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Abstract Schiff base is the class of compounds showing wide
range of biological activities having the azomethine (-N=CH-)
active pharmacophore, which play major roles in their significant
bio-activities. A series of Schiff base analogues of 4-amino-
antipyrine analogues have been tested for bactericidal and
cytotoxic activities against selected bacterial strains and brine
shrimp (Artemia salina) nauplii, respectively. Of the compounds
tested, two compounds showed a good inhibition of bacterial
growth against E. coli and C. sakazakii, whereas three compounds
demonstrated high cytotoxicity with LC50 values of 225, 480, and
581 ppm, in a short term bioassay using A. salina. Qualitative
structure-cytotoxic activity relationships were studied using
physicochemical parameters; a good correlation between clogP
and cytotoxic activity was observed.

Keywords antibacterial activity ⋅ brine shrimp toxicity ⋅ crystal
structure ⋅ pyrazole-3-ones ⋅ Schiff base

Introduction

Schiff base compounds containing an azomethine group (-CH=N-)
have received much attention in the field of chemistry and biology
due to their chemotherapeutic value (Ali et al., 2002; Cukurovali

et al., 2002; Santos et al., 2001). Schiff base compounds belong to
a widely used group of organic intermediates and are important
for the production of special chemicals such as pharmaceuticals or
rubber additives (Macho et al., 2004) and as amino protective
groups in organic synthesis (Bey and Vevert, 1977). They are also
used as effective ligands for metal ions and liquid crystals in
analytical, medicinal, and polymer chemistry (Layer, 1963; Higuchi
and Yamamoto et al., 1999; Adams, 2000; Jarrahpour et al., 2004;
Agarwal and Prasad, 2005).

Antipyrine (1,5-dimethyl-2-phenylpyrazole-3-one) is a compound
that possesses a pyrazolone moiety with a five-membered lactam
ring containing two nitrogens and a ketone in the same molecule.
Antipyrine and its 4-amino derivative (4-amino-1,5-dimethyl-2-
phenylpyrazole-3-one) have shown outstanding pharmacological
properties (Kees et al., 1996; Burdulene et al., 1999; Bashkatova
et al., 2005; Costa et al., 2006; Ei Ashry et al., 2007; Santos et al.,
2010) such as anti-inflammatory, analgesic, antiviral, antipyretic,
antirheumatic, and antimicrobial activity. 4-Aminoantipyrine is an
antipyrine that forms a variety of Schiff bases with aldehydes, and
a remarkable number of compounds have recently been reported
(Montalvo-González and Ariza-Castolo, 2003; Hu, 2006; Li and
Zhang, 2006; Liu et al., 2006; Zhang et al., 2006; Zhao, 2007)
with a wide range of biological activities and applications (Ismail,
2000; Abd Rehim et al., 2001; Yadav et al., 2003; Santos et al.,
2010; Ali et al., 2012).

In our previous study, we reported the synthesis, as well as
antioxidant and anti-inflammatory activities, of a series of Schiff
base analogues of 4-aminoantipyrine (Alam et al., 2012) and a
crystal structure of (E)-4-[benzylideneamino]-1,5-dimethyl-2-phenyl-
1H-pyrazol-3(2H)-one (Alam and Lee, 2012). Here, we report on
the antibacterial and cytotoxic activity of thirteen Schiff base
analogues of 4-aminoantipyrine (3a-m) together with the crystal
structures of 3g and 3h. The synthesis of compounds 3a-m have
been demonstrated in our previous studies (Alam et al., 2012;
Alam and Lee, 2012); however, crystal structures of compound 3g

and 3h, as well as antimicrobial and cytotoxic actions of compounds

M. S. Alam
Division of Bioscience, Dongguk University, Gyeongju 780-714, Republic
of Korea

D.-U. Lee (�)
Division of Bioscience, Dongguk University, Gyeongju 780-714, Republic
of Korea
E-mail: dulee@dongguk.ac.kr

M. L. Bari
Food analysis and Research laboratory, Centre for Advance Research in
Sciences, University of Dhaka, Dhaka-1000, Bangladesh

ARTICLE



614 J Korean Soc Appl Biol Chem (2014) 57(5), 613−619

3a-m, have not yet been reported. In vitro antibacterial activities
were screened against six bacterial strains (e.g., Klebsiella

pneumonia, Staphylococcus aureus, Cronobacter sakazakii,
Citrobacter freundii, Salmonella enterica, and Escherichia coli).
The cytotoxicities of the previously described compounds were
screened using brine shrimp (Artemia salina) in a lethality
bioassay. The brine shrimp nauplii usually are used as a
preliminary screening tool for the determination of toxicity of
synthesized compounds. Physicochemical calculations were also
carried out to discuss the relationship between the electronic
properties and cytotoxic activities of Schiff base analogues of 4-
aminoantipyrine.

Materials and Methods

Synthesis. The Schiff base analogues of 4-aminoantipyrine (3a-
m) used in the present study were prepared according to our
previous report (Alam et al., 2012; Alam and Lee, 2012). Briefly,
an anhydrous ethanol solution (10 mL) of 4-amino-1,5-dimethyl-
2-phenylpyrazol-3-one (203 mg, 1 mmol) was added to an anhydrous
ethanol solution (10 mL) of substituted benzaldehyde (1 mmol),
and the mixture was refluxed at 80oC for 4–6 h under atmospheric
conditions (Scheme 1). The progress of the reaction was monitored
by thin layer chromatography. The precipitates formed were
collected by filtration and purified by recrystallization with
ethanol, and then dried in vacuo to produce the pure compound in
high yield (80–94%). Single yellow crystals of compounds 3g and
3h suitable for X-ray analysis were obtained by slow evaporation
of an ethanol solution. A single crystal of suitable size (0.37 mm
×0.25 mm×0.14 mm for 3g and 0.37 mm×0.24 mm×0.19 mm for
3h) was chosen for the X-ray diffraction studies. The data were
collected at a temperature of 200(2) K on a Bruker SMART CCD
area detector diffractometer (Bruker, 2000) with graphite mono-
chromated radiation MoKα (λ =0.71073 Å). The structure was
solved by direct methods using SHELXTL (Sheldrick, 2008).
Antibacterial Screening. The bactericidal activities of the
compounds 3a-m in vitro were determined by the Kirby-Bauer

disc diffusion method (Bauer et al., 1966). Briefly, Trypticase Soy
Agar medium (Sigma-Aldrich, USA) was used as basal medium
for test bacteria. This agar medium was inoculated with 0.2 mL
liquid cultures containing microorganisms (cultured for 24 h).
Sample discs were gently placed on pre-inoculated agar plates,
and Klebsiella pneumonia, Staphylococcus aureus, Cronobacter

sakazakii, Citrobacter freundii, Salmonella enterica, and Escherichia

coli incubated aerobically at 37oC for 24 h. Discs with only
DMSO were used as a control and nalidixic acid was used as a
positive control. Inhibitory activity was measured (in mm) as the
diameter of the observed inhibition zones.
Cytotoxicity Assay. Brine shrimp nauplii (A. salina) were used in
the in vivo cytotoxicity assay according to the method of Mayer et
al. (1982), with some modifications. Brine shrimp nauplii were
hatched in a small tank divided by a net, which contained artificial
seawater (3.8% NaCl). The tank was partially exposed to incandescent
light to attract the naupliis. The assay was performed 24 h after
their hatching, and no food was added during the hatching and
experimental periods. Test samples (3 mg) were dissolved in 0.6
mL of DMSO to obtain stock solutions of 5 mg mL−1 per sample.
From the stock solutions, different concentrations of test samples
were placed in separate vials, with the volume of each vial made
up to 5 mL using artificial seawater to obtain the desired final
concentrations. Twenty brine shrimp nauplii were then placed in
each vial. The negative control was prepared in the same manner,
except the sample was omitted. Gallic acid was used as standard.
After 24 h of incubation, the vials were observed using a
magnifying glass, and the number of survivors in each vial
counted and noted. Tests were performed in triplicate, and the
resulting data were transformed to probit analysis software
(Finney, 1978) for determination of LC50 values in ppm.
Computational Methods. The molecular geometries of the
compounds 3a-m were built with a standard bond length and
angles using the ChemBio3D ultra Ver. 14 molecular modeling
program (CambridgeSoft Corporation, USA). The energy was
minimized by the semi-empirical molecular orbital PM3 method
(Stewart, 2004). Physicochemical properties were calculated using
mol inspiration cheminformatics software (Molinspiration

Fig. 1 The molecular structure of (A) (E)-4-(4-hydroxy-3-methoxybenzylideneamino)-1,5-dimethyl-2-phenyl-1H-pyrazol-3(2H)-one (3g) and (B) (E)-
4-(3, 4-dimethoxybenzylideneamino)-1,5-dimethyl-2-phenyl-1H-pyrazol-3(2H)-one (3h), showing 50% probability displacement ellipsoids, and the
atom-numbering scheme.
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Cheminformatics, Slovak Republic). The method for calculation
of clogP was developed by Molinspiration (milogP2.2-2005)
based on group contributions and correction factors by fitting
calculated logP with experimental logP for a training set more
than twelve thousand, mostly drug-like molecules. Molecular polar
surface area (PSA) was calculated based on the methodology
published by Ertl et al. (2000), as a sum of fragment contributions.
The maps of molecular lipophilicity potential (MLP) and PSA
were viewed in Molinspiration Galaxy 3D Structure Generator
(ver. 2010.02 beta) using an optimized structure generated by the
semi-empirical molecular orbital PM3 method.

Results and Discussion

Synthesis and Crystal Structure. Schiff base analogues of 4-
aminoantipyrine (3a-m) was synthesized according to our previous
studies (Alam and Lee, 2012; Alam et al., 2012) as shown in
Scheme 1. The X-ray diffraction crystal data and structure
refinement for compounds 3g and 3h are shown in Table 1. The
details of the X-ray data have been provided as supplementary
materials. The ORTEP diagrams of 3g and 3h are shown in Fig.
1 with thermal ellipsoids drawn at a 50% probability. The packing
arrangement in the crystal structure of compounds 3g and 3h are
shown in Fig. 2, with intermolecular and intramolecular hydrogen
bonding interactions.
Antibacterial Activity. The Schiff base derivatives (3a-m) of 4-
aminoantipyrine were evaluated for their in vitro antibacterial
activities against one Gram-positive bacteria (Staphylococcus aureus)
and five Gram-negative bacteria (Cronobacter sakazakii, Citrobacter

freundii, Salmonella enterica, Klebsiella pneumonia, and E. coli)
by disc diffusion methods. Among the 13 Schiff bases of 4-
aminoantipyrine tested, eight compounds inhibited three Gram-
negative bacteria and four compounds resisted the growth of one
Gram-positive bacteria (Table 2). Inhibition zones of compounds
3a-m and nalidixic acid, a positive control, were measured at a
dose of 500 and 50 µg disc−1, respectively. Specifically, compounds
3a and 3c, only showed weak activity against one bacterial strain
(C. sakazakii), whereas compounds 3g and 3j only showed weak
activity against S. aureus. Compounds 3f, 3h, 3i, and 3k also
demonstrated weak activity against E. coli. Compound 3l

exhibited weak activity against two bacterial strains (S. aureus and
E. coli). Compound 3m inhibited the growth of highest number of

bacterial strains tested (K. pneumonia, S. aureus, C. sakazakii, and
E. coli), whereas compounds 3b, 3d, and 3e did not show any
activity. However, compounds 3k and 3m demonstrated the
highest activity against E. coli and C. sakazakii, respectively,
among the compounds tested. As all the active compounds
showed similar inhibition zones, structural differences observed
may not play an important role in variations of the activity and
mechanism of bactericidal action.
Cytotoxic Activity. Cytotoxicity assays using brine shrimp (A.

salina) napulii are an excellent tool for screening bioactive
compounds with the potential ability to kill cancer cells and
various pests (Mayer et al.,1982; Hartl and Humpf, 2000). The
lethal dose (LC50) obtained in the brine shrimp assay can be used
to determine a more specific activity (Weidenbörner and Chandra
Jha, 1993; Alam and Lee, 2011). The results of the A. salina

toxicity assay for the Schiff base analogues of 4-aminoantipyrine
(3a-m) are presented in Table 3. Among all compounds, 3b

showed the highest brine shrimp toxicity, with LC50 value of 225
ppm, followed by compound 3i (LC50=480 ppm) and 3f (LC50=
581 ppm); however, all compounds were less cytotoxic than the
standard cytotoxic agent, gallic acid (LC50=78 ppm). Compounds
3d and 3e showed moderate cytotoxicity, both with LC50 values of
730 ppm, whereas compounds 3e, 3j, 3l, and 3m exhibited similar
weak activities (LC50 >1,000 ppm). Compounds 3a and 3h were
inactive against A. salina.
Computational Studies. Bioactivity is generally governed by the
frontier molecular orbitals and physicochemical properties of a
molecule (Türkeer et al., 1990). Biological systems consist of a
number of heterogeneous phases including water, serum protein,
and lipid particles, among others. Therefore, drug must be
transported through these types of phase barriers to reach the site
of action, which are essentially a physicochemical process and
more complex than the homogeneous equilibria. Lipophilicity is
recognized as a meaningful parameter in structure-activity
relationship studies. It has become the single most informative and
successful physicochemical property in medicinal chemistry
(Testa et al., 1996; Alam et al., 2013) and is used as major
experimental and theoretical tool in drug design. To explain the
qualitative structure-cytotoxic activity relationship of Schiff base
analogues of 4-aminoantipyrine (3a-m), physicochemical calculations
were carried out using molinspiration cheminformatics software.
Physiochemical parameters of the compounds 3a-m are presented
in Table 4. The lipophilicity of a molecule depends on two

Scheme 1 Synthesis of 4-aminoantipyrine analogues 3a-m.
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important factors, hydrophobicity and polarity, which help the
molecule to cross or irreversibly damage the cellular membrane.

Fig. 4 shows the MLP map and PSAs of selected inactive (3a),
low active (3j and 3m) and active (3b and 3i) compounds. In the

Table 1 Crystal data and structure refinement for (E)-4-(4-hydroxy-3-methoxybenzylidene amino)-1,5-dimethyl-2-phenyl-1H-pyrazol-3(2H)-one (3g)
and (E)-4-(3, 4-dimethoxy benzylideneamino)-1,5-dimethyl-2-phenyl-1H-pyrazol-3(2H)-one (3h)

Compound no. 3g 3h

Empirical formula C19H19N3O3 C20H21N3O3

Formula weight 337.37 351.40

Temperature 200 (2) K 200 (2) K

Wavelength 0.71073 Å 0.71073 Å

Crystal system Monoclinic Monoclinic

Space group Cc P21/c

Hall symbol -C2yc -P2ybc

Unit cell dimensions a=11.019 (2) Å a=12.5666 (10) Å

b=17.362 (4) Å b=10.5366 (8) Å

c=9.047 (2) Å c=14.7293 (12) Å

β=102.064 (6)o β=108.843 (2)o

Volume 1692.6 (6) Å3 1845.8 (3) Å3

Z 4 4

Density (calculated) 1.324 Mg/m3 1.265 Mg/m3

Absorption coefficient 0.091 mm−1 0.087 mm−1

F (000) 712 744

Crystal size 0.37×0.25×0.14 mm3 0.37×0.24×0.19 mm3

Theta range for data collection 2.22 to 28.34o 2.42 to 28.31o

Index ranges
-14<=h<=9,
-20<=k<=23,
-12<=l<=12

-16<=h<=10,
-11<=k<=14,
-19<=l<=19

Reflections collected 6319 13515

Independent reflections 3587 [R(int)=0.0536] 4582 [R(int)=0.1005]

Completeness to theta 99.6 % (28.34o) 99.8 % (28.31o)

Absorption correction None None

Refinement method Full-matrix least-squares on F2 Full-matrix least-squares on F2

Data / restraints / parameters 3587/2/230 4582/0/239

Goodness-of-fit on F2 0.817 0.637

Final R indices [I>2sigma (I)] R1=0.0451, wR2=0.0532 R1=0.0432, wR2=0.0715

R indices (all data) R1=0.1149, wR2=0.0757 R1=0.1834, wR2=0.0967

Largest diff. peak and hole 0.213 and -0.237 e.Å−3 0.146 and -0.142 e.Å−3

Fig. 2 Packing arrangement in the crystal structure of (A) (E)-4-(4-hydroxy-3-methoxybenzylideneamino)-1,5-dimethyl-2-phenyl-1H-pyrazol-3(2H)-
one (3g) and (B) (E)-4-(3, 4-dimethoxybenzylideneamino)-1,5-dimethyl-2-phenyl-1H-pyrazol-3(2H)-one (3h). Dashed lines indicate hydrogen bonds.
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present study, compound 3b was the most active, followed by
compounds 3i, 3f, 3d, 3e, 3g, and 3j with clogPs of 3.537, 2.096,
1.950, 2.479, 2.815, 2.298, and 2.987, respectively. Although a

small number of compounds were used in the present study, a
good correlation was observed in which cytotoxic activity decreased
with increasing logP (Fig. 3). The correlation coefficients (r2)
between the clogPs and cytotoxic potencies of selected compounds
against A. salina were found to be 0.72 (n=6) in the absence of 3c.

Furthermore, the above correlations should be treated with caution,
because there were few exceptions, e.g. clogP of an inactive
compound 3a (2.859) were the same as a moderately active
compounds 3e (2.815). In addition, clogP of a very low active
compound 3l (2.214) were the similar to the moderately active
compounds 3g (2.298), whereas 3h (2.605) were inactive with

Table 2 Antibacterial activities of Schiff base analogues of 4-aminoantipyrine (3a-m)

Comp.
no

R1 R2 R3 R4 R5

Growth inhibition area (mm)

K. p. S. a. C. s. C. f. S. e. E. c.

3a H H H H H - - 6 - - -

3b H H Cl H H - - - - - -

3c H H NMe2 H H - - 5 - - -

3d H H OH H H - - - - - -

3e H H OMe H H - - - - - -

3f H OH OH H H - - - - - 6

3g H OMe OH H H - 6 - - - -

3h H OMe OMe H H - - - - - 5

3i OH H OH H H - - - - - 6

3j OMe H OMe H H - 5 - - - -

3k OH H OH H OH - - - - - 9

3l H OMe OH OMe H - 5 - - - 7

3m H Me OMe H H 6 6 9 - - 5

Nalidixic acid 9 5 10 10 7 10

Inhibitory activity is expressed as the diameter (in mm) of the observed inhibition zone. Growth inhibitions were measured at 500 µg disc−1 for com-
pounds 3a-m and 50 µg disc−1 for standard nalidixic acid. K. b., Klebsiella pneumonia; S. a., Staphylococcus aureus; C. s., Cronobacter sakazakii; C. f.
Citrobacter freundii; S. e., Salmonella enterica; E. c., Escherichia coli.

Table 3 The results of cytotoxic effect of compounds 3a-m and Gallic
acid against A. salina

Comp.
no

Mortality, LC50

(ppm)
cRegression Equation dR2 

3a NA - -

3b 225 (180-279)a Y=1.566 X+1.031 0.79

3c >1000 (20b) - -

3d 729 (526-1107)a Y=0.93 X+2.33 0.91

3e 730 (526-1105)a Y=0.9233 X+2.344 0.91

3f 581 (441-853)a Y=1.0567 X+2.076 0.90

3g 754 (584-1170)a Y=1.3167 X+1.132 0.92

3h NA - -

3i 481 (383-642)a Y=1.1867 X+1.816 0.91

3j 1036 (763-1657)a Y=1.15 X+1.482 0.94

3k ND - -

3l >1000 (20b) - -

3m >1000 (30b) - -

Gallic Acid 78 (65-94)a Y=2.5933 X−2.4888 0.88
a95% confidence limits; bMortality percentage at the concentration of
1000 ppm; cObtained from Log (conc.) vs probit correlation. dLog (conc.)
vs probit correlation coefficient; NA-not active; ND-not determined (Dif-
ficult to solubilize in DMSO). 

Fig. 3 Correlation between cytotoxic activity and calculated octanol-
water partition coefficient (clogP) of active Schiff base analogues (3d-g,
3i, 3j) of 4-aminoantipyrine against A. salina.
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lower clogP compared to that of 3e (2.815). Therefore, maps of
PSA and lipophilicity potentials were compared for compounds
3a, 3b, 3e, 3g, 3h, and 3l (Fig. 4). Although 3a and 3e have
similar logP values, their hydrophobicity and polar surface area
distribution are different. On the other hand, compound 3g

showed low polar surface (68.765) and hydrophilic area, whereas
3l showed more polar surface (77.999) and hydrophilic area.
Similarly, compound 3e showed low polar surface (48.537) and
hydrophilic area compared to that of 3h (57.771). Although, the
lipophilicity and hydrophilicity play an important role in determining
logP of a molecule, their distribution in the molecular surface is
also important to exert their biological activity. The design and
synthesis of additional Schiff base analogues of 4-aminoantipyrine
containing lipophilic and hydrophilic substituents are in progress
in order to support our present study.

In conclusion, among 14 Schiff base analogues of 4-amino-
antipyrine (3a-m), 3k and 3m demonstrated the highest antibacterial
activity against E. coli and C. sakazakii, respectively. Compound
3b (LC50=225 ppm) exhibited the highest toxicity against brine
shrimp nauplii (A. salina) followed by compounds 3i (LC50=480
ppm) and 3f (LC50=581 ppm). Physicochemical calculations
indicate that the cytotoxicities of the tested compounds correlated
well with the calculated logP. However, hydrophilicity and polar
surface distribution on the molecular surface area also play
important roles.
Supplementary Material. Crystallographic data for the structures
of compound 3g and 3h have been deposited in the Cambridge
Crystallographic Data Center (Deposition number CCDC-871055
and CCDC-871056, respectively). The data can be obtained, free
of charge, upon request from Cambridge Crystallographic Data
Center UK.
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Table 4 Physico-chemical properties of Schiff base analogues of 4-aminoantipyrine (3a-m)

Comp. MW (g/mol) clogPa TPSAb OH-NH interactc O-N interactd nrotbe volume

3a 291.354 2.859 39.303 0 4 3 272.961

3b 325.799 3.537 39.303 0 4 3 286.497

3c 334.423 2.961 42.541 0 5 4 318.867

3d 307.353 2.479 59.531 1 5 3 280.979

3e 321.38 2.815 48.537 0 5 4 298.506

3f 323.352 1.95 79.759 2 6 3 288.996

3g 337.379 2.298 68.765 1 6 4 306.524

3h 351.406 2.605 57.771 0 6 5 324.052

3i 323.352 2.096 79.759 2 6 3 288.996

3j 351.406 2.987 57.771 0 6 5 324.052

3k 339.351 2.212 99.987 3 7 3 297.014

3l 367.405 2.214 77.999 1 7 5 332.07

3m 335.407 3.292 48.537 0 5 4 315.068
aCalculated octanol/water partition coefficient; bMolecular polar surface area; cNumber of hydrogen-bond donors; dNumber of hydrogen-bond

acceptors ; eNumber of rotatable bond.

Fig. 4 Molecular lipophilicity potential (left) and polar surface area
(right) of 3a (A), 3b (B), 3e (C), 3g (D), 3h (E), and 3l (F) showing the
most lipophilic area (blue color), intermediate lipophilic area (pink color),
most hydrophilic area (yellow color), intermediate hydrophilic area
(green color), nonpolar area (gray white color), and polar area (red color).



J Korean Soc Appl Biol Chem (2014) 57(5), 613−619  619

References

Abd Rehim SS, Ibrahim MAM, and Khalid KF (2001) The inhibition of 4-(2-

amino-5-methylphenylazo)antipyrine on corrosion of mild steel in HCl

solution. Mater Chem Phys 70, 268–73.

Adams JP (2000) Nitro and related compounds. J Chem Soc Perkin Trans 1,

3695–705.

Agarwal RK and Prasad S (2005) Synthesis, spectroscopic and physico-

chemical characterization and biological activity of Co(II) and Ni(II)

coordination compounds with 4-aminoantipyrine thiosemicarbazone.

Bioinorg Chem Appli 3, 271–88.

Alam MS and Lee DU (2011) Cytotoxic and antimicrobial properties of

furoflavones and furochalcones. J Korean Soc Appl Biol Chem 54, 725–

30.

Alam MS and Lee DU (2012) Synthesis, molecular structure and antioxidant

activity of (E)-4-[benzylideneamino]-1,5-dimethyl-2-phenyl-1H-pyrazol-

3(2H)-one, a Schiff base ligand of 4-aminoantipyrine. J Chem Crystallogr

42, 93–102.

Alam MS, Choi JH, and Lee DU (2012) Synthesis of novel Schiff base

analogues of 4-amino-1,5-dimethyl-2-phenylpyrazol-3-one and their

evaluation for antioxidant and anti-inflammatory activity. Bioorg Med

Chem 20, 4103–8.

Alam MS, Nam YJ, and Lee DU (2013) Synthesis and evaluation of (Z)-2,3-

diphenylacrylo- nitrile analogs as anti-cancer and anti-microbial agents.

Eur J Med Chem 69, 790–7.

Ali MA, Mirza AH, Butcher RJ, Tarafder MTH, Keat TB, and Ali AM (2002)

Biological activity of palladium(II) and platinum(II) complexes of the

acetone Schiff bases of S-methyl- and S-benzyldithiocarbazate and the

X-ray crystal structure of the [Pd(asme)2] (asme=anionic form of the

acetone Schiff base of S-methyldithiocarbazate) complex. J Inorg

Biochem 92, 141–8.

Ali P, Meshra J, Sheikh J, Tiwar V, Rajendra Dongre R, and Ben Hadda T

(2012) Predictions and correlations of structure activity relationship of

some aminoantipyrine derivatives on the basis of theoretical and

experimental ground. Med Chem Res 21, 157–64.

Bashkatova NV, Korotkova EI, Karbainov YA, Yagovkin AY, and Bakibaev

AA (2005) Electrochemical, quantum-chemical and antioxidant

properties of antipyrine and its derivatives. J Pharm Biomed Anal 37,

1143–7.

Bauer AW, Kirby WMM, Sherris JC, and Turck M (1966) Antibiotic

susceptibility testing by a standardized single disk method. Amer J Clin

Pathol 45, 493–6.

Bey P and Vevert JP (1977) Synthesis of α-alkyl and α-functionalized

methyl-α-amino acids. Tetrahedron Lett 18, 1455–8.

Bruker SMART (Version 5.625) for Windows NT (2000) Bruker AXS Inc.,

USA. 

Burdulene D, Palaima A, Stumbryavichyute Z, and Talaikite Z (1999)

Synthesis and antiinflammatory activity of 4-aminoantipyrine derivatives

of succinamides. Pharm Chem J[Khim-Farm Zh] 33, 20–2.

Costa D, Marques AP, Reis RL, Lima JLFC, and Fernandes E (2006)

Inhibition of human neutrophil oxidative burst by pyrazolone derivatives.

Free Radical Biol Med 40, 632–40.

Cukurovali A, Yilmaz I, Ozmen H, and Ahmedzade M (2002) Cobalt(II),

copper(II), nickel(II) and zinc(II) complexes of two novel Schiff base

ligands and their antimicrobial activity. Transition Met Chem 27, 171–6.

Ei Ashry ESH, Awad LF, Ibrahim EI, and Bdeewy OK (2007) Synthesis of

antipyrine derivatives derived from dimedone. Chinese J Chem 25, 570–

3.

Ertl P, Rohde B, and Selzer P (2000) Fast calculation of molecular polar

surface area as a sum of fragment-based contributions and its application

to the prediction of drug transport properties. J Med Chem 43, 3714–7.

Finney DJ (1978) In Statistical Method in Biological Assay, (3rd ed.), Charles

Griffin and Company, England.

Hartl M and Humpf HU (2000) Toxicity assessment of fumonisins using the

brine shrimp (Artemia salina) bioassay. Food Chem Toxicol 38, 1097–

102.

Higuchi M and Yamamoto K (1999) Selective synthesis of cyclic

phenylazomethines. Org Lett 1, 1881–3.

Hu TP (2006) (E)-4-[4-(4-Chlorobenzyloxy)benzylideneamino]-1,5-dimethyl-

2-phenyl-1H-pyrazol-3(2H)-one. Acta Cryst E62, o2270–1.

Ismail KZ (2000) Synthesis, spectroscopic, magnetic and biological activity

studies of copper(II) complexes of an antipyrine schiff base. Transition

Met Chem 25, 522–8.

Jarrahpour A, Motamedifar M, Pakshir K, Hadi N, and Zarei M (2004)

Synthesis of novel azo Schiff bases and their antibacterial and antifungal

activities. Molecules 9, 815–24.

Kees KL, Fitzgerald JJ, Steiner KE, Mattes JF, Mihan B, Tosi T, Mondoro D,

and McCalebr ML (1996) New potent antihyperglycemic agents in db/db

mice: synthesis and structure-activity relationship studies of (4-

substituted benzyl) (trifluoromethyl)pyrazoles and -pyrazolones. J Med

Chem 39, 3920–8.

Layer RW (1963) The chemistry of imines. Chem Rev 63, 489–510.

Li ZX and Zhang XL (2006) 1,5-Dimethy-4-[(3-nitro-benzylidene)amino]-2-

pheyl-1,2-dihydro-pyrazol-3-one. Chinese J Struct Chem 25, 29–32.

Liu SX, Han JR, Zhen XL, and Tian X (2006) (E)-4-[4-(2,4-Dichlorobenzyloxy)

benzylideneamino]-1,5-dimethyl-2-phenyl-1H-pyrazol-3(2H)-one. Acta

Cryst E62, o5765–6.

Macho V, Kralik M, and Hudec J (2004) One stage preparation of Schiff’s

bases from nitroarenes, aldehydes and carbon monoxide at presence of

water. J Mol Catal A Chem 209, 69–73.

Mayer BN, Ferrigni NR, Putnam JE, Jacobsen LB, Nichols DE, and

McLaughlin JL (1982) Brine shrimp: a convenient general bioassay for

active plant constituents. Planta Med 45, 31–4.

Montalvo-González R and Ariza-Castolo A (2003) Molecular structure of di-

aryl-aldimines by multinuclear magneticresonance and X-ray diffraction.

J Mol Structure 655, 375–89.

Santos MLP, Bagatin IA, Pereira EM, and Ferreira AMDC (2001) Redox

behaviour and reactivity of some di-Schiff base copper(II) complexes

towards reduced oxygen species. J Chem Soc Dalton Trans, 838–44.

Santos PMP, Antunes AMM, Noronha J, Fernandes E, and Vieira AJSC

(2010) Scavenging activity of aminoantipyrines against hydroxyl radical.

Eur J Med Chem 45, 2258–64.

Sheldrick GM (2008) A short history of SHELX. Acta Cryst A64, 112–22.

Stewart JJP (2004) Optimization of parameters for semiempirical methods IV:

extension of MNDO, AM1, and PM3 to more main group elements. J

Mol Model 10, 155–64.

Testa B, Carrupt PA, Gaillard P, and Billois F (1996) Lipophilicity in

molecular modeling. Pharm Res 13, 335–43.

Türkeer L, Sener E, Yalçín I, Akbulut U, and Kayalidere I (1990) QSAR of

some antifungally active benzoxazoles employing quantum chemical

parameters. Sci Pharm 58, 107–13.

Weidenbörner M and Chandra Jha H (1993) Antifungal activity of flavonoids

and their mixtures against different fungi occurring on grain. Pestic Sci

38, 347–51.

Yadav PN, Demertzis MA, Kovala-Demertzi D, Skoulika S, and West DX

(2003) Palladium(II) complexes of 4-formylantipyrine N(3)-substituted

thiosemicarbazones: first example of X-ray crystal structure and

description of bonding properties. Inorg Chim Acta 349, 30–6.

Zhang QZ, Zhao YL, Chen X, and Yu M (2006) (E)-4-[2-(4-Chlorobenzyloxy)

benzylideneamino]-1,5-dimethyl-2-phenyl-1H-pyrazol-3(2H)-one. Acta

Cryst E62, o5252–4.

Zhao WN (2007) A dinuclear manganese (II) complex with a 4-

aminoantipyrine-derived Schiff base ligand. Acta Cryt E63, m2095.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /ACaslonPro-Bold
    /ACaslonPro-BoldItalic
    /ACaslonPro-Italic
    /ACaslonPro-Regular
    /ACaslonPro-Semibold
    /ACaslonPro-SemiboldItalic
    /AGaramondPro-Bold
    /AGaramondPro-BoldItalic
    /AGaramondPro-Italic
    /AGaramondPro-Regular
    /AgencyFB-Bold
    /AgencyFB-Reg
    /ahn2006-B
    /ahn2006-L
    /ahn2006-M
    /AmiR-HM
    /Arial-Black
    /Arial-BlackItalic
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialRoundedMTBold
    /ArnoPro-Bold
    /ArnoPro-BoldCaption
    /ArnoPro-BoldDisplay
    /ArnoPro-BoldItalic
    /ArnoPro-BoldItalicCaption
    /ArnoPro-BoldItalicDisplay
    /ArnoPro-BoldItalicSmText
    /ArnoPro-BoldItalicSubhead
    /ArnoPro-BoldSmText
    /ArnoPro-BoldSubhead
    /ArnoPro-Caption
    /ArnoPro-Display
    /ArnoPro-Italic
    /ArnoPro-ItalicCaption
    /ArnoPro-ItalicDisplay
    /ArnoPro-ItalicSmText
    /ArnoPro-ItalicSubhead
    /ArnoPro-LightDisplay
    /ArnoPro-LightItalicDisplay
    /ArnoPro-Regular
    /ArnoPro-Smbd
    /ArnoPro-SmbdCaption
    /ArnoPro-SmbdDisplay
    /ArnoPro-SmbdItalic
    /ArnoPro-SmbdItalicCaption
    /ArnoPro-SmbdItalicDisplay
    /ArnoPro-SmbdItalicSmText
    /ArnoPro-SmbdItalicSubhead
    /ArnoPro-SmbdSmText
    /ArnoPro-SmbdSubhead
    /ArnoPro-SmText
    /ArnoPro-Subhead
    /AvantGardeITCbyBT-Book
    /AvantGardeITCbyBT-BookOblique
    /AvantGardeITCbyBT-Demi
    /AvantGardeITCbyBT-DemiOblique
    /AvantGardeITCbyBT-Medium
    /AvantGardeITCbyBT-MediumOblique
    /Batang
    /BatangChe
    /BauhausITCbyBT-Bold
    /BauhausLight
    /BauhausMedium
    /BellGothicStd-Black
    /BellGothicStd-Bold
    /BelweBT-Bold
    /BelweBT-Light
    /BelweBT-Medium
    /BelweBT-RomanCondensed
    /BenguiatITCbyBT-Bold
    /BernhardFashionBT-Regular
    /BernhardModernBT-Bold
    /BernhardModernBT-BoldItalic
    /BickhamScriptPro-Bold
    /BickhamScriptPro-Regular
    /BickhamScriptPro-Semibold
    /BirchStd
    /BlackadderITC-Regular
    /BlackoakStd
    /BodoniMT
    /BodoniMTBlack
    /BodoniMTBlack-Italic
    /BodoniMT-Bold
    /BodoniMT-BoldItalic
    /BodoniMTCondensed
    /BodoniMTCondensed-Bold
    /BodoniMTCondensed-BoldItalic
    /BodoniMTCondensed-Italic
    /BodoniMT-Italic
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanITCbyBT-Demi
    /BookmanITCbyBT-DemiItalic
    /BookmanITCbyBT-Light
    /BookmanITCbyBT-LightItalic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /BradleyHandITC
    /BremenBT-Bold
    /BrushScriptStd
    /CalisMTBol
    /CalistoMT
    /CalistoMT-BoldItalic
    /CalistoMT-Italic
    /Candice
    /Castellar
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturyOldstyleBT-Bold
    /CenturyOldstyleBT-Italic
    /CenturyOldstyleBT-Roman
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbookBT-Bold
    /CenturySchoolbookBT-BoldCond
    /CenturySchoolbookBT-BoldItalic
    /CenturySchoolbookBT-Italic
    /CenturySchoolbookBT-Monospace
    /CenturySchoolbookBT-Roman
    /CenturySchoolbook-Italic
    /CGOmega
    /CGOmega-Bold
    /CGOmega-BoldItalic
    /CGOmega-Italic
    /CGTimes
    /CGTimes-Bold
    /CGTimes-BoldItalic
    /CGTimes-Italic
    /ChaparralPro-Bold
    /ChaparralPro-BoldIt
    /ChaparralPro-Italic
    /ChaparralPro-Regular
    /CharlemagneStd-Bold
    /CharlesworthBold
    /ChollaUnicase
    /Clarendon-Condensed-Bold
    /ComicSansMS
    /ComicSansMS-Bold
    /CooperBlackStd
    /CooperBlackStd-Italic
    /CopperplateGothic-Bold
    /CopperplateGothicBT-Bold
    /CopperplateGothic-Light
    /Coronet
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /CurlzMT
    /CwritB
    /CwritL
    /CwritM
    /CwritUL
    /DauphinPlain
    /Dinbla
    /Dinbol
    /Dinlig
    /Dinmed
    /Dotum
    /DotumChe
    /DragonwickPlain001001
    /EccentricStd
    /EdwardianScriptITC
    /Elephant-Italic
    /Elephant-Regular
    /English111VivaceBT-Regular
    /EngraverFontExtras
    /EngraverFontSet
    /EngraversMT
    /EngraverTextH
    /EngraverTextNCS
    /EngraverTextT
    /EngraverTime
    /ErasITC-Bold
    /ErasITC-Demi
    /ErasITC-Light
    /ErasITC-Medium
    /EstrangeloEdessa
    /Euclid
    /Euclid-Bold
    /Euclid-BoldItalic
    /EuclidExtra
    /EuclidExtra-Bold
    /EuclidFraktur
    /EuclidFraktur-Bold
    /Euclid-Italic
    /EuclidMathOne
    /EuclidMathOne-Bold
    /EuclidMathTwo
    /EuclidMathTwo-Bold
    /EuclidSymbol
    /EuclidSymbol-Bold
    /EuclidSymbol-BoldItalic
    /EuclidSymbol-Italic
    /ExpoM-HM
    /FelixTitlingMT
    /FencesPlain
    /FormalScript421BT-Regular
    /ForteMT
    /FranklinGothic-Book
    /FranklinGothic-BookItalic
    /FranklinGothic-Demi
    /FranklinGothic-DemiCond
    /FranklinGothic-DemiItalic
    /FranklinGothic-Heavy
    /FranklinGothic-HeavyItalic
    /FranklinGothic-Medium
    /FranklinGothic-MediumCond
    /FranklinGothic-MediumItalic
    /FrenchScriptMT
    /FuturaBlackBT-Regular
    /FuturaBT-Bold
    /FuturaBT-BoldCondensed
    /FuturaBT-BoldItalic
    /FuturaBT-ExtraBlack
    /FuturaBT-Heavy
    /FuturaBT-Light
    /FuturaBT-LightItalic
    /FuturaBT-Medium
    /FZSY--SURROGATE-0
    /Gaeul
    /GalliardITCbyBT-Bold
    /GalliardITCbyBT-BoldItalic
    /GalliardITCbyBT-Italic
    /GalliardITCbyBT-Roman
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Garamond-KursivHalbfett
    /GaramondPremrPro
    /GaramondPremrPro-It
    /GaramondPremrPro-Smbd
    /GaramondPremrPro-SmbdIt
    /Gautami
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /GiddyupStd
    /Gigi-Regular
    /GillSansMT
    /GillSansMT-Bold
    /GillSansMT-BoldItalic
    /GillSansMT-Condensed
    /GillSansMT-ExtraCondensedBold
    /GillSansMT-Italic
    /GillSans-UltraBold
    /GillSans-UltraBoldCondensed
    /GloucesterMT-ExtraCondensed
    /GothicL-HM
    /GoudyHandtooledBT-Regular
    /GoudyOldStyleBT-Bold
    /GoudyOldStyleBT-BoldItalic
    /GoudyOldStyleBT-Italic
    /GoudyOldStyleBT-Roman
    /GoudyOldStyleT-Bold
    /GoudyOldStyleT-Italic
    /GoudyOldStyleT-Regular
    /GoudyStout
    /Gulim
    /GulimChe
    /Gungsuh
    /GungsuhChe
    /H2gprM
    /H2gsrB
    /H2gtrM
    /H2hdrM
    /H2mjsM
    /H2mkpB
    /H2porL
    /H2sa1M
    /HaansoftBatang
    /HaansoftDotum
    /Haettenschweiler
    /HeadG
    /HeadlineR-HM
    /HoboStd
    /Humanist521BT-Bold
    /Humanist521BT-BoldItalic
    /Humanist521BT-Italic
    /Humanist521BT-Roman
    /HYbdaL
    /HYbdaM
    /HYbsrB
    /HYBuDle-Medium
    /HYcysM
    /HYdnkB
    /HYdnkM
    /HYGoThic-Bold
    /HYGoThic-Light
    /HYgprM
    /HYGraPhic-Bold
    /HYgsrB
    /HYgtrE
    /HYhaeseo
    /HYHaeSo-Medium
    /HYHeadLine-Bold
    /HyhwpEQ
    /HYkanB
    /HYkanM
    /HYKHeadLine-Bold
    /HYKHeadLine-Medium
    /HYLongSamul-Bold
    /HYLongSamul-Light
    /HYLongSamul-Medium
    /HYmjrE
    /HYMokGak-Bold
    /HYMokPan-Bold
    /HYmprL
    /HYMyeongJo-Bold
    /HYMyeongJo-Light
    /HYMyeongJo-Medium
    /HYMyeongJo-Ultra
    /HYnamB
    /HYnamL
    /HYnamM
    /HYPillGi-Light
    /HYPMokPan-Bold
    /HYPMokPan-Light
    /HYporM
    /HYPost-Bold
    /HYRGoThic-Bold
    /HYRGoThic-Medium
    /HYsanB
    /HYSeNse-Bold
    /HYShortSamul-Bold
    /HYShortSamul-Light
    /HYSinGraPhic-Medium
    /HYSinMun-MyeongJo
    /HYSinMyeongJo-Bold
    /HYsnrL
    /HYSooN-MyeongJo
    /HYsupB
    /HYsupM
    /HYSymbolA
    /HYSymbolB
    /HYSymbolC
    /HYSymbolD
    /HYSymbolE
    /HYSymbolF
    /HYSymbolG
    /HYSymbolH
    /HYTaJa-Bold
    /HYTaJaFull-Bold
    /HYTaJaFull-Light
    /HYTaJaFull-Medium
    /HYTaJa-Light
    /HYTaJa-Medium
    /HYtbrB
    /HYwulB
    /HYwulM
    /HYYeasoL-Bold
    /HYYeaSo-Medium
    /HYYeatGul-Bold
    /HYYeatGul-Medium
    /Impact
    /ImprintMT-Shadow
    /KabelITCbyBT-Book
    /KabelITCbyBT-Demi
    /KabelITCbyBT-Medium
    /KabelITCbyBT-Ultra
    /Kartika
    /KozGoPro-Bold
    /KozGoPro-ExtraLight
    /KozGoPro-Heavy
    /KozGoPro-Light
    /KozGoPro-Medium
    /KozGoPro-Regular
    /KozMinPro-Bold
    /KozMinPro-ExtraLight
    /KozMinPro-Heavy
    /KozMinPro-Light
    /KozMinPro-Medium
    /KozMinPro-Regular
    /Latha
    /LetterGothic
    /LetterGothic-Bold
    /LetterGothic-BoldItalic
    /LetterGothic-Italic
    /LetterGothicMT
    /LetterGothicMT-Bold
    /LetterGothicMT-BoldOblique
    /LetterGothicMT-Oblique
    /LetterGothicStd
    /LetterGothicStd-Bold
    /LetterGothicStd-BoldSlanted
    /LetterGothicStd-Slanted
    /Lithograph-Bold
    /LithographLight
    /LithosPro-Black
    /LithosPro-Regular
    /LucidaBright
    /LucidaBright-Demi
    /LucidaBright-DemiItalic
    /LucidaBright-Italic
    /LucidaConsole
    /LucidaFax
    /LucidaFax-Demi
    /LucidaFax-DemiItalic
    /LucidaFax-Italic
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSans-Typewriter
    /LucidaSans-TypewriterBold
    /LucidaSans-TypewriterBoldOblique
    /LucidaSans-TypewriterOblique
    /LucidaSansUnicode
    /MagicR-HM
    /MaiandraGD-Regular
    /MalgunGothicBold
    /MalgunGothicRegular
    /Mangal-Regular
    /Marigold
    /Mdam
    /MesquiteStd
    /MetaPlusBoldRoman
    /MetaPlusMediumRoman
    /Mforgem
    /MicrosoftSansSerif
    /MingLiU
    /MinionPro-Bold
    /MinionPro-BoldCn
    /MinionPro-BoldCnIt
    /MinionPro-BoldIt
    /MinionPro-It
    /MinionPro-Medium
    /MinionPro-MediumIt
    /MinionPro-Regular
    /MinionPro-Semibold
    /MinionPro-SemiboldIt
    /MoeumTR-HM
    /MonotypeCorsiva
    /MonotypeSorts
    /MS-Gothic
    /MSHei
    /MS-Mincho
    /MSOutlook
    /MS-PGothic
    /MS-PMincho
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /MSSong
    /MS-UIGothic
    /MT-Extra
    /MurrayHillBT-Bold
    /MVBoli
    /MyriadPro-Bold
    /MyriadPro-BoldCond
    /MyriadPro-BoldCondIt
    /MyriadPro-BoldIt
    /MyriadPro-Cond
    /MyriadPro-CondIt
    /MyriadPro-It
    /MyriadPro-Regular
    /MyriadPro-Semibold
    /MyriadPro-SemiboldIt
    /MyungjoL-HM
    /NewGulim
    /NimbusRomDGR-Bold
    /NimbusRomDGR-BoldItal
    /NimbusRomDGR-Regu
    /NimbusRomDGR-ReguItal
    /NSimSun
    /NuevaStd-BoldCond
    /NuevaStd-BoldCondItalic
    /NuevaStd-Cond
    /NuevaStd-CondItalic
    /OCRAExtended
    /OCRAStd
    /OilOnTheWater
    /Oliver
    /OratorStd
    /OratorStd-Slanted
    /OzHandicraftBT-Roman
    /PalaceScriptMT
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Papyrus-Regular
    /Perpetua
    /Perpetua-Bold
    /Perpetua-BoldItalic
    /Perpetua-Italic
    /PerpetuaTitlingMT-Bold
    /PerpetuaTitlingMT-Light
    /PianoB
    /PianoL
    /PianoM
    /Pleasantly-Plump
    /PMingLiU
    /PoplarStd
    /PostB
    /PosterBodoniBT-Roman
    /PostL
    /PostM
    /PrestigeEliteStd-Bd
    /Pristina-Regular
    /PyunjiR-HM
    /Raavi
    /RageItalic
    /Rockwell
    /Rockwell-Bold
    /Rockwell-BoldItalic
    /Rockwell-Condensed
    /Rockwell-CondensedBold
    /Rockwell-ExtraBold
    /Rockwell-Italic
    /RosewoodStd-Regular
    /SaenaegiR-HM
    /ScriptMTBold
    /SegoeUI
    /SegoeUI-Bold
    /SegoeUI-BoldItalic
    /SegoeUI-Italic
    /SeoulHangangM
    /SeoulNamsanEB
    /SeoulNamsanM
    /SerifaBT-Bold
    /SerifaBT-Italic
    /SerifaBT-Roman
    /SerifaBT-Thin
    /ShelleyAllegroBT-Regular
    /Shruti
    /SimHei
    /SimSun
    /SimSun-PUA
    /SouvenirITCbyBT-Demi
    /SouvenirITCbyBT-DemiItalic
    /SouvenirITCbyBT-Light
    /SouvenirITCbyBT-LightItalic
    /Staccato222BT-Regular
    /StencilStd
    /Swiss911BT-ExtraCompressed
    /SwitzerlandNarrowBold
    /SwitzerlandNarrowBoldItalic
    /SwitzerlandNarrowItalic
    /SwitzerlandNarrowPlain
    /Sylfaen
    /Symbol
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /TektonPro-Bold
    /TektonPro-BoldCond
    /TektonPro-BoldExt
    /TektonPro-BoldObl
    /TeXplusEF
    /TeXplusEF-Bold
    /TeXplusEM
    /TeXplusEM-BoldItalic
    /TeXplusEM-Italic
    /TeXplusEX
    /TeXplusMI
    /TeXplusMI-Bold
    /TeXplusRM
    /TeXplusRM-Bold
    /TeXplusRM-BoldItalic
    /TeXplusRM-Italic
    /TeXplusSA
    /TeXplusSB
    /TeXplusSY
    /TeXplusSY-Bold
    /TeXplusTE
    /TiffanyITCbyBT-Demi
    /TiffanyITCbyBT-DemiItalic
    /TiffanyITCbyBT-Heavy
    /TiffanyITCbyBT-HeavyItalic
    /TiffanyITCbyBT-Light
    /TiffanyITCbyBT-LightItalic
    /TimesNewRomanMT-ExtraBold
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /TrajanPro-Bold
    /TrajanPro-Regular
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Tunga-Regular
    /TwCenMT-Bold
    /TwCenMT-BoldItalic
    /TwCenMT-Condensed
    /TwCenMT-CondensedBold
    /TwCenMT-CondensedExtraBold
    /TwCenMT-Italic
    /TwCenMT-Regular
    /TypoUprightBT-Regular
    /Univers
    /Univers-Bold
    /Univers-BoldExt
    /Univers-BoldExtObl
    /Univers-BoldItalic
    /Univers-BoldOblique
    /Univers-Condensed
    /Univers-CondensedBold
    /Univers-Condensed-Bold
    /Univers-Condensed-BoldItalic
    /Univers-CondensedBoldOblique
    /Univers-Condensed-Medium
    /Univers-Condensed-MediumItalic
    /Univers-CondensedOblique
    /Univers-Extended
    /Univers-ExtendedObl
    /Univers-Light
    /Univers-LightOblique
    /Univers-Medium
    /Univers-MediumItalic
    /Univers-Oblique
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /Vrinda
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /WP-ArabicScriptSihafa
    /WP-ArabicSihafa
    /WP-BoxDrawing
    /WP-CyrillicA
    /WP-CyrillicB
    /WP-GreekCentury
    /WP-GreekCourier
    /WP-GreekHelve
    /WP-HebrewDavid
    /WP-IconicSymbolsA
    /WP-IconicSymbolsB
    /WP-Japanese
    /WP-MathA
    /WP-MathB
    /WP-MathExtendedA
    /WP-MathExtendedB
    /WP-MultinationalAHelve
    /WP-MultinationalARoman
    /WP-MultinationalBCourier
    /WP-MultinationalBHelve
    /WP-MultinationalBRoman
    /WP-MultinationalCourier
    /WP-Phonetic
    /WPTypographicSymbols
    /YDI2002
    /YDIAsphaltB
    /YDIAsphaltL
    /YDIBirdL
    /YDIBirdM
    /YDIChbinB
    /YDIChbinL
    /YDIChbinM
    /YDIChunB
    /YDIChunL
    /YDIChunM
    /YDIDanB
    /YDIDanL
    /YDIDanM
    /YDIGoldB
    /YDIGoldL
    /YDIGoldM
    /YDIGukB
    /YDIGukL
    /YDIGukM
    /YDIHoopM-KSCpc-EUC-H
    /YDIJininB
    /YDIJininL
    /YDIJininM
    /YDIManB
    /YDIManL
    /YDIManM
    /YDIMatrix01
    /YDIMatrix02
    /YDIMatrix03
    /YDIMatrix04
    /YDIMatrix05
    /YDIMatrix06
    /YDIMatrix07
    /YDIMatrix08
    /YDINeoulB
    /YDINeoulL
    /YDINeoulM
    /YDIPaintB
    /YDIPaintL
    /YDIPaintM
    /YDISapphIIB-KSCpc-EUC-H
    /YDISapphIIL-KSCpc-EUC-H
    /YDISapphIIM-KSCpc-EUC-H
    /YDISolM-KSCpc-EUC-H
    /YDISongB
    /YDISongL
    /YDISongM
    /YDIWebBatan
    /YDIWebDotum
    /YDIWindM-KSCpc-EUC-H
    /YDIYahwaB
    /YDIYahwaL
    /YDIYahwaM
    /YDIYGO110-KSCpc-EUC-H
    /YDIYGO120-KSCpc-EUC-H
    /YDIYGO130-KSCpc-EUC-H
    /YDIYGO140-KSCpc-EUC-H
    /YDIYGO150-KSCpc-EUC-H
    /YDIYGO160-KSCpc-EUC-H
    /YDIYMjO110-KSCpc-EUC-H
    /YDIYMjO120-KSCpc-EUC-H
    /YDIYMjO130-KSCpc-EUC-H
    /YDIYMjO140-KSCpc-EUC-H
    /YDIYMjO150-KSCpc-EUC-H
    /YDIYMjO160-KSCpc-EUC-H
    /YDIYMjO240
    /YDIYuroB
    /YDIYuroL
    /YDIYuroM
    /YDSAH
    /YDSDJ
    /YDSHO
    /YDSHS
    /YDSJH
    /YDSJY
    /YDSMJ
    /YDSSH
    /YetR-HM
    /Ymjo420
    /Ymjo440
    /Ymjo450
    /ZapfCalligraphic801BT-Bold
    /ZapfCalligraphic801BT-BoldItal
    /ZapfCalligraphic801BT-Italic
    /ZapfCalligraphic801BT-Roman
    /ZapfElliptical711BT-Bold
    /ZapfElliptical711BT-BoldItalic
    /ZapfElliptical711BT-Italic
    /ZapfElliptical711BT-Roman
    /ZapfHumanist601BT-Bold
    /ZapfHumanist601BT-BoldItalic
    /ZapfHumanist601BT-Demi
    /ZapfHumanist601BT-DemiItalic
    /ZapfHumanist601BT-Italic
    /ZapfHumanist601BT-Roman
    /ZapfHumanist601BT-Ultra
    /ZapfHumanist601BT-UltraItalic
    /ZurichBT-BlackExtended
    /ZurichBT-Light
    /ZurichBT-RomanExtended
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org?)
  /PDFXTrapped /False

  /SyntheticBoldness 1.000000
  /Description <<
    /DEU <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [2834.646 2834.646]
>> setpagedevice


