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Agenda

• DSM265
• Determining early clinical activity

- Asexual stage
- Liver stage

• Identification  of best combination
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Strong pipeline	of	molecules in	development
Translational Product	development Access

Preclinical Patient	
confirmatory Post	approval	Human	

volunteers
Patient	

exploratory
Regulatory	
review

Research
Candidate	
Profiling

Lead		
optimisation

Injectable	Prodrug
Calibr

OZ609
Nebraska,	Monash,	
STPHI

Miniportfolio
3	series
GSK

SFK59	series
H3D	Cape	Town

DHODH	backups
UTSW/UW/Monash

Open	Source	Series
University	of	Sydney

Purines
Celgene

DHODH
Broad/Eisai

Phenotypic Lead
Eisai

Phe tRNA lygase
Broad	Institute/Eisai

Pantothenates
TropIQ/RUMC

P218
Janssen,	(Biotec
Thailand)

MMV253
Zydus Cadila

M5717
Merck KGaA

AN13762
(Anacor)

UCT943
H3D	Cape	Town

SJ733
Kentucky/Eisai

MMV048
(UCT)

Artefenomel/
Ferroquine
Sanofi

Cipargamin
Novartis

KAF156/
Lumefantrine	
Novartis

Tafenoquine
GlaxoSmithKline

Dihydroartemisinin	
piperaquine
Paediatric
Sigma-Tau/Pierre	Fabre

Rectal	artesunate
Cipla/Strides/WHO-TDR

Dihydroartemisinin-
piperaquine	
Sigma-Tau	/Pierre	Fabre

Artesunate	
for	Injection	
Guilin	

Pyronaridine-
artesunate
Shin Poong

Artesunate-
amodiaquine
Sanofi/DNDi

Pyronaridine-
artesunate	
granules
Shin Poong
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Artemether-
lumefantrine
Dispersible
Novartis
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Sulfadoxine
pyrimethamine+
amodiaquine
Guilin
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Artesunate-
mefloquine
Cipla/DNDi/
Farmanguinhos

SAR121
Sanofi

Phenotypic	Lead
Daiichi-Sankyo

Molecular Target
DDU	Dundee

DSM265
Takeda
(UTSW/UW/
Monash)	
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Footnotes:											Included	in	MMV	portfolio	after	product	approval;									Global	Fund	Expert	Review	Panel	
(ERP)	reviewed	product	– permitted	for	time-limited	procurement,	while	regulatory/WHO	prequalification	
review	is	ongoing. WHO	Prequalified	OR	approved/positive	opinion	by	regulatory	bodies	who	are	
ICH	members/observers.	
MMV	support	to	projects	may	include	financial,	in-kind,	and	advisory	activities
Brand	names	1: Coartem®	Dispersible;		2:		Artesun®;	3:	Eurartesim®;	4:	Pyramax®	tablets	or	granules;	
5:		ASAQ/Winthrop®;	6:	SPAQ-COTM; *	For	infants	3	– 12	months,	**	for	children	13-60	months

Rectal	artesunate
Cipla/Strides/WHO-TDR

6

Sulfadoxine
pyrimethamine+
amodiaquine **	
Guilin
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Determination	of the Minimal	Inhibitory
Concentration

Nach NJ White (2013) AAC, 57, 5792
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Blood	Stage	Challenge:	TCP1,	TCP5,	TCP6
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Challenge	Studies	to	test	NCE

DSM265	Phase	I
• SAD
• 1	Challenge	cohort
(150	mg)
• 3/7	cured
• PRR	approx 2
• MIC	954	- 1400	ng/ml
• HED~350	mg
• 6	months	after	FiH

McCarthy	et	al.	(2017)	LID	17(6):	626	
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Can	we transfer these results?

Phase	IIa PoC Studie
• P.	falciparum	
2	cohorts	(400,	250	
mg)

• F/U	period	28	days
• PRR,	lag,	MIC
• Study	duration	7	m

Treatment failure
*Treatment failure based on qPCR 

*

*

Llanos-Cuentas et	al.	Manuscript	in	preparatipon



Pilot	Combination	Challenge	Study
• Single	dose	of	each	drug	that	

does	not	eliminate	all	parasites
• Low	dose	of	OZ439	and	DSM265	

will	allow	observation	of	a	
combination	effect
- Change	of	PRR
- Apparent	MIC
- Proportion	of	recrudescence
- Time	to	recrudescence
- Presence	of	gametocytes.	

• 2	cohorts,	200/100	and	200/50	
OZ439/DSM265
- Cohort	1:	4/8	recrudescene
- Cohort	2.	5/5	recrudescence

Drug
OZ439	

200mg	

DSM265	

150	mg

OZ/DSM	Combo

200	/	100	mg	

OZ/DSM	

Combo	

200	/	50	mg

Log10 PRR 2.2 1.5 2.8 2.7

95%	CI (2.1–2.3) (1.4–1.7) (2.6–3.0) (2.6–2.8)

OZ439	MIC	

(ng/ml)
4.1	 0.3 1.2

DSM265	MIC

(ng/ml)
954–1400 573 709
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CHMI	model	for	chemoprotection/	
chemoprevention	activity	TCP4
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DSM265 protects when
administered 1d before
challenge
Breakthroughs when
administered 7d before
challenge
Once weekly could protect form
infection due to combination of 
liver and blood stage activity

DSM265	Results

Sulyok et al. TLID March 2017



Our partnerships are our greatest strength
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