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Abstract 
 
Background/Aim. Alcohol is the most common cause of 
fatty liver. Alcohol metabolism takes place in the liver by al-
cohol dehydrogenase, to toxic acetaldehyde, with fatty acids 
accumulation in the liver as a consequence. By daily intake 
of the amount greater than 80 g/day for men and 20 g for 
women, there is the risk for developing the alcoholic fatty 
liver (AFLD). The aim of this study was to determine the 
profile of atherogenic factors in plasma of patients with 
AFLD compared to patients with non-alcoholic fatty liver 
(NAFLD) and determine its diagnostic significance. Meth-
ods. The study included 74 patients with AFLD who con-
sumed alcoholic beverages daily in large quantities and over 
80 g [for men: 3–4 units (U) of alcohol and for women 2–3 
U]; the control group consisted of 70 patients with NAFLD 
verified with ultrasound. A total holesterol (TC), triglyc-
erides (TG), high-density lipoprotein cholesterol (HDL-C), 
low-density lipoprotein cholesterol (LDL-C) and apoliporo-
teins (ApoA1 and ApoB) were determined and the ratios 
TC/HDL-C, ApoB/ApoA1 and LDL-C/HDL-C were cal-
culated. Results. The study included two group: 74 AFLD 
patients (21% of women and 79% of men), mean age 
42.65 ± 9.73 years, who consumed alcoholic beverages daily 
in the amounts of 80 g, or greter, during the average 

2.31 ± 0.96 years and 70 patients with NAFLD (37.5% of 
women and 63.5% of men) with the average 41.3 ± 4.1 
years. There was no significant difference in gender distribu-
tion and the average age between the examined groups. 
Higher values of TG – 9.94 ± 2.94 mmol/L, TC 
14.53 ± 2.81 mmol/L, LDL-C 8.57 ± 2.15 mmol/L and 
ApoB 3.97 ± 0.28 g/L and lower values of HDL-C 
0.43 ± 0.11 mmol/L, Apo A1 0.49 ± 0.09 g/L and 
ApoB/ApoA1 ratio 2.43 ± 1.27 were registered in the 
AFLD group compared to those registered in the NAFLD 
group, (TG 8.74 ± 2.54 mmol/L TC 9.87 ± 2.36, LDL-C 
6.72 ± 1.98 mmol/L, Apo B 2.38 ± 0.16 g/L, HDL-C 
0.78 ± 0.09 mmol/L, Apo A1 0.98 ± 0.04 g/L and 
ApoB/ApoA1 ratio 7.81±1.42). There were no differences 
in albumin concentration, international normalized ratio 
(INR) and values of haemoglobin and haematocrit between 
the groups. Conclusion. Lipids and the ApoB/ApoA1 ra-
tio, besides markers of hepatocelular damage, can serve as a 
diagnostic criteria for the presence of AFLD, and as a better 
indicator of atherogenic risk. 
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Apstrakt 
 
Uvod/Cilj. Alkohol je najčešći uzrok masne jetre. 
Metabolizam alkohola odvija se u jetri posredstvom 
alkoholne dehidrogenaze do toksičnog acetaldehida sa 
posledičnom akumulacijom masnih kiselina u jetri. 
Svakodnevnim unosom količina većih od 80 g/dan za 
muškarce, odnosno 20 g za žene, postoji rizik od razvoja 
alkoholne masne jetre. Cilj rada bio je da se utvrdi profil 
aterogenih faktora u plazmi bolesnika sa alkoholnom 
masnom jetrom (AFLD) u odnosu na bolesnike sa 
nealkoholnom masnom jetrom (NAFLD) i odredi njegov 
dijagnostički značaj. Metode. Studijom je bilo obuhvaćeno 

74 bolesnika sa AFLD koji su konzumirali razno alkoholno 
piće u dnevnoj količini 80 g i više [za muškarce 3–4 jedinice 
(U) alkhola dnevno, a za žene 2–3 U]; kontrolnu grupu činilo 
je 70 bolesnika sa ultrazvučno potvrđenom NAFLD. Praćeni 
su ukupni holesterol (TC), trigliceridi (TG), lipoproteini velike 
gustine (HDL-C), lipoproteini male gustine (LDL-C) i 
apolipoproteini (ApoA1 i ApoB) i izračunavan je odnos 
TC/HDL-C, ApoB/ApoA1 i LDL-C/HDL-C. Rezultati. 
Studijom su bile obuhvaćene: grupe: I – 74 bolesnika (21% 
žena i 79% muškaraca) sa AFLD, prosečne starosti 
42,65 ± 9,73 godina, koji su svakodnevno konzumirali 
alkoholne napitke u količini većoj od 80 g, tokom prosečno 
2,31 ± 0,96 godina, i grupa II –  70 bolesnika sa NAFLD 
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(37% žena i 63% muškaraca) prosečne starosti 41,3 ± 4,1 
godina. Nije registrovana značajnija razlika u starosti i polu 
između ispitivanih grupa. Registrovane su značajno više vred-
nosti TG 9,94 ± 2,94 mmol/L, TC 14,53 ± 2,81 mmol/L, 
LDL-C 8,57 ± 2,15 mmol/L i Apo B 3,97 ± 0.28 g/L a niže 
vrednosti HDL-C 0,43 ± 0,11 mmol/L, Apo A1 0,49 ± 0,09 
g/L i odnosa ApoB/ApoA1 2,43 ± 1,27, u grupi AFLD u 
odnosu na grupu NAFLD, (TG 8,74 ± 2,54 mmol/L, TC 
9,87 ± 2,36 mmol/L, LDL-C 6,72 ± 1,98 mmol/L, Apo B 
2,38 ± 0,16 g/L, HDL-C 0,78 ± 0,09 mmol/L, Apo A1 
0,98 ± 0.04 g/L i ApoB/ApoA1 7,81 ± 1,42). Nije nađena 

značajna razlika u koncentraciji albumina, vrednostima interna-
tional normalized ratio (INR), hemoglobina i hemotokrita izme-
đu grupa. Zaključak. Vrednosti lipidnih frakcija i odnosa 
ApoB/ApoA1 uz markere hepatocelularnog oštećenja, mogu 
poslužiti kao dijagnostički kriterijum prisustva AFLD i biti 
dobar pokazatelj aterogenog rizika. 
 
Ključne reči: 
jetra, bolesti izazvane alkoholom; jetra, masna, 
infiltracija, nealkoholna; faktori rizika; apolipoproteini a; 
apolipoproteini b; lipidi; dijagnoza; alkohol, pijenje. 

 

Introduction 

Alcohol is the most common cause of liver disease in 
40–80% of cases. The most common form of alcoholic liver 
disease is the fatty liver, and the most difficult one, cirrhosis 
of the liver. Cirrhosis is the 9th cause of death, and in the 
population aged 45–64 years, it is the 6th one 1–3. The amo-
unt and length of alcohol consumption are related to the ma-
nifestation of alcoholic liver disease. The risk of alcoholism 
is higher with the transition of the threshold of 80 g of alco-
hol a day for men, and 20 g for women. 

A diet deficient in protein and antioxidant vitamins, inc-
reases the hepatotoxicity of ethanol. Hepatotoxic effects of 
ethanol are more noticeable with an increase in intake of un-
saturated fatty acids. Ethanol increases the absorption of iron 
from the intestine and increases its disposal in the liver 4–9. 

The clinical picture of alcoholic liver disease varies 
from asymptomatic disease, fatty liver, alcoholic hepatitis, to 
heavy cirrhosis of liver with complications 10–12. The over-
lapping of more than one form of alcoholic liver disease in 
the same patient is often present. Alcoholic fatty liver disease 
(AFLD) is often not recognized. The classic clinical picture 
is presented from asymptomatic state to the manifestation of 
weakness, fatigue, nausea, and rarely anorexia, vomiting and 
diarrhea. In laboratory the cytolysis of hepatocytes and reten-
tion of bilirubin are present, and rarely reduced synthetic li-
ver function. 

The diagnosis is based on properly taken history, inclu-
ding the data on alcoholism, elevated values of aspartate 
transaminase (AST) and alanine transaminase (ALT) 13. Al-
kaline phosphatase (ALP) may be slightly elevated in con-
trast to cirrhosis, which is up to 4 times higher. Gamma 
glutamyl transferase (GGT) is induced by alcohol, and quickly 
returns to normal after stopping the use of alcohol 14–16. 
Hyperbilirubinemia and prolonged prothrombin time is more 
common in more severe forms of alcoholic liver disease. 
Hyperuricemia and dyslipidemia, follow the chronic alcoho-
lism 4–6. More severe forms of alcoholic liver disease are 
compained by leukocytosis with neutrophilia and anemic 
syndrome as well as hypoalbuminemia with 
hypergammaglobulinemia. In chronic consumption of alco-
hol the values of IgA are elevated 17–21. In the diagnosis of 
alcoholic liver disease, the biopsy of liver occupies an impor-
tant place 22–24. 

Non-alcoholic fatty liver disease (NAFLD) is a disease of 
the liver which has histologic features of alcoholic liver disea-
se, and wherein the persons do not consume alcohol. The de-
velopment of NAFLD can be influenced by drugs or toxins. It 
can be hereditary and acquired disorders of metabolism. The 
clinical picture of NAFLD is rarely characterized by nonspeci-
fic signs such as fatigue, malaise, mild pain under the right rib 
arch. This is mostly asymptomatic disease. In the clinical fin-
dings of 75% of patients hepatomegaly is registered, and in 
25% splenomegaly. It rarely goes into the fulminant form with 
rapid development of cirrhosis and death. 

The diagnosis is set by the history of significant absen-
ce of alcohol consumption. In laboratory the moderate rise in 
aminotransferases, and AST/ALT ratio is less than 1. The di-
sorders of synthetic function of the liver and retention of bili-
rubin are rare. In a number of patients hyperglycemia, 
hypertriglyceridemia and hypercholesterolemia are present. 
Liver biopsy is the gold standard for diagnosis. 

The aim of this study was to evaluate the profile of at-
herogenic factors in plasma in patients with AFLD and pati-
ents with NAFLD and determine its diagnostic significance. 

Methods 

The study included 74 patients with AFLD who consu-
med alcoholic beverages daily in large quantities and over 80 
g; for men it is the amount of 3–4 units (U) of alcohol, and 
for women 2–3 (one alcoholic U corresponds to 
approximately single spirit, or 0.5 L of beer or 2 dL wine 
spritzer or 4 oz) 6. The control group consisted of 70 patients 
with verified NAFLD. The diagnosis of NAFLD is set by 
ultrasonography of abdomen. All the patients were submitted 
to laboratory processing, AST and ALT, total cholesterol 
(TC), triglycerides (TG), high-density lipoprotein cholesterol 
(HDL-C), low-density lipoprotein cholesterol (LDL-C), and 
apolipoproteins (Apo) – ApoA1 and ApoB and blood cells 
count. The ratios of TC/HDL-C, ApoB/ApoA1 and LDL-
C/HDL-C were calculated. 

The diagnosis of NAFLD was carried out with the ul-
trasound apparatus Siemens X 300 in a supine position with 
the World Health Organization (WHO) diagnostic criteria 
applied from 2005. On that occasion, the so-called phenome-
na was compared: brightness, deep beam attenuation, liver-
kidney contrast, gallbladder wall definition. 
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Table 1 
General characteristics of the studied group of patients 

Women / men Age (years) Length of alcohol consumption (years)Fatty liver groups 
n (%) ґ ± SD ґ ± SD 

Alcoholic 21/79 (28/46) 42.65 ± 9.73 2.31 ± 0.96 
Non-alcoholic  37.5/63.5 (26/44) 41.31 ± 4.1 - 
Total 54/90 (37.5/62.5) 42.05 ± 4.2 - 
ґ – mean values; SD – standard deviation. 

 
 

Table 2 
Biochemical and haemathological parameters in hepatocellular injury 

Parameters Alcoholic fatty liver (ґ ± SD) Non-alcoholic fatty liver (ґ ± SD) 

Liver function tests   
 AST (U/L) 61.26 ± 8.45 45.37 ± 6.23** 
 ALT (U/L) 73.69 ± 12.69 59.76 ± 10.31** 
 AST/ALT 0.83 0.76** 
 GGT (U/L) 96.7 ± 12.42 83.2 ± 9.56** 
 Albuminical (g/L) 41.04 ± 5.54 41.03 ± 8.43 
 INR 1.3 ± 0.09 1.3 ± 0.08 

Haemathological parameters   
leukocytes (×109/L) 8.43 ± 0.88 7.96 ± 0.79* 
Hb (g/L) 144.4 ± 12.49 145.2 ± 12.31 
Hct (%) 42.39 ± 3.17 44.27 ± 3.73 
PLT (×109/L) 207.12 ± 39.11 221.09 ± 36.34* 

Atherogenic indicators   
TC (mmol/L) 14.53 ± 2.81 9.87 ± 2.36** 
LDL-C (mmol/L) 8.57 ± 2.15 6.72 ± 1.98** 
HDL-C (mmol/L) 0.43 ± 0.11 0.78 ± 0.09** 
TG (mmol/L) 9.94 ± 2.94 8.74 ± 2.54 ** 
TC/HDL-C 32.61 ± 9.21 12.65 ± 7.25** 
LDL-C/HDL-C 17.39 ± 5.01 8.62 ± 3.25** 
ApoB (g/L) 3.97 ± 0.28 2.38 ± 0.16** 
ApoA1 (g/L) 0.49 ± 0.09l 0.98 ± 0.04** 

Hb – haemoglobin; Hct – haematocrit; PLT – platelets; INR – international normalized ratio; GGT – gamma 
glutamyl tranferase; AST – aspartate aminotransferase; ALT – alanine aminotransferase; TC – total cholesterol; 
TG – triglycerides; ApoA1 – apolipoprotein A1; ApoB – apolipoprotein B; LDL-C low density lipoprotein 
cholesterol; HDL-C – high density lipoprotein cholesterol.  
ґ – mean value; SD – standard deviation; *p < 0.05, **p < 0.01 vs alcoholic fatty liver. 

 

By blood tests, from the studies were excluded the pati-
ents with viral hepatitis and autoimmune disorders, and by 
ultrasound examination, the patients with tumor processes 
and obstruction of the biliary tree. 

In this paper, we used the standard descriptive methods, 
mean values, standard deviation and percentage distribution, 
and the data between the groups were analyzed by appropria-
te statistical tests depending on the type and distribution of 
features (Man Whitney U test, Student's t-test, χ2 test). The 
significance level of p < 0.05 was taken as significant. Data 
are presented as tabulated. 

Results 

The study included 144 patients, of whom 37.5% were 
women and 62.5% men, the mean age of 42.05 ± 8.56 years. 
The patients were divided into two groups, with AFLD and 
NAFLD. 

The first group included 74 patients with AFLD, aged 
22–67 years, the average age of 42.65 ± 9.73 years. They 
consumed alcoholic drinks in greater quantity than 80 g for 1 
to 4 years on the average 2.31 ± 0.96 years. Among the res-
pondents, there was 21% of women and 79% of men. In the 
second group of patients, there were 70 subjects with 
NAFLD, aged 24–65 years, mean age 41.31 ± 4.1 years, who 
were not consuming alcoholic beverages. Among them, there 
was 37.5% of women and 63.5% of men. There was no sig-
nificant difference in gender distribution and the average age 
between the examined groups (Table 1). 

The average values of AST, ALT, GGT and AST/ALT 
ratio in the AFLD group were significantly higher than in the 
NAFLD group (p < 0.01) prospectively. There were no diffe-
rences in albumin concentration, international normalized ra-
tio (INR) and parameters of anemia between the groups. The 
number of leukocytes was significantly higher and platelets 
lower in the AFLD group (p < 0.05) (Table 2). 
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All the examined patients had highly elevated TC (more 
than 6.2 mmol/L) and TG (more than 5.65 mmol/L) as well 
as highly reduced HDL-C (less than 1 mmol/L) in both 
AFLD and NAFLD group. All the patients with AFLD had 
values of LDL-C greater than 4.9 mmol/L while this was not 
the case in the NAFLD group. 

The index TC/HDL-C, was elevated and at high-risk 
(more than 4.5) with the average value of 32.61 ± 9.21 in the 
patients with AFLD and 12.65 ± 7.25 in the NAFLD group. 
The ApoB/ApoA1 index was calculated, and all the values in 
both groups were in over 1.1 which also represents high risk. 
The index LDL-C/HDL-C was greater than 3.5 which repre-
sents a very high atherogenic risk in all patients. 

There were significant differences in lipid parameters 
and apolipoproteins between the groups. Higher values of 
TG, TC, LDL-C, ApoB and ApoB/ApoA1 ratio, and lower 
values of HDL-C, ApoA1 were registered in the AFLD com-
pared to the NAFLD group (Table 2). 

Discussion 

The examined groups of patients with AFLD and 
NAFLD were predominantly male with similar average age. 
During the relatively short period of alchocol consumption in 
AFLD there was a manifestation of the most lenient alcoho-
lic liver damage, fatty liver. All the patients had elevated 
transaminases, with ALT predominance, so the AST/ALT 
was 0.83. The values of GGT were also elevated. In the 
NAFLD group of not consumers of alcoholic beverages, the 
transaminases and GGT were increased, with the predomi-
nance of ALT. The AST/ALT ratio was lower (0.76) compa-
red with the patients with AFLD (Tables 1 and 2). 

Laboratory analysis verified the elevation of the values 
of TC, TG and LDL-C, as atherogenic factors, and decreased 
values of antiatherogenic HDL-C. The lipid disorders were 
more prominent in the AFLD group than in the NAFLD gro-
up (Table 3). 

Alcohol in the body is the subject of oxidation, mainly 
in the liver. Ethanol is metabolized in acetate by using 
three enzymatic systems: alcohol dehydrogenase (ADH), 
the microsomal oxidation system (MEOS) and catalase. Et-
hanol is oxidized, 80–85%, to highly toxic acetaldehyde 
which damages the cell membrane, leading to cell necrosis. 
Ethanol oxidation produces the accumulation of fatty acid 
and triglycerides in the liver and increased lipoprotein 
synthesis. The increased concentration of NADH changes 
the redox potential of hepatocytes, leading to the inhibition 
of protein synthesis, rise of lactate and urate levels in se-
rum. The MEOS is responsible for the metabolism of 10–
15% of ethanol. Thus, the consumption of oxygen and the 
production of acetaldehyde is increased, and also the lipid 
peroxidation. Catalase system is poorly active in the meta-
bolism of alcohol 4–7. 

The values of ApoA1 and ApoB were also determined. 
Among the patients with AFLD, ApoA1, ApoB/ApoA1 ratio 
and HDL-C were lower compared to the NAFLD group. 

ApoA1 is a component of an antiatherogenic lipoprotein and 
was decreased in AFLD (Table 3). Low values of ApoA1 
created conditions for the development of atherogenic effect. 
ApoB as atherogenic component was extremely increased in 
AFLD. Due to the reduced ApoA1 and increased ApoB, in 
patients with chronic consumption of ethanol and developed 
AFLD and NAFLD, atherogenic effect in plasma was crea-
ted 4, 20, 21. 

Apo B is the primary Apo of chylomicrons and LDL, 
and is responsible for transporting of TC to tissues 5, 8. ApoB 
in particles of LDL is a ligand for the LDL receptors of the 
cells, and "unlocks" cells, and transport TC to them. By an 
unknown mechanism of high value ApoB lead to the forma-
tion of plaques in blood vessels and the development of athe-
rosclerosis. Thus, the determination of ApoB is a better and 
more significant indicator of atherosclerosis risk than 
analysis of LDL and total TC. As in the patients with AFLD 
there is a significant elevation of ApoB, there is an increased 
risk of plaques formation in blood vessels, and so, 
consequently, for the development of atherosclerosis. 

Apo A1 is a major component of plasma HDL-C. It le-
ads to the so-called fat-efflux from tissues to the liver 14. 
Thus mobilized fat is than excreted from the liver. ApoA1 is 
a cofactor of lecithin cholesterol transferase (LCAT), impor-
tant for the synthesis of TC esters in the plasma. ApoA1 is an 
ingredient of prostacyclin (PGI2), responsible for the realiza-
tion of antiagregational effects. 

The study Incremental Decrease and Events through 
Aggressive Lipid Lowering (IDEAL) 25, and INTERHEART 
study 26, emphasize that the determination of the ratio 
ApoB/ApoA1 is a significant prognostic factor of atheroge-
nic effects. Individual monitoring of TC, LDL-C or ApoB, as 
atherogenic factors, and HDL-C, and Apo-A1, as antiathero-
genic factors, as well as determining the ratios TC/HDL-C or 
LDL-C/HDL-C is less significant as compared to 
ApoB/ApoA1 ratio. 

Determining the relationship between ApoB/ApoA1 
proved to be the most important and most coherent marker 
for the existence of atherogenic plasma. 

Conclusion 

Determination of TC, TG, LDL-C, HDL-C, ApoA1, 
ApoB1 and ratios ApoB/ApoA1, LDL-C/HDL-C, TC/HDL-
C is an important parameter of tracking of atherogenic fac-
tors in plasma. Both AFLD and NAFLD lead to increase of 
ApoB, an indicator of atherogenic status of plasma, and inc-
reased risk for the formation of plaques in blood vessels, in-
cluding atherosclerosis. The values of TC, TG, LDL-C, 
HDL-C, LDL-C/HDL-C and TC/HDL-C ratios showed great 
variation from mild to very elevated. Determining the value 
of the ApoB/Apo A1 ratio is less variable, more coherent pa-
rameter for tracking of atherogenic changes in plasma. The 
lipids and ApoB/ApoA1 ratio besides markers of hepatocelu-
lar damage can serve as a diagnostic criteria for the presence 
of AFLD, and as a better indicator of atherogenic risk. 

 



Vol. 74, No. 2 VOJNOSANITETSKI PREGLED Page 137 

Mladenović B, et al. Vojnosanit Pregl 2017; 74(2): 133–137. 

R E F E R E N C E S

1. Mandayam S, Jamal M, Morgan TR. Epidemiology of Alcoholic 
Liver Disease. Semin Liver Dis 2004; 24(3): 217−32.  

2. Alcohol use and alcohol use disorders in the United States: 
Main findings from the 2001-2002 National Epidemiologic 
Survey on Alcohol Use and Related Conditions (NESARC). 
Bethesda, Md: National Epidemiologic Survey on Alcohol Use 
and Related Conditions (NESARC); National Institutes of 
Health (U.S.); National Institute on Alcohol Abuse and Alco-
holism (U.S.); CSR. 2006. Available from: 
http://www.ginasthma.org 

3. Yoon YH, Yi HY. Surveillance report #75: Liver Cirrhosis 
Mortality in the United States, 1970-2003. Bethesda, MD: Na-
tional Institute on Alcohol Abuse and Alcoholism; 2006.  

4. Sougioultzis S, Dalakas E, Hayes PC, Plevris JN. Alcoholic hepati-
tis: From pathogenesis to treatment. Curr Med Res Opin 2005; 
21(9): 1337−46. 

5. Lieber CS. New concepts of the pathogenesis of alcoholic liver 
disease lead to novel treatments. Curr Gastroenterol Rep 2004; 
6(1): 60−5.  

6. Kamper-Jorgensen M, Gronbaek M, Tolstrup J, Becker U. Alcohol 
and cirrhosis: Dose-response or threshold effect. J Hepatol 
2004; 41(1): 25−30. 

7. Pessione F, Ramond M, Peters L, Pham B, Batel P, Rueff B, et al. 
Five-year survival predictive factors in patients with excessive 
alcohol intake and cirrhosis. Effect of alcoholic hepatitis, 
smoking and abstinence. Liver Int 2003; 23(1): 45−53. 

8. Mendez-Sanchez N, Meda-Valdes P, Uribe M. Alcoholic liver dis-
ease. An update. Ann Hepatol 2005; 4(1): 32−42. 

9. Leevy CM, Moroianu SA. Nutritional aspects of alcoholic liver 
disease. Clin Liver Dis 2005; 9(1): 67−81. 

10. Lefkowitch JH. Morphology of alcoholic liver disease. Clin Liver 
Dis 2005; 9(1): 37−53. 

11. Barrio E, Tome S, Rodriguez I, Gude F, Sanchez-Leira J, Perez-
Becerra E, et al. Liver Disease in Heavy Drinkers With and 
Without Alcohol Withdrawal Syndrome. Alcohol Clin Exp Res 
2004; 28(1): 131−6. 

12. Aertgeerts B, Buntinx F, Kester A. The value of the CAGE in 
screening for alcohol abuse and alcohol dependence in general 
clinical populations: A diagnostic meta-analysis. J Clin Epide-
miol 2004; 57(1): 30−9. 

13. Nyblom H. High AST/ALT ratio may indicate advanced alco-
holic liver disease rather than heavy drinking. Alcohol Alcohol 
2004; 39(4): 336−9.  

14. Hannuksela ML, Liisanantti MK, Nissinen AE, Savolainen MJ. Bi-
ochemical markers of alcoholism. Clin Chem Lab Med 2007; 
45(8): 953−61. 

15. Anttila P, Jarvi K, Latvala J, Romppanen J, Punnonen K, Niemela O. 
Biomarkers of alcohol consumption in patients classified ac-

cording to the degree of liver disease severity. Scand J Clin Lab 
Invest 2005; 65(2): 141−51. 

16. Niemela O. Biomarkers in alcoholism. Clin Chim Acta 2007; 
377(1−2): 39−49. 

17. Shiffman RN, Shekelle P, Overhage JM, Slutsky J, Grimshaw J, Desh-
pande AM. Standardized reporting of clinical practice guide-
lines: a proposal from the Conference on Guideline Standardi-
zation. Ann Intern Med 2003; 139(6): 493−8. 

18. Levitsky J, Mailliard ME. Diagnosis and Therapy of Alcoholic 
Liver Disease. Semin Liver Dis 2004; 24(3): 233−47.  

19. Aalto M, Seppä K. Use of laboratory markers and the audit 
questionnaire by primary care physicians to detect alcohol 
abuse by patients. Alcohol Alcohol 2005; 40(6): 520−3.  

20. Alte D, Luedemann J, Rose HJ, John U. Laboratory markers car-
bohydrate-deficient transferrin, gamma-glutamyltransferase, 
and mean corpuscular volume are not useful as screening tools 
for high-risk drinking in the general population: results from 
the Study of Health in Pomerania (SHIP). Alcohol Clin Exp 
Res 2004; 28(6): 931−40. 

21. Chen J. Combining carbohydrate-deficient transferrin and 
gamma-glutamyltransferase to increase diagnostic accuracy for 
problem drinking. Alcohol Alcohol 2003; 38(6): 574−82.  

22. Trabut JB, Plat A, Thepot V, Fontaine H, Vallet-Pichard A, Nalpas 
B, et al. Influence of Liver Biopsy on Abstinence in Alcohol-
Dependent Patients. Alcohol Alcohol 2008; 43(5): 559−63. 

23. Helping Patients Who Drink Too Much: A Clinician's Guide. 
Bethesda, MD: National Institute of Health, National Institute 
on Alcohol Abuse and Alcoholism; 2005. 

24. Daniel JR, Helen HH. Disorders of Lipoprotein metabolism. In: 
Longo DL, Fauci AS, Kasper DL, Hauser SL, Jameson JL, Loscalzo 
J, editors. Harrison's Principles of Internal Medicine. 18th ed. 
New York: McGrawHill Medical Publisher Division; 2012. p. 
3145−61. 

25. Rosengren A, Hawken S, Ounpuu S, Sliwa K, Zubaid M, Almahmeed 
WA, et al. Association of psychosocial risk factors with risk of 
acute myocardial infarction in 11119 cases and 13648 controls 
from 52 countries (the INTERHEART study): case-control 
study. Lancet 2004; 364(9438): 953−62.  

26. Pedersen TR, Faergeman O, Kastelein JJ, Olsson AG, Tikkanen MJ, 
Holme I, et al. Incremental Desrease and Events through Ag-
gressive Lipid Lowering (IDEAL). Am J Cardiol 2004; 94(6): 
720−4.  

 

Received on June 19, 2015. 
Revised on August 11, 2015. 

Accepted on October 2, 2015. 
Online First July, 2016. 

   


