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Non-alcoholic fatty liver disease
and the metabolic syndrome in an urbran

hospital serving an African community

Onyekwere C.A, et al. The term nonalcoholic

fatty liver disease (NAFLD) is used to describe a

spectrum of histologic findings ranging from simple

steatosis to nonalcoholic steatohepatitis with pro-

gressive fibrosis.1 Diabetes, obesity and metabolic

syndrome are risk factors for NAFLD, and it is pre-

sent in 50% of diabetics and 76% of obese indivi-

duals.2 In a large population based cohort study,

NAFLD was detected in one third of the American

adults.3 In this issue, Onyekwere, et al., present

data on the prevalence of NAFLD in Nigeria, and

compare the prevalence of the disease in the diabetic

and non-diabetic subjects. This prospective cross

sectional study was carried out in an endocrinology

clinic of an urban university teaching hospital in

Lagos, Nigeria. One hundred and fifty subjects were

recruited from October 2009 to August 2010, 106

were diabetics and 44 non-diabetics, with the latter

group serving as the comparator group. A question-

naire on liver disease symptoms and physical exami-

nation were undertaken. Blood work including

fasting blood sugar and lipid profile, liver biochemis-

try, hepatitis B and C virus serology were collected

and all subjects had an upper abdominal ultrasound

scan to determine the radiological prevalence of

fatty liver.

The overall prevalence of NAFLD among all stu-

dy subjects was 8.7%, and was higher in the diabetic

group but this was not statistically significantly

(9.5% vs. 4.5%, p = 0.2). The mean body mass index

(BMI) was similar in both groups (31 vs. 30 kg/m2),

suggesting that both groups were, by definition,

“obese”, however, waist circumference (WC) was

significantly higher in people with fatty liver (112

cm vs. 94 cm, p = 0.003). The prevalence of metabo-

lic syndrome was higher in subjects with NAFLD

than in those without fatty liver, but this wasn’t

statistically significant.

The interesting aspect of this study is that the

prevalence of NAFLD in this study is less than

the reported ones in American and European studies

in non-African populations. Based on non-African

studies, one would have expected a higher prevalen-

ce of NAFLD in this Nigeria cohort, given the hig-

her incidence of metabolic syndrome (ie. the study

group had diabetes mellitus and both study and con-

trol groups were obese). The finding of a surprisin-

gly low prevalence of NAFLD in an African

population at high risk, is similar to the findings

of studies performed to evaluate the prevalence of

NAFLD in African Americans.4,5 The mechanism

behind less fatty liver disease among African Ame-

rican is unclear; and difference in body fat distri-

bution between different ethnic groups is thought

to play role in the pathophysiology of NAFLD.

The interesting aspect of Onyekwere, et al.’s stu-

dy is that it is one of the few to study fatty liver

disease in a purely African patient population, a

fact that assumes greater epidemiologic significan-

ce when one considers that African Americans

may constitute a distinct population from an Afri-

can population. Certainly, further larger studies

with an African population are required to study

NAFLD.
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The efficacy of anti-viral therapy on hepatitis B
virus-associated glomerulonephritis: A systematic

review and meta-analysis

Yi Z, et al. Hepatitis B virus (HBV)-related re-

nal disease is common in endemic areas, especially

in children, and carries with it significant morbidi-

ty and mortality.6 These renal diseases include

membranous nephropathy (MN), IgA nephropathy,

minimal change disease, focal segmental glomeru-

losclerosis, and membranoproliferative glomerulo-

nephritis. However, the commonest histology type

is membranous nephropathy.7 Uncontrolled obser-

vations have suggested that corticosteroid and im-

munosuppression therapy have little benefit and

may lead to increase viral replication and exacerba-

tion of chronic hepatitis.8

In this issue, Yi, et al., performed a systematic

review and meta-analysis of the existing evidence

for anti-viral therapy for treatment of HBV-related

glomerulonephritis (GN). The aim of the analysis

was to evaluate the evidences of tolerability and

efficacy of anti-viral therapy in adult and pediatric

patients. Primary outcome was remission of protei-

nuria. Secondary outcome was clearance of hepati-

tis B e-antigen (HBeAg). In the included adult

studies, remission of proteinuria was associated

with treatment with a significant relative risk (of

remission) of 18.06 (2.97 to 109.93, p = 0.002).

Analysis of complete remission also had a signifi-

cant relative risk of 4.37 (1.18 to 16.11, p = 0.03).

In the included pediatric studies remission of pro-

teinuria favoured antiviral treatment with a signifi-

cant relative risk (of remission) of 5.6 (1.77 to

17.75, p = 0.003). However, analysis of complete re-

mission was not performed due to clinical and sta-

tistic heterogeneity. Subset analysis for

membranous nephropathy revealed a remisison of

proteinuria and complete remission in the treatment

arm with a relative risk of 14.52 (1.72 to 122.42)

and 10.41 (0.82 to 59.39) respectively. Secondary

outcome for HBeAg seroconversion while on anti-vi-

ral therapy had a relative risk of 15.14 (5.68 to

40.04, p < 0.00001).

This meta-analysis confirms that treatment of

HBV-GN and MN with anti-viral therapy significan-

tly increases the rate of proteinuria remission in

both adult and pediatric populations. Treatment

with anti-viral therapy also increased the incidence

of HBeAg seroconversion. Factors to include in cli-

nical practice include the type and dosage of anti-vi-

ral drugs.

Hepatobiliary laboratory abnormalities among
patients with chronic or persistent immune throm-

bocytopenia (ITP)

Enger C, et al. Immune thrombocytopenia

(ITP) is an autoimmune disorder characterized by

thrombocytopenia and increased risk of bleeding.9

Although ITP is usually a transient disease in chil-

dren, most adults develop chronic or persistent ITP.

The incidence and prevalence of abnormal hepatobi-

liary laboratory values are not well characterized in

this group, and poses a problem for future drug de-

velopment and clinical trial planning.

The aim of this study is to determine the inciden-

ce and prevalence of abnormal hepatobiliary labora-

tory values in the persistent or chronic ITP adult

population. Primary outcome of elevated ALT and

AST was defined by > 3x upper limit of normal

(ULN), total bilirubin > 1.5x ULN, and ALP > 2x

ULN. Patient population was identified by having

two diagnosis codes for ITP six-months apart

through a U.S. health insurance plan affiliated with

i3 Drug Safety, a global health services company.

3,244 patients were identified. A sub-group of 805

(25%) had baseline hepatobiliary laboratory test

within 12-months from diagnosis. 37 patients had

elevated ALT, which is a prevalence of 1.14% (95%

confidence interval (CI) of 0.83-1.57%) in the entire

ITP cohort (assuming those without baseline values

did not have liver disease) and 4.60% (CI 3.35-

6.27%) in those with baseline values. 30 patients

had elevated AST, a prevalence of 0.92% (CI 0.65-

1.32%) in entire cohort and 3.37% (CI 2.62-5.27%)

in the sub-group. 1.05% (CI 0.75-1.46%) of the enti-

re cohort and 4.22% (CI 3.04-5.84%) of sub-group

had elevated bilirubin. 15 patients had elevated

ALP, which is a prevalence of 0.46% (CI 0.28-0.76%)

in entire cohort and 1.86% (CI 1.13-3.05%) in the

sub-group.

Those patients with co-morbidities related to se-

condary thrombocytopenia (such as lupus, blood

cancers, HIV) were excluded in the incidence sub-co-

hort of 2,557 patients. 6 patients had newly identi-

fied ALT elevation during follow up, an incidence

rate of 1.24 per 1,000 person-years (CI 0.52-2.56 per

1,000 person-years). 2 patients with elevated AST,
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Dose pre-liver transplant HBV DNA level affect HBV
recurrence or survival in liver transplant reci-

pients receiving HBIg and nucleos(t)ide analogues?

Compos-Varela I et. al. Despite advances in

treatment of chronic hepatitis B virus (HBV) infec-

tion, liver transplantation remains the only hope for

many patients with end-stage liver disease related to

HBV. The role of liver transplantation in manage-

ment of individuals infected with HBV has undergo-

ne a fundamental shift over the past 2 decades. In

1980s, the rate of graft reinfection was as high as

80-100%, and this often led to significant liver da-

mage and shorten graft survival.11-13 Since the intro-

duction of hepatitis B immunoglobulin (HBIG), the

rate of graft reinfection had decreased to 20-40%14

and the rate was further reduced to 0-10% with sub-

sequent use of antiviral drugs.15,16 High levels of

HBV DNA at the time of liver transplantation had

been associated with higher risk of graft reinfection,

and other risk factor for HBV recurrence including

viral resistance.17

In this current issue, Campos-Verela et al., re-

evaluate the risk factors for HBV recurrence and

the prognosis of liver transplantation. Eight hun-

dred fifty nine patients underwent orthotopic liver

transplantation between 1988 and 2008 in Hospital

Universitario Vall d’Hebron in Barcelona, Spain.

Out of those, 60 cases (7%) were secondary to HBV

and of these, 49 patients were included in the analy-

sis. Seven (14%) patients received HBIG alone for

HBV recurrence prophylaxis and 42 (82%) received

combination of HBIG and antiviral drugs.

Eight of 49 patients (16%) had recurrent HBV in-

fection: 5 HBIG monoprophylaxis and 3 combina-

tion HBIG and antiviral drugs. The univariate

analysis of this group revealed a correlation bet-

which is an incidence rate of 0.41 per 1,000 person-

years (CI 0.08-1.32 per 1,000 person-years). The in-

cidence rate for elevated bilirubin is 2.69 per 1,000

person-years (CI 1.51-4.47 per 1,000 person-years)

and 1.03 per 1,000 person-years (CI 0.39-2.26 per

1,000 person-years) for elevated ALP.

Factors that were significantly associated with

new or recurrent elevated ALT included male

gender, history of diabetes, history of liver disea-

se, history of co-morbidities related to secondary

thrombocytopenia, history of alcohol use, on

high dose of corticosteroids, treatment with in-

terferon and treatment with cyclosporine. Fac-

tors significantly associated with new or recu-

rrent elevated bilirubin include age, male gender,

history of congestive heart failure, history of li-

ver disease, history of alcohol use, and treatment

with interferon.

Compared to prevalence rates reported in the

atrial fibrillation population, the estimates obtained

from this study in adults with persistent or chronic

ITP is higher.10 This study highlights the prevalen-

ce of abnormal hepatobiliary laboratory values in

the adult ITP population and postulates that distin-

guishing drug-induced liver toxicity in this popula-

tion will be a challenging task.

ween high HBV DNA levels (>104 IU/ml) and risk of

reinfection (p = 0.004). As well as HBIG monopro-

phylaxis (p ≤ 0.0001). Interestingly, there were no

differences in HBV re-infection according to preope-

rative HBV DNA levels in patients receiving both

HBIG and antiviral drugs (p = 0.32). Furthermore,

in the multivariate analysis the only variable signi-

ficantly associated with higher risk of HBV recu-

rrence was using HBIG as a monoprophylaxis with

RR of HBV recurrence of 27 (95% Cl 5.2-147.2, p <

0.0001).

Thirteen out of 49 patients (26%) died after liver

transplantation; 4 deaths were related to HBV re-

currence and all 4 patients were receiving HBIG

monoprophylaxis. Again in the multivariate analy-

sis, HBIG monoprophylaxis was the only variable

associated with poor outcome post liver transplan-

tation with RR of death of 6.5 (95% Cl 2.1-19.8, p =

0.001).

In this study the risk of HBV recurrence was

strongly influenced by the type of prophylaxis admi-

nistered post-transplantation. This supports the pre-

viously reported data on significant reduction of

reinfection rate with using combination prophylaxis

(HBIG and antiviral drugs). Although, the study

found a significant association between high levels

of HBV DNA in HBIG monoprophylaxis and reinfec-

tion, notably, this did not occur in patients recei-

ving combination prophylaxis. Although the sample

size of the combination group was small suggesting

a possible beta error, similar observations have been

reported in published systematic review and meta-

analysis on the subject.18 This study encourages dis-

cussion around HBV DNA level measurement and

it’s clinical significance pre-transplant. It also sug-

gests that HBIG will remain relevant in transplan-

tation in the near future.



Al Nahdi N, et al. , 2011; 10 (2): 115-118
118

REFERENCES

1. Charlton M. Nonalcoholic Fatty Liver Disease: A Re-
view of Current Understanding and Future Impact.
JAMA 2004; 2: 1048-58.

2. Adams LA, Angulo P, Lindor K. Nonalcoholic Fatty Liver
Disease. CMAJ 2005; 172(7): 899-905.

3. Browning J, Szczepaniak L, Dobbins R, et al. Prevalen-
ce of Hepatic steatosis in an urban population in the
United States: the impact of ethnicity. Hepatology

2004; 40: 1387-95.
4. Giday SA, Ashiny Z, Naab T, et al. Frequency of Nonal-

coholic fatty liver and degree of hepatic steatosis in
African-American Patients. J Natl Med Assoc 2006; 98:
1613-15.

5. Caldwell SH, Harris D.M, Patrie JT, et al. Is NASH under-
diagnosed among African American? Am J Gastroente-

rol 2002: 97(6): 1496-500.
6. Johnson RJ, Couser WG. Hepatitis B infection and re-

nal disease: clinical, immunopathogenetic and thera-
peutic considerations. Kidney Int 1990: 37: 663-76.

7. Bhimma R, Coovadia HM. Hepatitis B virus-associated
nephropathy. Am J Nephrol 2004: 24: 198-211.

8 Lai KN, Tam JS, Lin HJ, Lai FM. The therapeutic dilem-
ma of the usage of corticosteroid in patients with
membranous nephropathy and persistent hepatitis B
virus surface antigenaemia. Nephron 1990: 54: 12-7.

9. Rodeghiero F, Stasi R, Gernsheimer T, et al. Standardi-
zation of terminology, definitions and outcome crite-
ria in immune thrombocytopenic purpura of adults and

children: report from an international working group. Blood
2009: 113: 2386-93.

10. Makar GA, Weiner MG, Kimmel SE, et al. Incidence and preva-
lence of abnormal liver associated enzymes in patients with
atrial fibrillation in a routine clinical care population. Pharma-

coepidemiol Drug Saf 2008: 17: 43-51.
11.  Olivera-Martinez AM, Gallegos-Orezco JF. Recurrent Viral Li-

ver Disease (Hepatitis B and C) After Liver Transplantation.
Archives of Medical Research 2007; 38: 691-701.

12. Lucey MR, Graham DM, Martin P, et al. Recurrence of hepati-
tis B and delta hepatitis after orthotopic liver transplanta-
tion. Gut 1992; 33: 1390.

13. Starzl TE, Demetris AJ, Van Thiel D. Liver transplantation. N
Engl J Med 989; 321: 1092.

14. Samuel D, Muller R, Alexander G, et al. Liver transplantation in
European patients with the hepatitis B surface antigen. NEJM

1993; 329: 1842-7.
15. Yoshida EM, Erb SR, Partovi N, et al. Liver transplantation for

chronic hepatitis B infection with the use of combination lami-
vudine and low-dose hepatitis B immune globulin. Liver Transpl

Surg 1999; 5: 520-5.
16. Seehofer D, Berg T. Prevention of Hepatitis B Recurrence af-

ter Liver Transplantation. Transplantation 2005; 80: S120-
S124.

17. Marzano A, Gaia S, Ghisetti V, et al. Viral load at the time of
liver transplantation and risk of hepatitis B virus recurrence.
Liver Transpl 2005; 11: 402-9.

18. Katz LH, Paul M, Guy D.G, et al. Prevention of recurrent HBV in-
fectionafter liver transplantation: Hepatitis B immunoglobulin,
antiviral drugs or both? Transpl Infec Dise 2010; 12: 292-308.


	Hepatology Highlights
	Non-alcoholic fatty liver disease and the metabolic syndrome in an urbran hospital serving an African community
	The efficacy of anti-viral therapy on hepatitis B virus-associated glomerulonephritis: A systematic review and meta-analysis
	Hepatobiliary laboratory abnormalities among patients with chronic or persistent immune thrombocytopenia (ITP)
	Dose pre-liver transplant HBV DNA level affect HBV recurrence or survival in liver transplant recipients receiving HBIg and nucleos(t)ide analogues?


