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Abstract:In this study, effects of curcumin (active substance of turmeric), morphine (an opioid

receptor agonist) and naloxone (an opioid receptor antagonist) in separate and combined
treatments have been investigated on the paw edema induced by formalin in rats. Subcutaneous
injection of formalin (50ul, 2.5%) in the ventral surface of the hind paw induced a considerable
edema in the paw that lasted up to 24h after formalin injection. Chronic oral administration of
curcumin (30 and 60mg/kg, 15 days) and subcutaneous injection of morphine (1mg/kg)
significantly (p<0.05) decreased the paw edema induced by formalin. Naloxone (1mg/kg) used
alone was without effect, whereas pretreatment with naloxone (1mg/kg) before morphine
(1mg/kg) significantly (p<0.05) prevented the suppressive effect of morphine on the paw edema.
The reducing effect of curcumin on the paw edema was potentiated by morphine, whereas
naloxone did not change the anti-edematous effect of curcumin. Curcumin (30mg/kg, 15 days)
in the presence of naloxone (1mg/kg) plus morphine (1mg/kg) treatment, produced an anti-
edematous effect, which resembled the one following administration of curcumin (30 mg/kg, 15
days) alone. Present findings indicate that curcumin may produce an anti-edematous effect. The
endogenous opioid system may involvein modulation oflocal edema. In addition, morphine may
potentiate the anti-edematous effect of curcumin.
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Introduction

Renewed interest has been observed in recent
years on the multiple activities of natural flavonoids.
Curcumin is a major yellow-orange pigment
extracted from turmeric, a commonly used spice,
derived from the rhizome of the herb Curcuma longa
(Maheshwari et al,, 2006). It is well known that
curcumin has a wide range of biological and
pharmacological effects, including antioxidant, anti-
carcinogenic, anti-mutagenic, anti-diabetic, anti-
bacterial, anti-fungal and anti-viral effects (Araujo
and Leon, 2001; Chattapadhyay et al, 2004;
Maheshwari et al., 2006). There are some evidences
that suggest that curcumin may have an anti-
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inflammatory property. It was reported that curcumin
prevented the paw edema in carrageenan and cotton
pellet models of inflammation in rats
(Mukhophadhyay et al., 1982). Moreover, the anti-
rheumatic activity of curcumin has also been
established in patients who showed significant
improvement of symptoms after administration of
curcumin (Deodhar et al., 1980).

The endogenous opioid system, besides its well
recognized effect on pain modulation, also affects the
inflammatory responses (Walker, 2003). It was
reported that morphine attenuated the paw edema
induced by intraplantar injection of carrageenan in
rats (Amann et al., 2002). Moreover, using the yeast-
induced paw inflammation model, Sacerdote ef al.,
(1996) reported an inhibitory effect of beta-
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endorphin on the paw edema in rats. On the other
hand, it was found that the intraperitoneal injection of
naloxone enhanced the edema induced by
intraplantar injection of carrageenan in the hind paw
ofrats (Planas et al., 1995).

Paw and ear edemas have been induced by local
peripheral injection of inflammatory mediators, such
as histamine, serotonin, bradykinin, and arachidonic
acid in rats and mice (Zhou et al., 2006). Different
concentration of formalin injected intraplantarly also
produced paw edema in rats (Lee and Jeong, 2002).
The pain elicited by formalin is only one component
of a local inflammatory reaction induced by this
irritant. It has been reported that formalin injection
produces an edema and an increase of vascular
permeability (Damas and Liejeois, 1999; Taylor et
al., 2000).

The present study was designed to investigate the
effects of curcumin on the formalin-induced paw
edema in rats. In addition, to identify the mechanism
that possibly mediating the effects of curcumin on
edema, the association of the endogenous opioid
system using morphine (an opioid receptor agonist)
and naloxone (an opioid receptor antagonist) with
curcumin has been assessed.

Materials and Methods

Seventy-six healthy adult male Wistar rats
weighing between 220-250g were obtained from the
Laboratory Animal Care and Use Center of the
College of Veterinary Medicine of Urmia University.
They were maintained in polypropylene cages in
groups of four with food and water available ad
libitum, with controlled ambient temperature
(23£0.5° C) and under a light-dark cycle (lights on at
07:00 - 19:00). Eight rats were used in each
experiment.

Drugs used in the present study were curcumin
(Merck, Darmstadt, Germany), morphine sulfate and
naloxone hydrochloride (Temad, Tehran, Iran).
Curcumin suspension was freshly preparedin0.15 M
NaCl (normal saline) and was administered orally at
the doses of 7.5, 15, 30 and 60 mg/kg once daily for
15 days. Oral administration of curcumin was made
inaconstant volume of 0.2 ml per rat over a period of

1-2 min using a needle free 1 ml syringe (through
licking). The selected doses of curcumin and the time
period schedule used in this study were close to other
studies performed in rats and mice (Sharma et al.,
2006; Gautam et al, 2007; Tajik et al., 2008;
Tamaddonfard ez al., 2008). Morphine and naloxone
were dissolved in normal saline and were
subcutaneously injected in the back of neck at the
same doses of Img/kg using 29-gauge injection
needle.

For induction of paw edema, 60 min after the last
oral administration of curcumin and 40 and 30 min
after subcutaneous injections of naloxone and
morphine, respectively, rats were subcutaneously
injected with 50ul of 2.5% formalin solution into the
ventral surface ofthe right hind paw using a29-gauge
injection needle. All rats were then returned to their
cages. According to Fu et al., (2001), the magnitude
of paw edema was assessed by measuring the dorsal-
plantar paw thickness with a fine caliper at 1, 4, and
24h after formalin injection. The thickness of both
hind paws (injected and non-injected ones) was
measured simultaneously. Percent change in paw
thickness was then calculated using the following
formula (Fuetal., 2001):

[(thickness of the injected paw - thickness of the
non-injected paw)/ thickness of the non-injected
paw] x 100

Data were expressed as means + SEM.
Differences among treated groups were statistically
evaluated using the repeated measures analysis of
variance (ANOVA) followed by Duncan's test.
Differences were considered significant at p<0.05.

Results

Intraplantar injection of normal saline produced
no edema in the paw. Therefore, the results (0.0+£0.0)
obtained from normal saline injection are not shown
in the figures. Subcutaneous injection of formalin
into the ventral surface of hind paw induced a local
edema, which lasted up to 24h after formalin
injection. Twenty four hours post-formalin paw
edema was significantly (p<0.05) lower than that of 1
and 4h after formalin injection. Chronic oral
administration of curcumin at the doses of 7.5 and 15
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Fig. 1: Effect of chronic (15 days) oral administrations of curcumin
on the paw edema induced by intraplantar injection of formalin in
rats. *p<0.05 compared with other groups in each mentioned time,

n: 8 rats in each group, po: per oral, ipl: intraplantar.

Fig. 3: Effect of subcutaneous injections of morphine and naloxone

on the suppressive action of curcumin in the formalin- induced paw
edema in rats. * p<0.05 compared with normal saline plus formalin
in each mentioned time, n: 8 rats in each group, po: per oral, ipl:

intraplantar, sc: subcutaneous.

mg/kgdidnotproduce any significanteffect, whereas
at the doses of 30 and 60 mg/kg, curcumin
significantly (p<0.05) decreased formalin-induced
paw thickness at 1, 4, and 24h (Fig. 1).

Morphine (1mg/kg, sc) significantly (p<0.05)
decreased formalin-induced paw thickness at 1, 4,
and 24h. Naloxone (1mg/kg, sc) used alone produced
no significant effect on the paw edema induced by
formalinat 1,4, and 24h. Pretreatment with naloxone
before morphine significantly (p<0.05) prevented
the anti- edematous effect of morphine at 1 and 24h,
whereas the anti-edematous effect of morphine was
not completely inhibited by naloxone pretreatment at
4h (Fig. 2).

Fig. 2: Effect of subcutaneous injections of morphine and naloxone

on the paw edema induced by intraplantar injection of formalin in
rats. *p<0.05 compared with other groups in each mentioned time,
p<0.05 compared with normal saline plus formalin group at 4h, n:

8ratsineach group, po: per oral,ipl: intraplantar, sc: subcutaneous.

Chronic treatment with curcumin (30 mg/kg.,
p.o.) significantly (p<0.05) decreased formalin-
induced paw thickness at 1, 4, and 24h. Morphine
(Img/kg, sc) after chronic oral administration of
(30mg/kg) (p<0.05)
decreased paw thickness compared with both
morphine (Img/kg) and curcumin (30mg/kg) used
alone. Naloxone after curcumin did not change the

curcumin significantly

suppressive effect of curcumin on the paw edema
induced by formalin. In the presence of naloxone
(1mg/kg) plus morphine (1 mg/kg) treatment, the
curcumin (30 mg/kg, p.o., 15 days)-induced anti-
edematous effect was not changed (Fig. 3).

Discussion

In this study, it was found that intraplantar
injection of formalin produced paw edema which
lasted up to 24h after formalin injection. Several
studies have shown that, after an injection of
formalin, paw edema develops rapidly, reaches its
peak at 4 to 5 hours and lasts several days after
injection (Fuetal., 2001; Lee and Jeong, 2002). It has
been reported that inflammatory mediators, such as
bradykinin, histamine, serotonin, and prostanoids,
contribute to the paw edema and paw vascular
permeability induced by intraplantar injection of
formalin (Damas and Liegeois, 1999).

In the present study, chronic administration of
curcumin at the doses of 30 and 60 mg/kg attenuated
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the formalin-induced paw edema. It has been
reported that chronic (5 weeks) dietary application of
curcumin at the doses of 1 and 20 mg/kg produces no
effect on the immune responses, but at the dose of 40
mg/kg curcumin stimulates the production of IgG
that was induced by sheep red blood cells in rats
(South et al., 1997). Sharma et al., (2006) reported
antihyperalgesic effects of chronic (14 days)
administration of curcumin used at the doses of 30
and 60mg/kg in the neuropathic pain of rats.
Moreover, pain suppressive effect of chronic
administration of curcumin (20 and 40 mg/kg, 8 days)
was reported in the writhing test of rats (Tajik et al.,
2008).

On the anti-inflammatory effect of curcumin, it
has been reported that curcumin lowers the
carrageenan-induced paw edema in the foot pads of
rats (Reddy and Lokesh, 1994). In addition, Huang et
al., (1991) reported an anti-edematous effect of
curcumin in the arachidonic acid-induced ear edema
in rats. It seems that the anti-edematous effect of
curcumin observed by Kim et al., (2005) may be
related to antihistaminic and anti-serotonin activities
of curcumin. Moreover, the involvements of
histamine and serotonin in the formalin-induced
edema have been reported (Damas and Liegeois,
1999). JCICM-6 is an extract of an anti-arthritic
herbal formula, in which Curcuma longa is one of its
components. It was found that JCICM-6 reduced paw
edemainduced by intraplantarinjection ofhistamine,
serotonin, bradykinin, and prostaglandin E2 in rats
and suppressed ear inflammation induced by
subcutaneous injection of arachidonic acid in the ear
ofmice (Zhouetal., 2006). Inadditionto these effects
of curcumin, it has been reported that curcumin has
the ability to inhibit the activation of other
inflammatory mediators, such as nuclear factor
kappa B and cyclooxygenase 2, lipooxygenase and
inducible nitric oxide synthase products (Bengmark,
20006).

In the present study, morphine attenuated, but
naloxone did not change the formalin-induce paw
edema. Pre-treatment with naloxone before
morphine significantly, but not completely,
prevented the anti-edematous effect of morphine,

because naloxone did not block the morphine-
induced anti-edematous effect at 4h observed in the
present study. It has been reported that the highest
level of formalin-induced paw edema occurs at 4h
after intraplantar injection of formalin (Lee and
Jeong, 2002). Morphine acts through mu-opioid
receptors (Pasternak, 2001), and naloxone is a
competitive antagonist of mu, kappa and sigma
receptors with higher affinity for the mu receptors
(Helm II et al., 2008). Morphine and naloxone have
been frequently used to explore the role of
endogenous opioid system in inflammation (Planas
et al., 1995; Sacerdote et al., 1996; Taylor et al.,
2000). These studies suggested that opioid agonists
via naloxone-sensitive and -insensitive receptors
were involved in the modulation of inflammatory
reactions. Besides opioid mu-receptors, it has been
reported that delta- and kappa-opioid receptors
participate in the regulation of inflammation by
endogenous opioid system (Romero et al., 2005).
However, other mechanisms, such as inhibitory
effect of morphine on the activation of nuclear kappa
factor B (Weltersetal., 2000) and antioxidantactivity
of morphine (Gulcin et al, 2004), in the anti-
edematous effect of morphine have been reported.
In this study, morphine potentiated the
suppressive effect of curcumin on the paw edema.
There is not any report identifying the interaction
between curcumin and opioid system in the paw
inflammation. In one report, it has been found that
curcumin potentiates the effect of morphine on the
acetic acid-induced visceral pain (Tajik et al., 2008).
In the present study, naloxone did not influence the
suppressive effect of curcumin on the paw edema,
and in the presence of naloxone plus morphine, the
anti-edematous effect of curcumin was not changed.
These indicate that curcumin may make use of non-
opioid dependent mechanisms to produce an anti-
edematous effect. It has been reported that curcumin
isabletoinhibitthe activation of nuclear factor kappa
B (Weber et al., 2006). Nuclear factor kappa B
positively regulates the production of pro-
inflammatory enzymes, such as inducible nitric oxide
synthase and cyclooxygenase 2 (Pahl, 1999).
Moreover, the antioxidant properties of curcumin
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were reported (Gulcin et al., 2004; Sandur et al.,
2007; Tamaddonfard et al., 2008). It has been found
that reactive oxygen species, such as peroxide,
superoxide anion, hydroxyl radical, and singlet
oxygen, are involve in the paw edema induced by
Ferund's complete adjuant (Symons et al., 2003).

Finally, it seems that several mechanisms may be
involved in the anti-edematous activity of curcumin
in the formalin-induced paw edema. In this study, it
was shown that anti-edematous effect of curcumin
was potentiated by morphine whereas no change was
observed with naloxone, and further studies are
needed to identify the mechanisms involved.

References
1. Amman, R., Lanz, 1., Schuligoi, R. (2002) Effects of

morphine on edema and tissue concentration of nerve
growth factor in experimental inflammation of the rat
paw. Pharmacol. 66:169 -172.

2. Araujo, C. A. C., Leon, L. L. (2001) Biological
activities of Curcuma longa L. Mem. Inst. Oswaldo
Cruz. Riode Janeiro. 96: 723 - 728.

3. Bengmark, S. (2006) Curcumin, an atoxic
antioxidant and natural NF kappa B, cyclooxygenase
2, lipooxygenase and inducible nitric oxide synthase
inhibitor: a shield against acute and chronic disease.
J. Parenter. Entral Nutr. 30: 45 - 51.

4. Chattopadhyay, I., Biswas, K., Bandypadhyay, U.,
Banerjee, R. K. (2004) Turmeric and curcumin:
biological actions and medicinal applications. Cur.
Sci. 87:44 - 53.

5. Damas, J., Liegeois, J. E. (1999) The inflammatory
reaction induced by formalin in the rat paw. Naunyn-
Schmiedeberg's Arch. Pharmacol. 359: 220 - 227.

6. Deodhar, S. D., Sethi,R., Smiral, R. C. (1980)
Preliminary study on antirheumatic activity of
curcumin (diferuloylmethane). Indian J. Med. Res.
71: 632 - 634.

7. Fu, K. Y., Light, A. R., Maixner, W. (2001) Long-
lasting inflammation and long-term hyperalgesia
after subcutaneous formalin injection into the rat
hindpaw. J. Pain. 2: 2 - 11.

8. Gulcin, I., Beydemir, S., Alici, A. H., Elmastas, M.,

Buyukokuroglu, M. E. (2004) In vitro antioxidant
properties of morphine. Pharmacol. Res. 49: 56 - 66.

9. Helm I, S., Trescot, A. M., Colson, J., Sehgal, N.,

Silverman, S. (2008) Opioid antagonists, partial
agonists, and agonists/antagonists: the role of office-
based detoxification. Pain Physician. 11: 225-235.

10. Huang, M. T., Lysz, T., Ferraro, T., Abidi, T. F.,
Laskin, J. D., Conney, A. H. (1991) Inhibitory effects
of curcumin on in vitro lipooxygenase and
cyclooxygenase activities in mouse epidermis.
Cancer Res. 51: 813 - 819.

11.Kim, D. C., Kim, S. H., Choi, B. H., Baek, N. 1., Kim,
D., Kim, M. J., Kim, K. T. (2005) Curcuma longa
extract protect against gastric ulcers by blocking H2
histamine receptors. Biol. Pharmacol. Bull. 28: 2220
-2224,

12.Lee, I. O., Jeong, Y. S. (2002) Effects of different
concentrations of formalin on paw edema and pain
behaviors in rats. J. Korean. Med. Sci. 17: 81 - 85.

13. Maheshwari, R. K., Singh, A. K., Gaddipati, J.,
Smiral, R. C. (2006) Multiple biological activities of
curcumin: a short review. Life Sci. 78: 2081 - 2087.

14. Mukhophadhyay, A., Basu, N., Ghatak, N., Gujral, P.
K. (1982) Anti-inflammatory and irritant activities of
curcumin analogues in rats. Agents Actions. 12: 508 -
515.

15.Pahl, H. L. (1999) Activities and target genes of
Rel/NF-kappaB transcription factors. Oncogene. 18:
6853 - 6866.

16. Pasternak, G. W. (2001) The pharmacology of mu
antagonists: from patients to genes. Neuroscientist.
7:455-465.

17.Planas, M. E., Rodriguez, L., Sanchez, S., Pol, O.,
Puig, M. M. (1995) Pharmacological evidence for the
involvement of endogenous opioid system in the
response to local inflammation in the rat paw. Pain.
60:67-171.

18. Romero, A., Planas, E., Poveda, R., Sanchez, S., Pol,
O., Puig, M. M. (2005) Anti-exudative effects of
opioid receptor agonists in a rat model of
carrageenan-induced acute inflammation of the paw.
Eur. Pharmacol. 511: 207 - 217.

19.Reddy, A. C., Lokesh, B. R. (1994) Studies on anti-

inflammatory activity of spice principles and dietary

A



30

Tamaddonfard, E.

n-3 polyunsaturated fatty acids on carrageenan-
induced inflammation in rats. Ann. Nutr. Metab. 38:
349 - 358.

20. Sacerdote, P., Bianchi, M., Panerai, A. E. (1996)
Involvement of beta-endorphine in the modulation of
paw inflammatory edema in rats. Regul. Pept. 63: 79
-83.

21.Sandur, S. K., Ichikawa, H., Pandy, M. K.,
Sung, B., Sethi, G.,
Aggarwal, B. B. (2007) Role of pro-oxidants and

Kunnumakkara, A. B.,

antioxidants in the anti-inflammatory and apoptotic
effects of curcumin (diferuloylmethane). Free
Radical Biol. Med. 43: 568 - 580.

22.Sharma, S., Kulkarni, S. K., Agrewada, J. N.,
Chopra, K. (2006) Curcumin attenuates thermal
hyperalgesia in diabetic mouse model of neuropathic
pain. Eur. J. Pharmacol. 536: 256 - 261.

23.South, E. H., Exon, J. H., Hendrix, H. (1997) Dietary
curcumin enhances antibody responses in rats.
Immunopharmacol. Immunotoxicol. 19: 105-119.
24.Symons, A. M., King, L. J. (2003) Inflammation,
reactive oxygen species and cytochrome P450.
Inflammopharmacol. 11: 75 - 86.

25. Tajik, H., Tamaddonfard, E., Hamzeh-Gooshchi, N.
(2008) The effect of curcumin (active substance of
turmeric) on the acetic acid-induced visceral
nociception in rats. Pak. J. Biol. Sci. 10: 313-314.

26. Tamaddonfard, E., Tajik, H., Hamzeh-Gooshchi, N.
(2008) Effects of curcumin and vitamin C on visceral
nociception induced by acetic acid in rats. Med. Wet.
64: 883-885.

27. Taylor, B., Peterson, A. M., Roderick, R. E., Tate, J.,
Green, P. G., Levine, J. O., Basbaum, A. 1. (2000)
Opioid inhibition of formalin-induced changes in
plasma extravasation and local blood flow in rats.
Pain. 84:263 - 270.

28. Walker, J. S. (2003) Anti-inflammatory effects of
opioids. Adv. Exp. Med. Biol. 521: 148-160.

29. Weber, W. M., Hunsaker, L. A., Roybal, C. N.,
Bobrovinkova-Marjon, E. V., Abcouwer, S. F.,
Royer, R. E., Deck, L. M., Vander-Jagt, D. L. (2006)
Activation of NF-kappaB is inhibited by curcumin
and related enones. Bioorg. Med. Chem. 14: 2450 -
2461.

30. Welters, 1. D., Menzebach, A., Goumon, Y., Cadet,

31.

P., Menges, T., Hughes, T. K., Hemplemann, G.,
Stefano, G. B. (2000) Morphine inhibits NF-kappaB
nuclear binding in human neutrophils and monocytes
by a nitric oxide dependent mechanism. Anesthesiol.
92:1677 - 1684.

Zhou, H., Wang, Y. F., Cai, H., Liu,Z. Q., Jiang, Z.
H., Bian, Z. X., Xu, H. X, Liu, L. (2006) Suppressive
effects of JCICM-6, the extract of an anti-arthritic
herbal formula, on the experimental inflammatory
and nociceptive models in rodents. Biol. Pharm. Bull.
29:253 -260.

\



Abstracts in persian language 71

VO T+ Vo )losd 053 WA ¢ S pold liions Ll dloxo
2l o sla g ;o b dsiy (02 25 3] R OLLS 9L 9 2 0 < gaesS 555 5

v Y *\
o Bo e g s Sl e 380G oo lol
.Q\ﬂ\_&:ﬂ})\(k:ﬁj)\a\iu\i gsg‘;ﬁ"\‘“'\s‘i‘;\}‘*‘-\i?)kdjjg(\

) P NV PO RS- S aalseaSiAs A3 N e S ) S s lagey S
R\ PV LA.:.AJ)\&@\:;\J é;-ﬂ,a\:a,\g\i;\\a 55 G 5Ss (g (Y

(WAV sloggs Voi ol oy OYAS sl ygo V rellio il ,u)

DS

(s gm! 5205 15 Comnni oS LST) (S I g (5 gt (S 015 1S Carnn5T) (b po (1923 55 J LB o3lo) (ya05S 555 O 51 cantllan ol 43
Y10 iy o) ollo b S 52 3255 <l 55 g3 2 st 1200 S ge 3 ol 5 b sy iyt oS 55 662 g0
055 995 (3910) o 30 (385 595 - 3920l Byl 183235 31 g s L Y F LS 3 S sl oy 50 ke 95 Sl S L aomiy &S 43 (0
3 e ysb i (s 0 S 9bS S g13 e 55 o) 1o y3 (b e (S 223 32335 9 M 039 e S S Syl ar e S (Jae Pt T uslie 3
23 5 DS @ M e eSS Sty are S (e e 3 (LS U - 25315 Ll | (ol 8 51 (L (g domiy Coles (P<+/ +0)
i3 S 5155 5 S5l iy 031 1 0 05 s 511 (D7 ) 13 ine s (o 0 5 b S 16 52,35 g o5 Sl
WOWSPUL loy3 y90i 53 (pragS 555 - 315 5ot |y (11095 595 0315 51 (LS I Sl 55 6.0 a9 (3 po Alwwg Ly iy 03] 32 (S 565
085 595 45 WS (o )l Ol LS 392 (regS 565 (S 32975 5 g 0.0 Dl 931 31 Arlien o 5, Sl 31 1S e 09 e
w,S,,S}IU.&UrnIM)SIwA,M,MCQ.Qwuuaﬂyﬁawm)awl@aé&lad@wlw..A;Saleqrnlm,ﬂmlo&m

-hlod (o Cgdlil

Email:e_tamaddonfard@mail-urmiaacir +$¥\-XVVAY? 2 Ao SERN-XVVAO A3t gsn ey 5 (%




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 400
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 400
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /CreateJDFFile false
  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




