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Abstract

Background and purpose of the study: The aim of this study was to investigate the effect of cinnamaldehyde on
mucositis and salivary total antioxidant capacity in gamma-irradiated rats.

Methods: The study was conducted on 28 male Wistar rats, 7-11 weeks of age and 160 + 20 g body weight,
divided into four groups of seven rats each. The first group receiving normal saline (S), the second group receiving
saline and gamma radiation (SR), the third group receiving 50 mg/kg cinnamaldehyde 98% (C), and the fourth
group receiving 50 mg/kg cinnamaldehyde 98% and gamma radiation (CR). SR and CR groups were exposed to

15 Gy gamma irradiation for 7 min and 39 s. Rats were intraperitoneally injected each day during the 10-day period
of the experiment, and their tongues and lips were examined to assess the incidence and severity of mucositis. The
saliva samples were taken from the animals three times on day zero, six, and ten.

Results: The mean mucositis incidence appeared to be delayed in the CR than the SR group (P =0.024), and the
severity was significantly higher in the SR compared to the CR group;the difference was statistically significant on
the second day (P =0.027). In the evaluation of salivary antioxidant capacity, salivary antioxidant concentration was
significantly higher in the C than the S, SR, and CR groups on the tenth day of the experiment (p <0.05).

Conclusion: The clinical effects in the CR group seem to be due to antioxidant, anti-bacterial and anti-inflammatory
effects of cinnamaldehyde; this conclusion, however, requires further investigations. Delayed antioxidant effect in
the CR group was evident in ip cinnamaldehyde injection, the exact mechanism is not clear.
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Background

Oral mucositis is the most common and distressing side
effect of cancer chemotherapy and radiotherapy. Almost
every patient with oral cancer treated with chemo-
radiotherapy develops deep and painful wounds as the
characteristic of this condition [1]. The wounds often
affect the gastrointestinal mucosa, and mucositis can,
therefore, results in severe discomfort and reduction in
patient's ability to eat, swallow and speak [2]. Radiation
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therapy leads to the production of free radicals and sub-
sequent oxidative stress, thereby causing damage to cells
and their function. It seems that radiotherapy-induced
oxidative stress can also affect the salivary antioxidant
capacity [3].

Cinnamon, scientifically named Cinnamomum spp, is
a plant with many uses as a herbal medicine, containing
mucilage, tannin, sugar, resin, and essential oil, among
which the essential oil is the most important part, a
substantial portion of which is made up of cinnamalde-
hyde or cinnamic aldehyde [4]. In traditional medicine,
various therapeutic uses have been proposed for this
plant [5-7]; besides, it has been found to have high anti-
oxidant [8], anti-bacterial [9], and anti-inflammatory
[10] activity which also play a role in tissue repair [11].
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Various agents have been studied for the management
or prevention of mucositis, and the recent evidences
suggest that cryotherapy, benzydamine, corticosteroid
[2], GM-CSF [12], amifostine [2,13] and palifermin
[2,14] may be helpful in certain situations via blood ves-
sels contraction, anti-inflammatory and local anesthetic
effects, anti-inflammatory properties, and cytoprotec
tive mechanism respectively. Therefore, regarding the
pharmacologic effects of cinnamaldehyde, the present
study aimed at investigating the antioxidant property of
cinnamaldehyde on the rats' saliva and its clinical effects
on mucositis.

Methods

The present experimental study was carried out on
28 male albino Wistar rats,(7 to 11& 160+20 g),
selected through simple random sampling from the
Animal Care Center of Babol University of Medical
Sciences. The project was approved by the Research
Council as well as the Research Ethics Committee of
Babol University of Medical Sciences (ORN: 1050).
Prior to the study, all animals were kept under the
same laboratory condition at 21+1°C and 12:12 h
light/dark cycle with same access to food and water
supply [15]. Cinnamaldehyde 98% (Merk, Germany)
was used in the present study. Rats were divided into
four groups of seven rats each, The first group receiv-
ing normal saline (S), the second group receiving sa-
line and gamma radiation (SR), the third group
receiving 50 mg/kg cinnamaldehyde 98% (C), and the
fourth group receiving 50 mg/kg cinnamaldehyde 98%
and gamma radiation (CR).

A pilot study was conducted to observe the process
of radiation, radiation induced-mucositis onset, deter-
mination of the maximum radiation effects (sixth day)
and recovery from mucositis (tenth day). Prior to the
radiation, all rats were marked and weighed. Normal
saline was then injected to S and SR groups and cin-
namaldehyde to C and CR groups as the first intraperi-
toneal(ip) injection. On the same day, animals were
partially anesthetized with midazolam (25 mg/kg), and
pilocarpine 0.5 mg/kg was injected ip to obtain the sal-
iva samples. Fifteen minutes later, saliva samples were
taken using a sampler and collected in 0.5 ml micro-
tubes. In the afternoon, the CR and SR groups were
transferred to Shahid Rajai hospital of Babolsar for re-
ceiving the radiation. The animals were anesthetized by
ketamine (100 mg/kg) ip before the radiation; they
were completely immobilized on a special shield and
exposed dosage 15 Gy gamma radiation (16Co and
1.25 million electron volts energy using Teraton780) at
a for 7 min and 39 s. The tube placement was set in
the way that the rats’ whole cranium was in the field
[15]. At the end of radiation, rats were returned to the
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Animal Care Center of Babol University of Medical
Sciences and were daily weighted during the 10-day
experimental period; the relative groups were intraperi-
toneal injected afterwards and their tongues and lips
were examined for the signs of mucositis using Par-
kin's clinical scale [16] (scale 0, normal; scale 0.5,
slightly pink; scale 2, extremely red; scale 3, local des-
quamation; scale 4, exudation and crust less than one-
half of the lip; scale 5, exudation and crust more than
one-half of the lip). On the sixth day of the experi-
ment, as the mucositis peak (according to the pilot
study), saliva samples were taken using the mentioned
approach. On the last day of the study (the 10th day),
improvement was evident in mucositis and radiation-
induced effects. Saliva samples were collected one
more time on this day, and the animals were sacrificed
after anesthesia.

Salivary analysis

The saliva samples prepared on days zero, six and ten,
kept at —20°C in the freezer, were transported to the la-
boratory and underwent centrifugation at 3000 rpm for
15 min and supernatant transferred to the test tubes
after deposition of saliva impurities, and the total anti-
oxidant activity was calculated using the FRAP (Ferric
reducing antioxidant power) technique [17]. In this
method the reduction of Fe** to Fe** is seen in the pres-
ence of antioxidants. In sum, FRAP reagent contains
TPTZ (2, 4, 6-tripyridyl-s-triazine; sigma) 10 mmol/L in
40 mmol/L HCL plus FeCl3 20 mmol/L and buffer acet-
ate 0.3 mol/L (PH: 3.6) in the ratio of 10:1:1; the reagent
was freshly prepared and heated for 5 min at 37°C. The
working FRAP reagent (1.5 ml) was mixed with 50
microliter of serum. After 10 min at 37°C, the absorp-
tion was read at 593 nm and compared with the stand-
ard. FeSo4 (125, 250, 500, and 1000 pmol/L) was
considered as the standard solution, based on which the
standard curve was plotted [18].

Statistical analysis

Data are presented as the mean (+SD) in the tables and
figures. For weight comparison, one-way ANOVA was
used along with post-hoc Bonferroni. Mucositis-related
data were also analyzed by one-way ANOVA. To com-
pare the severity of mucositis between the treatment
groups, Mann—Whitney was applied between each two
groups. Data related to the salivary antioxidant capacity
were analyzed by one-way ANOVA as well. P-value
<0.05 was considered significant.

Results
The present study was conducted on 28 Wistar rats,(7—
11, 160 +20 g) divided into four groups of seven rats
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Figure 1 Alteration of mucositis in the CR and SR groups during the days of experiment.

each. All the animals were alive during the ten-day study
period and received the relative daily injections.

Mucositis

The mean mucositis onset was 2.43 + 0.2 days in the SR
and 4.14+ 1.6 days in the CR groups, so as mucositis
appeared significantly later in CR than the SR group
(P =0.024, T-test).

The results revealed that the scale of mucositis was
higher in SR compared to the CR group, and the differ-
ence was significant on the second day of the experiment
(Mann—Whitney test, p = 0.027) (Figure 1, Table 1).

Antioxidant

Salivary antioxidants concentration showed no signifi-
cant difference between the study groups on day zero
(one-way ANOVA, p > 0.05). On the sixth day, the con-
centration of saliva antioxidant was significantly higher
in CR compared to S group (one-way ANOVA, P =
0.017); however, salivary antioxidant concentration was
remarkably higher in C compared to S, SR, and CR
groups on the tenth day of experiment (one-way
ANOVA, P <0.05) (Figure 2, Table 2).

Weight

The mean (+SD) weight change was 25.71 £ 9.53, -4.7 £
31.1, -1+ 114, and 11.42 +7.27 in the S, SR, C, and CR
groups respectively. There was a significant weight gain
in S compared to the C group (T-test, p=0.042);

similarly, the CR group showed a higher weight gain
than the SR (7-test, P =0.338), as well as the C group
(T-test,p = 0.56).

Discussion

In the present research, the effect of cinnamaldehyde
has been investigated on mucositis and total salivary
antioxidant capacity (TAC) in gamma-irradiated rats.
Several studies have addressed to evaluate the anti-
inflammatory, antibacterial and antioxidant effects of
cinnamaldehyde. Reduction in the production of pros-
taglandin E2 and inhibition of cyclooxygenase-2 (COX-
2) expression and subsequent significant decrease in
Interleukin-1f3 [19], increase in glutathione peroxidase
activity [20], and bactericidal activity against Strepto-
coccus [21] and Staphylococcus species, lactobacilli
[17], and other gram positive and negative bacteria
[22] are the results brought about as the effect of cin-
namaldehyde. Clinical findings of the present study
showed a significantly delayed onset of mucositis in
CR than the SR group, and in terms of the mucositis
severity, the difference of scale of mucositis was statis-
tically significant on the second day of the experiment
in the CR group. The clinical anti-mucositis effects
were evident in CR compared to the SR group. Muco-
sitis begins with inflammatory phase and continues
with ulcerative and bacteriological phase [14]; On the
other hand, radiotherapy leads to the induction of oxi-
dative stress, thereby resulting in tissue damage [3];

Table 1 The mean (+SD) scale of mucositis in SR and CR groups in the days of experiment

Days 0 1 2 3 4 5 6 7 8 9 10
Mucositis

SR 0.00 0.00 056+044 100+076 200+£081 357+044 371111 328+095 257+127 1284095 0144037
CR 000 000 *007+0.18 035£047 1.00£1.00 1.14+£177 307£169 300+£141 300+141 1.71+£141  014+£037

*Mann-Whitney test, p =0.027.
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Figure 2 Total salivary antioxidant capacity (TAC) in the study
groups.

thus, it is likely that through the anti-inflammatory
and antioxidant mechanisms, cinnamaldehyde may
delay the onset of mucositis. Moreover, alteration in
oral microflora including the appearance of Streptococ-
cus mutans, lactobacilli and gram-negative bacilli in
the bacteriological phase can aggravate the severity of
mucositis [14], and it seems that cinnamaldehyde can
cause clinical influence on mucositis via its antibacter-
ial properties; this conclusion, however, requires fur-
ther and more accurate investigation. In addition,
study on a greater number of samples in each group
can perhaps describe the difference in the severity of
mucositis between the two groups more precisely on
more days during the ten-day period.

In a study by Gowder et al., it has been shown oral
administration of cinnamaldehyde has a delayed effect
on serum antioxidant of the rat's kidney tissue follow-
ing passing through the liver metabolism, so as it con-
tributes to an increase in antioxidants such as
superoxide desmotase, glutathione proxidase, and
glutathion-s-transferase [20]. The results achieved from
the analysis of salivary antioxidant capacity indicated a
significantly higher level of TAC in C compared to the
other groups only on the tenth day of the experiment.
It appears that ip injection of cinnamaldehyde may
have a delayed effect on salivary TAC, the exact
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mechanism of which is not yet clear. Therefore, it is
recommended that to shed light on the relative mech-
anism, studies be conducted in a longer period of time;
the prophylactic use of cinnamaldehyde is also sug-
gested to be initiated several days before the radiation
and the antioxidant effects be evaluated during irradi-
ation to benefit from antioxidant effects of cinnamalde-
hyde on mucositis improvement, since there are bodies
of evidence indicating the delayed and time-dependent
properties of cinnamaldehyde [20].

TAC demonstrated a decreasing trend in the CR group
during the ten-day study period; nonetheless, it showed
an increase compared to the SR group in mutual com-
parison between the study groups, as salivary antioxidant
concentration was higher in CR than the SR group al-
though the difference was not statistically significant.
Regarding the radiotherapy-induced oxidative stress
which may lead to DNA damage and loss of acinar pre-
cursors of the salivary glands [3], reduced TAC in the
CR group might be due to damage to the salivary glands
[3], as well as delayed and time-dependent effect of cin-
namaldehyde [20]. Although, it is not clear that the oxi-
dative stress induced by ionizing radiation on malignant
cells may be faded by the anti-oxidative effects of cinna-
maldehyde or any other remedies which have been sug-
gested to be protective for normal tissues [23].

In the examination of weight change, a significant in-
crease was observed in S compared to the C group; such
a weight loss in the latter can be ascribed to the allergic
and toxic nature of cinnamaldehyde [24] in comparison
with the safe injection of normal saline. The weight
change has not been statistically significant in the other
groups.

In the end, it is suggested that further researches be
implemented to assess the clinical and histopathological
effect of cinnamaldehyde on radiotherapy-induced
mucositis and the relative mechanisms.

Conclusion

The clinical effects in the CR group seem to be due to
antioxidant, anti-bacterial and anti-inflammatory effects
of cinnamaldehyde; this conclusion, however, requires
further investigations. Delayed antioxidant effect in the
CR group was evident in ip cinnamaldehyde injection,
the exact mechanism is not clear.

Table 2 The mean (+SD) salivary antioxidant capacity (uM) in the four groups on days zero, six and ten

Groups CR C SR S

Days

0 74/69 +813/50 315/23 £ 744/94 187/40 + 344 29/151 £ 348/86
6 146/66 + 681/79 280/40 +439/23 194/51 £ 527/5 17/67 £ 345/71
10 71/08 £ 606/23 150/73 £ 605/23 90/49 + 230/94 62/90 + 244/38




Molania et al. DARU Journal of Pharmaceutical Sciences 2012, 20:89
http://www.darujps.com/content/20/1/89

Competing interests
The authors declare that they have no competing interest.

Authors’ contributions

TM carried out acquisition of data, drafting the manuscript, AAM participated
in pharmacologic process, interpretation of data and analysis, concept and
design. MP carried out Biochemistry process, SA carried out acquisition of
data. DM participated in radiation process, revising the manuscript. LG
participated in acquisition of data. MM participated in concept and design,
drafting the article, revising for important intellectual content. All authors
read and approved the final manuscript.

This project was approved and financially supported by the Council of
Research and Technology, Babol University of Medical Sciences and
undertaken in Shahid Rajaee Hospital, Dental School, Pharmacology and
Biochemistry Departments of Babol University of Medical Sciences.

Acknowledgements

Hereby, the authors would like to gratefully thank the Research Deputy of
Babol University of Medical Sciences for financially supporting the project, as
well as the personnel of Sahid Rajaie Hospital of Babolsar, especially Mr.
Rezazadeh, for their sincere cooperation.

Author details

'Department of Oral Medicine, Dental School, Mazandaran University of
Medical Sciences, Sari, Iran. 2Department of Pharmacology, Babol University
of Medical Sciences, Babol, Iran. *Department of Biochemistry, Babol
University of Medical Sciences, Babol, Iran. 4Depar‘[ment of Oral Medicine,
Dental School, Babol University of Medical Sciences, Babol, Iran. *Shahid
Rajaee Hospital, Babol University of Medical Sciences, Babol, Iran. SCellular
and Molecular Biology Research Center, Dental School, Babol University of
Medical Sciences, Babol, Iran.

Received: 22 October 2012 Accepted: 2 December 2012
Published: 10 December 2012

References

1. Sonis ST: New thoughts on the initiation of mucositis. Oral Dis 2010,
16(7):597-600.

2. Scully C, Sonis ST, Diz PD: Oral mucositis. Oral Dis 2006, 12(3):229-241.

3. Nagler RM: The enigmatic mechanism of irradiation- induced damage to
the major salivary glands. Oral Dis 2002, 8(3):141-146.

4. Barceloux DG: Cinnamon (Cinnamomum species). Dis Mon 2009,
55(6):327-335.

5. Bandara T, Uluwaduge |, Jansz ER: Bioactivity of cinnamon with special
emphasis on diabetes mellitus: a review. Int J Food Sci Nutr 2011,
63(3):380-386.

6. Verspohl EJ, Bauer K, Neddermann E: Antidiabetic effect of cinnamomum
cassia and cinnamomum Zeylanicum in vivo and invitro. Phytother Res
2005, 19(3):203-206.

7. Ziment |, Yick D: Treatment of chronic obstructive pulmonary disease.

J Am Med Dir Assoc 2003, 4(5 Suppl):S121-5126.

8. Shan B, Cia YZ, Sun M, Corke H: Antioxidont capacity of 26 spice extract
and characterization of their phenolic constituents. J Agric food Chem
2005, 53(20):7749-7759.

9. Lopez P, Sanchez C, Batlle R, Nerin C: Solid and Vapor- phase antimicrobial
activities of sex essential oils: Susceptibility of selected foodborne
bacterial and fungal strains. J Agric Food Chem 2005, 53(17):6939-6946.

10.  Chao LK, Hua KF, Hsu HY, Cheng SS, Liu JY, Chang ST: Study on the
antiinflammatory activity of essential oil from leaves of Cinnamomum
osmophloeum. J Argic Food chem 2005, 53(18):7274-7278.

11, Kamath JV, Rana AC, Chowdhury AR: Pro-healing effect of cinnamomum
Zeylanicum bark. Phytother Res 2003, 17(8):970-972.

12. Makkonen TA, Minn H, Jekunen A, Vilja P, Tuominen S, Joensuu H:
Granulocyte macrophage-colony stimulating factor (GM- CSF) and
sucralfate in prevention of radiation- induced mucositis:a prospective
randomized study. Int J Radiat oncol Bio phys 2000, 46(3):525-534.

13.  Spielberger R, Stiff P, Bensinger W, Gentile T, Weisdorf D, Kewalramani T,
et al- Palifermin for oral mucositis after intensive therapy for hematologic
cancers. N Engl J Med 2004, 351(25):2590-2598.

14.  Sonis ST: Mucositis: the impact, biology and therapeutic opportunities of
oral mucositis. Oral Oncol 2009, 45(12):1015-1020.

Page 5 of 5

15. Ucuncu H, Ertekin MV, Yoruk O, Sezen O, Ozkan A, Erdogan F, et al: Vitamin
E and L- carnitine, separately or in combination in the Prevention of
radiation-induced oral mucositis and myelosuppression a controlled
study in a rat model. J Radiat Res 2006, 47(1):91-102.

16. Parkins CS, Fowler JF, Yu S: A murine model of lip epidermal/mucosal
reaction to x- irradiation. Radiother Oncol 1983, 1(2):159-165.

17. Bouhdid S, Abrini J, Amensour M, Zhiri A, Espuny MJ, Manresa A: Functional
and ultrastructural changes in Pseudomonas aeruginosa and
Staphylococcus aureus cells induced by Cinnamomum verum essential
oil. J Appl Microbiol 2010, 109(4):1139-1149.

18.  Benzie IF, Strain JJ: The ferric reducing ability of plasma(FRAP)as
measurement of FRAP antioxidant power:the FRAP assay. Anal Biochem
1996, 239(1):70-76.

19. Guo JY, Huo HR, Zhao BS, Liu HB, Li LF, Ma YY, et al: Cinnamaldehyde
reduces IL-1beta induced cyclooxygenase-2 activity in rat cerebral
microvascular endothelial cells. Eur J Pharmacol 2006, 537(1-3):174-180.

20. Gowder SJ, Devaraj H: Effect of the food flavour cinnamaldehyde on the
antioxidant status of rat kidney. Basic Clin Pharmacol Toxicol 2006,
99(5):379-382.

21, Unlu M, Ergene E, Unlu GV, Zeytinoglu HS, Vural N: Composition,
antimicrobial activity and in vitro cytotoxicity of essential oil from
cinnamomum zeylanicum Blume(Lauraceae). Food Chem Toxicol 2010,
48(11):3274-3280.

22. Prabuseenivasan S, Jayakumar M, Ignacimuthu S: In vitro antibacterial
activity of some plant essential oils. BMC Complement Altern Med 2006,
6:39.

23. Abdollahi M, Shetab-Boushehri SV: Is it right to look for anti-cancer drugs
amongst compounds having antioxidadnts effects? DARU 2012, 20:61.

24.  Pilapil VR: Toxic manifestation of cinnamon oil ingestion in a child. Clin
Pediatr (phila) 1998, 28(6):276.

doi:10.1186/2008-2231-20-89

Cite this article as: Molania et al.: The effect of Cinnamaldehyde on
mucositis and salivary antioxidant capacity in gamma-irradiated rats (a
preliminary study). DARU Journal of Pharmaceutical Sciences 2012 20:89.

Submit your next manuscript to BioMed Central
and take full advantage of:

¢ Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

* Research which is freely available for redistribution

Submit your manuscript at ( -
www.biomedcentral.com/submit BiolVed Central

. J




	Abstract
	Background and purpose of the study
	Methods
	Results
	Conclusion

	Background
	Methods
	Salivary analysis
	Statistical analysis

	Results
	Mucositis
	Antioxidant
	Weight

	Discussion
	Conclusion
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /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 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /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 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /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 1200
  /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 ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


