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ABSTRACT

Objective: The aims of this research are to evaluate the effect of rituximab on wound healing, some hematological parameters, histological changes in 
wound healing, and histopathological changes in some organs in male mice.

Methods: Totally, 15 adult male mice (25-30 g) were enrolled in this study. Animals were kept in the animal house College of Medicine/University 
of Babylon, and the temperature was controlled on 25°C and 14 hrs light and 10 hrs dark cycles. The animals were provided with standard diet and 
water ad libitum. The animals were divided randomly into 3 groups, five mice in each group, Group 1 (control group) received no treatment, Group 2 
received rituximab 1 m/kg, IP, at days 0, 5, and 10 after wounding, in Group 3, rituximab was topically applied to the wound at days 0, 5, and 10 after 
wounding.

Results: The results yield that the wound healing significantly decreased (p<0.05) in Groups 2 and 3 as compared to control group. While the results 
regarding white blood cells (WBCs) count, there is a significant decrease in WBC count in Group 2 (p>0.05). Platelets and red blood cell count in 
significantly increased in Group 3 as compared to control group (p<0.05). There were no histopathological changes in the skin, kidneys, and spleen. 
In liver, nonsignificant histopathological changes (p>0.05) found in Group 2 and 3 as compared to control group.

Conclusion: Rituximab delays wound healing and reduces WBC count in male mice.
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INTRODUCTION

The healing of the wound is a vital process by which the body tissue repairs 
itself after trauma, in undamaged skin, the epidermis (surface layer) 
and dermis (deeper layer) form a protective physical barrier against 
the external environment [1]. This process is divided into many phases: 
Blood clotting (hemostasis) phase, inflammation phase, tissue growth 
phase (proliferation), and tissue remodeling phase (maturation), blood 
clotting may be considered to be part of the inflammation stage instead 
of a separate stage [2]. Hemostasis (blood clotting): Within the first 
few minutes after injury, platelets in the blood begin to aggregate at the 
injured site [3]. Inflammation: During this phase, dead and damaged 
cells are cleared out, along with bacteria and other pathogens or debris. 
This takes place through the process of phagocytosis, where white 
blood cells (WBCs) “engulf” debris. Platelet-derived growth factors 
are released into the wound that causes the migration and division of 
cells during the proliferative phase [4]. Proliferation (growth of new 
tissue): In this phase, angiogenesis, collagen deposition, granulation 
tissue formation, epithelialization, and wound contraction occur [5]. 
Maturation (remodeling): During maturation and remodeling, collagen 
is realigned along tension lines, and cells that are no longer needed are 
removed by programmed cell death, or apoptosis [6]. The effects of anti-
inflammatory and immunomodulatory medications on the different 
stages of the wound healing process can be widespread, and the initial 
inflammatory may be blunted, or the proliferative and remodeling 
phases may be abnormal or prolonged [7].

Rituximab is a drug that is licensed for the treatment of relapsed or 
refractory B-cell lymphoma [8,9] and autoimmune diseases such as 
rheumatoid arthritis [10]. It lyses B lymphocytes by binding to CD20 
antigen found on the surface all B-lymphocyte tumors and activating 

complement. It is also used with other chemotherapeutic agents to 
sensitizes resistant cells [11]. It is effective in 40-50% of B-cell lymphomas 
when combined with standard chemotherapy [8]. Serum half-life is 59.8 
hrs after 1st dose and 17.4 hrs after 4th infusion [11]. Rituximab can be 
detected in the serum for many months after the dose of the drug [12]. 
There are different mechanisms to lyses B-cells by rituximab including 
antibody-dependent cellular cytotoxicity [8], complement dependent 
cytotoxicity [8,9], and stimulation of apoptotic pathway [2,9]. In all cases 
in which rituximab was given, a rapid decreasing of circulating B-cells 
occurred [13]. B-cell recovery started at 6-9 months after completion 
of treatment [2]. Side effects of rituximab include fevers (43%), chills, 
nausea, vomiting, orthostatic hypotension (10%), and bronchospasm 
(8%). Neutropenia and thrombocytopenia may occur [11].

Aims of the study
The aims of this study were to evaluate the effects of rituximab on the 
wound healing and the effects on different organs such as liver, spleen, 
and kidneys in the mice.

METHODS

Animals
Totally, 15 adult male mice (25-30 g) were enrolled in this study. 
Animals were kept in the animal house of College of Medicine/Babylon 
University, and the temperature was controlled on 25°C and 14 hrs light 
and 10 hrs dark cycles. The animals were provided with standard diet 
and water ad libitum.

Incision wound model
Each mouse was anesthetized by ether. The dorsal skin was shaved then 
cleaned with 70% alcohol. A linear dorsal incision (1 cm) was made 
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Fig. 1: A comparison of the mean differences of the lengths of the 
wounds in different groups at different days (Group 1 [control 

group] received no treatment. Group 2 received rituximab 1 m/kg, 
IP, at days 0, 5, and 10 after wounding. In Group 3, rituximab was 

topically applied to the wound at days 0, 5, and 10 after wounding)

Fig. 2: A comparison of the mean differences of the number of 
white blood cell between different groups (Group 1 [control 

group] received no treatment. Group 2 received rituximab 1 m/kg, 
IP, at days 0, 5, and 10 after wounding. In Group 3, rituximab was 

topically applied to the wound at days 0, 5, and 10 after wounding)

through the skin. The wound was left uncovered, and the mice housed 
in individual cages postoperatively. The animals were divided groups, 
five mice in each randomly into 3 group. Group 1 (control group) 
received no treatment. Group 2 received rituximab 1 m/kg, IP, at days 0, 
5, and 10 after wounding. In Group 3, rituximab was topically applied to 
the wound at days 0, 5, and 10 after wounding.

Blood and histopathological study
At 15th day, blood samples were taken by direct heart puncture, and the 
healing tissues were processed for histological study. Liver, spleen, and 
kidneys were dissected for histopathological study.

Tissues samples preparations
Liver, spleen, and kidneys were histologically prepared for paraffin 
section according to Bancroft and Stevens (1987) as follows: Fixation, 
dehydration, clearing, impregnation, embedding, sectioning, and 
dewaxing and hydration.

Statistical analysis
The data are expressed as the mean±standard error of mean. The 
difference among means has been analyzed by one-way ANOVA. The 
value of p<0.05 was considered as statistically significant.

RESULTS

Effects of rituximab on the wound healing
The lengths of the wound significantly decreased (p<0.05) in the control 
group as compared to Groups 2 and 3 (Tables 1 and 2, Fig. 1, Picture 1). 
The wound healing, also, significantly decreased (p<0.05) in Group 2 as 
compared to Group 3 (Table 3 and Fig. 1).

Hematological effects of rituximab
WBCs significantly significantly decreased (p<0.05) in Group 2 as 
compared with control group, whereas there were no significant 
differences (p>0.05) between control group and Group 3 (Table 4 and 
Fig. 2). Red blood cells (RBCs) significantly significantly increased 
(p<0.05) in Group 3 as compared with control group, whereas there 
were no significant differences (p>0.05) between control group and 
Group 2 (Table 5 and Fig. 3). Platelets significantly increased (p<0.05) 

Table 1: The means±SEM of the wound length of control 
Group 1 (control group) and Group 2 (received rituximab 

1 m/kg, IP, at days 0, 5, and 10 after wounding)

DurationDuration Means±SEM of 
wound length (mm) 
of Group 1

Means±SEM of 
wound length (mm) 
of Group 2

p-value

2 days 6.8±1.30384 7.4±0.89443 >0.05
4 days 4.0±0.44721 5.6±0.50990 <0.05
6 days 0.8±0.83666 4.6±0.67823 <0.05
8 days 0.0±0.0 3.4±0.81240 <0.05
10 days 0.0±0.0 1.2±0.37417 <0.05
12 days 0.0±0.0 0.0±0.0 >0.05
SEM: Standard error of mean

Table 2: The means±SEM of the wound length of control 
Group 1 (control group) and Group 3 (rituximab was topically 

applied to the wound at days 0, 5, and 10 after wounding)

DurationDuration Means±SEM of 
wound length (mm) 
of Group 1

Means±SEM of 
wound length (mm) 
of Group 3

p value

2 days 6.8±1.30384 6.6±0.4 >0.05
4 days 4.0±0.44721 5±0.31623 >0.05
6 days 0.8±0.83666 3±0.31623 <0.05
8 days 0.0±0.0 1.8±0.37417 <0.05
10 days 0.0±0.0 0.6±0.4 >0.05
12 days 0.0±0.0 0.0±0.0 >0.05
SEM: Standard error of mean

Picture 1: Pictures of wounds in different groups at different 
days (Group 1 [control group] received no treatment. Group 2 

received rituximab 1 m/kg, IP, at days 0, 5, and 10 after wounding. 
In Group 3, rituximab was topically applied to the wound at days 

0, 5, and 10 after wounding)
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in Group 3 as compared with control group, whereas there were no 
significant differences (p>0.05) between control group and Group 2 
(Table 6 and Fig. 4). There were no significant differences (p>0.05) 
in the platelet distribution width (PDW) between control group and 
Groups 2 and 3 (Table 7 and Fig. 5).

Tissue biopsy
Tissue biopsy from the skin, spleen, kidney, and liver had been 
underwent for all of the control, intraperitoneally and topically applied 
rituximab cases and had been studied histopathologically. No changes 
had been identified in the skin, kidney, spleen and pancreas apart from 
mild vascular congestion. Histopathological study showed hepatic 
spotty lytic necrosis of various grades, “focal necroinflammation,” 
recognizable as a small cluster of mononuclear cells (lymphocytes) 
with or without an adjacent identifiable apoptotic body or bodies 
(grades fluctuated between 1 and 4) and the highest grades were in 
the topically applied rituximab cases. However, these histopathological 
changes in the intraperitoneally and topically applied rituximab cases 
were being statistically insignificant when analyzed with the control 
group (Table 8, Fig. 6).

DISCUSSION

Rituximab is a drug designed as monoclonal, chimeric antibody that 
targets the CD20 antigen on B-cell, which expressed on normal and 

Table 3: The means±SEM of the wound length of control 
Group 2 (received rituximab 1 m/kg, IP, at days 0, 5, and 10 after 
wounding) and Group 3 (rituximab was topically applied to the 

wound at days 0, 5, and 10 after wounding)

Means±SEM of 
wound length (mm) 
of Group 2

Means±SEM of 
wound length (mm) 
of Group 3

p value

2 days 7.4±0.89443 6.6±0.4 >0.05
4 days 5.6±0.50990 5±0.31623 >0.05
6 days 4.6±0.67823 3±0.31623 <0.05
8 days 3.4±0.81240 1.8±0.37417 <0.05
10 days 1.2±0.37417 0.6±0.4 >0.05
12 days 0.0±0.0 0.0±0.0 >0.05
SEM: Standard error of mean

Table 4: A comparison of the mean differences of the number 
of WBC between different groups (Group 1 [control group] 
received no treatment. Group 2 received rituximab 1 m/kg, 

IP, at days 0, 5, and 10 after wounding. In Group 3, rituximab 
was topically applied to the wound at days 0, 5, and 10 after 

wounding)

DurationDuration Group 1 Group 2 Group 3

Group 1 X 2.24* 0.02
Group 2 −2.24* X −2.22*
Group 3 −0.02 2.22* X
*The mean difference is significant (p<0.05). WBC: White blood cell

Table 5: A comparison of the mean differences of the number of 
RBC between different groups (Group 1 [control group] received 
no treatment. Group 2 received rituximab 1 m/kg, IP, at days 0, 
5, and 10 after wounding. In Group 3, rituximab was topically 

applied to the wound at days 0, 5, and 10 after wounding)

Duration Group 1 Group 2 Group 3

Group 1 X −0.98 −1.64*
Group 2 0.98 X −0.66
Group 3 1.64* −0.98 X
*The mean difference is statistically significant (p<0.05)

Table 6: A comparison of the mean differences of the number 
of platelets between different groups (Group 1 [control group] 

received no treatment. Group 2 received rituximab 1 m/kg, 
IP, at days 0, 5, and 10 after wounding. In Group 3, rituximab 
was topically applied to the wound at days 0, 5, and 10 after 

wounding)

Group 1 Group 2 Group 3

Group 1 X −166.6 −496*
Group 2 166.6 X −329
Group 3 496* 329.4 X
*The mean difference is statistically significant (p<0.05)

Table 8: Liver histopathological changes in the all 
groups (Group 1 [control group] received no treatment. 

Group 2 received rituximab 1 m/kg, IP, at days 0, 5, and 10 after 
wounding. In Group 3, rituximab was topically applied to the 

wound at days 0, 5, and 10 after wounding)

Group Grade of spotty lytic necrosis Total 
numberGrade 

0
Grade 
1

Grade 
2

Grade 
3

Grade 
4

1 3 0 2 0 0 5
2 2 0 3 0 0 5
3 2 0 1 1 1 5
Total 
number

7 0 1 1 1 15

p=0.67

neoplastic B-cells, in addition, it playing a vital role in the treatment 
of newly diagnosed, and refractory indolent and aggressive CD20 
lymphoma, non-Hodgkin lymphoma and chronic lymphocytic leukemia, 
rituximab has recently used to treat autoimmune diseases such as 
systemic lupus erythematosus and rheumatoid arthritis [14].

Some studies reported that rituximab is useful in refractory immune 
thrombocytopenic purpura giving a good response rate, with 
complete remission and partial remission rate ranging from 48% to 
54% [15,16]. In our research, we have opportunity to test the effect 
of rituximab in wound healing as a model in animals laboratory as a 
new approach in rituximab treatment, when we compare the effect 
of rituximab on total number of WBCs, between the control group 
(Group 1) and group received rituximab intraperitoneal (Group 2) 
and group received rituximab locally (Group 3). The result showing 
that there is a significant difference decreasing in total number of 
WBCs between Group 1 and Group 2 as a result a targeting the CD20 
on lymphocytes following rituximab administration, and this result 
in agreement with other international studies [17]. While comparing 
between Group 1 and Group 3 in regarding the effect of rituximab on 
the RBCs count and platelets count, we notice there is a significant 
difference increasing for both RBCs count, and platelets count. This 

Table 7: A comparison of the mean differences of the number 
of PDW between different groups (Group 1 [control group] 
received no treatment. Group 2 received rituximab 1 m/kg, 

IP, at days 0, 5, and 10 after wounding. In Group 3, rituximab 
was topically applied to the wound at days 0, 5, and 10 after 

wounding)

Group 1 Group 2 Group 3

Group 1 X −0.24 −1.16
Group 2 0.24 X −0.92
Group 3 1.16 0.92 X
*The mean differences is statically significant (P<0.05).
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results may be not related to rituximab effect; however, it is related 
to the functions of RBCs and platelets in wound injury, the platelets 
are rapidly diffuse to sites of injury or infection, and potentially 
modulate inflammatory processes by interacting with leukocytes and 
by secreting various cytokines, and other inflammatory mediators, 
also platelets secrete platelet-derived growth factor, in addition, RBCs 
are able of interact with several types of cells such as macrophages 
and neutrophills, both of which are involved in the syntheses 
and regulation of different matrix metalloproteinases in wound 
healing [18-21]. Compare between Group 1, Group 2, and Group 3 
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CONCLUSIONS

Rituximab delays wound healing in male mice, and further researches 
are needed to study the effects of the drug on wound healing in the 
human.



116

Asian J Pharm Clin Res, Vol 10, Issue 3, 2017, 112-116
 Selman et al. 

9. McLaughlin P, Grillo-López AJ, Link BK, Levy R, Czuczman MS, 
Williams ME, et al. Rituximab chimeric anti-CD20 monoclonal antibody 
therapy for relapsed indolent lymphoma: Half of patients respond to a 
four-dose treatment program. J Clin Oncol 1998;16(8):2825-33.

10. Edwards JC, Leandro MJ, Cambridge G. B lymphocyte depletion 
therapy with rituximab in rheumatoid arthritis. Rheum Dis Clin North 
Am 2004;30(2):393-403, viii.

11. Maloney DG, Liles TM, Czerwinski DK, Waldichuk C, Rosenberg J, 
Grillo-Lopez A, et al. Phase I clinical trial using escalating 
single-dose infusion of chimeric anti-CD20 monoclonal antibody 
(IDEC-C2B8) in patients with recurrent B-cell lymphoma. Blood 
1994;84(8):2457-66.

12. Vieira CA, Agarwal A, Book BK, Sidner RA, Bearden CM, Gebel HM, 
et al. Rituximab for reduction of anti-HLA antibodies in patients 
awaiting renal transplantation: 1. Safety, pharmacodynamics, and 
pharmacokinetics. Transplantation 2004;77(4):542-8.

13. Genberg H, Hansson A, Wernerson A, Wennberg L, Tydén G. 
Pharmacodynamics of rituximab in kidney allotransplantation. Am J 
Transplant 2006;6(10):2418-28.

14. Arroyo-Ávila M, Fred-Jiménez RM, Vilá LM. Early-onset neutropenia 
induced by rituximab in a patient with lupus nephritis and hemolytic 
anemia. Case Rep Rheumatol 2015;2015:616787.

15. Weyrich AS, Zimmerman GA. Platelets: Signaling cells in the immune 
continuum. Trends Immunol 2004;25(9):489-95.

16. Wagner DD, Burger PC. Platelets in inflammation and thrombosis. 
Arterioscler Thromb Vasc Biol 2003;23:2131-7.

17. Chin-Yee I, Keeney M, Krueger L, Dietz G, Moses G. Supernatant from 
stored red cells activates neutrophils. Transfus Med 1998;8(1):49-56.

18. Singer AJ, Clark RA. Cutaneous wound healing. N Engl J Med 
1999;341(10):738-46.

19. DeLeve L, Kaplowitz N, editors. Drug-Induced Liver Disease. 3rd ed. 
Waltham, MA: Academic Press; 2013. p. 776.

20. Qazilbash MH, Qu Z, Hosing C, Couriel D, Donato M, Giralt S, et al. 
Rituximab-induced acute liver failure after an allogeneic transplantation 
for chronic myeloid leukemia. Am J Hematol 2005;80(1):43-5.

21. Burak KW, Swain MG, Santodomingo-Garzon T, Lee SS, Urbanski SJ, 
Aspinall AI, et al. Rituximab for the treatment of patients with 
autoimmune hepatitis who are refractory or intolerant to standard 
therapy. Can J Gastroenterol 2013;27(5):273-80.

22. Dunleavy K, Tay K, Wilson WH. Rituximab-associated neutropenia. 
Semin Hematol 2010;47(2):180-6.

23. Garcia-Chavez J, Majluf-Cruz A, Montiel-Cervantes L, Esparza MG, 
Vela-Ojeda J. Rituximab therapy for chronic and refractory immune 
thrombocytopenic purpura: A long-term follow-up analysis. Ann 
Hematol 2007;86(12):871-7.

24. Stasi R, Pagano A, Stipa E, Amadori S. Rituximab chimeric anti-CD20 
monoclonal antibody treatment for adults with chronic idiopathic 
thrombocytopenic purpura. Blood 2001;98(4):952-7.



<<
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /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 false
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /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 false
  /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 false
  /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

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /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 <>
    /PTB <>
    /SUO <>
    /SVE <>
    /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 [612.000 792.000]
>> setpagedevice


