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AS-MQ used over 19 years since 1992 in 3 continents,
Clinical data reported from more than 36.000 patients, 81
studies in 20 countries
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SouthEast &
Western Pacfic
10.070 patients
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Africa
1892 patients g

Latin America
24.352 patients




Thailand

Research

University Mahidol,
ia
Sains Malaysia

@9 shoklo Malar
Unit, Thailand

@8 Universi

Malaria-endemic regi

& KEMRI, Kenya

@ Study sites

® University
of Oxford
@ DNDi, TDR
® CNRFP,
Burkina Faso

Farmanguinhos/Fiocruz,
@ Development partners

Brazil

Brazil

Artesunate-Mefloquine Fixed Dose Combination
@ Ravedra Malaria Program,
]
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The Blueprint of ASMQ Tablet

e Quality components (AS, MQ, excipients)

Smallest possible size (Minimum excipients)

.

Good aspect (Coating)
Paediatric strengths; rapid disintegration in water

o Simple (1 or 2 tablets for 3 days)

Stable (Process and Tropical conditions)

.
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Adequate biopharmaceutical properties




700

ith AS

ion wi
28 days

600

MQ15+10MKD at 24,48H
500

8mg/kg/d x3d
as loose combinat

400

- FDC
- non-
Fix

ts (Thailand)

Time (hrs)

len
300

200

Adult Pat

100

1N

o

o =)
o o
o o
—

O
=
| -
o
-
9]
@
y—
o
| -
al
O
()
| -
-
0p)]
M
D
=
(@)
-
qv]
(@)
D
)
2
(@)
()]
| -
D.

._ uaduo

¥ svvwgssssssssssssé ! . é@é@é‘%‘i%%fiiixé

s
i G
o
-

S

ssssss

: ,,h,,H,H,,N,N,,h;N‘,M;&;pppM;mMhmMhEhmrmMhmMhmMhEhmrmMhmMh%mmummumwm%wmm? i
S L s . L

. . i ;;ﬁﬁﬁ;z;;ﬁ;;2;ﬁﬁﬁ;z;;ﬁ;;2;ﬁﬁﬁ;z;;ﬁ;;2;ﬁﬁﬁ;z;;ﬁ;;2;ﬁﬁﬁ;z;;ﬁ;;2;jﬁj;5;;ﬁ;;2;jﬁj;5;;ﬁ;;2;jﬁj;5;;ﬁ;;2;jﬁj;5;;ﬁmjmnﬁmK5EEEEEE:m:m ) i KaKKﬁmsms<3<<smE<sézéizszéizéi B i
&%

i i
S - P e
i ss i

.
s %

§§§§uguguguguguuxuu5u5u5u5u5uiiiiﬁgiiﬁi«



Recommended Dosage for ASMQ FDC Tablets
Asia Latin America
Weight Age Weight Age Recommended Dose, daily for 3 days

(Kg) (Kg)

% 5-8 6 -11 months 5-8 6 — 11 months _ ASMQ FDC
| Tablet 25/55 mg?
~17 | 1-6years - 1-5years |—— ASMQ FDC
\ Tablets 25/55 mg?

18 -29 7 —12 years 18 - 29 6 — 11 years = ASMQ FDC
Tablet 100/220 mg?
8 > > 13 years > >1oyears |[—— ASMQ FDC
® § \ | \ Tablets 100/220 mg
= IMefloquine HCI 55 mg are equivalent to 50 mg of mefloquine
"g 2Mefloquine HCI 220 mg are equivalent to 200 mg of mefloquine
:




50mg
250mg

AS
MQ(salt)

NON-FIXED
AS and MQ

Once a day

Once a day

Day 1
Day 2
Day 3

ASMOQ

Small Tablets-Paediatric Strengths & Easy to use

|
]
3 days

highly effective

combined products for three doys of afforduable medicine

0 FDC
0 use

ASM

Is easy t

as@Q
'Idose

.
One single doily dose of 1 or 2 tablets of
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ASMQ FDC, Key studies performed and on

Thailand

o | =
0 P - N _,24’ Fh. 1-HI_\T_V
' PK & Tolerability
- @, N=50,Ph.2
PEK, efficacy & safety
N=50,Ph.2D

o PK. efficacy & safety
N=500,Ph.3
-0 : Efficacy & safety
: ’ Myanmar, Ph.4
° . N=808
. ;TE Ph.3 Comparative Effectiveness
o PK, efficacy & safety .
\ Brazil, Intervention Study
=i . | Ph.3b/4 v
’ N=23.760

o

3
Ongoing
studies




ASMQ In Brazil

Phase I11b/1V, intervention study to evaluate the

d

impact

IMen use

In comparison with standard regi

of programmatic use of ASMQ FDC in Acre and Para
in Brazil (MOH/PAHO/RAVREDA)

(Amazon Basin)

8.880 children) treated

Including
between 2006 and 2008

ts (i

Ien

number from Farmanguinhos

v No malaria deaths reported during the study period
v No reports to the national regulatory

v No serious adverse events reported
v No direct reports to the free-toll PV

e 23.760 pat

Safety

agency, ANVISA
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2/311
(0.64%)

Sacredar de  Blinister]

iparum parasi
Yigilinets em fads  da Faude

1/267

1l-6years 7 -13years
(0.37%)

stratified by age

ASMQ FDC in Amazon Basin, subset analysis
<1 year
0/6
(0)

until D40 post-ASMQ treatment in Cruzeiro do Sul

Total patients

Proportion of slides with asexual falc
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Comparing the effectiveness of
5 artemisinin combination treatment regimen in
Myanmar

250 — AA
_ — AL
g — AM-F
E 204 — AM-L
Comparative efficacy
° T T T || T T T ]
0 7 14 i 28 35 42 49 56 63
Follow-up (days)
D Numberat risk
AA 155 155 152 145 138 135 132 128 124 122
= AL 162 162 161 154 151 149 147 145 141 139 60— — AA
AM-F 169 169 165 165 165 164 161 160 159 157 AL E—
AM-L 159 159 155 151 148 146 145 141 140 137 — AMF —
DP 160 160 159 158 156 152 148 146 143 140 509 am-L T
40
R
=
£
. . S 204
Cumulative proportion of
. . . . 10 - ]
patients with vivax malari
0 f T T T T T 1

during follow-up —r 5 & 4 F =z . 0 .

Follow-up (days)

MNumber at risk
AA 155 155 152 144 137 134 124 103 90 77
AL 162 162 161 151 137 116 94 79 69 64
AM-F 169 169 165 165 165 163 158 150 131 112
AM-L 159 159 155 150 145 134 122 104 90 77
DP 160 160 159 158 154 149 141 132 121 104




Iparum
Myanmar

Patients on ASMQ,

FDC
W All patients

recurrence

In

m Allarms recurrence

f P. falc
m ASMQFDC

iIoN O

Evaluat

recrudescence rate at D63 by PCR
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ASMQ in INDIA

* Phase 11 study to assess efficacy, safety and PK of
SMQ FDC in 77 adults with uncomplicated falciparum
malaria in Goa & Mangalore (ICMR-India)

» Efficacy results after PCR correction: 100% at Day 63

o Safety & tolerability assessment: 3.9% drug related AEs

No drug discontinuation related to

AE

e Pop. PK: model developed based on

parse sampling (AS/DHA/MQ)

HA equivalents t1/2 :2.08 Hrs

max : 1500 ng/ml
MQ t1/2 :21.6 days
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ASMQ in AFRICA

d safety of

icacy an

Phase IV study to compare the eff
ASMQ fixed-dose combination vs. AL in 940 children

: Burkina

under 5 y.o. with uncomplicated falciparum malaria

Countries

Faso (CNRFP), Kenya (KEMRI) and

d

of Beauty, wildl

ca, an old cont

Adrl

LtLon

fe and Tra

tnen

t

Swaziland
Lesotha

o

fioa

'\ South A
=

d 3 days treatment in hospital

o Efficacy trial (cured at D63)

Ise
o Safety and tolerability

Tanzania (NIMR)

e Superv

* Population PK of AS, MQ and
Lumefantrine
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Progress/ Project Timelines

e Inclusions curve:

1000
800 940 patlents
Start in
700 Kenya and
€00 Tanzania
Start in Total plannad
400 |[Burkina Inclusiens
300 Faso
226 patlents e Total actual
0 Inclusions
100
A\ 4
o | e ri L M M M M M M M M M M M M M "
a0 A A N N AN D D b o b S
PR Y R

First patient inclusion : in Q4 2010

Last Patient inclusion : Planned in Q2 2012
Last visit of the last patient: Planned in Q3 2012
Results : Planned in Q4 2012/Q1 2013
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ASMQ: Advances & Challenges

From Brazil to Asia and Africa

* Registered by Farmanguinhos in
Brazil in 2008 and implemented

by the Brazilian nationa
programme

» Donations to Bolivia an
negotiations in Peru an
Venezuela

» Successful technology transfer
to Cipla (India)

e Cipla filing to WHO pre-

gualification and Indian/ASEAN
registration

» Positioning ASMQ

* Clinical studies completed: Latin America
(Brazil), Asia (India, Myanmar)

» Clinical studies on going: Africa (Tanzania,
Burkina Faso, Kenya), Asia (Malaysia)
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