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Abstract

Background: Hepatitis D virus (HDV) is highly pathogenic, and clinical studies revealed that HDV infection
aggravates the natural history of the underlying hepatitis B virus (HBV) infection by progression to cirrhosis that
leads to early decompensation of liver function compared with HBV mono-infection. To determine the
seroprevalence of HDV among HBsAg-seropositive patients and associated biochemical profiles at Maiduguri,
Nigeria, a hospital-based cross-sectional study on 180 sera of patients positive for HBsAg by ELISA were evaluated
for anti-HDV, hepatitis B envelop antigen, anti-HBs antibodies and liver enzyme profiles.

Results: HDV seroprevalence of 3.3% among 180 HBsAg-positive patients. Relatively higher seroprevalence of
HDV was observed in males (4.3%) than in females (2.3%). The highest infection rate (20%) was obtained in
patients ≥ 56 years. However, no significant association between positive anti-HDV seroprevalence and gender
(p > 0.05). Of the 6 (3.3%) anti-HDV-positive patients, only 1 (16.7%) was positive for HBeAg while all were
negative for anti-HBs antibodies. The mean level of liver enzyme level of AST and ALT of the anti-HDV-
positive patients significantly differ from that of HBsAg mono-infected patients (p ˂ 0.05). However, no
significant difference (p < 0.05) between the mean levels of liver enzymes of ALP in anti-HDV-positive and
HBsAg mono-infected patients (p ˃ 0.05) was found.

Conclusion: This study revealed a relatively low presence of HDV in HBsAg-positive patients. Furthermore,
HDV-HBV co-infected patients had somewhat worse liver enzyme upregulation. This underscores the need for
rapid HDV testing and treatment in HBV-infected patients.
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Background
The hepatitis D (Delta) virus (HDV), which was discov-
ered late in the 1970s, is the smallest virus of human vir-
ology. Hepatitis B virus (HBV) infection is a public
health problem, and it is estimated globally that 248 to
292 million people are HBV chronically infected [1, 2].
Based on this estimation, about 5% of these patients
were initially assumed to be HDV co-infected [3]. How-
ever, these figures are contrary to the findings of a re-
cent meta-analysis that revealed an overwhelming 13 to
14%, which corresponds to about 62 to 72 million people
living with HDV worldwide [4, 5]. This implies that a
disease burden due to HDV could be much higher than
previously considered [6]. Indeed, for decades, the exact
global prevalence of HDV infection remains indefinite
because of the varied and absence of standardised
screening practices of HBV-positive patients for HDV
and the inaccessibility to testing in many endemic and
resource-constrained countries.
The HDV is currently described as the most severe

and rapidly progressive form of chronic viral hepatitis
regardless of being an imperfect virus that needs the
presence of hepatitis B virus (HBV) to be a human
pathogen [7, 8]. HDV is a small circular positive single-
stranded RNA virus of 1.7 kb in size and the only repre-
sentative of the Deltaviridae family, satellite of HDV
relying on HBV surface protein HBsAg expression to
produce new infectious particles [9]. There is a signifi-
cantly poor prognosis in HDV co- or super-infected per-
sons with chronic hepatitis B [10, 11]. During infection,
anti-delta antibodies appear in serum and can be de-
tected by enzyme-linked immunosorbent assay (ELISA).
Since HDV requires HBV for its infectivity, it is also

called a defective pathogen. The other important feature
distinguishing HDV from other satellite viruses is its
ability to replicate [12] independently. It is thought that
the mechanism of HDV infection’s damage to the liver is
immune-mediated along with cytopathic effects. There
are still unenlightened aspects of its pathogenesis. HDV
infection is defined as co-infection or super-infection
based on the condition of accompanying HBV infection
[13].
The clinical and biochemical features of such infec-

tions resemble those of acute hepatitis alone [13] but
may be more severe. Although the acute clinical presen-
tations of a co-infection and super-infection are indistin-
guishable, the long-term sequelae differ markedly.
Super-infection is more severe because a large number
of hepatocytes are already producing HBsAg, and HDV
can replicate without delay with a relatively short incu-
bation period. It leads to severe liver damage, fulminant
HBsAg-positive hepatitis and elevated mortality (up to
20%) but most often results in chronic HDV infection
[14].

Because HDV infection aggravates the natural history
of the underlying HBV infection by progression to cir-
rhosis that leads to early decompensation of liver func-
tion compared with HBV mono-infection, this study
aims to determine the seroprevalence of HDV in
HBsAg-positive patients and associated liver biochemical
profiles among the subjects.

Methods
Study design
This was a hospital-based cross-sectional study con-
ducted between 20 April and 30 October 2019.

Study area
The study was carried out in the Department of Immun-
ology of a tertiary health facility in North-eastern
Nigeria. It is a designated centre of excellence in im-
munology and infectious diseases. The facility is a five
hundred and thirty-bed capacity providing health ser-
vices to the States in the northeast and also the neigh-
bouring African countries such as Niger, Chad and
Cameroon.

Study population
A total of 180 HBsAg-positive samples by enzyme-
linked immunosorbent assay (ELISA) collected from pa-
tients sent for HBsAg investigation were evaluated for
the presence of HDV, hepatitis Be antigen (HBeAg) and
hepatitis B surface antibodies (HBsAb), and their liver
enzyme profiles were also determined in the Immun-
ology Department of the hospital (Table 1). The partici-
pants include 94 males and 86 females with an age range
of 18–65 years.

Subject selection criteria
We evaluated the prevalence of HDV in the HBV-
infected subjects by screening all consecutive patients
from 20 May to 30 July October 2019 (10 weeks). The
inclusion criteria were HBsAg positive for at least the
previous 6 months, seronegative test for HCV and HIV
antibodies, do not consume alcohol and not received
any antiviral or antimicrobial therapies. These data were
gotten through a face-to-face interview of participants
and confirmed from their physicians and hospital files.

Sample size
Being a cross-sectional study, the minimum sample size
was determined by the expression:

n ¼ Z2Pq

d2

P = prevalence rate from a previous study at Z = 3.94
and standard error of 0.05. Using the prevalence of 4.9%
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of HBV/HDV co-infection in a similar study in Nigeria
[14], a minimum sample size of 73 was calculated. How-
ever, 180 subjects who voluntarily consented for partici-
pation were enrolled.

Analytical laboratory methods
The serum samples stored at −20 °C were retrieved and
thawed once at room temperature and were screened for
the presence of HDV IgM, HBeAg and HBsAb by
enzyme-linked immunosorbent assay (ELISA) (Diagnos-
tic Automation/Cortez Diagnostics Inc., Calabasas,
USA), and the liver enzyme profile was also determined
using Roche/Hitachi 902 Chemistry Autoanalyser. The
aspartate (ALT) and alanine amino transaminase (AST)
were determined by the spectrophotometric method of
Bergmeyer et al. [15] while alkaline phosphatase (ALP)
was determined by the spectrophotometric nitrophenol
method of Tietz et al. [16]. Per run and daily quality
control for all laboratory procedures were ensured.
Physiological range values for liver enzyme activities in

the blood [16]:

a. Alanine transaminase 0 to 45 IU/L
b. Aspartate transaminase 0 to 35 IU/L
c. Alkaline phosphatase 30 to 120 IU/L

Statistical analysis
Statistical Package for Social Sciences version 23 (SPSS
version 16.0 Inc., Chicago, IL, USA) was used for all ana-
lyses. A two-tailed chi-squared test was used to deter-
mine the possible significant association between
sociodemographic variables of subjects and seropreva-
lence of HDV, while the Student T test was used to

determine the mean difference of continuous variables
between the two groups (i.e. co-infected and mono-
infected; p values < 0.05 at 95% confidence interval for
all tests were considered statistically significant).

Results
About 8.9% of the HBsAg-positive patients were reactive
for HBeAg while 16.1% were reactive for HBsAb (Table
2). All the HDV positives were also HBsAb negative,
while 1 was positive for HBeAg.
Table 3 shows the gender distribution of HBeAg and

HBsAb in HBsAg-positive patients, indicating 6 and 10
were HbeAg reactive for female and male, respectively,
while 18 and 11 were HBsAb reactive for female and
male, respectively.
Table 4 shows the liver enzyme profiles among the

HDV-positive patients where AST and ALT were ele-
vated for HDV-positive patients and the mean values
higher than in negative patients.

Discussion
Our results revealed a seroprevalence of 3.3% (6/180)
HDV infection among HBsAg-positive patients in Mai-
duguri, Borno State, North-eastern Nigeria (Fig. 1). The
prevalence of 12.3 to 41% of HBsAg varies from several
studies carried out among different populations in Mai-
duguri, Nigeria, which has revealed endemicity for
HBsAg [17]. However, this is the first study on HDV in-
fection among HBsAg-positive patients in this environ-
ment as hepatitis D virus screening is not normally
carried out for blood donors or demanded as a follow-
up test for HBsAg-positive patients knowing quite well
that the environment is endemic for HBV. Our study

Table 1 Age and gender distribution of HDV infection among HBsAg-positive patients

Age
range
(years)

Number
tested

Male Female

Number tested Number positive (%) Number tested Number positive (%)

18–25 39 19 0 20 1

26–35 81 36 1 45 1

36–45 43 29 2 14 0

46–55 12 8 0 4 0

≥ 56 5 2 1 3 0

Total 180 94 4 86 2

Male: X2 = 12.162, p = 0.016; female: X2 = 1.132, p = 0.889; gender: X2 = 5.215, p = 0.266

Table 2 Hepatitis B antigenemia among study population among hepatitis D-positive patients

Tests HBsAb HBeAg

Anti-HDV Positive Negative Total Positive Negative Total

Positive 0 (0) 6 (0) 6 (100) 1 (16.7) 5 (83.3) 6 (100)

Negative 29 (100) 145 (16.0) 174 (80.6) 15 (8.6) 159 (91.4) 174 (100)

Total 29 (16.1) 151 (83.9) 180 (100.0) 16 (8.9) 164 (91.1) 180 (100)
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revealed the prevalence of 3.3% of HDV antibodies
among HBsAg-positive patients. However, the finding is
higher than the postulated global prevalence of 0.82%
[18]. This finding agrees with a similar study in the
Northcentral region of Nigeria that showed a prevalence
of 2.7% among HBsAg-positive individuals [19]. Our re-
sult is lower than those from the Southwest region with
the prevalence of 1.1 to 6.5% co-infection of HBV/HDV
[14, 20, 21] and Northwest region of Nigeria with 5.43%
[22], respectively. Furthermore, our finding of 3.3% was
closely similar to the report in Khartoum, Sudan, with
2.8% (5/178) HDV IgM antibodies among blood donors
[23] and lower than finding among blood donors in
Egypt with 4.7% (8/170) of HDV IgG [24]. Studies in
Cameroon reported findings of 7–62% HDV seropreva-
lence depending on the population studied and the assay
used for the screening [25, 26]. Our result differs from
several studies carried out in Gabon between administra-
tive provinces, displaying prevalence of above 20% to
above 60% anti-HDV among HBsAg-positive popula-
tions, confirming a pattern of high HDV seroprevalence
suspected throughout the region [26–28].
Our study is in agreement with the finding in Jordan

and Saudi Arabia who reported the prevalence of 2%
and 3.3%, respectively, and lower than the reports from
Turkey and Kuwait with the prevalence of 5.2% and
31%, respectively, of HDV infection among asymptom-
atic carriers of HBsAg [29]. The disease is not routinely
diagnosed in Nigeria. HDV remains of significant

concern in any region where HBV is endemic [30]. Con-
sequently, this should be considered a public health
problem in Nigeria.
Our study revealed the male predominance of 4.3%

(4/94) males while females 2.3% (2/86). Our finding
was in agreement with the study carried out in south-
western Nigeria which showed males to be more pre-
dominant with HDV prevalence of 64.7% and 35.3%
among the male and female gender, respectively [20].
This is also comparable with the study from South-
eastern Nigeria [31] that showed the prevalence of
13.0% and 10.5% in males and females, respectively,
and that of the North-western region that reported
gender prevalence of 13.0% for males and 10.5% for
females [22]. However, this distracts from the findings

Table 3 Hepatitis Be antigen and hepatitis surface antibody
positivity and gender among hepatitis B surface antigen-
positive patients

Gender HBeAg HBsAb

Positive Negative Positive Negative

Female 6 (7.0) 80 (93.0) 18 (21.0) 68 (79.0)

Male 10 (11.0) 84 (89.0) 11 (12.0) 83 (88.0)

Total 16 (8.9) 164 (91.1) 29 (16.1) 151 (83.9)

Table 4 Liver enzyme profiles among hepatitis D antibody-seropositive patients

Tests Status Number Standard deviation (IU/L) Mean (IU/L) p value

AST High 6 2.0463 115.79039

Normal 174 78.9586 99.98081

Total 180 102.70039 102.87231 0.003

ALT High 6 1.2360 108.87231

Normal 174 61.2736 75.68687

Total 180 63.3511 77.47737 0.052

ALP High 6 1.6032 97.87846

Normal 174 1.0216 77.17290

Total 180 1.0411 78.32119 0.074

Fig. 1 Prevalence of anti-HDV among HBsAg-seropositive
study population

Ajayi et al. The Egyptian Journal of Internal Medicine            (2021) 33:5 Page 4 of 7



at Benue in Northcentral, Nigeria, in which only
women were HDV infected [19].
Our finding was in agreement with findings in Egypt

[32, 33] and in Khartoum where males were more fre-
quently infected by HDV, based on the results by ELISA
and nested RT-PCR which are highly sensitive and spe-
cific assay procedures for detection of HDV [23]. This
finding is in concordance with a report in Northern
Vietnam which showed that more than 75% of HDV-
infected patients were males among treatment-naive
HBsAg-positive patients [34]. Our study was also in con-
formity with that of Andrade et al. [35] in the Western
Brazilian Amazon, where they reported a prevalence that
is significantly higher in males than female subjects. Our
finding and the former results may be elucidated by the
increased risk factors for viral infection among the male
gender. Our findings showed that age range ≥ 56 years
were the patients most infected by HDV. This is in
agreement with the study in Cameroon and Mauritania
in which people ˃ 33 years old were the most affected
population [28, 36]. They attributed it to possibly due to
nosocomial transmission during the early twentieth cen-
tury in a study conducted in Cameroon [37].
In our study, 16.1% were reactive for HBsAb signifying

prior immunity, while 83.9% were non-reactive signify-
ing susceptibility to HBV infection. This is lower than
the finding in Brazil among persons of high social vul-
nerability [38]. In the present study, of the 6 anti-HDV-
positive patients, only 16.7% was positive for HBeAg,
while 83.3% were negative. Other studies have shown
comparable findings with up to 90% of HDV-positive pa-
tients having negative HBeAg in Tunisia [33, 39]. This
could be possibly due to a high rate of pre-core region
mutations, which could have led to 90% of the Tunisian
patients infected chronically with HBV [40, 41].
Furthermore, it has been described that HDV ob-

structs the expression of HBeAg through its ribozymes,
which are enzymes that can destroy mRNAs and encode
for the Pre/C region [42]. Furthermore, none of the posi-
tive anti-HDV was positive for HBsAb. This is in agree-
ment with the report of Chun-Hua et al. [43] where the
authors reported that of the 64 HBsAb-positive patients
none was positive for anti-HDV. However, HBV is usu-
ally transmitted horizontally by blood products or muco-
sal contact. In highly endemic areas like Southeast Asia
or Equatorial Africa, the most common mode of trans-
mission is vertical transmission perinatally from an
HBV-infected mother to the newborn child [44–46].
Certain types of behaviours increase the risk for con-
tracting HBV which include the use of contaminated
needle during acupuncture, intravenous drug abuse, ear
piercing and tattooing, sexually active heterosexuals or
homosexuals (for the last 6 months), infants/children in
highly endemic areas, infants born to infected mothers,

health care workers, haemodialysis patients and blood
receivers (blood transfusion) as HDV Screening is not
included in donor and blood banking, hemophilias, pris-
oners with long-term sentences and visitors to highly en-
demic regions [45]. In this study area, the use of some
sharp objects for barbing and nail cutting might be a
usual source of transmission.
Some epidemiological studies have shown that add-

itional infection with HDV infection increases the pro-
gression rate to liver diseases in affected individuals [47].
Moreover, despite varying degrees of histological dam-
age, some chronic hepatitis patients could have normal
laboratory parameters [48]. However, in contrast to
speedy liver decompensation by HBV/HDV infection, a
study by Lago et al. [49] revealed the median HBV viral
load in HBV/HDV co-infected individuals was slightly
lower compared to the HBV mono-infected group, des-
pite the lack of statistical significance. Reduced HBV
viral load in HDV co-infected individuals has been previ-
ously reported by others as a potential inhibitory role of
HDV over HBV replication at the intrahepatic level [50].
The presence of hepatitis B e-antigen (HBeAg) usually

indicates active hepatitis B virus (HBV) replication and
high infectivity which is higher in male 11% than in fe-
male 7%. Anti-HBs antibodies indicate that a person is
protected against the hepatitis B virus. This protection
can be the result of receiving the hepatitis B vaccine or
successfully recovering from a past hepatitis B infection.
The female is 21% which is higher than the male 12%.
This result might be related to studies illustrating the
physiological difference between sex difference in re-
sponses to HBV infection. Females are usually less sus-
ceptible to viral infections because they often mount
stronger immune responses against the viral pathogens
than males [51, 52]. Specifically, females elicit stronger
innate and adaptive immune responses when compared
to male counterpart. This may be responsible for the
lower inflammation and reduced HBV/HDV co-
infection, thus low HBeAg and HbsAg seropositivity in
females [51–54].
The biochemical analysis of subjects from our study

revealed more elevated ALT and AST in patients with
HBV/HDV co-infection than those with HBV mono-
infection. Although the clinical presentations of our
study subjects were not evaluated, similar studies cor-
roborated with our findings where they observed HBV/
HDV-co-infected patients had elevated ALT concentra-
tions than those with HBV mono-infection indicating
more fibrosis in 4% [55] and cirrhosis and HCC occur-
rence in 2.8% of the patients [56].
Indeed, this study is not without possible limitation.

Aside from quantifying the serum AST, ALT and alka-
line phosphatase level, other synthetic functions of the
liver such as total proteins, albumin and prothrombin
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concentration were not tested. These would have pro-
vided more information about the extent of hepatologi-
cal injuries induced by HDV/HBV co-infection.

Conclusion
The prevalence of 3.3% HDV infection in our study area
can be considered low; however, there is the need for a
more extensive study to understand the disease progres-
sion due to the public health threat from dual infection
with HBV and HDV so that they can develop proper
and timely intervention and surveillance strategies in
order to curb the spread of the infection.
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