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* gunWnaunl: Universal Health Care
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Discovery

¢ Natural
products

» Related
compounds

from medicinal
chemistry

Clinical trials

Preclinical
trials

Application
for clinical
trials

Application
for registration

e« Phase 1
e Phase 2
e Phase 3

« Efficacy tests
e Toxicity tests
o Mutagenicity
» Stability

e Stability studies » Documentation

e Formulation
and packaging

e GMP and
application for
manufacturing

« Documentation

Pharmaceutical Development:

Post-
registration
and post-
marketing

e Phase 4 clinical
studies

From Discovery to Post-Registration and Post-Marketing
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Team for drug development

Project
METETLETES

Biochemistry

Discovery ADME/PK

Business Dev.

Toxicology

Quality / GMP
Clinical
Pharmacology

Legal

Medical

_ Director
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Medicines for Malaria Venture
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Team for drug development

- Biochemistry
Poor or not existing

Discovery ADME/PK

- Toxicology

Quality / GMP

Some capability

Clinical
Pharmacology

Chemistry

. Clinical Trials
Formulation
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Yuthavong, Y. et al., Proc Natl Acad Sci USA 2012, 109, 16823-16828

Malarial dihydrofolate reductase as a
paradigm for drug development against
a resistance-compromised target

Yongyuth Yuthavong™', Bongkoch Tarnchompoo®, Tirayut Vilaivan®, Penchit Chitnumsub®, Sumalee
Kamchonwongpaisan®, Susan A. Charman’, Danielle N. McLennan, Karen L. White, Livia Vivas®, Emily Bongard’,
Chawanee Thongphanchang®, Supannee Taweechai®, Jarunee Vanichtanankul?, Roonglawan Rattanajak’,

Uthai Arwon®, Pascal Fantauzz, Jirundon Yuvaniyama', William N. Charman’, and David Matthews®

*BIOTEC, National Science and Technology Development Agency, Thailand Science Park, Pathumthani 12120, Thailand; “Department of Chemistry, Faculty
of Science, Chulalongkorn University, Bangkok 10330, Thailand; *Monash Institute of Pharmaceutical Sciences, Monash University, Parkville 3052,
Australia; “London School of Hygiene and Tropical Medicine, University of London, London WCIE 7HT, England; *Medicines for Malaria Venture, 1215
Geneva, Switzerland; and ‘Department of Biochemistry and Center for Excellence in Protein Structure and Function, Faculty of Science, Mahidol
University, Bangkok 10400, Thailand
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* MMV-funded project :
Bangkok/Melbourne/London

* Excellent potency against both antifol-
resistant and sensitive parasites.
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* No toxicity.
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P218

Target structures (Done, 2003)

P

Compound design
and synthesis (Done, 2004-7)

First in Human Study
Ongoing
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“ Tapping Molecular Wilderness

Taps\i;)g Molecular * Presents technically correct and up-to-date
n,ugnm.o,_je'fe"“ess information, written in an easy-to-read style

at the Interface of Chemi
Biology, and Bindiversity T

* Highlights the important message that
wilderness contains both hazards to health
and therapies for illnesses

* Discusses the pivotal role of molecules from
yongyalh Yuhevong nature in providing drugs or leads to drugs,

7 in contrast to drugs derived from screening
of synthetic molecules
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978-981-4613-59-0 (Hardback) * Presents a broader picture of ecology and

978-981-4613-60-6 (eBook) society as the main actors in diseases and
2016 therapies
156 pages
US$49.95
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Protein-Ligand Engineering and Molecular Biology Laboratory

Back row : Darin Kongkasuriyachai, Yongyuth Yuthavong, Uthai Arwon, Thaveechai Vachirayonstien, Pongpisid
Koonyosying, Sasithorn Decharuangsilp, Bongkoch Tarnchompoo, Philip Shaw, Chairat Uthaipibull, Supannee
Thaweechai, Mayurachat Poopha, Jutharat Peng-on, Yuwadee Talawanich, Ratchanu Boonyong, Jarunee
Vanichtanankul, Parichat Prommana, Aiyada Aroonsri

Front row : Sumalee Kamchonwongpaisan, Warangkhana Songsungthong, Chayaphat Wongsombut, Roonglawan
Rattanajak, Wanisa Koommuang, Nattida Suwanakitti, Tana Taechalertpaisarn, Thiprumpai Thammamongkut,
Apisit Yoomuang, Navaporn Posayapisit
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Message from David Reddy, MMV Director, 24 Mar 2017

MMV and BIOTEC/NSTDA have a long-standing relationship, and have been working together since
2003, shortly after the foundation of MMV, 218 was discovered in collaboration with BIOTEC
Monash University and London School of Hygiene and Tropical Medicine, and was subsequently
progressed through preclinical development in a collaboration between MMV and BIOTEC, A first-in-
human study is now near completion. In the next phase of development, P218's potential as an anti
malarial will continue to be investigated under a partnership between MMV and Janssen

Pharmaceuticals.
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