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Introduction

Chitosan is a biodegradable, biocompatible and non-toxic natural 
polymer and shows good bio-adhesive characteristics due to the electrostatic 
interaction of its positive charge with mucus or negatively charged residues 
on the mucosal surface1,2.

Metformin has antihyperglycemic effect from the biguanide class, and 
recently, it has been shown that it has also antineoplastic and chemopretentive 
potentials3,4. Metformin has a relatively low (50-60%) bioavailability due to 
its primary absorption from the small intestine and also short biological half-
life (t1/2) in the range of 0.9-2.6 hours. The absorption of metformin may be 
increased with a decreased intestinal motility. Due to repeated applications 
of high doses of metformin (in immediate-release formulations) for an 
effective treatment, the incidence of side effects (e.g. vomiting, anorexia, 
nausea, lose weight, diarrhoea and taste disturbance) increases, and hence 
patient compliance reduces5,6. The development of modified-release systems 
for metformin is carried out to improve its bioavailability, to reduce its dosing 
frequency and to decrease its gastrointestinal side effects7. 

The purpose of this study was to prepare and in vitro characterise (size, zeta 
potential, surface morphology, encapsulation efficiency and drug release from 
microspheres, FT-IR and DSC analysis) metformin HCl-loaded CS microspheres. 
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Materials and Methods

Materials

Chitosan (Protosan UP CL 113) was purchased from FMC Biopolymer-
Novamatrix Co., Norway, metformin HCl was a generous gift from Sandoz 
Ilac Sanayi&Ticaret AS, Turkey, and glutaraldehyde solution (Grade II, 25% 
in H2O) was obtained from Sigma-Aldrich Co. USA. All other chemicals and 
reagents used as they were received were of analytical grade.

Preparation of the metformin HCl-loaded CS microspheres

Microspheres were prepared by emulsion-crosslinking method. Briefly, 
chitosan aqueous solution (2%, w/v) containing metformin HCl (100 mg) and 
Tween 80 (2%, w/v) was added drop by drop into liquid paraffin containing a 
surfactant (Span 80; 2%, w/v), and stirred using an IKA® dual-speed mixer, 
RW20.n (Germany) for 30 min. Then, 2.5 mL of glutaraldehyde solution 
(Grade II, 25% in H2O) was added dropwise by a syringe needle (26 G) and 
stirred for 1 h. After centrifugation (3000 rpm, 30 min., 15 °C), microspheres 
were washed several times with petroleum ether and re-suspended in pure 
water. Petroleum ether residue was evaporated in a rotary evaporator (45 °C, 
20 min.) then, microspheres were lyophilized for 48 h. 

Particle Size and Shape Evaluation

The shape of microspheres was characterized by SEM (Inspect S50, FEI, 
USA). Particle size of microspheres was determined using a particle size 
analyser (Mastersizer 2000; Malvern Instruments Ltd., UK).

Drug Content of Microspheres

Lyophilized microspheres (20 mg) suspended in 15 mL of PB pH 6.8 in 
amber vials were vortexed for 2 min., and then mixed at 750 rpm for a further 
3 h in the dark for the complete extraction of metformin HCl. This dispersion 
was centrifuged at 5000 rpm for 20 min. at 15 °C. The drug content in 
supernatant of each sample was measured using a validated UV method at 
232 nm. The experiment was performed in triplicate. 

In vitro Release Studies

In vitro release studies were performed using dialysis sac method in the 
two different release medium (PB pH 6.8 and HCl pH 1.2). Microspheres (20 
mg) were suspended in PB pH 6.8 or HCl pH 1.2 and sealed in a dialysis 
membrane (molecular weight cut off 14000 Da). The sealed dialysis membrane 
was placed in an amber vial containing 15 mL of medium, and maintained 
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at 37±0.5°C, 50 rpm. At pre-determined time intervals, samples (3 mL) were 
withdrawn from the release medium and replaced with fresh release medium. 
Prior to analysis, all samples were centrifuged at 12500 rpm for 10 min, and 
their drug content was measured by means of a validated UV method at 
232 nm (for PB pH 6.8) and 209 nm (for HCl pH 1.2). The experiment was 
performed in triplicate.

FT-IR and DSC analysis

A Perkin-Elmer Spectrum One model FT-IR was used to record the IR 
spectra of CS, metformin HCl, blank and metformin HCl-loaded microspheres 
prepared in KBr disks in the region of 4000–400 cm-1.

DSC curves were recorded using a Netzsch STA 409 PC Luxx® model 
DSC. The instrument was calibrated using several standards (Bi, In, Ni, Zn, 
Al, Ag, Sn, Au) and alumina pan was used as reference. The DCS runs were 
conducted under 60 mL/min of nitrogen flow and in the temperature range 
of 25-400°C 

Statistical Analysis

Statistical evaluations were performed using Mann-Whitney U test (SPSS 
Statistics 20.0 program; SPSS Inc., IL, USA) (p<0.05 presents the statistical 
significance; mean±SD). 

Results and Discussion

Polymers were used widely in the pharmaceutical field as flow controlling 
agents in liquid dosage forms, film coatings, binders in tablets and preparation 
of modified release systems. Especially, natural polymers (e.g. alginate, 
chitosan) are widely preferred because of being economical, easily available, 
biodegradable, biocompatible, non-toxic, and capable of modification 
chemically8. Chitosan has mucoadhesive and permeability-enhancing 
properties due to its positive charge/cationic nature. Therefore, it is an 
important polymer to prepare oral drug delivery systems because of extending 
the residence time of delivery systems and increasing drug–membrane 
interactions at absorption sites and improving oral bioavailability9. In this 
study, CS microspheres were prepared using emulsification-crosslinking 
method. SEM image shows that the microspheres have spherical shape 
(Figure 1). The particle sizes of blank and metformin HCl-loaded microspheres 
were 9.06±1.32 and 9.21±2.16 μm (p>0.05), respectively (Table 1). 
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Figure 1
SEM image of metformin HCl loaded-CS microspheres

TABLE 1
The particle sizes, encapsulation effi ciency and loading capacity of 

microspheres (mean±SD; n=3)
Formulation Mean particle size 

(μm)
Encapsulation 
effi ciency % 

Drug loading 
% 

Blank-CS MS 9.06±1.32 - -

Metformin HCl-CS MS 9.21±2.16 20.05±6.92 1.44±0.47

The encapsulation efficiency and drug loading values for Metformin HCl-
loaded microspheres are given in Table 1. Various factors (e.g. molecular 
weight and polymer type and the viscosity of phases used, drug-polymer 
ratio, drug solubility) influence drug loading into the microspheres10-13. 
In this study, the low drug loading value obtained is probably due to the 
high aqueous solubility of metformin HCl, and drug leakage to the aqueous 
medium during the preparation of microspheres.

Several studies are available in the literature in regard to metformin 
HCl-loaded CS microspheres. Sutar et al.14 prepared metformin HCl-loaded 
CS microspheres using emulsification-crosslinking method, and also with 
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different concentrations of CS for sustaining the release of metformin HCl. 
The particle sizes of microspheres were in the range of about 534-700 m. 
The particle size of microspheres increased with an increase in the polymer 
concentration. They reported that “drug loading and drug entrapment 
efficiency were found to be in an acceptable range” but did not give any 
numerical information. The in vitro drug release from microspheres was in 
the range of approximately 65-79% in 12 hours, and the best result was 
obtained for the formulation with a drug:polymer ratio of 1:4. 

Wang et al.15 prepared metformin HCl-loaded microspheres with a 
crude polysaccharide extracted from the Mactra veneriformis (MVPS) and 
also composite microspheres with MVPS and additive polymers (PVA-
124, PEG-6000, and chitosan) by spray drying method. The production 
yield of microsphere formulations was in the range of ~46–70%. CS-MVPS 
microspheres have a smooth and spherical shape. The particle size of CS-
MVPS microspheres was 4.2 m. The encapsulation efficiency of the CS-MVPS 
microspheres was 89%. About 65% and 90% of metformin HCl were released 
from CS-MVPS microspheres within 25 min. and 90 min., respectively. In 
another study, Madsen et al.16 developed metformin HCl-loaded bio-adhesive 
CS microparticles using spray drying method and investigated the bio-
adhesion of CS microparticles to porcine buccal mucosa. The production 
yield and mean particle size of CS microparticles were 88% and about 6 
m, respectively. They reported that the retention of metformin depended 
on the characteristics of the irrigation medium (e.g. human saliva, and 
artificial irrigation medium such as phosphate buffer). Irrigation medium 
with high viscosity supplies a higher amount of water and thus increases the 
water uptake of microparticles, and consequently enhances the formation of 
electrostatic and hydrophobic interactions.

The in vitro release of microspheres was investigated in PB (pH 6.8) and 
also in HCl (pH 1.2). The cumulative drug release curves were given in Figure 
2. Metformin HCl release from CS microspheres were about 36% and 98% in 
HCl pH 1.2 within 1 hour and 8 days, respectively. Furthermore, in PB pH 6.8 
medium, ~22% and 89% of the loaded metformin HCl was released within 1 
hour and 8 days, respectively. Slightly different drug release curves obtained 
for both release medium (p=0.05 for all time points). There are various critical 
factors that affect the drug release from CS microspheres such as swelling 
degree, pH of release medium, porosity, concentration of crosslinking agent 
and solubility of the drug. Drug release from CS microspheres is affected 
by changes in pH. The swelling degree and the drug release rate are higher 
in a medium with pH<6 than that of the release medium with pH>6 due 
to the protonation of CS free amine groups and thus the repulsion of the 
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polymeric chains, increasing in the degree of swelling and relaxation of the 
matrix structure in an acidic release medium17. 

Nayak et al.18 evaluated the in vitro drug release from CS microspheres 
prepared using glutaraldehyde as the cross-linking agent (35% w/w) and 1:6 
of drug:polymer ratio in PB pH 7.4, and reported that 70% of metformin HCl 
released from microspheres within 12 hours. 

Figure 2
The release profi les of metformin HCl from the microspheres in HCl pH 1.2 and

PB pH 6.8  (mean±SD, n=3). 

Figure 3 shows DSC thermograms obtained for CS, metformin HCl and 
microsphere formulations. DSC thermogram of CS displayed an endothermic 
peak at around 80-100°C (Tpeak: 75.5°C) and an exothermic peak at around 
280-300°C due to the evaporation of water, which forms the hydrogen bond 
with hydroxyl groups of CS and the degradation of CS, respectively19-22. The 
DSC curve of metformin HCl showed an endothermic characteristic peak at 
236 °C, which is close to its melting point5, 23-25 (Figure 3). The DSC scans of 
blank and metformin HCl microsphere formulations were shown in Figure 
3. The endothermic peak of metformin HCl was not seen in the thermogram 
of metformin HCl-loaded microspheres due to the molecular dispersion of 
metformin HCl in the microspheres25. 
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Figure 3
DSC thermograms of CS, pure drug, blank and metformin HCl-loaded microspheres.

The FT-IR spectra of metformin HCl, CS, blank and drug-loaded 
microspheres were obtained to determine the interactions between drug and 
polymer, and also the presence of drug in the microspheres (Figures 4-7). 

The FT-IR spectrum of metformin HCl displayed peaks at 3367.79 cm-1 

related to N-H asymmetric stretching, at 3293.10 cm-1 and 3149.27 cm-1 due 
to N-H symmetric stretching, 1621.90 cm-1 corresponded to C=N stretching, 
at 1557.70 cm-1 associated with N-H bending in plane, at 1472.57 cm-1,  
1447.01 cm-1 and 1417.93 cm-1 due to C-H asymmetric bending (-CH3), at 
1166.68 cm-1 and 1061.30 cm-1 assigned to C-N stretching, at 936.41 cm-1 
and 735.82 cm-1 corresponded to N-H wagging, at 632.29 cm-1 assigned to N-H 
rocking and also at 550.02, 530.34 cm-1 associated with C-N-C bending26,27 
(Figure 4). 
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Figure 4
FT-IR spectrum of metformin HCl

The spectrum of CS presents peaks at 3232.49 cm-1 (NH2 and O-H 
stretching), 2879.55 cm-1 (C-H stretching, CH2), 1616.78 cm-1 (C=O 
stretching), 1146.85 cm-1 (bridge-O stretching), 1032.16 cm-1 and 1060.13 
cm-1 (C-O stretching of amide group)28-30 (Figure 5)

Figure 5
FT-IR spectrum of CS
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The intensity of the peaks (at 2925.66 cm-1, 1407.33 cm-1 and 1065.96 cm-1 
) in the spectrum of metformin HCl-loaded microspheres increased with the 
presence of metformin HCl compared to the spectrum of blank microspheres 
(Figures 6 and 7), and this situation confirms the presence of metformin HCl 
in microspheres.

Figure 6
FT-IR spectrum of blank CS microspheres

Figure 7
FT-IR spectrum of metfomin HCl-CS microspheres
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Conclusion

The results of our study showed that non-aggregated and spherical 
metformin HCl-loaded CS microspheres with a mean diameter of 9.21±2.16 
μm were prepared by an emulsification-crosslinking method. Positively-
charged chitosan might be used to extend the release of metformin HCl from 
microspheres and increase the bioavailability of drug.
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Abstract

This study focuses on the preparation and in vitro characterisation of met-
formin HCl-loaded chitosan (CS) microspheres (MS). Scanning Electron Mi-
croscopy (SEM) image shows that the microspheres have spherical shape. 
The particle size and encapsulation efficiency (%) value of the metformin 
HCl-loaded microspheres were found as 9.21±2.16 m and 20.05±6.92%, 
respectively. The obtained low drug loading value is due to the high aque-
ous solubility of metformin HCl, and drug leakage from microspheres to the 
aqueous medium. In HCl pH 1.2 and phosphate buffer(PB) pH 6.8 medi-
ums, about 22-36% of metformin HCL was released within 1 hour and about 
89-98% of the loaded metformin HCl was released in 8 days. Furthermore, 
microspheres were characterised using FT-IR and DSC. These data demon-
strate a potential for sustained release of metformin HCl by using prepared 
CS microspheres.

Keywords: Chitosan, DSC, FT-IR, Metformin HCl, Microsphere

Özet

Metformin HCl-yüklü Kitosan Mikrokürelerinin Hazırlanması ve
In vitro Karakterizasyon Çalışmaları

Bu çalışma, metformin HCl-yüklü kitosan (CS) mikrokürelerinin (MS) 
hazırlanması ve in vitro karakterizasyonu üzerine odaklanmıştır. Taramalı 
Elektron Mikroskobu (SEM) görüntüsü küresel mikrokürelerin hazırlandığı-
nı göstermiştir. Metformin HCl-yüklü mikrokürelerin partikül büyüklüğü ve 
enkapsülasyon etkinliği (%) değerleri sırasıyla 9.21±2.16 m ve %20.05±6.92 
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olarak bulunmuştur. Metformin HCl’nin sudaki yüksek çözünürlüğü ve et-
kin maddenin sulu ortama kaçışı düşük yükleme etkinliği değeri elde edil-
mesine neden olmuştur. HCl pH 1.2 ve fosfat tamponu (PB) pH 6.8 ortam-
larında yaklaşık %22-36 metformin HCl salımı 1 saat içerisinde ve yaklaşık 
%89-98 metformin HCl salımı ise 8 gün içerisinde gerçekleşmiştir. Ayrıca, 
FT-IR ve DSC mikrokürelerin karakterizasyonu için kullanılmıştır. Bu veri-
ler, metformin HCl’nin sürekli salımı için CS mikrokürelerinin potansiyelini 
göstermektedir.

Anahtar Kelimeler: DSC, FT-IR, Kitosan, Metformin HCl, Mikroküre

REFERENCES

1. Channarong, S., Chaicumpa, W., Sinchaipanid, N., Mitrevej, A.: Development and 
Evaluation of Chitosan-coated Liposomes for Oral DNA Vaccine: The İmprovement of 
Peyer’s Patch Targeting Using a Polyplex-loaded Liposomes. AAPS Pharm Sci Tech, 12, 
192-200 (2011) 

2. Sinha, V.R., Singla, A.K., Wadhawan, S., Kaushik, R., Kumria, R., Bansal, K., Dhawan, S.: 
Chitosan Microspheres as a Potential Carrier for Drugs, Int J Pharm, 274, 1–33 (2004)

3. Emami Riedmaier, A., Fisel, P., Nies, A.T., Schaeffeler, E., Schwab, M.: Metformin and 
Cancer: From The Old Medicine Cabinet to Pharmacological Pitfalls and Prospects, Trends 
Pharmacol Sci, 34, 126-135 (2013)

4. Spratt, D.E., Zhang, C., Zumsteg, Z.S., Pei, X., Zhang, Z., Zelefsky, M.J.: Metformin and 
Prostate Cancer:Reduced Development of Castration-resistant Disease and Prostate Cancer 
Mortality, Eur Urol, 63, 709-716 (2013)

5. Sweetman S. Martindale: The complete drug reference, Electronic version. London, 
Pharmaceutical Press, (2007)

6. Corti, G., Cirri, M., Maestrelli, F., Mennini, N., Mura, P.: Sustained-release Matrix Tablets 
of Metformin Hydrochloride in Combination withTriacetyl-�-cyclodextrin, Eur J Pharm 
Biopharm, 68, 303-309 (2008)

7. Marathe, P.H., Wen, Y., Norton, J., Greene, D.S., Barbhaiya, R.H., Wilding, I.R.: Effect of 
Altered Gastric Emptying and Gastrointestinal Motility on Metformin Absorption, Br J Clin 
Pharmacol, 50, 325-332 (2000)

8. Gandhi, K.J., Deshmane, S.V., Biyani, K.R.: Polymers in Pharmaceutical Drug Delivery 
System: A Review. Int J Pharm Sci Rev Res, 14, 57-66 (2012)

9. Zhang, X., Sun, M., Zheng, A., Cao, D., Bi, Y., Sun, J.: Preparation and Characterization of 
Insulin-loaded Bioadhesive PLGA Nanoparticles for Oral Administration. Eur J Pharm Sci, 
45, 632-638 (2012)

10. Kilicarslan, M., Baykara, T.: The Effect of The Drug/polymer Ratio on The Properties of The 
Verapamil HCl Loaded Microspheres. Int J Pharm, 252, 99-109  (2003)



PREPARATION OF METFORMIN HCL-LOADED CHITOSAN MICROSPHERES AND 

IN VITRO CHARACTERIZATION STUDIES 85

11. Fattal, E., Quaglia, F., Gupta, P., Brazeau, G., “Biodegradable microparticles for the 
development of less-painful and less irritating parenterals”, Gupta, P., Brazeau, G. 
(Eds.), Injectable Drug Development:Techniques to Reduce Pain and Irritation, Colorado, 
Interpharm Press, (1999), 355-378. 

12. Tuncay, M., Calis, S., Kas, H.S., Ercan, M.T., Peksoy, I., Hincal, A.A.: Diclofenac Sodium 
Incorporated PLGA (50:50) Microspheres: Formulation Considerations and In vitro/In vivo 
Evaluation, Int J Pharm, 195, 179-188 (2000)

13. Song, X., Zhao, Y., Wu, W., Bi, Y., Cai, Z., Chen, Q., Li, Y, Hou, S.: PLGA Nanoparticles 
Simultaneously Loaded with Vincristine Sulphate and Verapamil Hydrochloride: Systematic 
Study of Particle Size and Drug Entrapment Efficiency, Int J Pharm, 350, 320-329, (2008)

14. Sutar, P.S., Sutar, K.P., Sambrekar, A.S., Patil, V.S., Kudalagi, C.R.: Formulation and 
Evaluation of Metformin Hydrochloride Loaded Chitosan Microspheres, JPSI, 1, 12-16 (2012)

15. Wang, L.C., Di, L.Q., Liu, R., Wu, H.: Characterizations and Microsphere Formulation of 
Polysaccharide from the Marine Clam (Mactra Veneriformis). Carbohydr Polym, 92, 106-
113 (2013).

16. Madsen, K.D., Sander, C., Baldursdottir, S., Pedersen, A.M., Jacobsen, J.: Development of 
an Ex Vivo Retention Model Simulating Bioadhesion in the Oral Cavity Using Human Saliva 
and Physiologically Relevant Irrigation Media, Int J Pharm, 448, 373–381 (2013)

17. Gonçalves, V.L., Laranjeira M.C.M., Fávere V.T.: Effect of Crosslinking Agents on Chitosan 
Microspheres in Controlled Release of Diclofenac Sodium, Polímeros, 15, 6-12 (2005)

18. Nayak, U.Y., Gopal, S., Mutalik, S., Ranjith, A.K., Reddy, M.S., Gupta, P., Udupa, N.: 
Glutaraldehyde Cross-Linked Chitosan Microspheres for Controlled Delivery of Zidovudine, 
J Microencapsul, 26, 214–222 (2009)

19. Cevher, E., Orhan, Z., Mülazimoğlu, L., Sensoy, D., Alper, M., Yildiz, A., Ozsoy, Y.: 
Characterization of Biodegradable Chitosan Microspheres Containing Vancomycin and 
Treatment of Experimental Osteomyelitis Caused by Methicillin-Resistant Staphylococcus 
Aureus with Prepared Microspheres, Int J Pharm, 317, 127-135 (2006)

20. Gazori, T., Khoshayand, M.R., Azizi, E., Yazdizade, P., Nomani, A., Haririan, I.: Evaluation of 
Alginate/Chitosan Nanoparticles as Antisense Delivery Vector: Formulation, Optimization 
and In Vitro Characterization, Carbohydrate Polymers, 77, 599-606 (2009)

21. Tripathi, S., Mehrotra, G.K., Dutta, P.K.: Physicochemical and Bioactivity of Cross-Linked 
Chitosan–PVA Film for Food Packaging Applications. Int J Biol Macromol, 45, 372-376 (2009)

22. Yang, J.M., Chiu, H.C.: Preparation and Characterization of Polyvinyl Alcohol/Chitosan 
Blended Membrane for Alkaline Direct Methanol Fuel Cells, J Membrane Sci, 419-420, 65-
71 (2012)

23. Block, L.C., Schmeling, L.O., Couto, A.G., Silva, M.A.S., Tagliari, M.P., Bresolin, T.M.B., 
Mourão, S.C.: Effect of Binders On 500 mg Metformin Hydrochloride Tablets Produced by 
Wet Granulation, Rev Ciênc Farm Básica Apl, 30, 145-152 (2009)

24. Ashok Kumar, A., Balakrishna,T., Rajiv, J., Murthy, T.E.G.K , Anıl Kumar, Sudheer, B.: 
Formulation and Evaluation of Mucoadhesive Microcapsules of Metformin HCl with Gum 
Karaya. Int J Pharm Pharm Sci, 3, 150-155 (2011)

25. Pandit, V., Pai, R.S., Yadav, V., Devi, K., Surekha, B.B., Inamdar, M.N., Suresh S.: 
Pharmacokinetic and Pharmacodynamic Evaluation of Floating Microspheres of Metformin 
Hydrochloride, Drug Dev Ind Pharm, 39, 117-127 (2013)



HACETTEPE UNIVERSITY JOURNAL OF THE FACULTY OF PHARMACY86

26. Banerjee, P., Deb, J.,  Roy, A., Ghosh, A.,  Chakraborty, P., Fabrication and Development 
of Pectin Microsphere of Metformin Hydrochloride. ISRN Pharmaceutics, 1-7 (2012) 
doi:10.5402/2012/230621

27. Gunasekaran, S., Natarajan, R.K., Renganayaki, V., Natarajan, S.: Vibrational Spectra and 
Thermodynamic Analysis of Metformin. IJPAP, 44, 495-500 (2006)

28. Mourya, V.K., Inamdara, N.N., Tiwari, A., Carboxymethyl Chitosan and Its Applications. 
Adv Mat Lett, 1, 11-33 (2010)

29. Gonil, P., Sajomsang, W., Ruktanonchai, U.R., Pimpha, N., Sramala, I., Nuchuchua, O., 
Saesoo, S., Chaleawlert-umpon, S., Puttipipatkhachorn, S.: Novel Quaternized Chitosan 
Containing -Cyclodextrin Moiety: Synthesis, Characterization and Antimicrobial Activity, 
Carbohydrate Polymers, 83, 905-913 (2011)

30. Salehizadeh, H., Hekmatian, E., Sadeghi, M., Kennedy, K.: Synthesis and Characterization 
of Core-shell Fe3O4-gold-chitosan Nanostructure, J Nanobiotechnol, 10, 3 (2012) 
doi:10.1186/1477-3155-10-3



<<
  /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 /LeaveColorUnchanged
  /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 1200
  /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 1200
  /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 false
  /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 <>
    /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


