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onalcoholic fatty liver disease (NAFLD) is

a condition characterized by excessive

accumulation of lipid (defined as the
presence of lipid in >5% of hepatocytes or a lipid
content >5% liver weight) in the liver in indivi-
duals, who consume little (<20 g of alcohol/d) or
no alcohol. When NAFLD is accom-panied with
liver cell injury and inflammation it is called
nonalcoholic steatohepatitis (NASH). About 30%
NAFLD progress to NASH, if untreated, it can lead
to fibrosis, cirrhosis or even hepatocellular
carcinoma (HCC).
NAFLD is becoming now the most common cause
of chronic liver disease worldwide, closely
mirroring the epidemiology of type 2 diabetes,
obesity and physical inactivity. In the years to
come the prevalence of NASH will increase by/to
15%-56%; by 2030 the incidence of decompen-
sated cirrhosis due to NASH will increase by
168%, the incidence of HCC will increase by 137%
and the incidence of liver related death by 178%."
At present, NAFLD is the most common cause of
hepatic dysfunction in developed countries and
predicted to be the same for the developing
countries by next few decades.”® Estimates

obtained from various clinical records and

medical studies suggested that the prevalence of
NAFLD is 20% to 30% in

01

A in the

Middle East, Japan and China is almost same as

western countries.”* The prevalence
the western world with a prevalence rate of 15-
30%. In the Asian countries, the prevalence of
NAFLD varies in different regions. However, in
Indian subcontinent prevalence of NAFLD is
recorded as 16-32% in urban population and
approximately 9% in rural areas.””

Bangladesh is also experiencing an increasing
trend of liver disease deaths due to changing in
the dietary patterns and sedentary lifestyles.®®
World Health Organization (WHO) has been
documented in May 2014 that 2.82% of total
deaths in Bangladesh are due to liver diseases. It
is the 8th most common cause of death in
Bangladesh and the age-adjusted death rate is
19.26 per 100,000 population.>® Chronic liver
diseases (CLDs) are responsible for 37-69% of
liver diseases in Bangladesh and NAFLD is a
significant contributor to the burden of CLDs.’
The disease is silent in early stages and the
at

presentation steatosis at ultrasound and altered

clinical picture is very heterogeneous
LFTs or metabolic risk factors, isolated hyperferri-
tinemia and sometimes cirrhosis of unknown
origin.

Screening for NAFLD in general population is not
blood test of first

generation (FIB4, NFS fibrosis score) should be

recommended. Simple

applied in primary care settings'® with a good



NBMC J Vol 5 No 1

negative predictive value. However, confounding
factors (age, type 2 diabetes) should be taken
into account when interpreting the results.
blood

combined with Fibroscan are recommended in

Second generation tests alone, or
secondary care and significantly decreases the
number of indeterminate cases. However, liver
biopsy is still the gold standard for the diagnosis
of NASH.**

Because of the evolving landscape in the field
with a lot of therapeutic agents being now in the
development, it is an unmet need to develop
reliable biomarkers for NAFLD. Firstly, an ideal
biomarker should be able to distinguish between
steatosis and NASH and to assess the severity of
fibrosis. This is particularly important since the
long-term outcomes and prognosis is strongly
correlated with the severity of histological

lesions. Secondly, because the bidirectional
evolution of histological lesions in NAFLD, an
ideal biomarker should also be able to monitor
the disease progression or regression and to
identify patient’s eligibility for therapy. Finally,
an ideal biomarker should have prognostic value.
The management of patients with NAFLD should
not be limited to the liver, but must pay special
attention to associated co-morbidities. Patients
with NAFLD should be screened for cardiometa-
bolic complications, particularly cardiovascular

12,13 14,15 -
’ = and renal function

disease,” ™" type 2 diabetes
impairmen.’® Regular screening for HCC is
recommended in cirrhotic patients; despite half
of NAFLD-related HCC cases developed in the
absence of cirrhosis'’ and no screening recomm-
endation can be made in these patients.

As there are no specific therapeutic agents for
NASH approved at the date, lifestyle manage-
ment is crucial. A weight loss of 7-10% with diet
can reverse NASH and fibrosis but it is difficult to
obtain and maintain. Bariatric surgery can be an
option in selected patients™ but the effect of
bariatric surgery in patients with advanced (F3)

fibrosis or cirrhosis has to be further determined.
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Physical activity is now routinely prescribed in
patients with NAFLD but the optimal dose and
type of physical activity has to be determined.
Although evidence of efficacy is limited, Vitamin E
is the most commonly used medication in clinical
practice.”® Some drugs with proven histological
efficacy in NAFLD are only available off label.”
New emerging therapies are now in develop-
ment. Some of them completed phase Ilb trials
with promising results and are entering now

. = 21
phase lll clinical trials.

Dr. M Golam Azam MD

Associate Professor

Department of Gastrointestinal, Hepatobiliary
and Pancreatic Disorders (GHPD) BIRDEM
Academy and Ibrahim Medical College, Shahbagh,
Dhaka-1000

®drgolamazam@gmail.com

REFERENCES

1. Estes C, Razavi H, Loomba R, Younossi Z,
of
nonalcoholic fatty liver disease demons-

Sanyal AJ. Modeling the epidemic
trates an exponential increase in burden of
disease. Hepatology. 2018; 67(1): 123-133.
doi:10.1002/hep.29466.

2. Loomba R, Sanyal AJ. The global NAFLD
epidemic.Nature Reviews Gastroente-rology
and Hepatology. 2013; 10(11): 686-690.

3. Ray K. NAFLD-the next global epidemic.
Nature Publishing Group; 2013. Nat Rev
Gastroenterol Hepatol. 2013; 10(11); 621.

4. Neuschwander-Tetri BA, Caldwell SH. Non-
alcoholic steatohepatitis: summary of an
AASLD Single Topic Conference. Hepatology.
2003; 37(5): 1202-1219.

5. Das K, Mukherjee PS, Ghosh A, Ghosh S,
Mridha AR, et al. Nonobese population in a
developing country has a high prevalence of
nonalcoholic fatty liver and significant liver
disease. Hepatology. 2010; 51(5): 1593-1602.



NBMC J Vol 5 No 1

6.

10.

11.

12.

13.

14.

Lozano R, Naghavi M, Foreman K, Lim S,
Shibuya K, Aboyans V, et al. Global and
regional mortality from 235 causes of death
for 20 age groups in 1990 and 2010: a
systematic analysis for the Global Burden of
Disease Study 2010. Lancet. 2013; 380(9859):
2095-2128.

Alam S, Mustafa G, Alam M, Ahmad N.

Insulin resistance in development and
of fatty
disease. World J Gastrointest Pathophysiol.

2016; 7(2): 211-217.

progression nonalcoholic liver

Alam S, Fahim SM, Chowdhury MAB, Hassan
MZ, Azam G, Mustafa G, et al. Prevalence
and risk factors of non-alcoholic fatty liver
disease in Bangladesh. JGH Open: Journal of
Gastroenterology and Hepatology. 2018: 1-8.

(WHO) WHO. Bangladesh Health Profile. May
2014.

Tsochatzis EA, Newsome PN. Nonalcoholic
fatty liver disease and the interface between
primary and secondary care. Lancet. 2018;
3(7): 509-517.

Bedossa P, Poitou C, Veyrie N, Bouillot JL,
Basdevant A, Paradis V, et al. Histopatho-
logical algorithm and scoring system for

evaluation of liver lesions in morbidly obese
patients. Hepatology. 2012; 56: 1751-1759.

Pais R, Giral P, Khan JF, Rosenbaum D,
Housset C, Poynard T, et al. Fatty liver is an
independent predictor of early carotid
atherosclerosis. J Hepatol. 2016; 65(1): 95 -
102. doi: 10.1016/j.jhep.2016.02.023.

Pais R, Redheuil A, Cluzel P, Ratziu V, Giral P.
Relationship between fatty liver, specific and
multiple-site atherosclerosis and 10-year
Framingham Score. Hepatology 2018.

Sung KC, Jeong WS, Wild SH, Byrne CD.
Combined influence of insulin resistance,
overweight/obesity, and fatty liver as risk
factors for type 2 diabetes. Diabetes Care.
2012; 35: 717-722. pmid: 22338098.

03

15.

16.

17.

18.

19.

20.

21.

January 2019

Chang Y, Jung HS, Yun KE, Cho J, Cho YK, Ryu
S. Cohort study of non-alcoholic fatty liver
disease, NAFLD fibrosis score, and the risk of
incident diabetes in a Korean population. Am
J Gastroenterol. 2013; 108: 1861-1868. doi:
10.1038/ajg. 2013.349.

Sinn DH, Kang D, Jang HR, Gu S, Cho SJ, Paik
SW, et al. Nonalcoholic fatty liver disease
and development of chronic kidney disease:

a retrospective cohort study. J Hepatol.
2017; 66 (Suppl): S155.

Pais R, Fartoux L, Goumard C, Scatton O,
Wendum D, Rosmorduc O, et al. Temporal
trends, clinical patterns and outcomes of
NAFLD-related HCC in patients undergoing
liver resection over a 20-years period.
Aliment Pharmacol Ther. 2017; 46: 856-863.

Lassailly G, Caiazzo R, Buob D, Pigeyre M,
Verkindt H, Labreuche J, et al.
surgery reduces features of non-alcoholic

Bariatric

steatohepatitis in morbidly obese patients.
Gastroenterology. 2015; 149(2): 379-388.

Sanyal AJ, Chalasani N, Kowdley KV,
McCullough A, Diehl AM, Bass NM, et al.
Pioglitazone, vitamin E, or placebo for
nonalcoholic steatohepatitis. N Engl J Med.

2010; 362: 1675-1685.

Armstrong MJ, Gaunt P, Aithal GP, Barton D,
Hull D, Parker R, et al. Liraglutide safety and
with
steatohepatitis (LEAN): a multicentre, double-

efficacy in patients non-alcoholic
blind, randomised, placebo-controlled phase
2 study. Lancet. 2016; 387 (10019): 679-690.

doi:10.1016/50140-6736(15)00803 21.

Loomba R, Lawitz E, Mantry PS, Jayakumar S,
Caldwell SH, Arnold H, et al. The ASK1
inhibitor with
nonalcoholic steatohepatitis: A randomized,
phase 2 trial. Hepatology. 2017. doi:
10.1002/hep.29514.

selonsertib in patients



	Untitled-1
	002.ai
	003.ai

