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LIST OF ABBREVIATIONS 

ALP- Alkaline Phosphotase  

ALT- Alanine Transaminase  

ANOVA- Analysis of Variance  

APAP – Acetaminophen (paracetamol) 

AST- Aspartate Transaminase  

CPSEA- Committee for the Purpose of Control 
and Supervision of Experiments on Animals 

CTL- Cytotoxic T Lymphocyte  

DMN- Dimethylnitrosamine 

ECM- Extracellular Matrix  

ELISA- Enzyme Linked Immune-sorbent Assay 

GC- Garcinol  

GSH-Glutathione 

ICAM- Intercellular Adhesion Molecule  

IL- Interleukin  

JNK - c-Jun N-terminal kinases 

LDH- Lactate dehydrogenase  

LP- Lipid Peroxidation  

LPS- Lipopolysaccharide  

NAPQI- N-acetyl-p-benzoquinone imine 

NK- Natural Killer  

ROS- Reactive Oxygen Species 

SD- Standard Deviation  

TGF - Transforming Growth Factor 

Th- T helper cell 

TLR- Toll-like Receptor  

TNF- Tumor Necrosis Factor  

INTRODUCTION 

Liver disease progresses slowly and usually 
remain asymptomatic for long duration as 

hepatic cells reserves high self regeneration and 

reparative activity. The major function of liver 
is to metabolize toxins including medications 

and natural products. Also liver produces bile, 

proteins, clotting factors, synthesises glycogen 

and manufactures triglycerides and cholesterol 

and small damage in liver can affect the entire 
human body. [1] 

Paracetamol– Acetaminophen (APAP) is the 

most widely used analgesic-antipyretic that is 
safe up to the dose of 4g/day in divided doses, 
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when dose exceeds the toxic metabolites are 

formed by cytochrome p-450 which further 
causes paracetamol to induce hepatotoxicity in 

absence of or decreased glutathione and 

cytochrome production.[2,3,4]  

Nowadays, excessive intake of alcohol and use 

of non-steroidal anti-inflammatory drugs and 

analgesics is the major cause of toxicants 
induced hepatotoxicity with higher prevalence 

rate. Main reason for liver related mortality 

throughout the world is alcoholic liver disease 

which is induced due to portal concentration of 
alcohol and its metabolic consequences. [5,6] In 

average 90% alcoholics who drinks more than 

16g/day is affected by steatosis and other forms 
of alcoholic liver diseases are steatohepatitis, 

fibrosis and even cirrhosis.[6,7] Usually these 

damages are noticeable at the later stage and 
becomes difficult to control and are irreversible. 

[5] 

Natural products are always explored due to 

fewer side effects which produce the long 
lasting effect with its natural way of healing 

most importantly in liver disease through 

inhibition of tumour growth factor and 
fibrogenesis, elimination of pathogens and 

defending the oxidative stress. [8] Garcinol 

(GC) is one of the natural ingredients found 

mostly in Garcinia species. It is primarily extracted 
from Garcinia indica which has been used for 

many disease ailments since ages. GC is 

demonstrated as antioxidant, anti-inflammatory, 
and anticancer agent in numerous studies. [9,10] 

Comparatively higher level of antioxidant activity 

of this fruit extract has been reported. It exhibited 
the 1,1 diphenyl-2-picrylhydrazyl free radical 

scavenging activity by three times greater by 

weight in aqueous ethanol solution than the DL--
tocopherol.[9] We investigated GC as the natural 

hepatoprotectant with varying doses in two 
different models using paracetamol (chemical) 

and alcohol(toxins) to induce hepatic damage.  

Expression of the pro-inflammatory cytokine 

tumour necrosis factor (TNF)- occurs in many 
acute and chronic liver diseases, as well as 
following exposure to hepato-toxic chemicals. It 

helps influence the damage processes that occur 

following these insults by regulating additional 

mediators. [11] 

Secretion of interleukin (IL)-1β and TNF-α by 

hepatic macrophages, which are accumulated in 

the liver during chronic hepatic inflammation, 
has been reported. [12] Increased hepatic and 

systemic injury is related with a high production 

of pro-inflammatory cytokines such as TNF-α, 

Interleukin-2, Interleukin-4, as well as growth 
factors viz. transforming growth factor (TGF)-β 

and intercellular adhesion molecule (ICAM) 1 

Toll-like Receptor (TLR)-4 signalling in hepatic 
stellate cells participate to the development of 

alcoholic fibrosis by enhancing TGF-β 

signalling. During liver disease progression, 
both growth factors/cytokines and the 

Extracellular matrix (ECM) alter the TGF-β1 

signals which stimulates the increase in ECM 

accumulation leading to fibrosis. [13] 

Interleukin (IL)-12, a proinflammatory cytokine 

produced by antigen-presenting cells upon 

stimulation by various stimuli enhances 
cytotoxic activity of NK cells and CTL and also 

plays a role of growth factor for NK, T and 

NKT cells promoting the development of Th1 
cells. [14] IL-12 levels have been demonstrated 

to increase in chronic alcoholism. Recently its 

relationship with the different stages of 

alcoholic liver disease along with the status of 
alcoholism is reported. [15]  

Paracetamol absorption prolongs with the 
overdose and further increases the saturation of 

glucuronidation pathway of metabolism which 

leads to increased production of reactive 
metabolites. This toxic metabolite mediates 

hepatotoxic effect of paracetamol leading to cell 

injury.[16] Liver damage results in elevated 
serum enzymes levels due to cellular leakage 

and loss of functional integrity. [2, 3, 4] 

The alcohol-induced liver disease comprises 

increased gut-derived lipopolysaccharide (LPS) 

entry into the liver. LPS/TLR-4 activates 
Kupffer cells and produce TNF-α and various 

other cytokines and growth factors, acts on 

alcohol exposed hepatocytes and induce 

apoptosis. [6,12] 

MATERIALS AND METHODS 

Garcinol 

Garcinol (GC) (C38H50O6), polyisoprenylated 
benzophenone derivative was extracted from 

Garcinia indica fruit rind.[9] It has the 

molecular weight of 602.39252 and melting 
point of 122 °. As indicated by molecular 

formula and absorption spectral data GC is 

probably related to the isomeric Xanthochymol 
and as per optical rotation to the Cambogin. The 

existence of a saturated carbonyl group (1727 

cm
-1

) and two α, β-unsaturated carbonyl groups 

(1668 and 1642 cm
-1

) are shown by Infrared 
(IR) spectrum of the trimethyl ether, 

accountable for all the oxygen atoms.[17]  
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As mentioned in our previous paper 

dried Garcinia indica fruit rind was extracted 
with hexane and fractionated by 

column chromatography. Hexane extract was 

completely crystallized in ethanol and vacuum 
dried. Thus, obtained residue of GC was 

dissolved in cold hexane and re-crystallized at 

room temperature to obtain as pale yellow 
needle like crystals. The acquired GC from the 

above process was standardized with 

microcrystalline cellulose powder. [18]  

Chemicals  

The entire chemicals used were of analytical 
grade. The chemicals and reagents used were 

purchased from Sigma Aldrich (St. Louis, MO, 

USA). We used an enzyme-linked immunoassay 

kit for cytokines from liver and blood of rats (R & 
D Systems Inc., Minneapolis, Minnesota, USA).  

Animals 

Male Wistar Rats of 180-200gms, housed 
maximum of 6 per cage in a polypropylene cage 

with maintained room temperature of 20.2- 23.5 

C, relative humidity of 30 - 70% with 12h 
fluorescent light and 12h dark cycle were used 

in the studies. Animals were fed with rodent 
feed and purified water that was provided ad 

libitum. Animals were kept in sterilized rice 

husk beddings changed along with the cage 
twice a week during acclimatization and entire 

experimental study period. 

Ethics  

The hepatoprotectant effect of GC studies were 
conducted in accordance with the 

recommendation of the committee for the 

purpose of control and supervision of 
experiments on animals (CPCSEA) guidelines 

for laboratory animal facility published in the 

gazette of India, December 15
th 

1998. The 

protocols of the studies were also approved by 
Institutional Animal Ethics Committee with the 

approval number of ACP/IAEC/03/2009. 

EXPERIMENTAL DESIGN 

Acute Paracetamol Induced Hepatotoxicity 

The individual freshly prepared dose of test 

item, standard and toxicant were calculated as 
per the body weight which was measured on day 

1 of the study. The graded doses of GC (1.25, 

2.50, 5.00 and 10 mg/kg, p.o), Silymarin (50 
mg/kg, p.o)) were administered. Experimental 

animals orally received paracetamol (400 mg/kg 

body weight) for seven days. Six rats each in 
seven groups were used in this study. Out of 

remaining two groups one was given the same 

dose of paracetamol which served as toxin 

control group and to the other the proportionate 
volume of vehicle was given which served as 

vehicle control. Blood and liver samples were 

collected in humanly manner, 2h after the last 
treatment for different estimations. 

Chronic Alcohol Induced Hepatotoxicity 

Seven groups with six rats each were used in 
this study. The graded doses of GC (1.25, 2.50, 

5.00 and 10 mg/kg, p.o), Silymarin (50 mg/kg, 

p.o)) were administered. Experimental animals 

orally received alcohol (400 mg/kg body 
weight) for seven days. Out of remaining two 

groups one was given the same dose of alcohol 

which served as toxin control group and to the 
other the proportionate volume of vehicle was 

given which served as vehicle control. The dose 

of the test item, standard and toxicants were 
estimated according to the individual body 

weight of rats measured at day 1 of the study. 

Blood and liver samples were collected 2h after 

the last treatment for different estimations in 
chronic alcohol induced liver toxicity model. 

Blood Biochemistry 

Blood samples were collected in glass tubes 
from orbital sinus to obtain haemalysis free 

clear serum for the analysis of Alanine 

transaminase (ALT) & Aspartate Transaminase 

(AST) [19], Alkaline Phosphotase (ALP) [20], 
and bilirubin [21] by standard methods in both 

the studies. 

Measurement of Oxidative Stress Markers 

from Liver Homogenate 

All the animals were sacrificed and livers were 

quickly excised freed from any adhering tissues, 
washed and perfused with chilled Normal saline, 

minced and homogenized in ice bath using 

homogenizer (1100 rpm for 2 minutes) in 

chilled 10mM Tris-HCl buffer (pH 7.4) to 
obtain 10% liver homogenate for the estimation 

of glutathione(GSH) [22] and lipid 

peroxidation(LP) [23], by using standard 
methods in both acute paracetamol induced 

hepatotoxicity and chronic alcohol induced liver 

toxicity model studies. 

Measurement of Cytokines from Serum and 

Liver Homogenate 

All the cytokines (TGF-β1, ICAM-1, TNF-, 
IL-12, IL-1β) from Liver homogenate and serum 

were analysed using Enzyme linked Immuno-
sorbent Assay (ELISA) adhering to the user 

manual of the manufacturers.  



Hepatoprotective Effect of Garcinol in Acute Paracetamol Induced and Chronic Alcohol Induced Liver 

Injury in Experimental Rats 

14                        International Journal of Research Studies in Medical and Health Sciences V4 ● I7 ● 2019 

STATISTICAL ANALYSIS 

Raw data was analysed using the statistical 

Graphpad software. The data of each group 

were analyzed by analysis of variance 
(ANOVA) and expressed as mean ± standard 

deviation (SD). T-test was used to compare the 

difference between the treated and control 

groups and treated with standard group. The 
statistical significance of the differences 

between groups was determined by one-way 

ANOVA. All analyses and comparisons were 
evaluated at a probability level of 10% (p ≤ 

0.01). Percentage change was assessed for 

categorical data.  

RESULTS 

TGF-β1 expression in liver homogenate of 

Paracetamol treated rats  

TGF-β1 in the liver homogenate was measured 
to evaluate the effect of GC in paracetamol 

treated rats comparative to Silymarin (figure1). 

There was significantly high expression of TGF-

β1 in paracetamol alone treated group as 
compared to control as well as other groups 

treated with GC or Silymarin. GC at the dose of 

5 & 10mg/kg/day showed the better effect than 
1.25, & 2.5mg/kg/day dose groups which was 

comparative to Silymarin treated group. 

 

Figure1. Effect of different doses of GC on TGF-β1 expression in liver homogenate of Paracetamol treated rats 

ICAM-1expression in liver homogenate of 

Paracetamol treated rats  

Increased ICAM-1 in liver homogenate due to 

paracetamol induced liver damage was 

suppressed by various doses of GC (figure2). 5 

& 10 mg/kg/day showed higher effect than 
lower doses of GC but were slightly lower than 

Silymarin.  

 

Figure2. Effect of different doses of GC on ICAM-1expression in liver homogenate of Paracetamol treated rats 

Effect of GC on TNF- in paracetamol treated 

rats. 

GC in various doses inhibited the serum TNF- 
expression in the paracetamol induced hepatic 

damage (figure3). Effect of GC was 

significantly increased according to dose 

increment but 5mg/kg p.o dose group showed 
better effect than 10 mg/kg p.o dose which was 

comparative to the Silymarin treated group.  
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Figure3. Flowcytometry histogram plot showing one representative GC effect on TNF- of paracetamol treated 
rats. 

Effect of GC on biochemical parameters of 

paracetamol treated rats. 

Serum biochemical parameters of paracetamol 

treated rats are as shown in (table 1). The 

activity of Aspartate Aminotransferase, Alanine 
Aminotransferase and Alkaline phosphotase was 

significantly increased in paracetamol only 

treated group as compared to control. Further, 
GC from the dose of 2.5mg/kg showed the 

significant effect increased activity of AST, 

ALT and ALP. There was lower percentage 

change in ALP but was significant in the doses 
of 5mg/kg p.o. and 10mg/kg p.o GC treated 

group. 

Table1. Effect of GC (GC) against oxidative stress parameters of Paracetamol (APAP) induced liver damage in 

rats  

Hepatic parameters 

Treatments Dose mg/kg GSH µmoleGSH/g LP µmoleMDA/g liv. Average Protection% 

Vehicle - 9.54±0.12 40.88±2.48 - 

Vehicle + APAP - 5.24±0.46 72.20±2.40 - 

GC+APAP 1.25 5.96±0.56 (13.74) 66.50±4.20 (7.89) 10.81 

GC+APAP 2.5 6.32±0.26* (20.61) 60.24±2.40 (16.56) 18.58 

GC+APAP 5.0 6.88±0.42** (31.29) 52.24±2.60 (27.64) 29.46 

GC+APAP 10.0 7.04±0.36** (34.35) 50.48±1.60** (30.08) 32.21 

Sily + APAP 50 7.45±0.28** (42.17) 48.86±1.60** (35.09) 38.63 

Sily: Silymarin; (Values as Mean ± SE, n = 6) ; Percent change in parenthesis; 

P value *: < 0.01; ** : <0.001. (LP) Lipid peroxidation; (GSH) Glutathione reductase 

Effect of GC on Oxidative parameters of 

paracetamol treated rats 

Reduction in glutathione reductase due to 
paracetamol treatment was thus improved by 

GC (table 2). The percentage protection was 

dose dependent; higher the dose better te 
protection. Lipid peroxidation increased by 

paracetamol was suppressed by GC significantly 

in higher dose.  

Table2. Effect of GC (GC) against Paracetamol (APAP) induced biochemical changes in rats 

Treatments Dose 

mg/kg 

ALT µmole/min/lt AST µmole/min/lt ALP 

µmolePNP/min/lt 

Average 

Protection% 

Vehicle - 98.32±5.20 117.49±8.26 21.42±2.04 - 
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Vehicle + APAP - 1102.10±46.98 839.79±59.17 40.54±3.61 - 

GC+APAP 1.25 862.97±53.38 

(21.69) 

761.61±43.96 (9.30) 37.21±3.44 (8.21)  

13.06 

GC+APAP 2.5 808.64±38.55* 

(26.62) 

650.88±35.84* 

(22.49) 

34.28±1.98 (15.44)  

21.51 

GC+APAP 5.0 661.67±51.40** 

(39.96) 

463.41±38.56** 

(44.81) 

30.74±2.05** (24.17)  

36.31 

GC+APAP 10.0 590.22±50.98** 

(46.44) 

536.39±44.13** 

(36.12) 

33.60±1.93* (17.11)  

33.22 

Sily + APAP 50 377.04±14.44** 
(65.78) 

379.64±23.22** 
(54.79) 

26.90±2.24** (33.64)  
51.40 

Values as Mean ± SE, n = 6); Percent change in parenthesis; P value *: < 0.01; **: <0.001. (ALT) Alanine 

transaminase; (AST) Aspartate aminotransferase; (ALP) Alkaline phosphatase. 

Effect of GC on expression of TNF- and IL-

1β in serum of animals from Ethyl alcohol 

induced liver damage 

There was significant up regulation of 

proinflammatory cytokine (IL-1β) and 

inflammatory cytokine (TNF-) in the serum of 
ethyl alcohol treated rats (figure 4). GC showed 

its significant effect to decrease the serum level 

of IL-1β and TNF-. The effect of GC in the 
dose of 5mg/kg p.o expressed higher effect in 

comparison to Silymarin treated group. 

 

Figure4. Effect of GC on expression of TNF- and IL-1β in serum of animals from Ethyl alcohol induced liver 
damage 

Effect of GC on expression of IL-12 in serum 

of animals from Ethyl alcohol induced liver 

damage 

Ethyl alcohol subsequently increased the level  

of IL-12, GC in various doses significantly 

reduced the level of IL-12 (figure 5). GC in 
dose group 5mg/kg showed better reduction 

than Silymarin treated group.  

 

Figure5. Effect of GC on expression of IL-12 in serum of animals from Ethyl alcohol induced liver damage 

Effect of GC in serum biochemical parameters in Ethyl Alcohol induced liver damage  

Alcohol induced elevation of biochemical parameters were reduced with GC treatment in different 

doses comparatively similar to Silymarin (table 3). 
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Table 3. Effect of GC (GC) in serum biochemical parameters in Ethyl Alcohol induced liver damage 

Treatments Dose 

mg/kg 

ALT µmole/min / 

ltr 

AST 

µmole/min/lt 

ALP µmole PNP 

/min/lt 

Bilirubin 

mg% 

Average 

Protection% 

Vehicle - 118.10±10.20 106.40±16.60 32.30±0.52 0.44±0.08 - 

Vehicle+ ETOH - 1820.08±42.80 1076.32±48.22 104.22±8.60 2.08±0.02 - 

GC + ETOH 1.25 1320.40±52.20 

(27.45)* 

858.80±32.64 

(20.20) 

88.68±8.58 

14.91) 

1.94±0.02 

(6.73) 

17.32 

GC + ETOH 2.5 1080.50±48.56** 

(40.63) 

726.78±46.50* 

(32.47) 

76.12±4.88** 

(26.96) 

1.68±0.04* 

(19.23) 

29.82 

GC + ETOH 5.0 876.58±76.80** 
(51.83) 

650.26±56.20** 
(39.58) 

68.32±5.60** 
(34.44) 

1.42±0.06** 
(31.73) 

39.39 

GC + ETOH 10.0 870.80±48.40** 

(52.15) 

632.48±44.56** 

(41.23) 

69.00±4.82** 

(33.79) 

1.38±0.04** 

(33.65) 

40.20 

Sily + ETOH 50 854.88±38.46 

(53.03) 

662.70±38.40 

(38.44) 

66.54±6.30** 

(36.15) 

1.34±0.02** 

(35.57) 

40.79 

Ethyl alcohol (Value Mean ± SE, n = 6); Percent change in parenthesis; P value * : < 0.01; ** : <0.001. (ALT) 

Alanine transaminase; (AST) Aspartate aminotransferase; (ALP) Alkaline phosphatise. 

Effect of GC against the alcohol induced 

oxidative stress parameters 

Glutathione reductase and lipid peroxidation 

was measured in liver homogenate of ethyl 

alcohol induced liver damaged rats (table 4). 

GC increased the Glutathione reductase level 
which was significantly decreased by ethyl 

alcohol and reduced the lipid peroxidation rate. 

Table4.  Effect of GC (GC) against Ethyl Alcohol induced liver damage in rats 

Treatments Dose mg/kg GSH µmoleGSH/g LP µmoleMDA/g liv. Average 

Protection% 

Vehicle - 9.62±0.16 44.00±1.60 - 

Vehicle + ETOH - 4.24±0.12 94.60±4.20 - 

GC + ETOH 1.25 4.92±0.22 (16.03) 83.50±6.20 (11.73) 13.88 

GC + ETOH 2.5 5.42±0.2* (27.78) 73.64±4.00* (22.15) 24.96 

GC + ETOH 5.0 6.04±0.20** (42.45) 62.44±4.60** (33.99) 38.22 

GC + ETOH 10.0 6.40±0.24** (50.94) 62.42±3.80** (34.01) 42.47 

Sily + ETOH 50 6.95±0.20** (63.91) 58.88±1.40** (37.75) 50.83 

Sily: Silymarin; EtOH : Ethyl alcohol (Values as Mean ± SE, n = 6) ; Percent change in parenthesis; P value *: 

< 0.01; ** : <0.001. (LP) Lipid peroxidation; (GSH) Glutathione reductase. 

DISCUSSION 

Garcinol is a polyisoprenylated benzophenone 

derivative extracted from Garcinia indica fruit 

rind. Its use in traditional and folk medicine is 
apparent since ancient time and recently its 

various clinical benefit including anticancer, 

antioxidant and anti-inflammatory activities has 
been studied.[9] It is a potent hepatoprotectant 

and its protection effect in dimethy 

lnitrosamine (DMN) induced liver injury was 
recently explored. [24,25] Paracetamol is the 

most commonly used antipyretic and analgesic 

with hepatoxic effect when used exessively. 

Similarly extreme use of alcohol triggers the 
hepatic injury. So, we used paracetamol and 

alcohol as the toxicants and studied the 

hepatoprotectant effect of GC in experimental 
rats. 

In this study GC was found to decrease the 
elevated biomarkers in both acute paracetamol 
induced hepatotoxicity and chronic alcohol 

induced hepatotoxicity. Drug induced hepatitis 

was monitored by various serum tests and 

cytokines test in liver homogenate.  

Paracetamol is assumed to be most commonly 

used medication around the globe due its 

availability over the counter in various dosage 
forms.[26] Davidson and Eastham reported that 

paracetamol in overdose produces hepatotoxic 

effect for the first time in the year 1996.[27] 
Paracetamol in normal dose is metabolized into 

N-acetyl-p-benzoquinone imine (NAPQI) and 

glutathione further detoxifies to the non-toxic 

metabolite (APAP-GSH) but when dose exceeds 
the therapeutic level, triggers the hepatic injury 

due to covalent bond between NAPQI and 

hepatic cells and reactions with hepatic proteins. 
[28,29]  

TGF-β is the major profibrogenic cytokine 

which enhances the damage to epithelial cells 
inducing oxidative stress and myofibroblast 

activation.[30] In our study Silymarin and GC 
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inhibited the TGF-β1 restoring a regenerative 

reaction in acute hepatitis. 

ICAM-1, a marker tissue damage is expressed 
after chronic paracetamol use and controls the 

enhanced migration of lymphocytes into the 

sites of inflammation binding to the b2 integrins 

lymphocyte function associated with antigen -
1.[31] GC significantly reduced the increased 

ICAM-1 level in dose dependent manner in 

Paracetamol treated rats. 

TNF-α, one of the apoptosis-inducible factors 

and has possible mechanism in progression of 
liver injury.[32,33] It is evidenced that TNF-

alpha-TNF-Rp55 axis plays major role in 

pathogenesis of paracetamol induced liver 
damage. [34] GC significantly inhibited the 

TNF- released post paracetamol ingestion in a 
dose dependent manner. 

Serum aminotransferases i;e AST, ALT, total 

bilirubin and ALP concentration elevates as a 

result of liver injury proportional to the severity 

both in acute and chronic condition.[35,36] 
Silymarin reduced the elevated serum enzymes 

by almost 42% and there was comparable 

reduction up to 35% in GC treated groups 
probably as a result of repair and regeneration of 

hepatic cells. 

As a result of NAPQI protein binding 
mitochondrial dysfunction occurs resulting in 

the glutathione depletion and oxidative 

stress.[37] GC reversed the oxidative stress 

parameters, thereby, suppressing the lipid 
peroxidation and elevating levels of Glutathione 

reductase in paracetamol induced liver disease. 

Alcohol induced liver disease is highly 
accountable for the alcohol related mortalities 

through hepatocellular injury, fat accumulation 

and inflammation and even the liver cirrhosis 

and carcinoma.[38] The systemic manifestations 
of alcohol induced liver inflammation are 

characterized by cytokine production.[39] 

Kupffer cells generates ROS which activates the 
JNK and enhanced secretion of chemokines and 

cytokine including TNF-.[40] GC in various 

doses suppressed the expression of TNF- 
induced by alcohol intake in rats. The 

progression of several types of chronic 

inflammatory diseases is triggered through, IL-
1β an inflammatory cytokine that signals 

through IL-1 receptor 1 (IL-1R1) leading to an 

inflammatory cascade.[41,42,43] Alcohol 

increased the IL-β which was significantly 
reduced by GC and Silymarin in the 

experimental rats.  

IL-12 is produced by Kupffer cells in 

endotoxemia developed due to chronic alcohol 
intake further increases the production of anti-

inflammatory cytokines. It also induces the 

expression of interferon γ in T cells and natural 
killer cells, which leads to macrophage 

activation, impairment of microcirculation and 

increased inflammation.[44,45,46] GC 
significantly reduced the IL-12 produced by 

alcohol ingestion possibly by repairing the 

microcirculation further decreasing the 

inflammation. 

As the part of liver function test, commonly 
used biomarkers for liver injury are ALT, AST, 

ALP and bilirubin and specifically ALT in 
serum indicates loss of hepatocyte membrane 

integrity.[47,48] Serum level of liver enzymes 

ALT, AST, ALP and bilirubin was evident post 
alcohol administration in rats which was 

reduced by GC. The oxidative stress and lipid 

peroxidation markers increased after alcohol 

intake was subsequently reduced by GC in 
similar pattern to the standard Silymarin. 

CONCLUSION 

GC inhibited the TGF-β1, ICAM-1 and TNF- 
elevated in paracetamol induced liver injury. 

Also inhibited increased levels of TNF-, IL- 1β 

and IL-12 induced by TLR-4 activation of 
kupffer cells by LPS of gram negative bacteria 

in the gut the activation and excessive growth of 

which is due to ethyl alcohol intake. GC reduced 
the hepatitis induced increased levels of AST, 

ALT, ALP and Bilirubin. GC reversed the 

paracetamol and ethyl alcohol induced oxidative 
stress, thereby, suppressing the Lipid 

peroxidation and elevating levels of Glutathione 

reductase. We can conclude from the above 

studies GC is potent natural hepatoprotectant 
which can further be explored through targeted 

studies for better understanding and its exact 

mechanism involved in hepatoprotection. 

ACKNOWLEDGEMENT 

We would like to thank Dr. Prakriti Neupane for 

her help during Manuscript preparation. 

REFERENCES 

[1] Tortora GJ. and Derrickson BH. Principles of 

Anatomy and Physiology. Loose-leaf Print 

Companion. Online. Google Books. Accessed 

19 Jun. 2019. 

[2] Prescott LF. Hepatotoxicity of mild analgesics. 

British journal of clinical pharmacology. vol. 

10 Suppl 2 (1980): 373S-379S. doi:10.1111/j. 

1365-2125.1980.tb01825.x 



Hepatoprotective Effect of Garcinol in Acute Paracetamol Induced and Chronic Alcohol Induced Liver 

Injury in Experimental Rats 

International Journal of Research Studies in Medical and Health Sciences V4 ● I7 ● 2019                        19 

[3] Esh CJ, Mauger AR, Palfreeman RA, Al-Janubi 

A and Taylor L. Acetaminophen (Paracetamol): 

Use beyond Pain Management and Dose 

Variability. Frontiers in physiology vol. 8 1092. 
22 Dec. 2017, doi:10.3389/fphys.2017.01092 

[4] Black M. Acetaminophen Hepatotoxicity. 

Gastroenterology 78382-392, 1980 

[5] Mann RE, Smart RG, and Govoni R. The 

Epidemiology of Alcoholic Liver Disease. 

Alcohol Res Health. 2003;27(3):209-19.. 

[6] Massey VL, and Gavin EA. Acute alcohol-

induced liver injury. Frontiers in physiology. 

vol. 3 193. 12 Jun. 2012, doi:10.3389/fphys. 

2012.00 193 

[7] Crabb DW. Pathogenesis of alcoholic liver 

disease: newer mechanisms of injury. Keio J 
Med. 1999 Dec; 48(4):184-8. 

[8] Prete AD, Scalera A, Iadevaia MD, et al., Herbal 

Products: Benefits, Limits, and Applications in 

Chronic Liver Disease. Evidence-Based 

Complementary and Alternative Medicine, vol. 
2012, Article ID 837939,19 pages, 2012 . https:/ 

/doi. org/ 10.11 55 /2012/837939. 

[9] Nayak CA, Rastogi NK & Raghavarao 

K.S.M.S. Bioactive Constituents Present in 

Garcinia Indica Choisy and its Potential Food 

Applications: A Review. International Journal 
of Food Prop erties, 2010 13:3,441-453, DOI : 

10.1080/109429108 02626754 

[10] Swami SB, Thakor NJ and Patil SC. Kokum 

(Garcinia Indica) and its Many Functional 

Components as Related to the Human Health: 

A Review. Journal Of Food Research And 
Technology, October-December. 2014. Vol 2. 

Issue 4. Pages 130-142 

[11] Singh G, Bhatia D and Harikumar SL. 

Chemicals/ drugs- hepatotoxicants: An 

overview. January 2015.,Der Pharma Chemica 

7(4) :164-168 

[12] Dong X, Liu J, Xu Y, Cao H. Role of 

macrophages in experimental liver injury and 

repair in mice. Experimental and therapeutic 

medicine. vol. 17,5 (2019): 3835-3847. doi: 10. 

3892/etm.2019.7450 

[13] Simeonova PP, Gallucci RM, Hulderman T, 

Wilson R, Kommineni C, Rao M, Luster MI. 

The role of tumor necrosis factor-alpha in liver 

toxicity, inflammation, and fibrosis induced by 

carbon tetrachloride. Toxicol Appl Pharmacol. 

2001 Dec 1;177(2):112-20 

[14] Matsushita T, Ando K, Kimura K, et.al., IL-12 

induces specific cytotoxicity against 

regenerating hepatocytes in vivo, International 

Immunology. Volume 11, Issue 5, May 1999, 

Pages 657–665, https:// doi.org/10.1093/ in 

timm/11.5.657 

[15] Tung KH, Huang YS, Yang KC, Perng CL, Lin 

HC, Lee SD. Serum Interleukin-12 Levels in 

Alcoholic Liver Disease. J Chin Med Assoc• 

February 2010 • Vol 73 • No 2 

[16] Caparrotta TM, Antoine DJ, Dear JW. Are 

some people at increased risk of paracetamol-

induced liver injury? A critical review of the 

literature. Eur J Clin Pharmacol (2018) 74: 147. 

https://doi.org/ 10.1007/s00228-017-2356-6 

[17] Tang W, Pan MH, Sang S, Li S, Ho CT. 

Garcinol from Garcinia indica: Chemistry and 

Health Beneficial Effects. Tropical and 

Subtropical Fruits: Flavors, Color, and Health 

Benefits.2013. Chapter 8pp 133-145 

[18] Majeed M, Bani S, Bhat B, Pandey A, 

Mundkur L, Neupane P. Safety profile of 40% 

Garcinol from Garcinia indica in experimental 

rodents, Toxicology Reports, Volume 5, 2018, 

Pages 750-758, ISSN 2214-7500, https: //doi. 

org/10.1016/j.toxrep.2018.06.009. 

[19] Reitman S, Frankel S. A Colorimetric Method for 

the Determination of Serum Glutamic Oxalacetic 

and Glutamic Pyruvic Transaminases, American 

Journal of Clinical Pathology, Volume 28, Issue 

1, 1 July 1957, Pages 56–63, https://doi.org/10. 10 

93/ajcp/28.1. 56 

[20] Walter K, Schütt C. Acid and alkaline 

phosphatase in serum (two point method). In: 

Bergmeyer, H. U. (ed.) Methods of enzymatic 

analysis. Vol 2. Verlag Chemie & Academic 

Press, Weinheim. 1974. 

[21] Malloy HT and Evelyn KA. The determination 

of bilirubin with the photoelectric colorimeter. 

J. Biol. Chem. 1937, 119:481-490. 

[22] Ellman GL. Tissue sulfhydryl groups. Arch 
Biochem Biophys. 1959 May;82(1):70-7. 

[23] Buege JA, Aust SD. Microsomal lipid 

peroxidation. Methods Enzymol. 1978;52:302-10. 

[24] Cheng AC, Lee MF, Pan MH, Tsai C, and Chen 

MD. Hepatoprotective effect of GC on 

dimethylnitrosamine-induced experimental 

liver fibrosis. The FASEB Journal 201327:1 

_supplement, 861. 7-861.7  

[25] Hung WL, Tsai ML, Sun PP, et.al., Protective 

effects of GC on dimethylnitrosamine-induced 

liver fibrosis in rats., Food & Function 2042-

6496 DO - 10.1039/C4FO00342J 

[26] Janice T. Paracetamol causes most liver failure 

in UK and US. BMJ vol. 332,7542 (2006): 628. 

[27] Davidson, DG, and Eastham WN. Acute liver 

necrosis following overdose of paracetamol. 

BMJ. vol. 2, 5512 (1966): 497-9. doi: 10.113 
6/bmj.2.5512.497 

[28] Mazaleuskaya LL, Sangkuhl K, Thorn CF, 

FitzGerald GA, Altman RB, Klein TE 

PharmGKB summary: pathways of 

acetaminophen metabolism at the therapeutic 

versus toxic doses. Pharmacogenetics and 
genomics. vol. 25,8 (2015): 416-26. doi:10.109 

7/FPC.0000000000000150 



Hepatoprotective Effect of Garcinol in Acute Paracetamol Induced and Chronic Alcohol Induced Liver 

Injury in Experimental Rats 

20                        International Journal of Research Studies in Medical and Health Sciences V4 ● I7 ● 2019 

[29] Kalsi SS, Dargan PI, Waring WS and Wood 

DM. Does cytochrome P450 liver isoenzyme 

induction increase the risk of liver toxicity after 

paracetamol overdose? OAEM vol. 3 69-76. 13 
Oct. 2011, doi:10.2147/OAEM.S24962 

[30] Cong M, Iwaisako K, Jiang C, and Kisseleva T. 

Cell Signals Influencing Hepatic Fibrosis. 

International Journal of Hepatology. vol. 2012, 

Article ID 158547, 18 pages, 2012. https:// 

doi.org/ 10.1155/ 2012/1585 47. 

[31] Ishida Y, Kondo T, Ohshima T, Fujiwara H, 

Iwakura Y, And Mukaida N. A pivotal 

involvement of IFN-γ in the pathogenesis of 

acetaminophen-induced acute liver injury. The 

FASEB Journal 2002 16:10, 1227-1236  

[32] Woolbright, BL and Jaeschke H. Role of the 

Inflammasome in Acetaminophen-induced 

Liver Injury and Acute Liver Failure. J. 

Hepatol.66, 836–48 (2017).(8)  

[33] Matsumaru K, Ji C, Kaplowitz N. Mechanisms 

for sensitization to TNF-induced apoptosis by 

acute glutathione depletion in murine hepatocytes. 

Hepatology. 2003 Jun; 37(6): 1425-34. 

[34] Ishida Y, Kondo T, Tsuneyama K, Lu P, 

Takayasu T, Mukaida N., The pathogenic roles 

of tumor necrosis factor receptor p55 in 

acetaminophen-induced liver injury in mice. J 

Leukoc Biol. 2004 Jan;75(1):59-67. Epub 2003 

Oct 13. 

[35] Giannini EG, Testa R and Savarino V. Liver 

enzyme alteration: a guide for clinicians. CMAJ 

.vol. 172,3 (2005): 367-79. doi:10. 1503/ cmaj. 

1040752 

[36] Kullak-Ublick GA, Andrade RJ, Merz M, et al. 

Drug-induced liver injury: recent advances in 

diagnosis and risk assessment. Gut vol. 66,6 

(2017): 1154-1164. doi:10.1136/gutjnl-2016-31 

3369 

[37] Knight TR, Fariss MW, Farhood A, and 
Jaeschke H. Role of Lipid Peroxidation as a 

Mechanism of Liver Injury after 

Acetaminophen Overdose in Mice. TOXI 

COLOGICAL SCIENCES.2003.76, 229 –236  

[38] Osna NA, Donohue TM Jr, Kharbanda KK. 
Alcoholic Liver Disease: Pathogenesis and 

Current Management. Alcohol Res. 2017; 38 

(2) :147–161. 

[39] Kasper DL, Fauci AS, Hauser SL, Longo DL, 

Jameson JL, & Loscalzo J. Harrison's principles  

 

 

 

 

 

 

of internal medicine (19th edition.). New York: 

McGraw Hill Education. 2015.  

[40] McClain CJ, Song Z, Barve SS, Hill DB, and 

Deaciuc I. Recent Advances in Alcoholic Liver 

Disease IV. Dysregulated cytokine metabolism 

in alcoholic liver disease., American Journal of 

Physiology-Gastrointestinal and Liver 

Physiology 2004 287:3, G497-G502  

[41] Mathews S, Gao B. Therapeutic potential of 

interleukin 1 inhibitors in the treatment of 

alcoholic liver disease. Hepatology. 2013; 57 

(5) : 2078–2080. doi:10.1002/hep.26336 

[42] Meier RPH, Meyer J, Montanari E, et al. 

Interleukin-1 Receptor Antagonist Modulates 

Liver Inflammation and Fibrosis in Mice in a 

Model-Dependent Manner. Int J Mol Sci. 

2019;20(6):1295. Published 2019 Mar 14. 

doi:10.3390/ijms20061295 

[43] Gieling RG, Wallace K, Han YP. Interleukin-1 

participates in the progression from liver injury 

to fibrosis. Am J Physiol Gastrointest Liver 

Physiol. 2009;296(6):G1324–G1331. doi:10.1 

152/ ajpgi. 90 564. 2008 

[44] McClain CJ, Hill DB, Schmidt J, Diehl AM. 

Cytokines and alcoholic liver disease. Semin 

Liver Dis 1993;13:170–82. 

[45] Heinzel FP, Rerko RM, Ling P, Hakimi J, 

Schoenhaut DS. Interleukin-12 is produced in 

vivo during endotoxemia and stimulates 

synthesis of gamma interferon. Infect Immun 

1994; 62:4244–9. 

[46] Chan SH, Perussia B, Gupta JW, Kobayashi M, 

Pospisil M, Young HA. Induction of IFN-γ 

production by NK cell stimulatory factor 

(NKSF): characterization of the responder cells 

and synergy with other inducers. J Exp Med 

1991;173:869–79. 

[47] McGill MR, Woolbright BL, Weemhoff JL, 

Jaeschke H. Mechanistic Biomarkers in Liver 

Diseases. In: Preedy V. (eds) Biomarkers in 

Liver Disease. Biomarkers in Disease: 

Methods, Discoveries and Applications. 

Springer, Dordrecht. 2016. 

[48] Limdi JK, Hyde GM, Evaluation of abnormal 

liver function tests., Postgraduate Medical 

Journal 2003;79:307-312 

 

Citation: Muhammed Majeed et.al., “Hepatoprotective Effect of Garcinol in Acute Paracetamol Induced 

and Chronic Alcohol Induced Liver Injury in Experimental Rats”, International Journal of Research Studies 

in Medical and Health Sciences. 2019; 4(7): 11-20. 

Copyright: © 2019 Muhammed Majeed, This is an open-access article distributed under the terms of the 
Creative Commons Attribution License, which permits unrestricted use, distribution, and reproduction in 

any medium, provided the original author and source are credited. 

 


