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1. Executive Summary

Today, more people are dying of malaria than a decade ago. Malaria’s burden persists primarily in Africa
where nearly 90% of the estimated 1-3 million annual deaths occur. Children and pregnant women are
most vulnerable. In fact, malaria is the biggest killer of children under five - one child dies every 30
seconds. Of the 3.2 billion people at risk worldwide from this deadly disease 300-600 million are infected
every year. Malaria is also returning to many regions, such as Yemen and the former Soviet countries of
central Asia. Malaria perpetuates a cycle of poverty costing more than $12 billion annually in lost GDP in
Africa alone.

Numerous vector control initiatives focus on the prevention of malaria through, for instance, indoor
residual spraying and the use of long-lasting insecticide-treated bed nets. Each of these prevention
measures is proven, relatively affordable, and increasingly available. But these tools will not always work.
Both the parasite and the mosquito that transmits it have adapted rapidly to new technologies.

Qver the last 50 years, the malaria parasite has gradually grown resistant to widely-used drugs, such as
chloroquine, that had effectively treated the disease for decades. As a result, malaria continues to afflict
millions. In Africa, the death toll continues to rise because effective drugs are inaccessible due to cost,
poor health systems, inadequate distribution networks, and policy challenges.

Today, the most effective cure for malaria is artemisinin-based combination therapies (ACTs). However,
with a price 10 to 20 times that of older drugs, ACTs are beyond the means of the most vulnerable
families.

Continuous research and development (R&D) for new diagnostics, medicines, vector contro! methods and
an effective vaccine for malaria are urgently needed, but this critical area has been left to generous
philanthropists. Large global agencies such as the Global Fund for HIV/AIDS, TB and malaria (GFATM), and
the recently created President’s Malaria Initiative do not fund R&D of new health tools. They are, however,
extremely effective at providing funding for vector control measures and the procurement of antimalarials.
Unless public funding directed at drug research is radically increased, these global agencies will not have
new drugs to distribute to malaria-endemic countries.

Medicines for Malaria Venture (MMV), a not-for-profit organization, was created in 1999 to discover,
develop, and deliver safe, effective, and affordable antimalarial drugs. With the largest-ever portfolio of
antimalarials drugs in development, MMV ensures that its products are developed and delivered as "public
goods” to enable the greatest possible public health impact in disease-endemic countries. Effective
management of resources includes negotiation around intellectual property rights (IPR). MMV wishes IP to
be a driver of the drug R&D process for malaria rather than a hindrance. Moreover, each contract is signed
with a provision for eventual royalties to be re-injected into the MMV's core work in research and .
development.

To achieve its vision, MMV will need to drive forward the discovery and development of new drugs to cure
malaria and help facilitate the creation of sustainable systems to deliver them to where they are most
needed -vulnerable populations in malaria-endemic countries that currently have the least access to
treatment and care.

Sustained fundraising efforts have enabled MMV to raise over USD 270 million during its first 7 years of
existence. A significant portion of this is in the form of bilateral support from European countries such as
the UK, Ireland and the Netherlands. To achieve its vision, however, it is estimated that MMV’s R&D
activities still need additional commitments for 2007 to 2010 as well as considerable supplementary
funding for scale-up, launch and *access’ activities. MMV's total funding gap stands at around USD 150
Million,

A contribution from the Government of Thailand in the form of non-specific core funding to MMV would
help ensure the continued R&D of antimalarials. This is an opportunity for Thailand to join a group of
international governmental and philanthropic funding entities in the globa! R&D action against malaria.
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2. Overview of Medicines for Malaria Venture (MMV)

Medicines for Malaria Venture is a not-for-profit public-private product development partnership (PDP)
created in November 1999, Its mission is to discover, develop and deliver new affordable antimalarial drugs
through effective public-private partnerships. The long-range goal is to provide significant health and
development impact in malaria-endemic countries.

MMV's goal is to
+ Develop antimalarial treatments that cost $1 or less and ensure that they reach the
most vulnerable populations in malaria endemic regions
Develop drugs for high risk groups such as children and pregnant women
Gain international regulatory approval of at Ieast three new ACTs before 2010. The
first drug could be available for widespread use by 2008,

MMV'’s ultimate goal is a one-dose cure.

MMV’s Strategic Planning

MMV’s initial strategy was laid out in its original *Business Plan 2000’ and then a subsequent updated
version: Business Plan 2003 - 2007. The directives for MMV were as follows:

Found a new public-private partnership to re-create a viable pipeline of new antimalarial drugs
Apply criteria of stringent regulatory oversight and ICH guidelines

Create a business model and philosophy akin to the commercial sector

Engage the collaboration and support of academic and commercial pharmaceutical partners
Hire staff, create infrastructure and forge partnerships

Engage new stakeholders and raise funds to attain sustainability

Grow and manage the pipeline

Interact with global players

Discover, develop and facilitate delivery of new drugs

Initial expectation of one single drug (no mention of combination therapy) registered by 2010
Initially for a total operational cost of USD 250 million over 10 years

The Drug Supply Chain

Drug Discovery &

Development

- Consensus on » Sustainable

Health

global pricrities Z financing
» Long term funding ?‘“ + Supportive drug
commitments a‘ policies )
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Health Impact

« Manufacturing

* Trained providers /
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This plan has been fargely executed by MMV's experienced management team. Plans however cannot always
predict a changing regulatory, policy and *best practice’ environment, and several additional changes have
been adopted by MMV’'s Executive Management Team and Board of Directors. Thus the World Health
Organization’s {(WHO) recent recommendation of artemisinin combination therapy as the treatment of choice
has been accepted and embraced, as have additional indications such as intermittent preventive treatment in
early infancy (IPTi}, P.Vivax malaria or emergency treatments. MMV is also now involved in supporting
enabling technologies such attempts to improve yield from Artemisia annua through mutagenesis and
selection — a project that recently gained its host University (York) a ‘Queens Anniversary Award’ as part of
the National Honours system in the UK .

More important than the breadth and scope of its activities,-however, Is MMV's ability to execute this activity
efficiently. The organisation underwent a very positive evaluation by the *Donor Coordination Group’ during
2005. The ‘Independent Review of Medicines for Malaria Venture’ was commissioned jointly by the following
entities: the UK Department for International Development (DFID), the Wellcome Trust, the World Bank, the
Swiss Agency for Development and Cooperation, the Bill and Melinda Gates Foundation and the Nethertands
Ministry for Foreign Affairs.

Working with Partners

After seven years of operations MMV, together with its many partners, manages the world’s largest
antimalarial R&D portfolio covering the innovation spectrum from basic drug target discovery and
validation projects through to advanced formulations of existing drugs.

AL Poong Pharm. Inc.

Albert Einstein
Collaoa of Madicine
ational Institutes of Health {;

r‘ﬂvﬁtx of North Carolina Chapel Hifj :
of Mississippl P ~ i %
University of Neb ) ‘ "

&= Pharmaceutical partner
@University/institute

§ = Nalional research institute}
:= Clinical trial site ( (= unds

Contractual partners in MMV’s projects for 2007 include around 80 leading-edge research entities across
the globe, including universities and non-profit organizations, as well as pharmaceutical/ biotech company
laboratories based in India, Europe, South Korea, and North & South America.
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MMV Donor Support

Unusually for a PDP, MMV has a relatively broad and credible stakeholder base. Support has been
generated from 12 major governmental and philanthropic funding agencies, as can be seen in the pie
chart below. Since its foundation MMV has been granted multi-year pledges of funding notably from the
Bill & Melinda Gates Foundation, the United Kingdom Department for International Development, the
Swiss Agency for Development and Cooperation, the Rockefeller Foundation, USAID, Irish Aid, the
ExxonMobil Foundation, BHP Billiton and the Wellcome Trust with additional annual commitments from the
Netherlands Minister for Development Cooperation, the World Bank.

MMV - Medicines for Malaria Venture
funding from Foundation to 2010 {Dec 2005}

{Total Recelved/Pledged $273 Million)
Bill & Melinda Gates

Foundation
60.5%

U.K. DFID

Irish Ald 10.6%

4.0%

USAID Rockefelter Foundation
2.9% 24%
BHP Billiton Netheands Minister Devt.
0.3% World Bank —~— Co-operation
1.7% 6.2%

Exxon Mobil Foundation WHO/RBM
1.1% Wellcome Trust  Swiss Government $.0.C. 1.3%
7.6% 1.6%
BBill & Mefinda Gates Foundation BU.K. DFID ORockefeller Foundation
HNetheriands Minister Devt. Co-operation BWHO/RBM B Swiss Government 5.D.C.
WWorld Bank BWellcome Trust M Exxon Mobil Foundation
W BHP Billiton QUSAID Wlrish Aid

MMV’s links to the WHO are strong. WHO maintains its role as an advisor to MMV, which has high regard
for WHO's drug pre-qualification status. Currently, MMV is seeking and receiving valuable advice on how to
conduct access and delivery activities, and the head of Roll Back Malaria-Global Malaria Partnership (RBM-
GMP) is Chair of MMV's Access and Belivery Committee, The WHO, In turn, considers MMV as "the premier
public-private partnership for developing new malaria drugs.”

MMV has been fortunate that to date the funds needed to advance the portfolio have thus been made
available. These grants have helped to make the MMV one of the most successful public private
partnerships. MMV understands that funding is dependent on maintaining the trust of donors in our ability
to produce resuits.

MMV manages its projects carefully to ensure adequate funds to progress them to their goals. There are,
however, specific targeted actions, particularly in the areas of making funds available earlier, which will
help to accelerate these projects.
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Research & Development Portfolio Overview

The MMV portfolio has grown from 3 initlal discovery projects in 2000 to a dynamically managed portfolio of
35 projects, including 3 mini-portfolios, and 6 projects in clinical development. (See chart below). Since the
year 2000, 54 projects have been added and 19 terminated, all for scientific, financial or contractual reasons.

MMV Portfolio 15t Q 2007
Manage to Budget

Exploratory Discovery Preclinical Development Regulatory
Lead Lead

Identification  Optimization Phase | Phase Ii Phase I}

Tafenoquine

Immucillins

Natural Products
Whole-Cell
HTS

TDR22093
Series

MK-4815
M:;;zes Intravenous
Artesunate
Natural Preducts
as . . . .
New Frototypes. k& ] Project in the GSK mini-portfolio
3 Projects under contract negofiation
[T Unfunded approved projects
Project Success Rates at each Phase
30% 65% 55% 55% 70% 50% 65% 95%

The present portfolio is largely directed at the priority goal of developing drugs for uncomplicated
P.falciparum matlaria with one project focused on providing a new treatment for complicated severe
malaria and several others for P.vivax malaria. As the portfolio matures, we will need to expand our
vislon to better refiect the essential needs of malaria-endemic countries. This will be achieved by a much
more indication-specific approach to the discovery and development of second generation drugs - for
example, innovative drugs for intermittent preventive treatment for pregnant women (IPTp) or in infants
(IPTi}, or the highly desirable ‘one dose cures’ or transmission blocking drugs which, if widely used, could
act at a population level. *

MMV’s decision to advance a project through the portfolio is based on the advice of the MMV Expert Scientific
Advisory Committee (ESAC). ESAC members participate in an annual review of all projects, and make
recommendations to the MMV Board concerning the continuation of funding. They also assist in rewewmg and
short-listing proposals when MMV has a Call for Letters of Interest.

Several drugs are currently in advanced development (See table on page 8). The first 2 dossiers will
be submitted for registration by end 2007. The public sector target price for a full course of treatment
with these innovative new combination therapies is 1 US doliar or less. We also hope to achieve the
lowest possible private sector prices. To enable such low prices to be sustained, product competition is
needed and we are poised to deliver 2 or 3 potential new combination antimalarial drugs by 2010,
beginning as early as 2008.
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MMV Product Profile: Anti-Ma!arias in Phase I1I Clinical Development

¢ Should meet MMVs guidelines
for Cost

o ACT with a different
pharmacophor

¢ Should meet MMVs guidelines

for Cost
e Potentially first drug to
complete MMV pipeline

+ Indicated for both P. vivax
and P
falciparum

e Pediatric formulation

« Longer shelf life

* Lower propensity for
resistance

-
-»
o

Medleines Tor Mularia Yesture

e Use for children abov 5 kg |

e Coartem on essential drugs
list
e First mover advantage

Fixed-ratio combination of
chlorproguanil-dapsone (Lapdap™)
with artesunate

Fixed-ratio combination of
dihydroartemisinin and
piperaguine

Fixed-ratio combination of
pyronaridine and artesunate

Fixed-ratio combination of
artemether and lumefantrine

Uncomplicated P, falciparum malaria

Uncomplicated P. falciparum
malaria

Uncomplicated P. falciparum
and P. vivax malaria

Uncomplicated P. falciparum
malaria

Adults and children

Adults and children

Adults and children

Infants and children

Pregnancy .

Pregnancy

Pregnancy

Pregnancy

Tablets: for adult and children and
infants

Tablets: for adult and children and
infants

Tabtets: for adults and children
Pediatric Granules: for infants

Dispersible tablet: for small
children and infants

Oral, once daily for three days

Qral, once daily for three days

Oral, once daily for three days

Oral, twice dally for three days

Pricing depends on many factors and it

and <$0.50 for a child

cannot be known at this stage. MMV’s current price guideline is that cost < $1.00 per adult treatment

| = 95% z 95% = 95% = 95%
Lapdap™ resistance in Southeast Asia | Piperaquine history in China None Lumefantrine in SEA
Potential hemotoxicity {(Lapdap™) None known None known Artemether - hearing
complications, Lumefantrine -
cardiac complications
Probably >2 Years Possibly >2 Years 3 Years 2 Years

UK MAA to be submitted -~ Q12008.
Approval expected - Q1 2009.
Projected launch - 2009

Planned submission to the Italian
Medicines Agency - Q4 2007.
Approval expected - Q2 2008.
National approvals expected - Q4
2008

To be submitted to the Korea
FDA and the EMEA ~ Q1 2008.
KFDA and EMEA approval
expected ~ Q4 2008

To be submitted to Swissmedic
- 2007. Approval expected - Q1
2008.

l Phase III trials are in Burkina Faso,
Cameroon, Gambia, Ghana, Kenya,
Nigeria and Tanzania.

Pharmacokinetic trials in Africa.
Phase III trials completed in
Burkina Faso, Kenya,
Mozambique, Uganda, Tanzania,
Ongoing in India, Laocs, and
Thailand

Phese III trials initiated
Senegal, Gambia, Ghana,
Mozambique, Kenya, Mali,
DR(Z, Cambodia, Indonesia,
India, South Korea, Philippines,
Thsiland and Vietnam

Phase III trials are in Kenya,
Mali, Tanzania, Zambia, and
Cambodia completed 19 Jan
2007,

GSK, Liverpool School of Tropical
Medicine, LSHTM, TDR

Holley Pharmaceutical, Oxford U.,
Sigma-Tau

Shin Poong Pharma.

Novartis Pharma.
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MMV’'s New Drugs in Late-stage Development

MMV’s four new fixed-dose artemisinin-based combination therapies (ACTs) in Phase III clinical
development are anticipated by end 2008 beginning of 2009, and aim to address a number of country-
critical requirements:
e Low cost of goods: basic cost of treatment = <US$1.00 per adult, ~US$0.5 per child
Faster cure rate: within 3 days
Improved shelf life: up to 3 years or more
Simplified dosing regimen (once/day)
Paediatric formulations: safe in infants of less than 6 months
Low propensity to generate rapid resistance

Estimated* Timeline for Registration and Use of New Products

2007 2008 2009 20190

CDA PE&A
Eurartekin Dossier Dossier P&A
Dassier subhmitted  submitted Marketing CDA

Aunthnricatinn

cuhmiitand ‘ ‘ A__u_sbhnric:\linn Marketing

Paediatric
Coartem Paed Coartem

Dossier Marketing
submitted Authorisaton

Eurartekin
Marketing
Authorisation

* Timelines indicated are dependent on a number of factors and may be subject to change

All MMV development projects are executed to international Good Clinical Practices (GCP) standards as
defined, for example, by the European Agency for the Evaluation of Medicinal Products (EMEA) or the United
States Food and Drug Administration (FDA). Equally, all drugs are produced to Good Manufacturing Practices
(GMP) standards as promulgated under European Directive 2003/94/EC or equivalent.

Public impiementation in key countries will take 2-3 years due to the rather lengthy and stringent
international regulatory process outlined above, as weli as the time needed to meet global {(WHO)
nolicy and local policy requirements, manufacture the drug, secure finances, and ensure distribution.

MMV'’s Focus on Access

‘Discover, Davelop, Deliver’ are the stated objectives of MMV. It is, however, clear that the original goal of
drug registration is but the first step to ensuring ‘delivery’. There are many more steps to go before we
can achieve the underlying imperative of our mission, namely *health impact’. MMV now fully accepts it will
need to patticipate actively, on a case-by-case basis, in launch, *marketing” and Phase IV (public health
utility) trials with its partners. Moreover, these are real challenges for all the partners involved, including
RBM-GMP, who have never before been faced with this potential breadth of drug choice or massive
opportunity for delivery.

MMV's priorities regarding access & delivery are to improve understanding of the antimalarials market
and prepare endemic countries to facilitate rapid uptake of our new ACTs. These include the following
areas of work;

1. Accelerating Product Uptake: Understanding the market dynamics for antimalarials; country
situation analysis: preparing for launch of late stage products

2. Shaping the Debate: Understanding decision framework for new product adoption; Phase IV
consensus meeting; deepening distribution outlets.

3. Achieving Health Impact: Proof-of-principle activities to assess best method for ensuring
maximum availability of high quality, low price ACTs through all outlets.
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MMV is targeting highly impoverished malaria-endemic populations in Sub-Saharan Africa, Asia and South
America. Access to treatment will be through both the public and private market sectors depending on the
health-seeking behaviour of differing populations. Specific countries are currently being identified as part of
‘global access plans’ for each late stage development project taking particular account of the existing
distribution networks of MMV's various pharmaceutical partners.

The ultimate impact will depend on uptake of the new drugs, which will in turn depend on the scale-up,
launch and ‘marketing’ or ‘access’ activities that MMV will undertake together with its current pharma
partners and new potential partners such as GFATM, UNICEF, MSH (Management Sciences for Health), and
Population Services International (PSI - a non-profit organization established in 1970 that delivers subsidised
products and services to save lives in the field of malaria and other areas of public health). MMV has just
completed a consultancy process entitled *Planning for Success’ together with the Gates Foundation and the
Boston Consulting Group where demand and access Issues were examined.

MMV’s Management Arrangements

Although it is a not-for-profit foundation, MMV’s business model and its leadership style and culture are
similar to that of a biotech or small commercial company. The Chief Executive Officer is assisted in his
management duties by an Executive Management Team (See box below). External, independent scientific
acdvice and support are provided by ESAC, and oversight is provided by the Board of Directors chaired by
Baroness Lynda Chalker.

MMV’s stakeholders, Board of Directors, Expert Scientific Advisory Committee (ESAC) and research
partners are highly knowledgeable representatives from leading academic, governmental, industry and
international organizations worldwide concerned with malaria reseairch and drug development. Among
other luminaries, the Board includes the former Prime Minister of Mozambique Pascoal Mocumbi and the
former Director General of the Association of the British Pharmaceutical Industry. While the ESAC has
included Dr Kitima Yuthavong, Vice President , Thailand Centre of Excellence for Life Sciences for a term
of two years. The Executive Management Team is small encugh to keep indirect spending down, but
expert and dedicated enough to manage in a complex multi-partner environment.

MMV’'s Executive Team

10
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The organisation was designed to be lean, effective and efficient, while conserving robust, transparent control
mechanisms. Quick decision making, implementation and flexibility are central to the organisational culture
and have been instrumental in the successful start-up and progress of what is often referred to as a ‘virtual
pharma company’.

Compared to most not-for-profit organisations, MMV is unusual in that almost ail staff have considerable
private sector experience, for the most part in the pharmaceutical industry.

The organisation has remained faithful to the staffing principle of its original business plan: ‘a small,
highly-qualified staff’. Since its foundation, MMV has grown from a staff of one person in temporary
offices to 21 people in rented office accommodation near Geneva airport (2006), and a target of 25 by
late 2007. The majority of the 3-4 staff hires expected this year will be in the area of phase III/IV clinical
trial expertise, delivery and access. Supplementary office space adjacent to the current rented
accommadation is now in use since January 2006 to accommodate the new staff members.

Accountability and Transparency

MMV - 2006 Expenditure / Total: $ 51.5 million

8 Project-Related R&D Expenditure
B Access & Delivery

OGovernance & Stakeholders

B Management & Administration

Each year, MMV's financial statements are published under International Financing Reporting Standards
{IFRS) in the Annual Report. The accounts are also presented to the Board twice a year and at the
annua! Stakeholders meeting. Our auditors are KPMG.

The organization promotes a culture of ‘*vajue for money’ as witnessed in the pie chart above. MMV’s

expenditure on its core business (R&D) is over 90% while at 6.8% its management and
administration costs are well below the average for similar ventures.

For legal, IPR and liability issues, MMV is advised by CMS Cameron McKenna, London, UK and
Sidley, Austin, Brown & Wood LLP, Washington, DC, USA.
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3. Proposal to Government of Thailand for 5-year Grant Support: 2008-
2012

As an independent Product Development Public Private Partnership (PDP) in Geneva, Switzerland, with
strong links to the WHO, MMV collaborates with over 80 public and private entities globally, including the
Mahido! University and Hospital for Tropical Diseases and Thailand’s cutting-edge National Centre for
Genetic Engineering and Biotechnology (BIOTEC).

MMV receives bilateral support from several countries, philanthropic foundations and corporate
foundations (see page 6). Sustained fundraising efforts have enabled MMV to raise over USD 273 Million
during its first 7 years of existence but a funding gap of around USD 150 Million still exists.

To achieve its vision, it is estimated that MMV’s R&D activities need additional commitments for 2008 to
2012 as well as considerable supplementary funding for scale-up, launch and ‘access’ activities. Only then
will it be able to fully contribute to the achievement of the Millennium Development Goals.

Meeting the MDGs

Malaria constitutes a major challenge in international health. Currently available public health measures,
from bed nets to indoor residual spraying, are failing to bring the disease under control. New and
improved technologies and drugs are urgently needed if the Millennium Development Goals (MDGs) are to
be achieved by 2015.

Malaria keeps poor people poor; new antimalarials will mean a healthier workforce which will help
eradicate poverty and hunger (Goal 1). New malaria medicines for children, the population most affected
by this disease, will allow them to go to school (Goal 2) and reduce child mortality (Goal 4), Maternal
health will improve (Goal 5) and the spread of HIV/AIDS and malaria will ultimately be halted and
reversed (Goal 6}. And the drugs will be developed and produced with the help of PDPs, in cooperation
with pharmaceutical companies (Goal 8}. MMV’s mission and work will contribute to the achievement of six
of the eight MDGs.

In this context, in 2005 the UK government (through DFID) with the Wellcome Trust, explained its
commitment to achieving the MDGs by its additional support to MMV, as well as its G8 commitment to
encourage the development of new drugs for malaria via PDPs.

MMV’s aims and aspirations are aligned with Prince Mahidol’s ambitious vision in public health. By
supporting MMV’s work, Thailand will not only strengthen its commitment to fight malaria and
demonstrate to the world its commitment to research and development, but also clear the current
misconception that Thailand is not committed to Pharmaceutical Innovation. Most of Thalland’s
contribution will be re-invested in Thailand itself, and will also benefit the underprivileged in developing
nations.
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MMV Investments in Thai Organizations 2003 - 2007:

USD 2,472,236
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Proposal to the Government of Thailand

The Government of Thailand will join a group of international governmental and philanthropic funding entities
that all provide non-specific core funding to MMV, Some of these organisations are more interested in the
R&D components of MMV’s activities, others in downstream activities and potential health impact. We would
welcome input on R&D and any support to inform delivery strategies, in-country effectiveness studies,
modest capacity building, and help in building relationships with developing country governments.

The proposal listed below is for an initial 5 years, from 2008 to 2012,
$2.5 Million - New Drug R&D Portfolio + Access & Delivery of New Antimalarials

Drug Research and Development is the core function of MMV and the major driver for spending. Direct
R&D portfolio project partner-support stood at over USD 43 Million in 2006. Moreover, as is well-
established in industry, the volatility and magnitude of R&D costs increase significantly in the clinical
development phases I, 11, and particularly phase III.

The recent extension of the mission to the facilitation of Access and Delivery has increased the global
project cost and human resource requirements considerably, as compared to earlier projections. However,
the work planned for this enhanced mission will ensure that the new drugs emerging from the MMV
pipeline do not simply 'sit on the shelf’, but are distributed, affordable, used appropriately and begin to
ansure tangible health-impact as socon as possihle,

The dossiers of the first 2 new ACTs will be submitted for registration by end 2007 and MMV expects to
launch between 3 and 4 important new antimalarial drugs before 2010. Adding Phase IV trials (safety,
tolerance and acceptability) and other post-registration activities while facilitating access to both the public
and non-premium private sector will ramp up costs significantly.

MMV proposes that the Government of Thailand supports research and development of the full portfolio of
new antimalarial combination drugs from discovery through to registration, on to access and delivery into
the hands of those most affected by the disease, mainly small children and pregnant women in Sub-
Saharan Africa and Asia, and also potentially in South America.

Output/Performance Indicators

Key indicators are:
« Ability of MMV to continue to fill {(particularly with innovative discovery projects) and progress projects
through the pipeline;

= Ability of current projects tc meet milestones;

= Effective registration of new drugs;

» Engagement of new partners in access and delivery;

s Engagement with international and developing country regulatory authorities to hasten uptake as first line
treatment;

» Engagement with WHO to obtain inclusion on the Essential Drugs list and to interact with RBM;

¢ Facilitation of launch and ‘access’ activities;

« Organisation of Phase IV type implementation studies;

» Engagement with partners such as the Global Fund, the UN Millennium Project, UNICEF, UNDP, MSH and

PSI to ensure all this leads to health and development impact.
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Monitoring/Review Arrangements

Internal monitoring, evaluation and quality management are carried out by the management team
through annual individual objectives and performance appraisals. This in-house system is subject to oversight
by the Board and Is tied to the work of the Board Remuneration Committee. Weekly scientific meetings,
headed by the CS0, and bi-annual review by ESAC provide scientific monitoring. A monthly financial report is
provided by the CFO to the management team, the board, and staff.

Reporting to donors is through the statutory Annual Report, the annual Stakeholders’ meeting at which
MMV’'s Executive Officers give presentations on the overall progress of the organisation, and the audited
financial statements (auditor KPMG).The accounts and financial situation are presented to the full Board by
the CFO twice a year and also at the annual spring Stakeholders meeting. Over and above the Annual Report,
MMV provides specific annual scientific and financial reporting to @ number of its donors. Internal regulations
governing financial management are contained in the MMV Financial & Accounting Rules and Procedures
Manual, comprising Financial Regulations, Investment Guidelines and Financial & Accounting Rules and
Procedures.

Cost Implications/Budget

Medicines for Malaria Venture:
Funds Recelved [ Pledged from Foundaﬁon (November 1999) to date (Dec 2006}

Govemments: _ : : R I
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$
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$
Natherlands Government {Tran) 3
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Foundations: BB | R PRI

8ill & Melindz Gates Foundaum :

Bill & Melinda Gates Foundation

Bili & Melinda Gates Foundation
BHP - Billiton

Boon Mabil Foundation

Rockefeller Foundation

Wellcome Trust
Wellcome Trust
Individual Donors

PTG AN

L2
Netherands 1989/ {TOR}) ) 2,309,741

DFIDU.K Govt. 1999:{TDR) T1197618] -

DFID UK Govt. 1999 {TOR}
OFID UK Govk: 3003 - -

The ‘Funding Gap” 2007-2010 is equivalent to USD 147 million, according to current budget projections (see
below). This represents the total projected cost of our Access/Delivery activities over the five-year period. As
can be seen in the financial modelling graph below, our current funding pledges are probably insufficient only
to cover our planned R&D activity to end 2007, leaving the additional *health impact’ aspect of our extended
mission completely unfunded,
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The post-2006 figures are management’s best estimates of future income and expenditure according to
current information. Budgets and programmes are adapted on an ongoing basis as significant changes in
scientific, material and financial circumstances may occur.

4. Conclusion

This proposal aims to address Prince Mahidol’s vision of the advancement of public health,

emphasising humanitarian action, and contributing to the global movement to achieve the MDGs by
2015.

By providing non-specific core funding to MMV, the Government of Thailand will join a group of
European and international governmental and phitanthropic funding entities that support its not-for-
profit mission to discover, develop and facilitate the delivery of new, effective and affordable
antimalarials to poor, populations in malaria-endemic regions in the developing world.
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MMV has translated the vision of its public founding stakeholders (WHO, UK DFID, World Bank, Governments
of Switzerland and the Netherlands) and those from the private sector {International Federation of
Pharmaceutical Manufacturers and Associations IFPMA) into a tangible reality. Imagined initially as a ‘social
venture capital fund’, MMV has assumed greater ownership and management than expected of the individual
partnership projects within its portfolio to become what could be called a “virtual pharma company’.

MMV management, with the support of the Board, its Stakeholders, and invaluable advice from its
independent Expert Scientific Advisory Committee, has assembled a portfolio of over 35 antimalarial drug
R&D projects. Scientific project selection is through a robust, open procedure of a public call for letters of
interests, with internal and external ESAC review. Contract negotiation including intellectual property issues is
competently managed. Scientific management of partnerships comprising academic, pharma and other
partners around the world is well-structured and targeted specifically with the aim of obtaining appropriate,
affordable, new combination therapies for malaria endemic populations. Projects which after internal and
independent ESAC review do not meet milestones, have undesirable characteristics, or do not meet
affordability criteria, are no longer supported. Financial management is effective and transparent.

Value for money is the fundamental principle. The accounts have been produced to International Financial
Reporting Standards (IFRS), from 2005. The management team and smalt staff in Geneva have created and
implemented efficient procedures and controls. Moreover, they have effectively translated the initial vision
into tangible, measurable action, Going forward, the challenge will be to manage change while growing the
organisation to meet the needs of facilitation of access and delivery in endemic countries.

5. Final Declaration
Medicines for Malaria Venture, a not-for-profit Swiss foundation, declares that all funding received is
used exclusively for its charitable purpose: to discover, develop and facilitate the delivery of new,

appropriate, affordable antimalarials for poor populations in endemic countries.

Geneva, 25 June 2007

e
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Dr Christopher C. Hentschel Peter J. Potter-Lesage
Chief Executive Officer Chief Financial Officer
Medicines for Malaria Venture Medicines for Malaria Venture
Acronyms

ACTs Artemisinin-based combination therapies

AECI Spanish Agency for International Cooperation

DFID UK Department for International Development

EMEA European Agency for the Evaluation of Medicinal Products

ESAC MMV Expert Scientific Advisory Committee

FDA United States Food and Drug Administration

GCP Good Clinical Practices -

GFATM Global Fund for HIV/AIDS, TB and malaria

GMP Good Manufacturing Practices

IFRS International Financing Reporting Standards

IPR Intellectual property rights

IPTi Intermittent preventive treatment in early infancy

IPTp Intermittent preventive treatment for pregnant women

MDGs Millennium Development Goals

MMV Medicines for Malaria Venture

MSH Management Sciences for Health

PDP Public-private product development partnership

R&D Research and development

RBM-GMP Roll Back Malaria-Global Malaria Partnership

17



