 90 (77.6%) completed their diagnostic itinerary at a third-level infectious disease unit: 29
(32.2%) were asymptomatic non-viremic HBsAg carriers, 43 (47.8%) were asymptomatic viremic carriers, 14 (15.6%)
had chronic hepatitis, and four (4.4%) had liver cirrhosis, with superimposed hepatocellular carcinoma in two.

Conclusions: The data illustrate the demographic, clinical and virological characteristics of HBV infection in
immigrants in Italy and indicate the need for Italian healthcare authorities to enhance their support for providing
screening, HBV vaccination, treatment, and educational programs for this populations.

Keywords: Hepatitis B, Chronic hepatitis B virus infection, Immigration, lllegal immigrants, Refugees, Italy

* Correspondence: nicola.coppola@unina2.it

1Department of Mental Health and Public Medicine, Section of Infectious
Diseases, Second University of Naples, Via L. Armanni 5, 80133 Naples, Italy
Full list of author information is available at the end of the article

- © The Author(s). 2017 Open Access This article is distributed under the terms of the Creative Commons Attribution 4.0
( B|°Med Central International License (http://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and
reproduction in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link to
the Creative Commons license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver
(http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated.


http://crossmark.crossref.org/dialog/?doi=10.1186/s40249-016-0228-4&domain=pdf
mailto:nicola.coppola@unina2.it
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/

Coppola et al. Infectious Diseases of Poverty (2017) 6:33

Multilingual abstracts

Please see Additional file 1 for translation of the abstract
into the five official working languages of the United
Nations.

Background

The hepatitis B virus (HBV) is the most common agent of
hepatitis worldwide, with around 350—400 million people
chronically infected [1] and 600,000 deaths reported each
year due to a fulminant course of acute hepatitis B (AHB)
or, more frequently, to liver decompensation in hepatitis B
surface antigen (HBsAg)-positive patients with cirrhosis
or hepatocellular carcinoma (HCC) [2—4]. The HBV is
transmitted from infected mothers to their new-born ba-
bies at birth and in childhood, and in adulthood by paren-
teral (unsafe blood transfusion, intravenous drug use,
surgery, dialysis, tattooing, piercing) or sexual (heterosex-
ual or homosexual) routes. The level of HBV endemicity
differs from one country to another: it is low in Western
Europe, USA, Canada, and some South American and
Northern African countries (with an HBsAg chronic car-
rier rate below 2%); intermediate in Eastern Europe,
Central Asia, and some Eastern Asian countries (from 2
to 8%); and high in some Asian and Sub-Saharan African
countries and in Alaska (above 8%) [1]. In Italy, HBsAg
seroprevalence is estimated to be around 1% and the
yearly incidence rate of AHB is nearly 1/100,000 inhabi-
tants [3, 4].

Due to the socioeconomic and political crises in
Northern Africa, Sub-Saharan Africa (SSA), Eastern
Europe, and Central and Eastern Asia in recent de-
cades, Western countries have become lands of immi-
gration from these subcontinents with intermediate or
high HBV, hepatitis C virus (HCV), and human im-
munodeficiency virus (HIV) endemicities. At present,
approximately 5.4 million legal immigrants live in
Italy, making up 8.2% of the resident population
(http://www.dossierimmigrazione.it/docnews/file/Sche-
da%20Dossier%202015(4).pdf). In addition, Italian im-
migration authorities estimate that around 500,000
undocumented immigrants live in Italy at present,
prevalently coming from Northern Africa and SSA,
Eastern Europe, and Central and Eastern Asia [5, 6].
The immigrant population is prevalently young, sexu-
ally active [7, 8], and has broken family ties. They
often have no fixed abode or live in crowded homes;
are not socially integrated due to language, cultural,
and socioeconomic barriers [9]; and consequently,
have limited access to healthcare services.

In our previous study, conducted from January 2012 to
June 2013, we screened 882 immigrants; the resulting
HBsAg seroprevalence was 8% [10]. In the present study,
we report on the demographic, virological, and clinical
characteristics of 116 HBsAg-positive subjects, after
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screening 1,212 undocumented immigrants and low-
income refugees from January 2012 to December 2014
using the same methodology as in the previous study [10].

Methods

Patients

Study design

The design of this study was extensively described in a
previous paper [10]. Briefly, this is a multicentre pro-
spective study with the participation of six centres:
three in Naples (two first-level clinical centres and one
tertiary unit of infectious diseases) and three in Caserta
(two first-level clinical centres and one tertiary unit of
infectious diseases). All immigrants—undocumented
immigrants and low-income refugees—consecutively
seen for a clinical consultation at one of the four first-
level centres from January 2012 to December 2014 were
enrolled in the study. Undocumented immigrant and
low-income refugee populations living in Italy have
similar characteristics: they are all prevalently young;
not integrated due to language, cultural, and social bar-
riers; and have low incomes, most frequently from cas-
ual work.

Study sites

The first-level clinical centres are hospital centres of the
national healthcare system or clinical centres of inter-
national charity organizations supported by the national
healthcare system, with proven experience in clinical, psy-
chological, and legal management of vulnerable groups,
such as undocumented immigrants, low-income refugees,
the homeless, and alcoholics. Each first-level clinical
centre is an outpatients clinic providing general medical
services. The most frequent pathological conditions indu-
cing undocumented immigrants and refugees to refer to
one of these centres are lumbago, headaches, pruritus,
coughs, high blood pressure, and allergy symptoms.

Screening of patients

During a clinical consultation, a physician from the clin-
ical centre and a cultural mediator explained to the im-
migrants the importance of testing for HBV, HCV, and
HIV serum markers, and offered them to be screened
free of charge, in anonymity (centre number, patient
number), and in full accordance with the privacy law.
Acceptance of screening and a signed informed consent,
written in the immigrant’s native language, was obtained
on a voluntary basis from more than 91% (1,212) of the
1,331 undocumented immigrants and low-income refu-
gees at one of the four first-level clinical units during
the study period. These were the subjects who partici-
pated in the study.
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Questionnaire

An anonymous questionnaire collecting information on
the demographics (age, sex, race/ethnicity, place of birth,
language); socioeconomic status (education, annual
household income); environmental factors (alcohol, diet,
etc); and clinical data and risk factors for acquiring HBV,
HCV (sexual contact, drug, use, surgery, etc), and HIV
infections was completed by the 1212 subjects who
agreed to participate in this study.

Serum sampling and clinical definitions

For all subjects enrolled, a serum sample was obtained
to test for HBsAg, total anti- hepatitis B core antibody
(HBc), anti-HCV, anti-HIV, and serum aminotransfer-
ases. HBsAg positivity was considered a marker of on-
going HBV infection, and HBsAg negativity/anti-HBc
positivity as markers of a past HBV infection; HBsAg/
anti-HBc-negative subjects were considered as having no
HBYV infection.

The HBsAg-positive subjects were referred for further
investigation, monitoring, and possible treatment to one
of the two tertiary units of infectious diseases, both of
which are affiliated with the Second University of Naples
and have cooperated for nearly 15 years in several clin-
ical investigations on HBV infection using the same clin-
ical approach and laboratory methods [11, 12]. Each
HBsAg-positive subject was assigned to the care of a
cultural mediator, who, acting as a support, assisted
him/her at the third-level clinical centre throughout the
monitoring and/or treatment period.

HBsAg-positive patients were classified as asymptom-
atic carriers when, in the absence of clinical, biochem-
ical, and ultrasound signs of chronic liver disease,
alanine aminotransferase (ALT) values were persistently
normal. Chronic hepatitis was diagnosed based on liver
histology or, if not performed, based on abnormal ALT
values. Liver cirrhosis was diagnosed with a liver biopsy
or, if not performed, from the presence of unequivocal
clinical, biochemical, and ultrasound signs [13]. The
diagnosis of HCC was based on histology, imaging tech-
niques, or biochemical parameters (al-feto protein
greater than 400 ng/mL) [14].

Methods

Serum samples were tested for HBsAg, anti-HCV, anti-
HIV, total anti-HBc, and anti-hepatitis B surface anti-
body (HBs) using commercial immunoenzymatic assays
(Abbott Laboratories, North Chicago, IL, USA: AxSYM®
HBsAg (v2) M/S for HBsAg, AxSYM® HCV (v3) for
anti-HCV, AxSYM® HIV 1/2 Combo for HIV, AxSYM®
CORE™ (v2) for total anti-HBc, and AxSYM°® AUSAB°
for anti-HBs). Anti-HIV reactivity was always confirmed
by a western blot assay (Genelabs Diagnostics, Science
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Park Drive, Singapore), which identifies both HIV-1 and
HIV-2 strains.

Serum HBV-DNA levels were determined by real-time
polymerase chain reaction (PCR) with a detection limit
of 20 copies/mL, as previously described [15]. The HBV
genotype was determined in HBV DNA positive sam-
ples, as previously described [16].

Statistical analysis

Continuous variables were summarized as mean and
standard deviations (SD), and categorical variables as ab-
solute and relative frequencies. Differences in mean
values were evaluated using the Student’s t-test, while
the chi-square test was used for categorical variables.
The odds ratio (OR), with a 95% confidence interval
(CI), was estimated using a logistic regression model to
identify possible independent associations between the
presence of HBV infection (ongoing or past) with sex,
age, country of origin, years of schooling, and possible
risk factors for its acquisition. A P < 0.05 was considered
to be statistically significant.

Ethics approval

The Ethics Committee of the Azienda Ospedaliera Uni-
versitaria of the Second University of Naples (214/2012)
approved this study. Signed informed consent, written in
the immigrant’s native language, was obtained on a vol-
untary basis from more than 91% (1,212) of the 1,331
undocumented immigrants and low-income refugees at
one of the four first-level clinical units during the study
period. All patients signed an informed consent for the
collection and storage of biological samples and for the
anonymous use of their data for research purposes these
subjects participated in the study.

Results

The initial demographic and serological data pertaining
to the 1,212 immigrants investigated in this study are
shown in Table 1. The subjects were mostly young (me-
dian age 32 years, range 12-74 years), prevalently males
(75.2%), and had been living in Italy for a mean period
of 50.3 months (SD +53.0). Of the 1,212 immigrants,
668 (55.1%) came from SSA, 237 (19.5%) from Eastern
Europe, 88 (7.3%) from Northern Africa, 207 (17.1%)
from Asia, 10 (0.8%) from South America, and 2 (0. 2%)
did not state their country of origin (see Table 1).

Of the 1 212 immigrants, 116 (9.6%) were HBsAg posi-
tive (113 with HBsAg alone, two had HBsAg and were
anti-HIV positive, and one was HBsAg, anti-HCV, and
anti-HIV positive); 490 (40.4%) were HBsAg negative/
anti-HBc positive, and 606 (50%) were HBsAg/anti-HBc
negative (see Table 1). Of the 1 096 HBsAg-negative sub-
jects, 40 (3.6%) were anti-HCV positive, 14 (1.3%) were
anti-HIV positive, and 4 (0.4%) were anti-HCV/anti-HIV
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Table 1 Demographic and initial characteristics of the 1,212
immigrants enrolled in the study

Total

N° of patients 1,212
Age, years, median (range) 32 (12-74)
Males, n° (%) 911 (75.2)
Legal status, n° (%):

Undocumented immigrants 831 (68.6)

Low-income refugees 381 (314)
In Italy for months, mean + SD 50.3+53.0
Place of origin, n® (%)

Eastern Europe 237 (19.5)

Africa 756 (62.4)

Asia 207 (17.1)

America 10 (0.8)

Not stated 2(0.2)

HBV serological status, n° (%)

HBsAg positive, total number 116 (9.6)
HBsAg positive 113 (9.3)
HBsAg positive/anti-HIV positive 202
HBsAg/anti-HCV/anti-HIV positive 10.1)

HBsAg negative/anti-HBc positive 490 (404)

HBsAg/anti-HBc negative 606 (50.0)

positive. Thus, 21 (1.7%) subjects were anti-HIV positive
and 45 (3.7%) were anti-HCV positive. All subjects were
unaware of their serological status.

The demographic and initial characteristics of the 1 212
subjects were also analysed according to their HBV sero-
logical condition. Compared with the HBsAg/anti-HBc-
negative subjects, HBsAg-positive or HBsAg-negative/anti-
HBc-positive patients were more frequently males (81.5
and 80.8% vs. 70%, P=0.001) and more frequently came
from SSA (76.5 and 70.4% vs. 37.4%, P=0.001). The
HBsAg-positive subjects had fewer years of schooling than
the HBsAg/anti-HBc-negative (4.5+3.9 vs. 81+53, P=
0.000) and the HBsAg-negative/anti-HBc-positive (12.9 +
2.9 years, P = 0.000) patients (see Table 2).

To identify the factors independently associated
with the acquisition of an ongoing or previous HBV
infection, a logistic regression analysis was performed
with sex, age, country of origin, years of schooling,
and sexual and parenteral risk factors as covariates.
The analysis identified the male sex (OR: 1.79; 95%CI:
1.28-2.51, P=0.001), fewer years of schooling (OR:
0.96; 95%CI: 0.94-0.99, P=0.007), and a history of
acupuncture, tattooing, piercing, or other tribal prac-
tices (OR: 1.54; 95%CI: 1.1-2.16, P=0.011) as being
independently associated with acquiring a HBV infec-
tion. In addition, compared with immigrants from
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Northern Africa, those from SSA (OR: 6.18; 95%CI:
3.37-11.36, P=0.000), Asia (OR: 2.65; 95%CI: 1.35-
5.21, P=0.005), and Eastern Europe (OR: 2.00; 95%CI:
1.02-3.91, P =0.043) more frequently had HBV infec-
tion (see Table 3).

All HBsAg-positive subjects were referred to one of
the two tertiary units of infectious diseases for further
investigation, monitoring, and possible treatment. Of the
116 HBsAg-positive subjects, 29 (25%) were serum HBV
DNA negative with normal aminotransferase serum
values in two determinations at a 3—6 month interval
and were considered asymptomatic non-viremic HBsAg
carriers. Hepatitis B virus DNA was detected in 87 (75%)
HBsAg-positive subjects, with a HBV DNA load <2
000 IU/ml in 58 (50%) and >2 000 IU/ml in the
remaining 29 (25%). However, three (10.3%) of the 29
subjects with a serum HBV load >2 000 IU/ml and 23
(39.7%) of the 58 with a HBV DNA load <2 000 IU/ml
did not complete the diagnostic itinerary (see Fig. 1).

Of the 26 HBsAg-positive subjects with a HBV DNA
load >2 000 IU/ml who completed the diagnostic proce-
dures, 10 (38.5%) were considered asymptomatic viremic
HBsAg carriers because they showed persistently normal
aminotransferase serum values and a normal liver at
ultrasound examination; all were anti-hepatitis Be anti-
body (HBe) positive and had a HBV load between 2 001
and 10 000 IU/ml. Another 13 (50%) showed clinical, la-
boratory, and US patterns characteristic of chronic hepa-
titis, and the remaining three (11.5%) had liver cirrhosis,
with superimposed HCC in two patients (see Fig. 1).

Of the 35 subjects with serum HBV DNA <2 000 IU/
ml who completed the diagnostic procedures, 33 (94.3%)
were conclusively diagnosed as asymptomatic HBsAg
carriers with low viremia, one (2.9%) with chronic hepa-
titis, and one (2.9%) with liver cirrhosis (see Fig. 1).

Overall, a conclusive diagnosis was obtained for 90
(77.6%) of the 116 HBsAg-positive subjects. Of these, 29
(32.2%) were asymptomatic non-viremic HBsAg carriers,
43 (47.8%) were asymptomatic viremic HBsAg carriers,
14 (15.6%) had chronic hepatitis, and four (4.4%) had
liver cirrhosis, with superimposed HCC in two patients.
Of these 90 HBsAg-positive subjects, two (2.2%) were
anti-Delta positive, six (6.7%) were hepatitis B e antigen
(HBeAg) positive, and 84 (93.3%) were anti-HBe positive.
The HBV genotype was identified in 47 of the 61 HBV-
DNA -positive subjects with a conclusive diagnosis; a low
HBV DNA serum concentration did not allow sequen-
cing in 14 cases. Of the 47 genotyped patients, 11
(23.4%) had HBV genotype A, seven (14.9%) had geno-
type D, 28 (59.6%) had genotype E, and only one (2.1%)
had genotype C.

The demographic, serological, and virological characteris-
tics of the 90 HBsAg-positive subjects with a conclusive
diagnosis are shown in Table 4, according to the disease



Coppola et al. Infectious Diseases of Poverty (2017) 6:33

Page 5 of 9

Table 2 Demographic and initial characteristics of the 1,212 immigrants enrolled in the study, according to HBV serology

HBsAg positive

HBsAg negative/
anti-HBc positive

HBsAg/anti-HBc negative HBsAg positive +
HBsAQ negative/
anti-HBc positive

vs. negative for both

N° of patients 116 490
Age, years, mean = SD 324+8a 34+10b
Males, n° (%) 97 (81.5) 396 (80.8)
Legal status
Undocumented immigrants 78 (71.6) 339 (69.2)
Low-income refugees 38 (28.4) 151 (30.8)
Country of origin, n° (% by row)
Eastern Europe, 233 cases 14 (6.0) 73 (31.3)
Northern Africa, 87 cases 3 (3.5 17 (19.5)
SSA, 665 cases 93 (14.0) 345 (519
India-Pakistan area, 175 cases 59 46 (26.3)
Others, 52 cases 1(1.9) 9(17.3)
In Italy for months, mean + SD 422+50 527+51
Years of schooling, mean + SD 45+39 129+29
n° (%) with alcohol intake 22 (16) 102 (20.8)
Declared risk factors, n® (% by column)
Drug addiction 0 5@
Unsafe sexual intercourse 21 (18) 85 (17.3)
Surgery, dental care, abortion 56 (48.3) 247 (504)
Blood transfusion 2(1.7) 10 2)
Other parenteral exposure? 93 (80) 351 (71.6)
Did not declare risk factors 12 (10.3) 71 (14.5)

606
33711 ¢
420 (70)

0.50
0.000
09
414 (68)

192 (31.7)

146 (62.7)
67 (77.0)
227 (34.1)
124 (70.8)
42 (80.8)
51£555
81+53
131 (21.6)

0.000

092
0.000
0.67

0.68

2Unsafe injection therapy, acupuncture, tattoo, piercing, tribal practices

stage. Compared with patients with a less active liver dis-
ease, those with chronic hepatitis or liver cirrhosis showed
a higher viral load and higher aminotransferase serum
levels and were more frequently HBeAg positive (see
Table 4).

The HBsAg-positive subjects admitted to the present
study received treatment or remained untreated in accord-
ance with the current international guidelines [13]. In par-
ticular, five of the 14 patients with chronic hepatitis were
treated with peginterferon a-2a (180ug once a week) for
12—24 months; a favourable response was observed only in
one, a HBV-genotype-A Romanian patient. Another six pa-
tients with chronic hepatitis and three of the four cirrhotic
patients were treated with nucleos(t)ide analogues: enteca-
vir was given to five cases and tenofovir to four. All nine
nucleos(t)ide-analogue-treated patients became serum
HBV DNA negative within the 48™ week of treatment and
remained so after. For the remaining three patients with
chronic hepatitis, antiviral treatment was not indicated and
they were left untreated. Also untreated was a patient from
SSA with advanced liver cirrhosis and multifocal HCC who
died after a few weeks of observation.

Discussion

Despite their long-term stay in Italy, the undocumented
immigrants and low-income refugees investigated in this
study were poorly integrated due to language, cultural,
and socioeconomic barriers. This immigrant population
came to Italy from various countries with intermediate
or high HBV endemicities and with different socioeco-
nomic, religious, and cultural backgrounds, all of which
makes their access to Italian healthcare services difficult.
Nevertheless, the presence of skilled physicians and cul-
tural mediators operating in the four first-level centres
overcame any language and cultural barriers and allowed
successful screening with an over-90% acceptance rate.
The rate of the interviewed immigrants who agreed to
be screened seems a useful parameter for evaluating the
efficacy of screening and representative of the immigrant
population. However, a possible bias on the enrolment
may not be excluded.

The HBsAg-positive subjects were referred to a ter-
tiary clinical centre to complete their diagnostic itinerary
and receive treatment, if indicated. Overall, the strategies
used in this study could be recommended for screening
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Table 3 Logistic regression analysis for independent predictors
of contact with HBV (HBsAg-positive or HBsAg-negative/anti-
HBc-positive status vs. HBsAg/anti-HBc-negative status)

Parameter OR 95%C! P
Lower  Upper
Gender
Male vs. female 1.79 1.28 251 0.001
Age 1.02 1.01 1.04 0.001
Country of origin
SSA vs. North Africa 6.18 337 11.36 0.000
Eastern Europe vs. North Africa 2.00 1.02 391 0.043
Asia vs. North Africa 265 1.35 521 0.005
America vs. North Africa 096 007 6.07 0.72
Years of schooling 096 094 0.99 0.007
Sexual risk factors
Sexual vs. parenteral exposure® 0.73 049 1.1 0.13
Risk factors (minor®)
Minor risks vs. other risks 1.54 1.1 2.16 001

?Drug addiction, surgery, dental care, abortion, blood transfusion
bAcupuncture, tattoo, piercing, tribal practices

undocumented immigrants and low-income refugees in
several clinical settings.

In agreement with the recommendations of the Centers
for Disease Control and Prevention in Atlanta, USA, the
data from our study underscore the need for universal
screening for HBV infection for people from countries with
an HBsAg prevalence higher than 2% [17]. In fact, the indi-
viduals from SSA, who accounted for over half of the sub-
jects in this study, showed an ongoing HBV infection in
11.3% and a past HBV infection in more than half of the
cases. The rate of HBsAg positivity observed in this sub-
continent is very high, thus suggesting that in most cases
HBV infection was acquired early in life, at birth from
HBsAg-positive mothers, or in early youth from infected
parents or siblings [3, 18, 19]. In addition, the immigrants
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from Eastern Europe, the India-Pakistan subcontinent, and
Northern Africa investigated in this study showed inter-
mediate HBsAg-positivity rates. The prevalences observed
in undocumented immigrants and low-income refugees in
this study indicate the widespread HBV infection in their
countries of origin, since the rate of HBsAg positivity in
Italy is estimated to be below 1% [20-23].

Subjects participating in the present study were rela-
tively young, prevalently males, and had been living in
Italy for a mean period of four and a half years. All im-
migrants with an ongoing or previous HBV infection
were unaware of their serological status and, compared
with the HBsAg/anti-HBc-negative patients, were more
frequently males and more frequently from SSA. Ac-
cordingly, a logistic regression analysis identified the
male sex and Sub-Saharan African origin as independent
predictors of a persisting or past HBV infection. The
other independent predictors identified in this study
were a low level of schooling and the presence of ‘minor’
parenteral risk factors (acupuncture, tattooing, piercing,
or tribal practices). Worthy of note is the observation
that in our immigrant population, in which the ‘main’
routes of parenteral transmission played a minor role in
transmitting HBV infection, the so-called ‘minor’ risk
factors were instead identified as being independently
associated with transmission. Furthermore, that educa-
tion plays a major role in the prevention of infectious
diseases is once again demonstrated in the present study,
as a low level of schooling was independently associated
with HBV transmission [4, 24—28].

Referred to one of the two tertiary units of infectious
diseases for further investigation, monitoring, and pos-
sible treatment, approximately 10% of the subjects with
a serum HBV load >2 000 IU/ml and nearly 40% of
those with a lower HBV replication did not complete the
diagnostic course. This partial success suggests that an
improvement in the skills of some cultural mediators is
necessary.

HBsAg-positive subjects

116

HBV DNA >2 000 1U/ml
29

HBV DNA<2 000 IU/ml HBV-DNA-negative
58 29

Asymptomatic Chronic
carriers hepatitis

10 13

Droup-out Cirrhosis

3

Droup-out
3 23

Asymptomatic Chronic
carriers hepatitis

33 1

Cirrhosis
1

Hepatocellular
carcinoma

2

Fig. 1 Clinical diagnosis of the 116 HBsAg-positive subjects
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Table 4 Demographic, serological, and virological characteristics according to the clinical classifications of the 90 HBsAg-positive
subjects with a conclusive clinical diagnosis

HBsAg pos. non-viremic
asymptomatic carriers

HBsAg pos. viremic
asymptomatic carriers

HBsAg pos. patients with

chronic hepatitis

HBsAg-pos. patients
with cirrhosis

N° of patients 29 43 14 4
Age, years, median (range) 32 (22-58) 32.5 (20-55) 325 (18-44) 32.5 (25-35)
Males, n° (%) 25 (86) 35(83.3) 14 4
Status in country, n° (% by row)
Undocumented immigrants, 14 (22.2) 32 (50.8) 13 (20.6) 4 (64)
63 cases
Low-income refugees, 27 cases 15 (52) 11 (26.2) 1(7) 0
In Italy for month, mean + SD 35.7+327 42 +586 494+ 288 50+523
Years of schooling, mean + SD 35+42 25+4 119+198 27+38
Country of origin, n° (% by row)
Eastern Europe, 10 cases 1(10.0) 5 (50.0) 4 (40.0) 0
North Africa, 1 case 0 1 (100) 0 0
SSA, 75 cases 27 (36) 35 (46.7) 10 (13.3) 34
Asia, 4 cases 1(25) 2 (50) 0 1(25)
America, no cases 0 0 0 0
Anti-delta-positive, n°(% by 0 1(24) 1(7) 0
column)
HBeAg positive/anti-HBe negative, 0 0 4 (28.6) 2 (50
n° (% by column)
HBeAg negative/anti-HBe positive, 29 (100) 43 (100) 10 (714) 2 (50)
n° (% by column)
HBV DNA, IU/ml, median (range) - 620 (12-73 000) 8,500 1.2E7
(24E3-1.0E9) (1.3E-1.7E8)
AST, IU/ml, mean + SD 18137 236+72 72.7+£825 41+£22
ALT, IU/ml, mean + SD 19+43 2477 985+1178 53£322
HBV genotype, n° (% by row)
A // 8(727) 2(182) 1(9.0)
C 0 0 1(25)
D 4(57.1) 3 (429 0
E 18 (64.3) 8 (28.6) 2(7.0)
Not determined 13 (929 1(7.1) 0

AST aspartate-aminotransferases, ALT alanine-aminotransferase

A conclusive diagnosis was obtained for 90 of the 116
HBsAg-positive immigrants: 29 were asymptomatic non-
viremic HBsAg carriers, 43 were asymptomatic viremic
carriers, and 18 had viremic chronic hepatitis or cirrho-
sis. Moreover, those with a HBV load above 2,000 IU/ml
had chronic hepatitis or liver cirrhosis more frequently
than those with lower viremia and, conversely, were less
frequently asymptomatic viremic HBsAg carriers. These
data indicate that, when applying only the HBV DNA
serum value of 2,000 IU/ml to distinguish low from high
viremic subjects for clinical and therapeutic decisions, as
suggested by the current international guidelines [13],
over 5% of the low viremic and nearly 40% of the high
viremic immigrants in the present study could have been

misclassified. It is very likely that the current inter-
national guidelines do not consider patients with HBV-
genotype E chronic hepatitis, a genotype detected in re-
cent years mostly in populations from SSA and which
predominated in this study. We believe that more atten-
tion should be given to this genotype, the epidemio-
logical impact of which is steadily increasing [29-33].
Literature on the treatment of HBV-related chronic
hepatitis in immigrants is scanty [34—36] and does not
allow for any conclusive evaluation. All chronic hepa-
titis and cirrhosis patients in the present study were
considered for anti-HBV treatment and, in accordance
with the current national guidelines [13, 37, 38], some
were left untreated and some were treated with either
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peginterferon a-2a or nucleos(t)ide analogues, with re-
sults similar to those observed for the local Italian
population [39-42].

Conclusions

The present investigation provides interesting information
on the presence of HBV infection in undocumented im-
migrants and refugee populations from different geo-
graphical areas [43—47], and could be useful for devising
healthcare strategies in Italy. Virtually all Italian citizens
aged 0-35 years have HBV vaccination coverage [21],
whereas none of the 1,212 undocumented immigrants or
refugees in our study received active immune-prophylaxis
against HBV nor had they been tested for HBV markers
after an average stay in Italy of 4.5 years. Taking care of
this vulnerable group of individuals should be a moral
duty for every government or national healthcare system
in developed countries [22, 47]. Extending monitoring and
treatment of HBV chronic infection and HBV universal
vaccination to undocumented immigrants and low-
income refugees is a mandatory epidemiological approach
towards eradicating HBV infection in this vulnerable
group and in their host countries.

Additional file

Additional file 1: Multilingual abstracts in the five official working
languages of the United Nations. (PDF 626 kb)

Abbreviations

AHB: Acute hepatitis B; ALT: Alanine aminotransferase; Cl: Confidence interval;
HBc: Hepatitis B core antibody; HBe: Hepatitis Be antibody; HBeAg: Hepatitis
B envelope antigen; HBs: Hepatitis B surface antibody; HBsAg: Hepatitis B
surface antigen; HBV: Hepatitis B virus; HCC: Hepatocellular carcinoma;

HCV: Hepatitis C virus; HIV: Human immunodeficiency virus; OR: Odds ratio;
SD: Standard deviation; SSA: Sub-Saharan Africa

Acknowledgments

We thank Doctors Laura Paradiso, Nicolina Capoluongo, Valerio Rosato,
Gaetano Pergola, Paolo Francesco Marino, Ciro Esposito, and Stefania De
Pascalis, and the registered nurses Salvatore Auricchio, Vincenza Cangiano,
Giacomo Sabatino, and Mrs. Asli Ahmed Abdulle for their invaluable
technical assistance.

Funding

This study was supported in part by a grant from Gilead Sciences Sir.l.
"L'infezione da HBV nelle popolazioni speciali (donne in gravidanza,
popolazioni immigrate, popolazioni in eta pediatrica): progetti di awareness
ed accesso alla diagnosi’ Fellowship Program 2011 and 2013; and by a grant
from 2014 goSHAPE program.

Availability of data and materials

The clinical data pertaining to the subjects enrolled in the study are
anonymously collected in a dataset. The readers may contact the authors to
access these data. At the time of the first observation, all subjects signed
their informed consent according to the rules of the Ethics Committee of
the Azienda Ospedaliera Universitaria-Seconda Universita di Napoli for the
collection and storage of plasma samples, and for the collection and use of
their data in clinical research.

Page 8 of 9

Authors’ contributions

NG, LA, and ES were responsible for the conception and design of the study,
interpreted the data, and wrote the paper. MS and CM performed the
analysis of HBV serological and molecular assays. LG, CS, MP, LO, GDC, MM,
and GP enrolled and followed up the patients. GS and IFA interpreted and
analyzed the data and performed the statistical analysis. All authors read and
approved the final paper.

Competing interests
The authors declare that they have no competing interests.

Ethics approval and consent to participate

The Ethics Committee of the Azienda Ospedaliera Universitaria of the
Second University of Naples (214/2012) approved this study. Signed
informed consent, written in the immigrant’s native language, was obtained
on a voluntary basis from almost 91% of the 1 331 undocumented
immigrants and low-income refugees at one of the four first-level clinical
units during the study period. These were the subjects who participated in
the study.

Registered study
214/2012 at the Ethics Committee of the Azienda Ospedaliera Universitaria-
Seconda Universita di Napoli. Registered 3 November 2011

Author details

'Department of Mental Health and Public Medicine, Section of Infectious
Diseases, Second University of Naples, Via L. Armanni 5, 80133 Naples, Italy.
’Medical Center, Social center “ex Canapificio”, Caserta, Italy. *Medical Center,
Center for the wardship of the immigrants, Naples, Italy. “Medical Center,
Welcome center ‘La tenda di Abramo’, Caserta, Italy. °Infectious Diseases
Unit, AORN Sant'/Anna e San Sebastiano, Caserta, Italy. 6Departmem of
Clinical and Experimental Medicine and Surgery, Second University of Naples,
Naples, Italy. ’Medical center, Center of missionary nuns of carithy, Naples,
Italy. ®Department of Mental Health and Public Medicine, Section of Statistic,
Second University of Naples, Naples, Italy. Department of Experimental
Medicine, Second University of Naples, Naples, Italy.

Received: 5 April 2016 Accepted: 20 December 2016
Published online: 09 February 2017

References

1. Hepatitis B. World Health Organization Fact Sheet No. 2004. Available from:
http://who.int/mediacentre/factsheets/fs204/en accessed 5 June 2005.

2. Sagnelli E, Stroffolini T, Mele A, Imparato M, Sagnelli C, Coppola N, et al.
Impact of comorbidities on the severity of chronic hepatitis B at
presentation. World J Gastroenterol. 2012;18:1616-21.

3. Sagnelli E, Sagnelli C, Pisaturo M, Macera M, Coppola N. Epidemiology of
acute and chronic hepatitis B and delta over the last 5 decades in Italy.
World J Gastroenterol. 2014;20:7635-43.

4. Sagnelli E, Stroffolini T, Mele A, Imparato M, Almasio PL. Chronic hepatitis B
in Italy: new features of an old disease-approaching the universal
prevalence of hepatitis B e antigen-negative cases and the eradication of
hepatitis D infection. Clin Infect Dis. 2008;46:110-3.

5. Rapporto ISTAT - Popolazione residente straniera per eta e sesso al 1°
Gennaio 2014. http://www.istat.it/it/archivio/132657.

6. Rapporto ISTAT - Popolazione residente per eta, sesso e stato civile al 1°
Gennaio 2014. http://dati.istat.it/Index.aspx?DataSetCode=DCIS_POPREST .

7. Walker PF, Jaranson J. Refugee and immigrant health care. Med Clin North
Am. 1999;83:1103-20.

8. Mabey D, Mayaud P. Sexually transmitted disease in mobile populations.
Genitourin Med. 1997;73:18-22.

9. Tiedje K, Wieland ML, Meiers SJ. A focus group study of healthy eating
knowledge, practices, and barriers among adult and adolescent immigrants
and refugees in the United States. Int J Behav Nutr Phys Act. 2014;11:63.

10.  Coppola N, Alessio L, Gualdieri L, Pisaturo M, Sagnelli C, Caprio N et al.
Hepatitis B Virus, Hepatitis C Virus and Human Immunodeficiency Virus
infection in undocumented migrants and refugees in southern Italy, January
2012 to June 2013. EuroSurv. 2015; 20. doi: 10.2807/1560-7917

11. Coppola N, Sagnelli C, Pisaturo M, Minichini C, Messina V, Alessio L, et al.
Clinical and virological characteristics associated with severe acute hepatitis
B. Clinic Microb Inf Dis. 2014,20:991-7.


dx.doi.org/10.1186/s40249-016-0228-4
http://who.int/mediacentre/factsheets/fs204/en
http://www.istat.it/it/archivio/132657
http://dati.istat.it/Index.aspx?DataSetCode=DCIS_POPRES1
http://dx.doi.org/10.2807/1560-7917

Coppola et al. Infectious Diseases of Poverty (2017) 6:33

20.

21,

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

Coppola N, Zampino R, Cirillo G, Stanzione M, Macera M, Boemio A, et al.
TM6SF2 E167K variant is associated with severe steatosis in chronic hepatitis
G, regardless of PNPLA3 polymorphism. Liv Intern. 2015;35:1959-63.
European Association For The Study Of The Liver. EASL Clinical Practice
Guidelines: Management of chronichepatitis B virus infection. J Hepatol.
2012;55:167-85.

Mancuso A. Management of hepatocellular carcinoma: Enlightening the
gray zones. World J Hepatol. 2013;5:302-10.

Coppola N, Potenza N, Pisaturo M, Mosca N, Tonziello G, Signoriello G, et al.
Liver microRNA hsa-miR-125a-5p in HBV Chronic Infection: Correlation with
HBV Replication and Disease Progression. PLoS One. 2013;8:e65336.
Coppola N, Masiello A, Tonziello G, Pisapia R, Pisaturo M, Sagnelli C, et al.
Factors affecting the changes in molecular epidemiology of acute hepatitis
B in a Southern ltalian area. J Viral Hep. 2010;17:493-500.

Weinbaum CM, Williams |, Mast EE, Wang SA, Finelli L, Wasley A, et al.
Recommendations for identification and public health management of persons
with chronic hepatitis B virus infection. MMWR Recomm Rep.
2008,57(RR-8):1-20.

Ott JJ, Stevens GA, Groeger J, Wiersma ST. Global epidemiology of hepatitis
B virus infection: new estimates of age-specific HBsAg seroprevalence and
endemicity. Vaccine. 2012;30:2212-9.

Lavanchy D. Hepatitis B, virus epidemiology, disease burden, treatment, and
current and emerging prevention and control measures. J Viral Hepat.
2004;11:97-107.

Bonanni P, Pesavento G, Bechini A, et al. Impact of universal vaccination
programmes on the epidemiology of hepatitis B: 10 years of experience in
Italy. Vaccine. 2003;21:685-91.

Zanetti AR, Tanzi E, Romano L, Grappasonni |. Vaccination against hepatitis
B: the ltalian strategy. Vaccine. 1993;11:521-4.

Da Villa G, Sepe A. Immunization programme against hepatitis B virus
infection in Italy: cost-effectiveness. Vaccine. 1999;17:1734-8.

Coppola N, Corvino AR, De Pascalis S, Signoriello G, Di Fiore E, Nienhaus A,
Sagnelli E, Lamberti M. The long-term immunogenicity of recombinant
hepatitis B virus (HBV) vaccine: contribution of universal HBV vaccination in
Italy. BMC Infect Dis. 2015;15:149.

de Paula Machado DF, Martins T, Trevisol DJ, Silva RA VE, Narciso-Schiavon
JL, Schuelter Trevisol F, Schiavon Lde L. Prevalence and factors associated
with hepatitis B virus infection among senior citizens in a southern brazilian
city. Hepat Mon. 2013;135:e7874.

Al-Thagafy MS, Balkhy HH, Memish Z, Makhdom YM, lbrahim A, Al-Amri A,
Al-Thaqgafi A. Hepatitis B virus among Saudi National Guard personnel:
seroprevalence and risk of exposure. J Infect Public Health. 2013;6:237-45.
Tozun N, Ozdogan O, Cakaloglu Y, Idilman R, Karasu Z, Akarca U,
Kaymakoglu S, Ergonul O. Seroprevalence of hepatitis B and C virus
infections and risk factors in Turkey: a fieldwork TURHEP study. Clin
Microbiol Infect. 2015;21:1020-6.

Ma GX, Zhang GY, Zhai S, Ma X, Tan Y, Shive SE, Wang MQ. Hepatitis B
screening among Chinese Americans: a structural equation modeling
analysis. BMC Infect Dis. 2015;15:120.

Sagnelli E, Stroffolini T, Sagnelli C, Smedile A, Morisco F, Furlan C, et al.
Epidemiological and clinical scenario of chronic liver diseases in ltaly: Data
from a multicenter nationwide survey. Dig Liver Dis. 2016 In press. doi: 10.
1016/.d1d.2016.05.014

Hubschen JM, Andernach IE, Muller CP. Hepatitis B virus genotype E
variability in Africa. J Clin Virol. 2008;43:376-80.

Araujo NM. Hepatitis B, virus intergenotypic recombinants worldwide: An
overview. Infect Genet Evol. 2015;36:500-10.

Liu CJ, Kao JH, Chen DS. Therapeutic implications of hepatitis B virus
genotypes. Liver Int. 2005;25:1097-107.

Liu CJ, Kao JH. Genetic variability of hepatitis B virus and response to
antiviral therapy. Antivir Ther. 2008;13:613-24.

Croagh CM, Desmond PV, Bell SJ. Genotypes and viral variants in chronic
hepatitis B: A review of epidemiology and clinical relevance. World J
Hepatol. 2015;27(7):289-303.

Zhang S, Ristau JT, Trinh HN, Garcia RT, Nguyen HA, Nguyen MH.
Undertreatment of asian chronic hepatitis B patients on the basis of standard
guidelines: a community-based study. Dig Dis Sci. 2012;57:1373-83.

Giannini EG, Torre F, Basso M, Feasi M, Boni S, Grasso A, et al. A significant
proportion of patients with chronic hepatitis B who are candidates for
antiviral treatment are untreated: a region-wide survey in Italy. J Clin
Gastroenterol. 2009;43:1001-7.

36.

37.

38.

39.

40.

41.

42.

43,
44,

45.

46.

47.

Page 9 of 9

Veldhuijzen IK, Wolter R, Rijckborst V, Mostert M, Voeten HA, Cheung Y, et
al. Identification and treatment of chronic hepatitis B in Chinese migrants:
Results of a project offering on-site testing in Rotterdam. Neth J Hepat.
2012,57:1171-6.

AASLD, Terrault NA, Bzowej NH, Chang KM, Hwang JP, Jonas MM, Murad MH.
Guidelines for Treatment of Chronic Hepatitis B. Hepatol. 2016,63:261-83.
Carosi G, Rizzetto M, et al. Treatment of chronic hepatitis B: update of
recommendations from the 2007 Italian Workshop. Dig Liv Dis. 2011;43:259.
Bonino F, Marcellin P, Lau GK, Hadziyannis S, Jin R, Piratvisuth T, et al.
Predicting response to peginterferon alpha-2a, lamivudine and the two
combined for HBeAg-negative chronic hepatitis B. Gut. 2007;56:699-705.
Lampertico P, Vigano M, Di Costanzo GG, Sagnelli E, Fasano M, Di Marco V,
Fargion S, Giuberti T, lannacone C, Regep L, Massetto B, Facchetti F,
Colombo M, PegBeliverStudy Group, et al. Randomised study comparing 48
and 96 weeks peginterferona-2a therapy in genotype D HBeAg-negative
chronic hepatitis B. Gut. 2013;62:290-8.

Fasano M, Lampertico P, Marzano A, Di Marco V, Niro GA, Brancaccio G,
Marengo A, Scotto G, Brunetto MR, Gaeta GB, Rizzetto M, Angarano G,
Santantonio T. HBY DNA suppression and HBsAg clearance in HBeAg
negative chronic hepatitis B patients on lamivudine therapy for over

5 years. J Hepatol. 2012,56:1254-8.

Lampertico P, Invernizzi F, Vigand M, Loglio A, Mangia G, Facchetti F,
Primignani M, Jovani M, lavarone M, Fraquelli M, Casazza G, de Franchis R,
Colombo M. The long-term benefits of nucleos(t)ide analogs in
compensated HBV cirrhotic patients with no or small esophageal varices: A
12-year prospective cohort study. J Hepatol. 2015,63:1118-25.

Williams R. Global challenges in liver disease. Hepatology. 2006;44:521-6.
World Health Organization statistics, available at: http//www.who.int/
countries/rus/en/. Accessed 28 Dec 2016.

Van Sighem A, Nakagawa F, De Angelis D, Quinten C, Bezemer D, de Coul EO,
et al. Estimating HIV Incidence, Time to Diagnosis, and the Undiagnosed HIV
Epidemic Using Routine Surveillance Data. Epidemiology. 2015;26:653-60.
Maartens G, Celum C, Lewin SR. HIV infection: epidemiology, pathogenesis,
treatment, and prevention. Lancet. 2014;384:258-71.

Papadakis G, Okoba NA, Nicolaou C, Boufidou F, loannidis A, Bersimis S, et al.
Serologic markers for HBV, HCV and HIV in immigrants visiting the Athens'
polyclinic of ‘Doctors of the World - Greece'. Public Health. 2013;127:1045-7.

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

* Thorough peer review

¢ Inclusion in PubMed and all major indexing services

* Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit ( BiolMed Central



http://dx.doi.org/10.1016/j.dld.2016.05.014
http://dx.doi.org/10.1016/j.dld.2016.05.014
http://www.who.int/countries/rus/en/
http://www.who.int/countries/rus/en/

	Abstract
	Background
	Methods
	Results
	Conclusions

	Multilingual abstracts
	Background
	Methods
	Patients
	Study design
	Study sites
	Screening of patients
	Questionnaire
	Serum sampling and clinical definitions

	Methods
	Statistical analysis
	Ethics approval

	Results
	Discussion
	Conclusions
	Additional file
	Abbreviations
	Acknowledgments
	Funding
	Availability of data and materials
	Authors’ contributions
	Competing interests
	Ethics approval and consent to participate
	Registered study
	Author details
	References

