
Double Dose Resistant Strain Development 

NSG 383 

4 x 30mgikg R 
Sil 

DBS= Died before signi ficant 

R= Re si stant (ie a drop in parasi taem ia of le ss than 27% the day after the last injection at the stated 
dose was given) 

I= Interm ediate  (ie a drop in parasitaem ia  of 27% to 58% the day after the last injection at the stated 
dose was given) 

S= Sensi tive (i e a drop in parasitaem ia of >58% the day after the last injection of the stated dose was 
given) 

DD = Double Dose 
S/1 = Sub inoculated 
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NSG 387 

DBS NSG 388 

3 x 30mgikg R 
S/1----------------------�
2 x 30mg/kg R 

l l 2 x DD 2,4mgikg R 

NSG 390 

DBS 

NSG 389 

2 x S 15 mg/kg R 
2 x DD 2,4mgikg R 
2 x DD 4,Bmgikg R 

.--------------,-------------- Sil

NSG 396 

1 x DD 4,8mg/kg R 
1 x DD 9,6 mgikg R 

NSG 413 

1 x DD 9,6mgikg R 
2 x DD 19,2 mgikg I 
5 x DD 38,4mgikg I 

1 x DD 4,Bmgikg R 
3 x DD 9,6mgikg R 
3 x DD 19,2mg/kg S 
Sil 
1 x DD 19,2 mg/kg S 

1 '1 Generation 
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NSG 429 

DBS 

NSG 415 

1 x DD 19,2mgikg R 
2 x DD 38,4mgikg R 

.-----Sil 

NSG 425 

NSG 421 

DBS 1 x DD 38,4mgikg R 
+---------------------- Sil 

2 x DD 38,4mgikg S 
Sil 

Sil 

1 x DD 80mgikg R 

200 Generation 

NSG422 
_______ __. NSG433----------,----------� 

1 x DD 38,4mgikg S 1 x DD 38,4mg/kg S 
Sil 
3 x DD 38,4mg/kg S 

NSG434 

2 x DD 38,4mgikg S 
2 x DD 9,6mg/kg R 

----Sil 
1 x DD 38,4mgikg R 

NSG 435 

1 x DD 38,4mg/kg S 
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Si l 

NSG 467 ----------- NSG 439 

1 x DD 38,4mgikg I 1 x DD 38,4mgikg I 

SJ 
NSG 463 

3 x DD 38,4mgikg R 
Sil 

3rd Generation 
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Sil 

NSG 490 

1 x DD 80mgikg S 
NSG486 

3 x DD 80mgikg R 
Sil 

l 
NSG 496 

1 x DD 80mg/kg R 

41" Generation 

Additional File 7: Selection Schema for Two-Day Dose Resistant Strain 

The lineage of the two-day dose ART-R strain, and the pattern of drug-pressure applied as  it was 

passed through 21 mice over 4 generations is demonstrated schematical ly. The first generation was 

infected with the ART-R3ostra in. Each mouse is  represented by an NSG number; the number of 

APCs that the parasi te was exposed to using a two-day dosing schedule and the resultant response is 

indicated underneath respective NSG numbers in the manner: APCs x double dose, response . 

Numbers appearing in parentheses after the APC figure indicate that resistance was first seen after 

that number of exposures, but further APCs were administered. The response shown refers to the 

drop in parasitemia seen the day following the last AS administration at the stated dose; drops 

>58%, 27-58%, and <27% were classified as sensitive (5), intermediate (I), or resistant (R)

respectively. B lack lines with arrow-heads indicate the point at which parasitized blood was dra wn 

from one mouse and sub-inoculated (S/1) into another. Mice that died before becoming 

experimental ly significant ( DBS) expired shortl y after infection, and their parasitemia trends were 

not interpretable. 


