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Antinociceptive effects of saccharose and aqueous
extract of Cordyline dracaenoides kunth (uvarana) in
experimental models after induction of hyperalgesia
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OBIJECTIVE: There is evidence that sweet substances such as saccharose can enhance the analgesic properties of
endogenous opioids, leading to pain relief; it is also known that Cordyline dracaenoides Kunth, commonly known as uvarana,
is used in folk medicine as an anti-inflammatory and analgesic agent. The aim of the present study was to compare the
antinociceptive effects of uvarana aqueous extracts vs. saccharose in rats.

METHOD: Twenty-four Wistar rats were used, divided into two groups of twelve, namely a uvarana and a saccharose
group. Capsaicin was used to induce hyperalgesia and the nociceptive threshold was assessed every five minutes for a total
of 50 minutes Baseline values were obtained and this was followed by administration of uvarana or saccharose at
threedifferent concentrations (100, 250 and 300 g/L) The nociceptive threshold was assessed using the tail flick test.
RESULT: In comparison to baseline values, uvarana and saccharose provoked significant and comparable antinociceptive
effects at concentrations of 250 g/L and 300 g/L, respectively.

CONCLUSION: Both substances caused similar antinociceptive effects in comparison to baseline values.
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B INTRODUCTION

According to the International Association for Study of
Pain, pain is defined as an unpleasant sensory and
emotional experience associated with actual or potential
tissue damage, or described in terms of such damage, which
is experienced by everybody.! Nociception is associated
with recognizing signs of pain through the nervous system,
which prepares information related to this damage® and is
defined as the physiological component of pain, which
consists of three processes of neural signals generated in
response to an external stimulus: transduction; transmission
and modulation.? Consequently, antinociception can be
defined as a decrease in the response of the sensory
systems to the stimulus of pain.*

There is evidence indicating that the consumption of
sweet substances increases the activity of the endogenous
opioid peptides in the nervous system of animals,” and in
human plasma.® Thus, such substances may interact with
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the endogenous opioid system, affecting sensitivity levels.”
This association has led many researchers to examine the
existence of a possible connection between this intake and
antinociception. A number of studies have shown that the
ingestion of sweet solutions increases the latency of the paw
withdrawal response during the tail flick test.*"°

Cordyline dracaenoides Kunth, commonly known as uvar-
ana, belongs to the Agavaceae family. It is the only
neotropical species of the Cordyline genus and is a monocot
plant the size of a small tree (up to nine meters in height)."!
The species is used in folk medicine as an anti-
inflammatory, an analgesic and to treat rheumatism and
associated diseases.'”

Saccharose (common table sugar) is the most common
natural disaccharide. It is composed of D-glucose and
D-fructose'® and used as a non-pharmaceutical intervention
that is efficient in terms of pain relief in children and
neonates.'*

Capsaicin is a compound of red peppers that can affect
pain, inducing hyperalgesia or inflammation of C-type
fibers."> Dimethylsulfoxide (DMSO) is a chemical organic
compound,'® which is capable of inducing cellular fusion
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and differentiation; it also improves the permeability of
lipid membranes, thereby favoring the penetration of
substances through them.'” Capsaicin, when associated
with DMSO, spreads more efficiently through the
membranes allowing a faster induction in hyperalgesia,
which was a requisite in the present study.

Algesimetric tests, such as the Tail-Flick Instrument, a
device that measures the degree of analgesia arising from
treatment that affects the perception of nociceptive stimuli,
can produce antinociception evaluation through different
systems in a single antinociceptive system.'®

The aim of the present study was to assess the
antinociception produced, in experimental models, by
uvarana, in comparison to saccharose following the induc-
tion of hyperalgesia through a subcutaneous injection of
capsaicin diluted in Dimethylsulfoxide.

B MATERIALS AND METHODS

Animals

Twenty-four male Wistar rats (Rattus Norvegicus), with a
body weight between 200 and 250 grams, were provided by
the vivarium of UNICENTRO-PR. The animals were kept in
pairs in acrylic cages, in a light/dark cycle of 12 hours and
temperatures of 22 + 1°C, with free ad libitum access to food
and water.

All of the tests were conducted following the standards of
the National Commission on Animal Experimentation, and
were approved by the Ethics Committee for Animal Use of
the Midwestern State University under protocol number
033/2012.

Nociceptive tests

The nociceptive threshold of all of the animals was
measured using the tail flick test. Each animal was placed in
a containment cell with acrylic walls. The tail was then
placed on the sensor of a heat source (Tail-Flick Instrument;
Stoelting). The progressive heating of the instrument was
immediately interrupted when the animal removed its tail
from the device. Slight adjustments of intensity and current
were performed in the beginning of each experiment, in
order to obtain three consecutive basal tail withdrawal
latencies (TWL) between 2.5 seconds and 3.5 seconds. When
the animal did not remove its tail from the heat source
within 6 seconds, the device was turned off to prevent tissue
damage. Baseline values were determined as the mean of
three tail withdrawal test values, taken at intervals of five
minutes, before uvarana or saccharose administration.

Preparation of the extract

To prepare the aqueous extract of Cordyline dracaenoides
Kunth, the root was first dehydrated in an oven at 37°C for
approximately 72 hours and then ground in an electric mill.
The next phase focused on the decoction of 200 g of uvarana
root powder, diluted in 1 liter of water and boiled for
15 minutes. Next, 200 ml of the boiled substance was
extracted and lyophilized. After lyophilization, the extract
was weighed and diluted to 100 g/L, 250 g/L and 300 g/L
in 1 liter of distilled water.

Experimental procedures

All procedures were carried out in the Laboratory of
Anatomy and Neurophysiology, Department of Physiother-
apy, Midwestern State University, Guarapuava, Parand, Brazil.
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All of the animals initially received a single dose of 50 pl
of capsaicin (2%), diluted in DMSO, in the underside of the
middle third of the tail. Animals were submitted to the tail-
flick test to gauge their nociceptive thresholds.

The nociceptive threshold was also measured in sequence
with the administration of saccharose solution or uvarana
extract every five minutes for 50 minutes. This was based on
evidence that hyperalgesia induced by capsaicin exhibits a
mean duration of 90 minutes.*?°

The animals were divided into two experimental groups:
a group in which the aqueous extract of uvarana was
ingested, sub-divided into UG100, UG250 and UG300; a
group in which saccharose was ingested, sub-divided into
SG100, SG250 and SG300. Each sub-division contained four
animals. Baseline recordings were obtained for each group
before the administration of uvarana or glucose. Both
substances were administered orally, at a quantity of 0.5
mL every 5 minutes for 50 minutes, using three different
concentrations: 100 g/L; 250 g/L and 300 g/L.

Drugs .
Commercial Saccharose (Uniao®), Uvarana aqueous
extract, capsaicin (Sigma™) and DMSO (Sigma™) were used.

Statistical Analysis

The GraphPad Prism 5.0 software was used, along with
D’Agostino’s test to confirm the normality of the samples.
The Kruskal-Wallis test was used for inter-group analysis,
with the significance level set at p<0.05.

B RESULTS

Figure 1 displays the mean values and standard devia-
tions (in seconds) observed in the uvarana and saccharose
groupsfor the tail withdrawal tests. The mean values and
standard deviations in the uvarana group were as follows
(in seconds): 4.42+0.26, 4.32+043, 534+0.73 and
5.53+0.67 and for baseline and the concentrations of
100 g/L, 250 g/L, and 300 g/L, respectively. For saccharose,
mean values of 4.32+0.43, 543+0.65, 5.72+0.70 and
5.59 +0.77 were found for baseline and the concentrations
of 100 g/L, 250 g/L and 300 g/L, respectively.

Significantly higher mean values were found for the
concentrations of 250 g/L and 300 g/L, which provided a
greater increase in the nociceptive threshold of the animals.
When the 250 g/L concentration was used, both substances
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Figure 1 - Mean antinociception for uvarana extract and
saccharose according to the different ingested concentrations.
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Table 1 - Statistical significance vs. baseline

Group/Concentration Statistical Value

Uvarana 100 g/L p = 0.808
Uvarana 250 g/L p<0.05
Uvarana 300 g/L p<0.001
Saccharose 100 g/L p =0.132
Saccharose 250 g/L p< 0.001
Saccharose 300 g/L p<0.01

resulted in mean values with an increased nociceptive
threshold. When 250 or 300 g/L concentration was used, the
uvarana group exhibited increases that were undistinguish-
able from those recorded in the saccharose group.

Table 1 displays the values found in the statistical
analysis. In both groups, significant values were found in
the concentrations of 250 g/L and 300 g/L.

B DISCUSSION

The novelty in this study is the fact that uvarana extracts
exhibited similar levels of antinociception in doses compar-
able to saccharose. To the best of our knowledge this is the
first quantitative analysis of the antinociceptive effect of
uvarana. We used saccharose as a term of comparison
because these are well known previously reported results,
as will be shown below.

According to Freitas et al,” acute oral administration of
sweet substances, such as saccharose, to young and adult
rodents induces a significant analgesic effect. The same
authors expressed surprise at this finding since a number of
previous studies, such as that by Segato et al,”* suggested
that only chronic ingestion of these substances would cause
antinociception in adult mammals.

In the present study, a significant analgesic effect was
observed as a result of acute administrations of uvarana
solution, which was comparable to that of saccharose,
particularly at the higher concentrations. All of the animals
that orally ingested the higher doses of both substances
exhibited significant and equivalent increases in their
nociceptive threshold in both the acute and sub-acute
phases (0-15 minutes).

Barr et al.® also found evidence that sweet substances in
the mouth stimulate cortical areas associated with pleasure,
causing physiological and sensory effects which liberate
endogenous opioids, which in turn engage their own
receptors, such as the p receptor.

Segato et al.** investigated which concentration (62 g/L,
125 g/L e 250 g/L) of saccharose provided better
antinociceptive results. Their results suggested that the
most efficient concentration of saccharose was 250 g/L,
which caused the most significant increase in the
nociceptive threshold. These findings are corroborated in
this study which shows, moreover, that raising saccharose
concentration from 250 to 300 g/L does not lead to
enhanced antinociception.

According to Calixto et al.” the brief analgesic effect of
Cordyline dracaenoides Kunth is significant. This effect is
caused by the presence of a complex of saponins, which are
an important class of triterpenes in the terpenes group.

Beltrame et al.?® recently noted that studies assessing the
pharmacological properties of Cordyline dracaenoides Kunth,
as well as its composition, are scarce. The same authors
performed phytochemical screening using extract of the
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plant and reported the presence of terpenes, including
saponins and sterols. The presence of flavonoids was
confirmed in the chemical composition of the plant under
UV light (266 and 283 nm). In the present study, analysis of
the aqueous extract from the root of the plant, including
shaking, produced supernatant foam, which is characteristic
of the presence of saponins.

A revision by Passos et al.”” examined the properties of
terpenes as members of a vast group of secondary
metabolites, which act on the central nervous system,

triggering sedative, anxiolytic and antinociceptive
activities among others. They mainly act on the
GABAergic, glutamatergic, dopaminergic and opioid

neurotransmitter systems.

These statements strengthen the results obtained and
stress the antinociceptive properties of the Cordyline
dracaenoides Kunth when administered orally from aqueous
extract, particularly in higher concentrations.

Bl CONCLUSION

Cordyline dracaenoide Kunth exhibits an antinociceptive
effect in its interaction with hyperalgesia induced by a sub-
cutaneous injection of capsaicin diluted in DMSO, in
experimental models. The effect is of the same magnitude
as that produced by saccharose.

B RESUMO

OBJETIVO: Ha evidéncia de que substancias doces, tais como a sacarose
podem acentuar as propriedades analgésicas dos opidides endégenos, com
alivio da dor; sabe-se também Cordyline dracaenoides Kunt, vulgarmente
conhecida como uvarana, é utilizada na medicina popular como anti-
inflamatério e agente analgésico. O objetivo do presente estudo foi comparar
os efeitos antinociceptivos de extratos aquosos da uvarana com a sacarose em
ratos.

METODO: Foram utilizados vinte e quatro ratos Wistar, divididos em dois
grupos de doze, um tratado com uvarana e outro com sacarose. A capsaicina
foi usada para a indugao da hiperalgesia e o limiar nociceptivo foi avaliado a
cada cinco minutos durante um total de 50 minutos. Valores basais foram
obtidos e em seguida foram administradas oralmente extrato de uvarana ou
sacarose em trés diferentes concentragdes (100, 250 e 300 g/L). O limiar
nociceptivo foi avaliada através do teste de retirada da cauda (tail flick test).

RESULTADO: Em comparagdo com os valores basais, auvarana e a sacarose
provocaram efeitos antinociceptivos significativos e comparaveis em con-
centragdes de 250 e 300 g/L, respectivamente.

CONCLUSAOQO: Ambas as substancias causaram efeitos antinociceptivos
semelhantes em relagdo aos valores basais.

B REFERENCES

1. IASP. Classification of chronic pain: descriptors of chronic pain syn-
dromes and definitions of pain terms. 2th ed. Seatle: IASP Press (1994).

2. Hellebrekers LJ. Dor em Animais (Pain in Animals). Sdo Paulo: Manole,
69-79 (2002).

3. Messlinger K. What is a nociceptor? Anaesthesist. 1997;46(2):142-53.

4. Willis WD. The origin and destination of pathways involved in pain
transmission. In: Wall PD & Melzack R, editors. Text book of Pain.
Churchill Livingstone, Edinburg, 120-7 (1989).

5. Dum J, Gramsch C, Herz A. Activation of hypothalamic beta-endorphin
pools by reward induced by highly palatable food. Pharmacol Biochem
Behav. 1983;18(3):443-7.

6. Melchior JC, Rigaud D, Colas-Linhart N, Petiet A, Girard A, Apfelbaum M,
et al. Immunoreactive beta-endorphin increases after an aspartame cho-
colate drink in healthy human subjects. Physiol Behav. 1991;50(5):941-4.

7. Kanarek RB, White ES, Biegen MT, Marks-Kaufman R. Dietary influences
on morphine-induced analgesia in rats. Pharmacol Biochem Behav.
1991;38(3):681-4.

8. Blass EM, Fitzgerald E, Kehoe P. Interactions between sucrose, pain and
isolation distress. Pharmacol Biochem Behav. 1987;26(3):483-9.

93



Effects of saccharose and uvarana in hyperalgesia
Ribeiro LG et al.

9.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

94

Holder MD. Responsivity to pain in rats changed by the ingestion of
flavoured water. Behav Neural Biol. 1988;49(1):45-53.

Blass EM, Shide DJ. Some comparisons among the calming and pain-
relieving effects of sucrose, glucose, fructose and lactose in infant rats.
Chem Senses. 1994;19(3):239-49.

Carpanezzi AA, Tavares FR, Souza VA. Cuttings of Uvarana (Cordyline
dracaenoides Kunth). Technical statement. Ministry of Agriculture,
Livestock and Supply. Colombo, PR. December (2002).

Maack R. Physical geography of the State of Parana. 2.ed. Rio de Janeiro:
J. Olympio/Curitiba: Department of Culture and Sports of the Govern-
ment of the State of Parana (1981).

Lehninger AL, Nelson DL, Cox MM. Principles of biochemistry. 4th ed.
New York: Worth Publishers, 225 (2006).

Linhares MBM, Doca FNP. Pain in neonates and children: evaluation and
not Pharmacological interventions. Temas em Psicologia. 2010;18:307-25.
Bernninger F, Hajos N, Freund TF. Control of excitatory synaptic trans-
mission by capsaicin is unaltered in TRPV1 vanilloid receptor knockout
mice. Neurochem Int. 2008;52(1-2):89-94.

Rosenbaum EE, Herschler RJ, Jacob SW. Dimethyl sulfoxide in muscu-
loskeletal disorders. JAMA. 1965;192:309-13.

Notman R, Noro M, O'Malley B, Anwar J. Molecular Basis for Dime-
thylsulfoxide (DMSO) Action on Lipid Membranes. Journal of the
American Chemical Society. 2006;128(43):13982-3.

Abbott VF, Melzack R, Samuel C. Morphine Analgesia in the Tail-Flick
and Formalin Pain Tests is Mediated by Different Neural Systems.
Experimental Neurology. 1982;75(3):644-51.

Sun Y, Jiang X, Chen S, Price BD. Inhibition of histone acetyltransferase
activity byanacardic acid sensitizes tumor cells to ionizing radiation.
FEBS Lett. 2006,580(18):4353-6.

21.

22.

23.

24.

25.

26.

27.

MEDICALEXPRESS 2014;1(2):91-94

. Endres-Becker ], Heppenstall PA, Mousa SA, Labuz D, Oksche A, Schéfer

M, et al. Mu-opioid receptor activation modulates transient receptor
potential vanilloid 1 (TRPV1) currents in sensory neurons in a model of
inflammatory pain. Mol Pharmacol. 2007;71(1):12-8.

Freitas RL, Kiibler JML, Elias-Filho DH, Coimbra NC. Antinociception
induced by acute oral administration of sweet substance in young
and adult rodents: The role of endogenous opioid peptides chemical
mediators and pl-opioid receptors. Pharmacol Biochem Behav.
2012;101(2):265-70.

Segato FN, Castro-Souza C, Segato EM, Morato S, Coimbra NC.
Sucrose ingestion causes opioid analgesia. Braz ] Med Biol Res.
1997;30(8):981-4.

Barr RG, Pantel MSM, Young SN, Wright JH, Hendricks LA, Gravel R.
The response of crying newborns to sucrose: is it a “sweetness” effect?
Physiol Behav. 1999;66(3):409-17.

Segato EN, Rebougas ECC, Freitas RL, Caires MPT, Cardoso AV,
Resende GCC, et al. Effect of chronic intake of sweet substance on
nociceptive thresholds and feeding behavior of Rattus norvegicus
(Rodentia, Muridae). Nutr Neurosci. 2005;8(2):129-40.

Calixto TB. Chemical and pharmacological analysis of crude aqueous/
alcoholic extrat from Cordyline Dracaenoides. Phitotherapy Resarch.
1990;4:170-1.

Beltrame FL, Kanunfre CC, Rainho B, Kiatkoski E, Mioduski F, Kravicz
MH, et al. Evaluation of biochemical and microbiological effects of
Cordyline dracaenoides Kunth (Uvarana) barks. Afr ] Pharm Pharmacol.
2011;5:2255-64.

Passos CS, Arbo MD, Rates SMK, von Poser GL. Terpenoids with activity
on the Central Nervous System (SNC). Rev Bras Farmacogn.
2009;19(1A):140-9.



	title_link
	Abstract
	INTRODUCTION
	MATERIALS AND METHODS
	Animals
	Nociceptive tests
	Preparation of the extract
	Experimental procedures
	Drugs
	Statistical Analysis
	RESULTS
	Figure™1Mean antinociception for uvarana extract and saccharose according to the different ingested concentrations

	DISCUSSION
	CONCLUSION
	RESUMO

	REFERENCES
	Table t1-cln70p7 


