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Campylobacteremia in stage IV
gliosarcoma with bevacizumab

treatment
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Primary campylobacter enteritis with secondary bacteremia was diagnosed in an immunocompromised
patient with stage IV gliosarcoma. She developed mild diarrhea followed by systemic symptoms with
transient generalized weakness and fever. She was treated with azithromycin and had a full recovery and
without relapse through 2 months of follow-up. Her diagnosis was confirmed by a positive stool culture for
Campylobacter sp. and blood culture for Campylobacter jejunilcoli.
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66-year-old Caucasian female with a stage IV

Agliosarcoma presented to an emergency depart-

ment (ER) in Seattle, Washington in August 2011
because of generalized weakness.

The patient had been at her baseline state of health
and able to ambulate independently until the evening
of presentation when she was unable to arise from a
chair. She denied headache and had no change in her
baseline aphasia or right-sided weakness. She denied
fever at home, chest pain, dyspnea, cough, abdominal
pain, vomiting, and dysuria. She had recently had loose
stools (once daily, no blood or mucous) for 5 days
that resolved 1 day prior to admission. The patient had
attributed her loose stools to laxative use for chronic
constipation. Her past medical history included recurrent
stage IV gliosarcoma, status post resection with subse-
quent brain radiation and chemotherapy with temozolo-
mide in 2008 and repeat resection with brain radiation
therapy in 2010. A recurrence in June 2011 was managed
with bevacizumab, 10 mg/kg by intravenous infusion
once every 2 weeks for 2 months with last dose given
10 days prior to admission, and concurrent dexametha-
sone starting at 16 mg/day and tapering to 4 mg by the
evening prior to admission. Aside from the residual
expressive aphasia and right-sided weakness related to
her tumor recurrence, she also had impaired fasting
glucose, chronic constipation, and dysphagia. Medica-
tions included omeprazole, levetiracetam, stool softeners,
and senna. She previously worked as a nutritionist. She
denied sick contacts, recent travel or exposure to new

drugs. She denied consumption of undercooked meats,
raw milk, herbs and other alternative substances but did
have contact with raw poultry and other meats in the
kitchen. She lived in a suburban neighborhood. Her
only contact with animals was with a pet cat whose litter
box she changed routinely.

Her temperature was 38.2°C, pulse rate 105/min,
blood pressure 135/106 mmHg and respiration rate 20/
min. She was well-nourished, developed, alert, and in
no acute distress. Breath sounds were clear. Cardiac
auscultation revealed mild tachycardia, regular rhythm,
and no murmur. Abdomen was soft, non-tender and
non-distended. The patient had baseline disorientation
to place and time. Cranial nerves II through XII were
grossly intact though she had moderate expressive
aphasia without dysarthria or neglect. Muscle strength
in extremities was symmetric bilaterally except for very
slight right-sided pronator drift. DTRs were intact and
symmetric. Finger-nose-finger testing was notable for
slight dysmetria on the right upper extremity. The patient
felt too weak to try to stand. There was no apparent
sensory defect. The remainder of the examination was
normal.

Her initial lab data (electrolytes, LFTs, lactate, urina-
lysis, CXR) were unremarkable aside from the CBC
that showed mild leukopenia at WBC 3,700/ul, lympho-
penia with lymphocytes 270/ul, granulocytes 3,182/pl
and mild thrombocytopenia with platelets 142,000/pl.
Two sets of blood cultures (3.5 hours apart) were
collected.
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On day 1 MRI of the brain without and with the
administration of IV contrast showed no evidence of
tumor progression and interval improved edema of the
left frontal, parietal lobes and along the tumor resection
margin. On day 2 the patient’s generalized weakness
resolved. She was able to ambulate independently.
She remained afebrile. Blood cultures remained negative
at 36 hours and so the patient was discharged. On
day 3 morning the laboratory reported that one of the
two sets of initial blood cultures on admission was
growing small curved gram-negative rods (GNR), possi-
bly campylobacter. The patient was then contacted
and readmitted to the hospital for further evaluation.
She had remained afebrile and denied recurrent weak-
ness. No new symptoms developed. On readmission (day
3) she was more leukopenic (WBC 2,200/ul) and now
neutropenic (granulocytes 920/ul) possibly related to the
evolution of her untreated bacteremia, though her
lymphopenia had resolved (lymphocytes 1,060/pl) and
platelets were normal (167,000/ul). The patient started
azithromycin 500 mg p.o. daily. It was thought that her
transient generalized weakness and fever on day 1 may
have been constitutional symptoms related to suspected
campylobacter enteritis or mild manifestation of second-
ary bacteremia. Even though Guillain-Barre syndrome
(GBS) may occur within days after the diarrheal episode,
the patient had no new neurological findings on physical
exam to suggest GBS. The patient remained asympto-
matic and was discharged to home with suspected
primary campylobacter enteritis with transient secondary
bacteremia on a 10-day course of azithromycin 500 mg
p.o. daily. She was educated for food safety and awareness
of that her pet cat and the cat feces could be the source
of campylobacter. Stool cultures collected on day
4 grew Campylobacter on day 6 and the GNR isolated
from one set of day 1 blood cultures were also confirmed
on day 13 to be Campylobacter jejuni versus C. coli (the
testing method employed could not distinguish between
these two organisms), sensitive to azithromycin. Repeat
blood cultures from day 3 remained negative. After
discharge the patient remained afebrile and had no
weakness or diarrhea. A week later the CBC test normal-
ized with WBC 5,100/ul (lymphocytes 1,160/ul, granulo-
cytes 3,580/ul). Two months later her stool sample was
negative for fecal lactoferrin and cultures negative for
enteric pathogens. Refer to Table 1 for timeline of clinical
events.

Discussion

Campylobacter is the leading cause of human bacterial
enteritis reported in the United States and other devel-
oped countries. Ingestion of contaminated undercooked
poultry is the most common means of acquiring infec-
tion. Other common modes of transmission include
ingestion of raw milk or untreated water, and contact

Table 1. Timeline

Diarrhea 5 days and resolved prior to
admission

Generalized weakness 1+day

Fever Transient at ER

1st blood culture drawn on  Negative

day 1

2nd blood culture drawn on  C. jejuni/coli +

day 1

3rd blood culture drawn on  Negative

day 3

4th blood culture drawn on  Negative

day 3

Stool culture on day 4 Campylobacter +

Fecal lactoferrin on day 4 Positive

Azithromycin 500 mg p.o. x 10 starting on day 3
Stool culture 2 months later  Negative

Fecal lactoferrin 2 months Negative

later

with infected household pets (1). Campylobacter infec-
tion is characterized by diarrhea, fever, abdominal
cramping and sometimes bloody stools. The constitu-
tional symptoms often occur 12-24 hours before the
onset of intestinal phase or may coincide with it in some
patients or, less often, may follow it (2-4). In general,
it causes mild, self-limiting enteritis in a normal host.
Less frequent extraintestinal manifestations include
bacteremia, focal infections such as septic arthritis (5),
meningitis (6, 7), or endocarditis (8), and immune
mediated processes such as reactive arthritis (9—11) and
rarely Guillain-Barre syndrome (GBS) (12, 13).

The principal diarrheal pathogen is C. jejuni, which
accounts for 80-90% of all cases of recognized illness
due to Campylobacter species. The major species causing
extraintestinal illnesses is C. ferus; however, any of the
diarrheal agents may cause systemic or localized infection
as well (14). Bacteremia has been estimated to occur
in 0.1-1% of patients with C. jejuni or coli enteritis
and almost always is transient and asymptomatic, but
can be severe in immunosuppressed hosts (15). Most
cases of bacteremia have been reported in patients with
immune deficiency or other serious underlying condi-
tions, including liver disease, hypogammaglobulinemia,
malignancy, bone marrow and solid organ (liver and
kidney) transplantation and human immunodeficiency
virus (HIV) infection (1, 16-24), though bacteremia has
also been described in previously healthy individuals (25).
The patterns of bacteremia can be transient and self-
resolving, or can be sustained, especially in immunocom-
promised patients with focal extra-intestinal infections
(26). Data on mortality in cases of Campylobacteremia
are limited, ranging from 4 to 16.4% for C. jejuni or
C. coli (24, 25) and up to 28% for C. fetus (27).
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Antimicrobial therapy should be considered for C. jejuni
infected patients who have bloody diarrhea, fever, wor-
sening of symptoms, or a large number of stools, and in
people who are immunosuppressed (28). Erythromycin
or azithromycin are the drugs of choice (29, 30). The
quinolones have been recommended as alternative ther-
apy, but resistance to quinolones has been increasing in
the last decade in most countries (31, 32). Interestingly,
like our case, many cases of bacteremia have been shown
to improve before receipt of appropriate antibiotics (25).

Our case is the first to report campylobacteremia
associated with the treatment of the vascular endo-
thelial growth factor inhibitor, bevacizumab. Although
there were other risk factors for the development of
campylobacteremia in our case, the potential role of
bevacizumab should be considered because it could cause
hypoxemia and necrosis of gastrointestinal (GI) epithe-
lium, increasing the possibility of campylobacterial trans-
location from the GI tract into the blood stream. Other
reported bevacizumab adverse reactions associated with
GI damage include neutropenic infection at 54.8% and
diarrhea at 21.4% in recurrent glioblastoma multiforme
(33), sepsis from liver abscess infected with Bacteroides
fragilis in colorectal carcinoma (34), GI ulceration (35)
and perforation (36, 37).

Moreover, our case illustrates several important points
about campylobacter enteritis and bacteremia. First
of all, like our patient, most cases in the United States
are domestically acquired C. jejuni infection. Potential
exposures included her involvement in food preparation
and caring for her pet cat. She denied consumption
of raw milk, undercooked poultry or other meat. She
may have been at higher risk due to her omeprazole,
as proton-pump inhibitor use has been associated with
a 4-13 fold increased risk of campylobacter enteric
infection (38), and her immunocompromise and bevaci-
zumab treatment likely increased her risk for bacteremia
from enteric infection. However, it is surprising that
our case was not more serious given all the risk factors
the patient had. Secondly, our patient demonstrated
that bacteremia can follow even mild enteritis, suggesting
that blood cultures should be collected in patients at
risk for complications. Thirdly, bacteremia can resolve
and clinical improvement can occur prior to receipt of
antibiotics, illustrating the importance of natural immu-
nity, even in our immunocompromised patient. However,
in some patients more serious complications such as
sustained bacteremia and focal infections do occur, and
thus all bacteremic patients with immunosuppression
should be treated with systemic antibiotics (28). Finally,
the slow growth of the organism in blood and stool
cultures and the delayed final identification of the blood
isolate in our patient are typical, consistent with the
growth and fastidious nature of the campylobacter (1).

Campylobacteremia with gliosarcoma and bevacizumab

In summary, Campylobacter infection is common in the
United States; however, bacteremia is an uncommon
disease linked to immunosuppression and possibly in
this case bevacizumab treatment. It typically presents
with self-limiting enteric symptoms and acute febrile
illness in a normal host but may cause a variety of
extraintestinal manifestations under immunosuppression.
Usually the prognosis is good with a full recovery on
antimicrobial treatment. The internist must be aware
of the possibility of bacteremia and complications from
campylobacter infections, particularly in the immuno-
compromised population.

Acknowledgements

I would like to thank Hospitalist Dr Andrew Dunn and other
clinical consultants Drs Joshua Michael of Internal Medicine, Eric
Feldman of Oncology, Paul Thottingal of Infectious Disease
(Virginia Mason Hospital, Seattle, WA) who contributed tremen-
dously to the patient care and diagnosis on this case, and Dr
Jonathan R. Honegger (Nationwide Children’s Hospital, Columbus,
OH) and Dr Andrew Scharenberg (Seattle Children’s Hospital,
Seattle, WA) who kindly provided critical review comments for my
case report.

Conflict of interest and funding

The author has not received any funding or benefits from
industry or elsewhere to conduct this study.

References

1. Allos BM, Blaser MJ. Campylobacter jejuni and the expanding
spectrum of related infections. Clin Infect Dis 1995; 20: 1092.

2. Blaser MJ, Berkowitz ID, LaForce FM, Cravens J, Reller LB,
Wang WL. Campylobacter enteritis: Clinical and epidemiologic
features. Ann Intern Med 1979; 91: 179.

3. Skirrow MB. Campylobacter enteritis: A ‘new’ disease. BMJ
1977; 2: 9.

4. Karmali MA, Fleming PC. Campylobacter enteritis in children.
J Pediatr 1979; 94: 527.

5. Kilo C, Hagemann PO, Maryi J. Septic arthritis and bacteremia
due to Vibrio fetus. Am J Med 1965; 38: 962.

6. Dronda F, Garcia-Arata I, Navas E, et al. Meningitis in adults
due to Campylobacter fetus subspecies fetus. Clin Infect Dis
1998; 27: 906-7.

7. Thomas K, Chan KN, Ribeiro CD. Campylobacter jejuni/coli
meningitis in a neonate. Br Med J 1980; 280: 1301-2.

8. Loeb H, Bettag JL, Yantz NK, et al. Vibrio fetus endocarditis.
Am Heart J 1966; 71: 381.

9. Kosunen TU, Kauranen O, Martio J, Pitkdnen T, Ponkd A,
Hortling L, et al. Reactive arthritis after Campylobacter jejuni
enteritis in patients with HLA-B27. Lancet 1980; 1: 1312.

10. Hannu T, Kauppi M, Tuomala M, Laaksonen I, Klemets P,
Kuusi M. Reactive arthritis following an outbreak of Campy-
lobacter jejuni infection. J Rheum 2004; 31: 528-30.

11. Pope JE, Krizova A, Garg AX, Thiessen-Philbrook H, Ouimet
JM. Campylobacter reactive arthritis: A systematic review.
Semin Arthritis Rheum 2007; 37: 48-55.

12. Mishu B, Blaser MJ. The role of Campylobacter jejuni infection
in the initiation of Guillain-Barré syndrome. Clin Infect Dis
1993; 17: 104-8.

Citation: Journal of Community Hospital Internal Medicine Perspectives 2012, 2: 17217 - http://dx.doi.org/wO.8402/Jchimp.v2H(,17217

page number not for citation purpose)


http://www.jchimp.net/index.php/jchimp/article/view/17217
http://dx.doi.org/10.3402/jchimp.v2i1.17217

Ping Liu

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

Rees JH, Soudain SE, Gregory NA, Hughes RA. Campylobac-
ter jejuni infection and Guillain-Barré syndrome. N Engl J Med
1995; 333: 1374-9.

Fauci AS, Braunwald E, Kasper DL, Hauser SL, Longo DL,
Jameson JL et al. Harrison’s principles of internal medicine.
17th ed. New York, USA: McGraw-Hill Professional; 2008,
chapter 139.

Skirrow MB, Jones DM. Campylobacter bacteremia in England
and Wales, 1981-91. Epidemiol Infect 110; 1993: 567.

Johnson RJ, Wang SP, Shelton WR, Blaser MJ. Persistent
Campylobacter jejuni infection in an immunocompromised
host. Ann Intern Med 1984; 100: 832-4.

Melamed 1, Bujanover Y, Igra YS, Schwartz D, Zakuth V,
Spirer Z. Campylobacter enteritis in normal and immunodefi-
cient children. Am J Dis Child 1983; 137: 752-3.

Kemper CA, Mickelsen P, Morton A, Walton B, Deresinski SC.
Helicobacter (Campylobacter) fennelliae-like organisms as an
important but occult cause of bacteremia in a patient with
AIDS. J Infect 1993; 26: 97-101.

Fleisch F, Burnens A, Weber R, Zbinden R. Helicobacter
species strain Mainz isolated from cultures of blood from two
patients with AIDS. Clin Infect Dis 1998; 26: 526-7.

Maccario M, Tarantino A, Nobile-Orazio E, Ponticelli C.
Campylobacter jejuni bacteremia and Guillain-Barre syndrome
in a renal transplant recipient. Transpl Int 1998; 11: 439-42.
Hagensee ME, Benyunes M, Miller JA, Spach DH. Campylo-
bacter jejuni bacteremia and Guillain-Barre syndrome in a
patient with GVHD after allogeneic BMT. Bone Marrow
Transplant 1994; 13: 349-51.

Schuster M, Blaser MJ, Nachamkin I. Serendipitous detection
of persistent Campylobacter jejuni subspecies jejuni bacteremia
in a patient undergoing bone marrow transplantation. Clin
Infect Dis 1997; 24: 1270.

Pacanowski J, Lalande V, Lacombe K, Boudraa C, Lesprit P,
Legrand P, et al. Campylobacter bacteremia: Clinical features
and factors associated with fatal outcome. Clin Infect Dis 2008;
47: 790-6.

Fernandez-Cruz A, Muifioz P, Mohedano R, Valerio M, Marin
M, Alcala L, et al. Campylobacter bacteremia: Clinical char-
acteristics, incidence, and outcome over 23 years. Medicine
(Baltimore) 2010; 89: 319-30.

Feodoroff B, Lauhio A, Ellstrom P, Rautelin H. A Nationwide
Study of Campylobacter jejuni and Campylobacter coli bacter-
emia in Finland over a 10-year period, 1998-2007, with special
reference to clinical characteristics and antimicrobial suscept-
ibility. Clin Infect Dis 2011; 53: €99-¢106.

Blaser MJ, Perez GP, Smith PF, Patton C, Tenover FC,
Lastovica AJ, et al. Extraintestinal Campylobacter jejuni and
Campylobacter coli infections: Host factors and strain char-
acteristics. J Infect Dis 1986; 153: 552.

Gazaigne L, Legrand P, Renaud B, Bourra B, Taillandier E,
Brun-Buisson C, et al. Campylobacter fetus bloodstream

28.

29.

30.

31.

32.

33.

34.

3s.

36.

37.

38.

infection: Risk factors and clinical features. Eur J Clin Micro-
biol Infect Dis 2008; 27: 185-9.

Ruiz-Palacios GM. The health burden of Campylobacter
infection and the impact of antimicrobial resistance: Playing
chicken. Clin Infect Dis 2007; 44: 701.

Blaser MJ, Reller LB. Campylobacter enteritis. N Engl J Med
1981; 305: 1444.

Skirrow MB, Blaser MJ. Campylobacter jejuni. In: Blaser MJ,
Smith PD, Ravdin J, Greenberg HB, Guerrant RL. eds.
Infections of the gastrointestinal tract. 2nd ed. Philadelphia:
Lippincott-Raven; 2002. p. 825-48.

Gupta A, Nelson JM, Barrett TJ, Tauxe RV, Rossiter SP,
Friedman CR, et al. Antimicrobial resistance among Campylo-
bacter strains, United States, 1997-2001. Emerg Infect Dis 10;
2004: 1102.

Smith KE, Besser JM, Hedberg CW, Leano FT, Bender JB,
Wicklund JH, et al. Quinolone-resistant Campylobacter jejuni
infections in Minnesota, 1992-1998. N Engl J Med 340; 1999:
1525.

Cohen MH, Shen YL, Keegan P, Pazdur R. FDA drug approval
summary: Bevacizumab (Avastin) as treatment of recurrent
glioblastoma multiforme. Oncologist 2009; 14: 1131-8. Epub 6
November 2009.

Lieuw-a-Fa M, Peringa J, Leeksma O, Terpstra W. Sepsis
from liver abscesses in metastatic colorectal carcinoma after
chemoimmunotherapy. J Clin Oncol 2008; 26: 1381-2.

Tol J, Cats A, Mol L, Koopman M, Bos MM, van der Hoeven
JJ, et al. Gastrointestinal ulceration as a possible side effect of
bevacizumab which may herald perforation. Invest New Drugs
2008; 26: 393-7. Epub 12 March 2008.

Walraven M, Witteveen PO, Lolkema MP, van Hillegersberg R,
Voest EE, Verheul HM Antiangiogenic tyrosine kinase inhibi-
tion related gastrointestinal perforations: A case report and
literature review. Angiogenesis 2011; 14: 135-41. Epub 29
December 2010.

Tanyi JL, McCann G, Hagemann AR, Coukos G, Rubin SC,
Liao JB et al. Clinical predictors of bevacizumab-associated
gastrointestinal perforation. Gynecol Oncol 2011; 120: 464-9.
Epub 17 December 2010.

Bavishi C, Dupont HL. Systematic review: The use of proton
pump inhibitors and increased susceptibility to enteric infec-
tion. Aliment Pharmacol Ther 2011; 34: 1269-81. doi: 10.1111/
j-1365-2036.2011.04874.x. Epub 17 October 2011.

*Ping Liu

Sun Yat-Sen University of Medical Sciences
74 Zhongshan Er Road

Guangzhou, Guangdong

China, 510089

Tel: (86)(20)87331675

Email: pingliu125@hotmail.com

Citation: Journal of Community Hospital Internal Medicine Perspectives 2012, 2: 17217 - http://dx.doi.org/10.3402/jchimp.v2i1.17217

(page number not for citation purpose)


http://www.jchimp.net/index.php/jchimp/article/view/17217
http://dx.doi.org/10.3402/jchimp.v2i1.17217


<<
  /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
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /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 true
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. 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 best suited for high-quality prepress printing.  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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


