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Abstract: The genus Senecio (family Asteraceae) is one of the largest in the 
world. It comprises about 1100 species which are the rich source of pyrro-
lizidine alkaloids. Plants containing pyrrolizidine alkaloids are among the most 
important sources of human and animal exposure to plant toxins and carcino-
gens. The pyrrolizidine alkaloids of seven Senecio species (S. erucifolius, S. 
othonnae, S. wagneri, S. subalpinus, S. carpathicus, S. paludosus and S. rupes-
tris) were studied. Fourteen alkaloids were isolated and their structures deter-
mined from spectroscopic data (1H- and 13C-NMR, IR and MS). Five of them 
were identified in S. erucifolius, four in S. othonnae, two in S. wagneri, four in 
S. subalpinus, two in S. carpathicus, three in S. paludosus and three in S. ru-
pestris. Seven pyrrolizidine alkaloids were found for the first time in particular 
species. The results have chemotaxonomic importance. The cytotoxic activity 
and antimicrobial activity of some alkaloids were also studied. 
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INTRODUCTION 

The toxic pyrrolizidine alkaloids (PA) are a large group of related com-
pounds that occur in plants, mainly in species of Crotalaria (Leguminosae), Se-
necio and related genera (Compositae), Heliotropium, Trichodesma, Symphytum, 
Echium and other genera of the Boraginaceae. 

The worldwide distributed genus Senecio (family Asteraceae) is a rich source 
of pyrrolizidine alkaloids. It was shown that the alkaloid pattern differs between 
some subspecies.1–4 Previous investigations of alkaloids from seven Senecio spe-
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cies (S. erucifolius, S. othonnae, S. wagneri, S. subalpinus, S. carpathicus, S. pa-
ludosus and S. rupestris) are presented in short in Table I.5–27 

TABLE I. Alkaloids (1–37) isolated from species of genus Senecio (Columns: I – S. eruci-
folius; II – S. othonnae; III – S. wagneri; IV – S. subalpinus; V – S. carpathicus; VI – S. palu-
dosus; VII – S. rupestris). The Arabic numbers in the columns correspond to the reference 
numbers of the papers 

Alkaloid I II III IV V VI VII 
Senecionine (1) 5–11 12 – 5, 13,

14 
– – 5, 15, 

16 
Seneciphylline (2) 5, 6, 8, 9,

10, 11 
17 – 5, 13,

14 
5 18–20 – 

O-Acetylseneciphylline (3) 10 – – – – – – 
Seneciphylline N-oxide (4) 21 – – – – – – 
O-Acetylseneciophylline N-oxide (5) 21 – – – – – – 
Senecivernine (6) 6, 10 – – 5 – – 5 
Integerimmine (7) 5, 6, 9, 10 – – 5, 13 – – 5, 15, 

16 
21-Hydroxyintegerimmine (8) 5 – – – – – 5 
Integerimmine N-oxide (9) 21 – – – – – – 
Senkirkine (10) 5, 9 – 5 – – – – 
O-Acetylsenkirkine (11) 9 – – – – – – 
Neosenkirkine (12) – – 5 – – – – 
Otosenine (13) – 17, 22, 

23 
– – – – – 

Doronine (14) – 22, 23 – – – – – 
Platyphylline (15) – 12 – – – – – 
Neoplatyphylline (16) – – – 5 – – – 
7-Angeloylplatynecine (17) – – – – – 24 – 
9-Angelylplatynecine (18) – – – – – 25 – 
Retronecine (19) – 12 – – – – – 
Onetine (20) – 17, 22 – – – – – 
Othonnine (21) – 12 – – – – – 
Retrorsine (22) 8 12 – – – – 16 
Dihydroretrorsine (23) – – – – – 24 – 
Erucifoline (24) 6, 10 – – – – – – 
O-Acetylerucifoline (25) 10 – – – – – – 
Erucifoline N-oxide (26) 21 – – – – – – 
Eruciflorine (27) 6 – – – – – – 
Procerine (28) – – 5 – – – – 
Racemonine (29) – – – – – 26, 27 – 
Racemocine (30) – – – – – 26, 27 – 
Racemodine (31) – – – – – 24 – 
Floridanine (32) – 22, 23 – – – – – 
Senecioracenine (33) – – – –  25 – 
Sarracine (34) – – – – – 25 – 
Riddeline (35) – 12 – – – – – 
7-Angelylheliotridine (36) – – 5 – – – – 
Spartioidine (37) 6 – – – – – – 
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Despite the fact that secondary metabolites (especially PAs) of Senecio spe-
cies have been the subject of investigations for many years, interest in them re-
mains. The investigations of the activities of plants PAs indicated their neuro-
toxic, mutagenic, carcinogenic, but also antitumor effects.28,29 PAs are readily 
absorbed from the digestive tract and cause harmful effects only after undergoing 
activation in the liver to toxic metabolites. The effects include a variety of chan-
ges leading to permanent damage to genes and chromosomes, the ability of cells 
to divide, the development of cancer and even cell death. Some of them are 
strong toxins for humans and domestic animals.30,31 The acute toxicity of PAs 
varies widely. The rat LD50 of most alkaloids known to be significant for human 
health are in the range of 34–300 mg/kg, although some approach 1000 mg/kg. 

On the other hand, many Senecio species are used in traditional medicine in 
Asia and Africa, which makes them a very interesting for phytochemical invest-
tigation. 

In this study, the pyrrolizidine alkaloids from seven Senecio species (S. eru-
cifolius, S. othonnae, S. wagneri, S. subalpinus, S. carpathicus, S. paludosus and 
S. rupestris) were isolated and their structure elucidated. Also, the cytotoxicity 
and antimicrobial activity of some of PAs were investigated. 

EXPERIMENTAL 

General 

The IR spectra were measured in the form of KBr pellets on a Perkin-Elmer FT-IR spec-
trometer 1725X. The 1H- (200 MHz) and 13C-NMR (50 MHz) spectra were recorded on a 
Varian Gemini 2000 spectrometer. The mass spectra were obtained on a Finnigan MAT 8230, 
BE DCI (150 eV, iso-butane). 

Silica gel, 0.008 mm (Merck, Darmstadt, Germany), was used for preparative column 
chromatography (CC) and silica gel F-254 (Merck, Darmstadt, Germany) for analytical and 
preparative thin layer chromatography (TLC). 

Plant material 

The studied species and collection data are listed in Table II. 

TABLE II. Studied species and collection data 

Species Collection data 
S. erucifolius Deliblatska peščara, Serbia, July 2003 
S. othonnae Sinjajevina, Montenegro, August 2003 
S. wagneri Majа Rusalijа, Montenegro, July 2004 
S. subalpinus Hajla, Montenegro, July 2003 
S. carpathicus Stara planina, Serbia, July 2004 
S. paludosus Suva planina, Serbia, July 2005 
S. rupestris Lisa, Montenegro, July 2005 

Extraction and isolation 

The dried and powdered plant material of each sample was extracted with methanol. 
After solvent removal, the residue was dissolved in 1.0 M sulfuric acid, washed with CH2Cl2, 
the pH adjusted to 9.0 with NH4OH, extracted with CH2Cl2 and purified by silica gel CC and 
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prep. TLC to yield pure alkaloids. The elution was commenced with CH2Cl2:metha-
nol:NH4OH (9:1:0.1) and the polarity was gradually increased. The spots were detected under 
UV254, by Dragendorff reagent or by spraying with 50 % H2SO4. 

Investigation of antiproliferative and antimicrobial activity 

Stock solutions of the isolated alkaloids were prepared in DMSO at a concentration of 10 
mM and afterwards diluted with nutrient medium (RPMI 1640), supplemented with L-gluta-
mine (3 mM), streptomycin (100 μg/ml), penicillin (100 IU/ml), 10 % heat inactivated (56 °C) 
fetal bovine serum and 25 mM Hepes, adjusted to pH 7.2 with bicarbonate solution and ap-
plied to the target cells (human cervix carcinoma HeLa cells, human myelogenous leukemia 
K562 cells, human melanoma Fem-X cells and normal human peripheral blood mononuclear 
cells) at various final concentrations ranging from 0 to 100 μM. HeLa and Fem-X cell survival 
was determined indirectly by measuring the total cellular protein by the Kenacid Blue R dye 
binding method.32 Inhibition of the growth of PBMC and K562 cells was determined by the 
MTT test.33 

The antibacterial activity of alkaloids (otosenine, seneciphylline and a mixture of sene-
cionine and seneciphylline) was tested against the microorganisms Staphylococcus aureus, 
Escherichia coli, Bacillus subtilis, Candida albicans and Aspergillus niger. The concentration 
of the tested samples was 1.0 mg/ml. The surface of an agar plate was inoculated by streaking 
the bacterial suspension (ca. 105 cfu/ml). After incubation at 37 °C for 24 h, the inhibitory 
effect was determined as the prevention of visible growth. 

RESULTS AND DISCUSSION 

The isolation procedure for alkaloids from the crude extract (of seven Sene-
cio species: S. erucifolius, S. othonnae, S. wagneri, S. subalpinus, S. carpathicus, S. 
paludosus and S. rupestris) yielded fourteen alkaloids (1, 2, 4, 6, 7, 10, 13, 14, 
17, 33, 36, 38–40) (Table III, Scheme 1). The structural assignments of alkaloids 
were based on comparison of their spectral data with those published in lite-
rature.34,35 

TABLE III. Alkaloids isolated from species of genus Senecio (Columns: I – S. erucifolius; II – 
– S. othonnae; III – S. wagneri; IV – S. subalpinus; V – S. carpathicus; VI – S. paludosus; VII – 
– S. rupestris). Mark PA indicates alkaloids isolated for the first time from the Senecio species 

Alkaloid I II III IV V VI VII 
Senecionine (1) + – – + – – + 
Seneciphylline (2) + – – + + – – 
Seneciphylline N-oxide (4) + – – PA PA – – 
Senecivernine (6) – – – – – – + 
Integerimmine (7) – – – – – – + 
Senkirkine (10) – – + – – PA – 
Otosenine (13) PA + – – – – – 
Doronine (14) – + – – – – – 
7-Angeloylplatynecine (17) – – – – – + – 
Senecioracenine (33) – PA – – – – – 
7-Angelylheliotridine (36) – – + – – – – 
7-Angelylretronecine (38) – – – – – PA  
Neopetasitenine (39) – PA – – – – – 
Senecionine N-oxide (40) PA – – PA – – – 
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Previous studies of S. erucifolius resulted in the isolation and identification 
of 17 PAs (1–11, 22, 24–27 and 37). In the present study, three of the previously 
identified alkaloids (senecionine, seneciphylline and seneciphylline N-oxide) and 
an additional two, namely otosenine (13) and senecionine N-oxide (40), are now 
reported and identified for the first time as alkaloids in S. erucifolius. 

Four alkaloids were identified from S. othonnae, two of them (otosenine and 
doronine) were previously reported in this plant. Senecioracenine (33) and neo-
petasitenine (39) are alkaloids isolated for the first time from this species. 

Four PAs, namely senkirkine, neosenkirkine, procerine and 7-angeloylhelio-
tridine (10, 12, 28 and 36) were previously isolated from S. wagneri. This invest-
tigation confirmed the presence of two alkaloids senkirkine (10) and 7-angeloyl-
heliotridine (36). 

Senecionine (1) and seneciphylline (2) identified in S. subalpinus are two of 
five previously isolated alkaloids. However, seneciphylline N-oxide (4) and sene-
cionine N-oxide (40) are alkaloids new for this plant. 

One (2) and five (1, 6, 7, 8 and 22) alkaloids were previously isolated from 
S. carpathicus and S. rupestris, respectively. In this investigation, the presence of 
seneciphylline (2) as well as senecionine, senecivernine and integerimmine (1, 6 
and 7) respectively, were confirmed. Seneciphylline N-oxide (4) was isolated 
from S. carpathicus for the first time. 

One (7-angeloylplatynecine) of nine previously reported alkaloids of S. palu-
dosus was identified in the present study. An additional two alkaloids, namely 
senkirkine (10) and 7-angeloylretronecine (38), had not been previously isolated 
from this plant. 

In order to anticipate antitumor action, the antiproliferative activity of some 
alkaloids (senkirkine and a mixture of senecionine and seneciphylline, which 
were isolated in sufficient quantities to allow bioassays) against malignant cell 
lines (human cervix carcinoma HeLa cells, human myelogenous leukemia K562 
cells and human melanoma Fem-X cells) and normal human cells (PBMC) was 
tested. The investigated alkaloids (in concentrations from 0 to 100 μM) exhibited 
no cytotoxic effects against any of the tested human cancer cells. 

The antimicrobial action of otosenine, seneciphylline and a mixture of sene-
cionine and seneciphylline against Staphylococcus aureus, Escherichia coli, Ba-
cillus subtilis, Candida albicans and Aspergillus niger was also, investigated. Only 
the senecionine-seneciphylline mixture (2:1) exhibited a weak (on the limit of de-
tection) inhibitory effect against A. niger at a concentration of 1 mg/ml. 

CONCLUSIONS 

Fourteen pyrrolizidine alkaloids were isolated and identified from seven Se-
necio species (S. erucifolius, S. othonnae, S. wagneri, S. subalpinus, S. carpathi-
cus, S. paludosus and S. rupestris). Seven of them were identified for the first time 
in the particular species. The results are of chemotaxonomic importance. 
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Senkirkine and a mixture of senecionine and seneciphylline at the investi-
gated concentrations did not exhibit antiproliferative effects against the tested hu-
man malignant cell lines. However, a mixture of senecionine and seneciphylline 
exhibited a weak antimicrobial effect against Aspergillus niger. 
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И З В О Д  

ПИРОЛИЗИДИНСКИ АЛКАЛОИДИ ИЗ СЕДАМ САМОНИКЛИХ БИЉНИХ ВРСТА 
РОДА Senecio КОЈЕ РАСТУ У CРБИЈИ И ЦРНОЈ ГОРИ 

БОРИС М. МАНДИЋ1, ДЕЈАН Н. ГОЂЕВАЦ2, ВЛАДИМИР П. БЕШКОСКИ2, МИЛЕНА Р. СИМИЋ3, СНЕЖАНА С. 
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Univeryitet u Beogradu, Wego{eva 12, 11000 Beograd i 3Farmaceutski fakultet, 

Univerzitet u Beogradu, Vojvode Stepe 450,11000 Beograd 

Један од најбројнијих родова на свету је род Senecio (фамилија Asteraceae). Обухвата 
око 1100 врста које представљају богат извор пиролизидинских алкалоида. Најзначајнија 
изложеност људи и животиња биљним токсинима и карциногенима потиче од биљака које 
садрже пиролизидинске алкалоиде. У овом раду изоловани су пиролизидински алкалоиди из 
седам врста рода Senecio (S. erucifolius, S. othonnae, S. wagneri, S. subalpinus, S. carpathicus, S. 
paludosus и S. rupestris), а њихове структуре одређене на бази спектроскопских података (1H- 
и 13C-NMR, IR и MS). Изоловано је укупно 14 алкалоида, пет из S. erucifolius, четири из S. 
othonnae, два из S. wagneri, четири из S. subalpinus, два из S. carpathicus, три из S. paludosus и 
три из S. rupestris. Седам пиролизидинских алкалоида је по први пут изоловано из неких по-
јединачних врста. Добијени резултати имају хемотаксономски значај. Испитана је цитоток-
сичност и антимикробна активност изолованих алкалоида. 

(Примљено 17. јуна 2008) 

REFERENCES 

1. V. Christov, N. Kostova, L. Evstatieva, Nat. Prod. Res. 19 (2005) 300 
2. N. Kostova, V. Christov, M. Cholakova, E. Nikolova, L. Evstatieva, J. Serb. Chem. Soc. 

71 (2006) 1275 
3. T. Hartmann, L. Witte, A. Ehmke, C. Theuring, M. Rowell-Rahier, J. Pasteels, Phyto-

chemistry 45 (1997) 489 
4. E. Roeder, H. Wiedenfeld, P. Knoezinger-Firscher, Planta Med. 50 (1984) 203 
5. V. Christov, L. Evstatieva, Z. Naturforsch. C: J. Biosci. 58 (2003) 300 
6. L. Witte, L. Ernst, H. Adam, T. Hartmann, Phytochemistry 31 (1992) 559 
7. A. Boeva, B. Stefanova-Gateva, D. Krushovska, Farmatsiya 29 (1979) 32 (in Russian) 
8. S. Ferry, J. L. Brazier, Ann. Pharm. Francaises 34 (1976) 133 
9. D. S. Bhakuni, S. Gupta, Planta Med. 46 (1982) 251 

10. G. Toppel, L. Witte, B. Riebesehl, K. Von Borstel, T. Hartmann, Plant Cell Rep. 6 (1987) 466 
11. I. Kompis, F. Santavy, Collect. Czech. Chem. C. 27 (1962) 1413 
12. B. Sener, F. Ergun, S. Kusmenoglu, A. E. Karakaya, Gazi Universitesi Eczacilik Fakul-

tesi Dergisi 5 (1988) 101 



34 MANDIĆ et al. 

13. A. Klasek, T. Reichstein, F. Santavy, Helv. Chim. Acta 51 (1968) 1089 
14. B. Trivedi, F. Santavy, Collect. Czech. Chem. C 28 (1963) 3455 
15. A. Sidjimov, A Tashev, Godishnik na Sofiiskiya Universitet “Sv. Kliment Okhridski”, 

Khimicheski Fakutet, 97 (2005) 130 (in Bulgarian) 
16. E. Roeder, T. Pflueger, Nat. Toxins 3 (1995) 305 
17. A. V. Danilova, N. I. Koretskaya, L. M. Utkin, Zh. Obshch. Khimii 32 (1962) 647 (in 

Russian) 
18. V. S. Alekseev, Farm. Zh. (Kiev) 16 (1961) 39 (in Russian) 
19. V. S. Alekseev, Izuch. i Ispol'z. Lekarstv. Rast. Resursov SSSR Sb. (1964) 204 (in Russian) 
20. M. P. Khmel, Farm. Zh. (Kiev) 16 (1961) 35 (in Russian) 
21. H. Sander, T. Hartmann, Plant Cell Tissue Org. 18 (1989) 19 
22. D. S. Khalilov, M. V. Telezhenetskaya,. S. N. Yunusov, Khim. Prir. Soedin. 2 (1980) 262 

(in Russian) 
23. D. S. Khalilov, M. V. Telezhenetskaya,. S. N. Yunusov, Khim. Prir. Soedin. 6 (1977) 866 

(in Russian) 
24. W. Ahmed, A. Q. Khan, A. Malik, F. Ergun, B. Sener, Phytochemistry 32 (1992) 224 
25. W. Ahmed, A. Q. Khan, A. Malik, F. Ergun, B. Sener, J. Nat. Prod. 55 (1992) 1764 
26. W. Ahmed, A. Q. Khan, A. Malik, F. Ergun, B. Sener, Fitoterapia 64 (1993) 361 
27. W. Ahmed, Z. Ahmed, A. Malik, F. Ergun, B. Sener, Heterocycles 32 (1991) 1729 
28. E. Roeder, Pharmazie 50 (1995) 83 
29. E. Roeder, Curr. Org. Chem. 3 (1999) 557 
30. R. A. Smith, E. Panariti, Vet. Hum. Toxicol. 37 (1995) 478 
31.  P. R.Cheeke, Toxicants of Plant Origin, Vol. 1, Alkaloids, CRC Press, Boca Raton, 1989, p. 1 
32. R. H. Clothier, Meth. Mol. Biol. 43 (1995) 109  
33. M. Ohno, T. Abe, J. Immunol. Meth. 145 (1991) 199 
34. C. G.Logie, M. R. Grue, J. R. Liddel, Phytochemistry 37 (1994) 43 
35. E. Roeder, Phytochemistry 29 (1990) 11. 



<<
  /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


