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Widespread parasitic resistance has led to an urgent need for the development and 
implementation of new drugs for the treatment of Plasmodium falciparum malaria. 
Artemisinin and its derivatives are becoming increasingly important, used preferably in 
combination with a second antimalarial agent to increase the efficacy and slow the 
development of resistance. However, cost, production and pharmacological issues 
associated with artemisinin derivatives and potential partner drugs are hindering the 
implementation of combination therapies. This article reviews the molecular basis of the 
action of, and resistance to, different antimalarials and examines the prospects for the next 
generation of drugs to combat this potentially lethal human pathogen.

Malaria: an intolerable burden
Every year hundreds of millions of new infec-
tions with Plasmodium falciparum malaria occur
and up to 2 million children die annually from
the disease [1,2]. Although most deaths occur in
sub-Saharan Africa, malaria remains a significant
health problem throughout most of South-East
Asia, the Indian subcontinent, the South Pacific
region and Latin America. With an effective vac-
cine still a distant prospect, chemotherapeutic
measures are the mainstay of defense against
malaria. The combination of a limited choice of
effective antimalarials and the relentless develop-
ment of parasitic drug resistance means that it is
crucial that the right choices are made when new
drugs are selected and that these drugs are intro-
duced into the field in a way that prolongs their
therapeutic life.

Loss of the miracle drug, chloroquine
For 50 years, chloroquine (CQ) was the drug of
choice for preventing and treating malaria
because it is readily available, possesses appropri-
ate pharmacological properties including a long
half-life, is highly efficacious against sensitive
parasites, and is safe and well tolerated when
used in prescribed doses [3]. Most importantly, it
is cheap. The cost of a course of CQ to treat a
patient in Africa is approximately US$0.15. In
countries where the total annual health expendi-
ture per person may be lower than US$6 per
year, this price enables access to treatment by
even the poorest patients [4,5].

CQ has not always been used wisely and in an
appropriate dose regimen. In the early 1960s, it
was distributed as mass treatment in an effort to
eradicate malaria. For example, in 1961, the

WHO supplied 84,000 tons of CQ to Brazil
alone for inclusion in table salt [6]. Shortly after-
wards, the first cases of CQ-resistant P. falci-
parum were reported from the areas where the
chloroquinized salt had been made available. CQ
resistance has now reached all malaria-endemic
regions of the world [7,8]. It retains some efficacy
in semi-immune adults but much less in children
who have not had enough time to develop
immunity. Resistance to CQ is now also becom-
ing a problem in the case of Plasmodium
vivax [9,10]. The loss of CQ as an effective anti-
malarial has contributed to a doubling of
malaria-related morbidity and mortality over the
last two decades [11]. The effectiveness of CQ has
now declined to the point where it is no longer
the WHO-recommended treatment and has
been officially abandoned in most countries.
Nonetheless, newer drugs are too expensive for
many and 300–500 million courses of CQ are
still used each year [3,4,12,13].

CQ and other 4-aminoquinolines (Figure 1)

accumulate in the parasite’s digestive vacuole, bind
to hematin (ferriprotoporphyrin IX [FeIII-FP])
and inhibit its sequestration into hemozoin (Figure

2) [14–17]. Resistant parasites accumulate less CQ
and exhibit less hematin binding, enabling them to
survive in the presence of much higher concentra-
tions of the drug [18–21]. Recent studies on CQ-
resistant parasites have implicated specific poly-
morphisms in a protein referred to as PfCRT, the
P. falciparum CQ-resistance transporter (Figure 2)

[22,23]. PfCRT is a digestive vacuole membrane
protein that may normally function as an amino
acid transporter [22,24,25]. PfCRT alleles expressed
by CQ-resistant parasites have fewer basic residues
on the surface facing the digestive vacuole lumen
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(Figure 2). This may allow the leak of positively
charged forms of CQ down an electrochemical
gradient [26], and thereby increase the likelihood of
parasite survival at plasma concentrations of CQ
that would normally be therapeutic. Alternatively,

PfCRT may function as an efflux pump [27]. Addi-
tive or compensatory mutations in other proteins
may be needed for very high levels of CQ resist-
ance [28]. PfCRT mutations appear to confer a fit-
ness cost, as CQ resistance has been found to

Figure 1. Structures of some antimalarial compounds.

 

N

MeO

N

H

H
OH

H

N

N

CF3

CF3

H

OH

H

NCl

NH
N

NCl

NH

OH

N

Cl

Cl

Cl

OH
N

NH
NH2

O

CF3

MeO

OMe

N

NH
NH2

OMe

N

N

N

N

N

NCl

Cl

O

NH

NH2

NH

NH2O

H

N P
O OH

OH

OH

O

OO

O

N
H

NH2

O

O

O

O

O O

O

OH

O

O

Quinine (C8S, C9R)

Chloroquine

Mefloquine

Amodiaquine

Lumefantrine

Tafenoquine

Primaquine

Piperaquine

Fosmidomycin

DB75

OZ277
Artemisinin

Dihydroartemisinin



www.futuremedicine.com 129

Prospects for the treatment of drug-resistant malaria parasites – REVIEW

decline in areas where CQ pressure has been
removed [3,29–32]. Unfortunately, this does not nec-
essarily mean that acceptable efficacy is reinstated,
especially in nonimmune patients [33].

Development of quinoline-like 
replacements for chloroquine
Mutant pfcrt alleles appear to have arisen at mul-
tiple foci in South America, South-East Asia,
Papua New Guinea and the Philippines [26,34].
From these foci, CQ-resistant parasites have
gradually spread to all areas, reaching Africa in
the late 1970s [35]. The inevitable demise of CQ
as a useful therapeutic agent has triggered the
development of a number of other quinoline
antimalarials and aminoalcohols. These include
the 4-aminoquinoline, amodiaquine, the bisqui-
noline, piperaquine, the quinoline methanol,
mefloquine, the 9-phenanthrenemethanol, halo-
fantrine, and the fluorenemethanol, lumefan-
trine (Figure 1, Table 1). Each of these compounds
is more active than CQ against CQ-resistant par-
asites. This may be because they are more

lipophilic and/or bulkier than CQ and therefore
less effectively extruded by the mutant PfCRT
[36]. Indeed, the aminoalcohols are more active
against CQ-resistant parasites than against CQ-
sensitive parasites, suggesting that they might
bind preferentially to mutant PfCRT and block
a critical transport function [37]. Resistance to
these newer drugs is also increasing, especially
for those, such as mefloquine, that have been
used extensively [38,39]. Toxicity concerns have
also limited the widespread use of halofantrine (a
drug that is no longer recommended by the
WHO because of cardiac effects), amodiaquine
(as chemoprophylaxis rather than acute treat-
ment), and, to a lesser extent, mefloquine [40].
Nonetheless, a number of these drugs are now
being considered for use in combination with an
artemisinin derivative [41].

Surprisingly little is known about the mecha-
nism of action of these hydrophobic quinolines
and aminoalcohols. Like CQ, they target
blood-stage parasites and it has been suggested
that they also target heme detoxification. This

Figure 2. The role of PfCRT in CQ resistance.

 

(A) Electron micrograph of the DV of a Plasmodium falciparum-infected erythrocyte, and illustration of the location and orientation of 
PfCRT at the DV membrane and its role in extrusion of CQ2+ in CQ-resistant parasites. The DV membrane is indicated by a broken grey 
line. (B) Diagram of CQ accumulation in drug-sensitive and -resistant parasites. CQ diffuses across cell membranes in its uncharged form 
and binds to two protons in the acidic DV. In CQ-sensitive (WT) parasites, the protonated form of CQ is impermeable to the DV 
membrane and CQ2+ accumulates in the DV. (1) Mutated PfCRT allows the transport of positively charged drugs. The PfCRT mutations 
that are responsible for CQ resistance make the transporter barrel more hydrophobic and the critical K76T mutation replaces lysine (a 
positively charged amino acid) with threonine (a neutral amino acid). (2) CQ is transported out of the DV along a large concentration 
gradient. The authors and others have proposed that charge loss in the CQ-resistant PfCRT mutants allows the transport of CQ2+ out of 
the DV away from its hematin target [26,146,147]. (3) Resistance reversers (RR+) bind in the pore of mutated PfCRT and block the efflux of 
CQ [146].
CQ: Chloroquine; DV: Digestive vacuole; PfCRT: P. falciparum CQ-resistance transporter; WT: Wild-type.
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Table 1. Properties and status of some current drugs and some drugs under development.

Drug Elimination 
half-life

Efficacy Advantages/ 
disadvantages

Status

Chloroquine 3–14 days Major resistance; some 
efficacy in partially 
immune patients

Cheap 
Readily available

Not recommended 
Still widely used for treatment

Sulphadoxine/
pyrimethamine 
(Fansidar®)

6–9 day for 
sulphadoxine; 
3–4 days for 
pyrimethamine

Major resistance; some 
efficacy in partially 
immune patients

Cheap 
Readily available

Only recommended in areas 
of low-grade resistance 
Still widely used for treatment

Mefloquine 2–3 weeks High, except in some regions 
of South-East Asia

Can produce 
neurological side effects 
Expensive

Has been used in ACT

Quinine 10–20 h High Tinnitus, giddiness, 
hypoglycemia 
Hemolysis in 
G6PD-deficient patients

Use limited by toxicity and 
compliance issues
Used to treat severe malaria

Malarone 12–15 h for 
proguanil; 
2–3 days for 
atovaquone

Good prophylaxis efficacy 
Few studies of efficacy 
as treatment

Expensive Use limited by cost and 
potential for development 
of resistance

Lumefantrine 4–6 days High Expensive 
Must be taken with food

Component (with 
artemether) of the only GMP-
registered ACT now available

Piperaquine 3–4 weeks High Inexpensive 
Increasingly available

Combination with 
dihydroartemisinin 
under development

Isoquine Under 
investigation 
Slowly eliminated 
active metabolites

High, even against 
chloroquine-resistant strains

Readily synthesized. 
No amodoaquine-like 
side effects

Under development by 
MMV/GSK

Artemether ~1 h High
Rapid action
Problems with recrudescence

Oil-soluble 
Can be used orally or as 
an i.m. injection

Used in combination with 
mefloquine in South-East Asia

Dihydroartemisinin ~1 h High
Rapid action
Problems with recrudescence

Oil-soluble 
Can be used orally 
or rectally

Combinations with 
piperaquine under 
development

Artesunate ~1 h High 
Rapid action 
Problems with recrudescence

Water soluble
Fastest acting artemisinin 
derivative 
Can be used parenterally, 
rectally or orally

Combinations with 
pyronaridine, amodiaquine, 
mefloquine and 
chlorproguanil–dapsone 
under development

Artemisone ~1 h High Increased water solubility 
Potential neurological 
side effects less likely 
than other artemisinin 
drugs

Some stability problems 
Development under review

OZ277 ~2 h High Fully synthetic Trials underway

Fosmidomycin 1–5 h Early trials are promising Targets a novel pathway 
in the apicoplast

Under development in 
combination with clindamycin

Clindamycin 2–4 h Moderate to high Inhibits protein synthesis Under development in 
combination with 
fosmidomycin

ACT: Artemisinin combination therapy; G6PD: Glucose-6-phosphate dehydrogenase; GMP: Good manufacturing practice; GSK: GlaxoSmithKline; 
i.m.: Intramuscular; MMV: Medicines for Malaria Venture.
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is probably true for amodiaquine and the bis-
quinolines, which are effective inhibitors of
β-hematin formation [17,42–45]. However meflo-
quine, halofantrine, quinine and lumefantrine
are relatively poor inhibitors of β-hematin for-
mation in vitro [Klonis N, Tilley L, Unpublished Data]

[17,45–49]. Thus, the molecular basis of their
antimalarial activity is far from clear, and may
involve targets additional to the hemoglobin
degradation/heme detoxification pathway. 

There is evidence for cross-resistance
between CQ and other 4-aminoquinolines,
but resistance to the aminoalcohols appears to
involve a separate mechanism [8,16]. For exam-
ple, relatively little resistance has developed to
quinine, despite its use for over 300 years as a
monotherapy [50]. This is likely to reflect the
relatively short half-life of quinine (<1 day,
compared with at least several weeks for the
other quinolines) and consequently a limited
opportunity for exposure of parasites to sub-
therapeutic plasma concentrations. Consist-
ent with this hypothesis, clinically significant
resistance to mefloquine (which has a half-life
of approximately 2 weeks) developed within
6 years of its introduction in Thailand in
1984 [51,52]. The efficacy of quinine (which
shares cross-resistance with mefloquine) has
also started to decline in the same area [53].
Polymorphisms in the P. falciparum P-glyco-
protein homolog-1 (Pgh1) have been shown to
be associated with altered sensitivity to meflo-
quine, quinine and lumefantrine, as well as
artesunate [38,54–56]. Resistance to mefloquine
[38] and artemether–lumefantrine [57] has also
been correlated with an increased copy
number of the pfmdr1 gene. Associations
between polymorphisms in other ATP-binding
cassette transporters (referred to as G7 and
G49) and increased resistance to quinine,
artesunate and dihydroartemisinin have also
been noted [58].

Resistance-reversing agents
One potentially useful strategy for overcoming
drug resistance would be to use CQ in combina-
tion with a compound that reverses CQ resist-
ance or acts synergistically. Indeed, a number of
weakly basic amphipaths (such as verapamil,
desipramine and chlorpromazine) that possess
only very poor antimalarial activity themselves
are able to potentiate the activity of CQ against
CQ-resistant parasites [18,59–61]. Many of these
compounds share certain structural features with
CQ but are more lipophilic and less basic [62,63].

This has led to the suggestion that they act by
binding to and blocking the mutated PfCRT
pore [64]. 

Resistance-reversing agents have been consid-
ered for clinical use. For example, the anti-
histamine, chlorpheniramine, was shown to
reverse CQ resistance in African field isolates [65]

and a later clinical trial demonstrated enhanced
efficacy of a CQ/chlorpheniramine combination
over CQ alone for treating uncomplicated
malaria in children [66], although the doses used
were too large to be practical for wide-scale use.
Recently, the authors’ group has shown that the
8-aminoquinolines, primaquine (PQ) and
tafenoquine, are effective synergizers of the activ-
ity of CQ against resistant parasites [64]. PQ is
already licensed for use in combination with CQ
for treating the liver forms of P. vivax malaria.
Compared with other suggested combinations,
the low cost of a CQ–PQ combination is a major
advantage; treatment with PQ costs approxi-
mately US$0.15. However, due to the serious
toxicity (hemolysis) that can occur in patients
with glucose-6-phosphate dehydrogenase
(G6PD) deficiency, the patient’s G6PD status
would need to be assessed before treatment with a
CQ–PQ combination. Thus, PQ cannot be used
in unregulated settings and this may limit its
widespread application. A simple and inexpensive
test is available [67], or alternatively, other similar
compounds that are less toxic might be suitable as
inexpensive synergizers of CQ action [64].

Despite generating a large volume of preclini-
cal research over nearly two decades, resistance-
reversing agents are yet to establish a place in the
clinical management of patients with malaria.
Issues of cost, compliance, efficacy and/or side
effects have proved major impediments but,
because of the ever-present specter of parasitic
drug resistance, they should not be discarded.

Novel 4-aminoquinolines & 
related drugs 
Amodiaquine (Figure 1) is effective against many
CQ-resistant strains of P. falciparum. However,
clinical use of this 4-aminoquinoline has been
severely restricted due to reports of hepato-
toxicity and agranulocytosis when the drug is
used for prophylaxis [68]. The amodiaquine
side-chain contains a 4-aminophenol group
capable of forming potentially toxic quino-
neimine metabolites [69,70]. Structure–activity
studies suggest that the presence of a
4-arylamino moiety provides analogs with
superior activity against CQ-resistant strains
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and that the presence of an aromatic hydroxyl
function is important for additional levels of
antiparasitic activity. Thus, the interchange of
the 3´-Mannich side chain with the
4´-hydroxyl function should provide a new
template for active new drugs that are chemi-
cally incapable of forming potentially toxic
quinoneimine metabolites. Isoquine, the direct
isomer of amodiaquine, has emerged as the
lead candidate. This compound has potent
activity against CQ-resistant parasites in vitro
and oral activity in rodent models of malaria,
and should be as cheap to prepare as amodi-
aquine on an industrial scale [71]. Isoquine is
currently in preclinical evaluation in a partner-
ship between the Medicines for Malaria
Venture (MMV) and GlaxoSmithKline (GSK)
Pharmaceuticals [71].

Piperaquine (Figure 1) is a bisquinoline anti-
malarial drug that was first synthesized in the
1960s, and was used extensively in China and
Indochina as prophylaxis and treatment over the
next 20 years [41]. Piperaquine is thought to have
a similar mode of action to CQ and other 4-ami-
noquinolines. It has comparable activity to CQ
against CQ-sensitive strains of P. falciparum and
P. vivax and better activity against CQ-resistant
strains. With the development of piperaquine-
resistant strains of P. falciparum and the emer-
gence of the artemisinin derivatives, its use
declined during the 1980s. However, during the
next decade, piperaquine was rediscovered by
Chinese scientists as one of a number of com-
pounds suitable for use in combination with an
artemisinin derivative [41]. 

Advent of artemisinin & derivatives as 
front-line antimalarials
The ever-increasing level of resistance to the qui-
noline and antifolate antimalarials [72], has been
offset, to some extent, by the discovery of the
artemisinins. In 1971, Chinese scientists demon-
strated antimalarial activity in extracts of a spe-
cies of sweet wormwood, Artemesia annua
(known locally as qinghao), and identified the
active ingredient as qinhaosu or
artemisinin [73–76]. Since then, a number of more
easily formulated derivatives, such as artemether,
artesunate, arteether and dihydroartemisinin
have been developed for clinical use (Table 1).

Artemisinin is a sesquiterpene lactone with a
1,2,4-trioxane heterocycle (Figure 1). The
endoperoxide moiety is essential for activity [77].
The precise mode of action of artemisinin-
related compounds is still a matter of debate and

the active endoperoxides are known to accumu-
late in a variety of parasite compartments,
including the cytosol, digestive vacuole and
membranes. They interact with ferrous iron
(FeII) or with the reduced form of heme (ferro-
protoporphyrin IX [FeII-FP]). FeII-FP is
thought to activate the endoperoxide moiety to
form reactive oxygen species and a carbon-cen-
tered radical intermediate that reacts with sus-
ceptible groups within parasite enzymes [77–82].
Artemisinins also form covalent adducts with
hemozoin in the digestive vacuole [77,83,84].
FeIII-FP is formed in the digestive vacuole dur-
ing hemoglobin digestion. Due to the oxidizing
environment there can only be a tiny proportion
of FeII-FP in the digestive vacuole [85]. This may
be enough to activate endoperoxides by a cata-
lytic mechanism and thereby inhibit targets in
this compartment [86,87]. Alternatively, a small
proportion of FeIII-FP may leak out of the
digestive vacuole into the reducing environment
of the parasite cytosol and be converted into
FeII-FP [88,89]. This mechanism would allow
activated endoperoxides to target proteins in the
parasite cytosol. 

The activity of artemisinin against cultured
P. falciparum is enhanced by increased oxygen
tension and by pro-oxidant compounds [90,91],
indicating that activated oxygen may be an
important mediator of the antimalarial activity
of endoperoxide antimalarials. However, arte-
misinin is active against parasites maintained in
a carbon monoxide atmosphere [91], indicating
that alternative inhibitory pathways are also
contributory [92]. Treatment of parasites with
artemisinin results in morphological changes to
various organelles, including the mitochondria,
rough endoplasmic reticulum and nuclear enve-
lope [93], although these changes can also occur
after exposure to other classes of antimalarial
drugs. Proteomic studies indicate that exposure
of P. falciparum to artemether leads to upregula-
tion of a range of glycolytic enzymes and stress
response proteins [94]. Given the remarkable
potency of endoperoxide antimalarials, it is
likely that the lethal effects of the drugs are due
to free radical-induced damage of particular
proteins rather than more general damage
caused by rapidly diffusing reactive oxygen spe-
cies. Indeed, recent studies have provided con-
vincing evidence that the P. falciparum homolog
of the sarco/endoplasmic reticulum
Ca2+-ATPase (also known as PfATPase6) is a
major downstream target of activated artemisi-
nin in the parasite cytosol [95,96]. Other targets,
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such as digestive vacuole enzymes and the trans-
lationally controlled tumor protein homolog,
have also been implicated [86,87]. Components of
the mitochondrial electron transport chain have
been shown to be susceptible to artemisinin in
yeast [97]; however, it is not clear if these are
important targets in plasmodia.

Clinically significant artemisinin resistance has
not yet been seen in the field. However, decreased
susceptibility to artemisinin is readily observed in
laboratory strains [77,98–100]. It can be associated
with the same polymorphism in Pgh1 that con-
fers resistance to mefloquine [38,56]. Mutations in
a key residue (L263E) in PfATPase6 result in
decreased susceptibility to artemisinin in an
oocyte expression model [96]. There is no associa-
tion between this particular polymorphism of
PfATPase 6 and artemisinin sensitivity in field
isolates [38]; however, a reduced response to the
related compound, artemether, shows association
with another polymorphism (S769N) of
PfATPase6 in some field isolates [101]. Polymor-
phisms in PfCRT also affect sensitivity to meflo-
quine, halofantrine and artemisinin [102,103].
Plasmodium berghei can develop stable resistance
to artemisinin without mutations in PfATPase6,
PfCRT or Pgh1 [99], indicating that other genes
may also be involved. It is critical that a better
understanding of artemisinin action and resist-
ance is obtained so that strategies can be devel-
oped to retard the development of resistance in
the field.

Problems with the implementation of 
artemisinin combination therapies
Whatever the mechanism of action, artemisinin-
related drugs are extremely fast-acting and highly
potent, making them suitable for treating both
severe and uncomplicated malaria [104,105]. How-
ever, artemisinin and its derivatives are not suita-
ble for prophylaxis or for use as monotherapy
due to their very short half-lives in vivo (from
minutes to hours). Even with a 5-day treatment
regimen, recrudescences are frequently observed
if these compounds are used alone [106]. To
ensure cure and to encourage compliance,
patients are usually treated with a 3-day dose reg-
imen comprising an artemisinin-related com-
pound in combination with a second drug with a
longer half-life [104]. Since 2001, the WHO has
recommended that uncomplicated malaria
should be treated with a combination of an
artemisinin derivative and a drug with a different
mode of action in areas where P. falciparum is
predominant. Experience with mefloquine and

artesunate in South-East Asia has led some to
argue that combinations with complementary
pharmacokinetics (i.e., a short half-life artemisi-
nin and a long half-life partner drug) are most
effective. This is despite concerns that mis-
matched pharmacokinetics allow parasites to
evolve resistance sequentially as the longer half-
life partner persists in a vulnerable time-window,
a result that could undermine the benefits of
artemisinin combination therapies (ACTs) [107].

Artemisinin combinations are more effective
than conventional treatments in regions where
drug resistance levels are high; however, cost is a
major issue for wider implementation [108–112].
Artemisinin combinations currently cost at least
US$1.20 per adult treatment course, much more
expensive than CQ or sulphadoxine/pyrimeth-
amine and too costly for many patients [4,5,109].
In Africa, only approximately 50% of children
with fever in malarious areas receive any treat-
ment and 84% of these are treated with CQ,
which is largely ineffective [113]. In an effort to
enable the implementation of ACTs in Africa,
there have been calls for international donors to
cover the increased cost. The Global Fund to
Fight AIDS, Tuberculosis and Malaria has
received US$3.7 billion from donors to help
fund programs for 2006/2007; however, this
represents only approximately half of the
amount required [4,114,115].

Interestingly, in areas of high endemicity, less
expensive combinations can remain more effec-
tive than ACTs [116–122]. Yeung and colleagues
are generating a model to predict the cost–effec-
tiveness of introducing ACT under different
implementation scenarios [51]. The model may
help policy makers, as it takes into account par-
asite factors (such as transmission rates and lev-
els of drug resistance), host factors (such as
immunity) and economic factors. 

The greatly increased demand for ACT has
led to problems with the supply of formula-
tions prepared according to Good Manufactur-
ing Practice (GMP) [74]. Artemisinin is
prepared by large-scale extraction from plants
and its derivatives are generated semi-syntheti-
cally from the purified extract. A period of over
1 year is needed for the horticultural, harvest-
ing, extraction and manufacturing
processes [109,110]. Plants from different areas
vary in the amount of artemisinin they pro-
duce. High-yielding plants come mainly from
plantations in northern Vietnam and in China
and the best plants grow at altitudes above
1000 m. This greatly limits the ease of scale-up
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of the process. Nevertheless, locally manufac-
tured non-GMP artemisinin combinations are
increasingly available in a number of South-
East Asian countries, and Chinese ACT formu-
lations are now exported widely.

The supply of counterfeit or inferior drugs
is a major problem in the treatment of
malaria [123] and the WHO has instituted a
qualification process for artemisinin combina-
tions in an effort to limit the distribution of
fake drugs. However, artemether–lumefantrine
(Coartem®) is currently the only GMP-regis-
tered ACT. Coartem is produced as a non-
profit collaboration between Novartis and
Kunming Pharmaceuticals. A total of
100 million treatments will be generated in
2006, representing approximately 50-times
more than the company predicted would be
needed at this stage [115]. The Coartem combi-
nation is not ideal; lumefantrine is an expen-
sive partner drug and the six-dose, 3-day
regimen requires the drug to be taken with
food to improve absorption. 

Piperaquine (Figure 1) has been combined
with dihydroartemisinin with a view to provid-
ing a well-tolerated, short-course treatment
regimen with a high cure rate against drug-
resistant parasites. This combination has been
used in South-East Asia and clinical trials have
demonstrated good efficacy against CQ-resist-
ant parasites [44,124,125]. One available formula-
tion ‘duo-cotecxin’ (Holleykin Pharmaceutical
Company, China) is cheaper than Coartem
(∼US$1.20 per adult treatment compared with
US$2.40). However, it is not yet registered nor
manufactured to GMP standards [115]. An
MMV project has been introduced to help pip-
eraquine–dihydroartemisinin to meet inter-
national standards and a comprehensive
clinical trial program has begun in Africa and
South-East Asia. One issue of concern is that
piperaquine has a mean elimination half-life of
23 days in adults [126] and very low plasma con-
centrations may persist for several months [127].
This profile is dramatically different to that of
dihydroartemisinin (half-life: ∼1 h). Thus, the
dihydroartemisinin combination will be sub-
ject to the same concerns outlined above for
other ACT combinations.

Coformulated combinations of artesunate
with amodiaquine or mefloquine are also under
development by Sanofi–Aventis in partnership
with the Drugs for Neglected Diseases Initiative
(DNDi), while the MMV is working with indus-
trial partners to develop a LapDap™ combination

(chlorproguanil–dapsone–artenusate) and a pyro-
naridine–artenusate combination (see Figure 1 for
structures of some of these compounds).

Biotechnology approaches are being explored
with the aim of generating artemisinin pre-
cursors in bacteria and yeast at low cost and in
large quantity [115,128,129]. A final price of US$1
per GMP ACT is being targeted, although even
at this price the drug may still need to be heavily
subsidized by donor nations to be affordable [4].
In the meantime, there is a risk that lower quality
ACT formulations will be employed, which may
accelerate the development of resistance [115].
Most African countries have made policy deci-
sions to implement ACTs as the preferred anti-
malarial therapy with little hope of being able to
source the drugs or to afford them [98,109,130].

 In addition, there is a lingering concern
regarding artemisinin neurotoxicity [98]. Brain
stem lesions can occur in animals receiving high
doses over long periods of time, but there have
been no convincing cases of neurological
involvement in humans treated with artemisinin
drugs, including those who have received
repeated courses. Artemisinins have also been
shown to cause embryotoxicity in some animals,
although there is no evidence to date for human
fetal toxicity [98,131]. The WHO currently rec-
ommends that artemisinin is contra-indicated
for pregnant women in the first trimester – one
of the major groups requiring prompt, effective
antimalarial treatment – and should be used with
caution in later pregnancy [98,132].

Novel endoperoxides
A number of medicinal chemistry groups have
attempted to improve the pharmacokinetic
properties of the artemisinins and overcome pro-
duction problems. Due to limited space, this dis-
cussion will be restricted to those compounds
already in development. An important consider-
ation in the design of any new peroxide analog is
the concern of neurotoxicity. Any analog with a
higher logP than artemether is likely to cross the
blood–brain barrier [74]. Haynes and coworkers
have prepared new analogs with potentially
reduced neurotoxicity by applying the ADME
paradigm (used for optimizing absorption, dis-
tribution, metabolism and excretion). This has
resulted in analogs with enhanced water solubil-
ity, which increases gastrointestinal absorption
but reduces passage across the blood–brain bar-
rier [133]. Artemisone (a Bayer product) is one
such analog that illustrates the success of the
ADME approach to drug design.
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Other groups have taken a totally synthetic route
in the development of novel endoperoxides.
Organic chemists have long known that exposing
simple alkenes to ozone creates an endoperoxide
bridge in the resulting ozonide that is identical to
the critical endoperoxide bridge of artemisinin.
However, the resulting ozonides are chemically
unstable, making them useless as potential anti-
malarials. In a key breakthrough, Vennerstrom and
colleagues showed that stability could be dramati-
cally improved by substituting a bulky adamantane
cage onto the ozonide [134]. Some of these com-
pounds exhibited better activity even than artemisi-
nin itself, but still suffered from poor water
solubility. This problem was subsequently solved
and MMV is currently supporting the develop-
ment and testing of one of the second generation
compounds, known as OZ277 (Figure 1). This
compound has a longer half-life than artemisinin,
appears to be well absorbed, has an acceptable tox-
icity profile and is suitable for industrial level scale-
up of synthesis [134,135]. It has been shown to be
highly active against field isolates from Gabon [136].
A product is expected to reach the market by 2009,
with a target price of US$1 per treatment.

Public–private partnerships for the 
development of novel antimalarials
The development of new antimalarial drugs and
combinations is currently receiving a boost from a
number of public–private partnerships. MMV
was developed in 1999 by the WHO, the World
Bank, donor governments, philanthropic institu-
tions and industrial partners. The MMV encour-
ages and brokers partnerships between public and
private institutions to develop existing candidate
drugs and to produce new leads [8]. The Gates
Foundation currently provides approximately
60% of the US$30 million annual budget used to
manage its approximately 25 projects [12,115]. For
example, GSK has a research facility in Tres Can-
tos, Spain, working on diseases of the developing
world. GSK employs 25 scientists at this site who
are matched by 25 scientists provided by MMV.
Similarly, Sanofi–Aventis is working closely with
the DNDi [115]. MMV expects to have one to two
novel combination antimalarials available on the
market by 2007 and possibly three to four more
by 2010.

A number of antibiotics, such as azithro-
mycin, clindamycin and the tetracyclines are
being developed and tested for use in combi-
nation with quinine and other drugs [13,98].
Clindamycin–fosmidomycin (Figure 1) is a new
combination that targets pathways in the parasite’s

apicoplast with good efficacy [137,138].
Sanofi–Aventis are developing ferroquine, tri-
oxaquine, thiazolium and choline-uptake
inhibitors. MMV projects include a prodrug
of the diamidine, DB75 (Figure 1) [139], inhibi-
tors of the fatty acid biosynthetic enzyme, Fab
I, and the cysteine protease, falcipain, and a
4(H)-pyridone derivative. Additional projects
include the development of inhibitors of anion
channels and farnesyl transferases [140–142], as
well as a novel aminoquinoline (AQ13) [143].

Conclusions
Artemisinin is already being used as a first-line
treatment in many countries in South-East Asia
and Africa. Delaying the implementation of effec-
tive ACTs in regions of high drug resistance will
encourage the unregulated use of the artemisinins
and partner drugs as monotherapies, which could
further exacerbate the problem of drug resistance.
However, the choice of which combination to use
remains controversial. An ideal drug combination
would contain two or more drugs with different
modes of action. Each drug would be safe, well
tolerated, effective and readily available in fixed
dose combination, preferably as a single dose or at
most as a 3-day regimen. At least one of the drugs
should be fast-acting and exhibit a broad spec-
trum of action. Most importantly, the drugs must
be affordable. Recent reviews provide an overview
of the currently available drug combinations,
making it clear that the ideal combination does
not currently exist [72,98]. Important challenges for
the immediate future include the registration of
additional artemisinin combinations with suitable
inexpensive partner drugs. In the longer term it is
imperative that cheap synthetic endoperoxides
with longer half-lives are developed and matched
with partners with similar pharmacokinetic pro-
files. It may be necessary to employ triple combi-
nations to ensure that at least two drugs are
present in the patient’s system long enough to
ensure cure [144]. Alternatively, different effective
treatment regimens can be rotated within a coun-
try or region to safeguard against resistance, with
changes directed by regular in vivo and in vitro
monitoring of efficacy. Clearly, any new anti-
malarial therapies need to be integrated into other
strategies aimed at controlling disease, such as
mosquito control, impregnated bed nets,
improved management of severe malaria and
intermittent preventative treatment regimens for
pregnant women. It now appears likely that the
aim of the Roll Back Malaria campaign, to half
malaria deaths by 2010 [4,114,145], will not be
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Executive summary

Antimalarial drug resistance: a major problem

• Each year, Plasmodium falciparum causes hundreds of millions of malaria infections and up to 2 million deaths, particularly of 
children in sub-Saharan Africa.

• The mainstay antimalarials, chloroquine (CQ) and sulphadoxine/pyrimethamine, are now largely useless due to the development 
of drug resistance. Resistance to other quinoline antimalarials is also increasing. This has led to a critical need to develop novel 
drugs or drug combinations that can circumvent resistance.

• Artemisinin and its derivatives are becoming increasingly important in the treatment of drug-resistant malaria.

Mechanism of resistance to chloroquine & other quinolines

• The molecular basis of P. falciparum resistance to the quinoline antimalarials is incompletely understood, although recent studies 
have detailed the importance of a parasite protein known as the P. falciparum CQ resistance transporter (PfCRT).

• A critical PfCRT mutation (K76T) allows the transport of positively charged CQ away from its site of action in the parasite’s 
digestive vacuole. Polymorphisms in another digestive vacuole-located protein, P. falciparum P-glycoprotein homolog-1 (a 
homolog of the human multidrug resistance protein) are thought to be responsible for altered sensitivity to other quinolines, such 
as mefloquine, quinine and lumefantrine, and can be associated with decreased sensitivity to artemisinin derivatives.

• Because the mechanisms of resistance involve alterations in drug accumulation rather than changes in the drug target, it remains 
possible that novel quinolines will be developed (possibly used in conjunction with synergizers) that will circumvent the 
resistance mechanisms.

Artemisinin & derivatives as front-line antimalarials

• Developed by Chinese scientists from a traditional antimalarial treatment, artemisinin, and its more easily formulated derivatives, 
are now the major hope for treating drug-resistant malaria.

• These endoperoxide antimalarials are activated by reduced heme or iron and induce free radical-mediated damage to parasite proteins.
• The P. falciparum homolog of the sarco/endoplasmic reticulum Ca2+-ATPase (also known as PfATPase6) appears to be a major 

target of artemisinin.

Artemisinin combination therapy: pharmacokinetic issues

• Artemisinin and its derivatives are not suitable for prophylaxis or for use as monotherapies due to their very short half-lives in vivo 
(from minutes to hours). The WHO has recommended a 3-day dose regimen in combination with a second drug with a longer 
half-life. This is known as artemisinin combination therapy (ACT). However, there are major concerns that mismatched 
pharmacokinetics will allow parasites to evolve resistance to the longer half-life partner, undermining the benefits of ACTs.

• Clinically significant artemisinin resistance has not yet been seen in the field; however, decreased susceptibility has been observed 
in laboratory strains and field isolates. It is critical that a better understanding of artemisinin resistance is obtained so that 
strategies can be developed to retard the development of resistance in the field.

Cost & production issues

• The greatly increased recent demand for ACTs has led to problems with the supply of formulations prepared according to Good 
Manufacturing Practice (GMP). This has led to the supply of lower quality or fake ACT formulations, which may accelerate the 
development of resistance. Moreover, cost remains a major issue preventing the wider implementation of ACTs. ACTs cost 
US$1.20–2.40 per adult treatment course, much more expensive than CQ or sulphadoxine/pyrimethamine (~US$0.15).

• With improved production practices, a final price of US$1 per GMP ACT is being targeted; however, even at this price the drugs 
will still need to be heavily subsidized to be affordable. Many African countries have made policy decisions to implement ACTs 
with little hope of sourcing or affording the drugs. In an effort to enable the implementation of ACTs in Africa, there have been 
calls for international donors to cover the increased cost. 

Public–private partnerships: the way forward for new antimalarials

• A recent upswing in political will and in public and private funding has enabled the development of a number of public–private 
partnerships (fostered by institutions such as the Medicines for Malaria Venture) for the development of antimalarial drugs. This 
ensures that new antimalarials progress rapidly through a drug development pipeline and are translated into the field.

Conclusion

• A global approach to the deployment of ACTs is needed to enable effective ACTs to be utilized in regions of high drug resistance 
in the immediate future. ACTs need to be implemented in a manner that maximizes the benefit to the patient while minimizing 
the risk of the development of drug resistance. The drugs employed in any ACT need to be safe, well tolerated, effective and 
readily available in a fixed-dose, short-course regimen. Most importantly, the drugs must be affordable.

• Tackling the problem of drug-resistant malaria represents a major challenge that must be faced in the next decade.
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achieved. If a malaria disaster is to be averted
there are many challenges to be faced in the
coming decade.

Future perspective
The development of novel antimalarials is an
expensive and slow process and the implemen-
tation of new drug policies requires resources
not readily available in the third world. None-
theless, a recent upswing in political will and
in public and private funding of efforts to
tackle the problem of malaria ensures that any
effective (and inexpensive) new antimalarials
will progress rapidly through the drug develop-
ment pipeline and will be translated into the
field. The bitter experience of watching the
inexorable development of resistance to each of
the antimalarials that was developed in the
20th century tells us that it is critical that we
make appropriate use of the handful of effec-
tive drugs currently in our armory or now
under development. A global approach to the

coordinated and rapid deployment of ACTs is
essential for malarious regions with entrenched
resistance to other antimalarial drugs. It is crit-
ical that decisions regarding which drug regi-
men to change to, and how to implement the
changes, are made in a way that maximizes the
benefit to the patient while minimizing the
risk of the development of drug resistance.
Finally, it is essential that any policy decisions
to implement more expensive antimalarials are
funded by substantially increased inputs from
donor nations.

Acknowledgements 
The authors wish to acknowledge funding from the National
Health and Medical Research Council of Australia (L Tilley
and T Davis), the Medical Research Council UK (P Bray) and
the Biotechnology and Biomedical Sciences Research Council
UK (P Bray). We thank David Ferguson, University of Oxford,
UK, for supplying the electron micrograph of the digestive vacu-
ole used in Figure 2 and Ric Price, Menzies School of Health
Research, Darwin, Australia, for helpful comments.

Bibliography
1. Snow RW, Guerra CA, Noor AM et al.: The 

global distribution of clinical episodes of 
Plasmodium falciparum malaria. Nature 
434(7030), 214–217 (2005).

2. Bell DR, Jorgensen P, Christophel EM et al.: 
Malaria risk: estimation of the malaria 
burden. Nature 437(7056), E3–E4; 
discussion E4–E5 (2005).

3. Ginsburg H: Should chloroquine be laid to 
rest? Acta Trop. 96(1), 16–23 (2005).

4. Saving Lives, Buying Time: Economics of 
Malaria Drugs in an Age of Resistance. Arrow 
KJ, Panosian C, Gelbrand H; Commitee on 
the Economics of Antimalarial Drugs (Eds). 
The National Academies Press, Washington, 
DC, USA, 1–347 (2004).

5. Whitty CJ, Allan R, Wiseman V et al.: 
Averting a malaria disaster in Africa – where 
does the buck stop? Bull. World Health 
Organ. 82(5), 381–384 (2004).

6. Payne D: Did medicated salt hasten the 
spread of chloroquine resistance in 
Plasmodium falciparum? Parasitol. Today 
4(4), 112–115 (1988).

7. Ridley RG: Malaria: to kill a parasite. Nature 
424(6951), 887–889 (2003).

8. Ridley RG: Medical need, scientific 
opportunity and the drive for antimalarial 
drugs. Nature 415, 686–693 (2002).

9. Pukrittayakamee S, Imwong M, 
Looareesuwan S et al.: Therapeutic 
responses to antimalarial and antibacterial 
drugs in vivax malaria. Acta Trop. 89(3), 
351–356 (2004).

10. Collignon P: Chloroquine resistance in 
Plasmodium vivax. J. Infect. Dis. 164(1), 
222–223 (1991).

11. Trape JF: The public health impact of 
chloroquine resistance in Africa. Am. J. 
Trop. Med. Hyg. 64(Suppl. 1–2), 12–17 
(2001).

12. Ridley R, Toure Y: Winning the drugs war. 
Nature 430(7002), 942–943 (2004).

13. Maitland K, Makanga M, Williams TN: 
Falciparum malaria: current therapeutic 
challenges. Curr. Opin. Infect. Dis. 17(5), 
405–412 (2004).

14. Sullivan DJ: Theories on malarial pigment 
formation and quinoline action. Int. J. 
Parasitol. 32(13), 1645–1653 (2002).

15. Egan TJ: Structure–function relationships in 
chloroquine and related 4-aminoquinoline 
antimalarials. Mini Rev. Med. Chem. 1(1), 
113–123 (2001).

16. Tilley L, Loria P, Foley M: Chloroquine and 
other quinoline antimalarials. In: 
Antimalarial Chemotherapy. Rosenthal PJ 
(Ed.). Humana Press, Totowa, NJ, USA, 
87–122 (2001).

17. Slater AF: Chloroquine: mechanism of drug 
action and resistance in Plasmodium 
falciparum. Pharmacol. Ther. 57(2–3), 
203–235 (1993).

18. Krogstad DJ, Gluzman IY, Kyle DE et al.: 
Efflux of chloroquine from Plasmodium 
falciparum: mechanism of chloroquine 
resistance. Science 238(4831), 1283–1285 
(1987).

19. Fitch CD, Chevli R, Gonzalez Y: 
Chloroquine-resistant Plasmodium 
falciparum: effect of substrate on 
chloroquine and amodiaquin accumulation. 
Antimicrob. Agents Chemother. 6(6), 
757–762 (1974).

20. Geary TG, Jensen JB, Ginsburg H: Uptake 
of [3H]chloroquine by drug-sensitive and 
-resistant strains of the human malaria 
parasite Plasmodium falciparum. Biochem. 
Pharmacol. 35(21), 3805–3812 (1986).

21. Bray PG, Mungthin M, Ridley RG et al.: 
Access to hematin: the basis of chloroquine 
resistance. Mol. Pharmacol. 54(1), 170–179 
(1998).

22. Fidock DA, Nomura T, Talley AK et al.: 
Mutations in the P. falciparum digestive 
vacuole transmembrane protein PfCRT and 
evidence for their role in chloroquine 
resistance. Mol. Cell 6(4), 861–871 (2000).

23. Wootton JC, Feng X, Ferdig MT et al.: 
Genetic diversity and chloroquine selective 
sweeps in Plasmodium falciparum. Nature 
418(6895), 320–323 (2002).

24. Tran CV, Saier MH Jr: The principal 
chloroquine resistance protein of 
Plasmodium falciparum is a member of the 
drug/metabolite transporter superfamily. 
Microbiology 150(Pt 1), 1–3 (2004).

25. Martin RE, Kirk K: The malaria parasite’s 
chloroquine resistance transporter is a 
member of the drug/metabolite transporter 
superfamily. Mol. Biol. Evol. 21(10), 
1938–1949 (2004).



REVIEW – Tilley, Davis & Bray 

138 Future Microbiol. (2006)  1(1)

26. Bray PG, Martin RE, Tilley L et al.: 
Defining the role of PfCRT in Plasmodium 
falciparum chloroquine resistance. Mol. 
Microbiol. 56(2), 323–333 (2005).

27. Sanchez CP, Stein W, Lanzer M: Trans 
stimulation provides evidence for a drug 
efflux carrier as the mechanism of 
chloroquine resistance in Plasmodium 
falciparum. Biochemistry 42(31), 
9383–9394 (2003).

28. Cooper RA, Hartwig CL, Ferdig MT: pfcrt 
is more than the Plasmodium falciparum 
chloroquine resistance gene: a functional 
and evolutionary perspective. Acta Trop. 
94(3), 170–180 (2005).

29. Laufer MK, Plowe CV: Withdrawing 
antimalarial drugs: impact on parasite 
resistance and implications for malaria 
treatment policies. Drug Resist. Updat. 
7(4–5), 279–288 (2004).

30. Hayward R, Saliba KJ, Kirk K: pfmdr1 
mutations associated with chloroquine 
resistance incur a fitness cost in 
Plasmodium falciparum. Mol. Microbiol. 
55(4), 1285–1295 (2005).

31. Mita T, Kaneko A, Lum JK et al.: 
Expansion of wild type allele rather than 
back mutation in pfcrt explains the recent 
recovery of chloroquine sensitivity of 
Plasmodium falciparum in Malawi. Mol. 
Biochem. Parasitol. 135(1), 159–163 
(2004).

32. Kublin JG, Cortese JF, Njunju EM et al.: 
Reemergence of chloroquine-sensitive 
Plasmodium falciparum malaria after 
cessation of chloroquine use in Malawi. 
J. Infect. Dis. 187(12), 1870–1875 (2003).

33. Nguyen MH, Davis TM, Cox-Singh J et al.: 
Treatment of uncomplicated falciparum 
malaria in Southern Vietnam: Can 
chloroquine or sulfadoxine-pyrimethamine 
be reintroduced in combination with 
artesunate? Clin. Infect. Dis. 37(11), 1461-
1466 (2003).

34. Hayton K, Su XZ: Genetic and 
biochemical aspects of drug resistance in 
malaria parasites. Curr. Drug Targets Infect. 
Disord. 4(1), 1–10 (2004).

35. Payne D: Spread of chloroquine resistance 
in Plasmodium falciparum. Parasitol. Today 
3(8), 241–246 (1987).

36. Hawley SR, Bray PG, O’Neill PM et al.: 
The role of drug accumulation in 4-
aminoquinoline antimalarial potency. The 
influence of structural substitution and 
physicochemical properties. Biochem. 
Pharmacol. 52(5), 723–733 (1996).

37. Wellems TE: Transporter of a malaria 
catastrophe. Nat. Med. 10(11), 1169–1171 
(2004).

38. Price RN, Uhlemann AC, Brockman A 
et al.: Mefloquine resistance in Plasmodium 
falciparum and increased pfmdr1 gene copy 
number. Lancet 364(9432), 438–447 
(2004).

39. Cowman AF, Galatis D, Thompson JK: 
Selection for mefloquine resistance in 
Plasmodium falciparum is linked to 
amplification of the pfmdr1 gene and cross-
resistance to halofantrine and quinine. Proc. 
Natl Acad. Sci. USA 91(3), 1143–1147 
(1994).

40. Taylor WR, White NJ: Antimalarial drug 
toxicity: a review. Drug Saf. 27(1), 25–61 
(2004).

41. Davis TM, Hung TY, Sim IK et al.: 
Piperaquine: a resurgent antimalarial drug. 
Drugs 65(1), 75–87 (2005).

42. Raynes K, Foley M, Tilley L et al.: Novel 
bisquinoline antimalarials. Synthesis, 
antimalarial activity, and inhibition of haem 
polymerisation. Biochem. Pharmacol. 52(4), 
551–559 (1996).

43. Slater AF, Cerami A: Inhibition by 
chloroquine of a novel haem polymerase 
enzyme activity in malaria trophozoites. 
Nature 355(6356), 167–169 (1992).

44. Chen L: Recent studies on antimalarial 
efficacy of piperaquine and 
hydroxypiperaquine. Chin. Med. J. (Engl). 
104(2), 161–163 (1991).

45. Dorn A, Vippagunta SR, Matile H et al.: An 
assessment of drug-haematin binding as a 
mechanism for inhibition of haematin 
polymerisation by quinoline antimalarials. 
Biochem. Pharmacol. 55(6), 727–736 
(1998).

46. Chou AC, Fitch CD: Control of heme 
polymerase by chloroquine and other 
quinoline derivatives. Biochem. Biophys. Res. 
Commun. 195(1), 422–427 (1993).

47. Foley M, Tilley L: Quinoline antimalarials: 
mechanisms of action and resistance and 
prospects for new agents. Pharmacol. Ther. 
79(1), 55–87 (1998).

48. Egan TJ, Ncokazi KK: Quinoline 
antimalarials decrease the rate of β-hematin 
formation. J. Inorg. Biochem. 99(7), 
1532–1539 (2005).

49. Hawley SR, Bray PG, Mungthin M et al.: 
Relationship between antimalarial drug 
activity, accumulation, and inhibition of 
heme polymerization in Plasmodium 
falciparum in vitro. Antimicrob. Agents 
Chemother. 42(3), 682–686 (1998).

50. Wongsrichanalai C, Pickard AL, 
Wernsdorfer WH et al.: Epidemiology of 
drug-resistant malaria. Lancet Infect. Dis. 
2(4), 209–218 (2002).

51. Yeung S, Pongtavornpinyo W, Hastings IM 
et al.: Antimalarial drug resistance, 
artemisinin-based combination therapy, and 
the contribution of modeling to elucidating 
policy choices. Am. J. Trop. Med. Hyg. 
71(Suppl. 2), 179–186 (2004).

52. Wongsrichanalai C, Prajakwong S, 
Meshnick SR et al.: Mefloquine – its 
20 years in the Thai Malaria Control 
Program. Southeast Asian J. Trop. Med. 
Public Health 35(2), 300–308 (2004).

53. Brockman A, Price RN, van Vugt M et al.: 
Plasmodium falciparum antimalarial drug 
susceptibility on the north-western border of 
Thailand during five years of extensive use 
of artesunate–mefloquine. Trans. R. Soc. 
Trop. Med. Hyg. 94(5), 537–544 (2000).

54. Ward SA, Bray PG: Definitive proof for a 
role of pfmdr 1 in quinoline resistance in 
Plasmodium falciparum. Drug Resist. Updat. 
3(2), 80–81 (2000).

55. Reed MB, Saliba KJ, Caruana SR et al.: 
Pgh1 modulates sensitivity and resistance to 
multiple antimalarials in Plasmodium 
falciparum. Nature 403(6772), 906–909 
(2000).

56. Duraisingh MT, Cowman AF: Contribution 
of the pfmdr1 gene to antimalarial drug-
resistance. Acta Trop. 94(3), 181–190 
(2005).

57. Price R, Uhlemann A, van Vugt M et al.: 
Molecular and pharmacological 
determinants of the therapeutic response to 
artemether–lumefantrine in multi-drug 
resistant falciparum malaria. Clin. Infect. 
Dis. (2006) (In press).

58. Anderson TJ, Nair S, Qin H et al.: Are 
transporter genes other than the chloroquine 
resistance locus (pfcrt) and multidrug 
resistance gene (pfmdr) associated with 
antimalarial drug resistance? Antimicrob. 
Agents Chemother. 49(6), 2180–2188 
(2005).

59. Bray PG, Ward SA: A comparison of the 
phenomenology and genetics of multidrug 
resistance in cancer cells and quinoline 
resistance in Plasmodium falciparum. 
Pharmacol. Ther. 77(1), 1–28 (1998).

60. Bitonti AJ, Sjoerdsma A, McCann PP et al.: 
Reversal of chloroquine resistance in malaria 
parasite Plasmodium falciparum by 
desipramine. Science 242(4883), 1301–1303 
(1988).

61. Martin SK, Oduola AM, Milhous WK: 
Reversal of chloroquine resistance in 
Plasmodium falciparum by verapamil. Science 
235, 899–901 (1987).

62. Kalkanidis M, Klonis N, Tilley L et al.: 
Novel phenothiazine antimalarials: 
synthesis, antimalarial activity, and 



www.futuremedicine.com 139

Prospects for the treatment of drug-resistant malaria parasites – REVIEW

inhibition of the formation of β-haematin. 
Biochem. Pharmacol. 63(5), 833–842 
(2002).

63. Kalkanidis M, Klonis N, Tschan S et al.: 
Synergistic interaction of a chloroquine 
metabolite with chloroquine against drug-
resistant malaria parasites. Biochem. 
Pharmacol. 67(7), 1347–1353 (2004).

64. Bray PG, Deed S, Fox E et al.: Primaquine 
synergises the activity of chloroquine against 
chloroquine-resistant P. falciparum. Biochem. 
Pharmacol. 70(8), 1158–1166 (2005).

65. Basco LK, Le Bras J: In vitro reversal of 
chloroquine resistance with 
chlorpheniramine against African isolates of 
Plasmodium falciparum. Jpn. J. Med. Sci. 
Biol. 47(1), 59–63 (1994).

66. Sowunmi A, Oduola AM, Ogundahunsi OA 
et al.: Enhanced efficacy of 
chloroquine–chlorpheniramine 
combination in acute uncomplicated 
falciparum malaria in children. Trans. R. Soc. 
Trop. Med. Hyg. 91(1), 63–67 (1997).

67. Jalloh A, Tantular IS, Pusarawati S et al.: 
Rapid epidemiologic assessment of glucose-
6-phosphate dehydrogenase deficiency in 
malaria-endemic areas in Southeast Asia 
using a novel diagnostic kit. Trop. Med. Int. 
Health 9(5), 615–623 (2004).

68. Jewell H, Maggs JL, Harrison AC et al.: Role 
of hepatic metabolism in the bioactivation 
and detoxication of amodiaquine. 
Xenobiotica 25(2), 199–217 (1995).

69. Naisbitt DJ, Williams DP, O'Neill PM 
et al.: Metabolism-dependent neutrophil 
cytotoxicity of amodiaquine: a comparison 
with pyronaridine and related antimalarial 
drugs. Chem. Res. Toxicol. 11(12), 
1586–1595 (1998).

70. Tingle MD, Jewell H, Maggs JL et al.: The 
bioactivation of amodiaquine by human 
polymorphonuclear leucocytes in vitro: 
chemical mechanisms and the effects of 
fluorine substitution. Biochem. Pharmacol. 
50(7), 1113–1119 (1995).

71. O'Neill PM, Mukhtar A, Stocks PA et al.: 
Isoquine and related amodiaquine 
analogues: a new generation of improved 4-
aminoquinoline antimalarials. J. Med. 
Chem. 46(23), 4933–4945 (2003).

72. Kremsner PG, Krishna S: Antimalarial 
combinations. Lancet 364(9430), 285–294 
(2004).

73. Antimalaria studies on qinghaosu. Chin. 
Med. J. (Engl). 92, 811–816 (1979).

74. Haynes RK: Artemisinin and derivatives: the 
future for malaria treatment? Curr. Opin. 
Infect. Dis. 14(6), 719–726 (2001).

75. Klayman DL: Qinghaosu (artemisinin): an 
antimalarial drug from China. Science 
228(4703), 1049–1055 (1985).

76. Hien TT, White NJ: Qinghaosu. Lancet 
341(8845), 603–608 (1993).

77. Meshnick SR: Artemisinin: mechanisms of 
action, resistance and toxicity. Int. J. 
Parasitol. 32(13), 1655–1660 (2002).

78. Posner GP, Meshnick SR: Radical 
mechanism of action of the artemisinin-
type compounds. Trends Parasitol. 17(6), 
266–268 (2001).

79. Olliaro PL, Haynes RK, Meunier B et al.: 
Possible modes of action of the 
artemisinin-type compounds. Trends 
Parasitol. 17(3), 122–126 (2001).

80. Borstnik K, Paik IH, Shapiro TA et al.: 
Antimalarial chemotherapeutic peroxides: 
artemisinin, yingzhaosu A and related 
compounds. Int. J. Parasitol. 32(13), 
1661–1667 (2002).

81. Li Y, Wu YL: An over four millennium 
story behind qinghaosu (artemisinin) – a 
fantastic antimalarial drug from a 
traditional chinese herb. Curr. Med. Chem. 
10, 2197–2230 (2003).

82. Posner GH, Wang D, Cumming JN et al.: 
Further evidence supporting the 
importance of and the restrictions on a 
carbon-centered radical for high 
antimalarial activity of 1,2,4-trioxanes like 
artemisinin. J. Med. Chem. 38(13), 
2273–2275 (1995).

83. Paitayatat S, Tarnchompoo B, 
Thebtaranonth Y et al.: Correlation of 
antimalarial activity of artemisinin 
derivatives with binding affinity with 
ferroprotoporphyrin IX. J. Med. Chem. 
40(5), 633–638 (1997).

84. Hong YL, Yang YZ, Meshnick SR: The 
interaction of artemisinin with malarial 
hemozoin. Mol. Biochem. Parasitol. 63(1), 
121–128 (1994).

85. Becker K, Tilley L, Vennerstrom JL et al.: 
Oxidative stress in malaria parasite-infected 
erythrocytes: host–parasite interactions. 
Int. J. Parasitol. 34(2), 163–189 (2004).

86. Pandey AV, Tekwani BL, Singh RL et al.: 
Artemisinin, an endoperoxide antimalarial, 
disrupts the hemoglobin catabolism and 
heme detoxification systems in malarial 
parasite. J. Biol. Chem. 274(27), 
19383–19388 (1999).

87. Bhisutthibhan J, Pan XQ, Hossler PA et al.: 
The Plasmodium falciparum translationally 
controlled tumor protein homolog and its 
reaction with the antimalarial drug 
artemisinin. J. Biol. Chem. 273(26), 
16192–16198 (1998).

88. Loria P, Miller S, Foley M et al.: Inhibition 
of the peroxidative degradation of haem as 
the basis of action of chloroquine and other 
quinoline antimalarials. Biochem. J. 339, 
363–370 (1999).

89. Ginsburg H, Famin O, Zhang J et al.: 
Inhibition of glutathione-dependent 
degradation of heme by chloroquine and 
amodiaquine as a possible basis for their 
antimalarial mode of action. Biochem. 
Pharmacol. 56(10), 1305–1313 (1998).

90. Krungkrai SR, Yuthavong Y: The 
antimalarial action on Plasmodium 
falciparum of qinghaosu and artesunate in 
combination with agents which modulate 
oxidant stress. Trans. R. Soc. Trop. Med. 
Hyg. 81(5), 710–714 (1987).

91. Parapini S, Basilico N, Mondani M et al.: 
Evidence that haem iron in the malaria 
parasite is not needed for the antimalarial 
effects of artemisinin. FEBS Lett. 575(1–3), 
91–94 (2004).

92. Haynes RK, Krishna S: Artemisinins: 
activities and actions. Microbes Infect. 
6(14), 1339–1346 (2004).

93. Maeno Y, Toyoshima T, Fujioka H et al.: 
Morphologic effects of artemisinin in 
Plasmodium falciparum. Am. J. Trop. Med. 
Hyg. 49(4), 485–491 (1993).

94. Makanga M, Bray PG, Horrocks P et al.: 
Towards a proteomic definition of 
CoArtem action in Plasmodium falciparum 
malaria. Proteomics 5(7), 1849–1858 
(2005).

95. Eckstein-Ludwig U, Webb RJ, Van 
Goethem ID et al.: Artemisinins target the 
SERCA of Plasmodium falciparum. Nature 
424(6951), 957–961 (2003).

96. Uhlemann AC, Cameron A, Eckstein-
Ludwig U et al.: A single amino acid 
residue can determine the sensitivity of 
SERCAs to artemisinins. Nat. Struct. Mol. 
Biol. 12(7), 628–629 (2005).

97. Li W, Mo W, Shen D et al.: Yeast model 
uncovers dual roles of mitochondria in the 
action of artemisinin. PLoS Genet. 1(3), 
E36 (2005).

98. Davis TM, Karunajeewa HA, Ilett KF: 
Artemisinin-based combination therapies 
for uncomplicated malaria. Med. J. Aust. 
182(4), 181–185 (2005).

99. Afonso A, Hunt P, Cheesman S et al.: 
Malaria parasites can develop stable 
resistance to artemisinin but lack 
mutations in candidate genes atp6 
(encoding the sarcoplasmic and 
endoplasmic reticulum Ca2+ ATPase), tctp, 
mdr1, and cg10. Antimicrob. Agents 
Chemother. 50(2), 480–489 (2006).



REVIEW – Tilley, Davis & Bray 

140 Future Microbiol. (2006)  1(1)

100. Inselburg J: Induction and isolation of 
artemisinine-resistant mutants of 
Plasmodium falciparum. Am. J. Trop. Med. 
Hyg. 34(3), 417–418 (1985).

101. Jambou R, Legrand E, Niang M et al.: 
Resistance of Plasmodium falciparum field 
isolates to in vitro artemether and point 
mutations of the SERCA-type PfATPase6. 
Lancet 366(9501), 1960–1963 (2005).

102. Cooper RA, Ferdig MT, Su XZ et al.: 
Alternative mutations at position 76 of the 
vacuolar transmembrane protein PfCRT are 
associated with chloroquine resistance and 
unique stereospecific quinine and quinidine 
responses in Plasmodium falciparum. Mol. 
Pharmacology 61(1), 35–42 (2002).

103. Sidhu ABS, Verdier-Pinard D, Fidock DA: 
Chloroquine resistance in Plasmodium 
falciparum malaria parasites conferred by 
pfcrt mutations. Science 298, 210–213 
(2002).

104. White N: Antimalarial drug resistance and 
combination chemotherapy. Philos. Trans. R. 
Soc. Lond., B, Biol. Sci. 354(1384), 739–749 
(1999).

105. ter Kuile F, White NJ, Holloway P et al.: 
Plasmodium falciparum: in vitro studies of 
the pharmacodynamic properties of drugs 
used for the treatment of severe malaria. 
Exp. Parasitol. 76(1), 85–95 (1993).

106. Price R, van Vugt M, Nosten F et al.: 
Artesunate versus artemether for the 
treatment of recrudescent multidrug-
resistant falciparum malaria. Am. J. Trop. 
Med. Hyg. 59(6), 883–888 (1998).

107. Hastings IM, Ward SA: Coartem 
(artemether-lumefantrine) in Africa: the 
beginning of the end? J. Infect. Dis. 192(7), 
1303–1304; author reply 1304–1305 
(2005).

108. Piola P, Fogg C, Bajunirwe F et al.: 
Supervised versus unsupervised intake of six-
dose artemether–lumefantrine for treatment 
of acute, uncomplicated Plasmodium 
falciparum malaria in Mbarara, Uganda: a 
randomised trial. Lancet 365(9469), 
1467–1473 (2005).

109. Mutabingwa TK: Artemisinin-based 
combination therapies (ACTs): best hope for 
malaria treatment but inaccessible to the 
needy! Acta Trop. 95(3), 305–315 (2005).

110. Malenga G, Palmer A, Staedke S et al.: 
Antimalarial treatment with artemisinin 
combination therapy in Africa. Br. Med. J. 
331(7519), 706–707 (2005).

111. Dondorp A, Nosten F, Stepniewska K et al.: 
Artesunate versus quinine for treatment of 
severe falciparum malaria: a randomised 
trial. Lancet 366(9487), 717–725 (2005).

112. Adjuik M, Babiker A, Garner P et al.: 
Artesunate combinations for treatment of 
malaria: meta-analysis. Lancet 363(9402), 
9–17 (2004).

113. Breman JG, Alilio MS, Mills A: 
Conquering the intolerable burden of 
malaria: what’s new, what’s needed: a 
summary. Am. J. Trop. Med. Hyg. 
71(Suppl. 2), 1–15 (2004).

114. Attaran A, Barnes KI, Curtis C et al.: 
WHO, the Global Fund, and medical 
malpractice in malaria treatment. Lancet 
363(9404), 237–240 (2004).

115. Thayer AM: Fighting malaria. Chem. Eng. 
News 83(43), 69–82 (2005).

116. Yeka A, Banek K, Bakyaita N et al.: 
Artemisinin versus nonartemisinin 
combination therapy for uncomplicated 
malaria: randomized clinical trials from 
four sites in Uganda. PLoS Med. 2(7), 
E190 (2005).

117. von Seidlein L, Milligan P, Pinder M et al.: 
Efficacy of artesunate plus 
pyrimethamine–sulphadoxine for 
uncomplicated malaria in Gambian 
children: a double-blind, randomised, 
controlled trial. Lancet 355(9201), 
352–357 (2000).

118. Dorsey G, Njama D, Kamya MR et al.: 
Sulfadoxine/pyrimethamine alone or with 
amodiaquine or artesunate for treatment of 
uncomplicated malaria: a longitudinal 
randomised trial. Lancet 360(9350), 
2031–2038 (2002).

119. Garner P, Graves PM: The benefits of 
artemisinin combination therapy for 
malaria extend beyond the individual 
patient. PLoS Med. 2(4), E105 (2005).

120. Omari AA, Gamble C, Garner P: 
Artemether–lumefantrine for 
uncomplicated malaria: a systematic 
review. Trop. Med. Int. Health 9(2), 
192–199 (2004).

121. Duffy PE, Mutabingwa TK: Drug 
combinations for malaria: time to ACT? 
Lancet 363(9402), 3–4 (2004).

122. von Seidlein L, Walraven G, Milligan PJ 
et al.: The effect of mass administration of 
sulfadoxine–pyrimethamine combined 
with artesunate on malaria incidence: a 
double-blind, community-randomized, 
placebo-controlled trial in the Gambia. 
Trans. R. Soc. Trop. Med. Hyg. 97(2), 
217–225 (2003).

123. Dondorp AM, Newton PN, Mayxay M 
et al.: Fake antimalarials in Southeast Asia 
are a major impediment to malaria control: 
multinational cross-sectional survey on the 
prevalence of fake antimalarials. Trop. Med. 
Int. Health 9(12), 1241–1246 (2004).

124. Tran TH, Dolecek C, Pham PM et al.: 
Dihydroartemisinin–piperaquine against 
multidrug-resistant Plasmodium falciparum 
malaria in Vietnam: randomised clinical 
trial. Lancet 363(9402), 18–22 (2004).

125. Denis MB, Davis TM, Hewitt S et al.: 
Efficacy and safety of 
dihydroartemisinin–piperaquine (Artekin) 
in Cambodian children and adults with 
uncomplicated falciparum malaria. Clin. 
Infect. Dis. 35(12), 1469–1476 (2002).

126. Hung TY, Davis TM, Ilett KF et al.: 
Population pharmacokinetics of 
piperaquine in adults and children with 
uncomplicated falciparum or vivax malaria. 
Br. J. Clin. Pharmacol. 57(3), 253–262 
(2004).

127. Tarning J, Lindegardh N, Annerberg A 
et al.: Pitfalls in estimating piperaquine 
elimination. Antimicrob. Agents Chemother. 
49(12), 5127–5128 (2005).

128. Martin VJ, Pitera DJ, Withers ST et al.: 
Engineering a mevalonate pathway in 
Escherichia coli for production of 
terpenoids. Nat. Biotechnol. 21(7), 
796–802 (2003).

129. Ro D-K, Paradise EM, Ouellte M et al.: 
Production of the antimalarial drug 
precursor artemisinin acid in engineered 
yeast. Nature 440, 940–943 (2006).

130. Ashley EA, White NJ: Artemisinin-based 
combinations. Curr. Opin. Infect. Dis. 
18(6), 531–536 (2005).

131. McGready R, Cho T, Keo NK et al.: 
Artemisinin antimalarials in pregnancy: a 
prospective treatment study of 539 
episodes of multidrug-resistant Plasmodium 
falciparum. Clin. Infect. Dis. 33(12), 
2009–2016 (2001).

132. WHO: Assessment of the safety of 
artemisinin compounds in pregnancy. 
Report of two informal consultations 
convened by WHO in 2002. 
WHO/CDS/MAL/2003.1094WHO/RB
M/TDR/Artemisinin/03.1. 1–14 (2003).

133. Haynes RK, Fugmann B, Stetter J et al.: 
Artemisone – a highly active antimalarial 
drug of the artemisinin class. Angew Chem. 
Int. Ed. Engl. 45(13), 2082–2088 (2006).

134. Vennerstrom JL, Arbe-Barnes S, Brun R 
et al.: Identification of an antimalarial 
synthetic trioxolane drug development 
candidate. Nature 430(7002), 900–904 
(2004).

135. Dong Y, Chollet J, Matile H et al.: Spiro 
and dispiro-1,2,4-trioxolanes as 
antimalarial peroxides: charting a workable 
structure–activity relationship using simple 
prototypes. J. Med. Chem. 48(15), 
4953–4961 (2005).



www.futuremedicine.com 141

Prospects for the treatment of drug-resistant malaria parasites – REVIEW

136. Kreidenweiss A, Mordmuller B, Krishna S 
et al.: Antimalarial activity of a synthetic 
endoperoxide (RBx-11160/OZ277) 
against Plasmodium falciparum isolates 
from Gabon. Antimicrob. Agents 
Chemother. 50(4), 1535–1537 (2006).

137. Lell B, Ruangweerayut R, Wiesner J et al.: 
Fosmidomycin, a novel chemotherapeutic 
agent for malaria. Antimicrob. Agents 
Chemother. 47(2), 735–738 (2003).

138. Borrmann S, Issifou S, Esser G et al.: 
Fosmidomycin–clindamycin for the 
treatment of Plasmodium falciparum 
malaria. J. Infect. Dis. 190(9), 1534–1540 
(2004).

139. Yeramian P, Meshnick SR, Krudsood S et 
al.: Efficacy of DB289 in Thai patients 
with Plasmodium vivax or acute, 
uncomplicated Plasmodium falciparum 
infections. J. Infect. Dis. 192(2), 319–322 
(2005).

140. Buckner FS, Eastman RT, Yokoyama K 
et al.: Protein farnesyl transferase 
inhibitors for the treatment of malaria and 
African trypanosomiasis. Curr. Opin. 
Investig. Drugs 6(8), 791–797 (2005).

141. Eastman RT, White J, Hucke O et al.: 
Resistance to a protein farnesyltransferase 
inhibitor in Plasmodium falciparum. J. Biol. 
Chem. 280(14), 13554–13559 (2005).

142. Gelb MH, Van Voorhis WC, Buckner FS 
et al.: Protein farnesyl and N-myristoyl 
transferases: piggy-back medicinal chemistry 
targets for the development of 
antitrypanosomatid and antimalarial 
therapeutics. Mol. Biochem. Parasitol. 
126(2), 155–163 (2003).

143. Ramanathan-Girish S, Catz P, Creek MR 
et al.: Pharmacokinetics of the antimalarial 
drug, AQ-13, in rats and cynomolgus 
macaques. Int. J. Toxicol. 23(3), 179–189 
(2004).

144. Peters W, Stewart LB, Robinson BL: The 
chemotherapy of rodent malaria. LXIII. 
Drug combinations to impede the selection 
of drug resistance, part 6: the potential value 
of chlorproguanil and dapsone in 
combination, and with the addition of 
artesunate. Ann. Trop. Med. Parasitol. 99(5), 
457–472 (2005).

145. Nabarro DN, Tayler EM: The “roll back 
malaria” campaign. Science 280(5372), 
2067–2068 (1998).

146. Warhurst DC, Craig JC, Adagu IS: 
Lysosomes and drug resistance in malaria. 
Lancet 360(9345), 1527–1529 (2002).

147. Johnson DJ, Fidock DA, Mungthin M et al.: 
Evidence for a central role for PfCRT in 
conferring Plasmodium falciparum resistance 
to diverse antimalarial agents. Mol. Cell. 
158, 67–77 (2004).

Affiliations

• Leann Tilley
Department of Biochemistry, La Trobe 
University, Melbourne, Victoria 3086, Australia
Tel.: +61 394 791 375;
Fax: +61 394 792 467;
L.Tilley@latrobe.edu.au

• Timothy ME Davis
School of Medicine and Pharmacology, 
University of Western Australia, Fremantle, 
Western Australia, Australia 

• Patrick G Bray
Molecular and Biochemical Parasitology Group, 
Liverpool School of Tropical Medicine, Pembroke 
Place, Liverpool, L3 5QA, UK



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /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)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [589.606 793.701]
>> setpagedevice




