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Abstract
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Introduction: Staphylococcus aureus (S. aureus) represents a significant aetiological factor in infections of skin and
soft tissues. Resistance to vancomycin is very rare. In recent years the MIC creep phenomenon has been noted.
At present, it is suggested that S. aureus strains with vancomycin minimal inhibitory concentration (MIC)
at a level > 1 ug/ml poorly respond to treatment.

Aim: The study was aimed to compare MIC evaluated in the automatic system of Vitek with the real MIC of van-
comycin for S. aureus strains isolated from patients treated in the Department of Dermatology, Poznan University
of Medical Sciences.

Material and methods: Material for the studies involved 80 smears sampled from dermal lesions in patients diag-
nosed and treated in the Department of Dermatology, Poznan University of Medical Sciences in Poznan between
May 2008 and December 2010.

Results: Methicillin-sensitive S. aureus strains (MSSA) were isolated in 76 cases (95%), while methicillin-resistant
S. aureus (MRSA) — in 4 cases (5%). Using the automatic Vitek technique in 72 cases (90%), the obtained vancomycin
MIC for S. aureus amounted to < 0.5 pg/ml, in 5 cases to 1 ug/ml and in 3 cases to 2 pg/ml. Using Etest technique,
the real MIC amounted in one case to 0.5 pg/ml, in 1 case to 0.75 pug/ml, in 1 case to 1 ug/ml, in 19 cases to 1.5 pg/ml
and in 58 cases to 2.0 pg/ml.

Conclusions: Due to the MIC creep phenomenon and extensive diversities obtained in estimates of S. aureus resis-

tance to vancomycin, the authors suggest estimating the real MIC.
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Introduction

Infections in skin and soft tissues are induced most fre-
quently by Gram-positive flora [1]. Staphylococcus aureus
(S aureus) is a very important aetiological factor in this group
of infections [2, 3]. The microbe is responsible for several pri-
mary dermal infections. Most frequently it induces folliculi-
tis, furunculosis and bullous impetigo [4-7]. The bacteria
produce many enzymes and toxins this way increasing its
invasiveness [8]. An example involves its exotoxin of epi-
dermolytic activity, which may cause staphylococcal scald-
ed skin syndrome (SSSS) [9, 10].

Apart from the generally recognized involvement of
S. aureus in primary dermal infections, it is worth men-
tioning that the microbe represents one of the principal
pathogens isolated from superinfected lesions, primarily
developing in the course of other dermatoses (impetig-
inization). The examples are provided by secondary bac-
terial superinfections of exematous dermatoses, ulcera-
tions of shanks or lesions of primarily viral aetiology [6, 7].
The investigators focused their attention also on involve-
ment of S. aureus in pathogenesis of non-infectious dis-
eases, such as atopic dermatitis or Kawasaki disease
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(a postulated role of superantigens) [6, 11-13]. In the clini-
cal aspect, the problem of carriers of S. aureus seems also
significant, in whom the main reservoir of infection involves
nasopharynx and, more exactly, nasal vestibule [8].

Taking into account the broad spectrum of potential
clinical manifestations induced by the discussed
pathogen, the choice of an appropriate therapy is extreme-
ly important. In cases of several dermatological morbid
units, such as e.g. folliculitis, a few days’ application of
locally acting antibiotics (fusidic acid, mupirocin, retapa-
mulin) is sufficient. On the other hand, in cases of severe
infections, undoubtedly oral or parenteral antibiotics
should be introduced [5]. In the treatment, penicillins in
association with B-lactamase inhibitor and second gen-
eration cephalosporins continue to play a principal role.
In cases of infections of skin and soft tissues induced by
S. aureus strains resistant to methicillin (methicillin-resis-
tant S. aureus — MRSA), vancomycin remains to be the
antibiotic of choice [14-16].

Vancomycin manifests molecular weight of around
1500 Da and belongs to glycopeptides. It is poorly
absorbable from the alimentary tract and, therefore, the
appropriate way of administration involves an intravenous
pathway [14]. Shortly after introduction of vancomycin to
therapy it was found to be an antibiotic of a relatively sig-
nificant toxicity, particularly as regards kidneys. There-
fore, its concentration in serum needs to be monitored,
which would allow the dose to be modified in order to
obtain desirable concentrations [14, 16, 17].

In most of clinical strains of Gram-positive microbes,
resistance to vancomycin represents a very seldom phe-
nomenon [14]. Nevertheless, in recent years it has been
noted to gradually increase in values of minimal inhibito-
ry concentration (MIC) of glycopeptides for S. aureus,
termed in the literature as the MIC creep [15].

Aim

This study aimed at comparison of MIC evaluated in
the automatic Vitek system with the real MIC for van-
comycin estimated using Etest for S. aureus strains isolat-
ed from patients treated in the Department of Dermatol-
ogy, Poznan University of Medical Sciences. Both of the
procedures applied in the studies are consistent with rec-
ommendations related to test choice in estimation of bac-
terial sensitivity to antibiotics and chemotherapeutic agents
edited by the National Reference Centre for Susceptibility
Testing (Krajowy Osrodek Referencyjny ds. Lekowrazliwosci
Drobnoustrojéw — KORLD), with the reservation that the
Etest represents the obligatory technique when S. aureus
becomes isolated from the plated material [18].

Material and methods

Material for the studies involved smears taken from
dermal lesions in patients diagnosed and treated in the
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Dermatological Clinic (14 samples) and from patients hos-
pitalized in the Department of Dermatology, Poznan Uni-
versity of Medical Sciences (66 samples) in the period
between May 2008 and December 2010.

The sampled material was microbiologically processed
in line with the binding, generally accepted procedures of
clinical microbiology, recommended by KORLD [18]. Every
sample was plated and routinely evaluated for presence of
bacteria and fungi. Identification of microbes was conduct-
ed using the Vitek system (bioMerieux) and ATB (bio-
Merieux). In cases when staphylococci were isolated from
the material, it was determined if they represented coagu-
lase-positive (S. aureus) or coagulase-negative staphylococci
using Slidex Staph Plus (test of rapid agglutination, bio-
Merieux). On every occasion, vancomycin MIC for S. aureus
was estimated both for methicillin-sensitive S. aureus strains
(MSSA), and for MRSA, using two techniques, including the
fully automated Vitek system (bioMerieux), used also for
identification of the microbes, and Etest (bioMerieux), pro-
viding real MIC values for vancomycin. The latter technique
is based on the quantitative gradient of concentrations,
used for estimation of real MIC value of a studied drug
against the tested microbes, in ug/ml. The scope of 15 con-
secutive double dilutions allows for a very precise estima-
tion of MIC in between the conventional dilutions. The gra-
dient of drug on plastic strips remains stable for 18-24 h,
which covers the critical times of microbial growth. In con-
trast to Etest, in the automatic Vitek system, the result can
be obtained already within 6 h to 8 h.

Results

Staphylococcus aureus was isolated from 80 samples
originating from 70 patients suffering from dermal lesions
due to a primary infection (10 samples) or a secondary
superinfection (70 materials). Methicillin-sensitive
S. aureus strains was isolated in 76 cases (95%), while
MRSA —in 4 cases (5%). In evaluation using the automatic
Vitek technique, in 72 cases (90%) the obtained result of
MIC of vancomycin for S. aureus was < 0.5 ug/ml, in 5 cas-
esitwas 1 ug/mlandin 3 cases — 2 ug/ml (Table 1). The
real MIC value, evaluated by Etest technique, in 1 case
amounted to 0.5 pg/ml, in 1 case — 0.75 pug/ml, in 1 case
— 1 pg/ml, in 19 cases — 1.5 yg/ml and in 58 cases —

Table 1. MIC of vancomycin for S. aureus evaluated using
the automatic Vitek technique

MIC of vancomycin [pug/ml] S.aureus  MSSA MRSA
n (%) n (%) n (%)
<05 72 (90.0) 69 (90.8) 3 (75.0)
1 5(5.6) 4 (5.3) 1(25.0)
2 3(3.8) 3 (4.0 0(0)

MIC — minimum inhibitory concentration, MRSA — methicillin resistant
strains, MSSA — methicillin-sensitive strains, n — number of strains
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Table 2. Real MIC of vancomycin for S. aureus evaluated by
Etest technique

MIC of vancomycin [pg/ml] S.aureus  MSSA MRSA
n (%) n (%) n (%)
0.5 1(1.2) 1(13) 0 (0)
0.75 1(1.2) 1(1.3) 0 (0)
1 1(1.2) 1(13) 0 (0)
15 19(23.8) 16(21.0) 3(0)
2 58 (72.5) 57 (75.0) 1(0)

MIC — minimum inhibitory concentration, MRSA — methicillin resistant
strains, MSSA — methicillin-sensitive strains, n — number of strains

2.0 ug/ml (Table 2). Out of 72 strains of S. aureus, for
which MIC of vancomycin was estimated using the auto-
matic Vitek technique at < 0.5 ug/ml, only in a single case
the same result (0.5 pg/ml) was obtained using Etest, in
1 case the value amounted to 0.75 pug/ml, in 1 case —
1ug/ml, in 18 cases — 1.5 pg/mland in 51 cases it was as
high as 2 pg/ml. In turn, out of the group of 5 strains in
which MIC of vancomycin, using the automatic Vitek tech-
nique, was evaluated at 1 ug/ml, use of Etest disclosed in
one case the value of 1.5 ug/mland in 4 cases — 2 ug/ml
(Table 3, Figure 1). In a group of MRSA strains, MIC of van-
comycin evaluated by the automatic technique in 3 cas-
es amounted to < 0.5 ug/mland in 1 case it was 1 ug/ml,
while using Etest, in 3 cases the value of 1.5 pg/ml was
obtained and in 1 case it was 2 ug/ml (Tables 1 and 2).

Discussion

In recent years, year by year the proportion of S. aureus
strains with a decreased sensitivity to vancomycin has
been dramatically increasing. In 2006, due to the decrease
in clinical effectiveness of vancomycin toward strains of
S. aureus, CLSI (Clinical and Laboratory Standards Insti-
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Fig. 1. MIC of vancomycin for S. aureus evaluated by auto-
matic Vitek technique and real MIC estimated using Etest
technique
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Table 3. MIC of vancomycin for S. aureus evaluated by auto-
matic Vitek technique and real MIC estimated using Etest
technique

Vitek Etest

MIC [ug/ml] n MIC [pg/ml] n

<0.5 72 0.5 1
0.75 1
1 1
1.5 18
2 51

1 5 15 1
2 4

2 3 2 3

MIC — minimal inhibitory concentration, n — number of strains

tute, the USA), for MIC > 4 ug/ml, decreased the break-
point of the bacteria susceptibility from 4 pg/ml to
2 ug/mland the breakpoint of resistance from 32 ug/ml
to 16 pug/ml. Nevertheless, the tendency continues to be
observed for an increasing proportion of strains with
a decreased sensitivity to glycopeptides, which provides
grounds for discussion about a further decrease of the
established breakpoint values [16]. Wang et al. observed
a marked increase in a proportion of S. aureus strains with
MIC of vancomycin of 1 pg/ml from 19.9% to 70.4%
between the years of 2000 and 2004. An increase was
also noted in the number of strains with MIC > 2 pug/ml
[19]. The main cause is supposed to involve bacterial expo-
sure to antibiotic doses in concentrations defined as sub-
MIC ones [16]. Subsequently, it was demonstrated that
even a slight increase in MIC in the range of values below
the susceptibility breakpoint may affect clinical effec-
tiveness of glycopeptides [16]. Currently, it is suggested
that S. aureus strains with MIC of vancomycin at the
level of > 1 ug/ml poorly react to treatment with the antibi-
otic [16, 20-24]. In order to avoid therapeutic failure, in
such cases introduction of an antibiotic alternative to van-
comycin should be considered, e.g. linezolid or tigecycline
[16, 20-24].

Before vancomycin is introduced to treatment, on
every occasion the real MIC of the antibiotic should be
established (e.g. using Etest) for the isolated strain. Reli-
ability of automatic techniques in relation to glycopep-
tides used against S. aureus should be treated with cau-
tion [25]. In accordance with KORLD recommendations,
in cases of S. aureus every time the real MIC should be
established (permitted, e.g. using the Etest technique)
[18]. In this context and basing on the results obtained by
us, significant differences are worth stressing, detected
upon comparison of values obtained for MIC of van-
comycin versus S. aureus obtained in the two distinct tech-
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niques: the automatic Vitek technique and Etest, used
for evaluation of the real MIC. Testing using the auto-
matic Vitek technique in 72 studied cases (90%) has doc-
umented values of MIC of vancomycin < 0.5 pg/ml,
in 5 cases (5.6%) — 1 ug/ml and just in 3 cases (3.8%) —
2 pg/ml. In turn, using Etest, MIC of 0.5 ug/ml has been
obtained in just 1 case (1.2%), similarly to the values of
0.75 ug/mland 1 ug/ml, while in as many as 19 cases
(23.8%) the real MIC has manifested the level of 1.5 ug/ml
and in 58 cases (72.5%) — of 2 ug/ml. Moreover, for the
strains with MIC values estimated by the automatic Vitek
technique at < 0.5 ug/mlin as many as 71 cases (98.6%)
the value of the real MIC has proven to be higher. Thus,
assuming that a given strain will respond to vancomycin
treatment at MIC < 1 pg/ml, it should be expected that
the antibiotic can be administered in almost 96.2% of all
the examined cases, basing the decision on results of
Vitek test, but in only 3.8% of cases when results of the
real MIC estimation are considered, using the Etest tech-
nigue. In view of so drastic differences between MIC val-
ues obtained using the two techniques and taking into
account literature data manifesting that vancomycin ther-
apy brings a much higher chance for success when MIC
of vancomycin for the eradicated strain did not exceed
1ug/ml 16, 20, 21, 23, 24], the authors would like to accen-
tuate that evaluation of the real MIC using Etest is more
useful than that made using the automatic Vitek test. It
should also be noted that only Etest allows to detect het-
eroresistance of S. aureus to vancomycin (gradient of the
drug on a strip remains stable for 18-24 h, which covers
the period of microbial growth during testing) [14]. The
results presented by us and showing that for over 96%
of S. aureus strains studied, the Etest-estimated MIC val-
ue exceeded 1 ug/ml, may also confirm the universal ten-
dency of the growing resistance of studied bacteria to
glycopeptides. However, we cannot conclude on differ-
ences or their absence in MIC for MSSA and MRSA due
to the low number of isolates of MRSA. Nevertheless, it
is worth noting that for all the strains of MRSA examined
by us, the value of real MIC tested by Etest technique
amounted to at least 1.5 pg/ml.

Obviously, it cannot be bypassed that apart from MIC
evaluation, implementation of the treatment should be
preceded by measurements of vancomycin concentra-
tion in serum. In therapy of most infections, attainment
of high drug concentrations at the preliminary phase of
therapy brings no significant benefits. The better phar-
macodynamic index which allows to foresee effective-
ness of therapy involves the time period in which antibi-
otic concentration exceeds MIC for a given pathogen. As
a range of therapeutic concentrations it is accepted that
the concentration of 20-40 mg/ml used to be the maxi-
mum and that of 5-10 mg/ml —the minimum before the
subsequent dose of antibiotic is administered [14]. It
should also be kept in mind that it is not indicated to
administer vancomycin for eradication of MSSA; such
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attempts may promote selection of strains of lower sus-
ceptibility [16, 21]. An important role in treatment of infec-
tions induced by S. aureus in played also by clindamycin,
which, as a protein synthesis inhibitor, restrains produc-
tion of toxins [26].

In summary, an extensive caution should be sug-
gested when taking a decision to administer vancomycin
in treatment of infections induced by S. aureus, particu-
larly when basing the decision on vancomycin suscepti-
bility testing using automatic techniques. It seems much
more proper to choose Etest allowing to estimate the real
MIC.

References

1. Nathwani D. New antibiotics for the management of com-
plicated skin and soft tissue infections: are they any better?
Int J Antimicrob Agents 2009; 34 Suppl 5: S24-9.

2. Wood M)J. Comparison of teicoplanin and vancomycin safe-

ty [in Polish]. J Chemother 2000; 12 Suppl 5: S17-22.
. Dryden MS. Skin and soft tissue infection: microbiology and
epidemiology. Int J Antimicrob Agents 2009; 34 Suppl 1:
S2-7.
.Rézewicka-Czabanska M, Maleszka R, Ratajczak-Stefan-
ska V. Dermal diseases induced by staphylococci and strep-
tococci [in Polish]. Zakazenia 2010; 5: 84-90.
. Stevens DL, Bisno AL, Chambers HF, et al. Practice guideli-
nes for the diagnosis and management of skin and soft-tis-
sue infections. Clin Infect Dis 2005; 41: 1373-406.
. Abeck D. Diseases induced by staphylococci and streptococci
[in Polish]. In: Braun-Falco Dermatologia. Burhdoff W, Ple-
wig G, Wolff HH, Landthaler M (eds.). Wydawnictwo Czelej,
Lublin 2010; 117-43.
.Jappe U, Heuck D, Strommenger B, et al. Staphylococcus
aureus in dermatology in outpatients with special empha-
sis on community-associated methicillin-resistant strains.
J Invest Dermatol 2008; 128: 2655-64.
. Nowicki R, Baranska-Rybak W, Artukowicz E, et al. Role of
Staphylococcus aureus in dermal diseases [in Polish]. Zaka-
zenia 2003; 4: 90-5.
. Patel GK. Finlay AY. Staphylococcal scalded skin syndrome:
diagnosis and management. Am J Clin Dermatol 2003; 4:
165-75.
10.John CC, Niermann M, Sharon B, et al. Staphylococcal toxic
shock syndrome erythroderma is associated with superan-
tigenicity and hypersensivity. Clin Infect Dis 2009; 49:
1893-6.
.Lin YT, Wang CT, Chiang BL. Role of bacterial pathogens in
atopic dermatitis. Clin Rev Allergy Immunol 2007; 33: 167-77.
12. Matsubara K, Fukaya T. The role of superantigens of group A
Streptococcus and Staphylococcus aureus in Kawasaki
disease. Curr Opin Infect Dis 2007; 20: 298-303.

13. Kowalewski C. Role of skin barrier in allergic diseases. Post
Dermatol Alergol 2009; 26: 342-3.

14. Wilhelm MP, Estes L. Vancomycin. Mayo Clin Proc 1999; 74:
928-35.

. Characteristics of a medicinal product [in Polish]: Vancomycin
http://leki-informacje.pl/lek/charakterystyka-szczegolowa/
1346,vancomycin-mip.html

16. Gould IM. Clinical significance of gradually increasing MIC

values of glycopeptides in treatment of infections induced

w

~

i

[©)}

~

[o0]

O

1

—

1

i

465



H. Tomczak, A. Danczak-Pazdrowska, A. Horla, M. Du$-Zuchowska, W. Btazejewska, A. Polafiska, D. Okrutnik

17.

18.
19.

20.

21.

22.

23.

24.

25.

26.

by strains of Staphylococcus aureus [in Polish]. Forum Zaka-
zen 2010; 1: 23-32.

Harding |, Sorgel F. Comparative pharmacokinetics of teico-
planin and vancomycin. ] Chemother 2000; 12 suppl 5: 11-6.
Available at: www.korld.edu.pl

Wang G, Hindler JF, Ward KW, et al. Increased vancomycin
MICs for Staphylococcus aureus clinical isolates from a uni-
versity hospital during a 5-year period. J Clin Microbiol 2006;
44:3883-6.

topaciuk U, Hryniewiecki T. Mechanisms of staphylococcal
resistance to glycopeptides [in Polish]. Zakazenia 2007; 7:
44-9.

Gemmel CG, Edwards DI, Fraise AP, et al. Guidelines for the
prophylaxis and treatment of methicillin-resistant Staphylo-
coccus aureus (MRSA) infections in the UK. J Chemother
2006; 57: 589-608.

Weigelt J, Itani K, Stevens D, et al. Linezolid versus vanco-
mycin in treatment of complicated skin and soft tissue infec-
tions. Antimicrob Agents Chemother 2005; 49: 2260-6.
Lodise TP, Graves J, Evans A, et al. Relationship between van-
comycin MIC and failure among patients with methicillin-
resistant Staphylococcus aureus bateremia treated with van-
comycin. Antimicrobl Agents Chemother 2008; 52: 3315-20.
Sakoulas G, Moise-Broder PA, Schentag J, et al. Relationship
of MIC and bactericidal activity to efficacy of vancomycin for
treatment of methicillin-resistant Staphylococcus aureus
bacteremia. ) Clin Microbiol 2004; 42: 2398-402.

Semczuk K. Determination of microbial mechanisms [in
Polish]. In: Zakazenia szpitalne. Dzierzanowska D (ed.)
Wydawnictwo a.-media Press, Bielsko Biata 2008; 509-30.
Dzierzanowska D. Practical antibiotic therapy [in Polish].
Wydawnictwo a.-media Press, Bielsko Biata 2001; 161-208.

466

Postepy Dermatologii i Alergologii XXVIII; 2011/6




<<
  /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 /sRGB
  /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 0.40
    /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 <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 <>
    /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.)
    /POL <>
  >>
  /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 [1200 1200]
  /PageSize [612.000 792.000]
>> setpagedevice


