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Abstract

The CRIMALDDI Consortium has been a three-year project funded by the EU Framework Seven Programme. It
aimed to develop a prioritized set of recommendations to speed up anti-malarial drug discovery research and con-
tribute to the setting of the global research agenda. It has attempted to align thinking on the high priority issues
and then to develop action plans and strategies to address these issues. Through a series of facilitated and inter-
active workshops, it has concluded that these priorities can be grouped under five key themes: attacking artemisinin
resistance; creating and sharing community resources; delivering enabling technologies; exploiting high throughput
screening hits quickly; and, identifying novel targets. Recommendations have been prioritized into one of four
levels: quick wins; removing key roadblocks to future progress; speeding-up drug discovery; and, nice to have (but
not essential). Use of this prioritization allows efforts and resources to be focused on the lines of work that will con-
tribute most to expediting anti-malarial drug discovery. Estimates of the time and finances required to implement
the recommendations have also been made, along with indications of when recommendations within each theme
will make an impact. All of this has been collected into an indicative roadmap that, it is hoped, will guide decisions
about the direction and focus of European anti-malarial drug discovery research and contribute to the setting of
the global research agenda.
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Background
Malaria remains a major cause of mortality and morbid-
ity throughout the developing world, especially in sub-
Saharan Africa, but also in India, Latin America, and
Southeast Asia. In 2010, there were still 216 million
cases and 655,000 deaths attributed to the disease [1]. It
is now well established as a key challenge for the global
community and a focus for international development,
health funding, and assistance. Starting with the launch
of the Roll Back Malaria Partnership in 1998 [2], there
has been increasing recognition of the unacceptable so-
cial and economic impacts malaria makes on affected
countries, as well as the suffering it brings to patients
and their families. The Abuja Declaration of 2000 [3]
underlined the commitment of African governments to
work towards significantly reducing the burden in sub-
Saharan Africa and the need for the world to reprioritize
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it after a relative lack of interest following the ending of
the Global Malaria Eradication Programme (GMEP) in
1969. Significant resources are now channelled towards
malaria control through agencies such as the Global
Fund to fight AIDS, Tuberculosis and Malaria, the US
President’s Malaria Initiative, the World Bank Global
Strategy and Booster Program, and many others. However
the development of new technologies and the past suc-
cesses of GMEP in eliminating malaria from Europe, North
America, the Caribbean, and parts of Asia and South-
Central America have now opened up the possibility of
once again seeking to eliminate and ultimately eradicate
malaria globally [4]. The Malaria Forum in October 2007
(convened by the Bill and Melinda Gates Foundation) is-
sued the challenge to the world to move from a control
and containment strategy to embrace the ultimate goal of
eventually eradicating the disease [5]. This was rapidly em-
braced by the World Health Organization (WHO), the Roll
Back Malaria Partnership (RBM), and many other organi-
zations and institutions. The development of the Global
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Malaria Action Plan (GMAP) in 2008 gave a roadmap for
the initial stages of this long-term process [6].
The GMAP emphasized the need for a proper research

and development agenda to develop the new tools which
would be required to meet all the challenges. This led to
the establishment of the MalERA Initiative – a two-year
programme to develop a research agenda across all the
disciplines and approaches relevant to tackling the dis-
ease. A recent series of papers has detailed the findings
of this major collaborative project [7]. The importance
of drug treatment to meeting the elimination (and
ultimately eradication) challenge has been recognized
from the outset.

CRIMALDDI consortium
The CRIMALDDI Consortium was established in 2008
under a European Union Seventh Framework Programme
Coordination grant. It has been a three-year project to
develop a coordinated action plan for future research
programmes and funding opportunities to inform the
European anti-malarial drug research agenda for the next
decade and also contribute to the discussions on setting
the global agenda. As such it complements initiatives such
as MalERA by developing more detailed plans for the high
priority challenges that need to be addressed in the next
five to ten years if the community is to be able to develop
the drugs it needs for malaria elimination and eradication.
It also focuses on the priorities that need to be addressed
in the next five years as opposed to the MalERA Drug Re-
search Agenda’s focus on drugs that will be needed specif-
ically for eradication [8]. An earlier paper has outlined the
work of the Consortium and its methodology [9].
The Consortium members identified five priority work

streams to focus attention on. The approach of each work
stream was to bring together global experts in a series of
one- or two-day facilitated and interactive workshops to
address the work stream topic. The participants in these
workshops were global experts both within the field of
malaria and from related fields. The introduction of ex-
perts from outside malaria was to try and bring new think-
ing to the topics under discussion. The five topics were:-

� Artemisinin resistance;
� Managing the wealth of new high throughput

screening (HTS) data;
� Plasmodium falciparum and Plasmodium vivax

novel targets and classes;
� Stage-specific screening methods;
� Using chemistry to understand biology.

The workshops were run between March and October
2010 and reports of the discussions can be found on the
CRIMALDDI website [10] and in the Additional file 1,
Additional file 2, Additional file 3, Additional file 4 and
Additional file 5. The recommendations of the workshops
and of the Consortium were periodically reviewed by an
Expert Advisory Group (EAG). Reports of the EAG meet-
ings can also be found on the CRIMALDDI website and
in the Additional file 6, Additional file 7, Additional file 8
and Additional file 9. The EAG reviewed the recommen-
dations according to three agreed parameters:

� Progress of the Consortium against the objectives
established at the outset of the Project and agreed
with the European Commission;

� Coordination of the outputs and recommendations
with other malaria research and development
initiatives;

� Alignment to ensure that adequate attention has
been given by the workshops to the drug discovery
process.

Five key themes
Inevitably there was some overlap in the recommenda-
tions of the five workshops, but it became clear that the
findings could be grouped under five key themes:

� Attacking artemisinin resistance;
� Creating and sharing community resources;
� Delivering enabling technologies;
� Exploiting HTS hits quickly;
� Identifying novel targets.

Each of these priority themes is important in moving
drug discovery forward quickly to ensure that there is a
portfolio of new products available to fill the demands of
malaria control and elimination as well as guarding against
the loss of any of the currently available anti-malarial drug
products. These are summarized in Table 1.

Attacking artemisinin resistance
Artemisinin derivatives and artemisinin-containing com-
bination therapy are now central to the first-line treat-
ment of P. falciparum malaria. The recent emergence of
decreased sensitivity of the parasite to artemisinins in
Cambodia is of grave concern and puts at risk the entire
strategy for the treatment of malaria [11]. Considerable
effort is being put into the discovery of anti-malarials,
which have similar modes of action to the current arte-
misinin derivatives or contain pharmacophores similar
to the endoperoxide bridge. Examples of this type of
work are the synthetic endoperoxide OZ439, sponsored
by Medicines for Malaria Venture (MMV) [12], and in-
vestigations underway at the University of Liverpool
into tetraoxanes as anti-malarials [13]. It is crucial to
the future of this work that an understanding of the
mechanism of artemisinin resistance and the degree of
cross-resistance to other chemotypes, including the



Table 1 Five key themes

Key theme Rationale behind the theme

Attacking artemisinin resistance Artemisinin-based combination therapy is fundamental to the control of malaria. The appearance of tolerance
to artemisinins seen in Southeast Asia could threaten current control and elimination efforts. Understanding
the mechanism of resistance is fundamental to designing future anti-malarials.

Creating and sharing community
resources

Improved sharing of information about all aspects of anti-malarial drug discovery will help to speed up drug
development. Strategies have been identified to improve information sharing in order to focus effort and re-
duce duplication.

Delivering enabling technologies Anti-malarial drug discovery is being held up, especially for P. vivax, because certain enabling technologies
are not in place. The development of these will be the key to discovering novel drugs.

Exploiting HTS hits quickly The structures of about 20,000 compounds that have given positive hits in HTS are now publicly available.
Recommendations are made to filter this unparalleled amount of information quickly and efficiently to
identify the most promising leads and move them quickly into drug development.

Identifying novel targets At present drug development is focused on a few well-characterized drug targets, nearly all in the blood
stage of P. falciparum infections. The search for new drug targets is constrained by the poor understanding of
the underlying biology of the parasite’s life cycle in humans. New targets need to be identified and validated.
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endoperoxide moiety, is developed urgently. The answer
to this question will either close off the endoperoxides
as potential future drugs or redirect work on novel
structures retaining this functional group. For these rea-
sons, developing an understanding of the mechanism of
resistance and its implications for drug discovery was
prioritized.

Exploiting high throughput screening hits quickly
The publication of the structures of 13,500 compounds
with high levels of activity in high-throughput primary
screens against P. falciparum by GlaxoSmithKline (GSK)
[14] and the St Jude’s Group [15] has given the malaria
community a very large resource to tap into. These
structures (together with more recent additions from
other library screens) are publicly available through the
ChEMBL [16] and Collaborative Drug Discovery [17] da-
tabases. In total there are about 20–25,000 anti-malarial
“hit” structures available in publicly accessible databases.
Drug discovery groups can use these to find new drug
types and take them forward towards full drug develop-
ment. However, only a few tens of these positive hits can
realistically be progressed to full drug development.
Through logical and properly validated processes, the
structures must be filtered down to a manageable num-
ber. The community needs to have mechanisms for en-
suring that the duplication of work is minimized and
that this unique resource’s value is maximized. This in
turn requires the global anti-malarial drug discovery
community, as far as possible, to be aware of who is
working on what within the community to ensure the
timely sharing of information.
One of the problems identified from the publication of

the active structures by GSK, Novartis and St Jude’s was
how the community would be able to access quantities
of the chemical compounds in order to carry out further
work. The need for medicinal chemistry resources to
make these compounds more readily available in a struc-
tured and monitored way was highlighted. MMV has
subsequently responded to this challenge in part through
the collation of the “Malaria Box” of some 400 chemical
hits that are representative of the drug-like and probe-
like molecules form the full collection. This physical set
of compounds is available for researchers free of charge
through MMV [18] and should serve as a catalyst to on-
going discovery research.

Identifying novel targets
Since the publication of the malaria genome, there have
been numerous efforts aimed at identifying and validat-
ing novel drug targets. Despite these efforts, the reality
is that much anti-malarial drug discovery is still focused
on a limited number of historic targets (the folate and
haemoglobin degradation pathways are prime examples),
and primarily on the blood stage of the parasite’s life
cycle. There is presumably a wealth of untapped targets
in the proteome (or rather proteomes) of the various de-
velopmental stages of the parasite that can be targeted.
It is understandable that drug discoverers will be drawn
to working on well characterized targets but the real ad-
vances in treatment in the past have been delivered
when new targets or compound classes have been identi-
fied (as with artemisinins). In particular, the increasing
awareness of the burden from P. vivax infections and
the real paucity of drugs to treat them (especially the
liver stage infections) underline the need to look more
widely for novel targets [19,20]. A variety of approaches
should be adopted to increase the chances of finding
new targets, and many research groups will need to en-
gage in order to bring momentum to this intellectually
demanding challenge. However, if all this effort remains
focused on a few existing targets and there is unproduct-
ive duplication of effort, then progress in overcoming
the gaps in the current drug portfolio will be too slow.
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Creating and sharing community resources
As mentioned under “exploiting HTS hits quickly”, the
malaria community may be moving forward more slowly
in finding new drugs than it could. An absence of ways
to collaborate and share information is contributing to
this. The sharing of information about who is working
on what and how successful they are (while not either
compromising commercial confidentiality or academic
demands for high-impact publications) would allow for
better management of the limited resources and ensure
that quantities of compounds that can be made available
are not wasted.
The structural information now publicly available has

come from the screening of specific chemical libraries.
However there are a number of other types of libraries
that have not yet been tapped into – especially those
from the agrochemical sector. Tools to further filter the
structures against knowledge of what is druggable and
what is not have yet to be fully applied to these results.
Not yet fully developed are the structures and processes
within the malaria community to ensure that there is
minimal unnecessary duplication of effort. Any research
group can work in the same area as another if they think
they will bring a new insight to that area, in fact compe-
tition can often drive the speed of delivery. That said,
the priority should be, in times of restricted resources,
to try to minimize unnecessary duplication.

Delivering enabling technologies
Finding new anti-malarials is constrained by the lack of
key enabling technologies. The current inability to culture
infected hepatocytes long term and to screen for activity
against hypnozoites is a major roadblock to identifying
new drugs to treat recurrent P. vivax infections. Similarly
the inability to culture and screen compounds for activity
against other stages in the Plasmodium life cycle, especially
in other species that infect humans, severely restricts the
ability to look at these stages for possible new ways to at-
tack the parasite. As the drug discovery agenda shifts away
from just treating acute P. falciparum infections to eradi-
cating asymptomatic reservoirs of parasites, progress will
be slow if the tools to probe activity outside of the infected
blood stages are not available. Focusing on the key enabling
technologies that will break through the developmental
roadblocks will, if successful, speed up finding new drugs
to fill in the gaps needed not only to continue with the
control phase of GMAP, but also the elimination phase.

Prioritized recommendations
A lengthy “wish list” of lines of research and technolo-
gies whose development can be justified will not neces-
sarily be of great value to the institutions funding such
work. The resources that the major funding agencies are
able to devote to malaria research may have peaked [21].
This is due both to the ongoing economic climate and
also to calls on their resources to support research and
development in other diseases. It can be difficult for
these organizations to decide on where the priorities
should be placed, especially if they are merely respond-
ing to research proposals and not pro-actively defining
their own agenda. One of the objectives of the CRIM-
ALDDI Project was to develop a prioritized and coordi-
nated set of recommendations that could contribute to
the debate over priority setting. By bringing together a
range of expertise from across the disciplines involved in
anti-malarial drug discovery and the related enabling
technologies, it was possible to suggest a more focused
set of recommendations that will expedite the work
needed to meet the objectives of the GMAP [6]. In par-
ticular, the recommendations for drug discovery research
could be focused on those programmes that will exped-
ite the development of the drug tools needed when the
current tools either lose their usefulness or do not meet
the changing requirements of the elimination and eradi-
cation stages of GMAP.
The CRIMALDDI Consortium process took the rec-

ommendations developed during the interactive work-
shops and attempted to prioritize them according to
their contribution to accelerating drug discovery. It then
attempted to make a first estimate of the time and cost
that will be needed to achieve the goal of each recom-
mendation. It also indicated when the recommendations
under each key theme could be expected to have an im-
pact. This roadmap both met the objective of developing
a coordinated plan to inform decisions on European
Union support for anti-malarial research and also to con-
tribute to the debate on a global agenda in response to the
call from the MalERA Consultative Group on Drugs [8].

Methods
Prioritization
The series of interactive workshops held in 2010 pro-
duced a range of recommendations that have been
described earlier. The CRIMALDDI Management Team
then met at the start of 2011 to agree on how these
could be clustered into the five key themes that had
been identified as running through the workshop find-
ings. Inevitably there was a degree of overlap and repli-
cation between the findings and this was eliminated.
Some recommendations were merged together where it
was judged that they covered much the same ground or
were elements of a larger need.
Once the list of recommendations had been agreed, the

team then agreed on a scheme to prioritize items. Four
levels of priority were felt to be appropriate (Table 2):

Important quick wins: recommendations that fell
under this heading would be those that could be
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Table 2 Prioritization of recommendations

Important quick wins Activities that require only a few
resources and can be achieved in a
short period of time (less than one year)

Removing key roadblocks
to future progress

Major obstacles to future programmes
that must be overcome before key drug
discovery programmes can progress
expeditiously

Speeding-up drug
discovery

Recommendations that will speed up
progress but were not considered as
roadblocks to new drug discovery for
malaria control and elimination

Nice to have Useful recommendations that would
not significantly hold up drug discovery
if they were not pursued
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relatively easily achieved in a short time frame (less
than 12 months) and for relatively little cost. They
might include holding consensus meetings, or
improving access to existing resources. The
implementation of such recommendations would allow
other lines of work to proceed, but to complete them
would require only a small amount of resource.
Removing key roadblocks to future progress:
recommendations that fell under this heading would be
those that seriously impede progress in key aspects of
anti-malarial drug discovery. Without removing these
roadblocks, there would be little prospect of delivering
the major tools necessary to meet the pre-elimination
and elimination goals developed under GMAP. Such
roadblocks would require a major effort to remove
them, and work on them should start as soon as
possible.
Speeding-up drug discovery: recommendations that
fall under this heading would, if implemented, ensure
that anti-malarial drug discovery could be speeded up
significantly. However, if they were not implemented,
there are existing approaches or levels of knowledge
that would allow research to continue, albeit more
slowly and with more difficulty. Investing in recom-
mendations prioritized under this heading should be
ble 3 Priorities – attacking artemisinin resistance

portant quick wins • Establish a clear definition of artemisinin “res
failure and parasite clearance times. Include a
parasite killing across the 48-hr erythrocytic c

• Greatly improve access to resistant parasites

moving key roadblocks
future progress

• Define the molecular and cellular basis of art
dormancy and/or reduced susceptibility

• Identify discriminatory phenotypes by system

eeding-up drug
scovery

• Establish stable resistant parasite lines to imp
mechanisms

• Identify and evaluate an appropriate range o
artemisinin resistance
considered once adequate resources have been put be-
hind removing the key roadblocks.
Nice to have: the final heading under which
recommendations could be grouped was those that could
be judged to be of interest and would contribute to anti-
malarial drug discovery or to developing key enabling
technologies. However recommendations that fell under
this heading were considered not to significantly hold up
drug discovery if they were not implemented. Investment
in these should only be considered if the recommenda-
tions under the other headings had been fully resourced.
Prioritization under each heading was achieved through
weighting the potential gains of each recommendation.

Estimating costs and timing
Once the prioritization had been completed, the next step
to meet the objectives of the Project was to make a first
estimate of costs and timings for each recommendation. A
meeting was held between members of the Management
Team and Medicines for Malaria Venture to develop this.
Inevitably this exercise would only be able to develop with
order-of-magnitude estimates. A particular research pro-
ject may be lucky and the solution found in a shorter
period of time and for less cost than estimated. Alterna-
tively it may be unlucky and require considerably longer
than the estimates arrived at. There are many factors that
would need to be considered in further refining this into a
fully costed action plan, or to develop elements into a pro-
ject proposal for a funding agency. For an initial exercise
like this, it has been necessary to make reasonable as-
sumptions and estimates to complete the exercise. How-
ever the estimates are of value in showing to the malaria
community and its funders both the relative scale of re-
sources needed to achieve this plan, and the timescale
over which it may need to maintain support to ensure a
reasonable chance of success.

Prioritized recommendations
Attacking artemisinin resistance
Table 3 shows the prioritization for this key theme. The
prioritization was driven by the urgent need to generate
istance”, stemming from a clinical observation of increased treatment
broad profile of how resistance manifests itself, such as the window of
ycle and correlation of PCT with the experimental in vitro parameters

in order to broaden as far as possible groups able to work on resistance

emisinin-induced dormancy and develop easier to measure markers of

atic re‐evaluation all of the in vitro assays available

rove access and broaden number of groups able to study resistance

f “omic” approaches to search for discriminatory tools and markers of



Table 6 Priorities – exploiting high throughput screening
hits quickly

Removing key roadblocks
to future progress

• Establish a single repository for
compounds identified as positive
screening hits and increase availability of
these compound “powders” including
increased medicinal chemistry resources
to synthesize the compounds

Speeding-up drug
discovery

• Continue routine screening of
compound libraries and prioritization of
positive hits in secondary screening.
Agrochemical libraries are a particular
priority

Table 5 Priorities – delivering enabling technologies

Removing key roadblocks
to future progress

• Develop in vitro and in vivo culture
methods, models, and assays that can be
used widely and inexpensively to study
P. vivax infections across all stages of the
parasite life cycle and to screen drugs
more effectively for activity

• Elucidate the causes/biology of
hypnozoite dormancy in P. vivax
infections and so develop markers to
differentiate hypnozoites from active
infected hepatocytes

Speeding-up drug
discovery

• Precisely define and develop novel
methods and assays for evaluating drug
activity against each stage of the
parasite’s life cycle (with priority on early
ring stages)

• Develop an affordable humanized
mouse model

• Develop a standardized, robust and
transferable culture system for the study
of P. falciparum and P. vivax liver stages

• Develop a robust and reliable falciparum
and vivax exo-erythrocytic stage culture
and assay system
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enough of an understanding of what exactly is meant by
“artemisinin resistance”. Once the necessary definitions
of resistance had been agreed, as many groups as pos-
sible should be in a position to use a wide range of tech-
niques to elucidate the mechanisms of resistance and so
enable drug discoverers to direct their efforts appropri-
ately. Given the importance of artemisinin-containing
combination treatments (ACT) for the control of P. fal-
ciparum malaria, a process of “letting a hundred flowers
bloom, one hundred schools of thought contend” [22]
was agreed to be the most likely to answer this vital and
pressing question in the shortest time.

Creating and sharing community resources
Table 4 shows the prioritization for this key theme. The
priority in this area is for more transparency and sharing
of information, particularly data about the properties of
potential new drug candidates. Given that resources in
the field are not limitless, and that the community needs
to ensure that unnecessary duplication of work is avoided,
easy access to this information will allow better decision-
making by funders and research teams on which lines of
investigation to pursue.

Delivering enabling technologies
It was clear from the discussions of the Consortium dur-
ing the initial phases of this project that several key enab-
ling technologies had to be developed rapidly to enable
vital drug discovery research activities to progress. This
was most noticeable in developing an understanding of
the underlying biology of the liver stages of malaria (par-
ticularly P. vivax). The results of the prioritization for this
key theme are shown in Table 5.

Exploiting high throughput screening hits quickly
The malaria community now has access to an unprece-
dented amount of structural information to inform drug
discovery and candidate identification. However the
prioritization was driven by the need to fully exploit this
• Emphasize development of better
understanding of absorption, distribution,
metabolism, and elimination (ADME) and
toxicology of positive hits early in the
discovery process

• Use information on parasite resistance to
chemical classes to probe underlying
biological processes

• Evaluate the speed of action and stage
specificity of current HTS hits (currently
15.000‐20,000 novel chemotypes) to
identify new chemotypes with similar
pharmacodynamics to artemisinins. This
should include evaluation against
parasites with stable resistance to
artemisinins (and other anti-malarials)
and parasites arising from resistance
“hot spots”

Table 4 Priorities – creating and sharing community
resources

Removing key roadblocks
to future progress

• Develop and roll out a single reference
database of information on compounds
that are being investigated in malaria,
integrate it with the various current
databases on genes and metabolic
pathways and ensure all are properly
maintained

• Improve communication between active
research groups in malaria including
sharing materials and resources and
adoption of standard procedures for the
in vivo and in vitro investigation of
especially urgent challenges such as
artemisinin resistance



Table 7 Priorities – identifying novel targets

Important quick wins • Better definition of what constitutes target validation to ensure that novel targets are real and practical

Speeding-up drug discovery • Focus on looking for novelty in the first 12 hours of the ring stage (to ensure rapid kill of parasites as seen with
artemisinins) and in the last 12 hours of the schizont stage

• Focus on identifying targets other than haem in the blood stages of malarial infections

• Using currently available mathematical tools and models developed in other biological fields to develop
mathematical models of biological pathways in the malaria parasite to improve understanding of the underlying
biology and identify possible novel targets

• Phenotype parasite strains that are affected differently by each chemical class to identify characteristics that may
be used to identify novel targets

• Focus on increased understanding of the activity of current anti-malarials in high priority areas (e g, activity of
8-aminoquinolines in hypnozoites, effect of antibiotic pre-treatment on apicoplasts)
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unique opportunity in a timely fashion. It was consid-
ered necessary to have in place systems and resources to
ensure that this information is filtered rapidly down to a
manageable number of compounds that can be taken
through to full development in a reasonable period of
time. Table 6 shows the prioritization for this key theme.

Identifying novel targets
Much of the focus of anti-malarial drug discovery is still
on the well-characterized targets in the blood stages of
the Plasmodium life cycle. There are likely to be many
tractable targets elsewhere in the life cycle and these will
become more apparent once there is targeted research
into these life cycle stages. Many of the challenges that
will be encountered in the pre-elimination and elimin-
ation stages of GMAP are probably only solvable if new
targets are identified and drugs targeted at them are de-
veloped. Therefore, there needs to be more focus on in-
vestigating these under-exploited aspects of the
Plasmodium life cycle. The results of the prioritization
for this key theme are shown in Table 7.
Table 8 Priorities – nice to have

Delivering enabling technologies • Establish reporter systems for every st

• Improve imaging tools for mechanism

• Develop tools and reagents that have
(antibodies, affinity tags)

• Investigate the possibility of using a m
activity against hypnozoites in primar

• Develop a P. falciparum and P. vivax o

• Develop of a gametocyte motility ass

• Develop tools to image the parasite’s
algorithms) that have proved useful in
properly in malaria

• Investigate how far one could use To

Exploiting HTS hits quickly • Phenotype parasite strains affected di
in compound activity

Identifying novel targets • Use available IT tools to cluster struct
Roadmap
The recommendations that were prioritized as “Nice to
have” were not considered further for costing and tim-
ing. It was considered unlikely that the resources that
would be available for anti-malarial drug research would
stretch to include these activities at this time. However
they still had some value and alternative funding streams
might be available to allow them to proceed. They are
shown in Table 8.
“Quick wins” and “Removing key roadblocks” were

judged to be of sufficient importance that they should
proceed as soon as possible. It was estimated that
around one year would be needed for all the resourcing
to be put in place. Recommendations prioritized under
“Speeding-up drug discovery” are likely to be possible as
resources become available, once the other priorities
have been properly funded. Therefore, since it is not
possible at this stage to estimate when funding agencies
will have the necessary resources to support these, the
timing has only been shown in terms of duration and to
show any timing dependencies.
age of the parasite life cycle

s of parasite drug resistance

proved useful in other fields but are not yet available for malaria

ature gametocyte and/or liver schizont assay system as a surrogate for
y screening for novel anti-vivax drugs

okinete assay to complement the current Plasmodium berghei assay

ay

response (metabolomics, proteomics, transcriptomics, structural
other diseases (e g, tuberculosis) but have not yet been developed

xoplasma as a model for Plasmodium

fferently by each chemical class to identify possible causes of differences

ures around identified biological activity against Plasmodium



Figure 1 Time to impact of key themes. Each key theme will
make an impact at a different time from when initial investment is
made in it. The five key themes have been grouped according to
when impact can be expected, and so can direct funders towards
the themes that best match their time horizons for impact.
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Different funding agencies may have different ap-
proaches to when they want to see an impact from their
investment. The five key themes can be grouped accord-
ing to when they are likely to have an impact on anti-
malarial drug discovery. Basically, those themes that can
have a discernible impact within five years of the initial
investment (short term) are those that better exploit
current tools. Those that can deliver an impact in ten
years (medium term) are laying the foundations for fu-
ture drug discovery. Finally, those that are not expected
to have an impact within ten years (long term) are dis-
covering the new tools that will be needed to meet the
objectives of GMAP and malaria control, elimination
and eradication. Figure 1 shows how the key themes
have been grouped in this way.
Figures 2, 3 and 4 show the roadmap as developed by

the process outlined earlier. They were developed by
making reasonable assumptions on probabilities of suc-
cess (as agreed within the CRIMALDDI Consortium).

Conclusion
If the ambitious goal of eradicating malaria is to be
achieved in the foreseeable future, then a series of new
drug tools will be required to meet the new challenges.
Figure 2 Action plan to deliver “quick wins”. The estimates of costs and
as “quick wins”.
Current drug tools are adequate for control at this time
and may have impact in a limited number of elimination
situations. However a major research and development ef-
fort will be required to ensure that practical tools are
available when needed for major eradication push in much
of the malaria-endemic world (such as sub-Saharan Africa
and the Indian sub-continent). To be able to focus the re-
sources and expertise of the malaria community and its
supportive funders most effectively, well coordinated plans
and clear priorities are necessary. These need to be devel-
oped by the community working together so that clear
and non-fragmented messages can be delivered to funders
and policy-makers.
The CRIMALDDI Project, and its process of inter-

active workshops, has allowed the development of a set
of prioritized recommendations to inform the setting of
a future anti-malarial drug discovery agenda. These rec-
ommendations represent the consensus views of the par-
ticipants in the workshops, drawn both from the malaria
community and also drawing on expertise from outside
the community, bringing in new insights to key chal-
lenges. The prioritization process and the development
of a roadmap (including an estimate of cost and timing
for the priorities) allows funding agencies to have a more
integrated view of the strategic needs of anti-malarial
drug discovery at this crucial time. It describes a coor-
dinated action plan for European Union support for
malaria research: one which can also contribute to the
agenda-setting discussions among other global funding
agencies. It was not the role of the CRIMALDDI pro-
ject to allocate how this funding should be raised be-
tween possible funding agencies. However we hope that
it will stimulate discussion and co-ordination between
the agencies to maximize the use of scarce resources
and to avoid unnecessary duplication of effort. The
methodology of bringing together groups of experts in
a particular field for interactive and facilitated work-
shops has proven to be a valuable way of arriving at
consensus recommendations. This and the process of
then strictly prioritizing recommendations, according
to pre-agreed criteria, may be of value for similar initia-
tives in the future.
timing needed to deliver the prioritized recommendations classified



Figure 3 Action plan to deliver “removing key roadblocks”. The estimates of costs and timing needed to deliver the prioritized
recommendations classified as “key roadblocks”.

Figure 4 Action plan to deliver “speeding up drug discovery”. The estimates of costs and timing needed to deliver the prioritized
recommendations classified as “speeding up drug discovery”.

Ward and Boulton Malaria Journal 2013, 12:395 Page 9 of 11
http://www.malariajournal.com/content/12/1/395



Ward and Boulton Malaria Journal 2013, 12:395 Page 10 of 11
http://www.malariajournal.com/content/12/1/395
Additional files

Additional file 1: CRIMALDDI Workstream No. 1. P. falciparum and P.
vivax: Novel Targets and Classes.

Additional file 2: CRIMALDDI Workstream No. 2. Managing the
Wealth of New HTS Data.

Additional file 3: CRIMALDDI Workstream No. 3. Artemisinin Resistance.

Additional file 4: CRIMALDDI Workstream No. 4. Stage-specific
Screening Methods.

Additional file 5: CRIMALDDI Workstream No. 5. Using Chemistry to
Understand Biology.

Additional file 6: CRIMALDDI Consortium: Expert Advisory Group
Meeting No. 1.

Additional file 7: CRIMALDDI Consortium: Expert Advisory Group
Meeting No. 2.

Additional file 8: CRIMALDDI Consortium: Expert Advisory Group
Meeting No. 3.

Additional file 9: CRIMALDDI Consortium: Expert Advisory Group
Meeting No. 4.

Abbreviations
ACT: Artemisinin-containing combination treatment; CRIMALDDI: The
coordination, rationalization, and integration of antimalarial drug discovery &
development initiatives; EAG: Expert advisory group; EU: European Union;
GMAP: Global malaria action plan; GMEP: Global malaria eradication
programme; GSK: GlaxoSmithKline; HTS: High throughput screening;
MalERA: Malaria eradication research agenda; MMV: Medicines for malaria
venture; RBM: Roll back malaria partnership.

Competing interests
The authors declared that they have no competing interests.

Authors’ contributions
ICB wrote the first draft of the paper and SAW reviewed and contributed
significantly to developing the final draft. Both authors have read and
approved the manuscript.

Acknowledgements
The work described in this paper was made possible by an EU Commission
FP7 grant. We would like to thank other members of the CRIMALDDI
Consortium and the Expert Advisory Group. We thank the staff of the
Medicines for Malaria Venture (particularly Dr Jeremy Burrows and Dr Didier
Leroy) for their advice on costing and timing of the recommendations. We
would also like to acknowledge the valuable input of the participants in the
five workshops that developed the recommendations on which this paper is
based.
Liverpool, UK (March 2010): Managing the Wealth of New HTS Data.
Ian Bathurst (Medicines for Malaria Venture, Switzerland), Neil Berry
(University of Liverpool), Fred Bost (Scynexis, USA), Ian Boulton (TropMed
Pharma Consulting, UK), Thierry Diagana (Novartis Institute for Tropical
Diseases, Singapore), Sean Ekins (Collaborative Drug Discovery, USA), Val
Gillett (University of Sheffield, UK), Kip Guy (St Jude’s Children’s Research
Hospital, USA), Dave Hornby (University of Sheffield, UK), Susan Jones
(Liverpool School of Tropical Medicine, UK), John Overington (European
Molecular Biology Laboratories, UK), Tanya Parkinson (Pfizer, UK), Raman
Sharma (University of Liverpool, UK), Donatella Taramelli (University of Milan,
Italy), Steve Ward (Liverpool School of Tropical Medicine, UK).
Geneva, Switzerland (May 2010): Stage-specific screening methods.
Ian Boulton (TropMed Pharma Consulting, UK), Foluke Fakorede (TDR,
Switzerland), Jose Garcia-Bustos (GlaxoSmithKline, Spain), Annette Habluetzel
(Università di Camerino, Italy), Marcel Kaiser (Swiss Tropical and Public Health
Institute, Switzerland), Sumalee Kamchonwongpaisan (National Centre for
Genetic Engineering & Biotechnology, Thailand), Clemens Kocken (Biomedical
Primate Research Centre, Netherlands), Didier Leroy (Medicines for Malaria
Venture, Switzerland), Louis Maes (University of Antwerp, Belgium), Maria
Manuel Mota (Universidade de Lisboa, Portugal), Maurizio Muraca (Ospedale
Pediatrico Bambino Gesù, Italy), Solomon Nwaka (TDR, Switzerland),
Bernadette Ramirez (TDR, Switzerland), Tracy Seddon (Liverpool School of
Tropical Medicine, UK), Robert Sinden (Imperial College, UK), Georges
Snounou (University Pierre et Marie Curie/INSERM, France), Roberta
Spaccapelo (Università di Perugia, Italy), Donatella Taramelli (Università di
Milano, Italy), Chairat Uthaipibull (National Centre for Genetic Engineering &
Biotechnology, Thailand), Henri Vial (Centre National de la Recherché
Scientifique, University of Montpellier, France), Sergio Wittlin (Swiss Tropical
and Public Health Institute, Switzerland).
Liverpool, UK (July 2010): Using Chemistry to Understand Biology.
Ian Bathurst (Medicines for Malaria Venture, Switzerland), Neil Berry
(University of Liverpool, UK), Ted Bianco (Wellcome Trust, UK), Ian Boulton
(TropMed Pharma Consulting, UK), Ken Duncan (Bill & Melinda Gates
Foundation, UK), Laurent Fraisse (sanofi aventis, France), Javier Gamo-Benito
(GlaxoSmithKline, Spain), Roy Goodacre (University of Manchester, UK), Neil
Hall (University of Liverpool, UK), Richard Heidebrecht (Broad Institute, USA),
David Hornby (University of Sheffield, UK), Susan Jones (Liverpool School of
Tropical Medicine, UK), Alexis Nzila (KEMRI, Kenya), Sergio Romeo (University
of Milan), David Roos (University of Pennsylvania, USA), Steve Ward (Liverpool
School of Tropical Medicine, UK), Mike White (University of Liverpool, UK),
Elizabeth Winzeler (The Scripps Research Institute, USA).
Liverpool, UK (October 2010): Artemisinin Resistance.
Steffen Borrmann (KEMRI – Wellcome Trust Centre, Kilifi, Kenya), Ian Boulton
(TropMed Pharma Consulting, UK), Ian Graham (CNAP, University of York, UK),
Ian Hastings (Liverpool School of Tropical Medicine, UK), Susan Jones
(Liverpool School of Tropical Medicine, UK), Gilbert Kokwaro (University of
Nairobi, Kenya), Sanjeev Krishna (St George’s. University of London, UK),
Dennis Kyle (University of South Florida, USA), Michael Lanzer (University of
Heidelberg, Germany), Odile Mercereau-Puijalon (Institut Pasteur, France),
Harald Noedl (Medical University, Vienna, Austria), Alexis Nzila (University of
Cape Town, South Africa) Steve Ward (Liverpool School of Tropical Medicine,
UK).
Liverpool, UK (October 2010): Plasmodium falciparum and Plasmodium vivax
Novel Targets and Classes.
Pietro Alano (Istituto Superiore di Sanità, Italy), Giancarlo Biagini (Liverpool
School of Tropical Medicine, UK), Ian Boulton (TropMed Pharma Consulting,
UK), Kelly Chibale (University of Cape Town, South Africa), Christian Doerig
(EPFL-INSERM, Switzerland), Hagai Ginsburg (Hebrew University of Jerusalem,
Israel), Dean Goodman (University of Melbourne, Australia), Susan Jones
(Liverpool School of Tropical Medicine, UK), Clemens Kocken (Biomedical
Primate Research Centre, Netherlands), Didier Leroy (Medicines for Malaria
Venture, Geneva), Alexis Nzila (University of Cape Town, South Africa), David
Roos (University of Pennsylvania, USA), Phil Rosenthal (University of California,
San Francisco, USA), Ilaria Russo (University of Perugia, Italy), Jonathon
Vennestrom (University of Nebraska, USA), Steve Ward (Liverpool School of
Tropical Medicine, UK), Andrew Wilks (Monash University, Australia), Paul
Wyatt (University of Dundee, UK).
We would like to dedicate this paper to the memory of Dr Ian Bathurst – a
member of the CRIMALDDI Consortium representing MMV – who sadly
passed away towards the end of the work described here.

Author details
1Liverpool School of Tropical Medicine, Pembroke Place, Liverpool L3 5QA,
UK. 2TropMed Pharma Consulting Ltd, 10 Brampton Chase, Lower Shiplake,
Oxfordshire RG9 3BX, UK.

Received: 17 July 2013 Accepted: 22 October 2013
Published: 5 November 2013

References
1. Global Malaria Programme WHO: World Malaria Report 2012. Geneva: World

Health Organization; 2012.
2. Roll Back Malaria Mandate. http://rbm.who.int/rbmmandate.html.
3. RBM: The African Summit on Roll Back Malaria: Abuja, 25 April 2000. Geneva:

Roll Back Malaria, World Health Organisation; 2000.
4. Tanner M, de Savigny D: Malaria eradication back on the table. Bull World

Health Organ 2008, 86:82.
5. Bill & Melinda Gates Foundation Malaria Forum: Day-2 transcript. 17 Oct

2007; 2007. http://www.gatesfoundation.org/Media-Center/Speeches/2007/
10/Melinda-French-Gates-Malaria-Forum.

6. Roll Back Malaria Partnership: Global malaria action plan. Geneva: RBM
Partnership; 2008.

http://www.biomedcentral.com/content/supplementary/1475-2875-12-395-S1.pdf
http://www.biomedcentral.com/content/supplementary/1475-2875-12-395-S2.pdf
http://www.biomedcentral.com/content/supplementary/1475-2875-12-395-S3.pdf
http://www.biomedcentral.com/content/supplementary/1475-2875-12-395-S4.pdf
http://www.biomedcentral.com/content/supplementary/1475-2875-12-395-S5.pdf
http://www.biomedcentral.com/content/supplementary/1475-2875-12-395-S6.pdf
http://www.biomedcentral.com/content/supplementary/1475-2875-12-395-S7.pdf
http://www.biomedcentral.com/content/supplementary/1475-2875-12-395-S8.pdf
http://www.biomedcentral.com/content/supplementary/1475-2875-12-395-S9.pdf
http://rbm.who.int/rbmmandate.html
http://www.gatesfoundation.org/Media-Center/Speeches/2007/10/Melinda-French-Gates-Malaria-Forum
http://www.gatesfoundation.org/Media-Center/Speeches/2007/10/Melinda-French-Gates-Malaria-Forum


Ward and Boulton Malaria Journal 2013, 12:395 Page 11 of 11
http://www.malariajournal.com/content/12/1/395
7. Alonso PL, Brown G, Arevalo-Herrera M, Binka F, Chitnis C, Collins F,
Doumbo O, Greenwood B, Hall B, Levine MM, Mendis K, Newman RD, Plowe
CV, Rodríguez MH, Sinden R, Slutsker L, Tanner M: A research agenda to
underpin malaria eradication. PLoS Med 2011, 8:e1000406.

8. The malERA Consultative Group on Drugs: A research agenda for malaria
eradication: drugs. PLoS Med 2011, 8:e1000402.

9. Boulton IC, Nwaka S, Bathurst I, Lanzer M, Taramelli D, Vial H, Doerig C,
Chibale K, Ward SA: CRIMALDDI: a co-ordinated, rational, and integrated
effort to set logical priorities in anti-malarial drug discovery initiatives.
Malar J 2010, 9:202.

10. CRIMALDDI: http://www.crimalddi.eu.
11. Dondorp AM, Nosten F, Yi P, Das D, Phyo AP, Tarning J, Lwin KM, Ariey F,

Hanpithakpong W, Lee SJ, Ringwall P, Silamut K, Imwong M, Chotivanich K,
Lim P, Herdman T, An SS, Yeung S, Singhasivanon P, Day NPJ, Lindegardh
N, Socheat D, White NJ: Artemisinin resistance in Plasmodium falciparum
malaria. N Engl J Med 2009, 361:455–467.

12. Charman SA, Arbe-Barnes S, Bathurst IC, Brun R, Campbell M, Charman WN,
Chiu FCK, Chollet J, Craft JC, Creek DJ, Dong Y, Matile H, Maurer M, Morizzi
J, Nguyen T, Papastogiannidis P, Scheurer C, Shackleford DM, Sriraghavan K,
Stingelin L, Tang Y, Urwyler H, Wang X, White KL, Wittlin S, Zhou L, Venner-
strom JL: Synthetic ozonide drug candidate OZ439 offers new hope for a
single-dose cure of uncomplicated malaria. Proc Natl Acad Sci USA 2011,
108:4400–4405.

13. O’Neill PM, Amewu RK, Nixon GL, El Garah FB, Mungthin M, Chadwick J,
Shone AE, Vivas L, Lander H, Barton V, Muangnoicharoen S, Bray PG, Davies
J, Park BK, Wittlin S, Brun R, Preschel M, Zhang K, Ward SA: Identification of
a 1,2,4,5-tetraoxane antimalarial drug-development candidate (RKA 182)
with superior properties to the semisynthetic artemisinins. Angew Chemie
2010, 49:5693–5697.

14. Gamo F, Sanz L, Vidal J, de Cozar C, Alvarez E, Lavandera J, Vanderwall D,
Green D, Kumar V, Hasan S, Brown JR, Peishoff CE, Cardon LR, Garcia-Bustos
JF: Thousands of chemical starting points for antimalarial lead identifica-
tion. Nature 2010, 465:305–310.

15. Guiguemde W, Shelat A, Bouck D, Duffy S, Crowther G, Davis P, Smithson D,
Connelly M, Clark J, Zhu F, Jiménez-Díaz MB, Martinez MS, Wilson EB,
Tripathi AK, Gut J, Sharlow ER, Bathurst I, El Mazouni F, Fowble JW, Forquer
I, McGinley PL, Castro S: Chemical genetics of Plasmodium falciparum.
Nature 2010, 465:311–315.

16. ChEMBL: https://www.ebi.ac.uk/chembldb/index.php.
17. Collaborative Drug Discovery. http://www.collaborativedrug.com.
18. Open Access Malaria Box. http://www.mmv.org/malariabox.
19. Guerra CA, Howes RE, Patil AP, Gething PW, Van Boeckel TP, Temperley WH,

Kabaria CW, Tatem AJ, Manh BH, Elyazar IRF, Baird JK, Snow RW, Hay SI: The
international limits and population at risk of Plasmodium vivax
transmission in 2009. PLoS Negl Trop Dis 2010, 4:e774.

20. Mueller I, Galinski MR, Baird JK, Carlton JM, Kochar DK, Alonso PL, del Portillo
HA: Key gaps in the knowledge of Plasmodium vivax, a neglected human
malaria parasite. Lancet Infect Dis 2009, 9:555–566.

21. Moran M, Guzman J, Henderson K, Wu L, Chan E, Chapman N, Abela-
Oversteegen L, Gouglas D, Kwong D: G-Finder 2012: neglected disease re-
search and development: a five year review. In G-Finder. London: Policy
Cures; 2012.

22. Mao Tse T: Quoted in Li Z. The Private Life of Chairman Mao. London: Arrow;
1996:189–190.

doi:10.1186/1475-2875-12-395
Cite this article as: Ward and Boulton: CRIMALDDI: a prioritized research
agenda to expedite the discovery of new anti-malarial drugs. Malaria
Journal 2013 12:395.
 Submit your next manuscript to BioMed Central

and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://www.crimalddi.eu
https://www.ebi.ac.uk/chembldb/index.php
http://www.collaborativedrug.com
http://www.mmv.org/malariabox

	Abstract
	Background
	CRIMALDDI consortium
	Five key themes
	Attacking artemisinin resistance
	Exploiting high throughput screening hits quickly
	Identifying novel targets
	Creating and sharing community resources
	Delivering enabling technologies
	Prioritized recommendations

	Methods
	Prioritization
	Estimating costs and timing

	Prioritized recommendations
	Attacking artemisinin resistance
	Creating and sharing community resources
	Delivering enabling technologies
	Exploiting high throughput screening hits quickly
	Identifying novel targets

	Roadmap
	Conclusion
	Additional files
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /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 true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /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 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /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 ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


