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Abstract

The acidity constants of the compounds, including five-membered heterocyclic (pyrrole, thiophene,
furan or thiazole) ring systems were determined at 25°C in aqueous solitions, applying UV-Vis
spectroscopic method that uses absorbance diagrams,. In order to explain the pK}, values obtained, also the
molecule conformations of the bases and their corresponding conjugate acids were investigated, applying
density functional theory methods. Basis set at the B3LYP/ 6-31 G(d) level of theory was used for
calculations. The results obtained from the calculations were compared with the experimental findings. It
seems that high coefficient of correlation for the calculation in determination of acidity constants were
observed.
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Ozet

Bes iiyeli (pirol, tiyofen, furan veya tiyazol) heterosiklik halka sistemlerini iceren bilesiklerin asitlik
sabitleri sulu ortamda ve oda sicaklifinda UV-Vis spektroskopik metodu kullanilarak hesaplanmustir.
Hesaplanan pKa degerlerinin ac¢iklanmast i¢in ayn1 zamanda molekiillere ait bazlar1 ve karsilik gelen konjuge
asitleri yogunluk fonksiyonu teorisi metotlart uygulanarak incelenmistir. Temel olarak hesaplamalarda B3LYP/
6-31 G(d) metodu kullanilmistir. Hesaplamalardan elde edilen sonuglar ile deneysel sonuglar kargilastiriimustir.
Asitlik sabitlerinin incelenmesinde yiiksek korelasyon katsayilari elde edildigi gozlenmistir.
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1. Introduction

It is well-known that the acidity constants are considerable for the development of
new compounds with biological activity. For the determination of acidity constants;
capillary electrophoresis [1-2], calorimetric adsorption method [3], potentiometric
titration method [4-6], chromatographic methods [7,8] and IR, NMR or UV-visible
spectrometric [9-17] determinations in water or in mixtures of solvents are used .

In addition to experimental methods, quantum chemical methods has been
developed for the calculation of pK, values based on chemical structures. Therefore,
there exist some studies dealing with the acid—base properties of compounds in aqueous
solutions and in gas phase [18-21]. It is useful, therefore, to have reliable and accurate
means of calculating relative and/or absolute pK,, values and to have an understanding
is essential for the measured effective pK, values in molecules.

Pyrrole, furan, thiophene and thiazole are well known examples of five-membered
heterocyclic aromatic organic compounds [22-24]. The thiazole is a crucial part of
vitamin B1 and epothilone [25]. Pyrroles are components of larger aromatik rings,
including the porphyrins of heme, the clorins and bacteriochlorins of chlorophyll, and
the corrin ring of vitamin B12 [26]. Thiophenes are important heterocyclic compounds
and are recurring building blocks in organic chemistry with applications in
pharmaceuticals. The benzene ring of a biologically active compound may often be
replaced by a thiophene without loss of activity. This is seen in examples such as the
NSAID lornoxicam, the thiophene analog of piroxicam. Thiophenes are used as
synthetic intermediates, taking advantage of the susceptibility of the carbon atoms
adjacent to S toward electrophilic reactions. The polymer formed by linking thiophene
through its 1,5 positions is called polythiophene. Polythiophenes become electrically
conductive upon partial oxidation, i.e. they become organic metals [27].

Due to existence of five membered rings in natural structures they have been
prepared synthetically and theoritical or spectroscopic calculations done in the literature
[28, 29]. In this work I report the theoretical and experimental calculations of the
synthesized pyrrolyl, furanyl and thiophenyl, 2-thiazole- derivatives (TABLE I) in the
aqueous phase. The results obtained from quantum chemical calculations have been
compared with the experimental values. Physicochemical properties of molecular
compounds strongly depend on the protonation pattern. Therefore, computational
methods that reliably predicted protonation patterns in terms of pK, values would be of
general use.
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Table 1. The compounds that studied in this work.

R\@X//CH3

Compound R X TUPAC Name

1 2-thiazolyl NH 2-methyl-5-( 2-thiazolyl)pyrrole

2 2-thiazolyl (0] 2-methyl-5-( 2-thiazolyl)furan

3 2-thiazolyl S 2-methyl-5-( 2-thiazolyl)thiophene

2. Experimental

The determination of acidity constants by UV spectroscopy is an ideal method when

the compound is too insoluble for potentiometry or when its pK, value is particularly

low or high. Under suitable conditions, it is the most accurate method, as all

measurements being taken in very dilute solutions [30]. The spectroscopic technique is

based on the fact that, for solutions containing only the fully protonated or the totally

nonprotonated species, there will be an absorption due to both the free base ( neutral

molecule ) and conjugate acid. An analytical wave length is chosen where there is the

greatest diffrence between the absorbances of the two species and the procedures

depends upon the the direct determination of the ratio of neutral molecule to ionized

species in series of non-absorbing buffer solutions of known pH (Fig 1).

b 1.250

0.001

2000

3000 a0
Wavelengih [nm.)

Fig.1. Absorption spectra of 2-methyl-5-( 2-thiazolyl)pyrrole at different pH. The arrow indicate the
selected wavelength for the absorbances measured.
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Measurement of the absorbance at chosen wavelength for solution over a range of
pH values gives the ratio of neutral to ionized species and the pK, of the compound can
be calculated [31]. For the calculations of the two species present at any pH, it is
assumed that Beer’s law is obeyed for both species. Thus, the absorbance, A, at the
chosen wavelength will be equal to the sum of the absorbances of the free base, Agyy,.,
and conjugate acid Agy,. By using Beer Lambert’s law:

A=exCxl (1

where € = extinction coefficient, C= concentration, and /= optical path length of the cell.
Below equation can be used to determine the pK, of the compound.

Ag-A
pK,=pH + log — (2)

A - Apyy

Thus, from a knowledge of the absorbance of the base and its conjugate acid and by
measuring the variation of the absorbance of the solution with its acidity, the pK, can
be calculated ( eq. 2 ). As the acidity is increased the solution changes from 100% free
base to 100% conjugate acid giving a sigmoidal curve for the absorbance as a function
of pH ( H,) (Fig. 2).

A
EH+

l H,

Figure 2. The e, . as a function of pH for the protonation of molecule.
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In an ideal case, the spectra of a set of solutions, in which free base and conjugate
acid are present in different amounts, show a common point of intersection known as
the isobestic point.

2.1. Reagents

Sulphuric acid , hydrochloric acid and sodium hydroxide were from Merck and were
not purified further. Acid solutions were standartized by titration against 1N standart
sodium hydroxide. pH solutions for UV technique were prepared using 1N sulphuric
acid, sodium acetate, sodium dihydrogen phosphate and disodium hydrogenphosphate.

2.2. Procedure.

pH measurements were performed using a glass electrode. Standart buffer solutions
of pH values of 1, 7, and 14 were used in the calibration of the Corning pH/ion analyzer
350 Meter and the Ohaus Adventurer balance; a Shimadzu UV2101 PC UV-vis
scanning spectrometer was used for measurements. For the sodium acetate- sulphuric
acid system, 200ml. 1N solution of sodium acetate was used in each buffer, whilst fort
he sodium dihydrogen phosphate-sulphuric acid system, 250ml. IN solution of the
phosphate was used in each buffer. All buffers were calibrated on a pH-meter.

The general procedure applied was as follows [32]: A stock solution studied was
prepared by dissolving an accurately weigth sample of the compound in ethanol. A 1ml
of this solution was diluted to 100ml. with the buffer solutions of different pH. The pH
of the buffered solutions was measured before and after addition of the compound. The
optical density of each solution was then measured in a lcm. cell, against the solvent
blanks at 25°C. Measurements of the absorbance were made at a number of
frequencies, some at the absorption maxima of the species involve where the
absorbance of one species is very high and the absorbance of the other is fairly low.
Other frquencies were also chosen, for example onthe side peak where there was a
shoulder, where possible the absorbance region measured lay between 0.2 and 1, since
this is the most accurate region of the instrument. The € values of the protonated
molecule (sp) and the free base (&g, )were calculated by using Beer Lambert’s law. The
ionization ratio, where the € is the measurement of extinction coefficient of the solution
at the analytical wavelenth;

BH* E-E
P L 3)
[B] g - €
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An approximate value of the pK,, of the compound was first obtained using equation
(3), and a set of buffer solution were then made up at pH values equal to this pK,,. The
pK, values, obtained from measurements of the spectra in these solutions where
-1.0 < log I <+1.0 gave an exact values of pK, with its the standart deviation.

pK, =pH+ log I @)

3. Calculations

Ab initio Hartree-Fock and density functional geometry optimizations were
performed with the Gaussian 03W program system32. The optimizations were done
using HF/3-21G method. The results were re-optimized at the B3LYP type of Density
Functional Theory by using the larger basis set 6-31G(d). The ab initio geometries were
employed in calculating the solvation free energies carried out using at the B3LYP/6-
31G(d).

The acidity constants is directly related to the free energy of the deprotonation
reaction

AH Zz=— A+ H

and defined as given in Equation 5

PK, = AGR/27.303 RT o)

The deprotonation of a compound in aqueous solution can be represented as a part
of a thermodynamic cycle ( Fig. 3).

AG

gas N - +
AH(g) A(g) + H (€]
AGsol (AH) AGsol (A_) AGsol (H+)

AGg - .
AH(y > Ang + H (aq)

Figure 3. Interrelationship between the gas phase ans solution thermodynamic parameters
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Figure 3 explains the interrelationship between the gas and solution thermodynamic
parameters33, One part of this cycle, AG,, s the gas-phase deprotonation energy of the
molecule. Three other parts AG,,; (AH), AG,,,; (A™), AGg,,; (H*) are the free energy of
solvation of the protonated and deprotonated form of the molecule and the proton,
respectively. The last part of the cycle AGy, is the free energry of deprotonation in
solution and can be calculated as given in Equation 6.

AGp = AGgaS +AG,, (A7) + AGg,,; (H") -AG,,; (AH) 6)

The total energies are given in Hartrees using the conversation factor 1 Hartree =
627.5095 kcal mol-l. The value of AG,(H*) was taken as -259.375kcal mol-!, the
mean value of range between -220 and -270 kcal mol-1.

4. Results and Discussion

Absorbance values, the pK, values calculated as shown in procedure, and the
corelations obtained for the various compounds under investigation are listed in Table 2.

Table 2. Acidity constants pKj, of compounds 1-6 for protonation.

Compound A'nm )2 i m’ PK. Corr.!
1 354,0 3,34 0,73 3,34 0,92
2 360,3 4,67 0,55 2,43 0,94
3 3554 4,22 0,54 2,28 0,92

3Analytical wavelength for pK, measurements, bHalf-protonation value, ¢Slopes of logI as a function of pH
graph, dCorrelations for logI as a function of pH graph.

The pK, values are subject to base weaking electron withdrawing inductive effects

and mesomeric the base stregthening electron donating effects of the heteroaryl groups.
The protonation may be from thiazole nitrogen as shown in Figure 4.
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C ﬁ\t/\\:?/H — [S\L@/CHS
| -
e/ N
C w% - C)\(éj/%

Figure 4. The possible tautomers and the rezonance of the compounds

Acidity constants and physical parameters of the studied molecules which were
calculated with DFT and experimental acidity constants are indicated in Table 3.

Table 3. Standart and solvation free energies, AGg, and AGgas calculated by DFT method for the
compounds. experimental and calculated acidity constants pK, values

Comp.  Standart free energy Solvation free emergy Standart free emergy Solvation free energy pK. pKy
Gas (keal mol™) Giona) (keal mol ™) Gasian (keal mol™) AG,ian) (keal mol™) (calc.)" (exp,)”
1 -512,812.78 -5.15 -513,038.33 -53.15 3.34 3,34
2 -525,349.61 -4.81 -525,519.30 -49.26 231 2,28
3 -727,958.65 -4.58 -728,165.01 -46.81 2.64 2,43

* Calculated from pKa = [AGa; + AGioya)— AGioyan) + AGioyny) 1/ 2.303RT

The calculated pK, values by DFT calculation method seems closer to the
experimental pK;, values, so Fig. 5 showes a perfect correlation between calculated and
experimental pK, values. The acidity constants of the molecules arranged in order to
1>3>2.

The pyrrolyl-, furanyl- and thienyl- thiazole derivatives, show stronger basicty than
the thiazole (pKj: 2.5). The thiazole derivatives show stronger basicty than the thiazole
as found from the experimental results. This effect can be related to a reduction in
mesomeric effect of aryl groups, as a result of greater steric hindrance, and also by
increased importance of the inductive effect of aryl groups. The thienyl- derivatives
show a little effect to reduce the basicity of the thiazole but the furanyl- derivatives
show much more effect because of the oxygen. The unpaired electrons of the oxygen
can not easily delocalize towards the quinoline ring.
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Figure 5. The plot of DFT aqueus phase calculated acidity constants, pK ¢ )-againstexperimental

acidity constants, pKjexp.).

It can be seen that PA values is increased by 2-pyrroly substituents (electron-
donating) while they are increased by 2-thienyl and 2- furyl substituents (electron-
withdrawing). We can conclude that from the above data that this trend of decrease in
proton accepting power is the same as the one which was obtained experimentally
obtained pK, values.

Table 4. B3LYP/6-31G(d) calculated E and Proton Affinities (PA) values

B3LYP/6-31G(d)

Molecule E (kcal/mol) Zero point correction energy PA*
(ZPE) (kcal/mol)

1 -512716.44 87.32 227.86
1p -512955.65 98.67

2 -525266.30 83.31 224.01
2p -525498.00 90.99

3 -727936.67 85.92 224.22
3p -728164.80 89.83

PA = (Eg, + ZPE(g)) — ( Ep+) + ZPE (gp+) )

The aqueous phase DFT calculated nucleophilicities are indicating that the previous
discussion of decrease in basicity is correct and the nucleophilicity as well as the
basicities of molecules 3 and 2 are not effected by thienyl and furanyl very much
because of its low electron-withdrawing effect. Whereas, the nucleophilicity of
molecule 1 influenced more and consequently they have bigger nucleophilic power than
that of molecule 3 and 2, respectively. These results also indicate that the
nucleophilicity of studied molecules changed parallel with basicity.

31



Calculation of Acidity Constants of Some Substitude Thiazole Derivatives Using DFT and UV Spectroscopic Methods

REFERENCES

Foulon, C., Danel, C, Vaccher, C., Yous, S., Bonte, J.P., Goossens, J.F., Journal of Chromatography A, 2004, 1035,
131-136.

Bednar, P., Bartak, P., Adamovsky, P., Gavenda, A., Sevc_k, J., Stransky, Z. Journal of Chromatography A, 2001,
917, 319-329.

Kivanek M., Dung N. T. and Jir, P. Thermochimica Acta, 1987, 115, 91-96

Harper, J.L., Smith, R.A. J., Bedford, J.J., Leader, J.P. Tetrahedron, 1997, 53, 24, 821, 1-8224.
Molin, P.G., Zon, M.A., Fernandez, H. Journal of Electroanalytical Chemistry, 2002, 520, 94—100.
Berezin, O.Y., Turyan, Y.I., Kuselman, I. and Shenhar, A. Talanta, 1995, 42, 4, 507-517.

Xu, Q., Tanaka, K., Mori, M.,. Helaleh, M.I.H, Hu, W., Hasebe, K., Toada, H. Journal of Chromatography A, 2003,
997, 183-190.

V. Sanz-Nebot , 1. Toro, F. Benavente, J. Barbosa. Journal of Chromatography A, 2002, 942, 145-156 .

S. E. Blanco, M. C. Almandoz and F. H. Ferretti. Spectrochimica Acta Part A: Molecular and Biomolecular
Spectroscopy, 2005, 61, 1-2, 93-102.

Sun, X., Xin, M.and Li, Z. Spectrochimica Acta Part A: Molecular and Biomolecular Spectroscopy, 1995,
51,10,1739-1745.

J. Neve, M. Hanocq and L. Molle. Determination spectrophotometrique des constantes d’acidite de quelques
2,1,3-benzoselenadiazoles (piazselenoles); Talanta, 1979, 26, 1, 15-20.

A.E. Sa'nchez-Rivera , S. Corona-Avendan™o , G. Alarco’n-Angeles , A. Rojas- Hernandez , M.T. Ram_rez-Silva
, M.A. Romero-Romo .S. Spectrochimica Acta Part A: 2003, 59, 3193- 3203.

J. Ghasemi , A. Niazi , M. Kubista , A. Elbergali. Analytica Chimica Acta, 2001, 455, 335-342.
Duc, M., Gaboriaud, F., Thomas, F, Journal of Colloid and Interface Science, 2005, 289, 139-147.

G. Alarcén-Angeles , S. Corona-Avendaiio , A. Rojas-Hernandez , M.A. Romero-Romo, M.T. Ram_rez-Silva ,
Spectrochimica Acta Part A, 2005, 61, 313-319.

A.E. Sanchez-Rivera , S. Corona-Avendano , G. Alarcon-Angeles , A. Rojas- Hernandez , M.T. Ram_rez-Silva ,
M.A. Romero-Romo. Spectrochimica Acta Part A, 2003, 59, 3193-3203.

J. Ghasemi , A. Niazi , M. Kubista , A. Elbergali, Analytica Chimica Acta, 2002, 455, 335-342.

D. Barro™n, E. Jime nez-Lozano, A. Irles, J. Barbosa. Journal of Chromatography A, 2000, 871 381-389
Ogretir C., Tokay N., Journal of Molecular Structure (Theochem) 2004, 679, 1-8.

Civcir P. U., Ogretir C, Journal of Molecular Structure, 2000, 507, 39-51.

Civcir P.U. Journal of Molecular Structure (Theochem) , 2001, 507, 163-173.

SAINSBURY, M. Heterocyclic Chemistry, Wiley-Interscience, Chapter 1, 2002.

GUPTA, R. And KUMAR, R. Heterocyclic Chemistry II ( Five Membered Heterocycles ) N. Y, 41, 1999.
BLOCK, E. Heteroatom Chemistry, VCH Publishers Inc. N.Y, 1990.

DAVIES, T. D. Aromatic Heterocyclic Chemistry, Oxford Science Publications, Chapter 2, 2002.
GILCHIST, T. L. Heterocyclic Chemistry, Third Edition, Longman, Singapore, 1997.

JOULE, J. A. And MILLS, K. Heterocyclic Chemistry, Fourth edition, N. Y., 2000, 255.

32



Dilek ELMALI

Yarligan, S., ()gretir, C., Csizmadia, I.G.,. Acikkalp, E, Berber H., Arslan, T. Journal of Molecular Structure:
Theochem, 2005, 715, 199-203.

S.E. Blanco, M.C. Almandoz, F.H. Ferretti,. Spectrochimica Acta Part A 61, 2005, 93—102.

Albert, A.; Serjeant, E. P. The Determination of Ionisation Constants; Chapman and Hall Ltd.: London U.K., 1971.
Cookson, R.F., The Determination of Acidity Constants. Chem. Rev. 1974, 74,1.

Johnson, C. D.; Katritzky, A. R.; Ridgewell, B. J.; Shakir, N.; White, A. M. Tetrahedron, 1965, 21, 1055-1065.

Frisch, M.J., Trucks, G.W., Schlegel, H.B., Scuseria, G.E., Robb, M.A., Cheeseman, J.R., Montgomery Jr., J.A.,
Vreven, T., Kudin, K.N., Burant, .J.C., Millam, J.M., Iyengar, S.S., Tomasi, J., Barone, V., Mennucci, B.,
Cossi, M., Scalmani, G., Rega, N., Petersson, G.A., Nakatsuji, M.Hada, H., Ehara, M., Toyota, K., Fukuda,
R., Hasegawa, J., Ishida, M., Nakajima, T., Honda, Y., Kitao, O., Nakai, H., Klene, M., Li, X., Knox, J.E.,
Hratchian, H.P., Cross, J.B., Adamo, C., Jaramillo, J., Gomperts, R., Stratmann, R.E.,. Yazyev, O., Austin,
AlJ., Cammi, R., Pomelli, C., Ochterski, J.W., Ayala, P.Y., Morokuma, K., Voth, G.A., Salvador, P,
Dannenberg, J.J., Zakrzewski, V.G., Dapprich, S., Daniels, A.D., Strain, M.C., Farkas, O., Malick, D.K.,
Rabuck, A.D., Raghavachar,i K., Foresman, J.B., Ortiz, J.V., Cui, Q., Baboul, A.G., Clifford, S., Cioslowski,
J.,. Stefanov, B.B, Liu, G., Liashenko, A., Piskorz, P., Komaromi, I., Martin, R.L., Fox, D.J., Keith, T., Al-
Laham, M.A., Peng, C.Y., Nanayakkara, A., Challacombe, M., Gill, PM.W., Johnson, B., Chen, W., Wong,
M.W., Gonzalez, C., Pople, J.A., Gaussian 03, Revision C.02, Gaussian Inc., Pittsburgh, PA, 2003.

Lim, C., Bashford, D., Karplus, M. J.Phys.Chem 1991. 95, 5610-5620.

Pouchert, C. J.; Behnke, J. The Aldrich Library of 13¢ and 'H FT NMR Spectra; Aldrich Chemical Company Inc.,
Milwaukee, USA, First Edt. 1993, Vol.3.

33




<<
  /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


