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Abstract Urokinase-type plasminogen activator (uPA) is a
trypsin-like serine protease that plays a crucial role in
angiogenesis process. In addition to its physiological role
in healthy organisms, angiogenesis is extremely important in
cancer growth and metastasis, resulting in numerous
attempts to understand its control and to develop new
approaches to anticancer therapy. The α-aminoalkylphospho-
nate diphenyl esters are well known as highly efficient serine
protease inhibitors. However, their mode of binding has not
been verified experimentally in details. For a group of average
and potent phosphonic inhibitors of urokinase, flexible
docking calculations were performed to gain an insight into
the active site interactions responsible for observed enzyme
inhibition. The docking results are consistent with the
previously suggested mode of inhibitors binding. Subsequent-
ly, rigorous ab initio study of binding energy was carried out,
followed by its decomposition according to the variation–
perturbation procedure to reveal stabilization energy con-
stituents with clear physical meaning. Availability of the
experimental inhibitory activities and comparison with
theoretical binding energy allows for the validation of
theoretical models of inhibition, as well as estimation of
the possible potential for binding affinity prediction. Since
the docking results accompanied by molecular mechanics
optimization suggested that several crucial active site
contacts were too short, the optimal distances corresponding
to the minimum ab initio interaction energy were also
evaluated. Despite the deficiencies of force field-optimized

enzyme-inhibitor structures, satisfactory agreement with
experimental inhibitory activity was obtained for the
electrostatic interaction energy, suggesting its possible
application in the binding affinity prediction.
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Introduction

The growth and spread of cancer cells depends significantly
on the extracellular matrix (ECM) quality. Destruction of
this unique protein scaffold allows cancer cells not only to
grow but also to move, to leave the site of their origin and
spread throughout the body invading distant locations. The
crucial step of this process, called metastasis, is the
proteolysis of extracellular matrix proteins. Several pro-
teases, such as matrix metalloproteinases (MMPs) and
serine proteases (e.g., plasmin, urokinase) are involved
directly or indirectly in ECM disintegration [1, 2].

The major role in degradation of structural EMC proteins
is played by urokinase-type plasminogen activator (uPA)—a
trypsin-like serine protease which activates plasminogen, a
broad spectrum executioner protease. A form of active
plasminogen, plasmin, directly hydrolyzes structural ECM
proteins like fibrin, fibronectin or laminin [3, 4]. More
importantly, plasmin is also involved in partial activation of
MMP-3 which, in turn, activates several MMPs (e.g.,
MMP-1, MMP-7, MMP-8, MMP-9) that degrade structural
proteins [5–8]. It also modifies pro-urokinase to the form
which gives mutual activation of both proteases resulting in
the strong proteolytic force focused on a cancer cell
membrane surface.
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Angiogenesis process is regulated by a mechanism
similar to metastasis that involves the uPA/plasmin system
activity. High concentration of active urokinase along with
its receptor (CD87) has been found at the leading edge of
growing endothelial cells which form the blood vessels. As
the growth of the blood vessel network is important for
health body development, it is unwanted during tumor
growth and progression. If the cancer angiogenesis could be
prevented when the tumor is about 3 mm3, it would lead to
its death because of the high level of toxic metabolites and
the lack of oxygen and nutrition [9].

Due to its importance in tumor growth and development,
uPA is an attractive molecular target in anticancer therapy.
The molecules able to inhibit the proteolytic activity of
urokinase constitute promising anticancer agents. Among
several groups of low molecular weight, uPA inhibitors (for
recent review see [10]), our attention has been paid to the
phosphonic analogues of amino acids [11]. α-Amino-
alkylphosphonate diphenyl esters are known as slow
binding, essentially irreversible inhibitors of serine pro-
teases [12]. They are highly specific toward target protease
and stable in physiological conditions. In contrast to other
synthetic serine proteases inhibitors, aromatic esters of
α-aminophosphonates do not react with cysteine proteases
and proteasome threonine proteases. Although several
phosphonic inhibitors toward different serine proteases have
been synthesized (e.g., toward chymase, trypsin or elastase
[13–15]), only a few papers describe their application as
uPA inhibitors [16–18].

Despite the general knowledge of a mode of α-amino-
alkylphosphonate diphenyl esters binding to serine pro-
teases [13] (derived from available crystallographic data
[19]), the actual way this class of compounds interacts with
urokinase has not yet been verified experimentally. Al-
though S1 pocket residues that are crucial for binding have
been identified [20], their participation in protein–ligand
interactions is also not clear. To clarify these issues and to
gain an insight into the source of inhibitory activity and
selectivity of several known [17, 21] and one newly
synthesized [22] uPA inhibitors, docking simulations were
performed, followed by non-empirical analysis of the
strength and physical nature of interactions taking place in
uPA active site. It is worth mentioning that theoretical
results presented herewith were also compared to experi-
mental inhibitory activities obtained consistently under
identical conditions [22]. Apparently, experimental mea-
surements reveal Gibbs free energy of binding that, in turn,
results from both enthalpic and entropic contributions, as
well as desolvation effects which would require the use of
elaborate simulation techniques [23]. Whenever the set of
similar ligands is considered, their comparable character-
istics in terms of desolvation, protein (ligand) reorganiza-
tion energy and conformational entropy loss is frequently

constant across the series and, thus, it tends to be negligible
as long as relative values are taken into account. Accord-
ingly, computationally expensive evaluation of binding free
energy requiring use of empirical force fields can be
replaced by the rigorous nonempirical quantum chemical
calculations of a binding energy being the most pronounced
contribution to binding affinity. The overall approach
utilized here has already been successfully applied to two
other classes of enzymes (i.e., leucine aminopeptidase and
phenylalanine ammonia-lyase [24]) showing its potential
for binding affinity prediction.

Materials and methods

Chemical synthesis of five α-aminophosphonates consid-
ered here and examination of their inhibitory activity
towards human uPA (Table 1) was presented elsewhere
[22]. Obtained experimental data apply to the racemic
mixtures of these inhibitors. Noticeably, despite relatively
minor changes in the structures of analyzed compounds,
experimental IC50 values span the range of five orders of
magnitude (Table 1).

The structures of five inhibitors in R-enantiomeric form
were initially optimized at the HF/6-31G(d) level of theory
using Gaussian 03 program [25]. Crystal structure of
urokinase was obtained from Protein Data Bank (accession
code 1C5Y). The missing hydrogen atoms were built and
further optimized using Tripos force field [26]. Docking
calculations were performed with FlexX suite as imple-
mented in Sybyl package [27]. During the docking
procedure, active center was defined so as to include all
residues within a radius of 20 Å from Ser195 residue. The
receptor structure was treated as rigid, while inhibitor
molecules were allowed to adjust their conformation to
optimize their fit to the uPA active site. The resulting
noncovalent uPA-inhibitor complexes were then optimized
in conjunction with enzyme using Tripos force field.
During optimization, both the active center of enzyme
(defined as for the docking step) and inhibitor molecules
were flexible. Criterion of convergence was energy gradient
not greater than 0.05 kcal mol−1/Å. The RMS deviation of
final optimized complexes was found to be in the range of
0.51–0.64 Å (as calculated with respect to crystal structure
and all non-hydrogen atoms of residues considered further
in the calculation of binding energy; Fig. 1).

Protein–ligand complexes from the docking step were
subjected to ab initio analysis of intermolecular interactions
using a variation–perturbation approach [28] that allows the
binding energy to be partitioned into physically relevant
terms determining the actual nature of interactions. Follow-
ing the variation–perturbation procedure, total stabilization
energy at the second order Moller–Plesset level of theory
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consists of the electrostatic (E 1ð Þ
EL ), exchange (E 1ð Þ

EX ), delo-
calization (E Rð Þ

DEL) and correlation (E Rð Þ
CORR) components:

EMP2 ¼ E 1ð Þ
EL þ E 1ð Þ

EX þ E Rð Þ
DEL þ E Rð Þ

CORR

Well-established series of theoretical models described
by gradually increasing accuracy and computational ex-
pense can be formed, giving the possibility of a reasonable
development and validation of approximate models:

E 1ð Þ
EL < E 1ð Þ < ESCF < EMP2

In the above equation, E(1) denotes the first-order
Heitler–London term calculated as E 1ð Þ ¼ E 1ð Þ

EL þ E 1ð Þ
EX . All

interaction energy terms mentioned here are evaluated
using dimer-centered basis set to account for basis set
superposition error (BSSE) by means of counterpoise
correction scheme [29]. Binding energy was calculated
with 6-31G(d) basis set using a modified version of the
GAMESS-US program [30].

Urokinase binding pocket consisted of nine amino acid
residues: Asp189, Ser190, Gln192, Val213, Gly216,
Gly219, Cys220, Ala221, and Pro225. To reduce the size
of a system, selected molecular fragments most distant from
an inhibitor molecule were neglected (see Fig. 1 for
details). In particular, the main chain amino group of
Asp189 was replaced by a hydrogen atom. Since Pro225
residue interacts with an inhibitor mainly via its main chain
atoms, only the latter were considered along with a main
chain carbonyl group of the preceding residue (i.e., Lys224)
as well as an amino group of the succeeding Gly226 residue.
All broken bonds were saturated with hydrogen atoms.

The inhibitor structures were also simplified to include
only the variable part of α-aminophosphonates considered
in this study (i.e., the substituents listed in Table 1). All
inhibitor molecules carried a positive charge (+1), whereas
uPA residues were modeled as neutral species (except of
negatively charged aspartate Asp189). Stabilization energy
was then evaluated in a pairwise manner with total binding
energy of particular inhibitors being the sum of two-body
interactions.

Fig. 1 The components of uPA active site models A (large) and
B (minimal) employed in non-empirical analysis of interaction energy.
In ball-and-stick representation is an inhibitor molecule. Model A
consists of all residues shown in a scheme; model B is composed of
residues distinguished by green color

Table 1 The structures and inhibitory activities towards uPA of α-aminoalkylphosphonate diphenyl esters [22]

N
H

P

RO

O O

O

O

Compound R IC50 [µM]

1 Cbz-(4-GuPhe)P(OPh)2
NH

NH
H2N

*TFA 0.0065

2 Cbz-(4-GuPhg)P(OPh)2

NH

H2N
NH*TFA 0.532

3 Cbz-SArgP(OPh)2

S NH

NH2

*HCl
0.76

4 Cbz-hArgP(OPh)2

H
N NH

NH2

*TFA
0.78

5 Cbz-(4-AmPhg)P(OPh)2
NH2

NH*HCl
160
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Results and discussion

Docking of the inhibitor molecules

Structures of one novel [22] and four already known [17,
21] urokinase phosphonic inhibitors (Table 1) were docked
into the uPA active site using FlexX suite [27]. Selected
models of protein–ligand complexes are presented in Fig. 2.
Figure 3 shows the superimposition of inhibitor structures
along with S1 pocket residues of uPA. The overall positioning
of inhibitors is essentially similar. Slightly distorted orienta-
tion of phenyl rings from benzyloxycarbonyl group of Cbz-
hArgP(OPh)2 can be explained by the greatest size and
flexibility of a moiety occupying S1 pocket (Fig. 3).

The molecular basis of urokinase inhibition by α-amino-
alkylphosphonate diphenyl esters consists in formation of a
covalent bond between phosphorus and Ser195 hydroxyl
oxygen atoms. Subsequently, the resulting transtition state
with pentacoordinated phosphorus atom is decomposed by
departure of phenyl rings (as in the case of other serine
proteases [13, 19]). To avoid any bias in our docking
simulation we considered only noncovalent uPA-inhibitor
complexes. Noticeably, the final mode of protein–ligand
binding strongly supports the possibility of a covalent
modification of urokinase that follows the initial formation
of an enzyme-inhibitor complex. In particular, the phospho-
rus–oxygen distance (corresponding to the reaction coordi-
nate for a nucleophilic attack of serine hydroxyl on the
phosphorus center) differs within the range of 3.4–3.8 Å. One
of the phosphonyl oxygen atoms is close to apical position in

pentavalent phosphorus forming trigonal bipyramidal transi-
tion state by which phosphonylation reaction occurs [13].

Phosphonate oxygen atom is directed toward oxyanion
hole formed by main chain amide groups of Gly193,
Asp194, Ser195. In case of known trypsin structures and
theoretical models of uPA-phosphonate inhibitors, these
residues interact with an inhibitor molecule via hydrogen
bonds [18, 19]. Although the respective distances obtained for
docked complexes are too large to allow for such an interaction,
it can be justified by a noncovalent character of analyzed
models resulting in the greater separation between phosphorus
atom and Ser195 residue. Nonetheless, hydrogen bonds can be
observed between amidino and guanidino moieties occupying

Fig. 3 The comparison of an arrangement of inhibitors within uPA
active. Amino acid residues form S1 pocket that binds the variable
part of inhibitor molecules

Fig. 2 The α-aminoalkyl-
phosphonate diphenyl esters
docked in the active site of
urokinase. a Cbz-(4-GuPhe)P

(OPh)2; b Cbz-hArgP(OPh)2;
c Cbz-(4-AmPhg)P(OPh)2;
d Cbz-SArgP(OPh)2
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S1 pocket and oxygen atoms from Ser190 hydroxyl as well as
Gly216 and Gly219 carbonyl groups.

The amidino and guanidino nitrogens of inhibitors form
salt bridges with oppositely charged carboxyl group of
Asp189. Compared to the remaining residues located within
S1 pocket, Asp189 is the only charged residue which
explains strong preference for observed mode of P1 moiety
binding. The presence of aspartate in S1 pocket is typical
for trypsin-like serine proteases.

The docking results are consistent with the previously
suggested mode of uPA inhibitors binding [13]. Moreover,
available X-ray structures of uPA in complex with other
classes of inhibitors support this conclusion as long as S1
pocket interactions are considered [31, 32]. This agreement
could also be confirmed by similarity of an orientation of
the docked complex of Cbz-(4-AmPhg)P(OPh)2 and the
location of the same inhibitor in trypsin active site (as
obtained from X-ray structure 1MAY, Fig. 4).

Toward the prediction of binding affinity

Interaction energy analysis was performed for uPA-inhibi-
tor complexes derived from docking calculations. Due to
the significant size of an active site model composed of
nine residues (Fig. 1), binding energy was evaluated as a
sum of pairwise interactions between respective inhibitor
molecules and amino acid residues. Interaction energy was
further partitioned allowing for the magnitude of particular
binding energy terms to be examined. In addition to the
study of a physical nature of total observed interaction,
current analysis also aimed at the determination of uPA
residues responsible for inhibitor specificity. Accordingly,
the smaller active site model (referred to as B in contrast to
full 9-residues model denoted by A) was derived by
stepwise neglect of five residues (see Fig. 1) with minor

contribution to overall ligand specificity. The results for
active site models A and B are plotted in Fig. 5.

Remarkable correlation with experiment [22] was found
for the first-order electrostatic energy (correlation coefficient
for the relationship with experimental inhibitory activity is
equal to 0.94; Table 2). The subsequent stabilization energy
terms exhibit rather poor agreement with experimental data
probably due to artificially shortened distances in force field-
optimized complexes (see ‘The quality of docking results’).
However, interaction energy at MP2 level of theory is still in
qualitative agreement with experiment suggesting that the
overall model of inhibitors binding is reasonable.

Since several uPA residues were found to interact with
all inhibitors to a similar extent, a limited-size model of
uPA active site (model B) was constructed that does not
include Asp189, Gln192, Val213, Cys220, and Ala221
residues. The quality of such an approximation was
validated in terms of its ability to retain the initial
correlation with experimental inhibitory activity (Fig. 5;
Table 2). Noticeably, first-order electrostatic energy is able
to reproduce experimental binding affinity with correlation
coefficient 0.99 (Table 2). As regards the stabilization
energy described by higher levels of theory, a similar
decrease in respective correlation coefficients can be
observed. Apparently, the cancellation of higher corrections
to binding energy results in a good performance of
electrostatic term. Exchange and delocalization components
of stabilization energy are much more sensitive to the actual
distance between interacting species and, thus, any errors in
the latter are much more pronounced.

Due to formation of ionic pair with positively charged
inhibitor moieties, the strongest interaction was observed with
the Asp189 residue. However, the strength of binding is
similar in all these cases and Asp189 exclusion from model B
does not affect the agreement with experimental data.
Therefore, Asp189 residue is responsible rather for the overall
positioning and strong binding of inhibitor molecules, while it
appears to contribute little, if any, to substrate specificity.

The quality of docking results

The loss of correlation with experimental data for the first-
order Heitler–London energy suggested the improper (i.e., too
short) distances between the interacting monomers. Non-
empirical analysis of interaction energy terms along the
selected contacts revealed that the minimum energy distances
from force field-optimized complexes are about 0.5 Å shorter
than the corresponding ab initio values (see sample results in
Fig. 6). As a result of artificially high exchange repulsion
term, the first order interaction energy is overestimated and
does not correlate with the experimentally determined
inhibitory activity. It can be seen from Fig. 6 that exchange
component of binding energy is the most distance-dependent

Fig. 4 The arrangement of a uPA and b trypsin active site (Ser195,
His57, Asp102) and S1 pocket residues (Asp189, Ser190, Gly219)
around the inhibitor (Cbz-(4-AmPhg)P(OPh)2). Trypsin structure with
Cbz-(4-AmPhg)P(OPh)2 inhibitor is taken from Protein Data Bank
(1MAY). Since it was solved by X-ray method, hydrogen atoms are
not present in the PDB structure
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term. While the difference in MP2 interaction energies for
force field and ab initio optimized structures is equal to
4.2 kcal mol−1, the corresponding value for exchange energy
is 15.6 kcal. This observation can be employed to explain
the sudden drop in correlation with experiment when going
from electrostatic to Heitler–London interaction energy.

Conclusions

The following conclusions can be derived from the results
described throughout this contribution:

– The complexes of urokinase-inhibitors obtained from
docking calculations are in agreement with generally
accepted mode of binding of serine protease inhibitors
as well as experimental data available for both uPA and
other serine proteases, such as trypsin.

– Ab initio results indicate that some force-field opti-
mized enzyme-inhibitor structures contained shortened
intermolecular contacts due to the deficiencies of
empirical parameterization. This resulted in poor
correlation of the ESCF and E(1) levels of theory
containing exaggerated short range exchange and
delocalization components. As these terms are of
opposite sign, they tend to cancel each other to a
significant degree explaining remarkably reasonable
correlation of electrostatic term E 1ð Þ

EL with experimental
results. This is consistent with conclusions obtained for
other enzymatic systems [24].

Fig. 5 Binding energy at con-
secutive levels of theory as a
function of inhibitory activity.
The numbering of points is
consistent with designation of
inhibitors introduced in Table 1.
a Active site model A (nine
residues); b model B (four
residues)

Table 2 Correlation coefficients of the relationship between experi-
mental inhibitory activity [22] (-log IC50) and the interaction energy at
various levels of theory for a full (A) and limited-size (B) active site
models

Method uPA active site model

A B

EMP2 0.79 0.68
ESCF 0.58 0.42
E(1) −0.87 −0.69
E 1ð Þ
EL 0.94 0.99

Fig. 6 Binding energy terms for the Cbz-SArgP(OPh)2 inhibitor and
Ser190 interaction. The distance between monomers was sampled by
0.1 Å in both directions. The zero value corresponds to the distance
found in a final docked complex (i.e., force field-optimized structure).
The optimal force field and ab initio separations are denoted by
arrows
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– Considering electrostatic interaction energy appears to
be a reasonable approach for analysis of complexes
with underestimated monomer separation.

– The electrostatic stabilization energy of several uPA
inhibitors coincides with their inhibitory activity
indicating negligible solvation and entropic contribu-
tions to the binding affinity.

– The minimal uPA active site model composed of the
four amino acid residues (i.e., Ser190, Gly216, Gly219,
Pro225) is sufficient to reproduce the results obtained
for a starting model encompassing nine uPA residues.

Acknowledgements This work was supported by the Wrocław
University of Technology. Calculations were performed in Wrocław
(WCSS) and Poznań (PCSS) Centers for Supercomputing and
Networking as well as Interdisciplinary Centre for Mathematical and
Computational Modeling (ICM) in Warsaw.

References

1. Liotta LA, Kohn EC (2001) Nature 411:375–379
2. Sheetz MP, Felsenfeld DP, Galbraith CG (1998) Trends Cell Biol

8:51–54
3. Danø K, Andreasen PA, Grøndhal-Hansen J, Kristensen P, Nielsen

LS, Skriver L (1985) Adv Cancer Res 44:139–266
4. Andreasen PA, Kjøller L, Christensen L, Duffy MJ (1997) Int J

Cancer 72:1–22
5. Birkedal-Hansen H, Moore WG, Bodden MK, Windsor LJ,

Birkedal-Hansen B, DeCarlo A, Engler JA (1993) Crit Rev Oral
Biol Med 4:197–250

6. Murphy G, Gavrilovic J (1999) Curr Opin Cell Biol 11:614–621
7. Nagase H, Suzuki K, Enghild JJ, Salvesen G (1991) Biomed

Biochim Acta 50:749–754
8. Ramos-DeSimone N, Hahn-Dantona E, Sipley J, Nagase H,

French DL, Quigley JP (1999) J Biol Chem 274:13066–13076
9. Folkman J (1995) Nat Med 1:27–31

10. Rockway TW, Giranda VL (2003) Curr Pharm Des 9:1483–1498
11. Oleksyszyn J, Subotkowska L, Mastalerz P (1979) Synthesis

985–986
12. Oleksyszyn J, Powers JC (1989) Biochem Biophys Res Commun

161:143–149
13. Oleksyszyn J, Powers JC (1994) Amino acid and peptide

phosphonate derivatives as specific inhibitors of serine peptidases.
In: Barret AJ (ed) Methods in Enzymology, Vol. 244. Academic
Press, San Diego, pp 423–441

14. Oleksyszyn J, Powers JC (1991) Biochemistry 30:485–493
15. Oleksyszyn J (2000) Aminophosphonic and aminophosphinic acid

derivatives in the design of transition state analogue inhibitors:
biomedical opportunities and limitations. In: Kukhar VP, Hudson

HR (eds) Aminophosphonic and aminophosphinic acids. Chemistry
and biological activity. Wiley, Chichester, pp 537–558

16. Fastrez J, Jespers L, Lison D, Renard M, Sonveaux E (1989)
Tetrahedron Lett 30:6861–6864

17. Joosens J, Van der Veken P, Lambeir A-M, Augustyns K,
Haemers A (2004) J Med Chem 47:2411–2413

18. Joossens J, Van der Veken P, Surpateanu G, Lambeir AM, El-
Sayed I, Ali OM, Augustyns K, Haemers A (2006) J Med Chem
49:5785–5793

19. Bertrand JA, Oleksyszyn J, Kam CM, Boduszek B, Presnell S,
Plaskon RR, Suddath FL, Powers JC, Williams LD (1996)
Biochemistry 35:3147–3155

20. Spraggon G, Phillips C, Nowak UK, Ponting CP, Saunders D,
Dobson CM, Stuart DI, Jones EY (1995) Structure 3:681–691

21. Oleksyszyn J, Boduszek B, Kam C-M, Powers JC (1994) J Med
Chem 37:226–231

22. Sieńczyk M Doctoral thesis (2006) Wrocław
23. Moreira IS, Fernandes PA, Ramos MJ (2007) Computational

determination of the relative free energy of binding. In: Sokalski
WA (ed) Molecular materials with specific interactions - modeling
and design, series: challenges and advances in computational
chemistry and physics, vol. 4. Springer, Berlin Heidelberg New
York, pp 305–340

24. Dyguda E, Grembecka J, Sokalski WA, Leszczyński J (2005) J
Am Chem Soc 126:1658–1659

25. Frisch MJ, Trucks GW, Schlegel HB, Scuseria GE, Robb MA,
Cheeseman JR, Montgomery JR, Vreven T, Kudin KN, Burant JC,
Millam JM, Iyengar SS, Tomasi J, Barone V, Mennucci B, Cossi
M, Scalmani G, Rega N, Petersson GA, Nakatsuji H, Hada M,
Ehara M, Toyota K, Fukuda R, Hasegawa J, Ishida M, Nakajima T,
Honda Y, Kitao O, Nakai H, Klene M, Li X, Knox JE, Hratchian
HP, Cross JB, Adamo C, Jaramillo J, Gomperts R, Stratmann RE,
Yazyev O, Austin AJ, Cammi R, Pomelli C, Ochterski JW, Ayala
PY, Morokuma K, Voth GA, Salvador P, Dannenberg JJ,
Zakrzewski VG, Dapprich S, Daniels AD, Strain MC, Farkas O,
Malick DK, Rabuck AD, Raghavachari K, Foresman JB, Ortiz JV,
Cui Q, Baboul AG, Clifford S, Cioslowski J, Stefanov BB, Liu G,
Liashenko A, Piskorz P, Komaromi I, Martin RL, Fox DJ, Keith T,
Al-Laham MA, Peng CY, Nanayakkara A, Challacombe M, Gill
PMW, Johnson B, Chen W, Wong MW, Gonzalez C, Pople JA
(2004) Gaussian 03. Gaussian, Wallingford CT

26. Clark M, Cramer RD, Van Opdenbosch N (1989) J Comp Chem
10:982–1012

27. SYBYL 7.1, Tripos, 1699 South Hanley Rd., St. Louis, Missouri,
63144, USA

28. SokalskiWA, Roszak S, Pecul K (1988) ChemPhys Lett 153:153–159
29. Boys FS, Bernardi D (1970) Mol Phys 19:553–566
30. Schmidt MW, Baldridge KK, Boatz JA, Elbert ST, Gordon MS,

Jensen JH, Koseki S, Matsunaga N, Nguyen KA, Su SJ, Windus TL,
Dupuis M, Montgomery JA (1993) J Comput Chem 14:1347–1363

31. Zesławska E, Schweinitz A, Karcher A, Sondermann P, Sperl S,
Sturzebecher J, Jacob U (2000) J Med Biol 301:465–475

32. Zesławska E, Jacob U, Sturzebecher J, Oleksyn BJ (2006) Bioorg
Med Chem Lett 16:228–234

J Mol Model (2007) 13:677–683 683


	The...
	Abstract
	Introduction
	Materials and methods
	Results and discussion
	Docking of the inhibitor molecules
	Toward the prediction of binding affinity
	The quality of docking results

	Conclusions
	References




<<
  /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
    /AardvarkPSMT
    /AceBinghamSH
    /AddisonLibbySH
    /AGaramond-Italic
    /AGaramond-Regular
    /AkbarPlain
    /Albertus-Bold
    /AlbertusExtraBold-Regular
    /AlbertusMedium-Italic
    /AlbertusMedium-Regular
    /AlfonsoWhiteheadSH
    /Algerian
    /AllegroBT-Regular
    /AmarilloUSAF
    /AmazoneBT-Regular
    /AmeliaBT-Regular
    /AmerigoBT-BoldA
    /AmerTypewriterITCbyBT-Medium
    /AndaleMono
    /AndyMacarthurSH
    /Animals
    /AnneBoleynSH
    /Annifont
    /AntiqueOlive-Bold
    /AntiqueOliveCompact-Regular
    /AntiqueOlive-Italic
    /AntiqueOlive-Regular
    /AntonioMountbattenSH
    /ArabiaPSMT
    /AradLevelVI
    /ArchitecturePlain
    /Arial-Black
    /Arial-BlackItalic
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialMTBlack-Regular
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialRoundedMTBold
    /ArialUnicodeLight
    /ArialUnicodeLight-Bold
    /ArialUnicodeLight-BoldItalic
    /ArialUnicodeLight-Italic
    /ArrowsAPlentySH
    /ArrusBT-Bold
    /ArrusBT-BoldItalic
    /ArrusBT-Italic
    /ArrusBT-Roman
    /Asiana
    /AssadSadatSH
    /AvalonPSMT
    /AvantGardeITCbyBT-Book
    /AvantGardeITCbyBT-BookOblique
    /AvantGardeITCbyBT-Demi
    /AvantGardeITCbyBT-DemiOblique
    /AvantGardeITCbyBT-Medium
    /AvantGardeITCbyBT-MediumOblique
    /BankGothicBT-Light
    /BankGothicBT-Medium
    /Baskerville-Bold
    /Baskerville-Normal
    /Baskerville-Normal-Italic
    /BaskOldFace
    /Bauhaus93
    /Bavand
    /BazookaRegular
    /BeauTerrySH
    /BECROSS
    /BedrockPlain
    /BeeskneesITC
    /BellMT
    /BellMTBold
    /BellMTItalic
    /BenguiatITCbyBT-Bold
    /BenguiatITCbyBT-BoldItalic
    /BenguiatITCbyBT-Book
    /BenguiatITCbyBT-BookItalic
    /BennieGoetheSH
    /BerlinSansFB-Bold
    /BerlinSansFBDemi-Bold
    /BerlinSansFB-Reg
    /BernardMT-Condensed
    /BernhardBoldCondensedBT-Regular
    /BernhardFashionBT-Regular
    /BernhardModernBT-Bold
    /BernhardModernBT-BoldItalic
    /BernhardModernBT-Italic
    /BernhardModernBT-Roman
    /Bethel
    /BibiGodivaSH
    /BibiNehruSH
    /BKenwood-Regular
    /BlackadderITC-Regular
    /BlondieBurtonSH
    /BodoniBlack-Regular
    /Bodoni-Bold
    /Bodoni-BoldItalic
    /BodoniBT-Bold
    /BodoniBT-BoldItalic
    /BodoniBT-Italic
    /BodoniBT-Roman
    /Bodoni-Italic
    /BodoniMTPosterCompressed
    /Bodoni-Regular
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolFive
    /BookshelfSymbolFour
    /BookshelfSymbolOne-Regular
    /BookshelfSymbolThree-Regular
    /BookshelfSymbolTwo-Regular
    /BookwomanDemiItalicSH
    /BookwomanDemiSH
    /BookwomanExptLightSH
    /BookwomanLightItalicSH
    /BookwomanLightSH
    /BookwomanMonoLightSH
    /BookwomanSwashDemiSH
    /BookwomanSwashLightSH
    /BoulderRegular
    /BradleyHandITC
    /Braggadocio
    /BrailleSH
    /BRectangular
    /BremenBT-Bold
    /BritannicBold
    /Broadview
    /Broadway
    /BroadwayBT-Regular
    /BRubber
    /Brush445BT-Regular
    /BrushScriptMT
    /BSorbonna
    /BStranger
    /BTriumph
    /BuckyMerlinSH
    /BusoramaITCbyBT-Medium
    /Caesar
    /CalifornianFB-Bold
    /CalifornianFB-Italic
    /CalifornianFB-Reg
    /CalisMTBol
    /CalistoMT
    /CalistoMT-Italic
    /CalligrapherRegular
    /CameronStendahlSH
    /Candy
    /CandyCaneUnregistered
    /CankerSore
    /CarlTellerSH
    /CarrieCattSH
    /CaslonOpenfaceBT-Regular
    /CassTaylorSH
    /CDOT
    /Centaur
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturyOldStyle-BoldItalic
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /Cezanne
    /CGOmega-Bold
    /CGOmega-BoldItalic
    /CGOmega-Italic
    /CGOmega-Regular
    /CGTimes-Bold
    /CGTimes-BoldItalic
    /CGTimes-Italic
    /CGTimes-Regular
    /Charting
    /ChartreuseParsonsSH
    /ChaseCallasSH
    /ChasThirdSH
    /ChaucerRegular
    /CheltenhamITCbyBT-Bold
    /CheltenhamITCbyBT-BoldItalic
    /CheltenhamITCbyBT-Book
    /CheltenhamITCbyBT-BookItalic
    /ChildBonaparteSH
    /Chiller-Regular
    /ChuckWarrenChiselSH
    /ChuckWarrenDesignSH
    /CityBlueprint
    /Clarendon-Bold
    /Clarendon-Book
    /ClarendonCondensedBold
    /ClarendonCondensed-Bold
    /ClarendonExtended-Bold
    /ClassicalGaramondBT-Bold
    /ClassicalGaramondBT-BoldItalic
    /ClassicalGaramondBT-Italic
    /ClassicalGaramondBT-Roman
    /ClaudeCaesarSH
    /CLI
    /Clocks
    /ClosetoMe
    /CluKennedySH
    /CMBX10
    /CMBX5
    /CMBX7
    /CMEX10
    /CMMI10
    /CMMI5
    /CMMI7
    /CMMIB10
    /CMR10
    /CMR5
    /CMR7
    /CMSL10
    /CMSY10
    /CMSY5
    /CMSY7
    /CMTI10
    /CMTT10
    /CoffeeCamusInitialsSH
    /ColetteColeridgeSH
    /ColonnaMT
    /ComicSansMS
    /ComicSansMS-Bold
    /CommercialPiBT-Regular
    /CommercialScriptBT-Regular
    /Complex
    /CooperBlack
    /CooperBT-BlackHeadline
    /CooperBT-BlackItalic
    /CooperBT-Bold
    /CooperBT-BoldItalic
    /CooperBT-Medium
    /CooperBT-MediumItalic
    /CooperPlanck2LightSH
    /CooperPlanck4SH
    /CooperPlanck6BoldSH
    /CopperplateGothicBT-Bold
    /CopperplateGothicBT-Roman
    /CopperplateGothicBT-RomanCond
    /CopticLS
    /Cornerstone
    /Coronet
    /CoronetItalic
    /Cotillion
    /CountryBlueprint
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /CSSubscript
    /CSSubscriptBold
    /CSSubscriptItalic
    /CSSuperscript
    /CSSuperscriptBold
    /Cuckoo
    /CurlzMT
    /CybilListzSH
    /CzarBold
    /CzarBoldItalic
    /CzarItalic
    /CzarNormal
    /DauphinPlain
    /DawnCastleBold
    /DawnCastlePlain
    /Dekker
    /DellaRobbiaBT-Bold
    /DellaRobbiaBT-Roman
    /Denmark
    /Desdemona
    /Diploma
    /DizzyDomingoSH
    /DizzyFeiningerSH
    /DocTermanBoldSH
    /DodgenburnA
    /DodoCasalsSH
    /DodoDiogenesSH
    /DomCasualBT-Regular
    /Durian-Republik
    /Dutch801BT-Bold
    /Dutch801BT-BoldItalic
    /Dutch801BT-ExtraBold
    /Dutch801BT-Italic
    /Dutch801BT-Roman
    /EBT's-cmbx10
    /EBT's-cmex10
    /EBT's-cmmi10
    /EBT's-cmmi5
    /EBT's-cmmi7
    /EBT's-cmr10
    /EBT's-cmr5
    /EBT's-cmr7
    /EBT's-cmsy10
    /EBT's-cmsy5
    /EBT's-cmsy7
    /EdithDaySH
    /Elephant-Italic
    /Elephant-Regular
    /EmGravesSH
    /EngelEinsteinSH
    /English111VivaceBT-Regular
    /English157BT-Regular
    /EngraversGothicBT-Regular
    /EngraversOldEnglishBT-Bold
    /EngraversOldEnglishBT-Regular
    /EngraversRomanBT-Bold
    /EngraversRomanBT-Regular
    /EnviroD
    /ErasITC-Bold
    /ErasITC-Demi
    /ErasITC-Light
    /ErasITC-Medium
    /ErasITC-Ultra
    /ErnestBlochSH
    /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
    /EuroRoman
    /EuroRomanOblique
    /ExxPresleySH
    /FencesPlain
    /Fences-Regular
    /FifthAvenue
    /FigurineCrrCB
    /FigurineCrrCBBold
    /FigurineCrrCBBoldItalic
    /FigurineCrrCBItalic
    /FigurineTmsCB
    /FigurineTmsCBBold
    /FigurineTmsCBBoldItalic
    /FigurineTmsCBItalic
    /FillmoreRegular
    /Fitzgerald
    /Flareserif821BT-Roman
    /FleurFordSH
    /Fontdinerdotcom
    /FontdinerdotcomSparkly
    /FootlightMTLight
    /ForefrontBookObliqueSH
    /ForefrontBookSH
    /ForefrontDemiObliqueSH
    /ForefrontDemiSH
    /Fortress
    /FractionsAPlentySH
    /FrakturPlain
    /Franciscan
    /FranklinGothic-Medium
    /FranklinGothic-MediumItalic
    /FranklinUnic
    /FredFlahertySH
    /Freehand575BT-RegularB
    /Freehand591BT-RegularA
    /FreestyleScript-Regular
    /Frutiger-Roman
    /FTPMultinational
    /FTPMultinational-Bold
    /FujiyamaPSMT
    /FuturaBlackBT-Regular
    /FuturaBT-Bold
    /FuturaBT-BoldCondensed
    /FuturaBT-BoldItalic
    /FuturaBT-Book
    /FuturaBT-BookItalic
    /FuturaBT-ExtraBlack
    /FuturaBT-ExtraBlackCondensed
    /FuturaBT-ExtraBlackCondItalic
    /FuturaBT-ExtraBlackItalic
    /FuturaBT-Light
    /FuturaBT-LightItalic
    /FuturaBT-Medium
    /FuturaBT-MediumCondensed
    /FuturaBT-MediumItalic
    /GabbyGauguinSH
    /GalliardITCbyBT-Bold
    /GalliardITCbyBT-BoldItalic
    /GalliardITCbyBT-Italic
    /GalliardITCbyBT-Roman
    /Garamond
    /Garamond-Antiqua
    /Garamond-Bold
    /Garamond-Halbfett
    /Garamond-Italic
    /Garamond-Kursiv
    /Garamond-KursivHalbfett
    /Garcia
    /GarryMondrian3LightItalicSH
    /GarryMondrian3LightSH
    /GarryMondrian4BookItalicSH
    /GarryMondrian4BookSH
    /GarryMondrian5SBldItalicSH
    /GarryMondrian5SBldSH
    /GarryMondrian6BoldItalicSH
    /GarryMondrian6BoldSH
    /GarryMondrian7ExtraBoldSH
    /GarryMondrian8UltraSH
    /GarryMondrianCond3LightSH
    /GarryMondrianCond4BookSH
    /GarryMondrianCond5SBldSH
    /GarryMondrianCond6BoldSH
    /GarryMondrianCond7ExtraBoldSH
    /GarryMondrianCond8UltraSH
    /GarryMondrianExpt3LightSH
    /GarryMondrianExpt4BookSH
    /GarryMondrianExpt5SBldSH
    /GarryMondrianExpt6BoldSH
    /GarryMondrianSwashSH
    /Gaslight
    /GatineauPSMT
    /Gautami
    /GDT
    /Geometric231BT-BoldC
    /Geometric231BT-LightC
    /Geometric231BT-RomanC
    /GeometricSlab703BT-Bold
    /GeometricSlab703BT-BoldCond
    /GeometricSlab703BT-BoldItalic
    /GeometricSlab703BT-Light
    /GeometricSlab703BT-LightItalic
    /GeometricSlab703BT-Medium
    /GeometricSlab703BT-MediumCond
    /GeometricSlab703BT-MediumItalic
    /GeometricSlab703BT-XtraBold
    /GeorgeMelvilleSH
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /Gigi-Regular
    /GillSansBC
    /GillSans-Bold
    /GillSans-BoldItalic
    /GillSansCondensed-Bold
    /GillSansCondensed-Regular
    /GillSansExtraBold-Regular
    /GillSans-Italic
    /GillSansLight-Italic
    /GillSansLight-Regular
    /GillSans-Regular
    /GoldMinePlain
    /Gonzo
    /GothicE
    /GothicG
    /GothicI
    /GoudyHandtooledBT-Regular
    /GoudyOldStyle-Bold
    /GoudyOldStyle-BoldItalic
    /GoudyOldStyleBT-Bold
    /GoudyOldStyleBT-BoldItalic
    /GoudyOldStyleBT-Italic
    /GoudyOldStyleBT-Roman
    /GoudyOldStyleExtrabold-Regular
    /GoudyOldStyle-Italic
    /GoudyOldStyle-Regular
    /GoudySansITCbyBT-Bold
    /GoudySansITCbyBT-BoldItalic
    /GoudySansITCbyBT-Medium
    /GoudySansITCbyBT-MediumItalic
    /GraceAdonisSH
    /Graeca
    /Graeca-Bold
    /Graeca-BoldItalic
    /Graeca-Italic
    /Graphos-Bold
    /Graphos-BoldItalic
    /Graphos-Italic
    /Graphos-Regular
    /GreekC
    /GreekS
    /GreekSans
    /GreekSans-Bold
    /GreekSans-BoldOblique
    /GreekSans-Oblique
    /Griffin
    /GrungeUpdate
    /Haettenschweiler
    /HankKhrushchevSH
    /HarlowSolid
    /HarpoonPlain
    /Harrington
    /HeatherRegular
    /Hebraica
    /HeleneHissBlackSH
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Narrow
    /Helvetica-Narrow-Bold
    /Helvetica-Narrow-BoldOblique
    /Helvetica-Narrow-Oblique
    /Helvetica-Oblique
    /HenryPatrickSH
    /Herald
    /HighTowerText-Italic
    /HighTowerText-Reg
    /HogBold-HMK
    /HogBook-HMK
    /HomePlanning
    /HomePlanning2
    /HomewardBoundPSMT
    /Humanist521BT-Bold
    /Humanist521BT-BoldCondensed
    /Humanist521BT-BoldItalic
    /Humanist521BT-Italic
    /Humanist521BT-Light
    /Humanist521BT-LightItalic
    /Humanist521BT-Roman
    /Humanist521BT-RomanCondensed
    /IBMPCDOS
    /IceAgeD
    /Impact
    /Incised901BT-Bold
    /Incised901BT-Light
    /Incised901BT-Roman
    /Industrial736BT-Italic
    /Informal011BT-Roman
    /InformalRoman-Regular
    /Intrepid
    /IntrepidBold
    /IntrepidOblique
    /Invitation
    /IPAExtras
    /IPAExtras-Bold
    /IPAHighLow
    /IPAHighLow-Bold
    /IPAKiel
    /IPAKiel-Bold
    /IPAKielSeven
    /IPAKielSeven-Bold
    /IPAsans
    /ISOCP
    /ISOCP2
    /ISOCP3
    /ISOCT
    /ISOCT2
    /ISOCT3
    /Italic
    /ItalicC
    /ItalicT
    /JesterRegular
    /Jokerman-Regular
    /JotMedium-HMK
    /JuiceITC-Regular
    /JupiterPSMT
    /KabelITCbyBT-Book
    /KabelITCbyBT-Ultra
    /KarlaJohnson5CursiveSH
    /KarlaJohnson5RegularSH
    /KarlaJohnson6BoldCursiveSH
    /KarlaJohnson6BoldSH
    /KarlaJohnson7ExtraBoldCursiveSH
    /KarlaJohnson7ExtraBoldSH
    /KarlKhayyamSH
    /Karnack
    /Kartika
    /Kashmir
    /KaufmannBT-Bold
    /KaufmannBT-Regular
    /KeplerStd-Black
    /KeplerStd-BlackIt
    /KeplerStd-Bold
    /KeplerStd-BoldIt
    /KeplerStd-Italic
    /KeplerStd-Light
    /KeplerStd-LightIt
    /KeplerStd-Medium
    /KeplerStd-MediumIt
    /KeplerStd-Regular
    /KeplerStd-Semibold
    /KeplerStd-SemiboldIt
    /KeystrokeNormal
    /Kidnap
    /KidsPlain
    /Kindergarten
    /KinoMT
    /KissMeKissMeKissMe
    /KoalaPSMT
    /KorinnaITCbyBT-Bold
    /KorinnaITCbyBT-KursivBold
    /KorinnaITCbyBT-KursivRegular
    /KorinnaITCbyBT-Regular
    /KristenITC-Regular
    /Kristin
    /KunstlerScript
    /KyotoSong
    /LainieDaySH
    /LandscapePlanning
    /Lapidary333BT-Bold
    /Lapidary333BT-BoldItalic
    /Lapidary333BT-Italic
    /Lapidary333BT-Roman
    /Latha
    /LatinoPal3LightItalicSH
    /LatinoPal3LightSH
    /LatinoPal4ItalicSH
    /LatinoPal4RomanSH
    /LatinoPal5DemiItalicSH
    /LatinoPal5DemiSH
    /LatinoPal6BoldItalicSH
    /LatinoPal6BoldSH
    /LatinoPal7ExtraBoldSH
    /LatinoPal8BlackSH
    /LatinoPalCond4RomanSH
    /LatinoPalCond5DemiSH
    /LatinoPalCond6BoldSH
    /LatinoPalExptRomanSH
    /LatinoPalSwashSH
    /LatinWidD
    /LatinWide
    /LeeToscanini3LightSH
    /LeeToscanini5RegularSH
    /LeeToscanini7BoldSH
    /LeeToscanini9BlackSH
    /LeeToscaniniInlineSH
    /LetterGothic12PitchBT-Bold
    /LetterGothic12PitchBT-BoldItal
    /LetterGothic12PitchBT-Italic
    /LetterGothic12PitchBT-Roman
    /LetterGothic-Bold
    /LetterGothic-BoldItalic
    /LetterGothic-Italic
    /LetterGothicMT
    /LetterGothicMT-Bold
    /LetterGothicMT-BoldOblique
    /LetterGothicMT-Oblique
    /LetterGothic-Regular
    /LibrarianRegular
    /LinusPSMT
    /Lithograph-Bold
    /LithographLight
    /LongIsland
    /LubalinGraphMdITCTT
    /LucidaBright
    /LucidaBright-Demi
    /LucidaBright-DemiItalic
    /LucidaBright-Italic
    /LucidaCalligraphy-Italic
    /LucidaConsole
    /LucidaFax
    /LucidaFax-Demi
    /LucidaFax-DemiItalic
    /LucidaFax-Italic
    /LucidaHandwriting-Italic
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSans-Typewriter
    /LucidaSans-TypewriterBold
    /LucidaSansUnicode
    /LydianCursiveBT-Regular
    /Magneto-Bold
    /Mangal-Regular
    /Map-Symbols
    /MarcusHobbesSH
    /Mariah
    /Marigold
    /MaritaMedium-HMK
    /MaritaScript-HMK
    /Market
    /MartinMaxxieSH
    /MathTypeMed
    /MatisseITC-Regular
    /MaturaMTScriptCapitals
    /MaudeMeadSH
    /MemorandumPSMT
    /Metro
    /Metrostyle-Bold
    /MetrostyleExtended-Bold
    /MetrostyleExtended-Regular
    /Metrostyle-Regular
    /MicrogrammaD-BoldExte
    /MicrosoftSansSerif
    /MikePicassoSH
    /MiniPicsLilEdibles
    /MiniPicsLilFolks
    /MiniPicsLilStuff
    /MischstabPopanz
    /MisterEarlBT-Regular
    /Mistral
    /ModerneDemi
    /ModerneDemiOblique
    /ModerneOblique
    /ModerneRegular
    /Modern-Regular
    /MonaLisaRecutITC-Normal
    /Monospace821BT-Bold
    /Monospace821BT-BoldItalic
    /Monospace821BT-Italic
    /Monospace821BT-Roman
    /Monotxt
    /MonotypeCorsiva
    /MonotypeSorts
    /MorrisonMedium
    /MorseCode
    /MotorPSMT
    /MSAM10
    /MSLineDrawPSMT
    /MS-Mincho
    /MSOutlook
    /MSReference1
    /MSReference2
    /MTEX
    /MTEXB
    /MTEXH
    /MT-Extra
    /MTGU
    /MTGUB
    /MTLS
    /MTLSB
    /MTMI
    /MTMIB
    /MTMIH
    /MTMS
    /MTMSB
    /MTMUB
    /MTMUH
    /MTSY
    /MTSYB
    /MTSYH
    /MT-Symbol
    /MTSYN
    /Music
    /MVBoli
    /MysticalPSMT
    /NagHammadiLS
    /NealCurieRuledSH
    /NealCurieSH
    /NebraskaPSMT
    /Neuropol-Medium
    /NevisonCasD
    /NewMilleniumSchlbkBoldItalicSH
    /NewMilleniumSchlbkBoldSH
    /NewMilleniumSchlbkExptSH
    /NewMilleniumSchlbkItalicSH
    /NewMilleniumSchlbkRomanSH
    /News702BT-Bold
    /News702BT-Italic
    /News702BT-Roman
    /Newton
    /NewZuricaBold
    /NewZuricaItalic
    /NewZuricaRegular
    /NiagaraEngraved-Reg
    /NiagaraSolid-Reg
    /NigelSadeSH
    /Nirvana
    /NuptialBT-Regular
    /OCRAbyBT-Regular
    /OfficePlanning
    /OldCentury
    /OldEnglishTextMT
    /Onyx
    /OnyxBT-Regular
    /OpenSymbol
    /OttawaPSMT
    /OttoMasonSH
    /OzHandicraftBT-Roman
    /OzzieBlack-Italic
    /OzzieBlack-Regular
    /PalatiaBold
    /PalatiaItalic
    /PalatiaRegular
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /PalmSpringsPSMT
    /Pamela
    /PanRoman
    /ParadisePSMT
    /ParagonPSMT
    /ParamountBold
    /ParamountItalic
    /ParamountRegular
    /Parchment-Regular
    /ParisianBT-Regular
    /ParkAvenueBT-Regular
    /Patrick
    /Patriot
    /PaulPutnamSH
    /PcEncodingLowerSH
    /PcEncodingSH
    /Pegasus
    /PenguinLightPSMT
    /PennSilvaSH
    /Percival
    /PerfectRegular
    /Pfn2BlackItalic
    /Phantom
    /PhilSimmonsSH
    /Pickwick
    /PipelinePlain
    /Playbill
    /PoorRichard-Regular
    /Poster
    /PosterBodoniBT-Italic
    /PosterBodoniBT-Roman
    /Pristina-Regular
    /Proxy1
    /Proxy2
    /Proxy3
    /Proxy4
    /Proxy5
    /Proxy6
    /Proxy7
    /Proxy8
    /Proxy9
    /Prx1
    /Prx2
    /Prx3
    /Prx4
    /Prx5
    /Prx6
    /Prx7
    /Prx8
    /Prx9
    /Pythagoras
    /Raavi
    /Ranegund
    /Ravie
    /Ribbon131BT-Bold
    /RMTMI
    /RMTMIB
    /RMTMIH
    /RMTMUB
    /RMTMUH
    /RobWebsterExtraBoldSH
    /Rockwell
    /Rockwell-Bold
    /Rockwell-ExtraBold
    /Rockwell-Italic
    /RomanC
    /RomanD
    /RomanS
    /RomanT
    /Romantic
    /RomanticBold
    /RomanticItalic
    /Sahara
    /SalTintorettoSH
    /SamBarberInitialsSH
    /SamPlimsollSH
    /SansSerif
    /SansSerifBold
    /SansSerifBoldOblique
    /SansSerifOblique
    /Sceptre
    /ScribbleRegular
    /ScriptC
    /ScriptHebrew
    /ScriptS
    /Semaphore
    /SerifaBT-Black
    /SerifaBT-Bold
    /SerifaBT-Italic
    /SerifaBT-Roman
    /SerifaBT-Thin
    /Sfn2Bold
    /Sfn3Italic
    /ShelleyAllegroBT-Regular
    /ShelleyVolanteBT-Regular
    /ShellyMarisSH
    /SherwoodRegular
    /ShlomoAleichemSH
    /ShotgunBT-Regular
    /ShowcardGothic-Reg
    /Shruti
    /SignatureRegular
    /Signboard
    /SignetRoundhandATT-Italic
    /SignetRoundhand-Italic
    /SignLanguage
    /Signs
    /Simplex
    /SissyRomeoSH
    /SlimStravinskySH
    /SnapITC-Regular
    /SnellBT-Bold
    /Socket
    /Sonate
    /SouvenirITCbyBT-Demi
    /SouvenirITCbyBT-DemiItalic
    /SouvenirITCbyBT-Light
    /SouvenirITCbyBT-LightItalic
    /SpruceByingtonSH
    /SPSFont1Medium
    /SPSFont2Medium
    /SPSFont3Medium
    /SpsFont4Medium
    /SPSFont4Medium
    /SPSFont5Normal
    /SPSScript
    /SRegular
    /Staccato222BT-Regular
    /StageCoachRegular
    /StandoutRegular
    /StarTrekNextBT-ExtraBold
    /StarTrekNextPiBT-Regular
    /SteamerRegular
    /Stencil
    /StencilBT-Regular
    /Stewardson
    /Stonehenge
    /StopD
    /Storybook
    /Strict
    /Strider-Regular
    /StuyvesantBT-Regular
    /StylusBT
    /StylusRegular
    /SubwayRegular
    /SueVermeer4LightItalicSH
    /SueVermeer4LightSH
    /SueVermeer5MedItalicSH
    /SueVermeer5MediumSH
    /SueVermeer6DemiItalicSH
    /SueVermeer6DemiSH
    /SueVermeer7BoldItalicSH
    /SueVermeer7BoldSH
    /SunYatsenSH
    /SuperFrench
    /SuzanneQuillSH
    /Swiss721-BlackObliqueSWA
    /Swiss721-BlackSWA
    /Swiss721BT-Black
    /Swiss721BT-BlackCondensed
    /Swiss721BT-BlackCondensedItalic
    /Swiss721BT-BlackExtended
    /Swiss721BT-BlackItalic
    /Swiss721BT-BlackOutline
    /Swiss721BT-Bold
    /Swiss721BT-BoldCondensed
    /Swiss721BT-BoldCondensedItalic
    /Swiss721BT-BoldCondensedOutline
    /Swiss721BT-BoldExtended
    /Swiss721BT-BoldItalic
    /Swiss721BT-BoldOutline
    /Swiss721BT-Italic
    /Swiss721BT-ItalicCondensed
    /Swiss721BT-Light
    /Swiss721BT-LightCondensed
    /Swiss721BT-LightCondensedItalic
    /Swiss721BT-LightExtended
    /Swiss721BT-LightItalic
    /Swiss721BT-Roman
    /Swiss721BT-RomanCondensed
    /Swiss721BT-RomanExtended
    /Swiss721BT-Thin
    /Swiss721-LightObliqueSWA
    /Swiss721-LightSWA
    /Swiss911BT-ExtraCompressed
    /Swiss921BT-RegularA
    /Syastro
    /Sylfaen
    /Symap
    /Symath
    /SymbolGreek
    /SymbolGreek-Bold
    /SymbolGreek-BoldItalic
    /SymbolGreek-Italic
    /SymbolGreekP
    /SymbolGreekP-Bold
    /SymbolGreekP-BoldItalic
    /SymbolGreekP-Italic
    /SymbolGreekPMono
    /SymbolMT
    /SymbolProportionalBT-Regular
    /SymbolsAPlentySH
    /Symeteo
    /Symusic
    /Tahoma
    /Tahoma-Bold
    /TahomaItalic
    /TamFlanahanSH
    /Technic
    /TechnicalItalic
    /TechnicalPlain
    /TechnicBold
    /TechnicLite
    /Tekton-Bold
    /Teletype
    /TempsExptBoldSH
    /TempsExptItalicSH
    /TempsExptRomanSH
    /TempsSwashSH
    /TempusSansITC
    /TessHoustonSH
    /TexCatlinObliqueSH
    /TexCatlinSH
    /Thrust
    /Times-Bold
    /Times-BoldItalic
    /Times-BoldOblique
    /Times-ExtraBold
    /Times-Italic
    /TimesNewRomanMT-ExtraBold
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /Times-Oblique
    /Times-Roman
    /Times-Semibold
    /Times-SemiboldItalic
    /TimesUnic-Bold
    /TimesUnic-BoldItalic
    /TimesUnic-Italic
    /TimesUnic-Regular
    /TonyWhiteSH
    /TransCyrillic
    /TransCyrillic-Bold
    /TransCyrillic-BoldItalic
    /TransCyrillic-Italic
    /Transistor
    /Transitional521BT-BoldA
    /Transitional521BT-CursiveA
    /Transitional521BT-RomanA
    /TranslitLS
    /TranslitLS-Bold
    /TranslitLS-BoldItalic
    /TranslitLS-Italic
    /TransRoman
    /TransRoman-Bold
    /TransRoman-BoldItalic
    /TransRoman-Italic
    /TransSlavic
    /TransSlavic-Bold
    /TransSlavic-BoldItalic
    /TransSlavic-Italic
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /TribuneBold
    /TribuneItalic
    /TribuneRegular
    /Tristan
    /TrotsLight-HMK
    /TrotsMedium-HMK
    /TubularRegular
    /Tunga-Regular
    /Txt
    /TypoUprightBT-Regular
    /UmbraBT-Regular
    /UmbrellaPSMT
    /UncialLS
    /Unicorn
    /UnicornPSMT
    /Univers
    /UniversalMath1BT-Regular
    /Univers-Bold
    /Univers-BoldItalic
    /UniversCondensed
    /UniversCondensed-Bold
    /UniversCondensed-BoldItalic
    /UniversCondensed-Italic
    /UniversCondensed-Medium
    /UniversCondensed-MediumItalic
    /Univers-CondensedOblique
    /UniversExtended-Bold
    /UniversExtended-BoldItalic
    /UniversExtended-Medium
    /UniversExtended-MediumItalic
    /Univers-Italic
    /UniversityRomanBT-Regular
    /UniversLightCondensed-Italic
    /UniversLightCondensed-Regular
    /Univers-Medium
    /Univers-MediumItalic
    /URWWoodTypD
    /USABlackPSMT
    /USALightPSMT
    /Vagabond
    /Venetian301BT-Demi
    /Venetian301BT-DemiItalic
    /Venetian301BT-Italic
    /Venetian301BT-Roman
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /VinerHandITC
    /VinetaBT-Regular
    /Vivaldii
    /VladimirScript
    /VoguePSMT
    /Vrinda
    /WaldoIconsNormalA
    /WaltHarringtonSH
    /Webdings
    /Weiland
    /WesHollidaySH
    /Wingdings-Regular
    /WP-HebrewDavid
    /XavierPlatoSH
    /YuriKaySH
    /ZapfChanceryITCbyBT-Bold
    /ZapfChanceryITCbyBT-Medium
    /ZapfDingbatsITCbyBT-Regular
    /ZapfElliptical711BT-Bold
    /ZapfElliptical711BT-BoldItalic
    /ZapfElliptical711BT-Italic
    /ZapfElliptical711BT-Roman
    /ZapfHumanist601BT-Bold
    /ZapfHumanist601BT-BoldItalic
    /ZapfHumanist601BT-Italic
    /ZapfHumanist601BT-Roman
    /ZappedChancellorMedItalicSH
    /ZurichBT-BlackExtended
    /ZurichBT-Bold
    /ZurichBT-BoldCondensed
    /ZurichBT-BoldCondensedItalic
    /ZurichBT-BoldItalic
    /ZurichBT-ExtraCondensed
    /ZurichBT-Italic
    /ZurichBT-ItalicCondensed
    /ZurichBT-Light
    /ZurichBT-LightCondensed
    /ZurichBT-Roman
    /ZurichBT-RomanCondensed
    /ZurichBT-RomanExtended
    /ZurichBT-UltraBlackExtended
    /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


