
ORIGINAL PAPER

A theoretical study of some new analogues of the anti-cancer
drug camptothecin

Nihar R. Jena & Phool C. Mishra

Received: 24 June 2006 /Accepted: 19 September 2006 / Published online: 6 October 2006
# Springer-Verlag 2006

Abstract The enzyme topoisomerase I (topo I), which is
essential for cell replication, transiently causes a DNA
single strand break and makes a complex with it. The anti-
cancer agent camptothecin (CPT) binds to the topo I–DNA
complex and stabilizes it, preventing resealing of the
broken DNA strand and cell growth. Considering the
structural factors of CPT that are believed to be involved
in stabilizing the topo I–DNA complex via hydrogen
bonding and stacking interactions, designs of two new
analogues of CPT (topo I inhibitors) have been suggested.
The molecular geometries of CPT, two of its analogues and
certain other related molecules included in the study were
fully optimized in both gas phase and aqueous media at the
B3LYP/6-311++G(d,p) level of density functional theory.
Solvation effects of aqueous media were treated using the
polarizable continuum model (PCM). Net CHelpG charges
and surface molecular electrostatic potentials (MEP) near
the atomic sites of the molecules were studied. Structural
analogy and surface MEP values suggests that the two new
CPT analogues studied here would be potent topoisomerase
I inhibitors.
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Introduction

Topoisomerase I (topo I) is an enzyme that causes tran-
sient DNA single strand breaks, that are rejoined later, and

makes a complex with the broken DNA strand [1, 2]. For
this reason, topo I is vital for DNA replication, transcription
and certain other nuclear processes [1, 2]. The anticancer
drug camptothecin (CPT) binds to the topo I–DNA
complex, thereby inhibiting rejoining of the broken strand.
It has been found that CPT and its derivatives intercalate
between DNA base pairs at the site of a single strand break
and stabilize the topo I–DNA complex, thus preventing the
rejoining of the broken DNA strand and stopping cancer cell
growth [3].

The CPT molecule consists of five rings out of which four
(A, B, D and E) are six-membered and one (C) is five-
membered (Fig. 1a). It has two different forms that make
stable complexes with the topo I–DNA complex. In one
form, the E ring is closed (lactone form) (Fig. 1a) while in
the other, this ring is open (carboxylate form) [2]. The
lactone form of CPT has a greater potency towards non-
proliferation of tumor cells than the carboxylate form which
is generally inactive [2, 4]. It is known that CPT is neither
stable at physiological pH nor soluble in water. As a result, it
does not work properly inside living systems. To deal with
these problems, several attempts have been made to obtain
different CPT [5–8] and non-CPT [9] topo I inhibitors.
Different substitutions were made at the A and B rings of
CPT to enhance its stability in human plasma or blood [2, 4,
5,10]. It was found that due to the existence of a
intramolecular hydrogen bond between the hydrogen atom
of the 9-OH group and the O8 atom present in the lactone
form of E ring (Fig. 1a), CPT can undergo hydrolysis easily
at physiological pH [7, 8, 11]. As a result, the active lactone
E ring is converted to the inactive carboxylate form [7, 8].
Bailly et al. [7] have shown that replacement of the six-
membered E ring of CPT by a seven-membered E ring
(homoCPT) where there is no significant hydrogen bonding
between the H atom of the 9-OH group and the O8 atom leads
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to enhancement of the stability of the system. It was also
shown that the homoCPT has superior antitumor activities
than CPT in vivo [12]. Other CPT analogues with modified
E rings have also been suggested [4, 6, 8].

When the C3H group of the D ring of CPT (Fig. 1a)
is replaced by an N3 atom to give 3-azaCPT, the
resulting analogue of CPT stabilizes the topo I–DNA
complex to the same extent as CPT and is also soluble in
water [4, 13]. It was also found that 3-azaCPT effectively
suppresses super-coiling relaxation of DNA [4]. In order
to design new CPT analogues, it is important to know the
binding modes of CPT that stabilize the topo I–DNA

complex. Several models have been proposed in this
context in which it was suggested that CPT stabilizes the
topo I–DNA complex mainly by (1) hydrogen-bonding
interactions between the atoms attached to the D and E
rings of CPT and topoisomerase I and (2) stacking
interactions, mainly between the C ring and the adjacent
DNA base pairs [1, 3, 4, 14]. The X-ray crystal structure
of an A-ring-substituted lactone form of CPT derivative
(topotecan) complexed with topo I–DNA showed that
there is only one hydrogen bond between the hydrogen
atom of the 9-OH group and an oxygen atom of Asp533
of topo I [15].

Fig. 1 Optimized structures
of (a) 1 (CPT), (b) 2, (c) 3, (d) 4
and (e) 5 molecules
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The formation of 8-oxoguanine (8OG) is a common
oxidative form of DNA damage found in biological systems
[16, 17]. 8OG makes Hoogsteen-type base pairing with
adenine that can lead to mutation and cancer [18]. It has
been shown that 8OG suppresses DNA-cleavage activity of
the topo I enzyme by stabilizing the inactive conformation of
the topo I–DNA complex [19]. In previous work from our
laboratory, it was suggested that replacement of the N7H7
group of 8OG by an oxygen atom to give 7-O-8OG can
destabilize the mispairing between 8OG and adenine [20].
Further, due to the structural similarity between guanine and
7-O-8OG in the Watson–Crick base pairing region, the latter
molecule can be incorporated into DNA in place of guanine.
Thus 7-O-8OG may have anti-mutagenic properties [20].

Considering the above facts, we have tried to design
some new analogues of CPT. The starting point of the
present study was the 7-O-8OG molecule because of the
structural similarity between the imidazole ring of 7-O-
8OG and the E ring of CPT. We have examined the
structures and properties of several derivatives of 7-O-8OG
obtained by systematic substitution of the different func-
tional groups present in CPT to 7-O-8OG, followed by
fusion of the C, B and A rings of CPT to the substituted 7-
O-8OG molecule. In this way we have obtained two close
analogues of CPT that differ from CPT only in the D and E
rings.

Computational methodology

The geometries of CPT, 8OG, 7-O-8OG and their
derivatives (11 molecules in total, Figs. 1 and 2) were
fully optimized in the gas phase at the B3LYP/6-311++G
(d,p) level of density functional theory (DFT) [21, 22].
Geometry optimization was also performed for ten of the 11
molecules in aqueous media treating solvation using the
polarizable continuum model (PCM) [23]. Geometry
optimization could not be completed for 8 in aqueous
media because of convergence failure. In this case, a
single point solvation calculation was performed using
the PCM model and the gas-phase optimized geometry.
Vibrational frequency analysis in the gas phase was
carried out for all the molecules except 1, 10 and 11
because they were too large. No vibrational frequency
analysis was performed in aqueous media. For visualiza-
tion of the optimized structures, the GaussView program
(versions 2.1 and 3.09) was used [24]. All the calcu-
lations were performed using the Windows versions of the
Gaussian 98 (G98W) [25] and Gaussian 03 (G03W) [26]
programs. Molecular electrostatic potentials (MEP) at the
van der Waals surfaces of the molecules near various
atomic sites were obtained using the MEP-fitted CHelpG
charges using a software developed locally.

Results and discussion

Structures of CPT and other molecules

Optimized bond lengths and bond angles of CPT (1) in both
the gas phase and aqueous media are shown in Table 1. The
optimized geometrical parameters of the molecules in the
gas phase and aqueous media are very similar. This shows
that the aqueous medium has a small effect on the
molecular geometries (Table 1). The optimized bond
lengths and bond angles of CPT were compared with the
X-ray crystallographic results obtained for camptothecin
iodoacetate [27]. The root mean square (RMS) difference
between the calculated bond lengths of CPT in the gas
phase and aqueous media and the crystallographic bond
lengths of camptothecin iodoacetate is ∼0.032 Å, while the
corresponding difference for bond angles is ∼2.4 °. Thus,
the agreement between the calculated and observed bond
lengths and bond angles is satisfactory. The differences
between the calculated and crystallographic values of bond
lengths and bond angles can be ascribed largely to packing
forces present in crystals. The optimized structures of CPT
(1) and 8OG derivatives (2–11) are shown in Figs. 1 and 2.

In Fig. 1a, structure of the lactone form of CPT (1) is
shown. For the D and E rings of CPT, we have adopted the
same atomic numbering scheme as that used for guanine or
8OG (2). Atoms of other parts of CPT and its derivatives
are numbered sequentially. All the rings of CPT are
coplanar except the six-membered E ring, which is
nonplanar, the C5C4C9C8, C4C9C8O8 and C4C5C23O7
dihedral angles being about 39 °, 140 ° and 32 °, respec-
tively. There is a weak intramolecular hydrogen bond
between the H atom of the 9-OH group and the O8 atom,
the H(9-OH)-O8 distance being 2.046 and 2.187 Å in gas
phase and aqueous medium, respectively (Table 1). This
hydrogen bond is involved in the hydrolysis of CPT at pH≥
7.0 that leads to conversion of the active lactone form to the
inactive carboxylate form [7, 8]. There are some similarities
between CPT (1) and 8OG (2) (Fig. 1a,b) as follows. (1)
Both molecules have a nitrogen atom at the 1 position (N1)
and (2) A CO group is attached to each of the six- and five-
membered rings of 8OG (C6O6 and C8O8 groups,
respectively) similar to those present in CPT (Fig. 1a,b)
[1, 27]. The rings of 8OG are coplanar (Fig. 1b). The
structure of 7-O-8OG (3) is shown in Fig. 1c. The main
structural difference between 8OG and 7-O-8OG is that the
N7H7 group of the former is replaced by an oxygen atom
(O7) in the latter.

The structure of a derivative of 7-O-8OG (4) in which
the N9H group present in 3 is replaced by a carbon atom to
which a hydrogen atom and an OH group are attached is
shown in Fig. 1d. This substitution was made in 3 to obtain
4 as there is a carbon atom at the 9th position of CPT to
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which an OH group is attached and the H atom of this OH
group makes a hydrogen bond with one of the amino acids
of topo I, which is involved in stabilizing the topo I–DNA
complex [1, 3, 14, 17, 28]. In an experimental study, a
model of CPT analogue-topo I–DNA complex was sug-
gested, according to which the oxygen atom of the 9-OH
group is involved in hydrogen bonding with two different
amino acids while its hydrogen atom is involved in
hydrogen bonding with another amino acid of the topo I
enzyme [29]. When the 9-OH group of CPT was replaced
by a 9-NH2, 9-Cl or 9-Br group, it was found that all the
resulting molecules stabilized the topo I–DNA complex but
less efficiently than CPT [4, 29]. These facts indicate the
importance of the 9-OH group present in the CPT. Previous
studies have also shown that the presence of both the

lactone E ring of CPT and the 9-OH group are very
important in stabilizing the topo I–DNA complex [30–33].
We have 9-H, 9-CH3, 9-C2H5 and 9-C3H7 groups as well as
the 9-OH group, in 3, 5, 6 and 7, respectively (Figs. 1c–e
and 2a,b). These groups were attached to C9 in order to
analyze the role of the 9-C2H5 group in CPT.

The C, B and A rings of CPT were fused to molecule 6
sequentially in order to evaluate the perturbation they cause
to different molecular properties like dipole moment,
charge distribution and surface MEP. When a five-mem-
bered C ring, which is present in CPT, is fused to the D ring
of 6 at the N1C2 bond, we obtain 8, the structure of which
is shown in Fig. 2c. The structure of 9, in which a pyridine
ring (B ring) is fused to the C ring of 8 at the C12C13 bond
is shown in Fig. 2d. When a benzene ring (A ring) is fused

Fig. 2 Optimized structures
of (a) 6, (b) 7, (c) 8, (d) 9, (e) 10
and (f) 11 molecules
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to the B ring of 9 at the C16C21 bond, we obtain 10, the
structure of which is shown in Fig. 2e.

There are only two structural differences between CPT
(1) and 10. (i) The E ring in the former is six-membered
and nonplanar while in the latter, the corresponding ring is
five-membered and planar. (ii) The D ring of 10 contains an
N3 atom instead of the C3H group present in CPT. Thus, 10
differs from 3-azaCPT [4] only with respect to the E ring. It
is interesting to note that both CPT and 3-azaCPT [4] have
intramolecular hydrogen bonding between the H atom of
the 9-OH group and the O8 atom, while in 10, the
corresponding intramolecular hydrogen bonding is absent
(distance H(9-OH)-O8=2.708 and 2.730 Å in gas phase
and aqueous medium, respectively). This indicates that 10
would be stable at physiological pH.

When the N3 atom of 10 is replaced by a C3H group, 11
results, the structure of which is shown in Fig. 2f. Eleven
differs from CPT and homoCPT [7] only with respect to the
E ring. Thus, 11 is a close analogue of CPT (1) and
homoCPT [7]. As intramolecular hydrogen bonding be-
tween the H atom of the 9-OH group and the O8 atom is

absent in 11 (distance H(9-OH)-O8=2.657 and 2.734 Å in
gas phase and aqueous medium, respectively) (Table 1), it
would also be stable at physiological pH. Further, as the A,
B, C and D rings of 10 and 11 are similar to those of CPT,
these two molecules are also expected to be involved in
stacking interactions with the topo I–DNA complex in a
similar manner as CPT.

Solvation energies and dipole moments

Geometry optimizations performed in aqueous media for all
molecules (except 8) enable us to compare their stabilities,
solubilities and other important properties in aqueous media.
Solvation energies (defined as the sum of electrostatic and
non-electrostatic interaction energies between the solvent
and solutes) and dipole moments of all the molecules studied
here (1–11) in aqueous media are shown in Table 2. The
solvation energies of the molecules in aqueous media are
found to be fairly large, between ∼−19 and ∼−34 kcal mol−1

(Table 2). We also find that the solvation energies of 10 and
11 are larger than that of CPT (1) by about 3 and 1 kcal

Table 1 Some important geo-
metrical parameters of 1 (CPT)
obtained by geometry optimi-
zation at the B3LYP/6-311++G
(d, p) level of theory in gas
phase and aqueous media

a Geometrical parameters
obtained in aqueous media are
given in parentheses. Exper-
imental bond lengths and bond
angles for camptothecin
iodoacetate obtained from
Reference [27] are given in
brackets.

Geometrical parametersa

Bond length (Å) Bond angle (deg.)

N1C14 1.473 (1.481) [1.49] N1C6O6 120.8 (121.1) [123.0]
N1C2 1.377 (1.372) [1.31] N1C2C3 121.2 (121.6) [119.0]
C2C3 1.366 (1.370) [1.41] C2N1C14 113.3 (113.5) [114.0]
C3C4 1.418 (1.415) [1.39] C2C3C4 117.3 (117.3) [117.0]
C4C5 1.373 (1.374) [1.33] C2C12N15 126.1 (125.7) [126.0]
C5C6 1.450 (1.446) [1.46] C2C12C13 108.1 (108.1) [107.0]
C6O6 1.231 (1.237) [1.20] C2N1C6 124.9 (124.1) [128.0]
N1C6 1.396 (1.387) [1.40] C6C5C23 117.5 (117.0) [112.0]
O7C8 1.336 (1.329) [1.31] O7C8O8 121.0 (121.5) [122.0]
C8O8 1.207 (1.213) [1.19] C8C9C4 108.9 (109.3) [110.0
C8C9 1.542 (1.537) [1.56] C8C9O9 108.4 (109.4) [109.0]
C9O9 1.414 (1.415) [1.42] C8C9C10 107.7 (106.7) [113.0]
C9C10 1.560 (1.558) [1.60] C9C10C11 113.5 (113.5) [112.0]
C4C9 1.519 (1.520) [1.52] C12N15C16 116.3 (116.3) [115.0]
C10C11 1.529 (1.527) [1.52] C14C13C18 131.9 (131.9) [133.0]
C12C13 1.424 (1.422) [1.44] C16C19C20 120.5 (120.4) [120.0]
C2C12 1.466 (1.464) [1.47] C20C21C22 120.4 (120.4) [123.0]
C13C14 1.503 (1.500) [1.53] C23O7C8 120.8 (120.1) [121.0]
C12N15 1.311 (1.313) [1.31] C14N1C6 121.8 (122.4) [117.0]
C13C18 1.367 (1.369) [1.29] N1C14C13 102.1 (101.6) [100.0]
N15C16 1.363 (1.363) [1.38] C18C17C22 122.6 (122.4) [119.0]
C16C17 1.437 (1.436) [1.42] C12C13C14 109.4 (109.8) [109.0]
C17C18 1.421 (1.420) [1.42] C12C13C18 118.7 (118.2) [118.0]
C16C19 1.419 (1.419) [1.34]
C20C21 1.415 (1.415) [1.43]
C19C20 1.374 (1.374) [1.37]
C21C22 1.374 (1.375) [1.39]
C17C22 1.418 (1.419) [1.40]
C5C23 1.495 (1.492) [1.54]
H9O9 2.046 (2.187)
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mol−1, respectively (Table 2). The calculated dipole
moments of these three molecules in both the gas phase
and aqueous media also follow the same order i.e. 10≥11>
1 (Table 2). Thus, it seems that 10 would be somewhat
more soluble than 11 and CPT (1) in aqueous media.

Surface MEP and drug activities

To study the relative hydrogen-bonding strengths of a series
of molecules approximately, one can use molecular elec-
trostatic potentials (MEP) or molecular electric fields
(MEF) near the corresponding atomic sites at the van der
Waals surfaces [31, 32]. Surface MEP or MEF can be
obtained using CHelpG point charges. Nearly linear
relationships have been found between the MEP or MEF
and experimentally measured hydrogen-bond donating or
accepting abilities of molecules [34–37]. The use of
CHelpG charges are quite appropriate in this context as
these are derived by fitting of surface MEP values. As the
hydrogen bonding strength between topo I and CPT or its
analogues would be an important factor in controlling the
activity of the molecules as drugs, MEP values obtained
using CHelpG charges can be used as a reliable descriptor
of drug activity.

Surface MEP values near the selected atomic sites of the
molecules computed using CHelpG charges obtained using
optimized geometries in the gas phase and aqueous media
are shown in Table 3. We make the following observations
from the MEP values (Table 3):

(1) The MEP values near the different atomic sites in
aqueous media are usually appreciably larger than

those in gas phase. This is due to an appreciable
modification of charge distribution in going from the
gas phase to aqueous media, as shown by the
calculated CHelpG charges. It may also be considered
as arising from a cooperative effect between the
solvent and the solutes, due to which the negative
and positive regions of the solutes are enhanced.
However, the qualitative trends shown by the MEP
values in the gas phase and aqueous media are similar.
The MEP values suggest that all the hydrogen bonds
between the drug molecules and the topo I–DNA
complex would usually be stronger in aqueous media
than those in gas phase.

(2) The MEP magnitudes in aqueous media near O6, O7,
O9 and the H atom of the 9-OH group are larger in 7
than those near the corresponding sites of 5 and 6.
However, the MEP magnitude near O8 in 7 in aqueous
medium is least among the three molecules. These
results show that appreciable effects on hydrogen
bonding involving the above mentioned atomic sites in
aqueous media would be caused by substitutions of
the CH3, C2H5 and C3H7 groups at the C9 position.

(3) According to a model proposed by Redinbo et al. [1],
O6, O7, O8 and the H atom of the 9-OH group of CPT
would be involved in hydrogen bonding with the topo
I–DNA complex. It is also proposed that O9 and N15
atoms of CPT would be involved in hydrogen bonding
with topo I–DNA complex [3, 29]. Considering the
fact that 10 and 11 would stabilize the topo I–DNA
complex in a similar manner as CPT, it is essential to
compare the expected hydrogen-bond strengths in-
volving the above atoms on the basis of MEP values
[31, 32]. On this basis (Table 3), it seems that the
hydrogen-bond strengths involving the four oxygen
atoms and one nitrogen atom where these atoms would
serve as hydrogen bond acceptors would follow the
order O6>O8>O7>O9>N15. The H atom of the
9-OH group would be a hydrogen bond donor. This
property of the H atom of the 9-OH group corresponds
to the positive surface MEP values near this site in the
different molecules (Table 3).

(4) Sums of MEP magnitudes near the appropriate sites in
the different molecules can be treated as overall
descriptors of hydrogen-bonding strength or drug
activity. The sums of MEP magnitudes near the O6,
O7, O8, O9 and N15 atoms in 1, 10 and 11 in the gas
phase follow the order 10 (231.8)≅11 (231.8)>1
(224.3), while in aqueous media, the order changes
to 10 (330.2)>11 (292.9)>1 (232.9), where the MEP
values in kcal mol−1 are given in parentheses (Table 3).
The MEP values near the H atom of the 9-OH group
in both the gas phase and aqueous media follow the
order 11>10>1. The surface MEP value near the H

Table 2 Solvation energies (ΔEs) (kcal mol−1) and dipole moments
(Debye) of 1–11 obtained by geometry optimization in aqueous
media, unless otherwise specifieda

Molecule ΔEs Dipole moments

Gas phase Aqueous media

1 −19.47 6.77 9.11
2 −26.01 6.81 10.01
3 −27.87 8.85 13.40
4 −33.66 6.86 11.56
5 −26.22 7.31 11.71
6 −23.58 6.88 11.25
7 −24.05 6.82 11.35
8b −18.88 6.16 8.82
9 −20.56 6.78 11.01
10 −22.03 7.56 10.38
11 −20.20 7.38 9.75

a Structures are shown in Figs. 1 and 2.
b As the geometry of 8 could not be optimized in aqueous media,
solvation energy and dipole moment for this molecule were obtained
by a single point energy calculation using the gas phase optimized
geometry.
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atom of the 9-OH group of CPT [1] is appreciably
smaller than the corresponding MEP values in 10 and
11 (Table 3). This is because in the case of CPT, there
is an intramolecular hydrogen bond between the H
atom of 9-OH group and the O8 atom (Table 1). Due
to the influence of the O8 atom of CPT, the positive
surface MEP value near the H atom of the 9-OH group
is reduced.

(5) As solvation energies are appreciable (Table 2), the
effects of aqueous media should be considered in
dealing with the MEP values and activities of the
molecules as drugs. On the basis of the MEP values in
aqueous media, it appears that molecules 10 and 11
would make strong hydrogen bonds with the topo
I–DNA complex.

Conclusions

We arrive at the following conclusions from the present
study. Out of the eleven molecules of which the geometries
and surface MEP have been studied here, two i.e. 10 and 11
are close analogues of CPT. There is a five-membered E
ring in each of 10 and 11 while there is a six-membered E
ring in CPT. The six-membered E rings of CPT is
nonplanar while the corresponding five-membered E rings
of 10 and 11 are planar. Due to the nonplanarity of the E
ring in CPT, an intramolecular hydrogen bond is formed
between the hydrogen atom of the 9-OH group and the O8
atom, due to which the molecule undergoes hydrolysis at
physiological pH easily. The potency of CPT may also be
lowered for this reason. This effect is not present in 10 and
11 and, therefore, these molecules would be stable at
physiological pH. On the basis of the calculated surface
MEP values in aqueous media near the atoms of 10 and 11
that are believed to be involved in stabilizing the topo
I–DNA complex via hydrogen bonding, it appears that 10
and 11 would make strong hydrogen bonds with the topo
I–DNA complex. Further, as the A, B, C and D rings of 10
and 11 are similar to those of CPT, these molecules are
expected to be involved in stacking interactions with the
topo I–DNA complex in a similar manner as CPT. Thus,
due to close structural analogy with CPT, the absence of the
intramolecular hydrogen bonds mentioned above and
surface MEP values, it appears that 10 and 11 would be
potent topo I inhibitors. However, this remains to be
verified experimentally.

Acknowledgements The authors thank the Council of Scientific and
Industrial Research (New Delhi) and the University Grants Commis-
sion (New Delhi) for financial support.T

ab
le

3
S
ur
fa
ce

m
ol
ec
ul
ar

el
ec
tr
os
ta
tic

po
te
nt
ia
ls
(M

E
P
)
(k
ca
l
m
ol

−1
)
ne
ar

ce
rt
ai
n
se
le
ct
ed

at
om

ic
si
te
s
of

th
e
m
ol
ec
ul
es

1–
11

at
th
e
va
n
de
r
W
aa
ls
su
rf
ac
es

co
m
pu

te
d
us
in
g
C
H
el
pG

ch
ar
ge
s

ob
ta
in
ed

by
ge
om

et
ry

op
tim

iz
at
io
n
in

ga
s
ph

as
e
(o
ut
si
de

pa
re
nt
he
se
s)

an
d
aq
ue
ou

s
m
ed
ia

(i
ns
id
e
pa

re
nt
he
se
s)

at
th
e
B
3L

Y
P
/6
-3
11
+
+
G
(d
,p
)
le
ve
l
of

th
eo
ry

a

S
ite
s

S
ur
fa
ce

M
E
P

1b
2c

3c
4

5
6

7
8d

9
10

11
b

N
3

−2
7.
77

(−
27
.4
1)

−2
2.
01

(−
18
.7
6)

−3
8.
67

(−
46
.1
3)

−3
9.
58

(−
47
.0
9)

−4
2.
42

(−
49
.9
9)

−4
1.
34

(−
48
.0
9)

−4
3.
08

(−
59
.6
8)

−4
4.
93

(−
75
.4
6)

−4
0.
95

(−
65
.7
1)

O
6

−5
7.
31

(−
58
.6
1)

−5
7.
32

(−
71
.6
2)

−5
8.
57

(−
81
.4
7)

−5
6.
82

(−
79
.2
9)

−5
7.
67

(−
78
.5
6)

−5
7.
74

(−
77
.7
9)

−5
7.
83

(−
79
.7
7)

−5
6.
04

(−
64
.9
2)

−5
5.
91

(−
69
.3
3)

−5
6.
55

(−
69
.7
9)

−5
6.
55

(−
78
.3
3)

O
7

−4
0.
00

(−
43
.7
6)

−3
6.
24

(−
58
.5
9)

−3
4.
28

(−
57
.8
6)

−3
7.
58

(−
60
.0
9)

−3
7.
58

( −
59
.3
5)

−3
7.
07

(−
67
.1
8)

−3
7.
73

(−
55
.3
9)

−3
7.
34

(−
64
.2
1)

−3
6.
94

(−
64
.2
1)

−3
6.
94

(−
63
.6
1)

O
8

−5
1.
29

(−
54
.9
5)

−6
2.
69

(−
79
.6
3)

−5
7.
12

(−
76
.0
6)

−4
6.
41

(−
65
.7
3)

−4
7.
89

(−
65
.0
8)

−4
6.
51

(−
61
.1
8)

−4
6.
01

(−
59
.4
8)

−4
5.
39

(−
54
.7
8)

−4
5.
35

(−
54
.8
1)

−4
7.
23

(−
54
.8
1)

−4
7.
23

(−
61
.4
2)

O
9

−3
9.
89

(−
40
.1
2)

−4
2.
69

(−
48
.3
3)

−4
3.
98

(−
51
.6
7)

−4
6.
03

(−
54
.1
3)

−4
6.
62

(−
59
.3
4)

−4
5.
56

(−
61
.0
3)

−4
6.
76

(−
66
.6
8)

−4
5.
68

(−
66
.6
8)

− 4
5.
68

(−
48
.2
2)

H
(9
-O

H
)

18
.2
0
(2
7.
70
)

42
.7
8
(5
9.
35
)

38
.8
3
(4
9.
85
)

40
.2
9
(4
0.
88
)

44
.7
5
(5
1.
19
)

41
.2
6
(4
3.
67
)

40
.0
8
(4
3.
43
)

42
.8
5
(5
6.
44
)

46
.1
1
(5
8.
06
)

N
15

−3
5.
77

(−
35
.4
3)

−4
4.
30

(−
74
.7
5)

−4
5.
39

(−
74
.7
5)

−4
5.
39

(−
41
.3
5)

a
S
tr
uc
tu
re
s
of

th
e
m
ol
ec
ul
es

ar
e
sh
ow

n
in

F
ig
s.
1
an
d
2.

b
In

th
is
ca
se
,
th
er
e
is
a
C
3H

gr
ou

p
in

pl
ac
e
of

th
e
N
3
at
om

(F
ig
s.
1a

an
d
2f
).

c
In

2
an
d
3,

th
er
e
is
a
N
9
at
om

in
pl
ac
e
of

C
9
at
om

.
In

2,
th
er
e
is
a
N
7H

gr
ou

p
in

pl
ac
e
of

th
e
O
7
at
om

.
d
O
bt
ai
ne
d
by

si
ng

le
-p
oi
nt

ca
lc
ul
at
io
n
in

aq
ue
ou

s
m
ed
iu
m

us
in
g
th
e
ga
s-
ph

as
e
op

tim
iz
ed

ge
om

et
ry
.

J Mol Model (2007) 13:267–274 273



References

1. Redinbo MR, Stewart L, Kuhn P, Champoux JJ, Hol WGJ (1988)
Science 279:1504–1513

2. Sanna N, Chillemi G, Grandi A, Castelli S, Desideri A, Barone V
(2005) J Am Chem Soc 127:15429–15436

3. Kerrigan JE, Pilch DS (2001) Biochem 40:9792–9798
4. Hecht SM (2005) Curr Med Chem-Anti-Cancer Agents 5:353–362
5. Veadu B, Woynarowski JM, Manikumar G, Wani MC, Wall ME,

Hoff DDV, Wadkins R (2000) Mol Pharmacol 57:243–251
6. Rahier NJ, Eisenhauer BM, Gao R, Thomas SJ, Hecht SM (2005)

Bioorg Med Chem 13:1381–1386
7. Bailly C, Lansiaux A, Dassonneville L, Demarquay D, Coulomb

H, Huchet M, Lavergne O, Bigg DCH (1999) Biochem 38:15556–
15563

8. Rahier NJ, Eisenhauer BM, Gao R, Jones SH, Hecht SM (2004)
Org Lett 6:321–324

9. Wang L-K, Rogers BD, Hecht SM (1996) Chem Res Toxicol
9:75–83

10. Lavergene O, Lesueur-Ginot L, Pla Rodas F, Bigg DCH (1997)
Biorg Med Chem Lett 7:2235–2238

11. Bailly C (2003) Crit Rev Oncol Hematol 45:91–108
12. Lesueur-Ginot L, Demarquay D, Kiss R, Kasprzyk PG, Dassonneville

L, Bailly C, Camara J, Lavergne O, Bigg DCH (1999) Can Res
59:2939–2943

13. Cheng K, Rahier NJ, Eisenhauer BM, Gao R, Thomas SJ, Hecht
SM (2004) J Am Chem Soc 127:838–839

14. Fan Y, Weinstein JN, Kohn KW, Shi LM, Pommier YJ (1998)
Med Chem 41:2216–2226

15. Staker BL, Hjerrild K, Feese MD, Behnke CA, Burgin AB,
Stewart L (2002) Proc Natl Acad Sci (USA) 99:15387–15392

16. Jena NR, Mishra PC (2005) J Phys Chem B 109:14205–14218
17. Jena NR, Mishra PC, J Comput Chem (accepted)
18. Cheng X, Kelso C, Hornak V, Santos CDI, Grollman AP,

Simmerling C (2005) J Am Chem Soc 127:13906–13918
19. Lesher D-TT, Pommier Y, Stewart L, Redinbo MR (2002) Proc

Natl Acad Sc (USA) 99:12102–12107
20. Singh AK, Mishra PC (2005) Int J Quant Chem 102:343–351
21. Becke AD (1996) J Chem Phys 104:1040–1046
22. Lee C, Yang W, Parr RG (1988) Phys Rev B 37:785–789
23. Cossi M, Barone V, Cammi R, Tomaso J (1996) Chem Phys Lett

255:327–335
24. Frisch AE, Dennington RD, Keith TA, Nielsen AB, Holder AJ

(2003) GaussView, Rev 3.9. Gaussian, Pittsburg PA
25. Frisch MJ, Trucks GW, Schlegel HB, Scuseria GE, Robb MA,

Cheeseman JR, Zakrzewski VG, Montgomery JA, Stratman RE,

Burant JC, Dapprich S, Millam JM, Daniels AD, Kudin KN,
Strain MC, Farkas O, Tomasi J, Barone V, Cossi M, Cammi R,
Mennucci B, Pomelli C, Adamo C, Clifford S, Ochterski J,
Petersson GA, Ayala PY, Cui Q, Morokuma K, Malick DK,
Rabuck AD, Raghavachari K, Foresman JB, Cioslowski J, Ortiz
JV, Baboul AG, Stefanov BB, Liu C, Liashenko A, Piskorz P,
Komaromi, I, Gomperts R, Martin RL, Fox DJ, Keith T, Al-
Laham MA, Peng CY, Nanayakkara A, Gonzalez C, Challacombe
M, Gill PMW, Johnson BG, Chen W, Wong MW, Andres JL,
Gonzales C, Head-Gordon M, Replogle ES, Pople JA (1998)
Gaussian 98. Gaussian Inc, Pittsburgh PA

26. Frisch MJ, Trucks GW, Schlegel HB, Scuseria GE, Robb MA,
Cheeseman JR, Montgomery JA, 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, Bakken V, 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 (2003) Gaussian 03.
Gaussian, Wallingford CT

27. McPhail AT, Sim GA (1968) J Chem Soc B 923–928
28. Wang X, Zhou X, Hecht SM (1999) Biochem 38:4374–4381
29. Laco GS, Collins JR, Luke BT, Kroth H, Sayer JM, Jerina DM,

Pommier Y (2002) Biochem 41:1428–1435
30. Cagir A, Jones, SH, Eisenhauer BM, Hecht SM (2003) J Am

Chem Soc 125:13628–13629
31. Cagir A, Jones SH, Eisenhauer BM, Gao R, Hecht SM (2004)

Bioorg Med Chem Lett 14:2051–2054
32. Cagir A, Jones SH, Eisenhauer BM, Gao R, Thomas SJ, Hecht

SM (2004) Bioorg Med Chem 12:6287–6299
33. Rahier NJ, Eisenhauer BM, Gao R, Thomas SJ, Hecht SM (2005)

Bioorg Med Chem 13:1381–1386
34. Mohan CG, Kumar A, Mishra PC (1995) J Mol Struct

(Theochem) 332:171–176
35. Mishra PC, Kumar A (1995) Topics Curr Chem 174:27–43
36. Murray JS, Politzer PJ (1992) Chem Res (S) 110–111
37. Hagelin H, Brinck T, Berthelot M, Murray JS, Politzer P (1995)

Can J Chem 73:483–488

274 J Mol Model (2007) 13:267–274


	A theoretical study of some new analogues of the anti-cancer drug camptothecin
	Abstract
	Introduction
	Computational methodology
	Results and discussion
	Structures of CPT and other molecules
	Solvation energies and dipole moments
	Surface MEP and drug activities

	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


