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Abstract

Background: Rhabdophis tigrinus (Yamakagashi snake) is a rear-fanged colubrid snake present throughout Russia
and Asia. Its venom induces life-threatening hemorrhagic symptoms and severe disseminated intravascular coagulation
with a fibrinolytic phenotype.

R. tigrinus antivenom manufactured by the immunization of horses to neutralize the venom has the risk of adverse
events such as anaphylaxis and serum sickness disease. It should be used when benefit is greater than the risk of
adverse effects; however, its efficacy has not been well evaluated.

Although our previous survey of nine cases demonstrated that seven of all cases treated with antivenom survived, the
clinical characteristics and prognosis without antivenom administration remained unclear. We assumed that R. tigrinus
antivenom administration overlaps self-recovery with supportive care. We aimed to determine the association between
antivenom administration and outcome with further analyzed cases.

Methods: We retrospectively reviewed the records of the Japan Snake Institute between January 1, 1973 and
December 31, 2013. Antivenom and without antivenom groups were compared with regard to baseline demographic
features, treatment-related factors, and outcomes.

Results: In total, 34 patients were analyzed (97% male, median age 37.5 years). Twenty-five patients were further
examined from our previous study. On admission, the median levels of fibrinogen and fibrinogen degradation
products were 35 mg/dL and 200 ug/mL, respectively, and platelet counts were 107,000/mm?. The median disseminated
intravascular coagulation score (defined by the Japanese Association of Acute Medicine) was 5. Antivenom was
administered to 19 patients, with a median interval of 32 h between bite and antivenom administration. The
in-hospital mortality rate was 12%. In univariate analysis, baseline characteristics and laboratory data were not
significantly different between the antivenom and without antivenom groups. Hospital mortality in the antivenom
group was significantly better than that in the without antivenom group (0% vs. 26.7%, P = 0.03). Moreover, the
number of patients developing renal failure requiring hemodialysis was significantly lower in the antivenom group
(5.3% vs. 40.0%, P=0.03).

Conclusions: In our small retrospective study, antivenom administration was likely to be effective in the
management of R. tigrinus bites. Apparently, further research is required to confirm its efficacy.
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Background

Rhabdophis tigrinus (Yamakagashi snake) is a rear-fanged
venomous snake present throughout Russia and Asia [1].
Its venom induces life-threatening hemorrhagic symptoms
and severe disseminated intravascular coagulation (DIC)
with a fibrinolytic phenotype [2].

R. tigrinus antivenom manufactured by the immunization
of horses to neutralize the venom has the risk of adverse
events such as anaphylaxis and serum sickness disease
[1,2]. It should be used when benefit is greater than the
risk of adverse effects; however, its efficacy has not been
well evaluated. Although our previous survey of nine cases
demonstrated that seven of all cases treated with anti-
venom survived, the clinical characteristics and prognosis
without antivenom administration remained unclear [3].
Further, theoretically, R. tigrinus antivenom only neutral-
izes the unbound venom and cannot restore organ func-
tion. Antivenom was administered after patients developed
severe DIC in the study (the median interval between bite
and antivenom administration was 35 h) [2]. We assume
that the R tigrinus antivenom administration overlaps
self-recovery with supportive care.

The present study therefore aimed to determine the
association between antivenom administration and out-
come with further analyzed cases.

Methods
The institutional review board of the Japan Snake Institute
approved the present study.

Patients and setting
The Japan Snake Institute was established in 1968 to
research medical application of snakes.

In clinical practice, physicians managing patients with
snake bites usually ask for the assistance of the Japan
Snake Institute, where diagnosis is confirmed according
to laboratory data and clinical symptoms. Clinical data
was routinely collected, and all cases of R. tigrinus bites
were recorded in this institute. The records of the Japan
Snake Institute were retrospectively investigated between
January 1, 1973 and December 31, 2013.

Diagnosis of R. tigrinus bites

R. tigrinus bites were diagnosed based on the detailed infor-
mation of snakes that patients observed and hemorrhagic
symptoms including severe hypofibrinogenemia, and
final diagnosis was recorded in a file of the Japan Snake
Institute.

We also applied DIC diagnostic criteria for critically ill
patients, as outlined by the Japanese Association of Acute
Medicine (JAAM criteria) [4]; DIC was defined as a total
score of >4.
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Treatment of R. tigrinus bites

The antivenom used against R. tigrinus bites was experi-
mentally manufactured [1]. Severe adverse effects exclu-
sively refer to anaphylactic shock in which the patient is
at a risk of death because of antivenom administration.

Data collection

The following parameters were recorded: age, gender,
date of injury, clinical symptoms, laboratory data, and
DIC score as well as treatment-related factors and the
outcomes including hospital mortality and renal failure
requiring hemodialysis.

Outcome measures

The primary endpoint of the present study was to deter-
mine the association between antivenom administration
and hospital mortality. The secondary outcome was to
determine the association between antivenom adminis-
tration and renal failure requiring hemodialysis after the
acute phase of injury.

Primary data analysis

Statistical analysis was performed using JMP version 11
(SAS, Cary, NC, USA). Patient characteristics, treatment-
related factors, and outcomes were compared between the
antivenom group and the without antivenom group using
Mann—Whitney I/ test and x* test or, where appropriate,
the Fisher exact test for categorical variables. P values
of <0.05 alpha were considered statistically significant.

Results

Demographic data and clinical characteristics of all study
patients

Over the 43-year study period, 34 patients were identified;
the patient characteristics are summarized in Table 1. We
further analyzed 25 cases from the previous study [3]. All
patients, except for one, were male, with a median age of
37.5 years. On admission, the median levels of fibrinogen
and fibrinogen degradation products (FDPs) were 35 mg/dL
and 200 pg/mL, respectively, and platelet counts were
107,000/mm?. The mean DIC score was 5.

Antivenom was administered to 19 patients, and the
median interval between bite and antivenom administra-
tion was 32 h. No apparent adverse effects were observed.
DIC was treated with heparin in 14 patients. Seven pa-
tients developed renal failure requiring hemodialysis after
the acute phase of the injury, and the in-hospital mortality
rate for all the patients was 11.8%.

Comparison of clinical characteristics between the
antivenom and without antivenom groups

The comparison of clinical characteristics between the
antivenom and without antivenom groups is summa-
rized in Table 2. Baseline characteristics and laboratory
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Table 1 Population characteristics, n =34

Population characteristics Values
Age (years) 37.5(43.8)
Gender, male, n (%) 33 (97.1)
Date of getting injury (year)
1973-1999 25 (73.5)
2000-2013 9 (26.5)
Clinical symptoms
Nasal bleeding, n (%) 4(11.8)
Gum bleeding, n (%) 15 (44.1)
Bleeding from the bite sites, n (%) 27 (79.4)
Headache, n (%) 6 (17.6)
Laboratory data
Platelet counts (x10*/mm?) 10.7 (104)
Fibrinogen (mg/dL) 35 (30)
PT-INR 5 (4.38)
FDP (ug/mL) 200 (180)
DIC score 5(3)
Treatment
Heparin, n (%) 14 (41.2)
FFP, n (%) 8 (25.0)
PE, n (%) 4(11.8)
Antivenom, n (%) 19 (55.9)
Time interval between getting Yamakagashi 32 (31)
bites and antivenom administration (h)
Severe adverse effects related to antivenom 0 (0)
Outcome
Mortality, n (%) 4(11.8)
Hospital stay 9.5 (9.5)
Renal failure requiring hemodialysis, n (%) 7 (206)

Data are presented as median (interquartile, IQR) for continuous variables and
n (percentage) for categorical variables. PT-INR prothrombin time international
ratio, FDP fibrinogen degradation products, DIC disseminated intravascular
coagulation, FFP fresh frozen plasma, PE plasma exchange, SD standard
deviation.

data were not significantly different between the two
groups.

Heparin use in the antivenom group was significantly
lower than that in the without antivenom group (21.1%
vs. 66.7%, P =0.01).

Correlations between antivenom administration and
outcomes

Hospital mortality in the antivenom group was signifi-
cantly better than that in the without antivenom group
(0% vs. 26.7%, P =0.03) (Figure 1). Moreover, the number
of patients developing renal failure requiring hemodialysis
was significantly lower in the antivenom group (5.3% vs.
40.0%, P = 0.03) (Figure 2).
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Table 2 Comparison between the antivenom and the
without antivenom groups

Characteristics Antivenom Without antivenom P value
group (n=19) group (n=15)

Age (years) 37 (40) 43 (50) 0.93

Gender, male, n (%) 18 (94.7) 15 (100) 1.00

Date of injury, year 7 (36.8) 2 (13.3) 0.24

(2000-2013), n (%)

Clinical symptoms

Nasal bleeding, n (%) 1(5.3) 3 (20.0) 0.07

Gum bleeding, n (%) 8 (42.1) 7 (46.7) 1.00

Bleeding from the 16 (84.2) 11 (73.3) 067

bite sites, n (%)

Headache, n (%) 3(15.8) 3(20.0) 1.00

Laboratory data

Platelet counts 125 (10.1) 79 (11.6) 0.21

(x10%mm3)

Fibrinogen (mg/dL) 425 (20) 31 (43) 034

PT-INR 5.84 (4.24) 281 (4.11) 0.1

FDP (ug/mL) 236 (185) 160 (214) 0.06

DIC score 5 (4) 45 (3) 0.6

Treatment

Heparin, n (%) 4(21.0) 10 (66.7) 0.01

FFP, n (%) 3(15.8) 5(38.5) 022

PE 1(53) 3 (200 0.30

Data are presented as median (interquartile, IQR) for continuous variables and
n (percentage) for categorical variables. PT-INR prothrombin time international
ratio, FDP fibrinogen degradation products, DIC disseminated intravascular

coagulation, FFP fresh frozen plasma, PE plasma exchange, SD standard deviation.

Discussion

In the present study, we demonstrated that hospital mortal-
ity and the number of renal failure requiring hemodialysis
following the acute phase of R. tigrinus bites were signifi-
cantly better in patients receiving antivenom than in those
not receiving antivenom. Previously, we demonstrated
that the pathophysiology of R. tigrinus bites involves DIC
with the fibrinolytic phenotype [3]. However, it seems that
this DIC with fibrinolysis phenomenon does not persist
throughout hospitalization and may be limited to the
acute injury phase. The present survey revealed that in the
acute phase, patients developed DIC with the fibrinolytic
phenotype; however, 40% of patients without antivenom
developed renal failure requiring hemodialysis in the later
phase of the injury. Renal pathology has revealed that
glomerular fibrin thrombi and tubular necrosis are re-
sponsible for renal failure associated with R. tigrinus bites
[5]. Indeed, Gando et al. reported that 24 to 48 h after se-
vere traumatic injury, DIC with the fibrinolytic phenotype
changes to DIC with the thrombotic phenotype, which
can result in the fatal multiple organ dysfunction
syndromes (MODS) [6,7].
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Dead Survival Total

Antivenom group 0 19 19

Without-antivenom group 4 11 15

Total 4 30 34
100%
80%
60%
40%
20%
0%

Antivenom group

Without-antivenom group

Dead O Survival

P=0.03

Figure 1 Comparison of hospital mortality between the antivenom and the without-antivenom groups. Hospital mortality in the
antivenom group was significantly better than that in the without antivenom group (0% vs. 26.7%, P =0.03).

s::lalo&f:l}ﬂl: 1: requiring No need for hemodialysis Total

Antivenom group 1 18 19

Without-antivenom group 6 9 15

Total 7 27 34
100%
80%
60%
40%
20%
0%

Antivenom group
Renal failure requiring hemodialysis CONo need for hemodialysis

Figure 2 Comparison of the number of patients developing renal failure requiring hemodialysis between the antivenom and the
without antivenom groups. The number of patients developing renal failure requiring hemodialysis was significantly lower in the antivenom

group (5.3% vs. 40.0%, P=0.03).

Without-antivenom group

P=0.03
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Gando et al. argued that the guiding principal in the
treatment of DIC is the specific and vigorous treatment
of the underlying disorder [6]. Considering our current
understanding of the pathophysiology of R. tigrinus bites,
it is obvious that managing DIC with heparin is contrain-
dicated in the acute phase because patients develop bleed-
ing manifestations [8]. On the other hand, antivenom
represents a specific, definitive, and effective treatment in
this phase. It appeared that administering R. tigrinus anti-
venom following bites can lead to complete clinical recov-
ery without progression to MODS, even in the presence of
severe DIC. Thus, antivenom effectively treats the acute
symptoms and can prevent disease progression. If there
is appropriate preparedness for anaphylaxis, antivenom
should be used in patients with R. tigrinus bites.

A major adverse effect of antivenom is serum sickness
disease, which usually occurred in 4—10 days after admin-
istration of antivenom [9]. Rashes, itching, joint pain, fever,
lymphadenopathy, malaise, and renal failure are typical
symptoms [9,10]. Because the number of patients develop-
ing renal failure requiring hemodialysis was significantly
lower in the antivenom group, the close association
between antivenom administration and renal failure was
not considered. In the present study, although the num-
bers in the present survey are still too low to make any
comprehensive assessment, the initial anaphylactic reac-
tion rate was also lower than the 2.4%—9% rate observed
with G. blomhoffii antivenom [11,12].

There are many limitations to the present study. Not-
ably, the present study had a retrospective design and a
relatively small sample size. Selection bias may also have
been an issue because only cases reported to our center
were used, and many cases may have remained undiag-
nosed or misdiagnosed because of the unfamiliar symp-
toms presented by this rare snakebite. Finally, because
tissue plasminogen activator (t-PA) was not evaluated,
the primary activation of fibrinogenolysis remains un-
clear. Furthermore, plasminogen activator inhibitor-1
(PAI-1), which induces the suppression of fibrinolysis,
was not evaluated. Further study is required to clarify
the pathophysiology of R. tigrinus bites.

Conclusions

In our small retrospective study, antivenom administra-
tion was likely to be effective in the management of R
tigrinus bites. Apparently, further research is required to
confirm its efficacy.

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

Authors’ contributions

TH, AS, AY, YA, and YK collected the patient data. TH, MM, AG, HK, YK, JI, YA,
KK, and MH treated patients. TH wrote the manuscript. MA, KS, and YK
revised and edited the manuscript. All authors read and approved the final
manuscript.

Page 5 of 5

Acknowledgements
This study was supported by the Health Science Grants (2013-2015) from the
Ministry of Health, Labour and Welfare of Japan.

Author details

'Emergency Medical Center, Kagawa University Hospital, 1750-1 lkenobe,
Miki Kita, Kagawa 761-0793, Japan. *The Japan Snake Institute, Yabutsuka
3318, Ota, Gumma 379-2301, Japan. *Department of Bacteriology II, National
Institute of Infectious Disease, Gakuen 4-7-1, Musashimurayama-shi, Tokyo
208-0011, Japan. “Department of Internal Medicine, Kaizuka Hospital,
Hakosaki 7-7-27, Higashi-ku, Fukuoka 812-0053, Japan. *Department of
Immunology, National Institute of Infectious Disease, Toyama 1-23-1,
Shinjuku-ku, Tokyo 162-8640, Japan. ®Division of Critical Care Medicine and
Trauma, National Hospital Organization Disaster Medical Center, 3256
Midori-cho, Tachikawa, Tokyo 190-0014, Japan. Division of Critical Care
Medicine and Trauma, Yamanashi Prefectural Central Hospital, 1-1-1
Fujimicho, Kofu, Yamanashi 400-8506, Japan. ®The Chemo-Sero-Therapeutic
Research Institute (KAKETSUKEN), 1-6-1 Okubo, Kita-ku, Kumamoto-shi,
Kumamoto 860-8568, Japan.

Received: 23 May 2014 Accepted: 23 June 2014
Published: 31 July 2014

References

1. Morokuma K, Kobori N, Fukuda T, Uchida T, Sakai A, Toriba M, Ohkuma K,
Nakai K, Kurata T, Takahashi M: Experimental manufacture of equine
antivenom against yamakagashi (Rhabdophis tigrinus). Jpon J Infect Dis
2011, 64:397-402.

2. Dart RC, McNally J: Efficacy, safety, and use of snake antivenoms in the
United States. Ann Emer Med 2001, 37:181-188.

3. Hifumi T, Sakai A, Yamamoto A, Murakawa M, Ato M, Shibayama K, Ginnaga A,
Kato H, Koido Y, Inoue J, Abe Y, Kawakita K, Hagiike M, Kuroda Y: Clinical
characteristics of yamakagashi (Rhabdophis tigrinus) bites: a national
survey in Japan, 2000-2013. J Intensive Care 2014, 2:19.

4. Gando S, Iba T, Eguchi Y, Ohtomo Y, Okamoto K, Koseki K, Mayumi T,
Murata A, lkeda T, Ishikura H, Ueyama M, Ogura H, Kushimoto S, Saitoh D,
Endo S, Shimazaki S, Japanese Association for Acute Medicine Disseminated
Intravascular Coagulation JAAM DIC) Study Group: A multicenter,
prospective validation of disseminated intravascular coagulation
diagnostic criteria for critically ill patients: comparing current criteria.
Crit Care Med 2006, 34:625-631.

5. Sakai T, Hatsuse M, Sawai Y: Study on the pathogenesis of envenomation
by the Japanese Colubrid Snake, Yamakagashi, Rhabdophis tigrinus.
Snake 1990, 22:11-19.

6. Gando S, Sawamura A, Hayakawa M: Trauma, shock, and disseminated
intravascular coagulation: lessons from the classical literature. Ann Surg
2011, 254:10-19.

7. Gando S: Acute coagulopathy of trauma shock and coagulopathy of trauma: a
rebuttal. You are now going down the wrong path. J Trauma 2009, 67:381-383.

8. Sakai A: Diagnosis and treatment of snakebite by Mamushi and
Yamakagashi. Chudoku kenkyu 2013, 26:193-199.

9. Lundquist AL, Chari RS, Wood JH, Miller GG, Schaefer HM, Raiford DS,
Wright KJ, Gorden DL: Serum sickness following rabbit
antithymocyte-globulin induction in a liver transplant recipient: case
report and literature review. Liver Transpl 2007, 13:647-650.

10.  Davies KA, Mathieson P, Winearls CG, Rees AJ, Walport MJ: Serum sickness
and acute renal failure after streptokinase therapy for myocardial
infarction. Clin Exp Immunol 1990, 80:83-88.

11, Hifumi T, Yamamoto A, Morokuma K, Okada |, Kiriu N, Ogasawara T, Hasegawa E,
Kato H, Inoue J, Koido Y, Takahashi M: Clinical efficacy of antivenom and
cepharanthine for the treatment of Mamushi (Gloydius blomhoffii) bites in
tertiary care centers in Japan. Jon J Infect Dis 2013, 66:26-31.

12. Hifumi T, Yamamoto A, Morokuma K, Ogasawara T, Kiriu N, Hasegawa E,
Inoue J, Kato H, Koido Y, Takahashi M: Surveillance of the clinical use of
mamushi (Gloydius blomhoffii) antivenom in tertiary care centers in
Japan. Jpn J Infect Dis 2011, 64:373-376.

doi:10.1186/540560-014-0044-5

Cite this article as: Hifumi et al.: Effect of antivenom therapy of
Rhabdophis tigrinus (Yamakagashi snake) bites. Journal of Intensive Care
2014 2:44.




	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Patients and setting
	Diagnosis of R. tigrinus bites
	Treatment of R. tigrinus bites
	Data collection
	Outcome measures
	Primary data analysis

	Results
	Demographic data and clinical characteristics of all study patients
	Comparison of clinical characteristics between the antivenom and without antivenom groups
	Correlations between antivenom administration and outcomes

	Discussion
	Conclusions
	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 0.1000
  /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


