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6-Mercaptopurine (Purinethol, 6-MP), syn-
thetic analogue of the natural purine bases adenine
and hypoxanthine, is a drug used in the mainte-
nance therapy of acute lymphatic (lymphocytic,
lymphoblastic) leukemia. 6-MP has also been used
in immunosuppressive therapy and in the treatment
of steroid-unresponsive inflammatory bowel dis-
ease (1). The interaction of 6-MP with serum pro-
teins has not been characterized in detail. Little is
known of the binding of the 6-MP with human
serum albumin and α1-acid glycoprotein (AGP),
which plays an important role in the binding of
numerous drugs and their transport, mainly as a
complex to regions remote from the site of admin-
istration. Clinical studies have shown that the
absorption of an oral dose of 6-MP in humans is
incomplete and variable, and associated with a half-
life of 20 to 45 min in plasma, where its binding to
serum proteins is averaging approximately 30% of
the administered dose (2).

The 6-MP is a highly biologically active organ-
ic compound and therefore the phenomenon of tau-
tomerism in its structure has been the subject of sev-
eral investigations (3ñ6). It is very important from
clinical perspective to understand the mechanism of
action of 6-MP with various biomolecules. The 6-
MP molecule may exist in eight tautomeric forms.
The protropic tautomerism can occur in imidazole
ring (N(7)H, N(9) N(7), N(9)H) and pyrimidine ring
(N(1)H, N(3) ↔ N(1), N(3)H), and thione-thiol tau-
tomerism can occur in pyrimidine ring (ñN(1)H,

C(6)=S ↔ N(1)=, C(6)SH) (3). Thus, two types of
equilibria can be observed: thione ↔ thiol and
N(7)H ↔ N(9)H. The thione forms dominate over
the thiol forms in aqueous solution. The predominant
species in aqueous solutions is thione-N(7) tautomer
(6-MP (1,7)). However, the remaining tautomers can
also exist in appreciable amounts at room tempera-
ture (5). Additionally, in solution at physiological pH
7.4, 6-MP occurs as a mixture of the neutral and
anionic form (40.3% ionized form) owing to the fact
that its pKa value is 7.72. The 1-NH group is more
acidic than the NH-group in the imidazole ring and
therefore is expected to ionize first (4).

The computational simulation by molecular
docking procedure may be used for the prediction of
interactions between ligand and protein. However,
the issue of considering tautomerism in small mole-
cules in ligandñprotein interactions is often disre-
garded and commonly omitted. Tautomeric forms of
a molecule may differ in physicalñchemical proper-
ties and the complementarity pattern towards the tar-
geted protein. Hence, it may have significant impact
on the prediction of the ligand binding using dock-
ing technique (7).

In this work, the interaction of 6-MP with α1-
acid glycoprotein (AGP) was studied by molecular
docking. In order to gain more detailed information
about the mechanism of the 6-MP binding to AGP,
the docking procedure was performed at physiolog-
ical pH 7.4 accounting for three tautomeric species
of 6-MP and its ionized form. 
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EXPERIMENTAL

Protein and ligand structures 

The X-ray structure of the AGP (PDB ID:
3BX6) was downloaded from the Protein Data Bank
(PDB) database (8). Before experiment, protein was
elaborated and the incomplete amino acid residues

were fixed and optimized. The chemistry of the pro-
tein was corrected for missing hydrogen atoms con-
sistent with respective protonation states at pH 7.4.
The His, Arg and Lys were protonated, while those
of Asp and Glu were deprotonated. The protein was
treated as a rigid body and the polar hydrogen atoms
were added. The two dimensional (2D) structures of

Figure 1.Chemical structures of the 6-thiopurines and progesterone 

Figure 2. (A) Three-dimensional structure of AGP represented by
electrostatic surface, with its ligand-binding site (the binding site
is marked with a white circle); (B) The enlarged area corresponds
to the ligand-binding site in the AGP structure. The lightest-grey
and the darkest-grey regions correspond to the extreme values of
the negative and positive electrostatic potential

Figure 3. The interaction model between PRG and AGP. (A)
Schematic (2D) representation of PRGñAGP interaction in the
binding site (CAV) of the protein; only residues around 6 � of the
ligand are displayed; (B) The predicted hydrogen bonds between
PRG and amino acid residues at the active site of AGP. PRG is
shown in a stick and amino acids are shown in a thin stick; the
hydrogen bonds are represented using dashed lines

Figure 4. (A) Hydrophobic surface representation of the binding
site, with PRG and 6-MP molecules located inside the binding
site; (B) Graphical representation of the orientation of the
PRGñbinding site (CAV) in AGP structure; only residues around
6 � of the CAV are displayed. PRG is shown in a stick and 6-
MP molecules are shown in a ball and stick model; the CAV is
depicted in black mesh

Figure 5. The interaction model between 6-MP (1,7) and AGP. (A)
Schematic (2D) representation of 6-MP (1,7)ñAGP interaction in
the binding site (CAV) of the protein; only residues around 6 � of
the ligand are displayed; (B) The predicted hydrogen bonds
between 6-MP (1,7) and amino acid residues at the active site of
AGP. 6-MP (1,7) is shown in a stick and amino acids are shown
in a thin stick representation; the hydrogen bonds are represented
using dashed lines
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Figure 6. The interaction model between anion of 6-MP (1,7) and
AGP. (A) Schematic (2D) representation of anion of 6-MP
(1,7)ñAGP interactions in the binding pocket (CAV) of the pro-
tein; only residues around 6 � of the ligand are displayed; (B) The
predicted hydrogen bonds between the anion of 6-MP (1,7) and
amino acid residues at the active site of AGP. 
The anion of 6-MP (1,7) is shown in a stick and amino acids are
shown in a thin stick representation; the hydrogen bonds are rep-
resented using dashed lines; the electrostatic interaction is visual-
ized as partial sphere correspond to favorable interaction oriented
in the direction of the interaction and as thin dashed line.

Figure 7. The interaction model between 6-MP (1,9) and AGP. (A)
Schematic (2D) representation of 6-MP (1,9)ñAGP interactions in
the binding site (CAV) of the protein; only residues around 6 � of
the ligand are displayed; (B) The predicted hydrogen bonds
between 6-MP (1,9) and amino acid residues at the active site of
AGP. 6-MP (1,9) is shown in a stick and amino acids are shown
in a thin stick representation; the hydrogen bonds are represented
using dashed lines

Figure 8. The interaction model between 6-MP (7,10) and AGP.
(A) Schematic (2D) representation of 6-MP (7,10)ñAGP interac-
tions in the binding site (CAV) of the protein; only residues
around 6 � of the ligand are displayed; (B) The predicted hydro-
gen bonding between 6-MP (7,10) and amino acid residues at the
active site of AGP. 6-MP (7,10) is shown in a stick and amino
acids are shown in a thin stick representation; the hydrogen bonds
are represented using dashed lines

6-MP were obtained using the ChemDraw Std
Cambridge Soft 2002 v.7.0.1 computer program. 2D
to three dimensional (3D) representations were con-
verted by the use of CS Chem3D Ultra Molecular
Modeling and Analysis 2001 CambridgeSoft v.7.0.0
software and were energy-minimized using semiem-
pirical (AM1) method implemented in the same
software, and imported to MVD as .mol file. The 3D
structure of progesterone (PRG) was retrieved from
Protein Data Bank database (PDB ID: 2HZQ ñ
apolipoprotein D complex with progesterone (9)).
All initial conformations of ligands used in the
docking experiment were once more energy-mini-
mized using the method implemented in MVD. The
chemical 2D and 3D structures of all ligands are
shown in Figure 1.

Molecular docking

Molecular docking studies were performed
using the Molegro Virtual Docker (MVD)
2010.4.2.0 computer program and results were elab-
orated using Molegro Molecular Viever (MMV)
2011.2.2.0 computer program. Initially, the PRG,
which was used as a standard ligand that specifical-
ly bind to AGP, was docked to the binding site con-
strained by the residues of Ser40, Leu79 and
Tyr127. Next, the binding pocket (hereafter referred
to as cavity, CAV) was detected automatically using
the grid-based cavity prediction algorithm. The 6-
MP molecules were docked to the obtained cavity.
During the docking experiments, the crystallograph-
ic water molecules were removed from the protein.
For each complex 10 independent runs were con-
ducted, each of these runs was returning to a single
final solution (pose). The resulting conformations
were clustered and only negative the lowest-energy
representation from each cluster was returned when
the docking run was completed; the similar poses
were removed keeping the best-scoring one. The
cluster was ranked comparing conformation of the
lowest binding energy in each cluster. The first pose
representing estimated the lowest binding free ener-
gy was selected for analysis of the docking results
(10, 11). The best docking complex solution (pose
from MVD as a .pdb files) was also analyzed
according to the potential of intermolecular interac-
tions using the LPC/CSU server (12), which is used
to analyze ligandñprotein contacts in .pdb files. The
.pdb files were also used to create a ligand interac-
tion network as 2D diagram using Discovery Studio
v3.1.011157 Visualizer (Accelrys Software Inc.)
computer program. 
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RESULTS AND DISCUSSION

AGP is the main transport protein for most
basic compounds and the hydrophobic forces play
important role in the binding of these drugs to
AGP. However, certain acidic drugs may also
interact with AGP by hydrophobic bonds with a
high affinity. Despite the fact that the AGP plasma
concentration is much lower than human serum
albumin concentration, the association constants of
some acidic drugs with AGP are so high that one
may suggest that binding to AGP will contribute
considerably to the total plasma binding of these
drugs (13, 14). AGP consists of single polypeptide
chain of 183 amino, containing three Trp residues,
from which one residue, Trp160, is at the surface
of the protein and two, Trp25 and Trp122, are

located in the protein matrix (15). AGP has one
common, wide drug binding site consisting of a
basic ligand binding subsite, acidic ligand binding
subsite and steroid hormone binding site, which
significantly overlap. Ligand bindingñpocket con-
sists of three lobes I, II and III. The main lobe I is
big and completely nonpolar, and it provides
hydrophobic contacts to accommodate a ligand
molecule. On each of its sides, there are smaller
lobes II and III, both negatively charged due to
residues Glu64 and Asp115 presence. The opening
to the cleft-like cavity is flanked with two positive-
ly charged side chains, Arg68 and Arg90 (16). The
location of the ligand binding site in AGP structure
and structural characterization of this bindingñsite
is presented in Figure 2. 

Table 1. Best poses 6-MP molecules and progesterone (PRG) for docking to AGP. 

Interaction energy between the ligand and protein (arbitrary unit)

Ligand MolDock Electrostatic interaction

Score E-Inter1 Steric H-Bond Short-range Long-range
(r < 4.5 �)  (r > 4.5 �)

6-MP (1,7) ñ65.80 ñ69.48 ñ64.22 ñ5.25 0.0 0.0 

Anion of 6-MP (1,7)  ñ73.24 ñ77.48 ñ69.27 ñ8.66 ñ1.26 1.87

6-MP (1,9) ñ73.00 ñ76.28 ñ70.31 ñ5.97 0.0 0.0

6-MP (7,10) ñ74.33 ñ78.20 ñ69.14 ñ9.06 0.0 0.0

PRG ñ108.51 ñ98.92 ñ95.44 ñ3.48 0.0 0.0  

1 E-Inter ñ the ligand protein energy interaction

Table 2. Hydrogen bond and electrostatic interactions between ligand molecule and amino acid residues of the active site on AGP.

Ligand atom Protein atom Distance Ligand atom Protein atom Distance
(�) (�)

6-MP (1,7) 6-MP (1,9)

N(3) acceptor His97 (ND1 sca) 3.02 N(1)H donor Phe98 (O bb) 2.59

N(7)H donor Asn121 (O bbb) 2.75 N(3) acceptor Asn117 (ND2 sc) 2.55

N(9) acceptor Asn117 (O bb) 3.10 N(9)H donor Asn121 (O bb) 2.78

anion of 6-MP (1,7) 6-MP (7,10)

N(1) ES His97 (ND1 sc) 3.87 N(1) acceptor Asn117 (ND2 sc) 3.17

N(1) ES His97 (ND2 sc) 5.35 N(3) acceptor His97 (ND1 sc) 2.84

N(3) acceptor His97 (ND1 sc) 3.04 N(7)H donor Asn121 (O bb) 3.12

N(7)H donor Asn121 (O bb) 2.81 S(10)H donor Phe114 (O bb) 2.60

N(9) acceptor Asn117 (ND2 sc) 3.10 S(10)H donor Asn121 (O bb) 2.93

PRG

O(22) acceptor Ser40 (OH sc) 3.06 O(23) acceptor Tyr127 (OH sc) 2.88  

a sc ñ side-chain functional group of the amino acid; b backbone (bb); ES ñ electrostatic interaction between charged atoms.
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The obtained best docking energy results for
PRG docked into the binding site of AGP (Fig. 3,
Tabs. 1 and 2) were found to be in agreement with
the computed model obtained by Schˆnfeld (16). A
complex of a protein with PRG in Figure 4A showed
that ligand molecule fits tightly into the binding site.
The twelve amino acid residues within 6 � distance
of the docked complex may influence binding of
PRG. The side-chains of Phe32, Tyr37, Ser40,
Val41, Leu79, Ile88, Arg90, Val92, Leu112,
Phe114, Ser125 and Tyr127 interact hydrophobical-
ly with ligand and the two hydrogen bonds forms
between the keto groups of PRG and the Ser40 and
Tyr127 hydroxyl groups (Figs. 3A and 3B). Arg90
was the only charged amino acid near the bound
complex. Moreover, other apolar, polar and charged

residues were also a part of the predicted binding
pocket of PRG (Fig. 4B). To obtain the 6-MPñAGP
complexes, docking of 6-MP into model structure of
binding cavity of PRG was performed. The final
solutions of this procedure are presented in Figures
4A, 5ñ8 and in Tables 1 and 2. The results from
Table 1 were interpreted in terms that more negative
are the values of predicted binding energy, the more
thermodynamically favorable is binding itself.
Hence, all the 6-MPñAGP complexes exhibited the
lower interactions (E-Inter) than PRGñAGP com-
plex. However, the H-bond energy interactions were
higher for the former. The differences among
Energy-Inter values of 6-MP with AGP were not
large and the lowest energy was observed for 6-MP
(7,10). The specific electrostatic interaction between

Table 3. Classification of the potential interactions types detected between ligands and AGP residues in the best docking pose solution from
the MVD program obtained using the LPC/CSU server.

Type of contact

Residue 6-MP (1,7) Anion 6-MP (1,9) 6-MP (7,10) PRG
of 6-MP (1,7) 

Phe32 Ar Ar Ar Ar Ar; Ph

Tyr37 Ph; Ar; Ph; Ar Ar Ar Ar; Ph; AA*

Ser40 HB

Val41 Ph Ph Ph

Ile44 Ph

Phe51 Ph 

Leu62 Ph

Glu64 other

Leu79 Ph

Ile88 Ph

Ser89 Ph

Arg90 Ph Ph; HH*

Val92 Ph; HH* Ph; HH* Ph; HH* HH* Ph

His97 HB; HH* HB; Ar; HH* Ar; Ph; HH* HB; HH* Ph; HH*

Phe98 other other HB; Ph other

Ala99 Ph Ph

Leu112 Ph; HH*

Phe114 Ph; Ar; HH* Ar; Ph; HH* Ph; Ar; HH* HB; Ph; Ar; HH* Ph

Val116 Ph Ph

Asn117 HB HB HB; Ph HB; HH*; Ph

Asn121 HB; Ph HB; Ph HB HB

Trp122 other

Ser125 HH*

Tyr127 HB  

HB ñ hydrogen bonds; Ph ñ hydrophobic contact; Ar ñ aromaticñaromatic contact; HH ñ hydrophilicñhydrophobic contact; AA ñ accep-
torñacceptor contact; * non attractive contacts.
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ionized 6-MP (1,7) and AGP was responsible for the
increased negative energy in comparison with un-
ionized 6-MP (1,7). When the models of 6-
MPñAGP complexes were compared with model
PRGñAGP (Fig. 3A), the 6-MP molecules were
found to be located inside the CAV, but interactions
with binding site were less extensive and 6-MP mol-
ecules were not as tightly inserted into the site as
PRG was. The orientations of the four ligands were
similar, in that they were located in lateral, more
hydrophilic part of cavity (Figs. 4A, 5Añ8A). 

In the complexes formed between 6-MP mole-
cules and AGP the amino acid residues of Asn and
His influence the 6-MP binding affinity; all the 6-
MP have a hydrogen bond interactions with Asn at
position 117 and 121, and with His97 (except 6-MP
(1,9)) (Figs. 5A,Bñ8A,B and Tab. 2). Additionally,
His97 can be a target for interaction with the elec-
tronegative N or S atoms of ionized form of 6-MP
(1,7) (Fig. 6B). 

As the results listed in Table 3 show, the
hydrophobic interactions play an important role in the
binding of basic PRG to AGP. In the case of 6-MP,
the interaction with hydrophilic residues located in
binding site was preferred. In relation to hydrophobic
interactions, only PRG showed interactions with
amino acid residues in sequence 40ñ90 and 6-MP
molecules do not interact with residues which were
primarily responsible for binding of PRG. 

On analyzing the effect of tautomerism of 6-
MP within the 6-MPñAGP complexes it can be seen
that involvement of sulfur atom of 6-MP in the bind-
ing with AGP was possible only in the case of
thiolñN(7) tautomer, i.e., when sulfur atom was in
ñSH group. Hence, the thiol ↔ thione equilibrium
may have significant impact on interaction of the 6-
MP with AGP.

CONCLUSION

In this study, the interaction between 6-MP
molecule and AGP was investigated by the use of
computer-assisted molecular docking. The 6-MP
molecules were docked to predicted site (CAV)
where PRG may bind. It was observed that the bind-
ing site of basic PRG may be shared by acidic 6-MP.
Hydrophobic interaction was essential in the binding
of PRG to AGP. In contrast, the interactions between
6-MP and AGP were not exclusively hydrophobic in
nature and several ionic and polar residues in the
proximity of 6-MPñAGP complexes played impor-
tant role in stabilizing these complexes. The amino
acids sequence 97ñ121, including His97, Phe98,
Asn117, Phe114 and Asn121, was crucial part of the

binding site for 6-MP. It was observed that all the
investigated tautomers of 6-MP and ionized form of
6-MP were able to form hydrogen bonds and interact
hydrophobically with amino acid residues present in
the binding site. However, is possible that the
thiolñN(7) tautomer may form relatively most stable
complex with AGP than the other tested tautomers.

REFERENCES

1. Cara C., Pena A., Sans M., Rodrigo L.,
Guerrero-Esteo M., Hinojosa J., Garcia-Peredes
J., Guijarro L.: Med. Sci. Monit. 10(11) RA247
(1989).

2. Physiciansí Desk Reference. 55th edn., Medical
Economics Co., Montvale, NJ 2001.

3. Chenon M.-T., Pugmire R.J., Grant D.M.,
Panzica R.P., Townsend L.B.: J. Am. Chem.
Soc. 97, 4636 (1975).

4. Lichtenberg D., Bergmann F., Neiman Z.: Isr. J.
Chem. 10, 805 (1972).

5. Civcir P.U.: J. Mol. Struct. (Teochem) 535, 121
(2001).

6. Pazderski L., £akomska I., Wojtczak A., Sz≥yk
E., Sitkowski J., Kozerski L., KamieÒski B. et
al.: J. Mol. Struct. 785, 205 (2006).

7. Pospisil P., Ballmer P., Scapozza L., Folkers G.:
J. Recept. Signal. Transduct. 23, 361 (2003).

8. RCSB Protein Data Bank (http://www.rcsb.
org).

9. Eichinger A., Nasreen A., Kim H.J., Skerra A.:
J. Biol. Chem. 282, 31068 (2007).

10. Thomsen R., Christensen M.H.: J. Med. Chem.
49, 3315 (2006).

11. Araujo J.Q., Lima J.A., Pinto A., de Alencastro
R.B., Albuquerque M.G.: J. Mol. Model.
Published online (doi:10.1007/s00894-010-
0841-2) (2010).

12. Sobolev V., Sorokine A., Prilusky J., Abola
E.E., Edelman M.: Bioinformatics 15, 327
(1999).

13. Uriene S., Albengres E., Zini R., Tillement J-P.:
Biochem. Pharmacol. 31, 3687 (1982).

14. Israili Z.H., Dayton P.G.: Drug Metab. Rev. 33,
161 (2001).

15. Albani J.R.: Carbohydr. Res. 338, 2233 (2003). 
16. Schˆnfeld D.L, Ravelli, R.B, Mueller U, Skerra

A.: J. Mol. Biol. 384, 393 (2008).
17. Kyle J., Doolittle R.F.: J. Mol. Biol. 157, 105

(1982).
18. http://en.wikipedia.org/wiki/Hydrophobicity

scales

Received: 15. 11. 2011



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts 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
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>







    /HEB (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




