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Abstract: Metabolic syndrome (MetS) risks cardiovascular diseases due to its associated Dyslipidemia.
It is proposed that a low-carbohydrate, high-fat (LCHF) diet positively ameliorates the MetS and
reverses insulin resistance. Therefore, we aimed to investigate the protecting effect of the LCHF diet
on MetS-associated Dyslipidemia in an experimental animal model. Forty male Sprague-Dawley rats
were divided into four groups (10/group): the control group, dexamethasone-induced MetS (DEX)
(250 µg/kg/day), LCHF-fed MetS group (DEX + LCHF), and High-Carbohydrate-Low-Fat-fed MetS
group (DEX + HCLF). At the end of the four-week experiment, fasting glucose, insulin, lipid profile
(LDL-C, HDL-C, Triglyceride), oxidized-LDL, and small dense-LDL using the ELISA technique were
estimated. HOMA-IR, Apo B/Apo A1 ratio, and TG/HDL were calculated. Moreover, histological
examination of the liver by H & E and Sudan III stain was carried out. In the DEX group, rats
showed a significant (p < 0.05) increase in the HOMA-IR, atherogenic parameters, such as s-LDL, OX-
LDL, Apo B/Apo A1 ratio, and TG/HDL. The LCHF diet significantly improved the parameters of
Dyslipidemia (p < 0.05) by decreasing the Apo B/Apo A1 and TG/HDL-C ratios. Decreased steatosis
in LCHF-fed rats compared to HCLF was also revealed. In conclusion, the LCHF diet ameliorates
MetS-associated Dyslipidemia, as noted from biochemical results and histological examination.

Keywords: metabolic syndrome; dyslipidemia; HFLC; ketogenic diet; HOMA-IR; Apo B/Apo A
ratio; TG/HDL ratio

1. Introduction

Diet is a keystone of any lifestyle intervention program. The most common dietary
plan strategy restricts energy, and based on that, several other nutritional methods have
been proposed, such as Low-Carbohydrate High-Fat diets (LCHFD) [1]. According to the
Dutch Food Consumption Survey (FCS, 2007–2010), the daily requirements of macronu-
trients are recommended to be as follows: 45% carbohydrates (21% simple sugars and
24% complex sugar, including starch), 35% fats, 15% proteins, and 5% fibers. On that
basis, a study assumes that the term “low” could refer to lower than 45% derived from
carbohydrates [2], whereas another study assumed LCHFDs allow 20 to 60 g/d and Very-
Low-Carbohydrate Ketogenic Diets (VLCKDs) typically restrict carbohydrates to less than
20 g/d [3]. There has been growing interest in Low-Carbohydrate/High-Fat diets in re-
cent years because it is proposed to have been associated with positive impacts, such as
weight reduction, enhanced insulin sensitivity, reasonable glycemic control in pre-diabetics
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and diabetics, reduction in cardiovascular disease risk factors, and increased feelings of
satiety [2,4].

Metabolic syndrome (MetS) is a cluster of a group of disorders that characterize
significant risk factors for cardiovascular disease (CVD) and type 2 diabetes mellitus [5].
These factors are visceral obesity, elevated blood pressure, elevated triglyceride level,
reduced HDL-Cholesterol, and high blood sugar [6]. Atherogenic Dyslipidemia is a crucial
component of metabolic syndrome related to coronary atherosclerosis. The starring role of
plasma triglycerides (TG), low-density lipoprotein cholesterol (LDL-C), and high-density
lipoprotein cholesterol (HDL-C) in the pathogenesis of coronary heart disease (CHD) have
been well documented [7]. Today’s central debate is whether LDL-C should continue as
the primary adjustable for assessing CV risk and targeting lipid-lowering therapy [8]. At
present, it is suggested that other lipid parameters may better represent the risk of CHD
other than elevated LDL-C and conventional markers, such as oxidized-LDL (ox-LDL) and
small dense-LDL (sd-LDL) [9].

Dyslipidemia is a metabolic disorder involving abnormal blood lipid levels [10]. It is
reported that Dyslipidemia is a genetically predisposed disorder, and much of the popula-
tion acquire it from multifactorial reasons, such as obesity, diet, and lifestyle habits [11].
Dyslipidemia is closely related to insulin resistance, resulting in increased triglyceride-rich
lipoproteins (TRLs), decreased HDL-C, and increased sd-LDL/ox-LDL particles [12].

It has been proposed that the Low-Carbohydrate/High Fat (LCHF) diet has a positive
effect on metabolic-syndrome-related dyslipidemia. Therefore, the present study aims to
study the possible protecting role of the Low-Carbohydrate/High-Fat diet on Dyslipidemia
in an experimental animal model of metabolic syndrome.

2. Material and Methods

The current study is an experimental animal study. It was conducted in the Depart-
ment of Clinical Biochemistry-Faculty of Medicine—King Abdulaziz University, Jeddah,
Saudi Arabia. The Biomedical Ethics Research committee, Faculty of Medicine, King Abdu-
laziz University, Jeddah, Saudi Arabia approved the study (Reference No 33-21).

2.1. Animals and Experimental Protocol

Forty male Sprague-Dawley rats (120 ± 20) grams were obtained from the Animal
House at King Fahd Medical Research Center, Jeddah, Saudi Arabia, and enrolled in this
study. The animal study was carried out following the animal welfare act and guide for care
use of Experimental Research Center, King Fahd Medical Research Center, King Abdulaziz
University. The experiment was approved by The Animal Care and Use Committee (ACUC)
at King Fahd Medical Research Center (Protocol Number: ACUC-20-09-21), King Abdul-
Aziz University, Jeddah. Animals were housed in metal cages with meshes (temperature:
24 ◦C ± 3 ◦C; humidity: 40–70%, and 12/12 h light/dark cycle). They fed on ad-libitum
standard laboratory rat chow, and they had free access to drinking water for the first ten
days to allow acclimation to the new environment.

The rats were grouped into four groups (10 rats/each). According to the research pro-
tocol, each group has its type of diet: Group I (Control) served as a negative control group,
included ten Albino Wistar rats with regular diet, and saline was injected subcutaneously.
Rats in the other three groups were injected with dexamethasone subcutaneously at a dose
of 250 µg/kg/day dissolved in saline [13]. Group II (DEX): continued on the chow diet.
Group III (DEX + LCHF): rats were fed with a Low-Carbohydrate, High-Fat diet for four
weeks. Group IV (DEX + HCLF): rats were fed on a High-Carbohydrate Low-Fat Diet for
four weeks.

2.2. Drug and Dosage

Metabolic syndrome was induced by dexamethasone injection, which was obtained
from Saudi Pharmaceutical Industries (SPI), Riyadh, Saudi Arabia. It was injected into
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rats subcutaneously at 250 µg/kg single dose daily, according to the method described by
Sivabalan et al. [13].

2.3. Rats Feeding

The three types of diet used are isocaloric. The LCHF diet comprises 85 kcl% fat,
5 kcl% carbohydrates, and 10 kcl% protein. The HCLF contains 85 kcl% carbohydrates,
10 kcl% fat, 5 kcl% protein. LCHF and HCLF diets were customized from Research Diets
D10070801, New Brunswick, NJ, USA. The diet composition and preparation were carried
out according to Ble-castillo et al. [14]. The detailed description of Chow, LCHF, and HCLF
diet compositions is presented in Table 1.

Table 1. The composition of Chow, LCHF, and HCLF diets.

Chow LCHF HCLF

Carbohydrates 60% 5% 85%

Protein 28% 10% 5%

Fat 12% 85% 10%

Carbohydrates (gram/rat) 9 1 12

Protein (gram/rat) 5 2 1

Fat (gram/rat) 1 5.5 1

Energy (Calories/ rat) 61 61 60

2.4. Anthropometric Measurement

Weekly measurements of height, abdominal and thoracic circumference (cm), and body
weight (grams) were carried out, and body mass index (BMI) was calculated according to
Novelli et al. [15].

2.5. Sampling and Biochemical Investigations

Each rat was anesthetized by ether after 12 h of overnight fasting at the end of the
experimental protocol duration. The blood samples were collected into plain plastic
containers under a complete aseptic condition from retro-orbital venous plexus. Sera were
collected after centrifugation at 15,000 rpm for 20 min, then divided into aliquots and stored
at −80 ◦C until the biochemical investigations.

The serum level of fasting glucose (spectrophotometrically, Intertek, London, UK,
CS605) and insulin (Rat Insulin ELISA kit, Novus Biologicals, LLC 10730 E. Briarwood
Avenue, Building IV, Centennial, CO, USA) for the quantitative measurement of rat insulin
in serum and plasma were estimated.

The degree of insulin resistance in each sample was calculated by the homeostasis
model assessment of insulin resistance (HOMA-IR) described by Matthews et al. [16].
According to the equation, HOMA-IR was calculated by considering fasting insulin and
fasting blood glucose levels: fasting insulin (µU/mL) × fasting plasma glucose (mg/dl) ×
0.0551/22.5.

Quantitative determination of rat-serum-oxidized Low-Density Lipoprotein (ox-LDL)
(SL0554Ra), Small dense Low-Density Lipoprotein (sd-LDL) (SL-1558Ra), Apo-protein A
(SL0817Ra), Apo-Protein B (SL0819Ra), ELISA was performed by Sandwich-ELISA. Serum
triglycerides (TG) and HDL-C were measured calorimetrically using kits provided by
Intertek, London UK, CS611, and Intertek, London, UK, CS606, respectively. The kits were
purchased from SunLong Biotec, Hangzhou, Zhejiang, China. LDL-C was measured by
Sandwich-ELISA. LDL ELISA kit was obtained from SunLong Biotec, Hangzhou, Zhejiang,
China, SL1637Ra. Triglycerides/HDL-C ratio and Apo B/apo A1 ratio were calculated.
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2.6. Histological Examination

For the histological study, intracardiac perfusion was performed using 150 mL of
buffered paraformaldehyde (4% of 4% buffered paraformaldehyde (pH 7.3). Then, the
livers were excised and weighed. Fresh liver tissue from the right lobe was processed for
cryosectioning for intrahepatocyte lipid evaluation by Sudan III staining. Frozen sections
with 10-µm thickness were stained with Sudan III stain.

The histological grading of hepatic steatosis was graded according to Meli et al. [17],
and Abo El-Khair et al. [18]. They used the percentage of hepatocytes that are infiltrated by
lipids to determine the degree of steatosis as follows: no infiltration was graded as (0), fatty
infiltration of less than 30% of hepatocytes (1); fatty infiltration of 30–70% of hepatocytes
(2), and fatty infiltration of more than 70% of hepatocytes (3).

The left lobe was fixed in 10% buffered formalin. Then, the left lobe’s specimens were
prepared (dehydrated by alcohol, cleared by xylene, and embedded in molten paraffin)
and stained with hematoxylin and eosin (H and E) [19].

2.7. Statistical Analysis

Data were analyzed using Statistical Package for Social Science software computer
program version 22 (SPSS, Inc., Chicago, IL, USA). Quantitative parametric data were
presented as mean and standard deviation. p-value < 0.05 was considered statistically
significant. The following tests were used: Paired t-test for analysis of the anthropometric
parameters, One-way Analysis of Variance (ANOVA) and Tukey to compare quantitative
parametric data, and Spearman’s correlation was used to correlate the different parameters.

3. Results
3.1. Anthropometric Results:

The anthropometric parameters of all studied animal groups are presented in Table 2.
No difference in height was detected between the animals of each group at all levels of
measurement, basal line, during induction of the metabolic syndrome model, and at the
post-induction stage. Regarding weight and body mass index (BMI), no difference was
detected between the studied group at the baseline stage. At the same time, there was a
significant increase in both parameters during the induction and post-induction phase in
the DEX group compared to the control group.

Table 2. The anthropometric parameters of all studied animal groups.

Control DEX DEX + LCHF DEX + HCLF

HIEGHT (B) 18.65 ± 0.51 18.45 ± 0.46 18.6 ± 0.75 18.58 ± 0.65

HIEGHT (D) 20.6 ± 0.35 20.7 ± 0.92 20.3 ± 0.72 20.95 ± 1.5 * ** ***

HIEGHT (POST D) 22.5 ± 0.59 22.7 ± 0.53 22 ± 0.27 23.8 ± 0.25

WIGHT (B) 133.4 ± 10.5 133.5 ± 10.2 133.5 ± 13.4 133.89 ± 10.6

WIGHT (D) 166.1 ± 10.8 179.67 ± 9.5 * 147.89 ± 3.50 ** 201 ± 8.5 * ** ***

WIGHT (POST D) 200.4 ± 14.3 209.38 ± 11.90 126.17 ± 7.05 ** 234 ± 14.19 * ** ***

BMI (B) 0.51 ± 0.031 0.52 ± 0.05 0.53 ± 0.05 0.51 ± 0.044

BMI (D) 0.65 ± 0.7 0.76 ± 0.08 * 0.51 ± 0.034 * ** 0.93 ± 0.41 * ** ***

BMI (POST D) 0.72 ± 0.05 0.88 ± 0.05 * 0.35 ± 0.06 * ** 0.97 ± 0.07 * ***
(B) measurement at baseline measurement. (D) measurement during induction with Dexamethasone. (Post
D) measurement after stopping Dexamethasone. Data are presented as mean ± SD. SD: standard deviation,
F for ANOVA test. Statistically significant if p ≤ 0.05. *: Statistically significant compared to Control group.
**: Statistically significant compared to DEX group. ***: Statistically significant compared to DEX + LCHF group.

In response to the LCHF diet, there was a significant (p < 0.05) decrease in weight and
BMI versus the DEX group. As expected from the literature [20], the HCLF-diet-fed rats
showed a significant (p < 0.05) increase in weight and BMI.
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3.2. Histological Light Microscopic Results

Hematoxylin and eosin-stained liver sections of rats in the control group showed
the normal structure of hepatic lobules. The hepatocytes showed regular arrangement
with branching and anastomosing cords radiating from a central vein with the portal-tract-
contained branches of the portal vein, hepatic artery, bile ducts, and Kupffer cells seen
(Figure 1). Tiny lipid droplets were seen (Figure 2). The histological steatosis grade of the
control group is represented by 100% grade 0 (Figure 3). Rats from the DEX group showed
noticeable histological changes (H&E staining) in the form of disrupted arrangement of
the hepatic cords, congested portal veins with cellular infiltration, and irregularly dilated
blood sinusoids (Figure 1). In Sudan-III-stained sections, lipid droplets accumulation was
evident (Figure 2). The findings of Sudan III staining prove the lipid accumulation. The
histological steatosis grades of the DEX-induced MetS group were 0% grade 0, 20% grade
1, 30% grade 2, and 50% grade 3 (Figure 3). The histological findings of the liver sections
confirm the development of the metabolic syndrome. It is reported that the occurrence
of fatty liver changes is the hepatic manifestation of the metabolic syndrome model. In
Sudan-III-stained sections, slight deposition of lipid droplets was detected (Figure 2). The
DEX + LCHF diet group showed branching and anastomosing cords of normal hepatocytes
radiating from a non-congested central vein and normal non-congested blood sinusoids,
which represented the nearly normal structure of hepatic lobules (Figure 1). The findings
of Sudan III staining prove the ameliorative effect of the LCHF diet on lipid accumulation.
The histological steatosis grades of group K are as follows: 80% grade 0, 10% grade 1, 10%
grade 2, and no grade 3 is detected (Figure 3). On the other hand, the DEX + HCLF group
showed multiple lipid droplets, dilated congested central vein, dilated congested hepatic
sinusoids, and some hepatocytes with dark pyknotic nuclei (Figure 1). In Sudan-III-stained
sections, marked deposition of lipid droplets in hepatocytes was distinct (Figure 2), with
the histological steatosis grades as: 0% grades 0 and 1, 40% grade 2, and 60% grade 3
(Figure 3).
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Figure 1. Photomicrographs of H&E-stained rat liver sections. The control rat liver shows branching and
anastomosing cords of hepatocytes radiating from the central vein (thick arrow) with blood sinusoids
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(double head arrow) in between the cords (H&E ×200) (a). The sections of rat liver in DEX group
showed disturbed arrangement of hepatocytes, multiple lipid droplets in between the hepatocytes,
dilated congested central vein (thick arrow), mixed inflammatory infiltrate (thin arrow), and some
hepatocytes with dark pyknotic nuclei (curved arrow) (H&E ×400) (b). The liver sections from
DEX + LCHF group showed branching and anastomosing cords of normal hepatocytes radiating
from the non-congested central vein (thick arrow), normal non-congested blood sinusoids (double-
head arrow), and few lipid droplets (H&E ×400) (c). The sections of the liver of DEX + HCLF rats
show multiple lipid droplets dilated congested central vein (thick arrow), dilated congested hepatic
sinusoids (double-head arrow), and some hepatocytes with dark pyknotic nuclei (curved arrow)
(H&E ×400) (d). DEX: rats treated with dexamethasone to induce metabolic syndrome; DEX + LCHF:
rats treated with dexamethasone to induce metabolic syndrome and fed on low-carbohydrate high-fat
diet; DEX + HCLF: rats treated with dexamethasone to induce metabolic syndrome and fed on
high-carbohydrate low-fat diet.
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Figure 2. Photomicrographs of Sudan-III-stained rat liver sections. The control group (a) showed
few lipid droplets (orange colored) accumulations in hepatocytes (Sudan III ×400). DEX-induced
MetS group (b) showed an accumulation of lipid droplets (orange colored) in hepatocytes (Sudan
III ×400). DEX+ LCHF group (c) showed few accumulations of lipid droplets (orange colored) in
hepatocytes (Sudan III ×400). DEX + HCLF group (d) showed an accumulation of lipid droplets
(orange colored) in hepatocytes. (Sudan III ×400). DEX: rats treated with dexamethasone to induce
metabolic syndrome; DEX + LCHF: rats treated with dexamethasone to induce metabolic syndrome
and fed on low-carbohydrate high-fat diet; DEX + HCLF: rats treated with dexamethasone to induce
metabolic syndrome and fed on high-carbohydrate low-fat diet.
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Figure 3. Pie chart shows the degree of steatosis in the control, DEX, DEX + LCHF, and DEX + HCLF
groups. DEX: rats treated with dexamethasone to induce metabolic syndrome; DEX + LCHF: rats
treated with dexamethasone to induce metabolic syndrome and fed on low-carbohydrate high-fat
diet; DEX + HCLF: rats treated with dexamethasone to induce metabolic syndrome and fed on
high-carbohydrate low-fat diet.

3.3. Biochemical Results
3.3.1. DEX Induces Metabolic Syndrome and Dyslipidemia

Insulin resistance and Dyslipidemia are evident in the metabolic syndrome group
(DEX). Insulin resistance is indicated by increased fasting glucose, plasma insulin levels,
and HOMA-IR in the DEX group compared to the control group (Figure 4). Moreover,
Dyslipidemia is characterized by increased Triglyceride, LDL-C, sd-LDL, and ox-LDL levels,
with a decrease in HDL-C level. These findings are confirmed by a significant increase in
the TG/HDL ratio in DEX compared to the control group (Figures 5 and 6).

Nutrients 2022, 14, x FOR PEER REVIEW 8 of 20 
 

 

 

Figure 3. Pie chart shows the degree of steatosis in the control, DEX, DEX + LCHF, and DEX + HCLF groups. DEX: rats 

treated with dexamethasone to induce metabolic syndrome; DEX + LCHF: rats treated with dexamethasone to induce 

metabolic syndrome and fed on low-carbohydrate high-fat diet; DEX + HCLF: rats treated with dexamethasone to induce 

metabolic syndrome and fed on high-carbohydrate low-fat diet. 

3.3. Biochemical Results 

3.3.1. DEX Induces Metabolic Syndrome and Dyslipidemia  

Insulin resistance and Dyslipidemia are evident in the metabolic syndrome group 

(DEX). Insulin resistance is indicated by increased fasting glucose, plasma insulin levels, 

and HOMA-IR in the DEX group compared to the control group(Figures 4). Moreover, 

Dyslipidemia is characterized by increased Triglyceride, LDL-C, sd-LDL, and ox-LDL lev-

els, with a decrease in HDL-C level. These findings are confirmed by a significant increase 

in the TG/HDL ratio in DEX compared to the control group(Figures 5,6). 

 

Figure 4. The impact of low-carbohydrate high-fat diet and high-carbohydrate low-fat diet on glu-

cose homeostasis parameters in dexamethasone-treated rats. (A): fasting blood glucose; (B): fasting 

Figure 4. The impact of low-carbohydrate high-fat diet and high-carbohydrate low-fat diet on glucose
homeostasis parameters in dexamethasone-treated rats. (A): fasting blood glucose; (B): fasting blood
insulin, and (C): HOMA-IR. Data were expressed as mean + S.D. HOMA-IR: homeostasis model
assessment of insulin resistance, DEX, DEX + LCHF and DEX + HCLF groups. DEX: rats treated with
dexamethasone to induce metabolic syndrome; DEX + LCHF: rats treated with dexamethasone to induce
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metabolic syndrome and fed on low-carbohydrate high-fat diet; DEX + HCLF: rats treated with
dexamethasone to induce metabolic syndrome and fed on high-carbohydrate low-fat diet. Statistically
significant if p ≤ 0.05. *: Statistically significant compared to the Control group. **: Statistically
significant compared to DEX group. ***: Statistically significant compared to DEX + LCHF group.
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Figure 5. The impact of low-carbohydrate high-fat diet and high-carbohydrate low-fat diet on lipid
profile parameters in dexamethasone-treated rats. (A): triglycerides; (B): HDL-Cholesterol, and (C):
Triglycerides to HDL-Cholesterol ratio. HDL-Cholesterol: high-density lipoprotein-Cholesterol, DEX,
DEX + LCHF, and DEX + HCLF groups. DEX: rats treated with dexamethasone to induce metabolic
syndrome; DEX + LCHF: rats treated with dexamethasone to induce metabolic syndrome and fed on
low-carbohydrate high-fat diet; DEX + HCLF: rats treated with dexamethasone to induce metabolic
syndrome and fed on high-carbohydrate low-fat diet. Statistically significant if p ≤ 0.05. *: Statistically
significant compared to the Control group. **: Statistically significant compared to DEX group. ***:
Statistically significant compared to DEX + LCHF group.

As depicted in Figure 4, in response to the injection of long-acting corticosteroids
dexamethasone, there was a significant (p < 0.01) increase in both fasting glucose and
insulin. Further, HOMA-IR increased significantly versus control. Feeding rats with LCHF
significantly lowered the fasting glucose and insulin levels and reduced the HOMA-IR
compared to DEX rats and even to control rats. On the other hand, HCLF significantly
increased the fasting glucose and insulin compared to both control and DEX groups,
increasing insulin resistance.
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LDL-Cholesterol (A), Sd-LDL-Cholesterol (B), and LDL-Cholesterol (C) in dexamethasone-treated rats.
OX-LDL: oxidized low-density lipoprotein cholesterol; Sd-LDL: small dense low-density lipoprotein
cholesterol; LDL-cholesterol: low-density lipoprotein cholesterol. DEX: rats treated with dexam-
ethasone to induce metabolic syndrome; DEX + LCHF: rats treated with dexamethasone to induce
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amethasone to induce metabolic syndrome and fed on high-carbohydrate low-fat diet. Statistically
significant if p ≤ 0.05. *: Statistically significant compared to the Control group. **: Statistically
significant compared to DEX group. ***: Statistically significant compared to DEX + LCHF group.
LCHF diet modulates the glucose homeostasis in DEX-injected rats.

3.3.2. LCHF Diet Decreased the Circulating Lipids

It is well known that dexamethasone-induced Dyslipidemia is associated with de-
creased HDL-cholesterol, increasing the plasma triglycerides level, and increasing the
TG/HDL-C ratio, associated with atherosclerosis risk. As shown in the DEX group, Dys-
lipidemia was evident in our study, as noted from the significant increase in TG, with a
significant decrease in HDL-C compared to control rats. While feeding, the HCLF diet
produced harmful effects in rats, as shown by the significant (p < 0.05) increase in TG
compared to control and DEX rats. Looking for the potential improvement in Dyslipidemia
markers in response to LCHF, there was a significant decrease in TG and TG/HDL-C ratio,
with a substantial increase in HDL-C versus DEX group, as depicted in Figure 5.

3.3.3. The Impact of DEX, LCHF, and HCLF on the Levels of LDL-Cholesterol, OX-LDL,
and sd-LDL

As depicted from Figure 6, compared to control rats, the DEX group showed a signifi-
cant increase in LDL-cholesterol, OX-LDL, and sd-LDL. Feeding rats with LCHF decreased
the circulating LDL-cholesterol significantly (p < 0.05), with insignificant changes in both
OX-LDL and sd-LDL compared to the DEX group. Feeding rats with the HCLF diet signifi-
cantly increased the oX-LDL and LDL-cholesterol (p < 0.05) compared to LCHF-fed rats.

3.3.4. Changes in the Apo A, Apo and their Ratio in the Different Groups

In response to DEX, the rats showed a significant increase in the ratio between Apo
B to Apo A lipoprotein due to the significant (p < 0.05) increase in Apo B and the drop of
the Apo A lipoproteins. Restricting the carbohydrate intake and replacing with high-fat
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feeding to rats decreased the ratio significantly (p < 0.05) compared to DEX rats, and HCLF
increased the ratio significantly (p < 0.05), compared to all groups (Figure 7).

3.3.5. Correlation between sd-LDL, ox-LDL and HOMA-IR, TG/HDL Ratio, Apo B/Apo
A Ratio

Correlation analysis revealed significant positive correlations between sd-LDL and
HOMA-IR, TG/HDL ratio, and Apo B/Apo A ratio (r = 0.7955, p ≤ 0.0001, r = 0.7942,
p ≤ 0.0001 and r = 0.911, p ≤ 0.0001, respectively) (Figure 8). Significant positive correlations
were found between ox-LDL and HOMA-IR, TG/HDL ratio, and Apo B/Apo A ratio
(r = 0.7246, p ≤ 0.0001, r = 0.7395, p ≤ 0.0001 and r = 0.667, p ≤ 0.0001, respectively)
(Figure 9).
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Figure 7. The impact of low-carbohydrate high-fat diet, and high-carbohydrate low-fat diet on APO
B: (A) Apo A1 (B), and the APO B/ APO A1 ratio (C) in dexamethasone-treated rats. DEX: rats treated
with dexamethasone to induce metabolic syndrome; DEX + LCHF: rats treated with dexamethasone
to induce metabolic syndrome and fed on the low-carbohydrate high-fat diet; DEX + HCLF: rats
treated with dexamethasone to induce metabolic syndrome and fed on high-carbohydrate low-
fat diet. Statistically significant if p ≤ 0.05. *: Statistically significant compared to the Control
group. **: Statistically significant compared to DEX group. ***: Statistically significant compared to
DEX + LCHF group.

3.3.6. Correlation between Apo B/Apo A Ratio and TG/HDL Ratio

The relationship between Apo B/Apo A ratio and TG/HDL ratio showed a significant
positive correlation in all studied animal groups (r = 0.891, p ≤ 0.0001) (Figure 10).
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4. Discussion

Metabolic Syndrome (MetS) is becoming more widespread, as a global health care
problem and a socioeconomic burden [5,21]. It leads to significant health hazards in
developed and developing nations [22]. The global prevalence of metabolic syndrome
ranges from 16.7% by NCEP-ATP III Def. to 18.9 by IDF in the healthy population [23], and
in adults, varies from 16% to 57% in Saudi Arabia, depending to the location [24], with a
general MetS prevalence of 39.3% among Saudis aged between 30 and 70 years [25,26]. It is
reported that the majority of metabolic syndrome and its consequent socioeconomic impact
is linked to lifestyle behaviors, especially dietary habits [27]. Decreased insulin sensitivity
and insulin resistance are associated with a high risk of cardiovascular disease, disturbed
lipid, lipoprotein metabolism (Dyslipidemia), the subsequent overproduction of potentially
atherogenic lipid and lipoproteins [28] and development of insulin resistance.

Therefore, the current study aimed to investigate the possible protective role of dietary
intervention by using a low-carbohydrate/high-fat diet on metabolic-syndrome-associated
Dyslipidemia in an experimental animal model.

The current study used dexamethasone to induce the metabolic syndrome model [13],
and Dyslipidemia was a prominent component in the models. A significant increase
was found in anthropometric and metabolic parameters, such as BMI, weight, glucose,
insulin, HIMAIR, LDL, TG, sd-LDL, ox-LDLand Apo B, with a significant decrease in other
parameters, including HDL and Apo A, compared to the negative control group. This result
is consistent with the definition of most organizations for metabolic syndrome [12,28–30].

Dexamethasone (DEX) is a synthetic glucocorticoid, used in this study to induce the
model of metabolic syndrome. The drug induces glucose intolerance, hyperglycemia, hy-
perinsulinemia, decreased muscle mass, and hepatomegaly [31]. Consequently, disturbed
protein and lipid metabolism and serum lipid profile abnormalities are common effects [32].
Therefore, it is proved that it can be used for the induction of metabolic syndrome in an
animal model.

Insulin resistance is evident in the current study by the significant increase in fasting
blood glucose, insulin, HOMA-IR, atherogenic parameters (sd-LDL, ox-LDL, and Apo
B/Apo A ratio). The role of Glucocorticoids can explain this to induce the insulin resistance
state. In the insulin-resistant state, the alteration in LDL particles results in a predominance
of small, dense LDL caused mainly by Hypertriglyceridemia. It leads to the atherogenic
process. Our results confirm the results previously published by Ruotolo and Howard [33],
Kappe et al. [34], Pandey et al. [35], and Kelsall et al. [36].

Moreover, in an insulin-resistance state, the LDL particles undergo many modifications
that alter their size, density, and chemical properties within the blood flow and vascular
wall [37]. The insulin resistance associated with free radicals oxidize LDL and produce
oxidized LDL (ox-LDL) [38]. Oxidized LDL triggers the gene expression of adhesion
molecules on the cell surface and, thus, endothelial dysfunction, resulting in progression to
atherosclerosis [37]. In addition, Sierra-Johnson found that an increased apo B/apo AI ratio
is significantly associated with insulin resistance in the non-diabetic US population [39]. In
theory, the apoB100/apo AI ratio is a better predictor for assessing CHD risk than conven-
tional markers [7]. This finding can be explained by the concentrations of plasma apoB100,
reflecting the total quantity of atherogenic particles in VLDL, IDL-C, LDL-C, and lipopro-
tein (a) (Lp-a) and, the plasma content of apo-AI represents the total of antiatherogenic
particles in HDL [7]. Thus, the apoB100/apo AI ratio might be a better marker for CHD
progression, confirming its ability to expose the balance between atherogenic particles and
antiatherogenic particles [40].

In the current study, an increase in Triglyceride/High-Density Lipoprotein-Cholesterol
ratio (TG/HDL-C) is confirmative of dyslipidemia and insulin resistance in metabolic
syndrome. It is reported that an abnormally high TG/HDL-c ratio was detected in 48% of
metabolic syndrome subjects [41]. Consequently, it is considered a substitute marker for
MetS [42] and a good indicator of insulin resistance [43,44].
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Hepatic steatosis and nonalcoholic steatohepatitis (NASH) are considered the liver
manifestation of metabolic syndrome [45]. At the histological level, the metabolic syndrome
group showed evident accumulation of lipid droplets with disruption of the typical hepatic
lobule architecture, indicating hepatic steatosis in our study. The hepatic steatosis in
glucocorticoid-induced metabolic syndrome could be explained by the metabolic effect of
chronic glucocorticoid administration in the form of hyperglycemia, hypertension, and
hepatic steatosis. These effects ultimately result in insulin resistance and disturbed lipid
metabolism due to the induction of the genes responsible for gluconeogenesis and hepatic
lipogenesis [46].

Back to the primary purpose of the current study, feeding a low-carbohydrate high-
fat Diet to rats administered dexamethasone with the same dose that induces metabolic
syndrome in Group K revealed noticeable improvements at the level of anthropometric,
histological, and biochemical parameters.

Compared to the metabolic syndrome model group, the low-carbohydrates-high-
fat-diet-fed group showed significantly lower body weight, BMI, glucose, insulin, and
HIMA-IR. These findings indicate that high-fat low-carbohydrate diets are associated with
positive effects, such as weight loss, improved insulin sensitivity, and lower fasting blood
glucose levels. These results are confirmative of the results in [2,4].

The enhancement of insulin sensitivity could explain the positive impact of low-
carbohydrate high-fat diets on glycemic control, as it reduces visceral obesity, hence,
the decrease in total body weight and BMI, increased insulin sensitivity, reduction in
atherogenic Dyslipidemia and inflammatory biomarkers production [47].

Regarding the effects of a low-carbohydrate high-fat diet on metabolic-syndrome-
associated Dyslipidemia, TG, LDL-C, sd-LDL, ox-LDL, Apo B/Apo A ratio, and TG/HDL
ratio were significantly lower in Group K than those in the metabolic syndrome model
group (Group D) and those fed with a high-carbohydrate low-fat diet (Group HC).

Tay et al. compared very-low-carbohydrate high-unsaturated/low-saturated-fat diets
(LCD) with those of a high-unrefined-carbohydrate low-fat (HC) diet in type 2 diabetes
(T2DM). They found that LCD had a marked drop in triglycerides plasma level and
significantly improved lipid profile [48]. Pilis et al. [49] found that the LCD in healthy
middle-aged men caused minor unfavorable outcomes in their lipid profile. The LCD
markedly exaggerated the ketogenesis process and improved resting total blood cholesterol
(TC) and HDL-C [49]. A meta-analysis of randomized controlled trials studies in 2018
compared the effect of low-fat to high-fat diets in overweight individuals without metabolic
disturbances. They reported that subjects on a low-fat diet had lesser total cholesterol and
LDL-C levels but significantly higher-level TG and a fall in HDL-C than those on a high-fat
diet [50]. Another meta-analysis study stated that LCD resulted in an obvious increased
LDL-C, which is not inconsistent with our results. Still, on the other hand, there was an
increase in HDL-C and a more significant reduction in TG plasma level [51–53].

The positive effects of a low-carbohydrate high-fat diet on lipid profile and improve-
ment of metabolic-syndrome-associated Dyslipidemia could be explained as follows: re-
stricting carbohydrates with plenty of fat in the diet modifies the body’s endocrine response,
which will induce a metabolic shift to use dietary fat, and the adipose-tissue-derived free
fatty acids, for energy production rather than glucose. This effect is a normal body re-
action to decreased plasma glucose and, consequently, diminished insulin to basal level,
with increased adrenaline and glucagon blood levels. Then, the hepatic fatty acid supply
for enhancement of the gluconeogenesis pathway increased. This process is associated
with an increased rate of oxidated fatty acid and increased production of ketone bodies
(acetoacetate, beta-hydroxybutyrate, and acetone). These water-soluble ketone bodies
circulate freely in the blood and substitute glucose in tissues that usually require glucose,
predominantly the brain. This effect is called nutritional ketosis. The body shifts from an
insulin-mediated metabolism to another metabolic paradigm, with an increased ability
to use fat as fuel [54], resulting in marked improvement in the lipid profile. Small dense
LDL and apo B apoprotein are lowered with the LCHF diet and increased HDL-C and
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apo A1 [55]. These results agree with our study’s decreased apo B/apo A1 ratio in the
HFLC-fed metabolic syndrome group.

KBs metabolism inhibits oxidative stress. Moreover, a reduced level of ox-LDL by
LCHF is explained by the antioxidant effect of the associated ketone bodies produced by
the nutritional ketosis, which protects the oxidation of LDL, with a reduction in ox-LDL
level [56]. B-Hydroxybutyrate (β-HOB) has been shown to reduce ROS production and
improve mitochondrial respiration [57]. Moreover, the LCHF ketogenic diet stimulates the
cellular endogenous antioxidant mechanisms by activating nuclear factor erythroid-derived
2 (NF-E2)-related factor 2 (Nrf2), the dominant antioxidant genes. This is in addition to
upregulation of the transcription of antioxidant genes, such as catalase, mitochondrial
superoxide dismutase, and metallothionein 2 [50,58].

The histological examination of the liver revealed marked improvement in the form
of restoration of the hepatic lobule structure, with very little lipid droplets accumulation.
This finding proves the antisteatotic effect of the LCHF (ketogenic) diet. The reduced
amount of lipid droplets accumulation is an indicator of the reduction in intrahepatic
triglyceride deposition by the impact of the nutritional ketosis, resulting from LCHF
administration. The protective effect of the LCHF (ketogenic) diet against hepatic steatosis
could be explained by the increased plasma level of non-esterified fatty acids, induced
by the increased level of ketone bodies (KB). KD increases the plasma non-esterified fatty
acid (NEFA) concentrations, the primary substrate of intrahepatic triglycerides (IHTG) [59].
These NEFA undergo either re-esterification into complex lipids as TG or transport into
the mitochondria to be oxidized by β-oxidation into acetyl-CoA and link the TCA cycle for
complete oxidation to CO2. Another important fate of acetyl CoA is the ketogenic pathway,
as it is converted into acetoacetate (AAA) and β-hydroxybutyrate (β-OHB) [60]. Another
important mechanism that explains the antisteatotic effect of the LCHF diet is the decreased
glucose influx into the liver cells, with decreased insulin to the basal level. These inhibit
hepatic gluconeogenesis glycogenesis lipogenesis [54,61,62].

The ketogenic diet induces hepatic VLDL receptor gene expression at the molecu-
lar level, leading to the inhibition of VLDL-mediated triglyceride hepatic release and its
consequent decreased conversion to triglyceride-rich LDL. Moreover, the LCHF diet also
increases lipoprotein lipase enzyme activity that mediates hepatic TG lipolysis [63]. In our
study, these mechanisms explain why hepatic steatosis and TG/HDL ratio are reduced
in LCHF-fed metabolic syndrome animals. The low-carbohydrate ketogenic diet induces
hepatic VLDLR gene expression and promotes triglyceride clearance from VLDL in the
liver, consequently protecting against liver steatosis progression. At the same time, the in-
creased LPL activity is necessary for the clearance of triglycerides from VLDL in peripheral
tissues [64]. The repressor effect of the LCHF diet on apo B gene expression was reported
by Kirkpatrick et al. [52] in their review study. This finding could explain the decreased
ApoB /apo A ratio detected in our study.

To elucidate the effect of the LCHF diet and confirm its protective effect, in all aspects of
the studied parameters, a parallel group of rats fed with a conventional high-carbohydrate
low-fat diet (HCLF) (Group HC) was also tested and investigated. By comparing the results
of the HCLF-fed group of animals to those fed with HFLC, our hypothesis is more illustrated
and confirmed. In response to the HCLF diet, which was isocaloric to the LCHF diet, there
was a significant increase in fasting glucose, insulin, and HOMA-IR. Further, the serum
TG increased and HDL-cholesterol decreased, with increased atherogenic markers. These
data agreed with a previous study that showed a high-carbohydrate diet increased plasma
triglyceride, small dense LDL, and reduced high-density lipoprotein (HDL) cholesterol
with insulin resistance [65].

Regarding the extent of the clinical relevance of the current study, despite using an
animal model of metabolic syndrome, it is proved that it showed the closest correlated
criteria to metabolic syndrome in humans [66]. In our study, we chose the glucocorticoid-
induced model of MetS. In clinical practice, it is reported that glucocorticoids are either
endogenously produced in excess, as in the case of chronic stress or Cushing’s disease, or
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exogenous therapeutic glucocorticoids are associated with the development of metabolic
syndrome [67].

Moreover, in clinical practice, the standard lipid profile for evaluating plasma lipids in
an individual with metabolic syndrome under the LCHF diet is insufficient, as reported
recently by Norwitz and Loh [68]. Therefore, the use of TG/HDL ratio and atherogenic
parameters (sd-LDL, ox-LDL, and Apo B/Apo A ratio) for evaluating the efficacy of the di-
etary intervention on the use of the LCHF diet in the prevention and treatment of metabolic
syndrome/Dyslipidemia is based on previous studies [7,38,43,44], as discussed above.

In addition, to the best of our knowledge, there are no published human clinical data
about the effect of the LCHF diet on the apo B/apo A ratio in MetS, apart from a recent
article in 2021 that was conducted on healthy young women with a normal body mass
index [55].

5. Limitations

One of this study’s limitations is the inability to induce metabolic syndrome using
high carbohydrates combined with a high-fat diet. Future studies will be conducted to
explore the impact of LCHF on metabolic syndrome caused by diet. Further, this study’s
measurement of ketone bodies is another limitation due to financial insufficiency.

6. Conclusions

The current study results concluded that Dyslipidemia is a crucial component of
metabolic syndrome. Metabolic syndrome not only presents with increased Triglyceride-
C and decreased HDL-C, but is also confirmed by a notable increase in apo B, small
dense LDL, and oxidized LDL with a concomitant decrease in Apo A apoprotein. This
metabolic-syndrome-associated Dyslipidemia is confirmed by the rise in both TG/HDL
and apo B/ apo A ratio. The administration of a low-carbohydrate high-fat diet has a
protective mechanism against this disorder. Its protective effect is proved at the biochemical
level by improved TG/HDL and Apo B/apo A ratio that nearly returned to the normal
levels. Moreover, reduction in the abnormal form of LDL-C (sd LDL and oxi-LDL) and the
histological level in the reverse of metabolic syndrome associated with hepatic steatosis
was also prominent. Further molecular research at the level of hepatic gene expression
is recommended to explore the molecular mechanism of the ameliorative effect of a low-
carbohydrate high-fat diet on metabolic-syndrome-associated Dyslipidemia.

Author Contributions: Conceptualization, A.E. and A.B.; methodology, A.E., A.B., A.A. (Aliaa
Alamoudi), B.E., and A.A. (Abrar Alnami); writing—original draft preparation, A.E., A.B., A.A.
(Aliaa Alamoudi), B.E. and A.A. (Abrar Alnami); writing—review and editing, A.E., A.B., A.E., A.B.,
A.A. (Aliaa Alamoudi), B.E., H.S. and A.A. (Abrar Alnami); supervision, A.E. All authors have read
and agreed to the published version of the manuscript.

Funding: The Deanship of Scientific Research (DSR), King Abdulaziz University, Jeddah, Saudi
Arabia (KEP-Msc-11-140-42).

Institutional Review Board Statement: The Biomedical Ethics Research committee, Faculty of
Medicine, King Abdulaziz University, Jeddah, Saudi Arabia approved the study (Reference No 33-21).

Informed Consent Statement: Not Applicable.

Data Availability Statement: The data presented in this study are available on request from the
corresponding author.

Acknowledgments: Under grant no, (KEP-Msc-11-140-42), this project was funded by the Deanship
of Scientific Research (DSR), King Abdulaziz University, Jeddah, Saudi Arabia. The authors, therefore,
acknowledge, with thanks, DSR—technical and financial support.

Conflicts of Interest: The authors declare no conflict of interest.



Nutrients 2022, 14, 1903 16 of 18

References
1. Bueno, N.B.; Sofia, I.; De Melo, V.; De Oliveira, S.L. Review–Systematic with Meta-Analysis Very-low-carbohydrate ketogenic

diet v. low-fat diet for long-term weight loss: A meta-analysis of randomized controlled trials. Br. J. Nutr. 2013, 110, 1178–1187.
[CrossRef] [PubMed]

2. Brouns, F. Overweight and diabetes prevention: Is a low-carbohydrate-high-fat diet recommendable. Eur. J. Nutr. 2018, 57,
1301–1312. [CrossRef] [PubMed]

3. Fields, H.; Ruddy, B.; Wallace, M.R.; Shah, A.; Millstine, D. Are low-carbohydrate diets safe and effective? J. Am. Osteopath. Assoc.
2016, 116, 788–793. [CrossRef] [PubMed]

4. Breukelman, G.J.; Basson, A.K.; Djarova, T.G.; Shaw, B.S.; du Preez, C.J.; Shaw, I. Establishing a proof of concept for the effects of
low-carbohydrate, high-fat diet (LCHFD) and physical activity on body composition in type 2 diabetes. Heliyon 2021, 7, e06266.
[CrossRef]

5. Kuan, S.; Chin, K.; Hj, F.; Ahmad, F.; Aini, N. Biomedicine & Pharmacotherapy Osteoporosis is associated with metabolic
syndrome induced by high-carbohydrate high-fat diet in a rat model. Biomed. Pharmacother. 2018, 98, 191–200.

6. Kaur, J. A Comprehensive Review on Metabolic Syndrome. Cardiol. Res. Pract. 2014, 2014, 943162. [CrossRef]
7. Song, Y.; Yang, Y.; Zhang, J.; Wang, Y.; He, W.; Zhang, X.; Zhu, J.; Lu, Z. The apoB100/apoAI ratio is independently associated

with the severity of coronary heart disease: A cross sectional study in patients undergoing coronary angiography. Lipids Health
Dis. 2015, 14, 150. [CrossRef]

8. Paredes, S.; Fonseca, L.; Ribeiro, L.; Ramos, H.; Oliveira, J.C.; Palma, I. Novel and traditional lipid profiles in Metabolic Syndrome
reveal a high atherogenicity. Sci. Rep. 2019, 9, 11792. [CrossRef]

9. Ivanova, E.A.; Myasoedova, V.A.; Melnichenko, A.A.; Grechko, A.V.; Orekhov, A.N. Review Article Small Dense Low-Density
Lipoprotein as Biomarker for Atherosclerotic Diseases. Oxid. Med. Cell. Longev. 2017, 2017, 1273042. [CrossRef]

10. Devi, S.A.; Jyothi, B. Dyslipidemia in Metabolic Syndrome: An Overview of Lipoprotein-Related Disorders. Int. J. Cardiol. Lipidol.
Res. 2017, 4, 6–15. [CrossRef]

11. Kolovou, G.D.; Anagnostopoulou, K.K.; Cokkinos, D.V. Pathophysiology of dyslipidaemia in the metabolic syndrome. Postgrad.
Med. J. 2005, 81, 358–366. [CrossRef] [PubMed]

12. Raal, F.J. Pathogenesis and management of the dyslipidemia of the metabolic syndrome. Metab. Syndr. Relat. Disord. 2009, 7,
83–88. [CrossRef] [PubMed]

13. Sivabalan, S.; Renuka, S.; Menon, V.P. Fat feeding potentiates the effect of dexamethasone in Wistadiabetogenicr rats. Int. Arch.
Med. 2008, 1, 7. [CrossRef]

14. Ble-Castillo, J.L.; Aparicio-Trapala, M.A.; Juárez-Rojop, I.E. Differential Effects of High-Carbohydrate and High-Fat Diet Composi-
tion on Metabolic Control and Insulin Resistance in Normal Rats. Int. J. Environ. Res. Public Health 2012, 9, 1663–1676. [CrossRef]
[PubMed]

15. Novelli, E.L.B.; Diniz, Y.S.; Galhardi, C.M.; Ebaid, G.M.X.; Rodrigues, H.G.; Mani, F.; Fernandes, A.A.H.; Cicogna, A.C.; Novelli
Filho, J.L.V.B. Anthropometrical parameters and markers of obesity in rats. Lab. Anim. 2007, 41, 111–119. [CrossRef]

16. Sharman, M.J.; Kraemer, W.J.; Love, D.M.; Avery, N.G.; Gómez, A.L.; Scheett, T.P.; Volek, J.S. A ketogenic diet favorably affects
serum biomarkers for cardiovascular disease in normal-weight men. J. Nutr. 2002, 132, 1879–1885. [CrossRef]

17. Meli, R.; Raso, G.M.; Irace, C.; Simeoli, R.; Di Pascale, A.; Paciello, O.; Pagano, T.B.; Calignano, A.; Colonna, A.; Santamaria, R.
High fat diet induces liver steatosis and early dysregulation of iron metabolism in Rats. PLoS ONE 2013, 8, e66570. [CrossRef]

18. Abo El-Khair, S.M.; Ghoneim, F.M.; Shabaan, D.A.; Elsamanoudy, A.Z. Molecular and ultrastructure study of endoplasmic
reticulum stress in hepatic steatosis: Role of hepatocyte nuclear factor 4α and inflammatory mediators. Histochem. Cell Biol. 2020,
153, 49–62. [CrossRef]

19. Bancroft, J.D.; Gamble, M. Theory and Practice of Histological Technique, 5th ed.; Churchill Livingstone: London, UK; New York, NY,
USA, 2002.

20. Honors, M.A.; Davenport, B.M.; Kinzig, K.P. Effects of consuming a high carbohydrate diet after eight weeks of exposure to a
ketogenic diet. Nutr. Metab. 2009, 6, 46. [CrossRef]

21. Wong, S.K.; Chin, K.; Suhaimi, F.H.; Fairus, A.; Ima-Nirwana, S. Animal models of metabolic syndrome: A review. Nutr. Metab.
2016, 6, 65. [CrossRef]

22. Hazarika, A.; Kalita, H.; Kalita, M.C.; Devi, R. Withdrawal from high-carbohydrate, high-saturated-fat diet changes saturated
fat distribution and improves hepatic low-density-lipoprotein receptor expression to ameliorate metabolic syndrome in rats.
Nutrition 2017, 38, 95–101. [CrossRef] [PubMed]

23. Bahijri, S.M.; Al Raddadi, R.M.; Jambi, H.; Alaama, M.N.A.; Ferns, G. The Prevalence of Metabolic Syndrome in an Apparently
Healthy, Normotensive and Non-Diabetic Population in Saudi Arabia by Two Definitions: Implications for Local Practice. Open J.
Endocr. Metab. Dis. 2013, 3, 18–24. [CrossRef]

24. Bahijri, S.M.; Al Raddadi, R.M. The importance of local criteria in the diagnosis of metabolic syndrome in Saudi Arabia. Ther. Adv.
Endocrinol. Metab. 2013, 4, 51–59. [CrossRef] [PubMed]

25. Gosadi, I.M. Assessment of the environmental and genetic factors influencing prevalence of metabolic syndrome in Saudi Arabia.
Saudi Med. J. 2016, 37, 12–20. [CrossRef]

26. Shin, S.; Jee, H. Prevalence of metabolic syndrome in the Gulf Cooperation Council countries: Meta-analysis of cross-sectional
studies. J. Exerc. Rehabil. 2020, 16, 27–35. [CrossRef]

http://doi.org/10.1017/S0007114513000548
http://www.ncbi.nlm.nih.gov/pubmed/23651522
http://doi.org/10.1007/s00394-018-1636-y
http://www.ncbi.nlm.nih.gov/pubmed/29541907
http://doi.org/10.7556/jaoa.2016.154
http://www.ncbi.nlm.nih.gov/pubmed/27893145
http://doi.org/10.1016/j.heliyon.2021.e06266
http://doi.org/10.1155/2014/943162
http://doi.org/10.1186/s12944-015-0155-6
http://doi.org/10.1038/s41598-019-48120-5
http://doi.org/10.1155/2017/1273042
http://doi.org/10.15379/2410-2822.2017.04.01.02
http://doi.org/10.1136/pgmj.2004.025601
http://www.ncbi.nlm.nih.gov/pubmed/15937200
http://doi.org/10.1089/met.2008.0079
http://www.ncbi.nlm.nih.gov/pubmed/19400742
http://doi.org/10.1186/1755-7682-1-7
http://doi.org/10.3390/ijerph9051663
http://www.ncbi.nlm.nih.gov/pubmed/22754464
http://doi.org/10.1258/002367707779399518
http://doi.org/10.1093/jn/132.7.1879
http://doi.org/10.1371/journal.pone.0066570
http://doi.org/10.1007/s00418-019-01823-2
http://doi.org/10.1186/1743-7075-6-46
http://doi.org/10.1186/s12986-016-0123-9
http://doi.org/10.1016/j.nut.2017.01.005
http://www.ncbi.nlm.nih.gov/pubmed/28526391
http://doi.org/10.4236/ojemd.2013.31003
http://doi.org/10.1177/2042018813483165
http://www.ncbi.nlm.nih.gov/pubmed/23626902
http://doi.org/10.15537/smj.2016.1.12675
http://doi.org/10.12965/jer.1938758.379


Nutrients 2022, 14, 1903 17 of 18

27. Pan, Y.; Pratt, C.A. Metabolic syndrome and its association with diet and physical activity in US adolescents. J. Am. Diet. Assoc.
2008, 108, 276–286. [CrossRef]

28. Iqbal, J.; Al Qarni, A.; Hawwari, A.; Alghanem, A.F.; Ahmed, G. Metabolic Syndrome, Dyslipidemia and Regulation of Lipoprotein
Metabolism. Curr. Diabetes Rev. 2018, 14, 427–433. [CrossRef]

29. Srikanth, S.; Deedwania, P. Management of Dyslipidemia in Patients with Hypertension, Diabetes, and Metabolic Syndrome.
Curr. Hypertens. Rep. 2016, 18, 76. [CrossRef]

30. Ramón-Arbués, E.; Martínez-Abadía, B.; Gracia-Tabuenca, T.; Yuste-Gran, C.; Pellicer-García, B.; Juárez-Vela, R.; Guerrero-Portillo,
S.; Sáez-Guinoa, M. Prevalence of overweight/obesity and its association with diabetes, hypertension, dyslipidemia and metabolic
syndrome: A cross-sectional study of a sample of workers in Aragón, Spain. Nutr. Hosp. 2019, 36, 51–59.

31. Raut, S.; Bandawane, D. A Systematic Review on Animal Models of Metabolic Syndrome. Int. J. Pharm. Res. Health Sci. 2018, 6,
2089–2098.

32. Martínez, B.B.; Pereira, A.C.C.; Muzetti, J.H.; Telles, F.D.P.; Mundim, F.G.L.; Teixeira, M.A. Experimental model of glucocorticoid-
induced insulin resistance1 Beatriz. Acta Cir. Bras. 2016, 31, 645–649. [CrossRef] [PubMed]

33. Ruotolo, G.; Howard, B.V. Dyslipidemia of the metabolic syndrome. Curr. Cardiol. Rep 2002, 4, 494–500. [CrossRef] [PubMed]
34. Kappe, C.; Fransson, L.; Wolbert, P.; Ortsäter, H. Glucocorticoids suppress GLP-1 secretion: Possible contribution to their

diabetogenic effects. Clin. Sci. 2015, 129, 405–414. [CrossRef] [PubMed]
35. Pandey, G.; Shankar, K.; Makhija, E.; Gaikwad, A.; Ecelbarger, C.; Mandhani, A.; Srivastava, A.; Tiwari, S. Reduced Insulin

Receptor Expression Enhances Proximal Tubule Gluconeogenesis. J. Cell. Biochem. 2017, 118, 276–285. [CrossRef]
36. Kelsall, A.; Iqbal, A.; Newell-Price, J. Adrenal incidentaloma: Cardiovascular and metabolic effects of mild cortisol excess. Gland

Surg. 2020, 9, 94–104. [CrossRef]
37. Poznyak, A.V.; Nikiforov, N.G.; Markin, A.M.; Kashirskikh, D.A.; Myasoedova, V.A.; Gerasimova, E.V.; Orekhov, A.N. Overview

of OxLDL and Its Impact on Cardiovascular Health: Focus on Atherosclerosis. Front. Pharmacol. 2021, 11, 1–11. [CrossRef]
38. Vrieling, F.; Wilson, L.; Rensen, P.C.N.; Walzl, G.; Ottenhoff, T.H.M.; Joosten, S.A. Oxidized low-density lipoprotein (oxLDL)

supports Mycobacterium tuberculosis survival in macrophages by inducing lysosomal dysfunction. PLoS Pathog. 2019, 15, 1007724.
[CrossRef]

39. Sierra-Johnson, J.; Romero-Corral, A.; Somers, V.K.; Lopez-Jimenez, F.; Walldius, G.; Hamsten, A.; Hellénius, M.L.; Fisher, R.M.
ApoB/apoA-I ratio: An independent predictor of insulin resistance in US non-diabetic subjects. Eur. Heart J. 2007, 28, 2637–2643.
[CrossRef]

40. Patel, V.I.; Patel, K.P.; Makadia, M.G.; Shah, A.D.; Chaudhari, K.S.; Nilayangode, H.N. Levels of Apolipoprotein A1, B100 and
Lipoprotein (a) in Controlled and Uncontrolled Diabetic Patients and in Non-Diabetic Healthy People. J. Clin. Diagn. Res. 2017,
11, BC01–BC05. [CrossRef]

41. Gagliardino, J.J.; Salazar, M.; Espeche, W.; Chapasian, P.T.; Garizoain, D.G.; Olano, R.; Stavile, R.; Balbín, E.; Martinez, C.;
Sisnieguez, B.L.; et al. Arterial Stiffness: Its Relation with Prediabetes and Metabolic Syndrome and Possible Pathogenesis. J. Clin.
Med. 2021, 10, 3251. [CrossRef]

42. Lee, J.; Ah Lee, Y.; Yong Lee, S.; Ho Shin, C.; Hyun Kim, J. Comparison of Lipid-Derived Markers for Metabolic Syndrome in
Youth: Triglyceride/HDL Cholesterol Ratio, Triglyceride-Glucose Index, and non-HDL Cholesterol. Tohoku J. Exp. Med 2022, 256,
53–62. [CrossRef] [PubMed]

43. Salazar, M.R.; Carbajal, H.A.; Espeche, W.G.; Sisnieguez, C.E.L.; Balbín, E.; Dulbecco, C.A.; Aizpurúa, M.; Marillet, A.G.; Reaven,
G.M. Relation among the plasma triglyceride/high-density lipoprotein cholesterol concentration ratio, insulin resistance, and
associated cardio-metabolic risk factors in men and women. Am. J. Cardiol. 2012, 109, 1749–1753. [CrossRef] [PubMed]

44. Çin, N.N.A.; Yardımcı, H.; Koç, N.; Uçaktürk, S.A.; Akçil Ok, M. Triglycerides/high-density lipoprotein cholesterol is a predictor
similar to the triglyceride-glucose index for the diagnosis of metabolic syndrome using International Diabetes Federation criteria
of insulin resistance in obese adolescents: A cross-secti. J. Pediatr. Endocrinol. Metab. 2020, 33, 777–784.

45. Brown, G.T.; Kleiner, D.E. Histopathology of nonalcoholic fatty liver disease and nonalcoholic steatohepatitis. Metabolism 2016,
65, 1080–1086. [CrossRef]

46. Cui, A.; Fan, H.; Zhang, Y.; Zhang, Y.; Niu, D.; Liu, S.; Liu, Q.; Ma, W.; Shen, Z.; Shen, L.; et al. Dexamethasone-induced
Krüppel-like factor 9 expression promotes hepatic gluconeogenesis and hyperglycemia. J. Clin. Investig. 2019, 129, 2266–2278.
[CrossRef] [PubMed]

47. O’Neill, B.J. Effect of low-carbohydrate diets on cardiometabolic risk, insulin resistance, and metabolic syndrome. Curr. Opin.
Endocrinol. Diabetes Obes. 2020, 27, 301–307. [CrossRef] [PubMed]

48. Tay, J.; Luscombe-Marsh, N.D.; Thompson, C.H.; Noakes, M.; Buckley, J.D.; Wittert, G.A.; Yancy, W.S., Jr.; Brinkworth, G.D. A very
low-carbohydrate, low-saturated fat diet for type 2 diabetes management: A randomized trial. Diabetes Care 2014, 37, 2909–2918.
[CrossRef]

49. Pilis, K.; Pilis, A.; Stec, K.; Pilis, W.; Langfort, J.; Letkiewicz, S.; Michalski, C.; Czuba, M.; Zych, M.; Chalimoniuk, M. Three-year
chronic consumption of low-carbohydrate diet impairs exercise performance and has a small unfavorable effect on lipid profile in
middle-aged men. Nutrients 2018, 10, 1914. [CrossRef]

50. Lu, M.; Wan, Y.; Yang, B.; Huggins, C.E.; Li, D. Effects of low-fat compared with high-fat diet on cardiometabolic indicators in
people with overweight and obesity without overt metabolic disturbance: A systematic review and meta-analysis of randomized
controlled trials. Br. J. Nutr. 2018, 119, 96–108. [CrossRef]

http://doi.org/10.1016/j.jada.2007.10.049
http://doi.org/10.2174/1573399813666170705161039
http://doi.org/10.1007/s11906-016-0683-0
http://doi.org/10.1590/S0102-865020160100000001
http://www.ncbi.nlm.nih.gov/pubmed/27828596
http://doi.org/10.1007/s11886-002-0113-6
http://www.ncbi.nlm.nih.gov/pubmed/12379172
http://doi.org/10.1042/CS20140719
http://www.ncbi.nlm.nih.gov/pubmed/25853863
http://doi.org/10.1002/jcb.25632
http://doi.org/10.21037/gs.2019.11.19
http://doi.org/10.3389/fphar.2020.613780
http://doi.org/10.1371/journal.ppat.1007724
http://doi.org/10.1093/eurheartj/ehm360
http://doi.org/10.7860/JCDR/2017/22741.9258
http://doi.org/10.3390/jcm10153251
http://doi.org/10.1620/tjem.256.53
http://www.ncbi.nlm.nih.gov/pubmed/35082184
http://doi.org/10.1016/j.amjcard.2012.02.016
http://www.ncbi.nlm.nih.gov/pubmed/22449634
http://doi.org/10.1016/j.metabol.2015.11.008
http://doi.org/10.1172/JCI66062
http://www.ncbi.nlm.nih.gov/pubmed/31033478
http://doi.org/10.1097/MED.0000000000000569
http://www.ncbi.nlm.nih.gov/pubmed/32773574
http://doi.org/10.2337/dc14-0845
http://doi.org/10.3390/nu10121914
http://doi.org/10.1017/S0007114517002902


Nutrients 2022, 14, 1903 18 of 18

51. Mansoor, N.; Vinknes, K.J.; Veierod, M.B.; Retterstol, K. Effects of low-carbohydrate diets v. low-fat diets on body weight and
cardiovascular risk factors a meta-analysis of randomized controlled trials. Br. J. Nutr. 2016, 115, 466–479. [CrossRef]

52. Kirkpatrick, C.F.; Bolick, J.P.; Kris-Etherton, P.M.; Sikand, G.; Aspry, K.E.; Soffer, D.E.; Willard, K.E.; Maki, K.C. Review of current
evidence and clinical recommendations on the effects of low-carbohydrate and very-low-carbohydrate (including ketogenic)
diets for the management of body weight and other cardiometabolic risk factors: A scientific statement from the. J. Clin. Lipidol.
2019, 13, 689–711.e1. [CrossRef] [PubMed]

53. Walton, C.M.; Perry, K.; Hart, R.H.; Berry, S.L.; Bikman, B.T. Improvement in Glycemic and Lipid Profiles in Type 2 Diabetics with
a 90-Day Ketogenic Diet. J. Diabetes Res. 2019, 2019, 8681959. [CrossRef] [PubMed]

54. Adam-Perrot, A.; Clifton, P.; Brouns, F. Low-carbohydrate diets: Nutritional and physiological aspects. Obes. Rev 2006, 7, 49–58.
[CrossRef] [PubMed]

55. Burén, J.; Ericsson, M.; Damasceno, N.R.T.; Sjödin, A. A Ketogenic Low-Carbohydrate High-Fat Diet Increases LDL Cholesterol in
Healthy, Young, Normal-Weight Women: A Randomized Controlled Feeding Trial. Nutrients 2021, 13, 814. [CrossRef] [PubMed]

56. Pinto, A.; Bonucci, A.; Maggi, E.; Corsi, M.; Businaro, R. Antioxidant and Anti-Inflammatory Activity of Ketogenic Diet: New
Perspectives for Neuroprotection in Alzheimer’s Disease. Antioxidants 2018, 7, 63. [CrossRef]

57. Achanta, L.B.; Rae, C.D. β-Hydroxybutyrate in the Brain: One Molecule, Multiple Mechanisms. Neurochem. Res. 2017, 42, 35–49.
[CrossRef]

58. Newman, J.C.; Verdin, E. Ketone bodies as signaling metabolites. Trends Endocrinol. Metab. 2014, 25, 42–52. [CrossRef]
59. Donnelly, K.L.; Smith, C.I.; Schwarzenberg, S.J.; Jessurun, J.; Boldt, M.D.; Parks, E.J. Sources of fatty acids stored in liver and

secreted via lipoproteins in patients with nonalcoholic fatty liver disease. J. Clin. Investig. 2005, 115, 1343–1351. [CrossRef]
60. Luukkonen, P.K.; Dufour, S.; Lyu, K.; Zhang, X.-M.; Hakkarainen, A.; Lehtimäki, T.E.; Cline, G.W.; Petersen, K.F.; Shulman, G.I.;

Yki-Järvinen, H. Effect of a ketogenic diet on hepatic steatosis and hepatic mitochondrial metabolism in nonalcoholic fatty liver
disease. Proc. Natl. Acad. Sci. USA 2020, 117, 7347–7354. [CrossRef]

61. Browning, J.D.; Davis, J.; Saboorian, M.H.; Burgess, S.C. A low-carbohydrate diet rapidly and dramatically reduces intrahepatic
triglyceride content. Hepatology 2006, 44, 487–488. [CrossRef]

62. Bian, H.; Hakkarainen, A.; Lundbom, N.; Yki-Järvinen, H. Effects of dietary interventions on liver volume in humans. Obesity
2014, 22, 989–995. [CrossRef] [PubMed]

63. Okuda, T. A low-carbohydrate ketogenic diet induces the expression of very-low-density lipoprotein receptor in liver and affects
its associated metabolic abnormalities. npj Sci. Food 2019, 3, 25. [CrossRef] [PubMed]

64. Kawano, Y.; Cohen, D.E. Mechanisms of hepatic triglyceride accumulation in non-alcoholic fatty liver disease. J. Gastroenterol.
2013, 48, 434–441. [CrossRef] [PubMed]

65. Wang, L.; Yu, J.; Walzem, R.L. High-carbohydrate diets affect the size and composition of plasma lipoproteins in hamsters
(Mesocricetus auratus). Comp. Med. 2008, 58, 151–160.

66. Panchal, S.K.; Brown, L. Rodent models for metabolic syndrome research. J. Biomed. Biotechnol. 2011, 2011, 351982. [CrossRef]
67. Wong, S.K.; Chin, K.Y.; Suhaimi, F.H.; Ahmad, F.; Ima-Nirwana, S. The Relationship between Metabolic Syndrome and Osteo-

porosis: A Review. Nutrients 2016, 8, 347. [CrossRef]
68. Norwitz, N.G.; Loh, V. A Standard Lipid Panel Is Insufficient for the Care of a Patient on a High-Fat, Low-Carbohydrate Ketogenic.

Diet. Front. Med. 2020, 7, 97. [CrossRef]

http://doi.org/10.1017/S0007114515004699
http://doi.org/10.1016/j.jacl.2019.08.003
http://www.ncbi.nlm.nih.gov/pubmed/31611148
http://doi.org/10.1155/2019/8681959
http://www.ncbi.nlm.nih.gov/pubmed/31485454
http://doi.org/10.1111/j.1467-789X.2006.00222.x
http://www.ncbi.nlm.nih.gov/pubmed/16436102
http://doi.org/10.3390/nu13030814
http://www.ncbi.nlm.nih.gov/pubmed/33801247
http://doi.org/10.3390/antiox7050063
http://doi.org/10.1007/s11064-016-2099-2
http://doi.org/10.1016/j.tem.2013.09.002
http://doi.org/10.1172/JCI23621
http://doi.org/10.1073/pnas.1922344117
http://doi.org/10.1002/hep.21264
http://doi.org/10.1002/oby.20623
http://www.ncbi.nlm.nih.gov/pubmed/24115747
http://doi.org/10.1038/s41538-019-0058-4
http://www.ncbi.nlm.nih.gov/pubmed/31815184
http://doi.org/10.1007/s00535-013-0758-5
http://www.ncbi.nlm.nih.gov/pubmed/23397118
http://doi.org/10.1155/2011/351982
http://doi.org/10.3390/nu8060347
http://doi.org/10.3389/fmed.2020.00097

	Introduction 
	Material and Methods 
	Animals and Experimental Protocol 
	Drug and Dosage 
	Rats Feeding 
	Anthropometric Measurement 
	Sampling and Biochemical Investigations 
	Histological Examination 
	Statistical Analysis 

	Results 
	Anthropometric Results: 
	Histological Light Microscopic Results 
	Biochemical Results 
	DEX Induces Metabolic Syndrome and Dyslipidemia 
	LCHF Diet Decreased the Circulating Lipids 
	The Impact of DEX, LCHF, and HCLF on the Levels of LDL-Cholesterol, OX-LDL, and sd-LDL 
	Changes in the Apo A, Apo and their Ratio in the Different Groups 
	Correlation between sd-LDL, ox-LDL and HOMA-IR, TG/HDL Ratio, Apo B/Apo A Ratio 
	Correlation between Apo B/Apo A Ratio and TG/HDL Ratio 


	Discussion 
	Limitations 
	Conclusions 
	References

