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FOREWORD

In conducting research using animals, the investigator(s)
adhered to the "Guide for the Care and Use of Laboratory
Animals," prepared by the Committee on Care and Use of
Laboratory Animals of the Institute of Laboratory Animal
Resources, National Research Council (NIH Publication No.
86-23, Revised 1985).
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1.INTRODUCTION

Until §eptember 1987, no new compounds had been\sggfi:;:d during
this second year of the contract. As a result of this, the main
emphasis oﬁjg;g—work has been on our continuing studies’into drug
resistance, involving further examinations of cross-resistance

patterns in resistant lines. In addition, ultrastructural studies

comparing treated and Aintreated parasites resistant to a wide

range of antimalarials have been carried out. Some preliminary
studies into the in,vivo effect of calcium channel blockers on
chloroguine resistant strains of rodént ntalaria have also been
undertaken.

A problem which was encountered with a virus infection in our
mosquito colony stimulated a series of studies into the action of

some antiviral égents on polyhedrosis virus in

Anopheles, stephensi. Ultrastructural studies of treated and

control mosquitoes are included in this report. f{bjW”“L5

In response to a request from Dr T Sweeney, definitive test
data from all blood schizontocidal and causal prophylactic tests
were assembled. Where necessary the test results _wéfe
recalculated using our current procedures in order to provide
data which could be validly compared. These data are appended to

the Report as Appendices 5.3 and 5.4.

2. ADMINISTRATIVE EVENTS
Staff employed on US Army funds are as follows:

Senior Technologist/

Research Assistant - Mr B L Robinson 100% Time
Technicians - Ms A West 100% Time

- Ms J R Cox 100% Time
Secretary - Mrs B A Sargeaunt 25X Time

Other staff associated with the project but not financially
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APPENDIX 1

P ————

UPDATED SUMMARY OF RESISTANCE FACTORS (190)
OBTAINED IN CROSS-RESISTANCE STUDIES
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f APPENDIX 2
3 SUMMARY OF DATA OBTAINED FROM "4-DAY" BLOOD SCHIZONTOCIDAL
TESTS IN CROSS-RESISTANCE STUDY.
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SUMMARY OF ANTIMALARIAL DRUG TESTS L
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

or NMBeR . Chloregquine. ... ... PARASITE (SUB)SPECIES ' ‘sayis
FORMULATION .Jw2en 80 [HLO .. ROUTE OF ADMINISTRATION : SCAt#remrts
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
: : Daily dose No. of | WNo. of an cORtrol | Traeied ™
GF S mg/kg DO-D+3 mice | oxperiments| parasite rate 3 | ESSE -
3 P
] 30 S F 4
i 10:0 > = 43
_Gm 300 S | - | .
{000 S = i 1
& o :
4 .
~ EDgy(range) 55-0(l5'0 o |‘°)
1
EDgg(range) 306( 9S-0 - 9ps)
1' Resistance factor Ig, )
{
+
\
-
-’-
e
1 +
I -
rs
EDSO(range)
EDQO(range)
Resistance factor 190
Principal Investigator: Professor W.Peters
L Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
o




SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

- .C.h‘mqu‘s ne.....

TABLE ©

PARASITE (SUB)SPECIES P 39.‘“ .......

FORMULATION ..THM?.OI.H,_O. ROUTE OF ADMINISTRATION : SC/EPFREyH

MAXIMUM TOLERATED DOSE (MTD) ™ }0Q.. Me/ks X 4
. UDaily dose No. of 0. Oof Mean control Treated PR%{
SRa mg/kg DO-D+3 mice inperiments parasite rate % |[Contro 100
lo.0 s - 922 £ 60
30:0 s - 6.4 x T4
Qs 6o.0 5 i - 603 £ 133
100:0 S - 37-2 *1\53
¢ 10 18.0

EDg(range) %.0(32-0 - IJFO)
EDgg(range) 400( 188 - S Ho)

Resistance factor 190

EDso(range)

EDgo( range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 7
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME _
OR NUMBER  .AMODIAQUINE. .. ......... PARASITE (SUB)SPECIES .> eghay |
FORMULATION .Jween 8O [H.Q. ROUTE OF ADMINISTRATION : SCAEPFPOrEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
» Daily dose 0. Of Wo. of Mean control Treated PR%(
SR mg/kg DO-D+3 mice -experiments | parasite rate % |Contro 100
3:0 5 - \OO X 5‘—:‘1
10:0 (S) = 838 * 573
QM 300 S \ - S8 59
100.0 S - S3: 3102
& 1O 33

EDgq(range) p4.0(33.0 - |

&

EDgg(range) 394 ( 155 -J00)

Resistance factor 190

EDso(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

121

e meeann




v - —v-—‘ — - Ty
—

SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE @
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER LAMODIAQUING ... ... PARASITE (SUB)SPECIES P\;LGC‘J*SSP
FORMULATION nggr\SO/Hp ROUTE OF ADMINISTRATION : SCAHP/POAY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose No. of 0. of “Mean control Treated PR%(
Strain mg/kg DO-D+3 mice -experiments | parasite rate % |Contro ot
3.0 5 = 630+ 813
100 S - 522 8.0
®S 300 S | o= 33> *8:8
100:0 S - W0 = I3
) e} 9.3

EDgo(range) 10.5(4,.8 ~24.0)

EDgg(range) 310( 140 — 630)
Resistance factor 190 19.2

EDSO(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS

TABLE 9
(BLOOO SCHIZONTOCIOES)
COMPOUND NAME WR 228259
OR NUMBER  ..LON. )08 ... ...... ... PARASITE (SUB)SPECIES . P:hoemhei ...
FORMULATION .Twunao.m,_n ROUTE OF ADMINISTRATION : SC/4RROy-
MAXIMUM TOLERATED OOSE (MTO) ........ MG/KG X ...
I R LTS DA e . T
3.0 S £ 935 % 30
00 s = 9%:5 243
Q 0 s ) E 100 % 9
1000 s = 93:.0 £t 4.b
[/ 10 8.0
EDso(range) s 100
Engo(range) » (oo
Resistance factor I90
3.0 S - 893 *\o'S
190 S - 85.8 ¥ 12.4
NH 30:0 s ! - 310 ¥ b3
1000 5 = b4\ 2 97
I 10 9.3
Eoso(range) > 100
Eogo(range) » loo
Resistance factor Igo

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 1O
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME WR 228258
OR NUMBER I -1 ks £ -1 - PARASITE (SUB)SPECIES Pbﬁra ...

FORMULATION . Twieen 80 | ©. ROUTE OF ADMINISTRATION : SCAER/PGFH
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
Daily dose No. of No. ot Mean control Treated’PRé(
Siendiin mg/kg DO-D+3 mice -experiments | parasite rate % |Contro J-d
300 s = (=]
10:0 S - °
P 300 -] 1 i °
100:0 S = o)
("] [} 13-4
EDso(range) < 3.0
Eogo(range) < 3.0
Resistance factor 190
30 S - 0954103
10°0 s - °
B8 300 S ! - o
1000 S - L)
¢ 10 208
EDso(range) <30
EDgglrange) ¢ 3.0
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene % Tropical Medicine

: A



v """V"""‘_"""q

SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 1
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME WR 228258
OR NUMBER SO X1, 8 X [~} - S PARASITE (SUB)SPECIES . .P:.\p@rgh 19
FORMULATION . Y08 [H_O. ROUTE OF ADMINISTRATION : SCARRHROM
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
I o R LTI I I i R UL
3.0 S - 0:4 % 0.4
10:0 s ' - o
PYR 30:0 S \ = )
100:0 ) = (o]
- {-) 183
EDgo(range) < B.p
EDgo(range) <3.0
Resistance factor Igg
3.0 S - 0:02 % 0.02
100 S = o
ORA 30+0 S ! = o)
lco:0 S = o)
é 0 123
EDgp(range) ¢ 3.0
ECyp(range) ¢ 3.0
Resistance factor Igo

Principal Investigator: Professor W.Peters

Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 12
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 222258

OR NUMBER .. LON.IRQR........ ... PARASITE (SUB)SPECIES . P \rerphe). ...
FORMULATION . Iween 80 J¥0,0. ROUTE OF ADMINISTRATION : SCAHPAROMSN
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
R Daily dose 0. of [ No., of Mean control {reated PR@
r AN mg/kg DO-D+3 mice .axperiments | parasite rate % |Contro Lo
f 3.0 S = 02 t 0.08
i’ \0:0 S - o
MEN 300 S ) - (o}
\00:0 -3 o (o)
v} 10 23S

EDso(range) < 3.0
Ebgo(range) <3:0

b Resistance factor IS‘O

EDso(range)

EDgo( range)

Resistance factor I

90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE I3
{BLOOD SCHIZONTOCIDES)

’ COMPOUND NAME WR 228259

OR NMBER  ..LON VTO8. . ... . ... PARASITE (SUB)SPECIES Pbﬂa »

FORMULATION Mnao.leo. ROUTE OF ADMINISTRATION : SC/AHPAPosd¥

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Daily dose No. of 0. of Mean control Treated PR%&
Siain mg/kg DO-D+3 mice | experiments| parasite rate % |Contro L2
3.0 s - 352 * 34
100 S - Sb32 42
NPN 300 S 1 - Si\ 2 52
\00:0 S - 49.0 203
A g 10 9.4
4
-1 EDg(range) 30.0( "o = 95'°§
EDgo(range) » 100
1‘ Resistance factor Iy,
‘ 3.0 s = 00} % 0.0\
N\
1010 S - 0
PEMA 30:0 $ | £ [¢)
100:0_ S - )
(1‘ 7¢' o 14-.6
EDSO(range) < 3.0
EDgglrange) ¢ 3.0
Resistance factor Igo
Principal Investigator: Professor W.Peters
b Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 14

(BLOOD SCHIZONTOCIDES)

FORMULATION .JWeen B0 [H Q0. ROUTE OF ADMINISTRATION : SC/HRrPeAH
MAXIMUM TOLERATED DOSE (MTD)

COMPOUND NAME WR 228258
OR NUMBER

.............

PARASITE (SUB)SPECIES . E2\bakaghes

.....

........ MG/KG X ...
TR PR Tl e o Lk
i 3.0 S = 58 ¢ 3.1
1( 100 S 2 812 * S
NAM 30:0 S ! = b4 2S5
100.0 S - S22 2 b
& 1= W
% Pso(ranse) 110(43.0 - 134
[ EDgo(range) 3400(2100 - SROO)
1. Resistance factor I90
{ 3.0 s - 100 * 3§
N 10:0 s - 85 2 103
QM 300 s J - go:S & 103
100:0 S : 92:3 £ §9
{ K- 1o 84
EDso(range) > ‘oo
EDQO(range) ».\00
Resistance factor Igg

Principal Investigator: Professor W.Peters
1 Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE IS
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 228259
oR NuMeer L LON 1708

FORMULATION .. Twean 80 I.sz ROUTE OF ADMINISTRATION : SCAHRAReAR
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
p Daily dose No. of 0. of Mean control Treated PR
J Strain mg/kg DO-D+3 mice -experiments | parasite rate % |Contro s
j 3.0 S = b8 £133
f 10.0 s - 383 £192
NS 1100 300 S ! = 229 * 144
1000 S : lo'l £ b2
& 10 Sb
— EDgg(range) 3.5( 1.8 - 22.6)
’ EDgg(range) 99.0( 21.0 - 260)
1 Resistance factor Ioo
‘\ 300 5 - 63" * 400
10:0 3 - sS4\t SS
SAM 30:0 S | - 466 £ 46
1 100:0 S - 368 2 4S5
1 & 10 22:2
EDgo(range) 15.5( 3.5 - 34l.0)
EDQO(range) > 100
Resistance factor 190
Principal Investigator: Professor W.Peters
2 Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 16
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME WR 2238258

orR NmBer  JLWONVJOB L. PARASITE (SUB)SPECIES F: yoohai.......
FORMULATION T‘Q&Q'.\.BQIH,_Q ROUTE OF ADMINISTRATION : SC/HPrPorsy
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Vaily dose 0. of No. of Mean control *reated‘PRé(
v mg/kg DO-D+3 mice .experiments | parasite rate % {Tontro L
1.0 5 - 100 £ 33
3.0 S - 896 % 39
Qs 10-0 s i - 389 £ 52
30.0 s % 380 £ 1.4

EDgo(range) 3o

EDgo(range) 3> 30

Resistance factor 190

EDso(range)

Eogo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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COMPOUND NAME WR 228259
OR NUMBER Lon 1jo8

...................

SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

TABLE 17

...... PARASITE (suB)sPecies P> oqmher .
FORMULATION .. TW@wbn 8. [H. O ROUTE OF ADMINISTRATION : SC/#Rrper

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
5 UDaily dose 0. of | No. of Mean control reated PRé{
SR mg/kg DO-D+3 mice -experiments | parasite rate % [Contro L
30 S = 100 £ 3.0
‘O‘O s - &06 3 gob
QMg 300 5 { - 100 & 1
\m°° s ot 45'5 t anb
o lo S8

EDgo(range) 94.0( 8.0 - 105)

EDgq(range) \45( 120 - 1 &4 )

Resistance factor Igo

ED;,(range)

EDgo(range)

Resistance factor IQO

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 18
(BLOOD SCHIZONTOCIDES) ’

COMPOUND NAME
OR NUMBER  ..FRMAQUINE........... PARASITE (suB)speciEs .1 Berohes. ...
FORMULATION .. 1weers 80 [H.CY. ROUTE OF ADMINISTRATION : SCAEPrPorEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
TR T T BT U N > T
3.0 S = bl X103
[[eYe) ) = 4.4+ 14\
M 200 S [ ~ ADE LB
0. O 5 & o
& 10 83

EDso(range)q.(,(Q.o - I%'S\D

EDgq(range) 21,0 ( 1.0 = §1.4)
Resistance factor 190

EDso(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 19
(BLOOD SCHIZONTOCIDES)

¥ COMPOUND NAME

OR NUMBER Primvagune . L. PARASITE (SUB)SPECIES . 2.syefdn. sag.
FORMULATION Vw2830 [H_O. ROUTE OF ADMINISTRATION : SC/HPFPO/TY
1 MAXIMUM TOLERATED DOSE (MTD) ...... .. MG/KG X ...
5 Daily dose No. of 0. of "Mean control Treated ;g;x
: BEvdin mg/kg DO-D+3 mice .experiments | parasite rate % |Contro .
1 e S - 513+ 6:0
: =M e} S ' — A4 2 b8
4
QRS 10:0 S | - 39.3 * 8.9
300 = - 1.9 213
] 10 198

EDgo(range) 3:3( 1.4 -9'5)

= EDgo(range) |1.5(4.F - 40.0)

Resistance factor Igo 113

i )

|

\

.1*
EDso(range)
EDgo( range)

Resistance factor Ig0

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

b London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 2.0
{BLOOD SCHIZONTOUIDES)

COMPOUNO NAME

or tumper . Quinine. hydedledide . parasiTe (suB)species . Pbemhel
FoRMULATION . TT83en 8O /H 0. ROUTE OF ADMINISTRATION : Sertpr/PO/+H
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X
: Daily dose No. of No. of Mean control Treated?R’%z
SN mg/kg D0O-D+3 mice experiments | parasite rate % |Contro iU
30.0 S = 894 £ \1.S
\00.0 S = S83* g6
Rc 300.0 S \ = 45.8 + 22.6
b00.0 S ~ 258 T 69
& 1O 0

E054(range) 190(95.0 -L0O)

EDgo(range)12.80( 680 - 43

DO)

Resistance factor 190 0.8

30:0

s - 100 * 55
100.0 S - 45.6 £ 95

ORA 300:0 s ! = o * 03
600.0 S - 0302

@

o)

14\

EDgo(range) g0(58 - 110)

EDgo( range) {90 140 -260)

Resistance factor lgy |1

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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COMPOUND NAME

g T Ty e =

OR NUMBER . QUININE HYDROUHLORDE

.......................

SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 21
(BLOOD SCHIZONTOCIDES)

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
] Daily dose No. of | No. of Mean control Treated’PR%{
S mg/kg DO-D+3 mice experiments | parasite rate % [Contro oo
300 S i 986 £ 39
\0Q0:0 S - 663 X102
M 3000 5 l = 632 * 157
600:0 S - 54.0* 84
g1 o) 83

EDgo(range)ao{ 120 - BSH)

EDgo(range) 2000 (570 -4

boo)

Resistance factor 190

EDso(range)

EDQO(range)

Resistance factor 190

A "'\‘

Principal Investigator: Professor W.Peters
Department of Medical Protozcology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 22
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME .
OR NUMBER . QuiNmE HYDRQUHORIDE. . PARASITE (SUB)SPECIES .F%tj@ﬁlé%.?ﬁi?..
FORMULATION .tE%%ﬂ%Cngaﬁt\é:l. ROUTE OF ADMINISTRATION : S&AH/PO/1¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose 0. of 0. Of Mean control {reated PRé{
Sy mg/kg DO-D+3 mice -experiments | parasite rate % [Contro e
30:0 5 - 3135 % 23
160.0 S - 49.8 *\b4
QS 300.0 S | - {43 *3.0
6000 S . S3 183
] 10 9.8

EDgg(range) ;00 20.0 - 250

EDgo(range)400(120 - 1004)
Resistance factor Ig) 3.4

EDso(range)

EDQO( range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 23
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER Quinine hwdrodedide, .. PARASITE (SUB)SPECIES Poupelsy. .
FORMULAT ION .Tw&%SQlHLO. ROUTE OF ADMINISTRATION : SE/HP/PO/¥
MAXIMUM TOLERATEO DOSE (MTD) ........ MG/KG X ...
3 Daily dose No. of No. of Mean control Treated PR%{
L mg/kg D0O-0+3 mice experiments | parasite rate % [Contro 100
300 S — 100 t 4.9
1000 S -~ S0.2 + 299
NIG 300:0 S \ = 39+3.9
. 00:0 =) ™ O xo0.
# & o) 363
/7
4
=) ) £ (range) 3‘:{,5(53,0 e ‘SC)
4 .. ]
: EDgg(range) 230(135 - 460
1b .' Resistance factor 190 19
1
N\

i EOSO(range)

E090( range)

Resistance factor 190

Principal [nvestigator: Professor W.Pcters
s Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 24
(BLOOD SCHT/ZONTOTIOES)

COMPOUNO NAME
OR NUMBER C-‘nc«‘?w\lm.\:\sdmn\\hﬁde.. PARASITE (SUB)SPECIES Pbmghen )

FORMULATION . Tween, BQ[H,O .. ROUTE OF ADMINISTRATION : SEfH/POAH

MAXIMUM TOLERATEO OOSE (MTD) ........ MG/KG X ...
. Daily dose No. of No. of Mean control Treated PR%:
el mg/kg DO-D+3 mice experiments | parasite rate % [ Contro L
30:0 5 - 39S * 9.9
1000 S - 804 £ 99
RC 300:0 = ] = 688 * 12.2
boo. O s - 42S * b
& 10 b O
~1 . EDgg(range) 510 260 - 1300)
| LR EDgy(range) 4300(2300- I 500)
| Resistance factor 190 e
1
\ : 30.0 S - 3. * 93
\00:0 S = 1.8 * 3.6
ORA 300.0 S | - o
bo0.0 S - c
i’ @ 10 14\
EDgo(range) 98,5(13.5 - 52.0)
EDgy( range) 43, 0(29.0 - 115)
Resistance factor lg, o.5
Principal Iavestigator: Professor W.Peters
b Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 25
(BLOOD SCHIZONTOCIDES)
k¢
COMPOUND NAME )
OR NUMBER CINCHONING . HYDROUMORIPE pARASITE (SUB)SPECIES ..T: Feghes. ...
FORMULATION .IW%.SOJ.HZO... ROUTE OF ADMINISTRATION : SE/HR/PO/H¥
] MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
: Strain Daily dose No. of | No. of Mean control TreatedTR%hoo
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
J 30:0 S = 6.2+ 123
1r 1000 5 . = 0.6 137
1 QM 200:0 5 \ - 53 * 3.4
000 5 - 60:S t 190
& fo 33
- EDgo(range) 360 (135 - 8090)
r EDgo(range)» 600
J Resistance factor Ig,
\
}
i EDso(range)
EDgo(range)
Resistance factor 190
Principal Investigator: Professor W.Peters
L Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 26
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME 3
OR NUMBER .. GiNGHONING. HHDROWHLORIOE PARASITE (SUB)SPECIES . Pyjeelas ssp0..
FORMULATION ...12228n80[H.O ROUTE OF ADMINISTRATION : Ser#p/PO/EY¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
- Daily dose No. of | No. of ~Mean control Treated PRé(
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Contro Lo
30.0 S = OR4 + 4.8
100.0 s ~ 335 % 4.\
@S 300:0 = \ = 471 *14.0
600 O S - >LD 100
@ ¥ \S.8

EDgo(range) 390 (150 — 404)

EDgg(range) 300(500 - 1250)
Resistance factor 14 5.¢,

EDso(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 27
(BLOOD SCHIZONIOUIDES)

COMPOUNO NAME

or NmeER  Cinehenne hydmddndde  parasiTe (suB)sPECIES P:—}oe.\n

Strai Daily dose No. of No. of Mean control Treated‘PR%iloo
W mg/kg DO-D+3 mice experiments | parasite rate % | Contro

30.:0 5 = 83.3 * 4.0
100:0 5 - 499 t 1S
NIG 300.0 s 4 - 04 + 03
6000 5 = O
96 (@) A67

EOgy(range) 74.0(44.0- 12.5)

EDgq(range) 15( 30.0 - 280)
Resistance factor 190 0.9

EDSO(rang?}

Eogo(range)

Resistarce factoer 190

Principal lnvestigator: Professor W.Peters
Department of Medical Protozocology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 28
(BLOOD SCHIZONTOTIOES)

COMPOUNO NAME
OR NUMBER  PUINIPING MOROGHORDE.  PARASITE (SUB)SPECIES ..P: berghes

FORMULATION . ‘Twieen.8Q [H,O.. ROUTE OF AOMINISTRATION : SE7+R/POAY-

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
- Daily dose No. of No. of Mean control Treated ?R§{
i mg/kg 00-D+3 mice -experiments | parasite rate % [Contro 100
10:0 5 - 43.6 * 123
300 S - 126 £ 43
N 00 5 ] B 4.9 + 1.8
000 S - 0'3 * 03
300:0 5 2 o)
& o} 9.4
E0gp(range) 10.0(3 3 -16:5)
E0gg(range) 31.0(11.0 - 50.4)
Resistance factor 190 1.0
ko.O S = 100 * 243
V000 S = 25 x 113
RC 300:0 S ! = )

o 10 33

E0g4(range) 82.0(34.0-91.0)

E0gy(range) 92,0(82.0 - 102)

Resistance factor Iqg 3,0

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 29

{BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER QUINIIINE HYDROCHQRIDE. ... PARASITE (SUB)SPECIES Ut

komher ...

FORMULATION . Tween 80/H.O... ROUTE OF ADMINISTRATION : SErP7POAHY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X .
Strain | U by | oice | aneriments| varasice rote * | Cocener PREI0
b0:0 5 = 100 * \2.6
160:0 S = LA.8 ¥ 13.2
N 100 300:0 5 ! = 122 * b0
000 S - V.2 % 35
d Ta) 2.9
EDgo(range)300(98.0 - 43p)
EDgg(range) 355150 - 66O)
Resistance factor lgs 9,8
0.0 s = 100 * 0.1
100.0 s = 100 * 89
Q 3000 s ) - bbd + 113
000 5 - o2 S
&z 10 b3

EDgq(range) 330( 260 ~380)

EDgo( range) 430(360 - 530)

Resistance factor 190 5.2

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL 30
(BLOOD SCHIZONTOCUIDES)
COMPOUND NAME
OR NMBER  QUINIDINE. PNDRwHORIBE .. PARASITE (sUB)sPECIEs . P bergher ..
FORMULATION .. Twiee0 30, /R.O.. ROUTE OF AGMINISTRATION : SErH/PO/+¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T N LT B R A
ko0 S = b4&.O * 35
100.0 S - 23.8 * 85
NH 300.0 S | = 0:01 t 0.0l
L00:0 S - o
2 10 i
E0gq(range) 79.0( 3.0 - 86:)
E0gq(range) 13 (103 - 140)
Resistance factor 190 3.3
300 5 = 8.3 *10.0
\00:0 =) — 88:5 * 28
NAM 300'0 S | 3 43.5 * W3
Loo:0 5 - 67 £ 5.2
@ 10 ay

0 (range) 240( 165 - 320)

Eogq{ra15¢) s 575 - 740)

Resistance factor 190 137

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 3)
(BLOOD SCHIZONTOUIDES)

COMPOUND NAME
OR NUMBER QUINIDINE, HYDRKKMLOR\RE,  PARASITE (SUB)SPECIES Pb@@\u

FORMULATION . Jween. 90 [H.O.. ROUTE OF ADMINISTRATION : SErR/POAH

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
3 Daily dose No. of No. of Mean control Treated PR%(
SV mg/kg D0-D+3 mice experiments | parasite rate % |Contro [
0.0 5 = 569 * 19.0
V\00:0 5 = 30 2 2.0
P 300:0 S ] = O
¢ 10 373
EOgy(range) (;2.0(54.0-33.0)
EDgg(range) 95,0(74.0 - 10()
Resistance factor 190 R
30.0 ) = 156t 84
\00:0 S - 24 115
B 300:0 S i - 'l o4
& 1O 20:4
EDgy(range) 3.5(1.5 - 6.5)
EDgo(range) 35,0(14.0 - 62
Resistance factor 190 1.1

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 32

(BLOOD SCHEZONTOTUIDES)

COMPOUND NAME
PARASITE (sUB)SPECIES P lemhes

OR NUMBER QUINIGING HYDROCHIORIDE. .. PARASITE (SUB)SPECIES .Tiedemhes. ... ..
FORMULATION .. Iween BO[H.O.. ROUTE OF ADMINISTRATION : SEFHP7PO/H¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
: Davly dose No. of No. of “Mean control Treated PR%{
b mg/kg D0-D+3 mice -experiments parasite rate % {Contro i
30:0 S - A48.Q ¥ 135
\00:0 S - 8:3 £ 5.9
PVR 300:0 ) \ i 0'bt 06
z o a3\
EDSO(range)3010(‘010_4_0.‘)
EDgg(range) 93,0 (33.0-125)
Resistance factor I90 3.0
30:0 5 - 24\ * 33
1000 = 29 t 13
ORA 3000 ) ! = O £ o4\
& 10 13.9
EOSO(range)\5_5(3‘4 3 ‘9‘53
EDgg(range) 54 0(385 - 61.0)
Resistance factor lgq |3

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS TABLL 33
(BLOOD SCHIZONTOUIDES)

COMPOUNO NAME

OR NUMBER QUINIDINE. HNYDROSHORIDE

PARASITE (SUB)SPECIES . T Berdhes
FORMULATION . 'ween30, /HZO.. ROUTE OF AOMINISTRATION : SEf+R/PO/+F

MAXIMUM TOLEPATEQ OO0SE (MTO) ........ MG/KG X ...
P Daily dose No. of No. of Mean gontro1 Treated PR 100
mg/kg 00-D+3 mice experiments | parasite rate % Tontrol Pl
600 5 - 89.4 + 35
1000 S - 6.5 151
NPN 300:0 S ‘ - 334 9
L00.0 S o 8:3 t S
@ 10 A
E0gy(range) 300 (135 - 335)
E0gy(range) 580(370 - 810)
Resistance factor Ig 183
L0 .0 ) = 553 £138
100:0 S = 39 22
N Hog 300:0 S \ = o
L00:0 5 o~ )
£ [o 103
EDgy(range) 43.0(54.0-73}0)
E0gy(range) 28,0 (76,0 - 10R)
Resistance factor 190 A8

e

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE B4
{BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER QuiniDINE  HYPRACHLORIDE . PARASITE (SUB)SPECIES ..P:.b.?.—\'&\nes .....

FORMULATION . Tween 8Q /HLO.. ROUTE OF ADMINISTRATION : SE+R/PO/H

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
3 Daily dose No. of No. of ean control Treated PR%i
- o L mg/kg D0-D+3 mice ‘experiments | parasite rate % |Contro f
30:0 5 == 100 = g3
100:0 5 = 200 35
MEY 300:0 S [ = L.\ £ 08
6000 ) = o)
o) \0 £
EDp(range) 100(30-0 - 150)
EDgp(range) 153( 108 - 32S)
Resistance factor I90 4.9
30.0 ) = 493 x 99
1000 S - 3.2 * 0.9
KEY 300:0 s | - 0.2 t 0\
L00:0 S = o
@ 10 12,0
EDgp(range) 33.6(20.0-36:P)
EDgq( range) J4.0(55.0 - 950)
Resistance factor [90 8

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL 3S
(BLOOD SCHIZONTOUIDES)

COMPOUND NAME »
OR NUMBER QUINIDINE BYORCHAWRIDE, . PARASITE (SUB)SPECIES v. bz@\se'\

.......

FORMULATION . Jween SQ/HZO... ROUTE OF ADMINISTRATION : SEAHP/PO/+¢

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose No. of No. of Mean gontrol Treated PR%HOO
mg/kg 00-D+3 mice experiments | parasite rate % |Contro
320:0 5 - 329 £ 59
\00:0 S = 23:S * 4.8
PEMA 300:0 s \ i 0:3 +0.2
600: 0 5 r )
& Ko} - 21.4

EDgqy(range) 55-0(38-0 -3

E0gq(range) 33( 86 - 170)
Resistance factor Igq 4.1

0)

300 S = 435 * 2.2
\00:0 S = '8\ + 3.0
N 365 200:0 3 ) - 03 % 072
600 0 S - O
& 10 \9.

EDgq(range) 3s.olaas- 58:0\

EDgo(range)100(65.0 - 165) -

Resistance factor lgg 3.9

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

TABLE 36

COMPOUND NAME )
OR NUMBER LQPUINIDWNE HYPROCMDRIDE,  pARASITE (SUB)SPECIES Pbe@kee ......
FORMULATION TN%SOJHZO ROUTE OF ADMINISTRATION : S64HR/PO/¥¥

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of [ No. of ean control TFéEted‘PR%iloo
mg/kg DO-D+3 mice -experiments | parasite rate % |Contro
30.0 S - 100 * 50
1000 S - 00 1 10!
QM 3000 S ' = 329+ 38
6000 5 - 200 * 3.8
& 1O 45

Eoso(range)no(sao - & D

EDgo(range) 300 (420 - 206)
Resistance factor I

90

EDso(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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COMPOUND NAME
OR NUMBER

QUINIDNE  YDROGADRIDE . .

SUMMARY OF ANTIMALARIAL DRUG TESTS
(B1OOD SCHIZONTOTIDES)

TABLE &7

FORMULATION .. hween BO/HO. ROUTE OF AOMINISTRATION : SErHB/PO/+¥

MAXIMUM TOLERATED DOSE (MTD) ....... MG/KG X ...
: Daily dose No. of Ro. of Mean control TreatedT’R%{
i mg/kg D0-D+3 mice experiments | parasite rate 2 {Contro 100
Lo 0 5 = 39.2 £ 3.4
1\00:0 S = 584+ g3
NS 300:0 5 | = 03 + 03
©00:0 S = O ¥ 0.2
¢ \O b
EDg o(range) 10n(43.0 - 145)
€0go(range) 95(g3.p - 280)
Resistance factor 190 6.5
D\‘
b0 =) = 58:1 x13.5
100:0 S = 233 ¢+ 53
NS W00 3000 S | i 196 53
L00.0 S - 06 04
7] =] 54

EDg,(range) 33,0( 44,0 -160)

Eogo( range)aw( \-é_g- = 500)

Resistance factor lg, 7.4

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

tondon School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL 3R
(BLOOD SCHIZONTOUIDES)

COMPOUND NAME
OR NUMBER QUINIDINE HYQROHLORIDE  pARASITE (SUB)SPECIES P yoekiy. .

FORMULATION Tween3Q/H10 ROUTE OF ADMINISTRATION : SEFHAP0/+H¥

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. Daily dose o. of No. of Mean control Treated
Ll mg/kg D0-D+3 mice experiments | parasite rate % [Contro L
L0:0 5 = 806 + bl
\00:0 S - 48'6 * 23
SH 3000 S \ - bb:9 * 6
6000 5 - Q2.5 213
7 o 32
EDgo(range) 190(95 .0 - 450)
EDgg(range) j050(540 - 2540)
Resistance factor 190 339
0.0 ) = 100 * 35
\00:0 S = 24.6 £S5
SPN 3000 S ! - 89S + lbb
LOO: O S -. &\ % 39
@ 1o} 32
E05(range)436(200 - 15
EDgq( range)\000(430 - 3540)
Resistance factor lgn 233

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 39
(BLOOD SCHIZONTOTIDES)

COMPOUND NAME
OR NUMBER  QuiiDiNg. HYDRHWRIDE.  PARASITE (SUB)SPECIES Fayoslw.. ... ...

FORMULATION . Tween 80 /H_O... ROUTE OF ADMINISTRATION : SExH7PO/+Y
MAXIMUM TOLERATED DOSE (MTO) ........ MG/KG X ...
i Daily dose Ro. of Ro. of ‘Mean gontroI reated PR%“00
; mg/kg DO-D+3 mice experiments | parasite rate % |Contro
1 30.0 5 - 60:4 * 12.0
100:0 S - 3090 t 96
NS 1365 300:0 S | = 12 % 06
L00:0 S) - o
& 10 195
S

EDgo(range) 50,0(28:5 - 3510)

! EDgy(range)yy5( 6.0 - 200)
Resistance factor 190 3.3

\ 30:0 S - 843 * 93
100.:0 S - 13 £ 05
1 NS 1J08] 3000 s ki - 002t 002
{ ) 600:0 S - o
& 10 Tha
4
EDgy(range) 37.5(28.0 - 51.4)
EDgg( range) 39.0( 540 - 100)
Resistance factor [90 2.3
9 Principal Investigator: Professor W.Peters

Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 40
(BLOOD SCHIZONTOCIDES)

COMPQUND NAME
OR NUMBER QUINDINE HYOROCHORIDE. .  PARASITE (SUB)SPECIES .?:yoe&ls'\

FORMULATION . Tween 8O [H.O. ROUTE OF ADMINISTRATION : SGHR/PO/H

MAXIMUM TOLERATED OOSE (MTO) ........ MG/KG X ...
2 Daily dose No. of No. of ~Mean control Treated‘PR%i
S mg/kg D0-D+3 mice .experiments | parasite rate % |Contro i€y
OO 5 = L2323+ 54
160 0 S - 58.3 * 109
QS 300:0 S i o 43.9 + 43
L00.0 S -~ 2.8 + 2.
o] Je) 20-2
EDgo(range) 133 (53,0 - 3i5)
EDgg(range) 395 (195 - 500)
Resistance factor lgq \.4.
300 = = 994 + 5.4
\00:0 S - 244 + 6.\
NG 30010 S | = O'1 x* O
oo 0 5 - 0
& 10 A3
EDgg(range)sq (25,0 - 34.0)
EDgq( range)yy5(31.0- 155)
Resistance factor lq, 33

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygicne & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL 4\
(BLOOD SCHIZONTOUIDES)

COMPOUND NAME

OR NUMBER  QUINIDINE HYDROCHWORIDE.  PARASITE (SUB)SPECIES .R.\;oel\l

FORMULATION .Tw.emao.ll-\zo.. ROUTE OF AOMINISTRATION : SE7+P/PO/H

MAXIMUM TOLERATEO DOSE (MTD) ........ MG/KG X ...
; Daily dose No. of Ro. of Mean control Treated PR%K
=Ll mg/kg 00-0+3 mice .experiments | parasite rate % [Contro e
bo© S = 94-5 * 5.8
\00:0 S = L\ ¥ 9.
SAM 300:0 S | - 43.1 125
boo 0 S . J.0* 35
") io 214
EO5q(range)1gs(103 — 230)
EDgo(range) 490(23s - 860)
Resistance factor lgg 15.3
300 5 = 949.5 = 12.2
100:0 - - 2.8 * 39
MPS 300.0 5 i - 09 * 2.4
b00 O 5 = 33 * 2.8
24 fo) 83
E05p(range) 236(200 - 440)
E0gy( range) £0(445 - 1000)
Resistance factor lgq 0.0

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 42
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER Quiupie, MDRoaRE,  PARASITE (SUB)SPECIES . I heaghen
FORMULATION ..Tween 80/ HL.O | ROUTE OF ADMINISTRATION : SEAHP7PO/EY

MAXTMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Daily dose o. of | No. of Mean control rea
SN mg/kg DO-D+3 mice -experiments | parasite rate X |CTontro Ry
30:0 5 - 100 = 1.8
1000 5 - 933 t 65
@MS 300:0 5 \ - 93.3 * 43
6000 S - b4.8 +188
e & fo) 86
=~ EDgo(range)1300( 540 ~ Ys00)
[ EDgy(range) 6400 ( 2300 < 14,500)
1| Resistance factor I90
{
A
EDso(range)
Eogo( range)
Resistance factor lg,
Principal Investigator: Professor W.Peters
1 Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOU SCHIZONTOCIODES)

COMPOUND NAME

OR NUMBER

Mefloqune. ..............

TABLL

43

FORMULATION T\P&%.&O./HLO... ROUTE OF ADMINISTRATION : SEAHY/PO/HY

MAXIMUM TOLERATED DOSE (MTD) ....... MG/KG X ...
3 Daily dose No. of Ro. of “HMean control Treated PR%'(
Houn mg/kg DO-D+3 mice .experiments | parasite rate % {Contro Lol
3.0 S - 860 * 12.2
\0:0 S = b33 + 93
RC 30.0 s ' - 539 *13.2
100: O S = A0 T g0
& 10 b-O
E0go(range) 25,5(12.0 - 804.0)
~
EDgq(range) 235 (130 - 350)
Resistance factor 190 59,8
3.0 S = 2.8 * 4.
0.0 S - 3.8 * 03
ORA 30:0 S | - 0S5S* 03
{000 S Z 04 x 03
& [e} 14

EDgg(range) 0,405 - 1.2)

EDgo( range) 4.2( 1.5 - 12.0

Resistance factor [90 0.9

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 44
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

R NMBER . MEFLOQUINE .. ... ..... PARASITE (SUB)SPECIES . 2 Peroben ...
FormuLATION .. Jwees 3O [HO). .. ROUTE OF ADMINISTRATION : SerP/PO/EY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...

Strain Daily dose No. of No. of "Mean control Treated PR%H00
mg/kg DO-D+3 mice -experiments | parasite rate % |Tontro

3.0 S ~ 100 t 4.4
100 5 - [[e]e]
QM 30:0 s \ = 841 + 104
1000 5 - b1 x 5.1
& 0 83

EDgg(range) 1a5(80.0 ~ 4-co)

EDgq(range) 950 (4g06 - 23100)

Resistance factor 190

EDso(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 4S
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME )
OR NUMBER MEFLOQUINE L.l PARASITE (SUB)SPECIES F.yeebicssp
FORMULATION Jween BO/H.O. ... ROUTE OF ADMINISTRATION : SE/ER/PO/H¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
fr— aily dose Ro."of | No. of Mean control Treated ?R%h 00
mg/kg DO-D+3 mice -experiments | parasite rate % |Contro
3
J e S - 83 % 9.3
f 3.0 S - 52.3 * 56
Qs 100 S I = 433 * 5.4
30.0 5 - 333 + 6.7
v 00O 5 n 19.5 + 2.5
4 g I . \9.8
. : EDg(range) 3,0( 18 - 20.0)
. EDgg(range) ,5.0( 14.0 - 160)
| Resistance factor Iy 4.\
\
EDso(range)
EDgo( range)
Resistance factor I90
Principal Investigator: Professor W.Peters
1 Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS TABLL 46
(BLOOD SCHIZONTOUIDES)

CDMPDUNO NAME

OR NUMBER Megloquine. .. PARASITE (SUB)SPECIES .P-\L.jqeh'\
FORMULATION T\n@r\gO/HZO RDUTE OF ADMINISTRATIDN : SEAHP/PO/H¥
MAXIMUM TDLERATED DOSE (MTD) ........ MG/KG X
Shera Daily dose - ‘No: of No. of Mean gontroT Treated PR%(100
mg/kg DO-D+3 mice experiments | parasite rate % {Contro
3.0 5 ~ 14 * 1.3
100 S i JF.0 * 24
NIG 300 S { & 0.01 £ 0.0
\00-O 5 = @)
@ o W3

EDso(range) ]‘6(0-9 - 2‘93
EDg(range) s.g(g.a -'9-3)

Resistance factor 190 1)

Eoso(range)

Eogo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 47
{BLOOD SCHIZONTOCIDES)
COMPOUND NAME
OR NUMBER .Hngb.\og .......... PARASITE (SUB)SPECIES .P:bﬁ.g‘.\e.u..._
FORMULATION .. TWean 90./H,O ROUTE OF ADMINISTRATION : SCAHPrPerst
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T Daily dose No. of [ No. of Mean control Treated‘PR%{
Sheats mg/kg DO-D+3 mice -experiments | parasite rate % [Contro 16
100 S = 100 * 3.}
30:0 S - 100 % 128
RC 0.0 S t - 98538
100.0 S 2 S11 £ 92
@ \0 5.4

EDo(range) y 100

EDgqy(range) » 100

Resistance factor 190

EDso(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL 4@
(BLOOD SCHIZONTOTIDES)

COMPOUND NAME

or nmper . Halofontrine pArAsITE (suB)seicies . I berghes,
ForMULATION . .IweenBO. [H.O . ROUTE OF ADMINISTRATION : SC/Hhbry

MAXIMUM TOLERATEO DOSE (MTO) ........ MG/KG X ...
Strain Daily dose No. of No. of Mean control ~[Treated PR HOO
mg/kg 00-0+3 mice experiments | parasite rate % Control
03 S = 333 > g
1:O S T 0.8 + 125
RC 3.0 5 ! - ©3.0 + 6.0
\0:0 (=) = b4 x LS
20:0 = = 593 + 54
& o) )
ED;(range)
E0gp(range) 5 30
Resistance factor I90>7_:,.3
03 S = 94\ t L. 4
1.0 S - 393 t 143
ORA 3.0 S { = '3+ 09
10:0 S - 0303
300 S - O
9 i} 140,
EOSO(range)oq(o.-s = |,3)
EDgo(range)y g (1.0 - 3.3)
Resistance factor lgg |,3

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 49
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME ]
OR NUMBER .. HAVORANTRING PARASITE (SUB)SPECIES . P \omhea .
FORMULATION ..Tm.&QIH,_o. ROUTE OF ADMINISTRATION : SC/AHR/POy-HY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
R Daily dose 0. of No. of Mean control Treated PR;{
Strain mg/kg D00-D+3 mice experiments | parasite rate % |Contro i
0> S - 6>.8 £ 8.0
- s - 33 2 9.4
MEY 3.0 S ! - 189 + 9.4
o0 S - 0:04 % 0:04
.} o} S3
EDgp(range) 0.8(0+3 - 1.9)
1‘ Eogo(range) 2.°®_§ = s‘o\
Resistance factor 190
\ 0.3 s = 60 ¢ 3.8
1.0 S - e2S + 63
KF‘L 3.0 S ! - 28 T\
00 S S 03 2 O
1‘ 30:0 S - 0:03 ¥ 0:02
4 10 3-8
ED;y(range) "4(04:-300)
EDQO( range) 3.4( Yy = q_g
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 50
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
OR NUMBER Haoeanzewg, .. PARASITE (SUB)SPECIES wagm .....
FORMULATION TW\SQ.IH’.O. ROUTE OF ADMINISTRATION : SC/RAROLLV
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Daily dose Wo. of No. of Mean control Treated’PRé(
Sl mg/kg D0-D+3 mice .experiments | Pparasite rate % [Contro L
03 S - 928 ¢t 33
110 S - 635 £ 3
NAM 3.0 S 1 - 489 % Wb
100 S - A4 2 45
00 S = 269 * 33
_g 10 . 99
EDg(range) 4,5( 1O - |5,'5
EDgp(range) 36.0( b -6 - 95.0)
Resistance factor 190
0.3 S S J03 £ 106
1o s - Sb.4 % 33
MPs 30 s ] - 394 %08
10:0 S - 100 ¥ 103
300 S - 648 £ 1S58
g 10 63
EDso(range) >30
EDgo(range) » 30
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY DF ANTIMALARIAL DRUG TESTS

TABLE S
(BLOOD SCHIZDNTOCIDES)
COMPOUND NAME
DR NUMBER  ...HALOFANTRING........ PARASITE (SuB)SPECIES .E-begher .
FORMULATION .. Jween 80O, ROUTE DF ADMINISTRATION : SC/iPrPOFE¥
MAXIMUM TDLERATED DDSE (MTD) ........ MG/KG X ...
Daily dose No. of No, of Mean control Treated PR
Shvie mg/kg DO-D+3 mice experiments | parasite rate % |Tontrol PR%KIDD
3.0 5 - 333 * 5
0.0 S - 155+ 4.9
QM 300 S [ = o5 % b0
1000 S = S54. % 1.4
@ 10 16:9

Esp(range) 108 {5010 = 31S)

EDQD(range) » {00

Resistance factor I90

EDso(range)

Eogo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

. HappeaNTRING

TABLE 52

PARASITE (sus)sPcIEs P.brahei.. ..

FORMULATION . \wRen8R [, Q ROUTE OF ADMINISTRATION : SCAF#RGAH

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Daily dose No. of 0. OF Mean control Ireated PR
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Control PR%“OO
o S = 98.2 ¥ 3.9
\:0 S 2 100 9.9
Qms 3.0 s \ = 100 _# 99
100 ) - VOO =
300 S i 886 * b
. 10 S8

EDso(range) > 30

Eogo(range) » 3o

Resistance factor 190

EDso(range)

5090( range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE 53
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME Y
oR NmBER . HALOFANTRINE PARASITE (SuB)SPECIES . Prberahe. ...
FORMULATION ..lwiesn 80.JH.,0 ROUTE OF ADMINISTRATION : SCAHPAPOA
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Daily dos No. of . of “Mean control Treated PR
} S mg}k.g 00-59-3 mice vexoper?’iments pgras‘i;?:e ::te % antrol FR%“OO
; 0.3 5 - 100 £ 32
[ 1XX) Y o 524 £ 101
PFMA 3.0 S [ = 38222
0.0 S - 0
& 1o o5
‘wr EDgo(range) 12(0-9 - o)
) EDgy(range) 2.3( 1.7 - 3.0)
1 Resistance factor 190
\ 0.3 s - 323 * b5
o 5 - bbbl % A
SAM 3:0 S ! - 535 ¢ S0
10:0 ) - S2.85 2 S4
4i o o) 20-1
EDgq(range) 3.3( L& <13
EDQO( range) ‘0'0( zz.o -> ] oo)
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS
(BLOOD SCHIZONTOCIOES)

TABLE 54

COMPOUNO NAME _
OR NMBER  .HALOFANTRINE. . .. ... PARASITE (SUB)SPECIES . > 4eR)M ssp. .
FORMULATION . Tw2002 80 [H.O ROUTE OF AOMINISTRATION : SCAERAPorEY
MAXIMUM TOLERATEO DOSE (MTD) ........ MG/KG X ...
TR e O N BTN L R
O S = 244 o
03 3 - 4.0 + 7.4
Qs Lo S \ E 43.4 * 106
30 = - 223 219
10.0 S = 10:3 £ 4.
Y 10 198

EOgo(range) 0.9(0.4 —1.9)

E0gp(range) y.5( 3.9 - \4@
Resistance factor Igj 5.9

Eoso(range)

Eogo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL S5
(BLOOH SCHIZONTOTIDES)

COMPOUND NAME

OR NUMBER Hal anfvin® L PARASITE (SUB)SPECIES P\I eli
FORMULATION .nge.o.i.?Q,l.Hp ROUTE OF ADMINISTRATION : SCAHARGAN
MAXIMUM TOLERATED OOSE (MTD) ........ MG/KG X ...
Strain DaiTy dose No: of No. of Mean gontroW Treated PR%(]OO
mg/kg 00-0+3 mice -experiments | parasite rate % |Contro
o3 S = 832 50
1O =3 - 3.2 x 119
NIG 3.0 5 | - ha * 04
10:0 S = 0.0 = 0:0|
300 3 i o)
%) 10
=

EDgo(range) 0,8(0.5 -1.8)

E0gg(range) 9,0 (113 - 4.6)

Resistance factor Igq |.g8

EDso(range)

E090(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine

169




SUMMARY DF ANTIMALARIAL DRUG TESTS

oy—

(BLOOD SCHIZONTDCIDES)

COMPOUND NAME

T

TABLY

7

S6

OR NUMBER MERACRING . ............. PARASITE (SUB)SPECIES Pbe@\vu .....
FORMULATION _Jwieen. 80 /HO.. ROUTE OF ADMINISTRATION : SCHRHRG/HF
MAXIMUM TOLERATEO DOSE (MTD) ........ MG/KG X ...
Stran | Oy ot T oice, | acrerimens ] parasiee rote 7 |Toctrer PREC
o\ ) - 955 = 495
03 s - 243 *12.3
N 1:0 & { = A3 £ 9.0
3.0 S - ¢ 3 2 06
10.0 ) = 04 * 0.4
30:0 S - O
2 1o 9.4
E05(range).56(0.22 - 1:0)
E0gg(range) |, 85( 032 -3 4
Resistance factor Igq|,0
10 5 - 336 299
3:0 5 - 34.5 £ 3.0
RC 16:0 5 [ - 242 £ 98
30.0 5 = b\ 2.3
03] 10 33

E0gy(range)).25(0.3 - 4.3)

E0gy(range) 3.0(4.0 - 58.0)

Resistance factor lgg 9.9

Principal Investigator: Professor W.Peters

Oepartment of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 577
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
or numBer  MEPACRINE. ... PARASITE (5UB)SPECIES .PrDemher ... .
FORMULATION TNQ% 80/\"\2_0 ROUTE OF AODMINISTRATION : SCAHPAPE/EY
MAXIMUM TOLERATED DQSE (MTD) ........ MG/KG X ...
Strai Daily dose No. of No. of Mean control Treated PR;”00
Dratn mg/kg 00-D+3 mice experiments | parasite rate % (Contro
. e} S = 100 * 5.3
r 3.0 S = 336 = 99
N 100 \0. 0 S ! - 90 t bbb
30.0 s e D3+ 126
f @ 10 2.9
—F E050(range) 20.0(93 —33.0)
, E0go(range) j95( 95,0 - 320)
Resistance factor 190 105
\ -0 9 = oe =
3.0 S = 100 =
Q 0.0 S ) - 100 * 9
30:0 5 - 933 5§
g [%) \0 b3
EOSO(range)
EOQO(range) > 30
Resistance factor 190
p Principal Investigator: Professor W.Peters
1 Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
ITi
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL 58
(BLOOD SCHIZONTOUIDES)

COMPOUND NAME

OR NUMBER MEPARINE ... PARASITE (SUB)SPECIES Pbe@wm .
FORMULATION . lween .89/}-\2_0. ROUTE OF ADMINISTRATION : SC/HRARGAL
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain DaiTy dose No. of No. of Mean control Treated P 100
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
.o = - 100
3.0 S = 30\ * 185
NH O 0 S 1 - *)
300 S = 0
@ I} 13-4
EDgo(range) 3,4( 2.9 - 5.1)
Ebgo(range)4,q(4.| -7-9.)
Resistance factor Igg 5.5
03 5 = 100 t 1S
110 S = 969 * 3.6
NAM 3.0 S \ - 86 * (b
10,0 S5 - 68 * b 4
& 10 a3
EDso(range)
EDgo(range) >10
Resistance factor Ig, J

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Wygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL 59
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
OR NUMBER MEPACRINE Ll PARASITE (SUB)SPECIES |Rs bt@\nc.s
FORMULATION .Tst&nSO/H,,_O.. ROUTE OF ADMINISTRATION : SESR/POFHH-
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
et | e e e | o mrenta] pocasste rate % |Tosteet PREVIO0
\'O = = L39S % 135
3.0 S = 345 3 13
P 10:0 5 | - o
300 =) - o
¢ o) 23
EDgq(range) |-53(0-97 -3'3)
EDgo(range) 3.9(1.8 - 513)
Resistance factor 190 b
O3 5 = 100 * 4.9
10 S = 80339
B 3.0 5 l - 685+ 183
[{eX]e) 5 = o4 * O\
& i0 204
EDSO(range)QQ(\_|5 _5_4_)
EDgg(range) 4. 2.4 - 11.5)
Resistance factor 190 a5

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 6O
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER MEPACRINE ............. PARASITE (SUB)SPECIES Pbeg\w

FORMULATION TW?—Qf\go/HZO ROUTE OF AOMINISTRATION : SC/AHAROALY

MAXIMUM TOLERATEQ O00SE (MTO) ........ MG/KG X ...
; Daily dose No. of No. of Mean control Treated PR
Strain mg/kg 00-0+3 mice | experiments| parasite rate % |Tontrol PR%KIOO
0.3 S = 364 154
1O =) - 3.2 = 9.4
PYR 3.0 S | - 05 + 0.4
100 5 — 0
@ Jo) Q3 .\
7
~—
4
1‘ EDg4(range) 0,3(0,|3 " O-Sﬁ)
| EDgg(range) 1.05( 043 -2.0)
| Resistance factor 190 &
03 ] = 485 * 65
wo S = 40.3 ¥ 129
ORA 3.0 S [ - 23> 6.2
1? \0:O <) = )
& lo 13:3
{
E0gy(range)9.95(0.42 -23)
E0gg(range)31(0.93 - 5.0)
Resistance factor lgg |,|

Principal I[nvestigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL O}
(BLOOD SCHIZONTOUIDES)

COMPOUND NAME
OR NUMBER MEPACRING, . ... ........ PARASITE (SUB)SPECIES P. el

FORMULATION .. lween BQ/HZO. ROUTE OF ADMINISTRATION : SC/APrPort¥

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
] Daily dose No. of No. of Mean control Treated‘PR%{
l Strain mg/ké DO-D+3 mice -experiments parasite rate % |Contro L
hO S - 8.t 42
2.0 S - 83.4. % [0.4-
NPN lo.0 s ) - 2.0 +10:0
200 5 = 22:5 2 153
§5 Te) RER
EDgq(range) 8.3( 2.8 - a1s)
E0gq(range) 45.0(a1.0-118)
\ Resistance factor 190 A43
VO 5 = OO 2.1
3.0 S = 0 x 16
N 1708 OO s ' — 26 £33
30.0 = - 4.0 £ 2.0
v, [} 206
EDSO(range)3,S(Q,\ _9,3\
EDgo(range)\9.3(3.3 -39S
Resistance factor Igg (.(5

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London Schoo) of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 62
(BLOOD SCHIZONTQUIDES)

COMPOUND NAME
OR NUMBER MEPACRINE .. ........... PARASITE (SUB)SPECIES Ploecrer .

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X
: DaiTy dose No. of No. of Mean control Treated PR%{
St mg/kg 00-0+3 mice experiments { parasite rate % {Contro 100
o S - 92.8 + 8:4
3:0 S - 386 + 123
MEY 0.0 S ! & ©.03 % 0.03
300 S = O
0] =) 3.\
EDgq(range) 9. (1.6 - 5.0)
Egp(range) 4.3(3.0 -104
Resistance factor Igq 5.(
o S v 345 + 34
3.0 3 - 43.4 + 33
KFY IC0 S \ - )
30:0 S = 8
@ |O 13.0
EDSO(range) 3,0( e 3.5)
E0y(range) 3,4(2.3 - 5.8)
Resistance factor Igq |\g

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANT{MALARIAL DRUG TESTS TABLE 63
(BLOOD SCHIZONTOTIDES)

COMPOUNO NAME
OR NUMBER MEPACRINE ... ... ... PARASITE (SUB)SPECIES ..‘.’:P@@\«.ea .....

FORMULATION TW@M SO/H ?.D' ROUTE OF AOMINISTRATION : SCAHPFEAY

MAXIMUM TOLERATEO 0OSE (MTO) ........ MG/KG X ...
I A L BRI R e S 3
o, S = 99.3 + 4.0
3.0 S = 86.0 ¢ 13
PFMA \0:0 S | -~ 1S % )
20:0 S = 43 & 3
/Q o) 2.4
E05o(range) {.5( 3.9 - 10,0)
E0gg(range)|b.0(9.2 - 3.4
Resistance factor Igo b
[1¥e) S - 94.0 * 3.8
30 =) = 93.8 1 2.5
N V365 100 S \ - 9.0 * 3.
30:0 S = 13.4 * 33
?6 10 19.3
E0g4(range) 1.0 ( 4.0 ~ 20.0)
E0y,(range) 38,0(15.5 —51.0)
Resistance factor 190 15

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 64
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME .
OR NUMBER MePacRiNE . ........ PARASITE (SUB)SPECIES I eepea.. .. ..

FORMULATION . \ween 8O[H.O ... ROUTE OF ADMINISTRATION : SC/HP/POrHY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. DaiTy dose No. of 0. of “Mean control Treated PR%t
B mg/kg DO-D+3 mice experiments | parasite rate % [Contro LU

1.0 5 = I00 * 05
2.0 5 L Bb+s5S
oM 10:0 ) \ - 824t 83
300 S E 1.0t 56

& o 4.2

EDSO(range) >30
EDgo(range) » 30

Resistance factor 190

EDSO(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

{BLOOD SCHIZONTOTIDES)

COMPOUND NAME

OR NUMBER
FoRMULATION . Tween 30 /O, ROUTE OF ADMINISTRATION :
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...

SC /ARG

TABLE 65

3 Daily dose No. of No. of Mean control Treated PR
SE8iR mg/kg DD-D+3 mice experiments | parasite rate % CBFTFET_Pﬁéi?aa
W' O S = 984 * 59
3.0 S = SS9 * 13.4
NS 100 S i - 164 + 8.2
30:0 S = 11:4 + S5
,(ZS 1o 223
EDgp(range) 3.4(1.3 - 5.5)
EDgp(range)y3,3( 8.5 -28.0)
Resistance factor gy 9.9
O 5 - 333 + 1.0
30 S = 3.0 * &
NS lloeo| 00 5 I - 533 £ 89
300 S = 304+ 3.8
@ 10 54

E0gp(range) 10,0( 3.0 - 16:5)

EDQD( range) \QO( ga.g =~ \90)

Resistance factor 190 £49

Principal [nvestigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS 1ABLL bbb
(BLOOD SCHIZONIOTIDES)

COMPOUND NAME

OR NUMBER . .MEPACRINE .. ... ...... paras LTE (suB)sPECIES . P yoeliy. ..
FORMULATION .T‘i‘»’.@%.%@/‘.—\z& ROUTE OF ADMINISTRATION : SC/HAARe#HY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
7 : Uaily dose No. of | Wo. of Mean control Treatecﬂ’R%i
Jr A mg/kg D0-D+3 mice experiments | parasite rate % (Contro g
’
J o S = 9¢:5 + 3.4
f 2.0 S = 100 t 53
SH 100 S ] = 8l-1 T 9.
20:0 S 2 389 * 9.4
& 10 53
-1 EDgg(range) 22.5(11S - 39.0)
. EDgg(range) 38.0(59.0 - 109)
' Resistance factor lgn 493
{
\ “0 S - = ‘OO x 5‘5
- 3.0 5 = 8O+ 3.8
SPN 10:0 _____53_ —— L. = - 80:6b % 6.8
300 5 = 209+ u4
1 & 10 b:a
s e SRR
15099(-rangc)_ > 30 » |
'[Ffesistancc factor lg,
Principa)l Investiqator: Professor W.Peters
p Department of Medica)l Protozoology
Londnn School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE &77
(BLOOD SCHIZONTOTIDES)

COMPOUND NAME

OR NUMBER L MEPAcRINE L PARASITE (SUB)SPECIES .P‘.\/Q@\'\.\ .......
FORMULATION . JWeen SO./HZQ. ROUTE OF ADMINISTRATION : SC/+PARG/Y
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
] aily dose No. of No. of Mean control Treated PR%{
SR mg/kg D0-D+3 #ice experiments | parasite rate % |Contro o
.o S = 99.1 % b
3.0 S - 33.0 + 86
NS 1965] 100 S | - \6.1 + 4.5
300 S - 935 £ Sk
22 1o 95
EDgy(range) 7.0(3.¢, - 19.5)
o \
EDgg(range)93,5(19.0 - £5.0
Resistance factor Igq193
0.3 S - 836 x 7.2
Xe) S - 435 1 108
NS 1308 3.0 S \ = £%0 ¢ 93
\0 0O S = 135 * 3.3
& \ O 4
E0go(range) 91 ( 0.9 - 6:4)
EDgq( range) 1,8((5.3 - 34:0)
Resistance factor [90 6,4}

Principal Investiqator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 68

(BLOOD SCHIZONTOTIDES

COMPOUND NAME
OR NUMBER

PARASITE (SUB)SPECIES P\Boeh\,

FORMULATION TW%SOIHZO ROUTE OF ADMINISTRATION : SC/HPAREAHY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
o | Do Gty |'oice | acseriments| votasive rote * | Corarer PREVIO0
'O = =5 980 T 2
3.0 S i I3\ + 8\
QS 10.0 S | - 04 + &
30:0 S = 43.3 + 383
[0} e} WA
/
¥ EDgq(range)
1. EDgg(range) > 30
‘ Resistance factor Igo
0.3 5 = 959 * 2.0
-0 S . 893 + 3.0
NIG 30 S | - 487 £ 53
100 S - 249 * 7.2
& 10 A3
EDgo(range) 3.2( 0.9 - 5.0)
EDgg(range)i3.0(5.1 - 29.0)
Resistance factor 190 3.0

Principal Investigator: Professor W.Peters

Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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COMPOUND NAME
OR NUMBER

Mepacrine ...

FORMULATION T%?Q[H,_o ROUTE OF ADMINISTRATION : SCAHP/PErTY
MAXIMUM TOLERATED DOSE (MTD)

SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHIZONTOCIDES)

—— e

PARASITE (sUB)sPECIES P Noehas

~— X -~

TABLE &S

........ MG/KG X ...
3 Daily dos No. of [ Ro. of Mean control Treated PR
? Strain m;/kg DO-S+3 mice | experiments pgrasite rate % mwrmé““
i 10.0 5 = 862 % b4
r %Qo S - 59'3 t 5'0
H Qs 60-0 s l - S2.0 £ 49
1000 S - 233 * b'S
& \o 18:0
1 gy (e 70(28.0 -73,0)
EDgo(range) 260( 145 ~ 419)
1' Resistance factor Igo
\

EDso(range)

EDgo( range)

Resistance factor Igo

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLY 7O
{(BLOOD SCHIZONTOTIDES)
COMPOUND NAME
OR NUMBER MEPACQ“AQ ........... PARASITE (SUB)SPECIES Paﬁd\.\
FORMULATION T%%/Hp ROUTE OF ADMINISTRATION : SC/HPrherty
MAXIMUM TOLERATEQ OOSE (MTO) ........ MG/KG X
P Daily dose No. of No. of Mean control Treated PR 100
mg/kg 00-D+3 mice experiments | parasite rate % |Contro
"o S ™ 100 t 0.4
3.0 S = 995+ 2.2
SAMm 10:0 S ‘ d 480 £ 32
30'0 ) - a0 32
,® 1o A4
EDSO(range)
EDgo(range) > 30
Resistance factor 190
0:3 5 e 880 * &3
'O S5 = 984 * 33
MPsS 30 5 ' 3 81.4 * 59
100 S - 59.3 t 9.6
o] 10 .8
EDso(range)
EDgg(range) s 10 ]
7@:;:;;e}a;;:lgu-— j

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE i
(BLDOD SCHIZONTOCIDES)

COMPQUND NAME

OR NUMBER ~ .MEPACRING . .. ... ... ... PARASITE (sUB)SPECIES . Prbemhar ... .
FORMULATION .. 1522080 [HO) .. ROUTE OF ADMINISTRATION : SCAHP/POAEF
MAXIMUM TOLERATED DOSE (MTO) ........ MG/KG X
Strain “Daily dose No. of [ WNo. of Mean control Treated pR§{1OO
mg/kg D0-D+3 mice [ .experiments| parasite rate % |Contro
0:3 S = 95.1 + 89
1O S - 856 * 69
ams 3.0 5 \ - Su8 = 33
100 S S 93.3 £33
& 1Q 8l

Eoso(range) »>\0

EDgolrange) » 1O

Resistance factor 190

EDSO(range)

Eogo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TLSTS

(BLOOD SCHI/ZONTOCIDES)

COMPOUNQ NAME

OR NUMBER

A4

TABLL T2

MAXIMUM TOLERATEO Q0SE (MTO) ........ MG/KG X
g ~ Daily dose No. of No. of Mean control Treated PR%{
Ll mg/kg D0-D+3 mice experiments | parasite rate % [Contro 100
3.0 S = 100 + 4.8
10:0 ) = blit 1.5
RC 300 s I - 49.3 £ 153
l00.0 5 = 243 £ 99
gzs 1O QD‘()
EDgp(range) 2&0(8-5 -F0.9)
Eg0(range) 420 (165 - 106:0)
Resistance factor I90 103
3.0 5 = 6.4 + 4.4
[[e]]e) =) = 03 * 0.4
ORA 300 ) \ = ©:01 £ 0.0}
1000 = = @)
2 1O

05 (range) 4.6(3.4 - 6:5)

E090( range) ?~5(S-4- '_\9_5>

Resistance factor 190 L8

Principal Investigator: Professor W.Peters

Oepartment of Medical Protozoology

London School of iHygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 73
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
oR MMBER .. ARTEMISWNIN PARASITE (SUB)SPECIES Pb@gkea .....

FORMULATION . T80 [H.O... ROUTE OF ADMINISTRATION : SCAEPAPOfEY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
~ Daily dose No. of | Wo. of ~Mean control Treated PRé(
Sl mg/kg DO-D+3 mice experiments | parasite rate % |[Contro L

VOO 5 = S50 * 9.2

30:0 S - 433 = 109

oM 1000 5 | = 53 % 2.0
300:0 5 - 0.02 £ 0.0}

% [ 6.9

EDgp(range)ig.5( 8.5 - 34.0)

EDgg(range) 63.0( 3.5 ...95,03

Resistance factor 190

EDso(range)

EDgo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY DF ANTIMALARIAL DRUG TESTS TABLE 74
(BLOOD SCHIZDNTOCIDES)
CDMPOUND NAME .
DR NMBER  .ARTEMISINN PARASITE (SUB)sPECIEs .P: brenghed
FORMULATION [ Jw@@n. BO.LH 0 ROUTE DF ADMINISTRATION : SC/RspoAiw
MAXIMUM TOLERATED DDSE (MTD) ........ MG/KG X ...
q Daily dose No. of No. of ~ Mean control Treated*PR%{
AN mg/kg DO-0#3 mice | experiments| parasite rate % {Tontro Jul
f 3.0 S - 993X S-\
\0 0 S - 20:0 % &9
NS 100 30:0 S ) = 'V 2 03
‘ 100:0 S - Q.04 20.03
-] 10 56
EDgo(range) 8.3( 4.\ - ‘,3)
EDgp(range) 13.8(10.8 - 1340}
Resistance factor I90
3.0 s - 8\ £ 2.0
‘o.o s - 54l4‘ t q'\
SAM 300 s | - 208 42
1000 S - o
& 10 222
EDgp(range)10:2( 4.3 -20.0)
EDgp(range) 22.5(10.2. - 44.0)
Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 75
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER CARTEMMSINN, L PARASITE (SUB)SPECIES PdeMS’*P
1 FORMULATION .?E%%#%aﬁ@CllfL{).. ROUTE OF ADMINISTRATION : SCAHPAROAHY
| MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
s Daily dose No. of | No. of Mean control reated‘PR%{
j Strain mg/kg DO-D+3 mice experiments | parasite rate % |Contro Hi
1 3.0 S = 358 * 1.0
\O:0 S i S22 85
Q@S 300 S \ = 239 + 113
\00 -0 S i 13:4- & b8
@& o 13.8
i

EDsg(range) 11.3( 65 - 24.0)

.1 EDgg(range) 1,5(90.0 - 330)
Resistance factor 190 3.3

\

}

i

]
EDso(range)
EDQO(range)
Resistance factor 190

4

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 76
(BLOOD SCHIZONTOTIDES)

COMPDUND NAME
OR NUMBER  FMEmuswunm, ...,

MAXIMUM TODLERATED DDSE (MTD) ........ MG/KG X
Strain Daily dose No. of ] Wo. of Mean gontrTﬂ Treated PR 100
mg/kg D0-D+3 mice experiments [ parasite rate Z flontro
3.0 S - 6.8 + 24
10:0 5 - 486 * 3-8
NIG 3200 S | = o
. 100 O S = o
@ [o}

EDSO(range)q,—A(s.\ = \0,(:)
EDgy(range) 11.5( 8.1 - F?-O)
Resistance factor ‘90 23

EDSO(range)

EDgo( range)

— —

Resistance factor 190 )

Principal [nvestigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 77
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

R NmBER  ARTEMUSININ, PARASITE (suB)species . P bemne
FORMULATION . JWQR0.30 JH 0. ROUTE OF ADMINISTRATION : SCAHFPOAH
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
S e
3.0 ) - 100 2 &0
10:0 s - 32) 2 Wb
QMs 0.0 s 1 - 03 % w03
100:0 S = 2% 30
e.] lo S8

Eoso(range)as-o( 1.0~ 6@-03
gogo(range)\zo( 53.0 - 245)

Resistance factor I90

EDso(range)

EDgo(range)

Resistance factor I

30

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 78
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

. PYRoMARIDINGE PARASITE (suB)sPeCIEs . P \oemher
FORMULATION .Tween 8O [ H 0 ROUTE OF ADMINISTRATION : SC/#RpPorH#
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
s Daily dose 0. of to. of Mean control Treated PRé(
Sitsaie mg/kg DO-D+3 mice -experiments | parasite rate % {Contro e
0:3 S 2 9.4 &+ 32
\.0 s ' - b2 34
MFy 3.0 s ! = 0:01 £0-0\
0.0 s - o
1& g 1) 24
- | EDg(range) 0.¢(0.5 - 0.8)
EDgg(range) 0.9(0 3 - 1.3)
1' Resistance factor Ig,
1 03 5 - 849 + S0
\ 1:0 ) - - X ALr?
KFY 3.0 5 [ - 0:0\ £ 0.0}
100 S - (o)
ii & le) 9.3
EDgo(range) 0.4 (0.3 - 6.9)
EDy( range) 07 (0.5 - 0-8}
Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIOES)

COMPOUND NAME

TABLE 79

OR NMBER .. PYRowmRiIDINE ... ... PARASITE (SUB)SPECIES . yerdt ssp. .
FORMULATION .. }wve2n8Q/H Q0. ROUTE OF ADMINISTRATION : SC/3p/ROAY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T o - Ll B [ R o
O 5 - 100 t 3.4
0:3 ) - 9.8 34
QS 'O S) \ ~ S84 2 12.4
30 S - 35.5+ 33
(00 S £ 265+ 3.5
& 10 198

EDgy(range) a,4(0‘3 )

EDgp(range) 19.5( 4.3 - 42.0)

Resistance factor Ig) 93.5

EDSO(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

g

(BLOOD SCHIZONTOCIVES)

COMPOUND NAME
OR NUMBER

..Pyrenagining

PARASITE (SUB)SPECIES .P-Bemphe)
FORMULATION . Jwesn 80.] H.Q. ROUTE OF ADMINISTRATION : SCAHRfPerHY

MAXIMUM TOLERATED DOSE (MTD)

TABLE 3D

........ MG/KG X ...
3 Daily dose 0, of No. of Mean conirol Areated PR%(
Strain mg/kg DO-D+3 mice experiments | parasite rate % |Contro L
0 S -~ 100 226
(X ) [ - b3S %+ 9.2
SAM 3.0 s ! - 3’ X 1S
10:0 ) = 03 2073
ﬂ' Te) 12.3
EDso(range) .o (1.0 - 3.0)
EDgo(range) 3.2 (2.0 - .0
Resistance factor 190
0.3 S = £6d X WD
1.0 ) = 4.2 £ 52
MpsS 3.0 S { = 80:4 = S
\0:0 5 b3 22§ ¥ SA
g o 10:4 :

ED5p(range) 5.6(4.3 - b3)

EDgolrange) 14 3( 12,0 - \?-45)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

TABLE 81

R NMBER .. PYReMARINE PARASITE (sUB)SPECIES . lomeghai ...
FORMULATION "'“«'\89/&9 ROUTE OF ADMINISTRATION : SC/J-PrPOsi
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
: Daily dose No. of 0. of Mean control Treated PR%{
Strain mg/kg DO-D+3 mice experiments | parasite rate % |Contro s
63 S - 819 t n.4
V-0 S - 933 * &5
QMs 3.0 s 1 - 535 % \b
10:0 S - AbS ¥ 103}
g \o 86

EDs(range) 3.8( 1.3 - 120
Eugo(range)“,o(\q.s -0

Resistance factor 190

)

EDSO(range)

EDgo(range)

Resistance factor 190

o5

Principal Investigator: Professor W.leters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine




SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER

. PYRimeTHANINE L.

PARASITE (SUB)SPECIES . T Reghe:
FORMULATION ..1ween 8O fH,_O... ROUTE OF ADMINISTRATION : S&/1P/PeH¥

TABLE 82

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
I 3 T T A R
0.3 [~ - 802 £ 4.
o) ) - L5 4.8
B 3.0 S ! = 5 £9%
10.0 S = 0.0l £ .0l
300 5 = O
o2 [ 246
EDgo(range) {.9{0.4 - 2.4)
EDgo(range} 3.4 (09 - 510
Resistance factor 190
REe) S — S2:5 T )
3.0 = - 2002 £ 95
PYR \0.0 S [ - o'l % o4
30:0 S = 0]
@ e} 19.9

EDgo(range) \5( \,o - zﬁ

EDgg(range) 3,4(2.2 -4.3)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOO

COMPOUNO NAME

OR NUMBER PRmgTHAMINE L

0 SCHIZONTOCIDES)

TABLE 83

PARASITE (suB)SPECIES . Peaher. ... ..

FORMULATION . Ween 80/H.O ... ROUTE OF ADMINISTRATION : SE7IP/PorEv

MAXIMUM TOLERATEQ OOSE (MTD)

........ MG/KG X ...

Resistance factor 190

. Daily dose No. of | No. of Mean control Treated PRé{
Strain mg/kg 00-D+3 mice -experiments | parasite rate % |Contro i
0.03 S - 44.5 £ 13|
O-1 S - 09 = 03>
QM 03 S \ - o

1:O 5 = &)
& lo 165

EQgq(range) 9.0n8(0.022+0:032)

E0gg(range) 0.064( 0.043 - 0:0¢2)

Eoso(range)

Eogo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TaLe 84
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER  .PYRIMETHAMINE ... parastTe (suB)species P ool sse

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X
Sirain Daily dose No. of No. of Mean control Tr‘eated'PR%”OO
mg/kg D0-D+3 mice -experiments | parasite rate % {Contro
003 S = 1S £ 129
ol 5 = 23 * 2.6
0K 03 5 l = 03 03
e S N S)
& o 19.8

E05o(range) 0,007 (0002 [0.07)

EDgo(range) 5.045(0.016 - |0.085)

Resistance factor Igp (.33

0:03 S = FO0 160
O S = 9.6 £ 3.0
NS 1100 (oY) 5 } 5 0
1O 5 - ¢
& 10 4.8

EDgy(range) 0,043( 0.021 4 0.06)

EDgy(range) 5, 0g3( 0.0 4 0.12)

Resistance factor 1900‘09

Principal Investiqator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 85
(BLOOD SCHIZONTOCIOES) ’

COMPOUND NAME
OR NUMBER L BULEADOUNE ... PARASITE (SUB)SPECIES .D.pergher
FORMULATION ..T.\a'?m.g..o.[H,Q. ROUTE OF ADMINISTRATION : SCHP/P/HY
MAXIMUM TOLERATEO OOSE (MTO) ........ MG/KG X ...
SHrai Daily dose Ro. of | No. of Mean control TreateH‘PRé{]OO
mg/kg DO-D+3 mice experiments | parasite rate % |Contro
O\ ) - 923 + 3.2
03 5 - 550 + 19.0
PYR 1O 10 2 = 158 + 32
3.0 No) = o4 + D9
10:0 S - 0102 + 0.0I
%0:0 S el 0
7. 20 2.8

EDgg(range) 0.3 (021 - 0.59)

EDgq(range) i \S(O-b’-\ = \‘83
Resistance factor 190

EDso(range)

Eogo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 86
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
OR NUMBER LSULFAPNINE, L. PARASITE (SUB)SPECIES ek L
FORMULATION :]§$¥??ﬁ3§2lf£52... ROUTE OF ADMINISTRATION : SCHP/PO/TY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dos€ ‘Nb: of [ No. of ‘Fean control T?eafed‘PRéiloo
mg/kg DO-D+3 mice -experiments | parasite rate % |Contro
0.0 S = o 62 \25
O\ S - 2.0 T 190
QM 03 S | - 05+ 05
1.0 S = ®)
@ 10 19

EDg(range) 0.06(0.02 - of0®)

EDgg(range) 0,12 0.08 - of2)

Resistance factor 190

EDso(range)

EDQO(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 87
{BLOOD SCHIZONTOCIDES)

COMPOUND NAME .
OR NUMBER ... SLLFODROXINE. ... PARASITE (SUB)SPECIES Pmoe,\.u. AP

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X
. Daily dose No. of No. of Mean control Treated PR
Strain mg/kg DO-D+3 mice experiments | parasite rate % CBETFBT_PR§X]OO
0.03 =3 - 43.9 * 86
O:1 S = Ob*0.3
QS 0.3 S | - o)
e 3 3 o
)] o) 198
/
EDgg(range) 6,022(0.024 - j0.022)
Edgg(range)o,o52(0.045 - [0-08)
Resistance factor I90 0.0l
003 5 939 £ I52
o\ 5 = 38 r 36
NS 1100 03 S | - O
‘O S = o
& 1O 4.8
EDgq(range) ,041 (0.029 - §.053)
EDgo(range)o. 03¢ (0.044 - [01)
Resistance factor [90 0:0Q

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 88
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
OR NUMBER PYRmETHAMIe : Suckavoxine (113)  paRASITE (sUB)SPECIES Pb"—g‘\e‘ .......
FORMULATION .T&v.e.ﬂn.&(?/.h\p.... ROUTE OF ADMINISTRATION : SG/IP/POE¥
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T - O PN B [ P b
0! S =1 9% * 5.6
003 s = 8335 5.2
P O S 2 5 2.2+ 81
o:3 10 = 33:S t L5
1.0 S -~ (o]
Jo4 P 9.0
EDgy(range) 0.6(0.03 ~ 0. h5)
EDgg(range) 0.3 (0.07 - 0.6
Resistance factor I90
0.3 5 - 680 = 12,0
(.0 S = 0.08 +* D.OR
B 2.0 5 | = o
0. 0 S - O
& 1o 245

EDgo(range) 0.34(0:28 - 0.4)

EDQQ( r'ange)o.52(0.42 iy O-E

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUC VESTS TABLE 89
(BLOOD SCHIZONTOCIDES)

COMPCUND NAME

OR NUMBER  PMRwmemanwe: Suemooxne (1D papasiTe (suB)SPECIES Rhoghes .
FORMULATION .Aogpoy 3.Q/H,_O.... ROUTE OF ADMINISTRATION : S&/IP/POAHY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strais Daily dose Nb: of [ No. of Mean control T?eated‘PR%(]oo
mg/kg DO-D+3 mice -experiments | parasite rate % |Contro
o 5 = 93 £ 2.4,
0.3 10 = 544 * 9.9
PYR e S €L - 2.0 * 03
3.0 S - @)
P 20 21.8

EDgy(range) 0,94 (021 - 0.38)

EDgo(range)o., (0.49 - 0.86)
Resistance facior I90

EDso(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Pet
Department of Medical Protozoology
London School of Hygiene & Tropical Me
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 90
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME 13
OR NUMBER  JIRIMETHAMWESVLAADONNE  pARASITE (SUB)SPECIES .T:bembei. .. |
¢
FORMULATION .. 12220 80/, Q). ROUTE OF ADMINISTRATION : S&/1p/POrEV
3 MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
b § Strain Daily dose Wo. of | No. of Mean control Treated’PR%(loo
j} mg/kg DO-D+3 mice .experiments | parasite rate % {Contro
1
1 0.03 S o ba:\ + 3.2
0.\ S - 02 * 0.}
J QM o3 5 \ = o
l-o S = O
4 & e} 169
]
| EDgo(range) 0.033(0.029 ~|0.027)
f EDgy(range)p. 0520+ 046 40.06)
l\ Resistance factor Igo
.1}
EDSO(range)
Ebgo(range)
Resistance factor Igo
b Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE OF
(BLOOO SCHIZONTOCIDES)

COMPOUNO NAME )
OR NUMBER PYRIMETHAMINE * SuLsadonine (1:3) paras 1TE (SUB)SPECIES R 3qeh»- S5

FORMULATION . Vween 8O /H O, ROUTE OF AOMINISTRATION : 5671P/Perte

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T B L I o R D=
0.0l S = S50.1_* 189
0.03 S = 33.0 + 89
@S Ol = { - 09 + 0.9
# 0.3 5 - 0
{ .S [e) 1938
IR |
} E0go(range) 0.015(0.006 - ¢-027)
] E0gy(range)o.053(0.0a ~ G-094)
\ Resistance factor lIg; one
0.0} s -~ 100 + 4.0
| 0.03 S - WD+ 183
' NS 1100 o S i - AAS* 106
‘# 0:3 5 - o
& [e) 4.8
E0gy(range) 6,06(0.04 - 0j085)
E0gq(range) 0. 14-(0.09 - 0.2
Resistance factor lg; 0.44

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 92
(BLOOD SCHIZONTOCIGES)
COMPOUND NAME
OR NUMBER LOVELoGuaNIL ... ... PARASITE (SUB)SPECIES Pbcrg"m .
FORMULATION . Twe€0. B0 [HLO. ROUTE OF ADMINISTRATION : SCARFPOAE
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
: Daily dose Ro.of [ Wo. of Mean control Treated PR%{
SEhAmD mg/kg DO-D+3 mice -experiments | parasite rate % |Contro 100
10:-0 S - 933 2 4.4
30:0 S - 333 % 8:4
P 0.0 S J - 613 £ 84
100:0 s < 414 % 84
& 10 14 .1
EDgg(range) 35.0(50.0 - 110)
EDgg(range) 320( 22.6 - 460)
Resistance factor I90
10:0 s - 8890 T 43
300 -3 - 854 £ 26
8 60:0 3 I - 73-3 £ 3§
100:0 S - 733 £ 4.b
] 10 28.4

EDg(range) 9100

EDgo( range ) » 100

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 93
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME
OR NUMBER  .GYGLOGUAMIL . .. .. .. PARASITE (sUB)SPECIES . Prleemnel.. ..

FORMULATION . TwRenRO. WO ROUTE OF ADMINISTRATION : SC/AHR#POAN

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
q Daily dose No. of [ Wo. of Mean control Treated PR

Strain mg/kg DO-D+3 mice .'experimen.ts parasite rate ¢ W]oo
10.0 S - Ng £ 26
30:0 S - 909 & vo

PYR 0.0 S ! - 909 % 2.4
100.0 =) — 4.6 T S5

& o 236

EDg,(range) 3100

EDgp(range) » 100

Resistance factor 190

EDSO(range)

EDgo( range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRYG TESTS TABLE ©4-
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME

OR NUMBER LeYcoaeaniL PARASITE (SUB)SPECIES Pb@g"\e\
FORMULATION .:TQKQX\3(?/}%2§).. ROUTE OF ADMINISTRATION : SCAH/POALY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain DaiTy dose 0. of No. of Mean c_:ontro1 Treated PR%“00
mg/kg DO-D+3 mice -eéxperiments | parasite rate % |Contro
0.3 S - 814 * 9.0
i:O 5 = 563 * &6
oM 3.0 S \ = 9.6 t 3.4
r . 0.0 5 = 3.3 = l~b_
4 |l # \o 8-
B
} E0go(range) 1.0(0 .6 — 1.7)
1 EDgg(range) 4.0( 2.\ - 6-0)
\ Resistance factor 190
1
EDSO(range)
EDgo( range)
Resistance factor 190
b
Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOTIDES)

COMPOUND NAME

OR NUMBER

TABLE 9SS

FORMULATION lwmnSO/Hp ROUTE DF ADMINISTRATION : SCHPPOTTY

PARASITE (SUB)SPECIES . TryoRlis Sp. .

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. “Daily dose No. of No. of Mean control reated’PR%(
Feoein mg/kg 00-D+3 mice -experiments parasite rate % |Contro S22
0:3. S = 624 x g4
LXe} S = 4).3 * 3.3
®S 2.0 S | = 22D * 45
10:0 S - 35 2 A8
& Lo 198
E05q(range) 6.9(0.2 - 1:9)
EDgo(range) b.3(1.6 -12.8
Resistance factor lg4 1.9
0.3 s - 833 * 84
10 S — 43.2 * 1.9
NS IO 3.0 S ! = 46+ b4
100 S - Ab % 2.4
@ [} 43

EDSO(I"BHQE)o.g(o.q - 4)

EDgg(range)4 (3 ¢ - S'O)

Resistance factor lgg |5

Principal Investigator: Professor W.Peters

Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY DF ANTIMALARIAL DRUG TESTS

(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER

B i AR e i
TABLL Sk
PARASITE (SUB)SPECIES ..0: yoekat ssp

FORMULATION . [sween BO.[HO.. ROUTE OF ADMINISTRATION : SCAHA#RErH¥

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
. “Daily dose No. of No. of Mean control Treated PR
Strain mg/kg 00-D+3 mice |.experiments| parasite rate % tmrvré"“’o
0.3 S o 699 ¢ %90
vo ) = 495t 33
Qs 30 S \ 5 0.0 *0.0}
10.0 S i O
& Je) 19.8
E05o(range)g.i, (0,35 - 1:0)
EDgo(range) 1,2 (03 - 2u1)
Resistance factor lg4 0.36
0:3 = - 89.3 £ 132
(A®) S - 129 = b
NS 1100 3.0 5 | - 29 t Vo
{0-0 S 2 = o
@ {e] 4.8

Eoso(range) |.\(0.S = lub)

EDgq(range) 3 4 (\.4_ 2 Q'Q

Resistance factor lgn 9.9

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
tondon School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS

T ——— By et L) i SR e O =1

(BLOOO SCHIZONTOCIOES)

COMPOUND NAME
OR NUMBER

PuexacRmg . ..

TABLE o

PARASITE (SUB)SPECIES . boanghes ...

FORMULATION . Twemn.80Q./H_O ROUTE OF AOMINISTRATION : SC/#RrRerst

MAXIMUM TOLERATED DOSE (MTO) ....... MG/KG X ...
E Daily dose No. of | Wo. of an control | lreated PR%&
Strain mg/kg 00-D+3 mice -experiments | parasite rate % |Contro i
O-1 s = 823296
_ 03 =3 - $9:6 £ 9.1
PEMA 10 S ! - 0.0l & 0.0}
3:0 S - (o)
K] 10 40
EOg,(range) 0-2(0-\ - 0,4,\
EOgo(range) 0.4(0.2 -OQ
Resistance factor 190
0:l <3 = 92:8 &+ 38
L S i 388 233
NAM 1.0 s 0 - 09 £ 013
3.0 s - 0:01 % 0.0\
¢ Te) "6

Eoso(range) 013(°o2 - O'G)

go(r2nge) 6.3(0 .4 - 1.2)

Resistance factor 190

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL ORUG TESTS
(BLOGD SCHIZONTOCIOES)

COMPOUNO NAME
OR NUMBER ... FnexAsRINE

FORMULATION . Twiemn.8Q /. ,Q ROUTE OF ADMINISTRATION : SCAEPrPOFtY
MAXIMUM TOLERATEO OOSE (MTD)

e ima -“ e L A S LA "—'~v s

TABLE ©8

........ MG/KG X ...
s Daily dose No. of NG, of Mean control lreated PR%K

Strain mg/kg DO-D+3 mice -experiments | parasite rate % |Contro 100
O S - 100 %2 41
0.3 s o \0O % 0:4

QW Lo 5 - z 085 & 04
30 S - o
@ lo 88

E0;,(range) o.g(o.s - o-‘-l)

E090(range) 0'1(0'6' o@
Resistance factor 190

E050(range)

E090(range)

Resistance factor 190

Principal Investigator: Professor W.Peters

Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medic
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 99
(BLOOD SCHIZONTOCIDES)

COMPOUNO NAME

or NuMBer ... FLOXACRINE ... ... PARASITE (SUB)SPECIES ..E_3qeli.i. S
FORMULATION .TF&U¥¥9j3C>/f42S). ROUTE OF AOMINISTRATION : SCAHHR/POAHY
MAXIMUM TOLERATEO OOSE (MTD) ........ MG/KG X ...
3 Daily dose o. of No. of ean control Treated PRé(
Strain mg/kg 00-0+3 mice -experiments parasite rate % ontro 100
003 S Ex 3+8
o“ 5 - 5;-\ +* 3'8
QS 0.3 5 ' = 403 * 39
i 5 - 04 * 03
%) o) 9.8
EOSO(PQHQE) (ol] (0.037 - O. 38}
EQgg(range) 9,31 (011 - 0.93)
Resistance factor lgq0.34
O\O?) 5 — 95‘0 x b'q'
o S - oot 36
NS Woo! o3 5 ! = wed 1l
1.O s - o
¢ \O 4..g
E0;(range) 0,33(0.28 - 0.:3)
EDgq(range) 9.43(0.42 - 0,i53)
Resistance factor 1900,4::'

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygienc & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 100
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME N
OR NUMBER LELINDAMYGN L PARASITE (SUB)SPECIES Pyoela sse
FORMULATION .TE??@(&?QQE/?&,Sl. ROUTE OF ADMINISTRATION : SCHRARGAIV
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
) Strain Daily dose No. of [ No. of Mean control Ireated PR§i100
mg/kg DO-D+3 mice .experiments | parasite rate % |Contro
| 3.0 5 — 334 + R9
r
100 S = 204 * 81
& QS 300 S | = 03 + 03
100:0 S = O
& o 19.3
f EDgp(range) 3.9 (07 - 5:)
, - EDgo(range) \0,0( 2.6 - 20.0)
Resistance factor 190 o3
\

% EDso(range)
EDgo(range)
Resistance factor 190

b

|

e

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

214




SUMMARY OF ANTIMALARIAL ORUG TESTS
(BLOOD SCHIZONTOTIDES)

COMPOUND NAME

Department of Medical Protozoology

tondon School ot Hygiene & Tropical Medicine

215

OR NUMBER ... Doxycyeune, ... PARASITE (SUB)SPELIES . P Bmpenine
FORMULATION . Tween 8O/ H. Q... ROUTE OF AOMINISTRATION : SC/ireors
1 MAXIMUM TOLERATEO DOSE (MTD) ........ MG/KG X ...
i pre—— Daily dose No. of | No. of Mean control Tree
J mg/kg 00-D+3 mice experiments | parasite rate < ant
+
]1 O\ S ~ 1989
[ 03 S = 18349
N 1.0 S 1 - 3% b=
3.0 S = 4; 239
{ 10.0 S - | 09
4 30:0 S 2 |
Ja! 1o 9.4 1
~— E05o(range) 0.5( 0@ ~ 3.2)
. E0gp(range) 3.3(1.0 - 12,0
1 . Resistance factor Ig, y,0
‘\ o\ s - B1.8 1S
03 =) ~ L3 2 i
RC 1. 0 s { o 38-8 * 11k
30 S - 1.6 =99
1r 24 lo 3.3
, E050(range)0,s(0.a -1.3)
Egptrange) 3.8( 1.4 -10.0)
L Resistance factor Ig0 \4
1 Principal Investinator: Professor W.Peters



SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE JO72.
(BLOOD SCHI/ONTOTIDES)
COMPOUND NAME
OR NUMBER L PomyeycunE PARASITE (SUB)SPECIES ..P: beg‘m ......
FORMULATION .Twegnmlﬂzo.. ROUTE OF ADMINISTRATION : SC/HPAHREFTY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X
Seedin Daily dose Wo. of T Fo. of Mean control ‘Treated‘PR%”00
mg/kg D0-D+3 mice experiments [ parasite rate % | Contro
03 5 i 100 * ©:3
3R ) i 4.4t 46
N oo 3.0 S \ - 39:3 £ 135
10-0 S - 40:0 V39
¢ 10 2.9
EDg(range) 7,4.( 3.8 -12.5)
EBgpirange) 33,00 16,0 - 53.9)
Resistance factor Ig5(g.3
Q- S - 100 @
03 S - 956 = 98
R 76 ) ! = 89.2 * 4
3.0 S = 5532 * 140
10.0 S - 38 ¥ 52
) 10 b3
E0go(range) 3,0(2.3 - 4.0)
EDgo(range) 9.3 (3.1 - 14..8)
Resistance factor lgg 3,4

Principal [nvestigator: Professor W.Peters
Department of Medical Protozoology

London Schoal of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE |03
(BLOOD SCHIZONTOTIDES)

COMPOUND NAME

OR NUMBER ... Poxyevere oL PARASITE (SUB)SPECIES . Prbocanei ... .
FORMULATION .. Tween 8Q./HO.. ROUTE OF ADMINISTRATION : SC/+RARor+Y
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X
T I Ll B ol R Nk
o3 S i ‘oo
O S & 100 13
NH 30 S | = 84.9 + %4
10:0 S 5 38:3 32
r 30:0 S £ 3.3 + 08
4 ¢ 10 ' 13-4

EOgq(range) 0y (4.9 - ©.0)

N
‘ E0gg(range) 50.0(13.5 - 250
Resistance factor I90 1.4

\ o 5 — 854 + 5.0
o3 S 5 20.5 *+ 5:8
N AWM 1L O S \ o 6.8 + 2.9
3.0 S ~ 36S * 86
zt s 5 3 469 £ 12.Q
o] i0o >
E0go(range) 9.5(3.0 - 19.5)
E0gq(range)y15(g5.0 - 235
Resistance factor lg;49.4
1 Principal Investigator: Professor W.Peters

Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 104
(BLOOD SCHIZONTOTIDES)

COMPOUND NAME

OR NUMBER LBoxyoyame L PARASITE (SUB)SPECIES P~be@.\e! ......

FORMULATION ..Tween 80O [H 0O .. ROUTE OF ADMINISTRATION : SC/HPrPOrtY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T Daily dose No. of No. of Mean control Treated PR%(
Sarada mg/kg DO-D+3 mice experiments | parasite rate % |Contro 100
03, S N LA\ * 10
\. O S - WIRB 2 ik
P 3.0 S I - 269 ¥ V0.4
10:0 S = 0% x*05
& [o} 84
EDgy(range) 0.8(0.3 - 3.1)
EDgg(range)3,9(0.8 - 8.0)
Resistance factor Igq |,
o3 S - 100 * O3
\:O S - 6O 49
B 3.0 5 { = 82223
0.0 S = 190 % 89
g 10 A0 4
EDgp(range) .\ (3.1 - 10.8)
EDgg( range)13.5(3.0 - 30.0)
Resistance factor 190 -5

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 1OS
(BLOOD SCHIZONTOCIDES)
COMPDUND NAME
OR NUMBER . PoxycyoumE. ... PARASITE (SUB)SPECIES . P bergher. .
FORMULATION . MwegnBQ /H.O.... ROUTE DF ADMINISTRATION : SC/HRARGAHF
L MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strai aily dose No. of No. of Mean control Treated PR;’JHDD
_ g mg/kg 00-D+3 mice experiments | parasite rate % |Contro
%
_/1 0.3 S - 293 + 3.5
T 1.0 S - 8941 5.9
PyR 3.0 S ! = 43.2 * 17.0
10:0 S - 10:.0 £ &
o] o 231
—+ E05o(range) 93( 1t - 4.0)
. EDgp(range) §.5( 5i0 ~ 1.5)
1 ‘ Resistance factor Igy 3
\ 03 S - 33.0 * WS
1D = - 306 + 7.4
ORA 3.0 S : - 4.2 * 103
10:0 S = 384 + 14,2
1? & (o 13,9
E050(range)g,o(\‘b _32,0)
EDgp( range) 190( 33,0 - 300)
Resistance factor 190 667
Principal Investigator: Professor W.Peters
2 Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 06
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME ) .
or nBer . .Doxyewelne PARASITE (suB)speCiEs ©:DRemhes . ..
FORMULATION .x%@.lﬁ,p. ROUTE OF ADMINISTRATION : SC/AfPerHY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
£ Daily dose No. of | No. of Fean control Treaféd‘PR%(
S mg/kg DO-D+3 mice | experiments| Parasite rate % |CTontro Lo
0.3 s - %3 ¢ 119
110 S = 923 236
MEN 3.0 S ) - 33.8 = 29
0.0 s 3 220 2 S0
3.0 S - 0:9 x04
o 10

EDgg(range) 4,'7_(3‘0 -\,‘o)

EDgq(range) \3-0(9-14%'5;)

Resistance factor 190

EDso(range)

EDQO(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Trapical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLL \O77
(BLOOD SCHIZONTOTIOES)

COMPOUND NAME
OR NUMBER  ....DOXySyonweE ... ... PARASITE (SUB)SPECIES . .P: macghe)

FORMULATION .. Meen3Q [H.O.. ROUTE OF ADMINISTRATION : SC/AR#Por+Hé

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
3 DaiTy dose No. of No. of Mean control Treated PR%(
Sty mg/kg D0-D+3 mice experiments | parasite rate % |Contro [
O S = S22 x 2.
0'3 S - 933 * 3.4
NPN 1o S | = 1.3 * O
3.0 S . 486 * 103
10-0 S - 9.5 x 573
@ 10 fiay
EDgy(range) 3.3(1,3 - 4.0)
EDgy(range)y,p(s.0 - 155
Resistance factor lg) 3 2
o) S = 939 ¥ 3.4
©:3 e = 843 * 33
N 1308 o S | = 83 L * 64
3‘0 s i 86'9 I 418
0.0 s = 753 * 3
@ 10 20
EDso(range)
E%ohﬁwe)>|o
Resistance factor Igg

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHI1ZONTOTIDES)

TABLE 108

COMPOUND NAME
OR NUMBER DoxycyeLIng.

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Sevain DaiTy dose No. of No. of Mean gontﬁr TreatechR%(wo
mg/kg DO-D+3 mice -experiments | parasite rate % |Contro
Ol S - 100
6.3 s - %924 * 03
MEY "o s \ = Su3 * 108
3.0 S - S32L + 53
10:0 S = 645 : V4
& 1o 3\
EDSO(range)
EDQO(range) > 10
Resistance factor 190
‘\ O S =3 343 * |02
03 S = 92:3 % 89
KEY 1o S \ = 693 * 103
J 3.0 S - 453 = 33
1 100 s - 68 £ 23
¢ o 13.0
EDSO(range) |.3(o_a -3'6)
Egolrange) 5.1 (0.9 - 14.9)
Resistance factor gy |.9
Principal Investigator: Professor W.Peters
1 Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE OO
(BLOOO SCHIZONTOTIOES)

COMPOUND NAME

OR NUMBER LLDoXyeYOuNE L........ PARASITE (SUB)SPECIES ..Ff.he,ca\xe‘. ______
FORMULATION ..T:A!Q.%B.Q/H,_O.. ROUTE OF ADMINISTRATION : SC/4PrPorty
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Strain Daily dose Wof No. of Mean t_:ontro1 Treated PR%”00
mg/kg 00-D+3 mice -experiments | parasite rate % | Contro
o = = 938 ¥ 3.
o3 5 = 93.5 + 3.2
PEMA \:0 s \ - 850 * 6§
3.0 5 - 6.0 + A3
0.0 S = 30:S * 97
@ o) 2\ 4

EDSO(range)gé(B,a i I’JaS)

EDgq(range)ag,0(a1.0 - 85:0

Resistance factor Iy 5.

o\ S ' 8.0 t 83
o3 s - 913 * 8.
N 1H6S 1.0 S ) - 23.0 * 43
3.0 S = 51.8 t 10.0
10.0 S - .6 * 573
v =) 19:3

EDSC(range)4,o(g,4 = 5.9)

EDgy(range)12,0(3.3 - 18.0)

Resistance factor 1904_'4

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 110
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME
OR NUMBER  ..DPOXYCYeLwE . ........ PARASITE (SUB)SPECIES . P:bachar ... .
FORMULATION .."22n 80 /H.01.. ROUTE OF ADMINISTRATION : SCAHR/ROAEY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
T T P A e B
o 5 ~ 00 + &5
03 s = 100 + S0
QM Lo S { - 100 + 69
3.0 S - 353 £ 1bS
10:0 S - bQ:S * 199
b \O .4

EDgg(range) g.0( 3.6 - 19-0)
EDgo(range)ig.o0(g.0 -40.4)

Resistance factor I90

EDso(range)

EDgo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine

224




SUMMARY OF ANTIMALARIAL ORUG TESTS TABLE V1
(BLOOD SCHIZONTOUIDES)

COMPOUND NAME
OR NUMBER L BoxySYeuNE, L. PARASITE (SUB)SPECIES .?-.\)Od“‘

FORMULATION Tw%%/H,_O ROUTE OF ADMINISTRATION : SCAHPrPEFHY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
% Daily dose No. of No. of Mean control Treéféd‘PR%{
L mg/kg DO-D+3 mice -experiments | parasite rate % {Contro 100
O\ . S 0 935 + 43
03 s - 953 * 3.3
NS 1O S ! = %0.3 + 3.0
3:0 S - 93.4 * 3.0
100 S = oS4 * 409
J2a) 1o 23.3
EDSO(range)
Eogo(range) 10
Resistance factor 190
=K 5 = 839 t 19
o3 S = 93:8 ¥ 124
NS 1100 TKe) 5 | - 2.0 * 1.8
3:© 5 - 30V * b4
10:0 & - 13.0 * A8
%] 1o 54
EDSO(range) 3 (0‘5 _5‘3)
EDgy(range) 30,0( 8:5 - 50
Resistance factor 190 104

Principal Investigator: Professor W.Peters
Department of Medical Frotozoology

London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 112
(BLOOD SCHIZONTOCIDES)

COMPOUNO NAME

OR NUMBER .. DOXYSYSMINE.......... PARASITE (SUB)SPECIES . Prysedin . . .

FORMULATION .. Tween 80 JH. Q0. ROUTE OF ADMINISTRATION : SC/4RrRrHY

MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...

I I L B A R a2
Ol 5 — 100
'3 5 = 23.0 £9:3
SH 1.0 S | > 98:3 * 23
3.0 S = 95.4 + 3.\
10-0 5 - 33-2 125
& 1o 5-3
EDo(range) 8,012 - 10,0)
EDgg(range) 17.0(13.5 - 15
Resistance factor 190 b3
o1 =) - e =08
o3 S i 39320
SPN \:O S | = 93.5x32
3.0 5 = 4.\ 235
10:0 5 o b2.3 149
@ [e) b4

EDSO(range)

EDQO( range) s 10

Resistance factor 190

Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 13
(BLOQD SCHIZONTOCIDES)
COMPOUNO NAME
OR NUMBER ...DoxygycuimE ... ... PARASITE (SUB)SPECIES B S
FORMULATION .. Jween 8O /.HZO ROUTE OF ADMINISTRATION : SC/HPrPor+
MAXIMUM TOLERATEO DOSE (MTD) ........ MG/KG X
i T B - T D B ) A A
i( O\ 5 - 00 = ¢
03 S 3 0o t 03
NS 136S e s ) = 99.8+ |.4
3.0 S e i3+ 4.4
% 10.0 S - 293 5.0
{ & ] ' 19.5
—} EOgp(range) ,.3(5.5  8:5)
} Ego(range)i5is(12.5 - 19:0
1 Resistance factor 190 53
N\ Ol S = 803 * I
63 S = 88 * 12.5
NS 1308 1O S { - O * 4.4
3:0 S - 4.4 + 3.2
g 0.0 5 - 30.0 + 34
g 10 &
E0gp(range) @.0(47 -14.9)
€094(range) 34,0(20.0- 620
Resistance factor lgg 12,0
L Principal Investigator: Professor W.Peters
Oepartment of Medical Protozoology
London School of Hygiene & Tropical Medicine
il ;
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SUMMARY OF ANTIMALARIAL DRUG TESTS
(BLOOD SCHEZONTOUIDES)

TABLE 114G

COMPOUND NAME

OR NUMBER R~ - 373 7 W= PARASITE (SUB)SPECIES .. F:yoels

FORMULATION .TwRen 80 [H ©.. ROUTE OF ADMINISTRATION : SC/4PrPort¥
2

e = Y Vo

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
R B L N I U L R
Ot ) = 882 * 8.8
0:3 S ” 335 %+ 153
QS o 5 \ - 513 * 46
3.0 g - 33.4 £ 3.3
10.0 S I 23.3 + 36
) (o 203
EDgg(range) 1.5(0 .8 - 2.8)
EDgq(range) 32.0(20.0 - 72.0)
Resistance factor Igol\-9
(oY s = 19 + 63
03 S - 333 * 1.3
NiG o) S i - 4.2 + S
3.0 S - S92 * 9.8
10.0 5 = 42.6 + 87
@& 10 1.3
I
EDso(range)
EDgglrange) > 0
Resistance ﬁcmrlgo

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine
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COMPDUND NAME
OR NUMBER

SUMMARY DF ANTIMALARIAL DRUG TESTS TAasLe 1S
(BLOOD SCHIZONTOTIDES)

: Daily dose No. of | No. of Mean control Treated PR
strain m;}ké 08-D+3 mice | experiments| parasite rate % |Tontrol Pﬁ%”m
o\ 5 - 83.0 % |48
0.5 5 = 93-4 + 2‘3
SAM WO S ! = 896 * 4.0
3‘0 5 = :“n‘ + lsl\
100 5 ] = 43.6 * 93
& 1o el
EDgy(range) 7.9(3.0 - 16,:0)
EDgo(range) 53.0(24.0 - 125)
Resistance factor 190 215
O 5 e 84"5 Ed 5‘5
c 3 S = 859 ¥ &S
3.0 5 - 918 *12.0
100 S = 323+ 85
& \O 38:8

EDSO(range)S"o( 2.8 —1453

EDg( range) 43,0 (21:0- 140)

Resistance factor lg, (B¢

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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COMPOUND NAME
OR NUMBER

SUMMARY OF ANTIMALARIAL DRUG TESTS

""‘T"’***"‘rt'v R vy M P LS StEnat e

(BLOGD SCHIZONTOCIDES)

L ROXMCYELING .. ... ...

PARASITE (SUB)SPECIES

TABLE l1b

FORMULATION -Tween 8OLH.O.. ROUTE OF ADMINISTRATION : SCAPrPOFEY

MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
5 Daily dose 0. of No. of Mean control Treated PR%t

UL mg/kg DO-D+3 mice -experiments | parasite rate % {Contro e
03 S - 100 * 56
o S = 91 2143

PMS 3.0 S \ = S0:0%18.8
\0.0 S = 1.9 t 5,

& |0 86
ED;o(range) 2.5(1.2 -5
EDgq(range)13.8( 68 - 31.5)

Resistance factor 190

EDso(range)

Eogo(range)

Resistance factor 190

Principal Investigator: Professor W.Peters
Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS

TABLE (17
(BLOOD SCHIZONTOCIDES)
COMPOUND NAME €™ 6606
R MMBER  ..%ON . 1RQS........... PARASITE (sUB)SPECIES .P-'Plqgned ..
FORMULATION .ttiﬂketxiu?}(k*sz ROUTE OF ADMINISTRATION : SC/AFRARGARY
MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
g ‘Daily dose 0. of No. of Mean control Treated’PR%{
Strain mg/kg DO-D+3 mice .experiments | parasite rate % |Contro 100
-0 S - 23.12 S0
3.0 s = 26t 3.4
NH 10.0 S I i q4.2.%2 93
30:0 s = 10:8 2 §2
"] 10 93

EDgp(range) g.a( 2 3 - 20.d
a EDgg(range) 39.0( 1610 - 13p)

Resistance factor I90

EDSO(range)

Engo(range)

Resistance factor I90

Principal Investigator: Professor W.Peters
Department of Medical Protozoology

London School of Hygiene & Tropical Medicine

23\




SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 118
(BLOOD SCHIZONTOCIDES)

COMPOUND NAME €M bbO G
OR NUMBER AN 1765

............. PARASITE (suB)sPECIES . .- \poegney ..
FORMULATION . Tweme 30./ B0 ROUTE OF ADMINISTRATION : SCAHRFPOFH
\#; MAXIMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
- Taily dose No. of [ Wo. of Mean control Treated PRé(
! SR mg/kg DO-D+3 mice -experiments | parasite rate ¥ |Contro $og
)1 .o S = 100 & 4\
[ 30 s 5 300 210:b
NS 100 0.0 s ) - 139 % &%
30.0 s -2 [¢]
i~ 10 S6
B | ED;q(range) 4.5(2‘0 -32
, Elgg(range) g.2 (3.5 - 134
| Resistance factor 190
{
\ |.° S Sl 92'6 * 29
30 S o 0SS 2133
SAM 10:0 S ! - S4 *1.4
300 S - 0'8 204
1 . 0 2.2
EDgo(range) 3.5(2.1 - 3.1)
EDgo( range) |°.b( 6.2 -2 D)
Resistance factor 190
) Principal Investigator: Professor W.Peters
1 Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 119
(BLOOD SCHIZONTOCIDES) ’

COMPOUND NAME €M L6Ob

OR NUMBER LN 365, ... PARASITE (SUB)SPECIES Pbuym
FORMULATION :I§4¢$63.5¥Ch1$§=g) ROUTE OF ADMINISTRATION : SC/-+-PARo/V
MAXTMUM TOLERATED DOSE (MTD) ........ MG/KG X ...
Daily dose No. of | No. of Mean control Treafed"PRé(
Stratn mg/kg D0-D+3 mice -experiments | parasite rate % |Contro L
1.0 s - M%2% %6
3.0 ) - 96.:2 £ 109
Qms 10:0 s ' & 32.4 2132
30 .0 S - 34.8 2182
> 10 S8
% EDgy(range) 1.8(10 4 - 300
[ ED
go(range) 30.0(a0.0 - 1114)
B | Resistance factor 190
\

EDso(range)

EDgo(range)

Resistance factor 190

| Principal Investigator: Professor W.Peters
b Department of Medical Protozoology
London School of Hygiene & Tropical Medicine
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APPENDIX 3
[
SUMMARISED RESULTS OF DRUG INTERACTION STUDY
h USING CHLOROQUINE AND VERAPAMIL.
{ .
\

. s
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SUMMARY DF ANTIMALARIAL DRUG TESTS

TABLE 120
(BLOOD SCHIZDNTDCIDES)

COMPOUND NaMg  Veropamil 3

DR NUMBER LEONL2109 PARASITE (SUB)SPECIES .P.-g@t-!-e«.\.ss.}?..

FORMULATION . Tween 8Q./H_O.. ROUTE OF ADMINISTRATION : SCARARG
MAXIMUM TOLERATED DOSE (MTD)

........ MG/KG X ...
1
Dayly dose No. of 0. of Mean control Treated PR%{
}k Strain mg/kg D0-D+3 mice experiments | parasite rate % }Contro 100
. -0 s = 96.:0
‘,, 310 S = 94"'9
NS 10.0 5 i - 100

30.0 5 - 916

100:0 s * - 100

] 10 . 232
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