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Current study was proposed to know the potency of Cardamom leaves as antidiabetic, weight
lost, and hypocholesterolemic on alloxan-induced Sprague-Dawley rats. The Cardamom leaves
were prepared as extract using ethanol and its termed as ethanolic cardamom leaves extract
(ECLE). Thirty of 45 rats were induced with alloxan at the dose of 120 mg/kg body weight,
intraperitoneal. Blood glucose level of the rats were measured after 7 days of alloxan induction
and forced to fast overnight. For this purpose, we split the rats into three different groups
consisted of 15 rats each. Group I; the diabetic rats were given fed added by the ECLE, Group
II; the diabetic rats were only given fed, and Group III; were non diabetic rats and given only
fed. Intervention was observed for 14 days, and blood sample were taken 3 times i.e.: 0, 7 and
14 days after being intervented. One mL blood was taken from eyes sub-orbital using hematocrit
capillary tube then transferred to eppendorf tube containing 10% EDTA. Samples were then
centrifuged at 3,000 rpm, for 10 minutes. Blood glucose and cholesterol level were quantified
after blood plasma was obtained. The rats body weight were measured simultaneously with that
of blood sampling. Data were then analyzed by analysis of variance, and followed by Duncan
test whenever there were a 5% significant different. Data showed that blood glucose level of
rats group I decreased from 201.7 to 102. 8 mg/dl (P = 0.017), cholesterol level from 77.6 to
56 mg/dl (P = 0.025), but not to the rats body weight which increased as also noted from the
non-diabetic rat (P = 0.92). ECLE is potential to be used as functional food component for
therapeutic of diabetic patient.

Keywords
Cardamom-leaves
Blood-glucose and
cholesterol-level
Body-weight
Diabetic-rats

© All Rights Reserved

Introduction
Diabetes mellitus is caused by metabolic
disorders. This diseases is characterized by
hyperglycemia due to insulin secretion disorders,
production or both (ADA, 2006). Diabetic is a
progressive disease and strongly related to more
complicated diseases. Moreover, diabetic has been
known as the main cause of death in either human or
animal (Avizeh et al., 2010). There was no modern
medicinal is safe to be used by patients, but, there are
more than 800 plants/herbs are containing antidiabetic
components (Alarcon-Aguilera et al., 1998). The
plant could be grouped as traditional antidiabetic
when it has potential to cause hypoglycemia. Several
medicines are chategorized capable to reduce
hyperglycemic toward the diabetic patients, however,
this group will cause side effects like diarrhoea lactic
acidosis, and body weight. This situation is therefore,
forcing us to search newer antidiabetic medicine or
component with minimum risks to diabetic patients.
Diabetic patients in most of the cases will
*Corresponding author.
Email: winarsi12@gmail.com

also facing problems of hyperlipidemic and
hypercholesterolemic. Alloxan-induced diabetic
rats showed high level of lipid leads to becomes
phospholipid and cholesterol. The high cholesterol
level, the high risk for atherosclerosis, therefore,
solving the problem of hypercholesterol of diabetic
rats becomes a prerequisite.
Induction of alloxan to the guinea pigs causes also
negatively to their weight due to their hyperglycemic
(Szkudelski, 2001) and defects the protein and lipid
tissues. The situation where body has a limit amount of
energy, these two important components are then used
by the body as energy sources, meanwhile the body
has lots of glucose in its blood tissues (Shirwaikar et
al., 2004). This condition will then cause reduction of
weight while it needs to be controlled.
The cardamom leaves are never being used by the
growers or farmers, however, Winarsi et al. (2012)
reported that the cardamom leaves contain 129.6±6.9
mg/g flavonoid and vitamin C 19.22±1.1 mg/g. It has
been reported that flavonoid has antioxidant (Coskun
et al., 2005), antidiabetic (Dewanjee et al., 2008),
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hypocholesterolemic characteristic (Fuhrman et al.,
2000), and capable to control body weight (Yuji et al.,
2006). Winarsi et al. (2012) were also noted that the
IC50 of cardamom leaves extract was smaller than that
of ascorbic acids. In the current times, however, there
is no available data showing the potential of ECLE
as antidiabetic, hypocholesterolemic and controlling
body weight in vivo. Currently, this study was done
to overcome the potential characteristic of ECLE on
reducing blood glucose and total cholesterol level,
and therefore, controlling body weight of alloxan
induced-diabetic rats.
Methods
Preparation of ECLE
Ethanol Cardamom Leaves Extract (ECLE) was
prepared as in Winarsi et al. (2013). Cardamom
leaves were cut into small pieces and grind to powder
(cardamom leaves powder, CLP). The CLP was then
immersed in ethanol 96% for several times until a
clear filtrate was obtained, then evaporated to let get
the extract.
Induction of alloxan to the rats
Fourty five males Rattus norvegicus L. strain
Sprague Dawley rats, age of 2-3 months old, 220250 gram weight, collection of the LPPT UGM
Yogyakarta. During the acclimatisation, these rats
were pellet fed of 10% from their body weight, the
amount of water is ad libitum. After being forced to
fast overnight, 30 of those 45 rats were induced with
monohydrate alloxan in physiological NaCl sterile at
the dose of 120 mg/kg body weight, intraperitoneal
(Kim et al., 2006; Winarsi et al., 2013). Blood glucose
level of the rats were measured with Glucotest meter
(Nesco) after 7 days of alloxan induction and forced
to fast overnight.
Grouping of treated rat and intervention
The diabetic rats were then grouped into 2
different groups consisting of 15 rats each. The rest
15 rats were grouped as control group. Total was
three groups. Group I was diabetic rat given for feed
plus ECLE, Group II was diabetic rat given for feed
only, and Group III was non-diabetic rat given for
feed only.
Intervention of ECLE to the diabetic rat
Intervention was done for a period of 14 days.
The ECLE was given to the treated rat at the dose of
100 mg/kg body weight, pellet feed, however, given
for only 10% of their body weight, and water at ad
libitum (Winarsi et al., 2013).

Preparation of blood samples
One ml of blood was taken from each rat for three
times, i.e.: at the baseline, 7, and 14 days after having
intervention. Blood was taken from eye sub orbital
using the hematocrite tube then transferred into
eppendorf tube containing of 10% EDTA. Part of the
blood was separated for measuring the glucose level,
while the rest was centrifuged to obtain the plasma
for cholesterol level determination.
Determination of blood glucose level
Blood glucose level of the treated rat was
determined using a Glucotest meter (Nesco). Before
being used, the Glucotest meter was calibrated
as written on the test-stripes code number. Every
measurement need a single strip-test. Standard liquid
for calibration is availbale in the kit. Strip-test was
placed on the Glucotest meter and a sign of blood
will appear on the screen to be ready for a further
use. Blood was placed on to the strip-test and left for
about 5 second until the screen shows the number of
glucose level which was noted in mg/dl.
Determination of total cholesterol level
Blood plasma was determined for its cholesterol
level using an end point method (Stanbio Cholesterol
Liquicolor procedure no 1010). For this purpose, one
ml reagent was added by one ml standard solution and
one ml blood plasma are placed into cuvette-I and used
as Blanko Reagent (BR). One ml of this reagent was
then added by 0.01 ml standard solution and placed
into the cuvette-II, this is called as standard solution
(S). Another one ml of reagent was added by 0.01 ml
blood plasma and placed in the cuvette-III and used as
sample solution (U). All cuvettes containing different
material were then incubated for 5 minutes at 37oC
or alternativelly incubation time of 10 minutes at the
room temperature. Each sample was then read for
the absorbance using spectrophotometer at 500 nm.
The total cholesterol level can be calculated with the
following equation:
Total cholesterol (mg/dl) = Au x 200
As

Notes:
Au = the absorbance value of the plasma
As = the absorbance value of the standarad solution
200 = standard for total cholesterol (mg/dl)
Determination of the treated rat body weight
The treated rat body weight was determined in
the different times namely: baseline, 7, and 14 days
after intervention using a weigh scale of Cook Master
Kitchen Scale Model CMK6602, ISO 9001: 2008
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Certified by SGS.
Statistical analysis
Data obtained were then analyzed by Analysis of
Variance (Anova), and followed by Duncan test when
there is significant different at the level of 5%.
Results
Rats which were induced by alloxan showed
hyperglycemic, characterized by high level of glucose
level in their blood 351.5 mg/dl and so called as
diabetic rat, this number was higher than that of non
induced rat which was only 110.3 mg/dl (P = 6.18E08). With total cholesterol of 75.5 mg/dl, which was
higher than the non diabetic ones 45.5 mg/dl. On the
contrary, body weight of the diabetic rat were only
220.8±23 g, a slightly lower than that of non-diabetic
rat 247.6±28 g (P < 0.0005) (Winarsi et al., 2012).
Discussion
Blood glucose level of the diabetic rats
High blood glucose level in the treated rats were
related with the induction of alloxan which is known
as diabetogenic compound and toxic, selective to
beta-pancreatic cells, leads to insulin defficiency.
Pari et al. (2002) stated alloxan could decrease
insulin secretion by beta-pancreatic cells and
therefore, causing hyperglycemic. This situation will
cause glucose can not be inserted in the metabolisms
process but stucking in the blood.
Through a redox reaction, the high level of
blood glucose will increase the formation of reactive
oxygen species (ROS), leads to more NADH and
FADH2 enter to electron transport chain (Suarsana et
al., 2011). Increase of electron transport rate leads to
the contribution of free radicals formation and cause
a more severe diabetic.
Alloxan has an analog glucose character and
therefore, this compound is known by the GLUT2,
then entered to bilayer membrane of lipid plasma
where beta-pancreatic cells are accumulated, and
cause damage in granules those produce insulin
(Lenzen, 2007). The cytotoxic activity of alloxan is
mediated by free radicals formed during the redox
reaction. Alloxan and its reduction product (dialuric
acid) through redox cycles will form superoxide
radicals and cause dismutation to become hydrogen
peroxide. The more free radicals in the blood, the
higher concentration of cytosol calcium leads to the
faster damage of beta-pancreatic cells.
The beta-pancreatic cells are the glucose
censorship, work to reduce blood glucose level by

Figure 1. Blood glucose level of diabetic rats during
intervention. K, diabetic rats were given pellet + ECLE; P,
diabetic rats were given pellet; N, non diabetic rats were
given pellet.

Figure 2. Body weight of diabetic rats during intervention.
K, diabetic rats were given pellet + ECLE; P, diabetic rats
were given pellet; N, non diabetic rats were given pellet.

Figure 3. Cholesterol level of diabetic rats during
intervention. K, diabetic rats were given pellet + ECLE; P,
diabetic rats were given pellet; N, non diabetic rats were
given pellet.

releasing insulin. When glucose passed the membrane
plasma, it will be fosforilated by glucosidase and start
to glycolysis activity. The ATP which was formed
during the metabolism in the mitochondrion will force
to close channel of KATP, leads to depolarization of
plasma membrane. This situation will cause Ca2+
enter the blood through gradient concentration, and
increase the Ca2+ concentration in the cytosol, leads
to the exocytosis of insulin. The high concentration of
Ca2+ in the cytosol, the high level of insulin secreted,
and will damage beta-pancreatic cells (Maechler et al.,
2006). The chronic condition of hyperglycemic due
to oxidative stress may cause damage, disfunction,
and failure of several organs (Likidlilid et al., 2007),
therefore, decreasing or minimalizing blood glucose
level of diabetic patients becomes a prerequisite.
Current study showed that the diabetic rats given
the ECLE for 7 consecutive days, decreased in their
blood glucose level from 221.6 to 122.2 mg/dl (P =
0,019). The blood glucose level of this treated rats
were continuously decrease when the ECLE was
given to a longer time (14 days) of 201.7 to 102. 8
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mg/dl (P = 0,017) in compare to those of diabetic
group rat given feed only (Figure 1).
The ECLE contains flavonoid of 129.6±6.9 mg/g
(Winarsi et al., 2012). Flavonoids are group of plant
phenolic secondary metabolite which are abundantly
present in nature. Eventhough, in their research did
not define the type of flavonoids in the ECLE, but
it is clear that this phenolic compound has similar
structure to flavone, flavanone, flavonol, flavanonol,
cetechin, anthocyanidin, and isoflavone. Several
researchers stated that function of the flavonoid
as antidiabetic (Brahmachari, 2008; Brahmachari,
2009). This compound reduced blood glucose level
of diabetic rats. Using several kind of guinea pigs,
they showed the positive hypoglycemic affect of
flavonoid, and therefore, it can be used to reduce
absorption of glucose or to increase glucose tolerance.
A similar results have been reported by Bhathena and
Velásquez (2002) who explore the use of isoflavone
extract in vitro, they found this compound could
stop glucose absorption on brush border colon of
rabbit vesicula membrane. Naringenin was also
reported to reduce uptake the rate of glucose within
the vesicle membrane brush border of diabetic rat, to
the same amount of non-diabetic rat (Li et al., 2006).
Several types of flavonoids like epicatechin gallate,
myricetin, quercetin, apigenin, epigallocatechin
gallate, and epigallocatechin were also can be used
as competitive inhibitor on the glucose absorption
against the sodium dependent glucose transporter-1.
Further study by Johnston et al. (2005) and Zhao et
al. (2004) noted that non-glycosylase of flavonoid
clarify reduction of absorption activity of sodiumdependent glucose both in vitro or in vivo.
Besides reducing absorption of glucose, in order
to control blood glucose level, flavonoid might also
take another route by slowering down glucosidasealpha activity in the colons. Effect on slowering down
activity of the enzyme could be seen when luteolin,
kaempferol, chrysin or galangin is taking place in the
absorption and metabolism of carbohydrate (Matsui
et al., 2002). Kim et al. (2000) also proofed if activity
of glucosidase-alpha was inhibited by flavonoid
luteolin, amentoflavone, luteolin 7-o-glucoside and
daidzein which runs as glycation inhibitors. Another
possibility is by stimulating glucose absorption in
the peripheral tissues and regulating enzymes of
carbohydrate metabolism.
Hypoglycemic effects of flavonoid was also
showed by pruning (naringenin 7-O-β-D-glucoside)
which deliberately given intraperitoneally to diabetic
rat. Moreover, it was also stated that flavonoid could
not only to cause hypoglycemic but also potential to
be used as anti-hyperglycemic especially of those

chrysin and its derivates, like silymarin, isoquercetin,
and rutin (Hnatyszyn et al., 2002). In a long period
of intervention of this ECLE containing flavonoid,
given to the diabetic rats per oral, showed a decrease
of glucose in the blood plasma up to 70.7%, but in the
diabetic rats were not given the compound reduced
to 47%. Similar with this research that other types
of flavonoids, hesperidin and naringin were also can
reduce blood glucose level of the diabetic rats (Jung
et al., 2004). Those of flavonoid might take either
cellular or molecular mechanism.
Flavonoids could also take a role in the secretion
of insulin due to their insulin mimetic characteristic
which might be related with pleitropic mechanism
(Winarsi and Purwanto, 2010). This action could
help to suppress complication due to diabetic. This
phenomenon showed that flavonoid is potential to
be used as drugs to stimulate glucose absorption on
peripheral tissues, and control enzymes activities
within the carbohydrate metabolism pathway. In
their study found that genistein was activated betapancreatic cells directly (Liu et al., 2006), and cause
the activation of cAMP/PKA signaling route leads to
the insulinotropic effects. It might be concluded that
flavonoid is a natural compound fit to be used as an
alternative medicines in diabetic therapy.
Another study noted that flavonoid given routinely
per oral to the diabetic rat caused reduction of
glucose level in the blood plasma, increasing insulin,
glycogen content, and activity of hexokinase enzyme.
Prince and Kamalakkannan (2006) supported the
previous study by saying that flavonoid which was
given routinely reduced glucose 6-phosphatase and
fructose 1,6-bisphosphatase significantly in the liver
and tissues of diabetic rat.
The mechanism of antidiabetic effect of
apigenin-6-C-β-fucopyranoside and L-apigenin-6C-(2-O’’-α-L-rhamnopyranosyl)-β-l-fucopyranoside
by stimulating or inducing secretion of insulin in the
hyperglycemic rat (Cazarolli et al., 2009a; 2009b).
Flavonoid was also reported that capable to stimulate
synthesis of glycogen in the rat tissues through
mechanism of transduction of insulin signals, then
showed a double effect as anti-hyperglycemic or
insulin secretion, and insulin mimetics or glycogen
synthesis. Flavonoid is an antioxidant compound
which can reduce cell damage due to diabetic.
Quercetin, a strong type of flavonoid, was able to
reduce blood glucose level normalize antioxidant
level, superoxide dismutase, vitamin C, and vitamin
E. The quercetin was reported to be more effective to
control diabetic which induced by oxidative stress in
a low dose (Mahesh and Menon, 2004).
The
potential of alloxan, a diabetogenic
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compound, will reduce in the present of glutathione,
especially when alloxan radicals are changed into
dialuric acid. The oxidative radical compound formed
can destroy beta-pancreatic cells in the langerhans.
Quercetin is potential to minimize the damage of
beta-pancreatic cells either as cells scavengers or
taking role as chelating agent (Mira et al., 2002;
Anjaneyulu and Chopra 2004).
Intervention of ECLE orally showed a reduction
in blood glucose level of the diabetic rat. Clinical
study by Knekt et al. (2002) showed that improving
condition on the diabetic rat might help to reduce
risks of diabetic complications as retinopathy,
nephropathy, neuropathy and foot diabetic, and also
inhibit the possibility of atherosclerosis especially
that of related with myocard infark and stroke.
Several research reports also noted the significant role
of flavonoid in reducing hyperglycemic (Anjaneyulu
and Chopra, 2004; Dene et al., 2005) and glycation
of non-enzymatic protein on the guinea pigs.
Flavonoid is proven to be able to stimulate
immune system. This statement was due to
antioxidant character of flavonoid which was able
to recover the beta-pancreatic cells damage caused
by alloxan. The flavonoid glycosidic component
takes place as suppressor of the hydroxyl radicals,
and therefore, capable to block development of
diabetic. It was also reported that flavonoid could
interact with several protein transporter then it will
inactivate some enzymes and causing concentration
of hormones in the tissues. Quercetin capable to
block the formation of free radicals and therefore,
can be used as antidiabetic. Using ethanolic extract
of ginger (Zingiber officinale) Elshater et al. (2009)
reported this extract was able to reduce blood glucose
level of diabetic rat. This extract was explored to
contain phenolic compounds like gingerol, shogaol,
zingerone, and paradol, which are capable to repair
insulin secretion by beta-pancreatic cells. Raj et
al. (2011) supported that ethanolic extraction of
other rhizome (Alpinia calcarata) which contains
flavonoid, alcaloid, and coumarin was capable
to reduce blood glucose level through increasing
secretion of insulin after repairing the beta-pancreatic
cells, glycogenolysis and gluconeogenesis.
Hyperglycemic of the diabetic patient will reduce
the system of antioxidant defence. Previous reports
noted that this condition will be followed by low
level of enzymatic antioxidants like glutathione
peroxidase, superoxide dismutase, glutathione
reductase, and vitamin C in both blood plasma and
tissues (Kalaivani et al., 2008; Middha et al., 2011).
Defficiency of vitamin C in blood plasma of diabetic
patients might cause severe damage of the tissues due
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to the presence of ROS. As a potential antioxidant,
vitamin C is known capable to suppress the ROS.
Dakhale et al. (2011) showed the combination of
vitamin C and metformin could control blood glucose
level of the diabetic patients. In this case, metformin
repairs transport of glucose into the muscle cells,
while vitamin C reduce the ROS.
Vitamin C (ascorbic acids) helps body to produce
collagen and basic component for connective tissues.
Collagen is an important element of blood vessels
membrane, gum, and bone; and this material is
strongly important to those who are in a recovery
phase after having surgery. Though it mechanisms is
not clear, but vitamin C is functioned as antioxidant
by removing free radicals, improving immune system,
protection of cancer, cataract, and slowering down
degenerative diseases due to aging, macula retina,
and other chronic diseases. Vitamin C is an important
antioxidant in human and suppress the formation of
oxygen radicals (McRae, 2007). Due to its similar
structure to glucose, vitamin C could also take over
the position of glucose in some reactions. Knekt et
al. (2004) stated vitamin C was effective in blocking
non enzymatic proteins. Besides that, in the guinea
pigs, vitamin C is capable to regulate catabolism of
cholesterol becomes acids, and even proofed to play
significant role in lipid regulation. Several studies
done previously, showed reduction of vitamin C level
in the diabetic patients will increase oxidative stress
(Després et al., 2000; Franceschini, 2001).
Body weight of diabetic rats
The present of alloxan in the blood, was still
debatable to be the main cause of losing weight of the
treated rat. Though Diniz et al. (2008) reported the
present of alloxan was not affecting the rat weight,
but several reports stated differently. Iranloye et al.
(2011) and Raj et al. (2011) noted alloxan which is
potential diabetogenic compound could change the
non-diabetic rat to become diabetic ones as showed
by their blood glucose level of 351.5 mg/dl, and
therefore, called hyperglycemic.
The diabetic rat will show a symptom of consume
more feed than non-diabetic rat, but they showed a
reduction in body weight. This might be because of
insulin deficiency and glucose is not able to enter the
cells, leads to the use of lipid and protein as energy
sources instead of glucose itself. Losing of body
weight, is due to severe damages in protein of the
tissues. Kamalakkannan and Prince (2006) supported
in previous reports by saying dehydration process is
related with situations of polydipsia and polyuria,
which promoted by high level of lipid and protein
catabolism. Weight loss in the diabetic is similar to
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gluconeogenesis, where in this pathway, the muscle
size will be smaller than normal and therefore, lose
of protein in the tissues. Gradual losing of body
weight to the diabetic patients which related with
chronic hyperglycemia is also severe to infection,
maintaining body weight is therefore, very important
to the diabetic.
Current study was capable to control weight loss
of the treated rat, where 7 days after intervention of
ECLE, their body weight was increase as in the nondiabetic rat (P = 0.22). Figure 2 showed the body
weight of treated rat of the diabetic and non-diabetic
ones was similar after 14 days of intervention with
ECLE (P = 0.92). The increase of body weight did
not automatically means as obesity or overweight,
and therefore, it might be conclude that the ECLE
might be used to control body weight of the diabetic
rat due to alloxan induction.
Winarsi et al. (2012) noted ECLE contains 129
mg/g flavonoid, capable to control body weight.
Flavonoid which is also contained in the green tea
was reported to have biological function; consuming
this compound in high dose will therefore control
body weight, adipose tissues, and regulate of lipid
metabolism (Ashida et al., 2004). Lee et al. (2011)
supported this statement by saying several natural
compounds like catechins, capsaicin, conjugated
linoleic acids, fucoxanthin, isoflavone of soy bean,
glabridin, astaxanthin, and cyanidin-3-glucoside was
effective to maintain body weight through varies
mechanism.
Glabridin, the main flavonoid content of licorice
(Glycyrrhiza glabra), was known capable to
maintain body weight of both treated animals and
human by spinning up differentiation of adipose
tissues. This type of flavonoid was effective in
reducing intra-abdominal fat through activation
of peroxisome proliferator-activated receptor-γ
(PPAR-γ) (Nakagawa et al., 2004). Astaxanthin, a
natural carotenoid showed pharmacological effects
like: anti-tumor, anti-cancer, anti-diabetes, and antiinflammation. Astaxanthin was also noted to reduce
the weight of liver, triacylglycerol levels in liver and
plasma, and total cholesterol (Ikeuchi et al., 2007).
Astaxanthin could stimulate the use of fatty acid of
the treated rat, though its function in reducing body
weight is still not clear yet.
The ECLE was not containing only flavonoid
but also vitamin C (Winarsi et al., 2012), which was
reported to affect lipid oxidation. Blaak and Saris
(2002) reported oxidized lipids takes a role in obesity
and failure in weight loss. Defficiency of vitamin
C, therefore, could cause metabolic disorders and
potential to affect body weight. There was a significant

paradox effects between the presence of vitamin
C and gaining body weight. Means the sufficient
amount of vitamin C in the blood plasma will reduce
the obesity level. Vitamin C is a cofactor in carnitine
biosynthesis, a molecule to cause oxidation of fatty
acid. The higher consumption of vitamin C the more
fatty acids will be oxidized, leads the contribution of
reduction of adipose cells and therefore, losing body
weight. The current study, might then conclude that
the ECLE could repair body weight of the treated
rat through its contents which were flavonoids and
vitamin C.
Cholesterol level of diabetic rats
The high level of lipid in the serum of diabetic
patient is mainly due to blockade in sensitivity of lipase
by insulin and leads to mobilization of fatty acid from
lipid stock in the peripheral. Hyperlipidemic, which
is also known to be one among the characteristics of
diabetic, as a consequence of non blocking activity
of lipolytic enzymes in the peripheral lipid. Over
content of fatty acids in the alloxan-induced treated
rats, promoted the conversion of lipid compound in
the liver to become phospholipid and cholesterol.
However, these two compounds, together with high
level of triglycerides could be thrown as lipoprotein
in the blood, to cause readable total cholesterol is
low.
After 7 days of observation, total cholesterol levels
of diabetic rats treated ECLE were not significantly
different from diabetic rat group which was given
feed only (P = 0.74), but higher than that of nondiabetic rat group (P = 1.61E-05). Observation done
in 7 days following to the first obervation, noted a
reduce in total cholesterol from 77.6 to 56 mg/dl (P =
0.025) of the diabetic rat group with ECLE treatment,
this level was still higher than that of non-diabetic rat
group (P = 0.009) (Figure 3).
Decreasing of total cholesterol level in the
alloxan-induced treated rat was due to the high
level of flavonoid contained in the ECLE. Several
studies showed that the use of flavonoids reduce
risk of cardiovascular disease (Graf et al., 2005;
Scalbert et al., 2005) and atherosclerosis (Aviram
and Fuhrman, 1998). Mechanism flavonoids inhibit
lipid lesion development by reducing the formation
of oxidized LDL. Fuhrman et al. (2000) also reported
that polifenol of flavonoid, both in vitro and in vivo,
can reduce the number of macrophages and oxidized
LDL. The role of flavonoids in vitro in oxidized
LDL modification proves that high levels of known
compounds in the ECLE can prolong the lag time of
LDL oxidation.
Apart from, blocking the production of oxidized
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LDL, flavonoid is capable suppress proliferation
of plain muscle cells which normally take part
in atherosclerosis, and reduce total cholesterol.
Flavonoid that comes from a natural compounds,
has also antioxidant characteristic and it function as
scavenger of free radicals, along the redox reaction it
is also donating hydrogen atom to the free radicals. It
might be concluded that flavonoid has more potential
than tocopherol.
The current study, however, has not identified
the particular flavonoid or types of it that effective
in reducing blood glucose level, reducing total
cholesterol, and repairing body weight. This might
be because of all components which include in the
ECLE which were not soludified in water. Nakagawa
et al. (2004) reported that hydrophobic flavonoids
could reduce total amount of abdominal fat and
causing hypoglycemic through activation of PPAR-γ.
And therefore, that flavonoid is not only potential to
be used as antioxidant but also to activate PPAR-γ,
leads to anti-atherosclerotic, because the PPAR-γ
also taking place in reducing cholesterol level of the
macrophage of spone cells.
In a general situation, the diabetic has a disorders
in lipid metabolism charaterized with a low level of
HDL-cholesterol but high level of triglycerides. It has
already reported that vitamin C can protect the HDLcholesterol from oxidation process and therefore,
might include in the process of reverse transport
(Hillstrom et al., 2003). A reverse transport process
of cholesterol includes in excluding cholesterol
before esterification in the membrane of extrahepatic
cells, and takes the cholesterol to the esterification of
lecithin to become acyltransferase. Ester cholesterol
in lipoprotein would then retransferred into liver
to be processed further and excreted through bile.
The oxidized HDL might also modify structure of
apolipoprotein AI. The potential of HDL lipoprotein
in activating lecithin as acyltransferase cholesterol
will cause blocking in esterification and excluding
the extrahepatic cholesterol.
Conclusion, ethanolic cardamom leaves extract
was capable to reduce blood glucose level as well
as total cholesterol, and also repair body weight
of alloxan-induced diabetic rats. In the future, the
cardamom leaves could be used as functional foods/
drinks compound for diabetic patients.
Acknowledgement
We would like to thank you the Directorate
General for Higher Education, Ministry of National
Education of the Republic of Indonesia for funding
the MP3EI Research in year 2013.

2259

References
Alarcon-Aguilera, F. J., Roman-Ramos, R., PerezGutierrez, S., Aguilar-Contreras, A., Contreras-Weber,
C. C. and Flores-Saenz, J. L. 1998. Study of the
antihyperglycemic effect of plants used as antidiabetes.
Journal of Intercultural Ethnopharmacology 61(2):
101-110.
American Diabetes Association (ADA). 2006. Diagnosis
and classification of diabetes mellitus. Diabetes Care
29: 43-48.
Anjaneyulu, M. and Chopra, K. 2004. Quercetin, an antioxidant bioflavonoid, attenuates diabetic nephropathy
in rats. Clinical and Experimental Pharmacology and
Physiology 31(4): 244-248.
Ashida, H., Furuyashiki, T., Nagayasu, H., Bessho, H.,
Sakakibara, H., Hashimoto, T. and Kanazawa, K.
2004. Anti-obesity actions of green tea: Possible
involvements in modulation of the glucose uptake
system and suppression of the adipogenesis-related
transcription factors. Biofactors 22: 135-140.
Aviram, M. and Fuhrman, B. 1998. Polyphenolic
flavonoids inhibit macrophage-mediated oxidation of
LDL and attenuate atherogenesis. Atherosclerosis 137
(supplement): S45-S50.
Avizeh, R., Najafzadeh, H., Pourmahdi, M. and Mirzaee,
M. 2010. Effect of glibenclamide and fruit extract of
zizyphus spina-christi on alloxan-induced diabetic
dogs. The International Journal of Applied Research
in Veterinary Medicine 8(2): 109-113.
Bhathena, S.J. and Velasquez, M.T. 2002. Beneficial role
of dietary phytoestrogens in obesity and diabetes.
American Journal Clinical Nutrition. 76(6): 1191201.
Blaak, E. E. and Saris, W. H. M. 2002. Substrate oxidation,
obesity and exercise training. Best Practice and
Research Clinical Endocrinology & Metabolism 6(4):
667-678.
Brahmachari, G. 2008. Anti-diabetic agents of natural
origin: a retrospective account of some promising
chemotypes. Natural Product Communications 3(8):
1337-1354.
Brahmachari, G. 2009. In: Natural Products: Chemistry,
Biochemistry and Pharmacology, Brahmachari, G.
(Eds). Narosa Publishing House Pvt. New Delhi.
Cazarolli, L. H., Folador, P., Moresco, H. H., Brighente,
I. M. C., Pizzolatti, M. G. and Silva, F. R. M. B.
2009a. Stimulatory effect of apigenin-6-C-β-Lfucopyranoside on insulin secretion and glycogen
synthesis. European Journal of Medicinal Chemistry
44(11): 4668-4673.
Cazarolli, L. H., Folador, P., Moresco, H. H., Brighente,
I. M. C., Pizzolatti, M. G. and Silva, F. R. M. B.
2009b. Mechanism of action of the stimulatory effect
of
apigenin-6-C-(2’’-O-α-L-rhamnopyranosyl)-βfucopyranoside on 14C-glucose uptake. Chemicobiological interactions 179(2-3): 407-412.
Coskun, O., Kanter, M., Korkmaz, A. and Oter, S. 2005.
Quercetin, a flavonoid antioxidant, prevents and

2260

Winarsi et al./IFRJ 21(6): 2253-2261

protects streptozotocin-induced oxidative stress
and β-cell damage in rat pancreas. Pharmacological
Research 51(2): 117-123.
Dakhale, G.N., Chaudhari, H.V. and Shrivastava, M. 2011.
Supplementation of vitamin C reduces blood glucose
and improves glycosylated hemoglobin in type 2
diabetes mellitus: a randomized, double-blind study.
Advances in Pharmacological Sciences. ID 195271:
1-5. http://dx.doi.org/10.1155/2011/195271
Dene, B. A., Maritim, A. C., Sanders, R. A. and Watkins,
J. B. 2005. Effects of antioxidant treatment on normal
and diabetic rat retinal enzyme activities. Journal of
Ocular Pharmacology and Therapeutics 21(1): 28-35.
Després, J. P., Lemieux, I., Dagenais, G. R., Cantin, B. and
Lamarche, B. 2000. HDL-cholesterol as a marker of
coronary heart disease risk: the Québec cardiovascular
study. Atherosclerosis 153(2): 263-272.
Dewanjee, S., Bose, S. K., Sahu, R. and Mandal, S.
C. 2008. Anti-diabetic effect of matured fruits of
Dispyros peregrina in alloxan-induced diabetic rats.
International Journal of Green Pharmacy 2: 95-99.
Diniz, S. F., Amorim, F. P. L. G., Cavalcante-Neto, F. F.,
Bocca, A. L., Batista, A. C., Simm, G. E. P. M. and
Silva, T. A. 2008. Alloxan-induced diabetes delays
repair in a rat model of closed tibial fracture. Brazilian
Journal of Medical and Biological Research 41(5):
373-379.
Elshater, A. A., Muhammad, M. A. S. and Mahrous, M.
A. M. 2009. Effect of ginger extract consumption
on levels of blood glucose, lipid profile and kidney
functions in Alloxan induced-diabetic rats. Egyptian
Academic Journal Biology Science 2 (1): 153-162.
Franceschini, G. 2001. Epidemiologic evidence for highdensity lipoprotein cholesterol as a risk factor for
coronary artery disease. The American Journal of
Cardiology 88(12A): 9N-13N.
Fuhrman, B., Rosenblat, M., Hayek, T., Coleman, R.
and Aviram, M. 2000. Ginger extract consumption
reduces plasma cholesterol, inhibits LDL oxidation
and attenuates development of atherosclerosis in
atherosclerotic, apolipoprotein E-deficient mice.
Journal of Nutrition 130(5): 1124-1131.
Graf, B. A., Milbury, P. E. and Blumberg, J. B. 2005.
Flavonols, flavones, flavanones, and human health:
epidemiological evidence. Journal of Medicinal Food
8(3): 281-290.
Hillstrom, R. J., Yacapin-Ammons, A. K. and Lynch, S.
M. 2003. Vitamin C inhibits lipid oxidation in human
HDL. Journal of Nutrition 133(10): 3047–3051.
Hnatyszyn, O., Miño, J., Ferraro, G. and Acevedo, C. 2002.
The hypoglycemic effect of Phyllanthus sellowianus
fractions in streptozotocin-induced diabetic mice.
Phytomedicine 9(6): 556-559.
Ikeuchi, M., Koyama, T., Takahashi, J. and Yazawa, K.
2007. Effects of astaxanthin in obese mice fed a highfat diet. Bioscience, Biotechnology, and Biochemistry
71(4): 893-899.
Iranloye, B. O., Arikawe, A. P., Rotimi, G. and Sogbade,
A. O. 2011. Anti-diabetic and anti-oxidant effects of
Zingiber officinale on alloxan-induced and insulin-

resistant diabetic male rats. Nigerian Journal of
Physiological Sciences 26(1): 89-96.
Johnston, K., Sharp, P., Clifford, M. and Morgan, L. 2005.
Dietary polyphenols decrease glucose uptake by
human intestinal Caco-2 cells. Febs Letters 579(7):
1653-1657.
Jung, U. J., Lee, M. K., Jeong, K. S. and Chol, M. S. 2004.
The hypoglycemic effects of hesperidin and naringin
are partly mediated by hepatic glucose regulating
enzymes in C57 BL/KsJ-db/db Mice. Journal of
Nutrition 134(10): 2499-2503.
Kalaivani, A., Umamaheswari, A.,Vinayagam, A.
and Kalaivani, K. 2008. Anti-hyperglycemic and
antioxidant properties of Cassia auriculata leaves
and flowers on Alloxan induced diabetic rats.
Pharmacology online 1: 204-217.
Kamalakkannan, N. and Prince, P. S. M. 2006.
Antihyperglycaemic and antioxidant effect of rutin,
a polyphenolic flavonoid, in streptozotocin induced
diabetic Wistar rats. Basic and Clinical Pharmacology
and Toxicology 98(1): 97-103.
Kim, S. J., Ju, B. J., Choi, W.C. and Kin, C. S. 2006.
Hypoglemic and antihyperlipidemic effect of four
Korean medical plants in Alloxan induce diabetic rats.
American Journal Biochemistry Biotechnology 2(4):
154-160.
Kim, J. S., Kwon, C. S. and Son, K. H. 2000. Inhibition of
alpha-glucosidase and amylase by luteolin, a flavonoid.
Bioscience, Biotechnology, and Biochemistry 64(11):
2458-2461.
Knekt, P., Kumpulainen, J., Järvinen, R., Rissanen, H.,
Heliövaara, M., Reunanen, A., Hakulinen, T. and
Aromaa, A. 2002. Flavonoid intake and risk of chronic
diseases. American Journal of Clinical Nutrition 76(3):
560-568.
Knekt, P., Ritz, J., Pereira, M. A., O’Reilly, E. J.,
Augustsson, K. and Fraser, G. E. 2004. Antioxidant
vitamins and coronary heart disease risk: a pooled
analysis of 9 cohorts. American Journal of Clinical
Nutrition 80(6): 1508-1520.
Lee, J., Li, Y., Li, C. and Li, D. 2011. Natural products and
body weight control. American Journal of the Medical
Sciences 3(1): 13-19.
Lenzen, S. 2007. Alloxan and Streptozotocin Diabetes.
Download from http://www.saw-lepzig.de/forschung/
p ro j e k t e / z e i t s t r u k t u re n - e n d o k r i n e r s y s t e m e /
endokrinologie iii/endo_07-lenzen.pdf. on 24/1/2013.
Li, J. M., Che, C. T., Lau, C. B., Leung, P. S. and Cheng
C. H. K. 2006. Inhibition of intestinal and renal Na+glucose cotransporter by naringenin. International
Journal of Biochemistry and Cell Biology 38(5-6):
985-995.
Likidlilid, A., Natchai, P., Saiphon, P. and Thavatchai,
P. 2007. Glutathione and glutathione peroxidase in
type 1 diabetic patients. Journal Medical Association
Thailand 90(9): 1759-1767.
Liu, D., Zhen, W., Yang, Z., Carter, J. D., Si, H. and
Reynolds, K. A. 2006. Genistein acutely stimulates
insulin secretion in pancreatic β-cells through a
cAMP-dependent protein kinase pathway. Diabetes

Winarsi et al./IFRJ 21(6): 2253-2261

55(4): 1043-1050.
Maechler P., Carobbio, S. and Rubi, B. 2006. In beta-cells,
mitochondria integrate and generate metabolic signals
controlling insulin secretion. The International Journal
of Biochemistry and Cell Biology 38(5-6): 696-709.
Mahesh, T. and Menon, V. P. 2004. Quercetin alleviates
oxidative stress in streptozotocin-induced diabetic
rats. Phytotherapy Research 18(2): 123-127.
Matsui, T., Kobayashi, M.,
Hayashida, S. and
Matsumoto, K. 2002. Luteolin, a flavone, does not
suppress postprandial glucose absorption through an
inhibition of alpha-glucosidase action. Bioscience,
Biotechnology, and Biochemistry 66(3): 689-692.
McRae, M. P. 2007. Vitamin C supplementation for
treating hypercholesterolemia: a meta-analysis of
16 randomized controlled trials. The journal of the
American Nutraceutical Association 10(2): 21-28.
Middha, S. K., Bhattacharjee, B., Saini, D., Baliga, M. S.,
Nagaveni, M. B. and Usha, T. 2011. Protective role of
Trigonella foenum graceum extract against oxidative
stress in hyperglycemic rats. European Review for
Medical and Pharmacological Sciences 15: 427-335.
Mira, L., Fernandez, M. T., Santos, M., Rocha, R.,
Florencio, M. H. and Jennings, K. R. 2002. Interactions
of flavonoids with iron and copper ions: a mechanism
for their antioxidant activity. Free Radical Research
36(11): 1199-1208.
Nakagawa, K., Kishida, H., Arai, N., Nishiyama, T. and
Mae, T. 2004. Licorice flavonoids suppress abdominal
fat accumulation and increase in blood glucose
level in obese diabetic KK-Ay mice. Biological and
Pharmaceutical Bulletin 27(11): 1775-1778.
Pari, L. and Venkateswaran, S. 2002. Hypoglycaemic
activity of Scoparia dulcis L. extract in alloxan
induced hyperglycaemic rats. Phytotherapy Research
16(7): 662-664.
Prince, P. S. M. and Kamalakkannan, N. 2006. Rutin
improves glucose homeostasis in streptozotocin
diabetic tissues by altering glycolytic and
gluconeogenic enzymes. The Journal of Biochemical
and Molecular Toxicology 20(2): 96-102.
Raj, N., Nadeem, S., Jain, S., Raj, C. and Nandi, K. C.
P. 2011. Ameliorative effects of Alpinia calcarata
in alloxan-induced diabetic rats. Digest Journal of
Nanomaterials and Biostructures 6 (3): 991-997.
Scalbert, A., Manach, C., Morand, C., Rémésy, C. and
Jiménez, L. 2005. Dietary polyphenols and the
prevention of diseases. Critical Reviews in Food
Science and Nutrition 45(4): 287-306.
Shirwaikar, A., Rajendran, K., Kumar, C. D. and Bodla,
R. 2004. Antidiabetic activity of aqueous leaf extract
of Annona squamosa in streptozotocin-nicotinamide
type 2 diabetic rats. Journal of Ethnopharmacology
91(1): 171-175.
Suarsana, I. N., Utama, I. H., Agung, I. G. and Suartini,
A. 2011. Effect of hyperglycemia and vitamin
E on malondialdehyde and antioxidant enzymes
intracellular levels of rat pancreatic tissue. Bandung
Medical Journal (43) 2: 72-26. (In Indonesia).
Szkudelski, T. 2001. The mechanism of alloxan and

2261

streptozotocin action in B cells of the rat pancreas.
Physiological Research 50: 536-546.
Winarsi, H. and Purwanto, A. 2010. Soy germed protein
plus Zn as an inducer insulin secretion on type-2
diabetes mellitus. Hayati Journal of Biosciences 17(3):
120-124.
Winarsi, H., Sasongko, N. D., Purwanto, A., Arinton, I. G.
and Nuraeni, I. 2012. In Vitro antioxidant activity of
the stem and leaves Amomum cardamomum extracts.
Proceedings of International Conference on Medicinal
Plants 2012. Purwokerto: The 43rd National Meeting
of National Working Group on Indonesia Medicinal
Plant.
Winarsi, H., Sasongko, N. D., Purwanto, A. and Nuraeni, I.
2013. Cardomum Leaves Extract Reduced Oxidative
Stress Level in plasma alloxan-induced diabetic
rats. Proceedings of 13th Asean Food Conference.
Singapore: Meeting Future Food Demands, Security
and Sustainability.
Yuji, T., Tatsumasa, M., Mitsuaki, K., Yoshiro, S.,
Hideyuki, I. and Kaku, N . 2006. Licorice flavonoid oil
effects body weight loss by reduction of body fat mass
in overweight subjects. Journal of Health Sciences
52(6): 672-683 .
Zhao, H., Yakar, S., Gavrilova, O., Sun, H., Zhang, Y.,
Kim, H., Setser, J., Jou, W. and Leroith, D. 2004.
Phloridzin improves hyperglycemia but not hepatic
insulin resistance in a transgenic mouse model of type
2 diabetes. Diabetes 53(11): 2901-2909.

