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impaired fatty acid metabolism as well as pro‑oxidative 
and hepatotoxic events is a probable explanation for 
NAFLD.[5]

Low carbohydrate and low fat diets have been the focus 
of diet therapies for NAFLD in recent years.[6‑8] There 
is a debate about the optimal diet for the treatment 
of NAFLD. However, since a low carbohydrate 
diet  (LCD) has greater beneficial effects on daylong 

INTRODUCTION

Nonalcoholic fatty liver disease (NAFLD) is currently the 
most prevalent liver disorder in developed countries.[1] 
At the same time, the prevalence rate is increasing both 
in developed and developing countries.[2‑4] The “two‑hit 
hypothesis” suggests that the combined effect of an 
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insulin concentration,[9,10] it appears that LCDs are more 
effective in improving liver function tests than low fat 
diets.[11] According to the definition of LCD by the American 
Diabetes Association, we considered LCDs to be diets in 
which 26–45% of total daily energy intake is provided by 
carbohydrates.[12]

In recent years, several studies have examined the effect 
of LCDs on liver function in NAFLD; however, findings 
are inconsistent.[13‑22] Almost all observational studies 
have shown a significant positive association between 
carbohydrate intake and NAFLD.[23‑25] Findings from 
several clinical trials have suggested that LCDs improve 
biochemical markers of liver function;[6,13,17,22] however, 
other investigators have not found such effects.[16,19,20] 
These discrepancies across studies might be related to 
methodological differences in terms of the weight loss 
program, macronutrient composition, population, or study 
duration.

Although there have been several clinical trials, we 
are aware of no meta‑analysis of these trials regarding 
the effect of LCDs on liver enzymes and fat content in 
NAFLD. Therefore, in the present study, we conducted a 
meta‑analysis of clinical trial data to summarize the effects 
of LCDs on liver function tests in NAFLD.

MATERIALS AND METHODS

Search strategy
We searched MEDLINE  (http://www.pubmed.com), ISI 
Web of Science  (http://www.webofscience.com), Scopus 
(http://www.scopus.com), and Google Scholar (http://www.
scholar.google.com) databases for relevant clinical trials 
published until July 2014. In addition, we searched the 
reference lists of relevant original and review articles to find 
other suitable studies to be included in this meta‑analysis. 
In the search strategy, we selected keywords from Medical 
Subject Headings. The search terms included were: 
“NAFLD” or “nonalcoholic steatohepatitis” or “fatty liver” 
and “low carbohydrate” or “diet, carbohydrate‑restricted” or 
“ketogenic diet” or “diet, high‑fat,” or “diet, high‑protein.” 
We restricted our search to clinical trials, but did not 
apply any restrictions regarding the time of publication or 
language. The present meta‑analysis is based on PRISMA 
guidelines.

Inclusion criteria
We defined LCD as a diet with carbohydrates representing 
<50% of total energy intake. No restrictions were made 
on the type or amount of replacement of carbohydrate 
in the LCDs. Therefore, we included studies if they 
(1) were conducted in NAFLD adults,  (2) reported exact
information regarding the dietary content, (3) the prescribed

diet contained  <50% carbohydrate of total daily energy 
intake, and (4) reported serum concentration of at least 
one of the liver enzymes  (alanine transaminase  [ALT], 
aspartate aminotransferases  [AST], gamma‑glutamyl 
transferase  [GGT]), or liver fat content). We included 
pre‑post, parallel, and cross‑over trials. A total of ten trials 
met the eligibility criteria. Data extraction was performed 
by one of the investigators and reviewed by another. 
Discrepancies were resolved by discussion with a third 
reviewer.

Excluded studies
We excluded studies if they  (1) were animal or in vitro 
models, (2) examined other types of liver diseases 
other than NAFLD  (such as alcoholic fatty liver, liver 
injury, liver transplantation, or hepatitis), or  (3) were 
lifestyle interventions without any information about 
the participants’ diets. We also excluded some studies 
that prescribed 50% or more of total energy from 
carbohydrates.

Data extraction
Two authors independently reviewed the identified titles 
and abstracts to select relevant papers from which to 
extract the following information: First author’s last name, 
publication year, study design, sample size, participants’ 
age, gender, serum levels as methods to assess ALT, AST, 
GGT and liver fat content, dietary intervention, study 
duration, and selection criteria such as participants’ 
body mass indexes  (BMIs) and chronic disease histories. 
Information about weight loss or lifestyle changes and 
physical activity was also abstracted. When dietary 
carbohydrate intake was reported as gram/day, we 
converted it to carbohydrate percentage of total energy 
intake.[13] A pilot study conducted by Tendler et al.[15] had 
individually reported baseline and end values of ALT 
and AST for a total of five subjects. Using their data, we 
calculated mean differences in SPSS version 20 (SPSS Inc., 
Chicago IL, USA). For one study, which was conducted 
among both NAFLD and healthy‑obese patients,[21] only 
data for NAFLD patients were included in our review. 
We calculated the standardized mean difference by using 
the postintervention data for studies that reported only 
baseline and final outcome values, but did not provide any 
information regarding mean change.[13,16‑22]

Statistical analysis
For this meta‑analysis, we used standardized mean 
differences and standard errors  (SEs) of liver function 
biomarkers including ALT, AST, GGT, and liver fat content. 
We used random effects model that took into account 
between‑study variation to calculate summary mean 
estimates and their corresponding SEs, as described by 
DerSimonian and Laird.[26] Heterogeneity between studies 



Haghighatdoost, et al.: Nonalcoholic fatty liver and low carbohydrate diet

Journal of Research in Medical Sciences | 2016 |3

was assessed using Cochran’s Q‑  and I‑squared tests.[27] 
Heterogeneity was considered important where I2 was 
more than 50%. To identify the source of heterogeneity, 
we performed subgroup analyses. A  fixed‑effect model 
was used to assess the subgroup heterogeneity. Sensitivity 
analyses were performed to examine the extent to which 
inferences might be related to a particular study or a group 
of studies. Visual inspection of funnel plots was performed 
to assess publication bias.[28] Formal statistical assessment 
of funnel plot asymmetry was done with Egger’s regression 
asymmetry test and Begg’s adjusted rank correlation test.[29] 
Statistical analyses were done using Stata, version 11.2 (Stata 
Corp., College Station, TX, USA). P < 0.05 was considered 
statistically significant.

Study characteristics
A description of the main characteristics of the included 
papers is displayed in Table 1. Of 1641 articles retrieved, we 
identified thirty as being potentially relevant by checking 
the titles and abstracts. Thirteen studies had not reported 
exact information regarding dietary interventions and the 
proportion of macronutrients. Seven studies administrated 
high carbohydrate diets  (>50%). Finally, we included ten 
randomized clinical trials in the present meta‑analysis.[13‑22] 
Figure 1 presents how paper selection was performed in 
this review. All the ten eligible papers evaluated serum ALT 
levels (n = 238), nine reported serum AST levels (n = 216) (all 
except for Ryan et  al. 2013[18]), five reported serum GGT 
concentrations  (n  =  91),[13,16,18,20,21] and four assessed 
intrahepatic fat content (n = 50).[13,16‑18] Modified Jadad scale 
was used to evaluate the study quality.[30] All parallel and 
cross‑over studies achieved eight stars and all pre‑post 
studies achieved four stars.

Some interventions included other components in 
addition to administering an LCD. In one of these studies, 
the mean values of dietary cholesterol and SFA intake 
decreased significantly at the end of the trial.[20] Huang et al. 
encouraged participants to increase dietary fiber intake[19] 
and Volynets et al. aimed to reduce daily fructose intake by 

50% compared to participants’ usual intake.[13] One study 
prescribed LCD in the context of a Mediterranean diet that 
was high in monounsaturated fatty acid (from olive oil) and 
n3‑polyunsaturated fatty acid (n3‑PUFA) (from plant and 
marine sources).[18]

RESULTS

Findings from systematic review
Of the ten studies included in the systematic review and 
meta‑analysis, five studies were conducted in the United 
States, four studies in European countries, and one study 
in Asia. All studies were conducted among participants 
older than 18 years. Five studies (two before‑after and three 
parallel studies) reported a significant decrement in serum 
ALT levels by administrating LCD,[13,14,20‑22] while others 
did not report any significant changes.[15‑19] The results of 
three parallel and two before‑after studies also showed 
a significant reduction in AST levels,[13,14,16,17,22] but AST 
reduction by other studies was not significant.[15,19‑21] Serum 
GGT levels decreased significantly only in two studies,[20,21] 
but did not reach significant level in other studies.[13,16,18] 
Intrahepatic liver fat content has been significantly 
ameliorated in three of the four studies which measured 
liver fat content.[13,17,18] The presence of NAFLD at baseline 
was ascertained by biopsy in two studies,[15,19] by elevated 
liver enzymes in three studies,[16,21] and by imaging in four 
studies.[13,17,18,20,22] Participants in all studies were obese and 
the mean value of BMI in intervention group ranged from 
29.6 kg/m2 in a study by Kani et al.[14] to 38.7 kg/m2 in a study 
by Rodríguez‑Hernández et al.[22]

Findings from meta‑analysis
The preliminary results indicate a nonsignificant reduction 
in serum ALT levels (mean difference [MD] = −4.35 IU/L; 95% 
confidence interval (CI): −12.91, 4.20). However, significant 
heterogeneity was revealed among studies  (I2  =  87.9%). 
To identify the source of heterogeneity, we performed 
subgroup analyses based on study design  (pre‑post and 
parallel or cross‑over trials). Heterogeneity remained 
significant in parallel, but not for pre‑post studies (I2 = 91.8% 
for parallel or cross‑over trials and I2 = 47.9% for pre‑post 
interventions)  [Figure  2]. Significant heterogeneity was 
observed between two subgroups  (I2  <  0.0001). After 
subgroup analyses, we observed a significant reduction 
in mean serum ALT level  (MD = −11.33  IU/L; 95% 
CI: −18.10, −4.56), though this effect in parallel or cross‑over 
randomized controlled trials was not significant (3.96 IU/L; 
95% CI: −9.28, 17.20). Sensitivity analyses revealed 
that removal of a study by de Luis et  al.[21] eliminated 
the heterogeneity among parallel trials  (I2  =  40.7%, 
P  =  0.167). Nevertheless, the overall effect did not reach 
significance (−3.31 IU/L, 95% CI: −9.11, 2.49). Removal of 
Tendler et al. and Browning et al. studies, which assessed Figure 1: Schematic diagram of article selection
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Table 1: Characteristics of trials included in the meta‑analysis on the effects of carbohydrate restriction on liver 
function tests in subjects with NAFLD
Author Subjects 

and 
gender

Age 
(mean±SD)

Study 
design

Duration 
(weeks)

Intervention 
diet

Control 
diet

Carbohydrate%/
weight loss (kg)

Variables 
presented

Results

Intervention Control
Ryan 
et  al.  (2013)

6 Female/ 
6 Male

55±14 Randomized, 
cross‑over

6 Mediterranean 
diet 
(CHO: 33.6%, 
Pr: 15.8%, 
Fat: 44.3%)

CHO: 48.9%, 
Pr: 23.5%, 
Fat: 20.7%

33.6±2.4/−1 48.9±2.9/ 
−2.4

Baseline and 
end values  (SD) 
of ALT, GGT 
and IHL, and 
change of 
IHL  (SD)

LCD reduced 
significantly 
liver fat 
content but 
not ALT and 
GGT

Volynets 
et  al. (2013)

6 Female/ 
4 Male

45.5 Pre‑post 25.7 A moderate 
weight 
reduction 
focusing on 
reducing 
fructose 
by 50%

‑ 38.2 
(31.6‑57.7)/ 

−1.9

‑ Baseline and 
end values  (SD) 
of ALT, AST, 
GGT and IHL 
(figure‑contact), 
and change of 
IHL  (SD)

LCD reduced 
significantly 
liver fat 
content, ALT 
and AST but 
not GGT

Hashemikani 
et  al. (2013)

24 Female/ 
21 Male

48.8±3.6 Randomized 
parallel 
clinical trial

8 Low 
calorie‑Low 
CHO

CHO: 55.4%, 
Pr: 315.0%, 
Fat: 30.0%

43.7±5.1 56.1±5.3 Changes, 
baseline and 
end values  (SE) 
of ALT and AST

LCD reduced 
significantly 
ALT and AST

Rodriguez‑ 
Hernandez 
et  al. (2011)

54 Female 46.3±9.1 Randomized 
but not 
controlled 
parallel trial

25.7 Low CHO 
diet and 
Exercise at 
least 1 hr/d 
for 5 d/week
(CHO: 45.0%, 
Pr: 27.0%, 
Fat: 28.0%)

CHO: 54.0%, 
Pr: 25.0%, 
Fat: 21.0%

45/−5.7 54/‑5.5 Baseline and 
end values  (SD) 
of ALT, AST

LCD reduced 
significantly 
ALT and AST

Browning 
et  al. (2011)

13 Female/ 
5 Male

42±11 Randomized 
parallel 
clinical trial

2 Ketogenic 
diet
(CHO: 8.0%, 
Pr: 33.0%, 
Fat: 59.0%)

CHO: 50.0%, 
Pr: 16.0%, 
Fat: 34.0%

8±5/−5.0 50±4/ 
−4.0

Baseline and 
end values  (SD) 
of ALT, AST 
and change of 
IHL  (SD)

LCD reduced 
significantly 
liver fat 
content and 
AST but not 
ALT

de Luis 
et  al. (2010)

22 Female/ 
7 Male

46.8±15.9 Randomized 
parallel 
clinical trial

12.8 Low calorie‑ 
Low CHO 
(CHO: 38.0%, 
Pr: 26.0%, 
Fat: 36.0%)

CHO: 53.0%, 
Pr: 20.0%, 
Fat: 27.0%

38/−5.0 53/−4.1 Baseline and 
end values  (SD) 
of ALT, AST 
and GGT

LCD reduced 
significantly 
ALT and GGT 
but not AST

Elias 
et  al.  (2010) 
(adhere)

9 Female/ 
8 Male

47.6±12.9 Pre‑post 25.7 Weight 
loss diet 
(CHO: 46.9%, 
Pr: 20.4%, 
Fat: 32.6%)

‑ 46.9±7.5/ 
−8.2

‑ Baseline and 
end values  (SD) 
of ALT, AST 
and GGT

LCD reduced 
significantly 
ALT and GGT 
but not AST

Elias 
et  al.  (2010) 
(non‑adhere)

7 Female/ 
7 M

47.4±10.0 Pre‑post 25.7 Weight 
loss diet 
(CHO: 47.9%, 
Pr: 20.8%, 
Fat: 30.5%)

‑ 47.9%±6.0/ 
−1.6

‑ Baseline and 
end values  (SD) 
of ALT, AST 
and GGT

LCD did not 
significantly 
change ALT, 
AST and 
GGT

Tendler, 
et  al. (2007)

3 Female/ 
2 Male

24‑50 
years

Pilot and 
Pre‑post 
study

24 Ketogenic 
diet
(CHO 
<20 g/d)

‑ <20 g/d/ 
−12.82

‑ Baseline and 
end values  (SD) 
of ALT and AST

LCD did not 
significantly 
reduce ALT 
and AST

Thomas 
et  al. (2006)

n=10 ‑ Pre‑post 25.7 Weight 
loss diet 
(CHO: 46%, 
Pr: 18%, 
Fat: 35%)

‑ 46±4/−3.3 ‑ Baseline 
and end 
values  (95%CI) 
of ALT, AST 
and GGT

LCD reduced 
significantly 
AST but 
not liver fat 
content, ALT 
and GGT

Huang et al. 
(2005)

8 F/8 M 49.8±12 Pilot study, 
Pre‑post

25.7 CHO: 40‑45%, 
Pr: 15‑20%, 
Fat: 35‑40%

‑ 40‑45/−3.3 ‑ Baseline and 
end values (SE) 
of ALT and AST

LCD did not 
significantly 
reduce ALT 
and AST
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ketogenic diet,[15,17] did not eliminate heterogeneity among 
parallel or cross‑over trials [Supplementary Figure 1].

Our analysis of nine eligible studies[13‑17,19‑22] that assessed 
serum AST level indicated that among 216 subjects, 
the overall pooled estimated MD was  −1.44  IU/L (95% 
CI: −4.98, 2.1). However, there was substantial between 
study heterogeneity  (I2  =  61.4%). Subgroup analyses 
based on this study design eliminated heterogeneity 
among pre‑post studies  (I2  =  0.0%), but it remained 
significant among parallel studies (I2 = 85.2%) [Figure 3]. 
Significant heterogeneity was observed between two 
subgroups  (I2  <  0.0001). Heterogeneity disappeared 
with removal of the study by de Luis et al.[21] (I2 = 0.0%). 
The results of subgroup analyses demonstrated a 
significant reduction in serum AST level in pre‑post 
studies  (−2.48  IU/L; 95% CI: −4.40, −0.56), but the effect 
was not significant for parallel studies  (1.85  IU/L; 95% 
CI: −6.99, 10.70); furthermore, removal of study by de 
Luis et al.[21] led to a significant reduction in the overall 
effect in parallel studies  (−4.91  IU/L; 95% CI: −7.87, 
−1.94). Removal of studies by Tendler et al. and Browning 
et al.,[15,17] which assessed ketogenic diets, did not eliminate 
heterogeneity among parallel or cross‑over studies 
[Supplementary Figure 2].

The overall effect for GGT was 7.85 IU/L (95% CI: −29.65, 
13.96) and the heterogeneity was significant  (Cochrane 
Q‑test, P  <  0.001, I2  =  99.4%)  [Figure  4]. We could not 
eliminate the heterogeneity based on study design by 
subgroup analysis in spite of significant heterogeneity 
between two subgroups (I2 < 0.0001). The overall effect in 
parallel or cross‑over trials was − 11.76 IU/L (95% CI: −51.45, 
27.93, I2 = 99.9%). The results of pre‑post studies showed a 
nonsignificant reduction in serum GGT levels (−6.84 IU/L; 
95% CI: −20.73, 7.04, I2  =  82.3%). Sensitivity analysis 
excluding each specific study did not substantially alter 
these results.

We found that LCDs significantly decreased liver fat 
content in a total of fifty adults in four studies[13,16‑18]  
(MD = −11.53%; 95% CI: −18.10, −4.96). However, the 
results of the Q‑test showed a considerable heterogeneity 
among studies  (Cochrane Q‑test, P  <  0.001, I2  =  83.2%). 
When the subgroup analysis was performed based on the 
study design, we observed no significant heterogeneity in 
any of the groups (pre‑post studies: I2 = 0.0% and parallel 
or cross‑over studies: I2 = 13.1%), while the heterogeneity 
was significant between the two subgroups. The results of 
subgroup analyses showed that both pre‑post as well as 
parallel or cross‑over study designs effectively reduced liver 
fat content with a slightly greater reduction in parallel or 
cross‑over trials (MD = −11.53 IU/L; 95% CI: −18.10, −4.96 
for pre‑post studies and MD = −18.33; 95% CI: −24.99, −11.67 
for parallel or cross‑over studies)  [Figure  5]. Sensitivity 

analysis excluding each specific study did not substantially 
alter these results.

Figure 2: Forest plot showing the overall effect of low carbohydrate diet on serum 
alanine transaminase levels in subjects with nonalcoholic fatty liver disease and 
subgroup analysis based on study design (parallel or cross over and pre‑post 
studies using random effects model)

Figure 3: Forest plot showing overall effect of low carbohydrate diet on serum 
aspartate aminotransferases levels in subjects with nonalcoholic fatty liver disease 
and subgroup analysis based on study design (parallel or cross over and pre‑post 
studies using random effects model)

Figure 4: Forest plot showing overall effect of low carbohydrate diet on serum 
gamma‑glutamyl transferase levels in subjects with nonalcoholic fatty liver disease 
and subgroup analysis based on study design (parallel or cross over and pre‑post 
studies using random effects model)
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ALT (Egger’s test, P = 0.52, Begg’s test, P = 0.44), AST (Egger’s 
test, P  =  0.38, Begg’s test, P  =  0.59), GGT  (Egger’s test, 
P = 0.86, Begg’s test, P = 0.99), or liver fat content (Egger’s 
test, P = 0.34, Begg’s test, P = 0.5).

DISCUSSION

Findings from the present meta‑analysis indicate that 
consumption of LCDs  (with  <50% of calories from 
carbohydrate) in NAFLD patients did not reduce the serum 
concentration of liver enzymes, but reduced the liver fat 
content. However, based on subgroup analyses, we found 
that studies with pre‑post designs reported a favorable 
effect of LCDs on ALT, AST, and liver fat content, but not 
on serum GGT level. The results of parallel and cross‑over 
studies showed nonsignificant effects on liver transaminase, 
but like pre‑post studies, they also reported a beneficial 
effect on reducing liver fat content. There was a significant 
heterogeneity for the change in ALT and AST, due to the large 
significant increase in these enzymes in de Luis et al.’s 2010 
study. Although ALT showed a reduction after the removal 
of de Luis et al.’s study, the mean change was not significant.

Although Rodríguez‑Hernández et al.[22] showed that weight 
reduction improved the serum level of aminotransferase 
irrespective of dietary macronutrient composition (LCD or 
low fat diet), other investigators found that beside weight 
reduction, LCD had a greater number of beneficial effects 
on treatment of patients with NAFLD compared to a high 
carbohydrate diet.[15,17,19‑21] However, others have shown that 
dietary macronutrient composition was an independent 
determinant of intrahepatic fat content.[17,18] A possible 
explanation for beneficial effects of carbohydrate‑restricted 
diets in subjects with NAFLD may be related to enhanced 
lipid oxidation that is induced by energy and carbohydrate 
restriction.[17,31] In addition, dietary carbohydrate has a 
primary role in lipogenesis; therefore, the strong association 
between hepatic fat content and dietary carbohydrate may 
be a consequence of decreased hepatic de novo lipogenesis 
from LCDs. Although our meta‑analysis showed that 
LCDs significantly reduced liver fat content, liver enzyme 
changes did not reach statistical significance. It should 
be noted that ALT is not sufficiently sensitive to detect 
low levels of liver fat.[32] Studies included in the present 
meta‑analysis enrolled subjects with different liver fat 
content levels. Furthermore, the direct link between ALT 
and intra‑abdominal adipose tissue may affect the ALT 
response to dietary interventions.[16]

Another determinant of change in liver enzymes might 
be related to hepatic fat content, since some investigators 
have reported lower ALT and AST levels in patients with 
improved liver histology.[19] Other possible reasons for the 
variation in transaminase response may be related to the 
half‑life of enzymes, elevated sinusoidal clearance, cytosolic 

Figure 5: Forest plot showing overall effect of low carbohydrate diet on liver 
fat content levels in subjects with nonalcoholic fatty liver disease and subgroup 
analysis based on study design (parallel or cross over and before‑after studies 
using random effects model)

Supplementary Figure 1: Forest plot showing overall effect of low carbohydrate 
diet on serum alanine transaminase levels after removing ketogenic diets in 
subjects with nonalcoholic fatty liver disease and subgroup analysis based on study 
design (parallel or cross over and pre‑post studies using random effects model)

Supplementary Figure 2: Forest plot showing overall effect of low carbohydrate 
diet on serum aspartate aminotransferases levels after removing ketogenic diets in 
subjects with nonalcoholic fatty liver disease and subgroup analysis based on study 
design (parallel or cross over and pre‑post studies using random effects model)

Publication bias
Although there was a slight asymmetry in Begg’s funnel 
plot, we did not find any evidence of publication bias for 
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or mitochondrial secretion, and differences in hepatic 
metabolic activity.[33,34] However, it seems that improved 
insulin resistance as a consequence of LCDs[13,18,20] may be one 
of the main reasons for improvement in liver parameters.[35‑37]

The heterogeneity between studies could be attributable to 
different causes. Possible reasons for heterogeneity include 
the amount of weight loss and especially waist circumference 
decrement, the method of weight reduction (e.g., exercise, 
calorie restriction to a fixed amount (1200–1500 kcal/d for all 
subjects) or 500–1000 kcal/d less than the required amount, 
the amount of carbohydrate restriction, diversity in liver 
function tests, differences in study populations because 
of dietary history and pattern of fat distribution, type of 
replacements used for restricted carbohydrates, type of 
macronutrients, or other differences in study design. We 
were not able to perform subgroup analyses to examine 
these sources of heterogeneity except in terms of study 
design. To evaluate other sources of heterogeneity, more 
research is needed. In the present meta‑analysis, there 
were only two studies that did not attempt to reduce body 
weight.[15,18] However, in one study lasting for 24 weeks, 
a significant weight reduction was observed for most 
participants[15] and in another that lasted for 6  weeks, 
weight loss occurred, but the reduction was not statistically 
significant.[18] Therefore, because weight reduction occurred 
in almost all studies, we could not isolate the effect of weight 
loss on NAFLD from the effects of LCD.

Two studies in our meta‑analysis evaluated the effects 
of the Atkin’s diet,[15,17] which is a very LCD. One study 
prescribed 8% of total daily energy intake[17] and another 
study recommended 20  g of carbohydrate per day.[15] In 
other published studies, the average range of carbohydrates 
in the LCD was between 33.6% and 46.9% as compared with 
48.9–54.0% in the control diet. Only one study had a control 
group that consumed <50% carbohydrate.[18] However, we 
included it in our analysis because there was a large and 
significant difference between the carbohydrates prescribed 
in intervention and control groups (33.6% vs. 48.9%).

Several points must be considered when interpreting our 
findings. First, in most studies included in our meta‑analysis, 
weight reduction was an intended outcome. However, 
dietary carbohydrate restriction may ameliorate the 
beneficial effect of hypocaloric diets on liver function tests 
in subjects with NAFLD. Second, there was a considerable 
difference across studies regarding dietary composition. It 
is possible that the replacement of carbohydrate in different 
studies affects the outcomes of LCDs. Therefore, it is 
impossible to isolate the effects of specific macronutrients on 
the endpoints. Third, due to varying health effects of different 
types of macronutrients (e.g., low‑ vs. high‑glycemic index 
carbohydrate and n3‑PUFA and mono unsaturated fatty 

acids vs. saturated fatty acids), dietary macronutrient type is 
another important factor. Fourth, the study duration ranged 
from 2  weeks[17] to 12  months.[19] However, most studies 
followed the participants for more than 3  months. Fifth, 
almost all studies were conducted in Western countries. This 
is important to note because of distinct obesity patterns in 
Middle‑Eastern countries which are mainly characterized 
by abdominal obesity and higher visceral adipose tissue[38] 
as well as differences in dietary patterns and lifestyle. Sixth, 
one of the major limitations of the studies included in the 
present meta‑analysis was their small sample size that 
could affect type‑2 statistical error, specifically regarding 
the transaminases.

CONCLUSION

Our meta‑analysis of clinical trials revealed that LCDs 
improved liver fat content, but not serum liver enzyme 
levels in subjects with NAFLD. However, there are many 
sources of heterogeneity that should be considered, for 
which we were not able to perform subgroup analyses.

Acknowledgments
This meta‑analysis was funded by Isfahan University of 
Medical Sciences, Isfahan, Iran. The authors would like to 
express their appreciation to the IUMS for financial support 
of the study. The authors alone are responsible for the 
content and writing of the paper.

Financial support and sponsorship
The School of Nutrition and Food Science, Isfahan 
University of Medical Sciences.

Conflicts of interest
There are no conflicts of interest.

AUTHORS’ CONTRIBUTION

FH and LA contributed in conception. FH and AS 
contributed in search, data extraction, and analysis. FH and 
LA contributed in drafting the manuscript. PJS contributed 
in language editing of manuscript. All authors approved 
the final manuscript for submission.

REFERENCES

1.	 Lazo M, Clark JM. The epidemiology of nonalcoholic fatty liver 
disease: A global perspective. Semin Liver Dis 2008;28:339‑50.

2. Browning  JD, Szczepaniak  LS, Dobbins  R, Nuremberg  P,
Horton  JD, Cohen  JC, et  al. Prevalence of hepatic steatosis in
an urban population in the United States: Impact of ethnicity.
Hepatology 2004;40:1387‑95.

3.	 Welsh JA, Karpen S, Vos MB. Increasing prevalence of nonalcoholic 
fatty liver disease among United States adolescents, 1988‑1994 to 
2007‑2010. J Pediatr 2013;162:496‑500.e1.



Haghighatdoost, et al.: Nonalcoholic fatty liver and low carbohydrate diet

Journal of Research in Medical Sciences| 2016 | 8

4. Farrell GC, Wong VW, Chitturi S. NAFLD in Asia – As common 
and important as in the west. Nat Rev Gastroenterol Hepatol
2013;10:307‑18.

5. Day  CP, James  OF. Steatohepatitis: A tale of two “hits”?
Gastroenterology 1998;114:842‑5.

6. Ryan  MC, Abbasi  F, Lamendola  C, Carter  S, McLaughlin  TL.
Serum alanine aminotransferase levels decrease further with
carbohydrate than fat restriction in insulin‑resistant adults.
Diabetes Care 2007;30:1075‑80.

7. Haufe  S, Engeli  S, Kast  P, Böhnke J, Utz  W, Haas  V, et  al. 
Randomized comparison of reduced fat and reduced carbohydrate
hypocaloric diets on intrahepatic fat in overweight and obese
human subjects. Hepatology 2011;53:1504‑14.

8. Fraser A, Abel R, Lawlor DA, Fraser D, Elhayany A. A modified
Mediterranean diet is associated with the greatest reduction in 
alanine aminotransferase levels in obese type 2 diabetes patients:
Results of a quasi‑randomised controlled trial. Diabetologia
2008;51:1616‑22.

9. Foster GD, Wyatt HR, Hill JO, McGuckin BG, Brill C, Mohammed BS, 
et al. A randomized trial of a low‑carbohydrate diet for obesity. 
N Engl J Med 2003;348:2082‑90.

10. Cornier MA, Donahoo WT, Pereira R, Gurevich I, Westergren R, 
Enerback S, et al. Insulin sensitivity determines the effectiveness 
of dietary macronutrient composition on weight loss in obese
women. Obes Res 2005;13:703‑9.

11. Girard J, Perdereau D, Foufelle F, Prip‑Buus C, Ferré P. Regulation 
of lipogenic enzyme gene expression by nutrients and hormones. 
FASEB J 1994;8:36‑42.

12. Crowe  TC. Safety of low‑carbohydrate diets. Obes Rev
2005;6:235‑45.

13. Volynets  V, Machann  J, Küper MA, Maier  IB, Spruss  A,
Königsrainer A, et  al. A  moderate weight reduction through
dietary intervention decreases hepatic fat content in patients with 
non‑alcoholic fatty liver disease  (NAFLD): A pilot study. Eur J
Nutr 2013;52:527‑35.

14. Kani AH, Alavian SM, Esmaillzadeh A, Adibi  P, Azadbakht  L.
Effects of a novel therapeutic diet on liver enzymes and coagulating 
factors in patients with non‑alcoholic fatty liver disease: A parallel 
randomized trial. Nutrition 2014;30:814‑21.

15. Tendler  D, Lin  S, Yancy WS Jr., Mavropoulos  J, Sylvestre  P,
Rockey  DC, et  al. The effect of a low‑carbohydrate, ketogenic
diet on nonalcoholic fatty liver disease: A pilot study. Dig Dis Sci 
2007;52:589‑93.

16. Thomas EL, Brynes AE, Hamilton G, Patel N, Spong A, Goldin RD, 
et  al. Effect of nutritional counselling on hepatic, muscle and
adipose tissue fat content and distribution in non‑alcoholic fatty
liver disease. World J Gastroenterol 2006;12:5813‑9.

17. Browning JD, Baker JA, Rogers T, Davis J, Satapati S, Burgess SC. 
Short‑term weight loss and hepatic triglyceride reduction:
Evidence of a metabolic advantage with dietary carbohydrate
restriction. Am J Clin Nutr 2011;93:1048‑52.

18. Ryan MC, Itsiopoulos C, Thodis T, Ward G, Trost N, Hofferberth S, 
et al. The Mediterranean diet improves hepatic steatosis and insulin 
sensitivity in individuals with non‑alcoholic fatty liver disease. 
J Hepatol 2013;59:138‑43.

19. Huang  MA, Greenson  JK, Chao  C, Anderson  L, Peterman  D,
Jacobson J, et al. One‑year intense nutritional counseling results 
in histological improvement in patients with non‑alcoholic
steatohepatitis: A pilot study. Am J Gastroenterol 2005;100:1072‑81.

20. Elias MC, Parise ER, de Carvalho L, Szejnfeld D, Netto JP. Effect
of 6‑month nutritional intervention on non‑alcoholic fatty liver 
disease. Nutrition 2010;26:1094‑9.

21. de Luis DA, Aller R, Izaola O, Gonzalez Sagrado M, Conde R. Effect
of two different hypocaloric diets in transaminases and insulin 
resistance in nonalcoholic fatty liver disease and obese patients. 
Nutr Hosp 2010;25:730‑5.

22. R o d r í g u e z ‑ H e r n á n d e z  H ,  C e r v a n t e s ‑ H u e r t a   M ,
Rodríguez‑Moran  M, Guerrero‑Romero  F. Decrease of
aminotransferase levels in obese women is related to body
weight reduction, irrespective of type of diet. Ann Hepatol
2011;10:486‑92.

23. Sathiaraj E, Chutke M, Reddy MY, Pratap N, Rao PN, Reddy DN, 
et  al. A  case‑control study on nutritional risk factors in
non‑alcoholic fatty liver disease in Indian population. Eur J Clin 
Nutr 2011;65:533‑7.

24. Papandreou D, Karabouta Z, Pantoleon A, Rousso I. Investigation 
of anthropometric, biochemical and dietary parameters of obese 
children with and without non‑alcoholic fatty liver disease.
Appetite 2012;59:939‑44.

25. Gonzalez  C, de Ledinghen  V, Vergniol  J, Foucher  J, Le Bail  B,
Carlier  S, et  al. Hepatic steatosis, carbohydrate intake, and
food quotient in patients with NAFLD. Int J Endocrinol
2013;2013:428542.

26. DerSimonian R, Laird N. Meta‑analysis in clinical trials. Control 
Clin Trials 1986;7:177‑88.

27. Higgins  JP, Thompson  SG. Quantifying heterogeneity in a
meta‑analysis. Stat Med 2002;21:1539‑58.

28. Egger  M, Davey Smith  G, Schneider  M, Minder  C. Bias in
meta‑analysis detected by a simple, graphical test. BMJ
1997;315:629‑34.

29. Egger M, Smith GD, Altman DG. Systematic Reviews in Health
Care: Meta‑Analysis in Context. 2nd  ed. London: BMJ Books;
2001.

30. Olivo SA, Macedo LG, Gadotti IC, Fuentes J, Stanton T, Magee DJ. 
Scales to assess the quality of randomized controlled trials: A 
systematic review. Phys Ther 2008;88:156‑75.

31. Browning JD, Weis B, Davis J, Satapati S, Merritt M, Malloy CR, 
et  al. Alterations in hepatic glucose and energy metabolism as
a result of calorie and carbohydrate restriction. Hepatology
2008;48:1487‑96.

32. Fishbein MH, Miner M, Mogren C, Chalekson J. The spectrum 
of fatty liver in obese children and the relationship of serum
aminotransferases to severity of steatosis. J Pediatr Gastroenterol 
Nutr 2003;36:54‑61.

33. Zhou SL, Gordon RE, Bradbury M, Stump D, Kiang CL, Berk PD. 
Ethanol up‑regulates fatty acid uptake and plasma membrane
expression and export of mitochondrial aspartate aminotransferase 
in HepG2 cells. Hepatology 1998;27:1064‑74.

34. Sheth SG, Flamm SL, Gordon FD, Chopra S. AST/ALT ratio predicts 
cirrhosis in patients with chronic hepatitis C virus infection. Am J 
Gastroenterol 1998;93:44‑8.

35. Samuel  VT, Liu  ZX, Qu  X, Elder  BD, Bilz  S, Befroy  D, et  al. 
Mechanism of hepatic insulin resistance in non‑alcoholic fatty
liver disease. J Biol Chem 2004;279:32345‑53.

36. Utzschneider KM, Kahn SE. Review: The role of insulin resistance 
in nonalcoholic fatty liver disease. J  Clin Endocrinol Metab
2006;91:4753‑61.

37. Sanyal  AJ, Campbell‑Sargent  C, Mirshahi  F, Rizzo  WB,
Contos  MJ, Sterling  RK, et  al. Nonalcoholic steatohepatitis:
Association of insulin resistance and mitochondrial abnormalities.
Gastroenterology 2001;120:1183‑92.

38. Esmaillzadeh A, Azadbakht L. Major dietary patterns in relation 
to general obesity and central adiposity among Iranian women. 
J Nutr 2008;138:358‑63.


