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Abstract ATP-binding cassette (ABC) transporters encom-
pass membrane transport proteins that couple the energy
derived from ATP hydrolysis to the translocation of solutes
across biological membranes. The functions of these
proteins include ancient and conserved mechanisms related
to nutrition and pathogenesis in bacteria, spore formation in
fungi, and signal transduction, protein secretion and antigen
presentation in eukaryotes. Furthermore, one of the major
causes of drug resistance and chemotherapeutic failure in
both cancer and anti-infective therapies is the active
movement of compounds across membranes carried out by
ABC transporters. Thus, the clinical relevance of ABC
transporters is enormous, and the membrane transporters
related to chemoresistance are among the best-studied
members of the ABC transporter superfamily. As ABC
transporter blockers can be used in combination with current
drugs to increase their efficacy, the (possible) impact of
efflux pump inhibitors is of great clinical interest. The
present review summarizes the progress made in recent years
in the identification, design, availability, and applicability of
ABC transporter blockers in experimental scenarios oriented
towards improving the treatment of infectious diseases
caused by microorganisms including parasites.

A. Ponte-Sucre (P<))

Laboratorio de Fisiologia Molecular,

Instituto de Medicina Experimental, Facultad de Medicina,
Universidad Central de Venezuela,

Caracas, Venezuela

e-mail: aiponte@gmail.com

Present address:

A. Ponte-Sucre

Institut fiir Molekulare Infektionsbiologie, Universitdt Wiirzburg,
Rontgenring 11,

97070 Wurzburg, Germany

Keywords ABC transporters - ABC transporter blockers -
Microorganisms - Drug resistance

Introduction

ATP-binding cassette (ABC) transporters comprise an
ancient superfamily of evolutionarily conserved proteins
spanning from bacteria to humans (Dassa and Bouige
2001). They are integral membrane proteins that actively
transport chemically diverse substrates across the lipid
bilayer of cellular membranes and are involved in many
cellular processes (Higgins 1992; Holland and Blight
1999). One of their outstanding characteristics is that the
movement of molecules through ABC transporters, coupled
to ATP hydrolysis, can be outward (export, secretion) or
inward (import; Holland and Blight 1999; Saurin et al.
1999).

In bacteria, ABC transporters may export substrates,
including drugs and antibiotics, or mediate the uptake of
essential nutrients (Sheps and Ling 2006). In fact, in
prokaryote systems, ABC transporters are required for the
uptake of small solutes like histidine, maltose, peptides, or
ribose (Ehrmann et al. 1998; Holland and Blight 1999);
however, most ABC transporters found in fungi and
parasites function almost exclusively as exporters, mediat-
ing the translocation of substrates from the ATP-rich
cytosol out of the cell or into intracellular organelles
(Saurin et al. 1999; Sheps and Ling 2006). Notably, certain
ABC transporters found in bacteria, pathogenic fungi, and
parasites are involved in resistance to antimicrobial drugs
(Klokouzas et al. 2003; Lage 2003; McKeegan et al. 2004).

In mammals, ABC transporters are of great clinical
interest, as they are associated with chemoresistance mainly
through overexpression of the multidrug-resistance (MDR)
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proteins (also known as ABCB1; Borst et al. 2000), MRP
(also known as ABCC1; Cole and Deeley 1998; McKeegan
et al. 2004), and the breast cancer resistance proteins (BCRP,
ABCG2; mitoxantrone resistance proteins; Doyle et al.
1998; Maliepaard et al. 1999). Mammalian ABC trans-
porters are also involved in diseases like cystic fibrosis
where mutations in the chloride anion transporter regulator
impair the movement of chloride through channels located
in secretory epithelia (Holland and Blight 1999; Dean et al.
2006), secondary diabetes and children’s hyperinsulinemic
hypoglycemia where mutations in the sulfonylurea regula-
tor impair the correct function of the ATP-sensitive K"
channel present in the plasma membrane of pancreatic cells
(Thomas et al. 1996; Cole and Deeley 1998; Dean et al.
2006), or the X-linked peroxysome disorder, known as
adrenoleucodystrophia, where mutations in the ABCDI1
gene encoding the adrenoleukodystrophy protein impair the
transport of a yet unknown substrate into the peroxysome
(Berger and Gartner 2006). Additionally, ABC transporters
like TAP1 and TAP2 transport antigenic peptides across the
endoplasmic reticulum and play a central role in antigen
processing. Finally, ABC transporters may be located in
epithelial cells and are, therefore, associated with drug
delivery and interaction (Dean et al. 2000).

Of note, more than 100 ABC transporters have been
described until now, spanning from bacteria to humans;
however, the function of many of these conserved and
relevant proteins still remains unknown (Pedersen 2005;
Sheps and Ling 20006).

The present review summarizes the progress made in
recent years in the identification, design, feasibility, and
value of ABC transporter blockers in experimental and
therapeutic scenarios associated with infectious diseases
caused by microorganisms including parasites.

How to define an ABC transporter?

An ABC transporter is a transport ATPase. ABC specifies for
“ATP binding cassette”, a term used by Hyde et al. (1990)
and Higgins (1992) in reference to the distinguishing feature
of this transport ATPase class (Pedersen 2005). These
transporters usually contain the “Walker A and B consensus
motifs” twice in the same polypeptide chain, denoting the
presence of two nucleotide binding sites; however, the two
nucleotide binding sites can also be found in different poly-
peptides (McKeegan et al. 2004; Pedersen 2005). An up-
dated description of the nomenclature on ABC transporters
is provided at http://www.gene.ucl.ac.uk/nomenclature/
genefamily/abc.html.

Most of our knowledge about ABC transporters is derived
from studies of the mammalian P-glycoprotein (P-gp), an
organic cation pump that is the product of the ABCBI gene
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(Leonard et al. 2003; Higgins 2007). Comparison of the
hydropathy profiles of mammalian P-gp with a multifunc-
tional family of bacterial transporters revealed that both
protein types share an extensive transmembrane region
resembling that found in pore-forming plasma membrane
proteins (Gerlach et al. 1986). The comparison also re-
vealed that their C-terminals contain sequences homolo-
gous to the nucleotide-binding domains of ATP-binding
proteins (Gerlach et al. 1986). These data permit the recog-
nition of P-gp as a eukaryotic homologue of the multifunc-
tional family of bacterial transporters, later known as the
ABC superfamily (Sheps and Ling 2006). Finally, the close
similarity of the P-gp with the hemolysin B transport protein
supports a functional model for P-gp as an efflux pump
which transports a wide variety of substrates (Gerlach et al.
1986; Hyde et al. 1990).

Due to limited writing space and as this review will cover
only a specific area of the literature related to ABC trans-
porters and their blockers, readers are referred to the
following comprehensive and excellent reviews on the
structure and function of ABC transporters including details
on their evolution, distribution, biology, and physiology:
Hyde etal. 1990; Higgins 1992; van Veen and Konings 1997;
Ambudkar et al. 1999; Holland and Blight 1999; Dassa and
Bouige 2001; Paulsen 2003; McKeegan et al. 2004; Jones
and George 2005; Dean et al. 2006; Shilling et al. 2006;
Higgins 2007.

Structure-activity relationships in ABC
transporter blockers

Although the physiological functions of ABC transporters
are not well known, their wide distribution through all
kingdoms in nature strongly suggest that they must be
crucial for cell and organism survival. Furthermore, a
common characteristic of ABC transporters is their location
either at the plasma membrane or at the membranes of
intracellular organelles, as well as their extremely con-
served role in the translocation of molecules through
different cell barriers.

Despite the structural variations found among ABC
transporters, most of these proteins recognize similar dyes,
toxic ions, and clinically relevant antibiotics and anticancer
drugs (van Veen 2001). Typically, ABC transporters possess
transmembrane domains, which anchor the protein to the
membrane, and form a pore through which the transport of
substrates occurs, and the ATP binding domains, which
provide the molecular compartment where the ATP energy
is released (McKeegan et al. 2004). However, high-
resolution structural data are available for only few of the
ABC transporters (Holland and Blight 1999; McKeegan et
al. 2004; Higgins 2007), and the three-dimensional struc-
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tures that are known, although valuable, provide only a
static view of the transporter (McKeegan et al. 2004). For
a full understanding of drug/ABC transporter interaction
mechanisms and biology, the structure of many trans-
porters, with and without substrates, is thus required
(McKeegan et al. 2004; Higgins 2007).

Furthermore, still to be elucidated are the architecture of
drug and modulator binding sites, the way in which the
energy released from the ABC domains is transferred to the
transport module, and the details of the transport mecha-
nism (Pedersen 2005; Sheps and Ling 2006; Higgins 2007).
This information is fundamental for a rational design of
drugs to block the activity of ABC transporters (van der
Heide and Poolman 2002; Shilling et al. 2006).

The substrate molecules for ABC transporters exhibit a
wide variety of chemical structures (Holland and Blight
1999). Inorganic ions, organic compounds, bile acids,
glutathione and glucoronide conjugates, lipids, and even
small peptides can be translocated through ABC trans-
porters (Holland and Blight 1999). This wide variety of
substrates impairs an understanding of the structure—activity
relationship (SAR) that underlies the transport mechanisms
of ABC transporters (Stouch and Gudmundsson 2002;
Boumendjel et al. 2005) and hinders the design of specific
inhibitors needed to block their function.

Finally, due to the wide distribution and multiple
mechanisms related to ABC transporters from bacteria to
humans, an effective inhibition of ABC transporters in the
organisms where they have been described requires more
knowledge about their physiological functions and the
factors affecting their expression (van Veen and Konings
1997), as well as about fundamental principles which are
common to ABC transporters (Holland and Blight 1999).

Development of ABC transporter blockers

A mechanism that reduces intracellular drug accumulation
constitutes a simple and efficient way to achieve drug
resistance because it reduces the amount of drug reaching
the target, and thus, the level of cytotoxicity (Fojo and
Bates 2003). Indeed, drug export by transporters is a
common mechanism for drug resistance (Fojo and Bates
2003), and the discovery and/or design of transporter
blockers is thus a clinically relevant endeavor. Unfortu-
nately, progress in this area has been slower than expected.
In fact, P-gp inhibitors should prevent drug extrusion from
cells by ABC transporters, and thus, increase the cytotoxic
action of drugs transported by ABC transporters, but as
they act on multiple ABC transporters, they could induce an
enhanced level of toxicity at different non-target sites
(Sheps and Ling 2006). Nevertheless, the information
obtained to date has been helpful for understanding the

SAR, the architecture of the binding sites for drug and
modulator, and the link between energy generation and
drug translocation functions, as well as for the rational
design of drugs to block the activity of ABC transporters.

P-gp modulation occurs by different means for different
classes of compounds. P-gp inhibitors may interact directly
with the protein through one or more of the P-gp binding
sites, thereby blocking (competitively or non-competitively)
the transport of substrates. Interestingly, the data suggest
them to be multiple interacting drug-binding sites, but can
also hold one single, large flexible pocket (Higgins 2007).
Alternatively, an inhibitor may prevent ATP binding, ATP
hydrolysis, or the coupling of ATP hydrolysis to the
translocation of substrates (Ambudkar et al. 1999).

ABC transporter blockers are classified in three gener-
ations. First generation inhibitors are pharmaceuticals
already in use for other treatments but also able to block
P-gp, such as calcium channel inhibitors like verapamil,
immunosupressants like cyclosporin A, anti-arrhythmics
and neuroleptics like quinidine, reserpine, and yohimbine,
and antiestrogens like tamoxifen and toremifene (Table 1;
Varma et al. 2003). The clinical efficacy of these com-
pounds is limited by their toxicity (Krishna and Mayer
2000; McKeegan et al. 2004). For example, verapamil
produces cardiac cytotoxicity at the concentration needed to
inhibit drug resistance. This fundamental drawback has
stimulated the development of modulators lacking the toxic
side effects of first generation compounds.

Second generation P-gp modulators like R-verapamil,
GF120918, MS-209, PSC-833, VX-710, or VX-853 were
derived from first generation P-gp modulators with the
specific purpose of decreasing drug resistance (Table 1).
For example, the compound PSC-833 (valspodar) was
developed in an effort to find a non-immune-suppressant
analogue of the natural chemosensitizer, cyclosporine A
(Boesch et al. 1991). This compound is tenfold more active
than cyclosporine in blocking the ABC transporters
associated to drug resistance and has already undergone
clinical trials (Fracasso 2001). Unfortunately, although
second generation modulators are much less toxic than
first generation modulators, they can still produce extreme
side effects (Krishna and Mayer 2000; Fracasso 2001;
McKeegan et al. 2004), especially due to an inhibition of
multiple cell ABC transporters and to drug—drug interac-
tions (Balayssac et al. 2005; Varma et al. 2003).

Third generation modulators such as LY335979,
0C144093, R101933, and XR9576, which are highly
selective inhibitors of P-gp, are still under development
(Table 1; Dantzig et al. 2003).

Analysis of the large variety of compounds that can be
substrates or blockers of ABC transporters revealed that the
design of these chemosensitizers should, in general, include
one protonable nitrogen as well as a planar aromatic region.
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Table 1 Selected ABC transporter (P-gp-specific) inhibitors®

Pharmacological
group

Name of the individual drugs

Analeptics
Antiarythmics
Antibiotics
Anticancer drugs
Antidepressants
Antiestrogens
Antihistamines
Anti-parasitic

Calcium channel
blockers

Coronary
vasodilators
Diuretics
HIV protease
inhibitors
Immunosupressants
Neuroleptics
Local anesthetics
Proton pump
inhibitors
Steroid hormones
Surfactants
Toxic peptides

Others

Almitrine

Amiodarone, lidocaine, quinidineb

Clarithromycine, erythromicine

Actinomycine D, doxorubicin, vinblastine

Chlorimipramine, imipramine, paroxetine

Tamoxifen®, toremifena®

Terfenadine

Chloroquine, emetine, hydroxicholoroquine,
quinacrine, quinine

Bepridil, diltiazem, felopidine, nifedipine,
nisolpidine, nitrendipine, tiapamil,
verapamil®

Dipyrodamole

Amiloride
Indinavir, retanavir, ritonavir, sequinavir

Cyclosporin A®, FK 506, PSC833
Reserpine®, yohimbine”

Bipucaine

Esomeprezole, lansoprazole, omeprazole

Progesterone

Triton X-100, Tween 80, vremophor-EL

N-acetyl-leucyl-leucinal, gramcidine, D,
valinomycin

GF120918¢, LY3359799, MS-209°,
0C144093¢, PSC-833¢, R101933¢,

R-verapamil®, VX-710°, VX-853°, XR9576"

#Modified from Wiese and Pajeva 2001, Lage 2003, Varma et al. 2003,

Mullin et al. 2004

® First-generation inhibitors
¢ Second-generation inhibitors
4 Third-generation inhibitors

In addition, the compounds should be highly lipophilic and
able to form numerous and strong H-bond interactions with
the ABC transporter (Seelig 1998). Following these guide-
lines, numerous compounds have been either synthesized or
isolated from plants and then tested as ABC transporter
blockers, especially against P-gp and MRP-1.

Recently designed compounds include inhibitors having
the 17—azapentacyclo[6,6,5,02’7,09’14,015’19]-nonadeca—2,
4,6,9(14),10,12-esene-16,18 dione scaffold (Bisi et al.
2006). These compounds inhibited the translocation of fluo-
rescent rhodamine 123 through ABC transporters expressed
in L5178 mouse T cell lymphoma cells infected with the
pHq MDRI1/A retrovirus (Bisi et al. 2006). Importantly,
compounds with the dione scaffold inhibit drug transloca-
tion fivefold times more effectively than verapamil.

Natural inhibitors include flavonoids extracted from
plants. They have a very low toxicity and increase the
cellular accumulation of substances like the fluorescent
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substrate thodamine 123 in MDR P-gp-overexpressing KB-
C2 cells due to a selective inhibition of ABC transporters
(Kitagawa 2006). These flavonoids are many times more
active than verapamil; their inhibitory activity was found to
correlate with their hydrophobicity as measured through
their capacity to dissolve in octanol and are much safer than
previously designed chemosensitizers (Choi et al. 2002). Of
note, flavonoids do not bind to the transmembrane domains,
but rather to the nucleotide-binding domain of ABC trans-
porters, although in a site different from that occupied by
ATP (Dayan et al. 1997).

Many P-gp inhibitors have also been tested against MRP-
1 or BCRP, but unfortunately, most of them had no in-
hibitory effect (Allen et al. 2002; Boumendjel et al. 2005).
This was somehow predictable, as P-gp recognizes hydro-
phobic compounds, while MRP-1 recognizes hydrophilic
substrates (Boumendjel et al. 2005), although difficult to
understand as BCRP transports structurally and functional-
ly diverse organic substrates, including hydrophobic com-
pounds, weak bases, organic anions, and glucuronide-,
sulfate-, glutamylate- and glutathione-conjugates (van
Herwaarden and Schinkel 2006).

ABC transporter blockers: difficulties associated
with their design

ABC transporters have a strongly conserved primary
sequence; however, few orthologous pairs of transporters
are shared between phyla (Sheps et al. 2004). This
characteristic, together with the extended substrate flexibil-
ity recognition of ABC transporters, suggests that redun-
dancy in ABC transporters for the same substrate renders
gene loses tolerable (Sheps et al. 2004). Furthermore, the
presence of multiple binding sites complicates the under-
standing of a SAR for P-gp and MRP-1 and hinders the
development of inhibitors (Wiese and Pajeva 2001; Varma
et al. 2003; Boumendjel et al. 2005).

Additionally, the speed at which P-gp and ABC transporters
in general move substrates across membranes is crucial, and
the analysis of drug resistance of a cell to a given compound
must thus consider the membrane and the transporter as a
functionally integrated unit (Sheps and Ling 2006). For
example, in the case of hydrophobic compounds and their
interaction with P-gp, the deciding factor in determining
whether a compound is a P-gp substrate or inhibitor is the
speed at which the substrate migrates across the membrane
rather than its membrane affinity (Etian et al. 1996).

Slowly permeating substances are transported out of the
cell by P-gp, whereas those permeating rapidly act as P-gp
inhibitors. This means that if the P-gp modulator is cycled
repeatedly, it prevents the export of the accompanying drug,
increasing its concentration in the cell; in this case, the
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modulator acts as a competitive inhibitor (Varma et al.
2003). Furthermore, changes in membrane dynamics might
allow drugs to enter the cell more rapidly than P-gp can
export them, thereby reducing resistance (Kamau et al.
2005). Taken together, this means that the critical parameter
determining whether a cell resists a drug is not the extra-
cellular concentration of drug, but rather the intracellular
concentration set by the equilibrium between drug inflow
through the membrane and drug export by the cell’s
competent transporters (Sheps and Ling 2006).

The central paradigm of SAR is that compounds with
similar structures act at the same site and with the same mech -
anism (Wiese and Pajeva 2001; Stouch and Gudmundsson
2002; Boumendjel et al. 2005). Unfortunately, as already
discussed, inhibition and/or binding at P-gp, MRP-1, or ABC
transporters in general can occur via different mechanisms as
well as at a number of different sites. As a consequence, a
general SAR of substrate or inhibitors of ABC transporters
has been difficult to achieve, and a successful design of ABC
transporter substrates, modulators, and blockers has thus
been hindered by an incomplete understanding of the
mechanisms and biology of these transporters.

Applications of ABC transporter blockers

ABC transporters expressed in wild-type cells help to
maintain low levels of xenobiotics in the cells, modulate
drug—drug interaction, and facilitate normal disposal of
drugs. In fact, their function limits the achievements of
membrane transport systems because they pump back
substances into the compartments where they were origi-
nally located (Sheps and Ling 2006).

One of the purposes of the present review was to update
the progress made in recent years in the identification, design,
feasibility, and value of ABC transporter blockers linked to
diseases caused by microorganisms including parasites. Due
to the multiple mechanisms where ABC transporters are
involved, their blockers are extremely valuable, and they may
contribute at either the cellular or the systemic level to
increase the efficiency of the primarily administered drug or
to predict whether an organism is resistant to a drug or to
trace the location of ABC transporters in vivo. Herein, we
will briefly present some of these applications and stress the
significance that ABC transporter blockers could have for the
clinical scenario.

Contributions of ABC transporter blockers
at the cellular level

As drug transporters are responsible for much of the
increasing development of drug resistance, and thus, for
one of the main impediments to successful chemotherapy,

various approaches have been undertaken to overcome this
problem. One approach would be to develop drugs that are
minimally used as substrates by the ABC transporters. On the
other hand, the design of specific blockers for ABC
transporters is one of the most promising approaches to
overcome the limited success of antimicrobial and anti-
parasitic chemotherapy.

The search for new antibiotics and anti-parasitic drugs
that are minimally used as ABC transporter substrates has
been going on, as the drug efflux mediated by these
proteins was identified as a mechanism of drug resistance.
To this end, new ketolides, macrolides, and tetracyclines as
well as fluoroquines are designed against both Gram" and
Gram bacteria (Lomovskaya and Watkins 2001). For
example, the new tetracyclines (glycylcyclines) do not
generate drug resistance because they are not recognized by
ABC transporters, and therefore, are not transported out of
the cell. Approaches to modify existing classes of drugs to
enable them to avoid efflux pumps have been less
successful in Gram  compared to Gram' bacteria. One of
the reasons for this is that drugs have to be amphiphilic to
cross both membranes of the Gram bacteria, a property
that makes them good substrates for ABC transporters
(Lomovskaya et al. 2001).

On the other hand, the isolation and design of specific
blockers for ABC transporters to act against microorgan-
isms has also been attempted. For example, quinolone
derivatives, as well as other alkoxyquinoline derivatives
and semi-synthetic derivatives of tetracyclines, inhibit the
efflux of antibiotics and restore, at least partially, the
susceptibility of bacteria to different antibiotics (Nelson and
Levy 1999; Mallea et al. 2003; McKeegan et al. 2004).
However, the success of this approach has so far been
limited. Although the activity of classical ketolides and
macrolides against Gram™ macrolide-resistant bacteria is
enhanced by the presence of an ABC transporter blocker,
this is not the case for newly designed macrolides or
fluoroquinolines (Lomovskaya and Watkins 2001).

In the case of parasites, it has recently been reported that
dihydroethanoanthracene derivatives (Pradines et al. 2002)
and dihydro--agarofuran sesquiterpenes isolated from the
roots of Mayetna magallanica and M. chubutensis have
been tested as inhibitors of ABC transporters in both
Leishmania and Plasmodium (Kennedy et al. 2001;
Pradines et al. 2002). Additionally, of 21 classical anti-
parasitic drugs, most of which are flavonoids, 14 inhibit
ABC transporters expressed in human intestinal epithelial
CaCo-2 cells. Only quinine, which is also the most active
compound all 21 drugs, is simultaneously an inhibitor and a
substrate of the ABC transporters expressed in these cells;
the rest of the anti-parasitic drugs act only as inhibitors
(Hayeshi et al. 2006). Notably Leishmania promastigotes
resistant to ABC transporter blockers have been selected
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and characterized (Ponte-Sucre et al. 1997; Silva et al.
2004; Uzcategui et al. 2005; Machuca et al. 2006). More
significantly, ABC transporter blockers have been used
efficiently in vivo to increase the potency of classical drugs
and reduce the size of lesions in BALB/c mice infected with
drug-resistant Leishmania (Serrano-Martin et al. 2006),
suggesting that, at least in experimental settings, the
simultaneous administration of ABC transporter blockers
increases the efficiency of the primarily administered drug.

Contributions of ABC transporter blockers
at the systemic level

ABC transporters are extensively localized in normal
tissues. Their active participation in many functions could
control at the end the tissue levels of exogenous compounds,
medicaments, and xenobiotics. This means that although a
key issue in designing ABC transporter blockers is the iden-
tification of drugs that inhibit the efflux pump and enhance
the effect of the primarily administered drug, additional
(side) effects related to the physiological functions of ABC
transporters should be expected. Furthermore, the combined
use of ABC transporter substrates and blockers could
facilitate the analysis of drug resistance in patients and help
to identify where ABC transporters are located in vivo.

For example, an area currently not explored regarding the
availability of antibiotics and anti-parasitic drugs is the use
of ABC transporter blockers to enhance the systemic levels
of drugs that have been orally administered (Sun et al.
2004). It is known that ABC transporters located in the
gastrointestinal tract may limit the absorption of drugs
(Leonard et al. 2003). The use of ABC transporter blockers
may therefore increase the availability of drugs whose
transport back to the lumen of the gastrointestinal track
depends on ABC transporters (Leonard et al. 2003). The
impact of this, although difficult to predict, could be an
immediate change in drug toxicity and side effects,
especially if the ABC transporter blocker cross the blood—
brain barrier or if they are not themselves toxic (Leonard
et al. 2003; Higgins 2007).

In addition, as already mentioned, ABC transporters
modulate the efflux or intracellular trafficking of chemo-
therapeutic agents in cancer and infection. The hydrophobic
derivative of calcein (Cal-AM) is a substrate of ABC
transporters and can be exported from resistant cells by
MDR1 or MRPI1. The cellular accumulation of this
fluorophore and its inhibition by blockers from any of the
three generations (see Table 1) could provide a quantitative
measure of cell transport activity through ABC proteins,
and has been proposed to represent a proof of concept of a
cellular strain being resistant. This approach has been
successfully used in acute myeloid leukemia patients
(Karaszi et al. 2001), and it will therefore be worth
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standardizing it to enable an analysis of drug resistance in
patients infected with bacteria or parasites.

Furthermore, the cellular localization and levels of ABC
transporters are normally analyzed by measuring the cor-
responding mRNA and protein concentrations. However, to
study the dynamic function of these proteins in vivo, more
sophisticated methods are needed. By the use of ''C-labeled
ABC transporter substrates and inhibitors, like technetium-
99 m sestamibi (Hendrickse et al. 1999), it is possible to
visualize changes in the function of P-gp-mediated transport
through positron emission techniques. Although this type of
study has not been performed as yet in microorganisms, its
standardization and implementation may offer a promising
approach for obtaining quantitative measurements of ABC
transporter function in vivo.

Finally, as already mentioned by Higgins (2007), prob-
ably, the time has come not to fight against drug resistance
but to find alternatives to avoid and avert it. In this regard, a
promising avenue is the use of ABC transporter blockers to
actively prevent the emergence of drug resistance. For
example, it would be interesting to explore whether the use
of ABC transporter blockers prevents the selection of
resistant strains with increased expression of ABC trans-
porters like MDR or MRP. The prevention of chemo-
resistance through the combination of ABC transporter
blockers with the selected drug has the potential drawback
that resistance to the inhibitor itself could appear (Leonard
et al. 2003). Hence, the risk/benefit profile of the joint use
of inhibitors should be evaluated on a case-by-case basis.

Conclusions and outlook

The increasing development of drug resistance is one of the
major reasons why cancer chemotherapy fails, and is
predicted to constitute one of the main impediments to
successful chemotherapy against microorganisms in the near
future. Although the design of new drugs not transported by
ABC transporters has been evaluated in detail, the isolation
or design of blockers to these ABC transporters constitutes
one of the most promising approaches to overcoming the
lack of success in the aforementioned chemotherapeutic
approaches. Several ABC transporter blockers have been
successfully tried against bacteria and parasites; however,
ABC transporter inhibitors are not yet in use for the
treatment of bacterial or parasitic infections or for cancer
diseases. Reasons for this are numerous and include the low
substrate specificity and the multiple functions subserved by
ABC transporters.

So far, designing an appropriate and effective clinical
drug trial for P-gp blockers has been difficult, as a clear-cut
outcome is not easy to achieve due to the high variability
in the results. Additionally, the selection of appropriate
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groups of compounds has proven to be difficult, as has
been the selection of quality controls. Cross-resistance with
other drugs, potential development of resistance against the
ABC transporter blockers, confusing pharmacokinetics,
and lack of appropriate drug-resistance markers also
complicate the task of their design. Current research efforts
seek to overcome these problems and to make ABC
transporter blockers invaluable tools in the fight against
disease as well as in prognostic and preventive applications
in chemoresistance.

Acknowledgments I am grateful for the financial support from the
Venezuelan CDCH-UCV. I am grateful for the invitation of Prof. A.
Steinbuchel to write this review.

References

Allen JD, van Loevezijn A, Lakhai JM, van der Valk M, van
Tellingen O, Reid G, Schellens JH, Koomen GJ, Schinkel AH
(2002) Potent and specific inhibition of the breast cancer
resistance protein multidrug transporter in vitro and in mouse
intestine by a novel analogue of fumitremorgin C. Mol Cancer
Ther 1:417-425

Ambudkar SV, Dey S, Hrycyna CA, Ramachandra M, Pastan I,
Gottesman MM (1999) Biochemical and pharmacological aspects
of the multidrug transporter. Annu Rev Pharmacol Toxicol
39:361-398

Balayssac D, Authier N, Cayre A, Coudore F (2005) Does inhibition
of P-glycoprotein lead to drug—drug interactions? Toxicol Lett
156:319-329

Berger J, Gartner J (2006) X-linked adrenoleukodystrophy: clinical,
biochemical and pathogenetic aspects. Biochim Biophys Acta
1763:1721-1732

Bisi A, Gobbi S, Rampa A, Belluti F, Piazzi L, Valenti P, Gyemant N,
Molnér J (2006) New potent P-glycoprotein inhibitors carrying a
polycyclic scaffold. J Med Chem 49:3049-3051

Boesch D, Gaveriaux C, Jachez B, Pourtier-Manzanedo A, Bollinger P,
Loor F (1991) In vivo circumvention of P-glycoprotein-mediated
multidrug resistance of tumor cells with SDZ PSC 833. Cancer
Res 51:4226-33

Borst P, Evers R, Kool M, Winholds J (2000) A family of drug
transporters: the multidrug resistance-associated proteins. J Natl
Cancer Inst 92:1295-1302

Boumendjel A, Baubichon-Cortay H, Trompier D, Perrotton T, Di
Pietro A (2005) Anticancer multidrug resistance mediated by
MRP1: recent advances in the discovery of reversal agents. Med
Res Rev 25:453-472

Choi CH, Sun KH, An CS, Yoo JC, Hahm KS, Lee IH, Sohng JK,
Kim YC (2002) Reversal of P-glycoprotein-mediated multidrug
resistance by 5,6,7,3',4"-pentamethoxyflavone (Sinensetin). Bio-
chem Biophys Res Commun 295:832-840

Cole S, Deeley RG (1998) Multidrug resistance mediated by the ATP-
binding cassette transporter protein MRP. BioEssays 20:931-940

Dantzig AH, Alwis DP, Burgess M (2003) Considerations in the
design and development of transport inhibitors as adjuncts to
drug therapy. Adv Drug Deliv Rev 56:133-150

Dassa E, Bouige P (2001) The ABC of ABCs: a phylogenetic and
functional classification of ABC systems in living organisms. Res
Microbiol 152:211-229

Dayan G, Jault JM, Baubichon-Cortay H, Baggetto LG, Renoir JM,
Baulieu EE, Gros P, Di Pietro A (1997) Binding of steroid
modulators to recombinant cytosolic domain from mouse P-
glycoprotein in close proximity to the ATP site. Biochemistry
36:15208-15215

Dean M, Rzhetsky A, Allikmets R (2006) The human ATP-binding
cassette (ABC) transporter superfamily. Genome Res 11:1156-1166

Doyle LA, Yang W, Abruzzo LV, Krogmann T, Gao Y, Rishi AK, Ross
DD (1998) A multidrug resistance transporter from human MCF-7
breast cancer cells. Proc Natl Acad Sci USA 95:15665-15670

Ehrmann M, Ehrle R, Hofmann E, Boos W, Schlosser A (1998) The
ABC maltose transporter. Mol Microbiol 29:685-694

Etian GD, Regev R, Oren G, Asaraf YG (1996) The role of passive
trans bilayer drug movement in multidrug resistance and its
modulation. J Biol Chem 271:12897-12902

Fojo T, Bates S (2003) Strategies for reversing drug resistance.
Oncogene 22:7512-7523

Fracasso PM (2001) Overcoming drug resistance in ovarian carcino-
ma. Curr Oncol Rep 3:19-26

Gerlach J, Endicott J, Juranka P, Henderson G, Sarangi F, Deuchars K,
Ling V (1986) Homology between P-glycoprotein and a bacterial
hemolysin transport protein suggests a model for multidrug
resistance. Nature 324:485-489

Hayeshi R, Masimirembwa C, Mukanganyama S, Ungell ALB (2006)
The potential inhibitory effect of antiparasitic drugs and natural
products on p-glycoprotein mediated efflux. Eur J Pharm Sci
29:70-81

Hendrickse NH, Franssen EJF, van der Graaf WTA, Vaalburg W,
de Vries EGE (1999) Visualization of multidrug resistance in
vivo. Eur J Nucl Med 25:283-293

Higgins CF (1992) ABC transporters: from microorganisms to man.
Annu Rev Cell Biol 8:67-113

Higgins CF (2007) Multiple molecular mechanisms for multidrug
resistance transporters. Nature 446:749-757

Holland IB, Blight MA (1999) ABC-ATPases, adaptable energy
generators fueling transmembrane movement of a variety of
molecules in organisms from bacteria to humans. J Mol Biol
293:381-399

Hyde SC, Emsley P, Harthshorn MJ, Mimmack MM, Gileadi U,
Pearce SR, Gallager MP, Gill DR, Hubbard RE, Higgins CF
(1990) Structural model of ATP-binding proteins associated with
cystic fibrosis, multidrug resistance and bacterial transport.
Nature 346:362-365

Jones PM, George AM (2005) Multidrug resistance in parasites: ABC
transporters, p-glycoproteins and molecular modeling. Int J
Parasitol 35:555-566

Kamau SW, Kramer SD, Matja G, Wunderli-Allenspach H (2005)
Effect of the modulation of the membrane lipid composition on
the localization and function of P-glycoprotein in mdrl-mdck
cells. In Vitro Cell Dev Biol Anim 41:207-216

Karaszi E, Jakab K, Homolya L, Szakacs G, Hollo Z, Telek B, Kiss A,
Rejtd L, Nahajevsky S, Sarkadi B, Kappelmayer J (2001) Calcein
assay for multidrug resistance reliably predicts therapy response
and survival rate in acute myeloid leukaemia. Br J Haematol
112:308-314

Kennedy M, Cortés-Selva F, Pérez Victoria JM, Jiménez IA, Gonzalez
AG, Mufioz OM, Gamarro F, Castanys S, Ravelo AG (2001)
Chemosensitization of a multidrug resistant Leishmania tropica
line by new sesquiterpenes from Maytenus magellanica and
Maytenus chubutensis. ] Med Chem 44:4668-4676

Kitagawa S (2006) Inhibitory effects of polyphenols on P-glycopro-
tein-mediated transport. Biol Pharm Bull 29:1-6

Krishna R, Mayer LD (2000) Multidrug resistance (MDR) in cancer.
Mechanisms, reversal using modulators of MDR and the role of
MDR modulators in influencing the pharmacokinetics of anti-
cancer drugs. Eur J Pharm Sci 11:265-283

@ Springer



Appl Microbiol Biotechnol

Klokouzas A, Shahi S, Hladky SB, Barrand MA, van Veen HW
(2003) ABC transporters and drug resistance in parasitic
protozoa. Int J Antimicrob Agents 22:301-317

Lage H (2003) ABC-transporters: implications on drug resistance
from microorganisms to human cancers. Int J Antimicrob Agents
22:188-199

Leonard GD, Fojo T, Bates SE (2003) The role of ABC transporters in
clinical practice. Oncologist 8:411-424

Lomovskaya O, Watkins WJ (2001) Efflux pumps: their role in
antibacterial drug discovery. Curr Med Chem 8:1699-1771

Lomovskaya O, Warren mS, Lee A, Galazzo J, Fronko R, Lee M,
Blais J, Cho D, Chanberland S, Renau T (2001) Identification
and characterization of inhibitors of multidrug resistance efflux
pumps in P. aeruginosa: novel agents for combination. Anti-
microb Agents Chemother 45:105-116

Machuca C, Rodriguez A, Herrera M, Silva S, Ponte-Sucre A (2006)
Metabolic adaptations induced by resistance to glibenclamide in
Leishmania amazonensis. Exp Parasitol 114:1-9

Maliepaard M, van Gastelen MA, de Jong LA, Pluim D, van Waardenburg
RC, Ruevekamp-Helmers MC, Floot BG, Schellens JH (1999)
Overexpression of the BCRP/MXR/ABCP gene in a topotecan-
selected ovarian tumor cell line. Cancer Res 59:4559-4563

Mallea M, Mahamoud A, Chevalier J, Albert Franco S, Brounant P,
Barbe J, Pages JM (2003) Alkylaminoquinolones inhibit the
antibiotic efflux pump in multidrug-resistant clinical isolates.
Biochem J 376:801-805

McKeegan KS, Borges-Walmsley MI, Walmsley AR (2004) Structural
understanding of efflux-mediated drug resistance: potential routes
to efflux inhibition. Curr Opin Pharmacol 4:479—486

Mullin S, Mani N, Grossman TH (2004) Inhibition of antibiotic efflux
in bacteria by the novel multidrug resistance inhibitors biricodar
(VX-710) and Timcodar (VX-853). Antimicrob Agents Chemo-
ther 48:4171-4176

Nelson ML, Levy SB (1999) Reversal of tetracycline resistance
mediated by different bacterial tetracycline determinants by an
inhibitor of the Tet(B) antiport protein. Antimicrob Agents
Chemother 43:1719-1724

Paulsen IT (2003) Multidrug efflux pumps and resistance: regulation
and evolution. Curr Opin Microbiol 6:446-451

Pedersen PL (2005) Transport ATPases: structure, motors, mechanism
and medicine: a brief overview. J Bioenerg Biomembr 37:349-357

Ponte-Sucre A, Campos Y, Vasquez J, Moll H, Mendoza-Leon A
(1997) Sensitivity of Leishmania spp. to glibenclamide and 4-
aminopyridine: a tool for the study of drug resistance develop-
ment. Mem Inst Oswaldo Cruz 92:601-606

Pradines B, Albert-Franco S, Houdoin C, Mosnier J, Santelli-Rouvier C,
Papa V, Rogier C, Fusai T, Barbe J, Parzy D (2002) In vitro reversal
of chloroquine resistance in Plasmodium falciparum with dihy-
droethanoanthracene derivatives. Am J Trop Med Hyg 66:661-666

Saurin W, Hofnung M, Dassa E (1999) Getting in or out: early
segregation between importers and exporters in the evolution of
ATP-binding cassette (ABC) transporters. ] Mol Evol 48:22-41

@ Springer

Seelig A (1998) A general pattern for substrate recognition by P-
glycoprotein. Eur J Biochem 251:252-261

Serrano-Martin X, Payares G, Mendoza-Leon A (2006) Glibencla-
mide, a blocker of K'(ATP) channels, shows antileishmanial
activity in experimental murine cutaneous leishmaniasis. Anti-
microb Agents Chemother 50:4214-4216

Sheps JA, Ralph S, Zhao Z-Y, Baillie DL, Ling V (2004) The ABC
transporter gene family of Caenorhabditis elegans has implica-
tions for the evolutionary dynamics of multidrug resistance in
eukaryotes. Genome Biol 5:R15 (URL: http://genomebiology.
com/2004/5/3/R15)

Sheps JA, Ling V (2006) Preface: the concept and consequences
of multidrug resistance. Pflugers Arch Eur J Physiol 453:
545-553

Shilling RA, Venter H, Velamakanni S, Bapna A, Woebking B, Shahi S,
van Veen HW (2006) New light on multidrug binding by and ATP-
binding-cassette transporter. Trends Pharmacol Sci 27:195-203

Silva N, Camacho N, Figarella K, Ponte-Sucre A (2004) Cell
differentiation and infectivity of Leishmania mexicana are
inhibited in an ABC-transporter blocker resistant strain. Parasi-
tology 128:629-634

Stouch TR, Gudmundsson O (2002) Progress in understanding the
structure—activity relationships of P-glycoprotein. Adv Drug
Deliv Rev 54:315-328

Sun J, He ZG, Cheng G, Wang SJ, Hao XH, Zou MIJ (2004)
Multidrug resistance P-glycoprotein: crucial significance in drug
disposition and interaction. Med Sci Monit 10:RA5-RA14

Thomas PM, Cote GJ, Wohllk N, Mathew PM, Gagel RF (1996) The
molecular basis for familial persistent hyperinsulinemic hypo-
glycemia of infancy. Proc Assoc Am Physicians 108:14—19

Uzcategui NL, Figarella K, Camacho N, Ponte-Sucre A (2005)
Substrate preferences and glucose uptake in glibenclamide-
resistant Leishmania parasites. Comp Biochem Physiol
140:395-402

van der Heide T, Poolman B (2002) ABC transporters: one, two or
four extracytoplasmic substrate binding sites? EMBO Rep
3:938-943

van Herwaarden AE, Schinkel AH (2006) The function of breast
cancer resistance protein in epithelial barriers, stem cells and
milk secretion of drugs and xenotoxins. Trends Pharmacol Sci
27:10-16

van Veen HW, Konings WN (1997) Multidrug transporters from
bacteria to man: similarities in structure and function. Semin
Cancer Biol 8:183-191

van Veen HW (2001) Towards the molecular mechanism of
prokaryotic and eukaryotic multidrug transporters. Semin Cell
Dev Biol 12:239-245

Varma MYV, Ashokraj Y, Dey CS, Panchagnula R (2003) P-
glycoprotein inhibitors and their screening: a perspective from
bioavailability enhancement. Pharmacol Res 48:347-359

Wiese M, Pajeva IK (2001) Structure—activity of multidrug resistance
reversers. Curr Med Chem 8:685-713


http://genomebiology.com/2004/5/3/R15
http://genomebiology.com/2004/5/3/R15

	Availability and applications of ATP-binding cassette (ABC) transporter blockers
	Abstract
	Introduction
	How to define an ABC transporter?
	Structure–activity relationships in ABC transporter blockers
	Development of ABC transporter blockers
	ABC transporter blockers: difficulties associated with their design
	Applications of ABC transporter blockers
	Contributions of ABC transporter blockers at the cellular level
	Contributions of ABC transporter blockers at the systemic level

	Conclusions and outlook
	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


