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Abstract
Objective: Homalium letestui Pellegr (Flacourtiaceae) has been
traditionally used by the Ibibios of Southern Nigeria to treat
stomach ulcer, malaria and other inflammatory diseases and
Yorubas of western Nigeria as an antidote. This study evaluates
the hepatoprotective properties of the ethanol extract of the plant
stem.
Materials and Methods: The hepatoprotective effect of the
extract of the stem of the plant (200-600 mg/kg) was evaluated by
the assay of liver function parameters, namely total and direct
bilirubin, serum protein and albumin, total cholesterol, alanine
aminotransaminase (ALT), aspartate aminotransaminase (AST),
and alkaline phosphatase activities (ALP), antioxidant enzymes
like superoxide dismutase (SOD), catalase (CAT), and glutathione
peroxidase
(GPx),
reduced
glutathione
(GSH)
and
histopathological study of the liver. Also, GCMS analysis of nbutanol fraction of the extract was carried out.
Results: Administration of the extract of the stem of the plant
caused a significant (p<0.05 – 0.001) dose-dependent reduction of
high levels of liver enzymes (ALT, AST and ALP), total
cholesterol, direct and total bilirubin as well as elevation of serum
levels of total protein, albumin and antioxidant enzymes (SOD,
CAT, GPx and GSH). Histology of the liver sections from extract
and silymarin-treated animals showed reductions in the
pathological features compared to the paracetamol-treated animals.
The chemical pathological changes were consistent with
histopathological
observations
suggesting
marked
hepatoprotective effect of the extract of H. letestui stem. GCMS
analysis of n-butanol fraction revealed the presence of 16 bioactive
compounds.
Conclusion: The results show that the extract of H. letestui has
hepatoprotective potential which may be due to the antioxidant
activity of its phytoconstituents.
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Introduction
Homalium
letestui
Pellegr
(Flacourtiaceae) is a forest tree that grows
up to 80–100 ft and is found in the
rainforest of West Africa (Hutchinson and
Daziel, 1963; Keay, 1989). The plant parts,
particularly stem bark and root, have been
traditionally used in form of various
decoctions by the Ibibios of the Niger
Delta of Nigeria to treat stomach ulcer,
malaria and other inflammatory diseases as
well as an aphrodisiac (Okokon et al.,
2006).
Okokon et al. (2013a) reported the
presence of α-terpineol, vanillin, 4-phenyl
isocoumarin, 3,4,5-trimethoxy phenol, 2coumaranone, and xanthones in the extract
of H. letestui stem. Reports of antiplasmodial (Okokon et al., 2006), antidiabetic (Okokon et al., 2007), antiinflammatory and analgesic (Okokon et
al., 2013a), cellular antioxidant, anticancer, and anti-leishmanial (Okokon et
al., 2013b), depressant and anticonvulsant
(Okokon and Davies, 2014), antibacterial
(Ita and Ngochindo, 2014a), in vitro
antioxidant activity against 2,2-diphenyl1-picrylhydrazyl (DPPH), (Ita and
Ngochindo, 2014b), anti-ulcer (Amazu et
al., 2015) and anti-diarrheal (Antia et al.,
2015) activities of the plant have been
published. In this study, we report
hepatoprotective activity of this plant
against paracetamol-induced liver injury in
order to provide scientific basis for its use
in traditional medicine.

Materials and Methods
Plants collection
H. letestui (stem) was collected from a
forest in Uruan area, Akwa Ibom State,
Nigeria, in July 2014. The plant was
identified and authenticated by Dr.
Margaret Bassey from Department of
Botany and Ecological Studies, University
of Uyo, Uyo, Nigeria. A specimen (FPUU
382) was deposited at Department of
Pharmacognosy and Natural Medicine
Herbarium.

Extraction
The stem was washed and dried in the
shade for 2 weeks. Dried stem was further
chopped into small pieces and ground to
powder. The powdered material was
soaked in 50% ethanol for 72 hr. The
liquid filtrate was concentrated and
evaporated to dryness in vacuo 40C using
rotary evaporator. The crude ethanol
extract (100 g) was further partitioned
successively
into
n-hexane,
dichloromethane, ethyl acetate and nbutanol (1L each) to give the
corresponding fractions of these solvents.
The liquid filtrates were concentrated and
evaporated to dryness. The dry extract and
fractions were stored in a refrigerator at 4C until use.
Animals
Albino wistar rats (128 – 135 g) of
either sex were obtained from the
University of Uyo animal house. They
were maintained on standard animal
pellets and water ad libitum. Permission
and approval for animal studies were
obtained from the College of Health
Sciences Animal Ethics committee,
University of Uyo.
Animal treatment
A total of 36 rats of both sexes were
weighed and divided into six groups of 6
animals each and treated as follows: Group
1 consisted of normal animals that were
administered with distilled water (0.2
ml/kg), Group 2 was administered with
distilled water 0.2 ml/kg, while groups 3, 4
and 5 were respectively administered per
oral (p.o) with 250, 500 and 750 mg/kg of
H. letestui stem extract daily for 8 days.
Group 6 was treated with silymarin (100
mg/kg) (standard drug) for the same
period. Paracetamol 2 g/kg, was
administered to groups 2-6 on the 8th day.
Twenty-four hours after paracetamol
administration, animals were sacrificed
under light diethyl ether vapor. Blood were
collected by cardiac puncture and used
immediately.
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Hematological study
Animals were sacrificed under diethyl
ether anesthesia, then, blood samples were
collected from each rat by cardiac puncture
using 21 gauge (21 G) needles mounted on
a 5 ml syringe into ethylene diamine tetraacetic acid (EDTA) - coated sample bottles
for analysis. Hematological parameters
such as full blood count (FBC),
hemoglobin, (Hb), packed cell volume
(PCV), platelet concentration (PLC) and
total and differential white blood cell count
(WBC). These parameters were analyzed
using automatic hematological system
(SysmexHematology
–
Coagulation
system, Model MO-1000 I, Trans Asia,
Japan).
Evaluation of the protective effect of the
extract against paracetamol-induced
liver injury on biochemical parameters
and histology of liver of rats
Serum was separated from the blood of
each animal sacrificed and stored at -20oC
until biochemical determinations of total
protein,
albumin,
aspartate
aminotransferase
(AST),
alanine
aminotransferase
(ALT),
alkaline
phosphatase (ALP), total cholesterol, total
and direct bilirubin. Determinations were
done spectrophotometrically using Randox
analytical kits according to standard
procedures of manufacturer’s protocols
(Reitman and Frankel, 1957). The livers of
the animals were surgically removed,
weighed and a part of each was fixed in
10% formaldehyde for histological
processes, while the other part was washed
with ice cold 0.9% NaCl and homogenates
were prepared at a ratio of 1 g of wet tissue
to 9 ml of 1.25% KCl by using motor
driven Teflon-pestle. The homogenates
were centrifuged at 7000 rpm for 10 min at
4˚C and the supernatants were used for the
assays of superoxide dismutase (SOD)
(Marklund et al., 1974), catalase (CAT)
(Sinha, 1972), glutathione peroxidase
(GPX) (Lawrence and Burk, 1976), and
reduced glutathione (GSH) (Ellman,
1959).

Gas
chromatography-Mass
spectrometry analysis
Quantitative and qualitative data were
determined by GC and GC-MS,
respectively. The fraction was injected
onto a Shimadzu GC-17A system,
equipped with an AOC-20i autosampler
and a split/splitless injector. The column
used was an DB-5 (Optima-5), (30 m
×0.25 mm i.d. × 0.25 µm df) coated with 5
% diphenyl-95 % polydimethylsiloxane,
operated with the following oven
temperature program: 50 °C, held for 1
min, rising at 3 °C/min to 250 °C, held for
5 min, rising at 2 °C/min to 280 °C, held
for 3 min; injection temperature and
volume, 250 °C and 1.0 µl, respectively;
injection mode, split; split ratio, 30:1;
carrier gas, nitrogen at 30 cm/s linear
velocity and inlet pressure 99.8 KPa;
detector temperature, 280 °C; hydrogen,
flow rate, 50 ml/min; air flow rate, 400
ml/min; make-up (H2/air), flow rate, 50
ml/min; sampling rate, 40 ms. Data were
acquired by means of GC solution
software (Shimadzu). Agilent 6890N GC
was interfaced with a VG Analytical 70250s double-focusing mass spectrometer.
Helium was used as the carrier gas. The
MS operating conditions were: ionization
voltage 70 eV, ion source 250 °C. The GC
was fitted with a 30 m × 0.32 mm fused
capillary silica column coated with DB-5.
The GC operating parameters were
identical with those of GC analysis
described above.
Identification of components present in
various active fractions of the plant
extracts was based on direct comparison of
the retention times and mass spectral data
and those for standard compounds, and by
computer matching with the Wiley and
Nist Library, as well as by comparison of
the fragmentation patterns of the mass
spectra with those reported in the
literatures (Adams, 2001; Setzer et al.,
2007).
Statistical analysis
Data obtained from this work were
analyzed statistically using Student's t-test
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and ANOVA (One-way) followed by a
post-test
(Tukey-Kramer
multiple
comparison test). Differences between
means were considered significant at 0.1%
and 5% level of significance i.e p ≤ 0.001
and 0.05.

and albumin levels when compared to
control. Pre-treatment with the extract of
H. letestui stem (250 – 750 mg/kg) caused
significant (p<0.01-0.001) decreases of
these enzymes levels and that of total
cholesterol, total and direct bilirubin in the
extract-treated groups when compared to
the paracetamol group. It should be noted
that the decreases were dose-dependent.
Total protein and albumin levels were
significantly (p<0.05-0.001) elevated is a
dose-dependent manner in the groups pretreated with the extract of the stem when
compared to the paracetamol group. The
effects of the highest dose of the extract on
all of the parameters evaluated were
comparable to those of silymarin (Table 1).

Results
Evaluation of effect of Homalium letestui
stem on liver function test of
paracetamol-induced liver injury in rats
Administration of paracetamol (2 g/kg)
to rats caused significant (p<0.001)
elevation of enzymes levels such as AST,
ALT, ALP, total cholesterol, total and
direct bilirubin and decreased total protein

Table 1. Effect of H. Letestui on liver function of paracetamol –induced liver injury in rats
Parameters/
Treatment

Total proteinAlbumin
(g/dl)
(g/dl)

Direct
bilirubin
(mg/dl)
1.21±0.71
1.31±0.09c

Ast
(iu/l)

Alt
(iu/l)

Alp
(iu/l)

4.12±0.68
1.66±0.22c

Total
bilirubin
(mg/dl)
3.61±0.18
5.01±0.16c

Control
PCM
+Dist.
water
HL. 250mg/kg+
PCM
HL. 500mg/kg+
PCM
HL. 750mg/kg+
PCM
Silymarin 100
mg/kg + PCM

6.75± 0.14
3.43±0.27c

Liver weight
(g)

202.15±10.75
303.0±9.50c

Total
cholesterol
Mmol/l
3.98± 0.41
7.67±0.25c

109.3±3.04
168.3±3.46c

35.33±3.59
96.50±4.07c

6.33±0.72e

4.40±0.29d

4.85±0.18b

0.60±0.10b

147.8±3.73ce

43.50±3.97f

283.0±4.60c

6.70±0.19cd

7.63±0.20bd

6.53±0.97e

4.42±0.93e

4.95±0.29b

0.80±0.06f

129.1±5.09af

59.33±5.33af

278.5±5.14cd

6.54±.09bf

6.76±0.14f

6.39±0.74e

4.81±0.31Sf

4.11±0.09

0.73±0.09f

126.2±5.80af

75.83±3.60ef

276.66±5.85cd

5.98±0.24f

6.62±0.15f

6.72±0.11f

4.27±0.99f

4.16±0.44

1.20±0.22f

112.6±7.63f

44.16±3.48f

248.16±9.92cf

5.05±0.29f

6.56±0.12f

6.53±0.23
8.46± 0.16c

Data were expressed as mean±SEM. Significant at ap< 0.05, bp< 0.01 and cp< 0.001 when compared to control.
Significant at dp< 0.05, ep< 0.01 and f< 0.001 when compared to paracetamol . PCM: paracetamol . n = 6.

Effect of stem extract on liver weight
The liver weights of rats treated with
paracetamol were significantly (p<0.001)
increased when compared to those of the
control group. However, the weights of the
animals in groups pre-treated with the
extract of the stem and silymarin were
significantly (p<0.01 – 0.001) reduced
when compared to control (Table 1).
Effect of stem extract on the levels of
liver antioxidant enzymes
Paracetamol
treatment
caused
significant (p<0.001) decreases in the
activities of SOD, catalase, GPx and GSH
level in liver tissue when compared to
control group. Pre-treatment with the
extract of H. letestui stem (250 – 750

mg/kg) resulted in significant (p<0.05 –
0.001) increases in the activities of SOD,
catalase, GPx and GSH level. Silymarintreated animals also showed a significant
(p<0.001) increase in antioxidant enzymes,
namely SOD, catalase, GPx activities and
GSH level compared to paracetamoltreated rats (Table 2).
Effect of treatment with ethanol extract
of
Homalium
letestui
stem on
hematological parameters, in rats with
paracetamol-induced hepatotoxicity
Administration of paracetamol (2 g/kg)
to rats did not significantly affect (p<0.05)
RBC and WBC counts as well as
hemoglobin concentration, PCV and
neutrophils percentages (Table 1).
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However, there were significant (p<0.001)
reductions in the percentages of
lymphocytes, monocytes and eosinophils
of
paracetamol-treated
rats,
while
pretreatment with H. letestui stem extract

caused
significant
(p<0.05-0.001)
increases against reductions induced by
paracetamol but not in a dose-dependent
fashion (Table 3).

Table 2. Effect of Homalium letestui stem extract on liver antioxidant enzymes
Parameters/
Treatment

SOD
(U/mg of protein)

CAT
(U/mg of protein)

GPx
(U/mg of protein)

GSH
(µg/mg of protein)

Control

22.24 ±0.24

55.52±3.26

25.38±0.66

0.35±0.01

PCM +Dist. water

10.32±0.12c

30.59± 1.15c

10.45±0.22c

0.10±0.01c

HL. 250mg/kg + PCM

14.66±0.14d

38.94±1.04c

16.74±0.19c

0.18±0.01cb

d

46.32±1.15

f

51.55±1.46

f

54.01±1.94

f

17.88±0.25

HL. 500mg/kg+ PCM

19.56± 0.11

HL. 750mg/kg+ PCM
Silymarin 100 mg/kg
PCM

+

20.24±0.18

f

f

19.38 ±0.13

cf

0.22±0.01bf

20.16±0.88

bf

0.28±0.02af

22.46±1.01

f

0.30±0.01f

Data were expressed as mean±SEM. Significant at ap< 0.05, bp< 0.01 and cp< 0.001 when compared to control
. Significant at dp< 0.05, ep< 0.01 and f< 0.001 when compared to paracetamol. HL: Homalium letestui; PCM :
paracetamol. n = 6.
Table 3. Effect of treatment with ethanol extract of Homalium letestui stem on hematological parameters of rats
with paracetamol-induced hepato-nephrotoxicity

3.131.19
c

2.160.79

2.200.40

665.315.31c

2.501.05c,e

0.000.00 c

817.38.50cf

4.620.50c,f

2.171.10c,e

0.000.00cf

908.598.94cf

24.1110.86 b

3.672.00c,e

2.341.17 a

0.000.00cf

640.346.10c

21.8710.07 e

0.500.02 c

1.510.70c,e

0.000.00cf

547.526.62cf

43.02.00

13.210.31

16.342.18

24.578.71

21.2413.32

2.501.30

1.170.97

8.050.41

48.02.10

13.900.48

14.401.85

23.955.48

54.7011.24 b

2.381.30

7.410.46

44.01.00

12.510.25

11.431.17

32.379.82

23.5012.05 c

8.020.28

46.01.17

13.380.40

10.321.88

20.369.05

7.570.20

44.21.16

13.500.35

11.661.54

16.597.88b,f

c

700.338.93

0.20.20

7.750.55

a

Platelet

48.138.67

Basophils
(%)

29.361.71

Eosinophils
(%)

17.082.12

Monocytes
(%)

13.460.16

Lymphocytes
(%)

44.09.90

Neutrophils
(%)

7.920.19

WBC
(X 109/l)

Hb
(g/dl)

Silymarin
100
+
PCM

PCV
(%)

PCM +
Dist. water
HL.250 +
PCM
HL.500 +
PCM
HL.750 +
PCM

RBC
(X 1012/l)

Parameters
Treatment
Dose (mg/kg)
Control

Data were expressed as mean±SEM. Significant at ap< 0.05, bp< 0.01 and cp< 0.001 when compared to control.
Significant at dp< 0.05, ep< 0.01 and fp< 0.001 when compared to paracetamol. PCM : paracetamol; HL:
Homalium letestui. n = 6.

Histopathological studies of rat liver in
paracetamol-induced hepatotoxicity
Histopathological examination of liver
sections of normal control group showed
normal cellular architecture with distinct
hepatic cells, sinusoidal spaces and central
vein (Figures 1A and B). Disarrangement
of normal hepatic cells with centrilobular
necrosis, hyperplasia, vascular and cellular
degeneration,
polymorphonuclear
aggregation, inflammation and fatty

degeneration were observed in the
paracetamol-treated rats of group 2
(Figures 1 C and D). The liver sections of
the rats treated with stem extract of H.
letestui (250 - 750 mg/kg) of groups 3, 4
and 5 showed signs of protection as shown
by the reduction/ absence of inflammatory
cells,
vascular
congestion
and
degeneration,
cellular
degeneration,
necrosis and vacuoles (Figures 1 C - J),
while the liver sections of the rats treated
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with silymarin (100 mg/kg) in group 6
showed significant reduction in fatty
degeneration and absence of necrosis and
inflammation (Figures 1 K and L )

GC-MS analysis
GCMS analysis of n-butanol fraction of
H. letestui stem revealed the presence of
16 bioactive compounds in each fraction as
represented in Table 4.

Figure 1. Histologic sections of the liver treated with normal saline (10 ml/kg) A (x100) and B(x400), PCM
(2.0g/kg) C (x100) and D (x400), silymarin (100 mg/kg) and PCM (2.0g/kg) E (x100) and F(x400), HL (250
mg/kg) and PCM (2.0g/kg) G (x100) and H (x400), HL(500 mg/kg) and PCM (2.0g/kg) I (x100) and J (x400,
HL (750 mg/kg) and PCM (2.0g/kg) K (x100) and L (x400).
Keys: Central vein (CV) Sinusoidal lining (SL), Hepatic Artery (HA), Hepatic vein (HV), Hepatocytes (H) and
Pyknotic nucleus (Pn), Cellular degeneration (CD), Vascular congestion (VC), Vascular degeneration (VD),
Hepatocytic hyperplasia (H), Sinusoidal lining (SL), Vacuolation (V), Inflammation (I), Hepatocytic
hyperplasia (HH), and Cellular proliferation (CP) .

Discussion
In the present study, the ethanol extract
of H. letestui stem was evaluated for
hepaprotective
activity
against
paracetamol-induced hepatotoxicity in rats.
Liver function test, liver antioxidant
enzymes levels and histological studies
were done to assess hepatoprotective

properties of this plant. In the present
study, paracetamol administration caused a
marked depletion of tissue GSH level with
reduced activities of liver antioxidative
enzymes like SOD and CAT. Paracetamol
caused liver toxicity as it altered various
liver parameters. Also, various degrees of
histological lesions were observed.
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At high doses, paracetamol produces
acute toxic effects which lead to liver
damage. The drug is bioactivated to a toxic
electrophile, N-acetyl p-benzoquinone
imine (NAPQI), which covalently binds to
tissue macromolecules, probably oxidizes
lipids, or the critical sulfhydryl groups
(protein thiols) and alters the homeostasis
of calcium (Lin et al., 1997). Massive
production of reactive species may lead to
depletion of protective physiological
moieties (glutathione and α-tocopherol,
etc.),
causing
damage
to
the
macromolecules in vital biomembranes
and liver injury (Aldridge, 1981; Gilani et
al., 2005).
Liver function can be assessed by
estimating the activities of serum ALT,
AST, ALP, bilirubin (total and direct),
total cholesterol, total protein and albumin
which are originally present in the
cytoplasm (Manokaran et al., 2008). When
there is hepatopathy, these enzymes and
molecules leak into the blood stream and
serve as an indicator for the liver damage
(Nkosi et al., 2005). Abnormally high
levels of serum ALT, AST, ALP, total
bilirubin (total and direct), and total
cholesterol as well as decreases in total
protein and albumin levels as observed in
paracetamol group in our study are
indications of paracetamol-induced liver
dysfunction and denote the damage to the
hepatic cells. The reversal of increased
serum enzymes in paracetamol-induced
liver damage by the extract may be due to
prevention of the leakage of intracellular
enzymes by its membrane stabilizing
activity.
Increase in serum level of ALP is due to
increased synthesis, in the presence of
increasing biliary pressure (Muriel and
Garcipiana, 1992) and reflects the
pathological alteration in biliary flow (Plaa
and Hewitt, 1989). In the present study,
reduction in serum total protein and
albumin levels were observed in the
paracetamol-treated rats which may be
associated with the decrease in the number
of hepatocytes which in turn may result in

decreased hepatic capacity to synthesize
protein and albumin. Decreased levels of
total protein and albumin as recorded in
paracetamol-treated rats revealed the
severity of hepatopathy. This negative
effect on total protein and albumin was
reversed in the groups pre-treated with the
extract, indicating an improvement of the
functional status of the liver cells by the
extract.
Bilirubin, a metabolic product of
hemoglobin, undergoes conjugation with
glucuronic acid in hepatocytes to increase
its water solubility. Determination of
serum bilirubin represents an index for
assessment of hepatic function, and any
abnormal increase in the levels of serum
bilirubin indicates hepatobiliary diseases
and severe disturbance of hepatocellular
function (Martin and Friedman, 1992).
Decreased serum bilirubin level following
extract
treatment
indicated
the
effectiveness of the extract in restoring
normal functional status of the liver.
Paracetamol-induced toxicity in rats
may have altered membrane structure and
function as well as lipids metabolism in
the liver as suggested by the increased
cholesterol levels of rats. Alteration of biomembrane lipid profile disturbs its fluidity,
permeability, activity of associated
enzymes and transport system (Cooper et
al., 1977) and this could affect lipid
transport in the liver. This effect was
reduced by the protective activity of the
stem extract which restored the level of
total cholesterol to near normal.
Antioxidant enzymes are involved in
scavenging superoxide anion to form
hydrogen peroxide, hence reducing the
toxic effect caused by these radicals. SOD
and CAT are important enzymes in the
enzymatic antioxidant defense system
(Curtis et al., 1972). Decreases in their
activities may result in a number of
deleterious effects. In this study, it was
observed that H. letestui stem extract
significantly (p<0.05) increased hepatic
SOD and CAT activities in paracetamolinduced liver damage in rats. This showed
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that H. letestui can reduce reactive free
radicals, thereby reducing oxidative
damage to the tissues besides improving
the activity of hepatic antioxidant
enzymes.
Glutathione (GSH) is one of the
tripeptide and non-enzymatic biological
antioxidants present in high quantities in
the liver. It helps to remove free radical
species such as hydrogen peroxide,
superoxide radicals, alkoxy radicals and
maintain membrane protein thiols, and
serves as a substrate for glutathione
peroxidase and glutathione transferase
(Prakash et al., 2001). Reduced level of
GSH is implicated in the enhancement of
lipid peroxidation in paracetamol-treated
rats. Pretreatment with H. Letestui stem
extract significantly increased the level of
GPx and GSH in a dose-dependent manner
portraying its ability to scavenge these free
radicals.
The vital function that blood cells
perform, together with the susceptibility of
this highly proliferative tissue to
intoxication by xenobiotics, makes the
hematopoietic system a unique target
organ (Dahlin et al., 1984). Certain drugs
including alkylating cytotoxic agents could
also affect blood formation rate and the
normal range of hematological parameters
(Adeneye et al., 2008). Treatment of rats
with paracetamol in this study, did not
significantly affect the haematological
parameters such as RBC, Hb, PCV, WBC
and neutrophils percentage, except for
reductions in the percentages of
lymphocytes, monocytes and eosinophils
of paracetamol-treated rats. Pretreatment
with H. letestui stem extract caused
significant (p<0.05 -0.001) increases
against reductions induced by paracetamol
but not in a dose-dependent fashion.
Histological findings corroborate that of
the biochemical results as the degree of
injury induced by paracetamol were
reduced significantly by pretreatment with
the stem extract.
The extract of the stem and fractions
have been reported to exhibit strong

cellular antioxidant activity in whole
blood, neutrophils (extracellular and
intracellular) and macrophages (Okokon et
al., 2013b) as well as in vitro antioxidant
activity against DPPH (Ita and Ngochinda,
2014). Okokon et al. (2013a) reported the
presence of α-terpineol, vanillin, 4-phenyl
isocoumarin, 3,4,5-trimethoxy phenol, 2coumaranone, and xanthones in the extract
of H. letestui stem. Also, GCMS analysis
of n-butanol fraction revealed the presence
of 4-phenylisocoumarin, hexadecanoic
acid, flavone, 2H-1-Benzopyran-2-one, 3phenyl, camphene, borneol, linanool
acetate, which are potential antioxidant
compounds.
Vanillin, a phenolic aldehyde has been
reported to possess antioxidant and free
radical scavenging ability (Kamat et al.,
2000;
Kumar
et
al.,
2002;
Lirdprapamongkol et al., 2009) which
could
possibly
account
for
the
hepatoprotective property of this plant.
The strong antioxidant activity of this
extract
explains
the
significant
hepatoprotective activity of the stem
extract. The activities of antioxidant
counteract the redox state precipitated
intracellularly
and
hence
ensure
hepatoprotection against paracetamolinduced liver injury. The antioxidant
activity of this extract may also explain the
mechanism of the hepatoprotective activity
of Homalium letestui. The findings of this
study corroborate the effect that was
reported for Homalium zeylanicum
(Shashank et al., 2011).
This study showed that Homalium
letestui possesses strong hepatoprotective
activity which is due to its antioxidant
activity precipitated by its chemical
constituents. This confirms the use of H.
letestui stem as an antidote in traditional
medicine.
Acknowledgement
The authors are grateful to Mr Adewale
Adebayo of Department of Anatomy,
University of Uyo, for his Technical
assistance.

AJP, Vol. 7, No. 1, Jan-Feb 2017

34

Hepatoprotective activity of Homalium letestui

Conflict of interest
There is no conflict of interest.

References
Adams RP. 2001. Identification of Essential
oils by Gas Chromatography Quadrupole
Mass Spectrometry. Allured Publishing
Corporation, Carol Stream, USA
Adeneye AA, Olagunju JA, Benebo AS, Elias
SO, Adisa AO, Idowu BO, Oyedeji MO,
Isioye EO, Braimoh OB, Oladejo OO,
Alana EO. 2008. Nephroprotective effects
of the aqueous root extract of Harungana
madagascariensis [L.] in acute and
repeated dose acetaminophen renal injured
rats. Int J Appl Res Nat Prod,1: 6–14.
Aldridge WN. 1981. Mechanism of toxicity:
New concepts are required in toxicology.
Trends in Pharmacol Sci 2: 228–231.
Amazu LU, Okokon JE, Nwidu LL. 2015.
Antiulcer activity of stem extract and
fractions of Homalium letestui. Int J
Pharmacog 2: 242-247.
Antia BS, Okokon JE, Nwidu LL. 2015.
Antidiarrhoeal activity of stem extract of
Homalium letestui. Int J Phytother 5: 8689.
Cooper RA, Durocher JR, Leslie MH. 1977.
Decreased fluidity of red cell membrane
lipids in a beta lipoproteinemia. J Clin
Investig 60: 115-121.
Dahlin D, Miwa G, Lee A. 1984. N-acetylpbenzoquinonamine: A cytochrome P450
dependent
oxidation
product
of
acetaminophen. Proc Natl Acad Sci. 81:
327 - 331.
Ellman GL. 1959. Tissue sulfhydryl groups.
Arch Biochem Biophys. 82, 70-77.
Gilani AH, Jabeen Q, Ghayur MN, Janbaz
KH, Akhtar MS. 2005. Studies on the
antihypertensive,
antispasmodic,
bronchodilator
and
hepatoprotective
activities of the Carum copticum seed
extract. J Ethnopharmacol 98: 127–135.
Halliwell B, Gutteridge JM.1984. Oxygen
toxicity, oxygen radicals, transition metals
and disease. Biochem J. 219: 1–14.
Hutchinson T, Daziel JM. 1963. Flora of West
Tropical Africa, Vol 2. Crown Agents for
overseas government. London.
Ita B, Ngochindo R. 2014. Fatty Acid
Composition,
antioxidant
and
antimicrobial activity of Homalium

letestui Stem. Austral J Basic Appl Sci. 8:
416-422.
Kamat, JP, Ghosh A, Devasagayam TP. 2000.
Vanillin as an antioxidant in rat liver
mitochondria: inhibition of protein
oxidation and lipid peroxidation induced
by photosensitization. Mol Cell Biochem.
209: 47 - 53.
Keay RWJ. 1989. Trees of Nigeria. A revised
version of Nigerian trees (Vol 1 and 2),
Keay RWJ, Onoche CFA, Stanfield DP
(eds). Clarendon Press: Oxford.
Kumar S, Priyadarsini K, Sainis K. 2002. Free
radical scavenging activity of vanillin and
o-vanillin
using
1,
1-diphenyl-2picrylhydrazyl (DPPH) radical. Redox
Rep. 7:35 - 40.
Lawrence RA, Burk RF 1976.Glutathione
peroxidase activity in selenium- deficient
rat liver. BiochemBiophys Res Commun.
71: 952-958.
Lin CC, Shieh DE, Yen MH. 1997.
Hepatoprotective effect of the fractions of
Ban-zhi-lian on experimental liver injuries
in rats. J Ethnopharmacol 56: 193–200.
Lirdprapamongkol
K,
Kramb
JP,
Suthiphongchai T, Surarit R, Srisomsap C,
Dannhardt G, Svasti J. 2009. Vanillin
suppresses metastatic potential of human
cancer cells through PI3K inhibition and
decreases angiogenesis in vivo. J Agr
Food Chem. 57: 3055 - 3063.
Manokaran S, Jaswanth A, Sengottuvelu S,
Nandhakumar
J,
Duraisamy
R,
Karthikeyan D, Mallegaswari R. 2008.
Hepatoprotective activity of Aerva lanata
Linn.against
paracetamol
induced
hepatotoxicity in rats. Res J Pharm
Technol 1: 398 – 400.
Marklund, S., Marklund, G. 1974.Involvement
of superoxide anion radical in the
autooxidation of pyrogallol and a
convenient
assay
for
superoxide
dismutase.Eur J Biochem. 47:469-474.
Martin P, Friedman LS. 1992. Assessment of
liver function and diagnostic studies. In:
Friedman LS, Keeffe EB. (Eds.), Hand
Book of Liver Disease. Churchill
Livingstone, Philadelphia, pp. 1–14.
Muriel, P., Garcipiana, T. 1992. Silymarin
protects against paracetamol-induced lipid
peroxidation and liver damage. J
ApplToxicol. 12: 439-442.
Nkosi CZ, Opoku AR, Terblanche SE. 2005.
Effect of pumpkin seed (Cucurbita pepo)

AJP, Vol. 7, No. 1, Jan-Feb 2017

35

Okokon et al.
protein isolate on the activity levels of
certain plasma enzymes in CCl4-induced
liver injury in low protein fed rats.
Phytother Res 19: 341–345.
Okokon
JE,
Davies
K.
2014.
Psychopharmacological
studies
of
Homalium letestui stem
extract. J
Pharmaceut Biol. 4: 158 – 164.
Okokon JE, Antia BS, Ita BN. 2007.
Antidiabetic effects of Homalium letestui
(Flacourtiaceae) in streptozotocin induced
diabetic rats. Res J Med Plants. 1: 134 138.
Okokon JE, Dar A, Choudhary MI. 2013b.
Cellular antioxidative, anticancer and
antileishmanial activities of Homalium
letestui.AviccenaJ Phytomed. 3: 35 - 44.
Okokon JE, Ita BN, Udokpoh AE. 2006.
Antimalarial activity of Homalium letestui.
Phytother Res. 20: 949 - 951.
Okokon JE, Okokon PJ, Dar A., Choudhary
MI. 2013a.
Antiinflammatory
and
analgesic activities of Homalium letestui.
Pharm Biol 51: 1459 – 1466.
Plaa GL, Hewitt WR. 1989. Detection and
evaluation of chemically induced liver
injury. In: Wallace Hayes, A. (Ed.),
Principles and Methods of Toxicology.
Raven Press, New York, pp. 399–628.
Prakash J, Gupta SK, Kochupillai V, Singh N,
Gupta
YK,
Joshi
S.
2001.
Chemopreventive activity of Withania
somnifera in experimentally induced
fibrosarcoma tumours in Swiss albino
mice. Phytother Res. 15: 240 - 244.
Reitman S, Frankel S. 1957. Determination of
Glutamate-Pyruvate transaminase (ALT)
and Aspartate Aminotransfrase (AST).J
ClinPathol.28: 56.
Setzer WN, Stokes SL, Penton AF, Takaku S,
Haber WA, Hansell E, Caffrey CR,
McKerrow JH. (2007). Cruzain Inhibitory
activity of leaf essential oils of
neotropicallauraceae and essential oil
components. Nat Prod Comm. 2: 1203–
1210.
Shashank T, EllandalaR,Yasmeen N, Sujatha
K, Vishal Reddy k. 2011. Evaluation of
hepatoprotective activity of stem bark of
Homalium zeylanicum in rats. Int J Pharm
Tech Res. 3 : 1630-1634.
Sinha AK. 1972. Colorimetric assay of
catalase. Analyt Biochem. 47: 389 - 94.
Streeter AJ, Dahlin DC, Nelson SD, Baillie
TA. 1984. The covalent binding of

acetaminophen to protein. Evidence for
cysteine residues as major sites of
arylation in vitro.Chem Biol Interact 48:
349-66.

AJP, Vol. 7, No. 1, Jan-Feb 2017

36

