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Fig. 1 Pharmacokinetic analysis of artesunate in trauma hemorrhage patients

Plasma concentrations of artesunate (ARS, top graph) and its active metabolite, dihydroartemisinin (DHA, bottom graph), vs. time after drug administration (n=7). Timepoint 0 refers to the pre-infusion sample. Subsequent samples were taken at 5, 30, 60, 240 and 720 min after infusion. The low dose arm received 2.4 mg/kg (n=5, black color), and high dose arm received 4.8 mg/kg (n=2, red color).  Notes: 1) one participant appears to have a questionable profile as the ARS concentrations appear higher at 30 min compared to 5 min. This may be because the 30 min sample was hemolyzed. 2) One participant appears to have the pre-infusion and 5 min post-infusion samples mislabeled as the ARS and DHA values at 5 min were below the detectable limit, whereas the pre-infusion sample values were 1770 and 1575 ng/mL, respectively. These samples are depicted graphically in the corrected format. 3) one participant had identical DHA concentrations at 5 and 30 min, which is questionable.

The median Cmax for DHA in patients with acute severe malaria after a bolus dose of 2.4 mg/kg is reported at 3000 ng/mL1. The terminal elimination half-life of ARS is approximately 15 min, and the half-life of DHA is approximately 30-60 min2.  Comparable data are available graphically for DHA in patients with uncomplicated malaria3.
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Fig. 2 Kaplan-Meier Survival Curves

K-M Survival curves for (a) per-protocol (PP) population, (b) intention-to-treat (ITT) population, and (c) safety population. Mantel cox log-rank test showed no statistical significance in survival between Placebo (black) and Artesunate (red dashed) arms of the study (PP, p=0.935, ITT, p=0.870; safety, p=0.798).
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Table 1. Intention To Treat Population Baseline Characteristics

	
	Statistic
	Placebo
	Artesunate (All)
	p
	Artesunate (LD)
	Artesunate (HD)

	N
	
	31
	54
	
	33
	21

	Sex
	Male (%)

	30 (97)
	44 (81)
	0.043a
	26 (79)
	18 (86)

	
	Total N
	31
	54
	
	33
	21

	Age (y)
	Median (Mean)
	26 (34)
	29 (34)
	0.816
	29 (32)
	29 (36)

	
	IQR
	18 to 53
	20 to 40
	
	19 to 39
	23 to 40

	
	Total N
	31
	54
	
	33
	21

	Injury Type
	Blunt (%)

	12 (39)
	27 (50)
	0.400a
	18 (55)
	9 (43)

	
	Total N
	31
	54
	
	33
	21

	ISS
	Median (Mean)
	16 (20)
	19 (22)
	0.316
	22 (24)
	19 (19)

	
	IQR
	9 to 29
	13 to 29
	
	13 to 34
	9 to 27

	
	Total N
	31
	53
	
	33
	21

	Time to admission (min)
	Median (Mean)
	86 (79)
	69 (70)
	0.148
	74 (71)
	64 (70)

	
	IQR
	55 to 100
	53 to 91
	
	53 to 93
	53 to 90

	
	Total N
	31
	53
	
	33
	21

	GCS at admission
	Median (Mean)
	15 (13)
	14 (12)
	0.068
	14 (12)
	14 (13)

	
	IQR
	14 to 15
	11 to 15
	
	9 to 15
	12 to 15

	
	Total N
	29
	51
	
	31
	20

	HR (bpm) at admission
	Median (Mean)
	110 (107)
	113 (112)
	0.323
	118 (117)
	109 (103)

	
	IQR
	88 to 118
	97 to 127
	
	105 to 129
	82 to 123

	
	Total N
	30
	50
	
	30
	20

	
	Statistic
	Placebo
	Artesunate (All)
	p
	Artesunate (LD)
	Artesunate (HD)

	Systolic BP (mmHg) at admission
	Median (Mean)
	85 (93)
	100 (96)
	0.565
	103 (100)
	90 (91)

	
	IQR
	71 to 110
	71 to 110
	
	80 to 110
	70 to 110

	
	Total N
	29
	45
	
	26
	19

	BD (mmol/L) at admission
	Median (Mean)
	4.7 (6.7)
	9.1 (9.9)
	0.023
	9.5 (10.0)
	8.9 (9.8)

	
	IQR
	3.5 to 7.5
	4.9 to 13.1
	
	4.9 to 13.1
	5.0 to 13.0

	
	Total N
	30
	50
	
	29
	21

	RBCs in 24h
	Median (Mean)
	6 (8)
	5 (8)
	0.724
	6 (8)
	4 (8)

	
	IQR
	4 to 8
	3 to 10
	
	4 to 9
	1 to 11

	
	Total N
	31
	54
	
	33
	21

	Total blood products in 24h
	Median (Mean)

	15 (20)
	13 (19)
	0.956
	14 (19)
	12 (19)

	
	IQR
	10 to 19
	9 to 26
	
	10 to 21
	6 to 29

	
	Total N
	31
	54
	
	33
	21

	p-value compares Placebo vs Artesunate (All); Mann Whitney U test unless aPearson Chi-squared test; *p<0.05.
BD – base deficit; BP – blood pressure GCS – Glasgow Coma Score; HD – high dose; HR – heart rate; ISS – Injury Severity Score; ITT – intention to treat; LD – low dose; RBC – red blood cells.





Table 2. Safety Population Baseline Characteristics

	
	Statistic
	Placebo
	Artesunate (All)
	p
	Artesunate (LD)
	Artesunate (HD)

	N
	
	29
	54
	
	34
	20

	Sex
	Male (%)

	29 (100)

	45 (83)

	0.020*
	28 (82)

	17 (85)


	
	Total N
	29
	54
	
	34
	20

	Age (y)
	Median (Mean)

	26 (35)
	28 (33)
	0.973
	28 (31)
	28 (36)

	
	IQR
	18 to 53
	20 to 39
	
	19 to 37
	21 to 45

	
	Total N
	29
	54
	
	34
	20

	Mechanism
	Blunt (%)

	12 (41)
	26 (48)
	0.555
	18 (53)
	8 (40)

	
	Total N
	29
	54
	
	34
	20

	ISS
	Median (Mean)
	17 (20)

	22 (23)

	0.356
	24 (24)

	19 (21)


	
	IQR
	9 to 29
	13 to 29
	
	13 to 34
	10 to 27

	
	Total N
	29
	53
	
	34
	19

	Time to admission (min)
	Median (Mean)
	86 (79)
	69 (70)
	0.123
	74 (71)
	63 (67)

	
	IQR
	55 to 100

	48 to 91

	
	57 to 93

	45 to 89


	
	Total N
	29
	54
	
	34
	20

	GCS
	Median (Mean)
	15 (13)

	14 (13)

	0.151
	14 (12)

	14 (13)


	
	IQR
	13 to 15
	12 to 15
	
	10 to 15
	12 to 15

	
	Total N
	27
	52
	
	33
	19

	HR
	Median (Mean)
	110 (108)

	113 (111)

	0.448
	118 (117)

	110 (101)


	
	IQR
	88 to 118
	97 to 127
	
	102 to 129
	77 to 125

	
	Total N
	29
	50
	
	31
	19

	
	Statistic
	Placebo
	Artesunate (All)
	p
	Artesunate (LD)
	Artesunate (HD)

	Systolic BP
	Median (Mean)
	85 (93)

	96 (95)

	0.655
	101 (98)

	90 (91)


	
	IQR
	70 to 115
	71 to 110
	
	72 to 110
	70 to 110

	
	Total N
	27
	43
	
	26
	17

	BD
	Median (Mean)
	4.8 (6.9)

	8.9 (9.6)

	0.038
	8.8 (9.3)

	8.9 (10.1)


	
	IQR
	3.4 to 8.4
	4.9 to 12.5
	
	4.9 to 12.5
	5.0 to 15.3

	
	Total N
	28
	49
	
	30
	19

	RBCs in 24h
	Median (Mean)

	6 (8)
	5 (8)
	0.829
	6 (8)
	4 (8)

	
	IQR
	4 to 8
	4 to 9
	
	4 to 9
	1 to 11

	
	Total N
	29
	54
	
	34
	20

	Total blood products 24h
	Median (Mean)
	16 (20)
	13 (20)
	0.882
	14 (20)
	13 (19)

	
	IQR
	10 to 19
	9 to 27
	
	10 to 23
	7 to 30

	
	Total N
	29
	54
	
	34
	20

	p-value compares Placebo vs Artesunate (Total); Mann Whitney U test unless aPearson Chi-square test; *p<0.05
BD – base deficit; BP – blood pressure; GCS – Glasgow Coma Score; HD – high dose; HR – heart rate; ISS – Injury Severity Score; LD – low dose; RBC – red blood cells.




Table 3. Safety Population Serious Adverse Events to 28 Days Detailed Report

	SAE
	Expected
	Outcome

	Placebo
	
	

	Acute respiratory distress syndrome
	Yes
	Resolved

	Respiration infection
	Yes
	Resolved

	Lower respiratory tract infection
	Yes
	Resolved with sequale

	Critical Care Neuropathy
	Yes
	Ongoing

	Cardiac arrest
	Yes
	Fatal

	Multiple organ failure
	Yes
	Resolved

	Acute kidney injury
	Yes
	Resolved

	Pulmonary embolism
	Yes
	Resolved with sequale

	Artesunate
	
	

	Pulmonary embolism
	Yes
	Resolved

	Pulmonary embolism
	Yes
	Ongoing

	Rhabdomyolysis
	Yes
	Resolved

	Fulminant multiple organ failure
	Yes
	Fatal

	Deep vein thrombosis
	Yes
	Resolved

	Ventilator acquired pneumonia
	Yes
	Resolved

	Pulmonary embolism
	Yes
	Ongoing

	Pleural effusion
	Yes
	Resolved

	Tiny subdurals. Tiny cerebral foci - ?Infarction ?Embolus R parietal and L occipital lobes
	Yes
	Resolved with Sequale

	Embolism at site of injury, detected during surgical repair
	Yes
	Resolved

	Deep vein thrombosis
	Yes
	Resolved

	Right Medial Cerebral Artery Infarction
	No
	Ongoing

	Deep vein thrombosis R popliteal
	Yes
	Resolved

	Iatrogenic injury to L CFA related to REBOA guidewire with thrombus in the L CFA, L PFA and R CIA 
	Yes
	Unknown

	Multiple organ failure
	Yes
	Fatal

	Propagation & extension of thrombus
	Yes
	Resolved

	Cardiac arrest
	Yes
	Fatal

	Hospital acquired pneumonia
	Yes
	Resolved

	Intra-abdominal collection & sepsis
	Yes
	Resolved

	Acute kidney injury
	Yes
	Resolved

	Acute kidney injury
	Yes
	Resolved

	Pulmonary embolism
	Yes
	Ongoing

	SAE
	Expected
	Outcome

	Occlusive expansion clot SMV/IMV portal vein confluence
	Yes
	Resolved with Sequale

	CFA – common femoral artery; CIA – common iliac artery; I – inferior mesenteric vein; L – left;PFA – profunda femora artery; R – right; REBOA – resuscitative endovascular balloon occlusion of the aorta; SAE – serious adverse event; SMV – superior mesenteric vein




 Table 4a. Safety Population Summary of Deaths to 28 Days (Post-hoc Analysis)

	
	Placebo
	Artesunate (Total)
	LD Artesunate
	HD Artesunate

	N
	29
	54
	34
	20

	28 Day Mortality, N (%)
	2 (7)
	3 (6)
	2 (6)
	1 (5)

	HD – high dose; LD – low dose.
	
	
	





Table 4b. Safety Population Summary of Deaths to 28 Days (Extra Analysis)

	Treatment Group
	Cause of Death
	Time from injury to death (days)
	VTE SAE?

	LD Artesunate
	Head Injury
	7.4
	No

	LD Artesunate
	Head Injury
	5.1
	No

	HD Artesunate
	Uncontrolled Bleeding
	0.1
	No

	Placebo
	Uncontrolled Bleeding
	1.3
	No

	Placebo
	Multiple Organ Failure
	3.6
	No

	HD – high dose; LD – low dose; SAE – serious adverse event; VTE – venous thromboembolism
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Table 5. Safety Population Binary Logistic Regression to Assess Impact of Baseline Characteristics and Treatment on SAE and VTE (Post-hoc Analysis)

	Explanatory Variables
	Odds Ratioa
	95% CI
	p

	SAE Regression Model
	
	
	

	BD
	0.964
	0.892 to 1.043
	0.361

	Gender (female)
	1.048
	0.201 to 5.480
	0.955

	LMWH (yes)
	0.248
	0.062 to 0.995
	0.049*

	TG (placebo)
	0.632
	0.164 to 2.439
	0.505

	VTE Regression Model
	
	
	

	BD
	0.983
	0.881 to 1.097
	0.763

	Gender (female)
	0.000
	0.000 to .
	0.999

	LMWH (yes)
	0.201
	0.022 to 1.851
	0.157

	TG (placebo)
	0.255
	0.027 to 2.373
	0.230

	Total N = 74 (9 missing cases), *p<0.05
aExplanatory variable reference group indicated in brackets.

SAE Regression: Nagelkerke R square = 0.209; Hosmer and Lemeshow test: 4.839 (p=0.775).

VTE Regression: Nagelkerke R square = 0.156; Hosmer and Lemeshow test: 3.195 (p=0.922).

BD – base deficit, CI – confidence interval, LMWH – low molecular weight heparin, SAE – serious adverse event, TG – treatment group, VTE – venous thromboembolism

Explanatory variables included baseline characteristics that showed a difference between groups (BD, gender; p<0.05) and LMWH. GCS was excluded as an independent variable as despite showing an imbalance between treatment groups in the baseline characteristics, in this cohort (that excludes significant TBI) it is likely to reflect BD. Model assumptions including dichotomy of the dependent variable, independence of observations, absence of multicollinearity, and Box-Tidwell tests of linearity between BD and the logit of the response were met. However, the small sample size limits the interpretation of these analyses.



	


Table 6. Safety Population Coagulopathy Variables (Post-hoc Analysis)

	Admission Day
	Statistic
	Placebo
	Artesunate (All)
	p
	Placebo
	Artesunate (All)
	p

	
	
	INR
	
	Platelets
	

	
	N
	29
	54
	
	29
	54
	

	0
	Median (Mean)
	1.2 (1.2)
	1.2 (1.3)
	0.561
	206 (194)
	182 (189)
	0.618

	
	IQR
	1.2 to 1.3
	1.1 to 1.3
	
	124 to 239
	116 to 281
	

	
	INR 1.3 N (%)a
	7 (26%)
	13 (28%)
	0.903
	-
	-
	

	
	Valid N
	26
	46
	
	26
	50
	

	1
	Median (Mean)

	1.1 (1.1)
	1.2 (1.2)
	0.012*
	123 (131)
	111 to 125
	0.266

	
	IQR
	1.1 to 1.2
	1.1 to 1.3
	
	101 to 143
	92 to 155
	

	
	INR 1.3 N (%)a
	3 (13%)
	16 (33%)
	0.071
	-
	
	

	
	Valid N
	23
	48
	
	25
	51
	

	2
	Median (Mean)

	1.1 (1.2)
	1.2 (1.2)
	0.036*
	122 (126)
	91 (102)
	0.011*

	
	IQR
	1.1 to 1.2
	1.1 to 1.4
	
	101 to 142
	75 to 119
	

	
	INR 1.3 N (%)a
	5 (21%)
	18 (40%)
	0.123
	-
	-
	

	
	Valid N
	23
	45
	
	25
	47
	

	3
	Median (Mean)

	1.1 (1.1)
	1.1 (1.1)
	0.528
	127 (125)
	96 (105)
	0.067

	
	IQR
	1.0 to 1.2
	1.0 to 1.2
	
	100 to 140
	76 to 138
	

	
	INR 1.3 N (%)a
	3 (15%)
	4 (9%)
	0.483
	-
	-
	

	
	Valid N
	20
	44
	
	21
	47
	

	4
	Median (Mean)

	1.1 (1.1)
	1.0 (1.1)
	0.659
	146 (150)
	118 (129)
	0.249

	
	IQR
	1.0 to 1.1
	1.0 to 1.1
	
	110 to 173
	84 to 176
	

	
	INR 1.3 N (%)a
	2 (12%)
	3 (7.5%)
	0.603
	-
	-
	

	
	Valid N
	17
	40
	
	19
	45
	

	5
	Median (Mean)

	1.1 (1.1)
	1.0 (1.1)
	0.271
	169 (180)
	150 (154)
	0.358

	
	IQR
	1.0 to 1.1
	1.0 to 1.1
	
	125 to 252
	100 to 204
	

	
	INR 1.3 N (%)a
	1 (9%)
	2 (6%)
	0.675
	-
	-
	

	
	Valid N
	11
	36
	
	13
	39
	

	6
	Median (Mean)

	1.1 (1.1)
	1.1 (1.1)
	0.885
	217 (231)
	200 (192)
	0.217

	
	IQR
	1.0 to 1.1
	1.0 to 1.1
	
	158 to 232
	126 to 282
	

	
	INR 1.3 N (%)a
	1 (6%)
	1 (3%)
	0.595
	-
	-
	

	
	Valid N
	17
	35
	
	20
	38
	

	7
	Median (Mean)

	1.1 (1.1)
	1.1 (1.1)
	0.969
	281 (279)
	270 (262)
	0.689

	
	IQR
	1.0 to 1.1
	1.0 to 1.1
	
	174 to 391
	180 to 334)
	

	
	INR 1.3 N (%)a
	0
	2 (7%)
	0.283
	-
	-
	

	
	Valid N
	16
	29
	
	19
	31
	

	14
	Median (Mean)
	1.1 (1.1)
	1.1 (1.2)
	0.097
	500 (529)
	691 (680)
	0.124

	
	IQR
	1.0 to 1.1
	1.1 to 1.1
	
	389 to 627
	485 to 847
	

	
	INR 1.3 N (%)a
	0
	2 (9%)
	0.302
	-
	-
	

	
	Valid N
	11
	22
	
	10
	27
	

	21
	Median (Mean)
	1.1 (1.1)
	1.1 (1.2)
	0.086
	499 (508)
	495 (565)
	0.912

	
	IQR
	1.0 to 1.1
	1.1 to 1.2
	
	400 to 592
	342 to 698
	

	
	INR 1.3 N (%)a
	1 (8%)
	2 (12%)
	0.713
	-
	-
	

	
	Valid N
	13
	17
	
	13
	20
	

	28
	Median (Mean)
	1.1 (1.1)
	1.1 (1.1)
	0.458
	336 (335)
	454 (513)
	0.059

	
	IQR
	1.0 to 1.1
	1.0 to 1.1
	
	280 to 405
	351 to 653
	

	
	INR 1.3 N (%)a
	0
	0
	-
	-
	-
	

	
	Valid N
	7
	15
	
	8
	18
	

	p-value compares Placebo vs Artesunate (All); Mann Whitney U test unless aPearson Chi-square test; *p<0.05.

INR – international normalised ratio





[bookmark: _Toc52198848]Table 7a. Intention-to-treat Primary Outcome Measure

	
	Statistic
	Placebo
	Artesunate (All)
	Mean Difference (95% CI)
	p
	Artesunate (LD)
	p
	Artesunate (HD)
	p

	N
	
	31
	54
	
	
	33
	
	21
	

	48h SOFA
	Median (Mean)

	4.0 (5.1)
	5.0 (6.3)
	-1.2 
(-3.1 to 0.7)

	0.211
	5.0 (6.2)
	0.297
	5.0 (6.7)
	0.262

	
	IQR
	2.0 to 8.0
	3.0 to 10.0
	
	
	3.0 to 10.0
	
	3.0 to 10.0
	

	
	Total N
	29
	50
	
	
	33
	
	17
	

	p values compare Placebo vs Artesunate (All), Placebo vs. Artesunate (LD) and Placebo vs. Artesunate (HD); Mann Whitney U test, p<0.05.

CI – confidence interval; HD – high dose; ITT – intention to treat; LD – low dose; SOFA – Sequential Organ Failure Assessment score; TBI – traumatic brain injury.





Table 7b. Intention-to-treat Secondary Outcome Measures

	
	Statistic
	Placebo
	Artesunate (All)
	Mean Difference (95% CI)
	p
	Artesunate (LD)
	p
	Artesunate (HD)
	p

	N
	
	31
	54
	
	
	33
	
	21
	

	Max SOFA
	Median (Mean)
	8.0 (7.5)
	10.0 (9.0)
	-1.5 
(-3.4 to 0.32)
	0.112
	10.0 (9.1)
	0.103
	9.0 (8.8)
	0.340

	
	IQR
	4.0 to 10.0
	5.0 to 12.0
	
	
	5.0 to 12.0
	
	4.0 to 13.0
	

	
	Total N
	31
	52
	
	
	33
	
	19
	

	Mean SOFA
	Median (Mean)
	3.0 (5.0)
	5.9 (6.2)
	-1.2 
(-3.1 to 0.8)
	0.344
	5.0 (6.0)
	0.355
	6.3 (6.5)
	0.531

	
	IQR
	2.0 to 7.5
	2.5 to 9.0
	
	
	2.5 to 9.0
	
	1.8 to 8.8
	

	
	Total N
	29
	50
	
	
	33
	
	17
	

	PRMODS
	N (%)
	6 (19)
	11 (20)
	-
	0.941a,b
	7 (21)
	0.897a,b
	4 (19)
	0.976a,b

	
	Died<7d (%)
	2 (6)
	3 (6)
	
	
	1 (3)
	
	2 (10)
	

	
	Total N
	31
	54
	
	
	33
	
	21
	

	CTCOFR14 Score
	Median (Mean)
	4.0 (6.8)
	5.0 (6.9)
	-0.1 
(-3.0 to 2.8)
	0.996
	6.0 (7.1)
	0.989
	4.0 (6.8)
	0.992

	
	IQR
	0 to 15.0
	0 to 15.0
	
	
	0 to 15.0
	
	0 to 15.0
	

	
	Total N
	31
	54
	
	
	33
	
	21
	

	VFD
	Median (Mean)

	26.0 (19.8)
	25.0 (20.6)
	-0.8 
(-5.4 to 3.7)
	0.825
	25.0 (20.4)
	0.917
	26.0 (20.9)
	0.758

	
	IQR
	12.0 to 28.0
	16.0 to 28.0
	
	
	15.0 to 28.0
	
	18.0 to 28.0
	

	
	Total N
	31
	54
	
	
	33
	
	21
	

	Hospital LOS, days
	Median (Mean)
	23.0 (30.7)
	23.0 (30.6)
	-0.1 
(-12.3 to 12.6)
	0.891
	25.0 (31.8)
	0.677
	17.0 (28.9)
	0.391

	
	IQR
	9.0 to 49.0
	8.0 to 40.0
	
	
	10.0 to 40.0
	
	7.0 to 37.0
	

	
	Total N
	31
	54
	
	
	33
	
	21
	

	
	Statistic
	Placebo
	Artesunate (All)
	Mean Difference (95% CI)
	p
	Artesunate (LD)
	p
	Artesunate (HD)
	p

	CC LOS, days
	Median (Mean)
	5.0 (15.9)
	7.5 (11.2)
	4.8 
(-2.9 to 13.7)
	1.000
	8.0 (11.8)
	0.488
	6.0 (10.1)
	0.335

	
	IQR
	3.0 to 22.0
	4.0 to 18.0
	
	
	5.0 to 19.0
	
	0 to 18.0
	

	
	Total N
	31
	54
	
	
	33
	
	21
	

	Infection
	N (%)

	11 (35)
	21 (39)
	-
	0.755a
	13 (39)
	0.747a
	8 (38)
	0.848a

	
	Total N
	31
	54
	
	
	33
	
	21
	

	ALI
	ALI Mild+ (%)

	20 (65)
	32 (62)
	-
	0.786a
	21 (64)
	0.942a
	11 (58)
	0.640a

	
	Total N
	31
	52
	
	
	33
	
	19
	

	AKI
	AKI Injury+ (%)

	22 (71)
	43 (84)
	-
	0.148a
	27 (82)
	0.306a
	16 (89)
	0.147a

	
	Total N
	31
	51
	
	
	33
	
	18
	

	Mortality
	28d (%) 

	2 (6)
	4 (7)
	-
	0.868a
	2 (6)
	0.949a
	2 (10)
	0.920a

	
	Discharge (%)
	2 (6)
	4 (7)
	-
	0.868a
	2 (6)
	0.949a
	2 (10)
	0.920a

	
	90d (%)
	2 (6)
	4 (7)
	-
	0.868a
	2 (6)
	0.949a
	
	0.920a

	
	Total N
	31
	54
	
	
	33
	
	21
	

	Alive & MODS free 48h
	N (%)

	21 (68)
	28 (52)
	-
	0.154a
	17 (52)
	0.187a
	11 (52)
	0.683a

	
	Total N
	31
	54
	
	
	33
	
	21
	

	p values compare Placebo vs Artesunate (All), Placebo vs. Artesunate (LD) and Placebo vs. Artesunate (HD); Mann Whitney U test unless aPearson Chi-squared test; bComparison excludes deaths <7 days; p<0.05. 
Mean SOFA refers to the mean SOFA score between and including days 3 to 5.

AKI – acute kidney injury; CC – critical care; CI – confidence interval CTCOFR14 – Composite Time to Complete Organ Failure Resolution at 14 days; HD – high dose; HR – heart rate; ITT – intention to treat; LD – low dose; LOS – length of stay; MODS – multiple organ dysfunction syndrome; PRMODS – prolonged MODS; SOFA – Sequential Organ Failure Assessment score; TBI – traumatic brain injury.



Table 8. Per-Protocol Multiple Linear Regression to Assess Impact of Baseline Characteristics on Treatment and the Primary Outcome (Post-hoc Analysis)

	Statistic
	Gender
	Age
	BD
	ISS
	TG

	Correlation
	
	
	
	

	r
	0.132
	0.373
	0.308
	0.554
	0.110

	p-value
	0.136
	0.001*
	0.004*
	0.000*
	0.181

	Regressiona
	
	
	
	

	B
	-0.293
	0.090
	0.199
	0.147
	0.340

	95% CI
	-2.920 to 2.334
	0.041 to 0.138
	0.079 to 0.318 
	0.085 to 0.209
	-1.400 to 2.080

	p-value
	0.824
	0.000*
	0.001*
	0.000*
	0.698

	Total N = 71. Regression r2 = 0.480.

BD – Base deficit, mmol/L; ISS – injury severity score; SOFA – sequential organ failure assessment; TG – treatment group.

Correlations: r – Pearson’s correlation coefficient. 

Regression: B – beta coefficient (scale; age – per year, BD – per mmol/L, ISS – per unit score); CI – confidence interval; r2 –goodness of fit coefficient. 

aIndependent variables entered in the model included TG, baseline factors that demonstrated imbalance between the study groups (BD, Gender; p<0.05), and other previously known drivers of MODS (age, ISS)4-7. GCS was excluded as an independent variable as despite showing an imbalance between treatment groups in the baseline characteristics, as in this cohort (that excludes significant TBI) it was likely to reflect BD. Model assumptions were checked by examining scatter plots, histograms and Q-Q plots of residuals, and overall goodness of fit.
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Table 9a. Per Protocol Subgroup Analysis of Blunt Cohort Baseline Characteristics (Post-hoc Analysis)

	
	
	Blunt
	Penetrating

	
	Statistic
	Placebo
	Artesunate (All)
	Placebo
	Artesunate (All)

	N
	
	12
	25
	15
	23

	Sex
	Male N (%)

	12 (100%)
	19 (76%)
	15 (100%)
	20 (87%)

	Age (y)
	Median (Mean)

	54 (49)
	37 (42)
	19 (25)
	23 (25)

	
	IQR
	31 to 61
	25 to 59
	18 to 35
	17 to 29

	ISS
	Median (Mean)

	28 (28)
	29 (30)
	10 (15)
	16 (17)

	
	IQR
	19 to 36
	22 to 38
	6 to 25
	9 to 25

	Time to admission (min)
	Median (Mean)

	99 (98)
	90 (87)
	64 (66)
	48 (53)

	
	IQR
	92 to 109
	74 to 98
	45 to 93
	35 to 66

	GCS at admission
	Median (Mean)

	15 (13)
	13 (12)
	15 (13)
	14 (13)

	
	IQR
	12 to 15
	9 to 14
	14 to 15
	12 to 15

	HR (bpm) at admission
	Median (Mean)

	106 (103)
	111 (110)
	110 (113)
	117 (114)

	
	IQR
	80 to 118
	81 to 130
	101 to 132
	108 to 124

	Systolic BP (mmHg) at admission
	Median (Mean)

	83 (89)
	90 (97)
	100 (99)
	104 (96)

	
	IQR
	60 to 113
	71 to 112
	76 to 115
	74 to 114

	BD (mmol/L) at admission
	Median (Mean)
	4.6 (5.5)
	9.5 (9.5)
	5.0 (8.1)
	8.8 (10.0)

	
	IQR
	3.5 to 6.4
	4.9 to 11
	3.3 to 12.8
	5.0 to 13.8

	RBCs in 24h
	Median (Mean)
	6 (6)
	5 (7)
	6 (10)
	5 (7)

	
	IQR
	4 to 8
	4 to 8
	4 to 8
	3 to 10

	Total blood products in 24h
	Median (Mean)
	15 (15)
	11 (18)
	17 (23)
	13 (19)

	
	IQR
	10 to 18
	9 to 21
	4 to 22
	10 to 28

	BD – base deficit; BP – blood pressure GCS – Glasgow Coma Score; HD – high dose; HR – heart rate; ISS – Injury Severity Score; LD – low dose; RBC – red blood cells.





Table 9b: Subgroup Analysis of Blunt Cohort Outcomes (Per Protocol Population) and Complications (Safety Population) (Post-hoc Analysis)

	
	
	Blunt
	Penetrating

	
	Statistic
	Placebo
	Artesunate (All)
	Placebo
	Artesunate (All)

	OUTCOMES (Per Protocol)
	
	
	
	

	N
	
	12
	25
	15
	23

	48H SOFA
	Median (Mean)
	8 (8)
	9 (8)
	3 (3)
	3 (4)

	
	IQR
	5 to 10
	5 to 11
	1 to 4
	1 to 7

	Max SOFA
	Median (Mean)
	10 (10)
	11 (11)
	5 (6)
	5 (7)

	
	IQR
	9 to 13
	9 to 13
	3 to 9
	3 to 12

	Mean SOFA
	Median (Mean)
	8 (8)
	8 (8)
	2 (3)
	2 (4)

	
	IQR
	5 to 12
	6 to 10
	1 to 5
	1 to 6

	MODS
	N (%)
	11 (91%)
	22 (88%)
	7 (47%)
	11 (48%)

	PRMODS
	N (%)
	5 (42%)
	7 (28%)
	1 (7%)
	3 (13%)

	
	Died<7d (%)
	0
	1 (4%)
	1 (7%)
	0

	CTCOFR14 Score
	Median (Mean)
	15 (11)
	10 (10)
	2 (5)
	0 (4)

	
	IQR
	6 to 15
	4 to 15
	0 to 10
	0 to 7

	VFD
	Median (Mean)

	19 (17)
	21 (17)
	27 (22)
	28 (25)

	
	IQR
	7 to 26
	8 to 26
	22 to 28
	25 to 28

	Hospital LOS, days
	Median (Mean)
	38 (45)
	35 (44)
	18 (26)
	10 (21)

	
	IQR
	24 to 63
	22 to 57
	7 to 39
	7 to 29

	CC LOS, days
	Median (Mean)
	18 (26)
	12 (16)
	3 (12)
	5 (7)

	
	IQR
	11 to 32
	8 to 21
	2 to 18
	2 to 8

	Infection
	N (%)

	7 (58%)
	13 (52%)
	4 (27%)
	6 (26%)

	ALI
	ALI Mild+ (%)

	12 (100%)
	20 (80%)
	8 (53%)
	11 (48%)

	AKI
	AKI Injury+ (%)

	9 (75%)
	22 (88%)
	11 (73%)
	18 (78%)

	Mortality
	28d (%)

	0
	2 (8%)
	1 (7%)
	0

	
	Discharge (%)
	0
	2 (8%)
	1 (7%)
	0

	
	90d (%)
	0
	2 (8%)
	1 (7%)
	0

	Alive & MODS free 48h
	N (%)

	4 (33%)
	7 (28%)
	14 (93%)
	17 (74%)

	COMPLICATIONS (Safety population)
	

	N
	
	12
	26
	17
	28

	SAE
	
	2 (17%)
	11 (42%)
	3 (18%)
	6 (21%)

	VTE
	
	1 (8%)
	5 (19%)
	0
	4 (14%)

	Mean SOFA refers to the mean SOFA score between and including days 3 to 5.

AKI – acute kidney injury; CC – critical care; CI – confidence interval CTCOFR14 – Composite Time to Complete Organ Failure Resolution at 14 days; HD – high dose; HR – heart rate; ITT – intention to treat; LD – low dose; LOS – length of stay; MODS – multiple organ dysfunction syndrome; PRMODS – prolonged MODS; SAE – serious adverse event SOFA – Sequential Organ Failure Assessment score; TBI – traumatic brain injury; VTE – venous thromboembolism.
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Supplemental Appendix

Appendix Tables 1-10. Clinical Safety Bloods Shift Tables (Safety Population)


Appendix Table 1. Clinical Safety Bloods Shift Table, Baseline to Day 1. 

	 Day 1
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	1
	50%
	5
	22%
	6
	86%
	9
	23%
	4
	80%
	7
	27%
	2
	100%
	2
	14%

	
	B
	1
	50%
	18
	78%
	1
	14%
	31
	78%
	1
	20%
	19
	73%
	0
	0%
	12
	86%

	Hct
	A
	1
	50%
	4
	17%
	3
	60%
	11
	26%
	2
	67%
	7
	25%
	1
	50%
	4
	29%

	
	B
	1
	50%
	19
	83%
	2
	40%
	31
	74%
	1
	33%
	21
	75%
	1
	50%
	10
	71%

	WCC (x10^9/L)
	A
	6
	50%
	5
	38%
	6
	32%
	4
	14%
	3
	23%
	3
	17%
	3
	50%
	1
	10%

	
	B
	6
	50%
	8
	62%
	13
	68%
	24
	86%
	10
	77%
	15
	83%
	3
	50%
	9
	90%

	Plt 
(x10^9/L)
	A
	6
	100%
	12
	63%
	10
	91%
	17
	47%
	5
	100%
	11
	42%
	5
	83%
	6
	60%

	
	B
	0
	0%
	7
	37%
	1
	9%
	19
	53%
	0
	0%
	15
	58%
	1
	17%
	4
	40%

	RCC 
(x10^9/L)
	A
	1
	100%
	7
	29%
	6
	75%
	11
	28%
	4
	67%
	6
	24%
	2
	100%
	5
	36%

	
	B
	0
	0%
	17
	71%
	2
	25%
	28
	72%
	2
	33%
	19
	76%
	0
	0%
	9
	64%

	MCV 
(fL)
	A
	20
	100%
	1
	20%
	36
	97%
	6
	60%
	22
	96%
	5
	63%
	14
	100%
	1
	50%

	
	B
	0
	0%
	4
	80%
	1
	3%
	4
	40%
	1
	4%
	3
	38%
	0
	0%
	1
	50%

	RCDW
(%)
	A
	8
	100%
	7
	41%
	12
	100%
	13
	37%
	10
	100%
	8
	38%
	2
	100%
	5
	36%

	
	B
	0
	0%
	10
	59%
	0
	0%
	22
	63%
	0
	0%
	13
	62%
	0
	0%
	9
	64%

	MCH
(pg)
	A
	22
	92%
	0
	0%
	42
	93%
	0
	0%
	28
	93%
	0
	0%
	14
	93%
	0
	0%

	
	B
	2
	8%
	1
	100%
	3
	7%
	2
	100%
	2
	7%
	1
	100%
	1
	7%
	1
	100%

	MCHC
(g/L)
	A
	13
	87%
	5
	50%
	15
	65%
	12
	50%
	6
	60%
	10
	48%
	9
	69%
	2
	67%

	
	B
	2
	13%
	5
	50%
	8
	35%
	12
	50%
	4
	40%
	11
	52%
	4
	31%
	1
	33%

	Neutrophils
(x10^9/L)
	A
	5
	42%
	6
	46%
	6
	40%
	6
	19%
	3
	33%
	4
	18%
	3
	50%
	2
	20%

	
	B
	7
	58%
	7
	54%
	9
	60%
	26
	81%
	6
	67%
	18
	82%
	3
	50%
	8
	80%

	Lymphocytes
(x10^9/L)
	A
	1
	11%
	7
	47%
	4
	33%
	10
	29%
	2
	29%
	6
	26%
	2
	40%
	4
	36%

	
	B
	8
	89%
	8
	53%
	8
	67%
	24
	71%
	5
	71%
	17
	74%
	3
	60%
	7
	64%

	Monocytes
(x10^9/L)
	A
	17
	89%
	2
	33%
	24
	73%
	8
	57%
	15
	65%
	4
	50%
	9
	90%
	4
	67%

	
	B
	2
	11%
	4
	67%
	9
	27%
	6
	43%
	8
	35%
	4
	50%
	1
	10%
	2
	33%

	Eosinophils
(x10^9/L)
	A
	24
	100%
	0
	0%
	46
	98%
	0
	0%
	31
	100%
	0
	0%
	15
	94%
	0
	0%

	
	B
	0
	0%
	1
	100%
	1
	2%
	0
	0%
	0
	0%
	0
	0%
	1
	6%
	0
	0%

	Basophils
(x10^9/L)
	A
	25
	100%
	0
	0%
	45
	96%
	0
	0%
	30
	97%
	0
	0%
	15
	94%
	0
	0%

	
	B
	0
	0%
	0
	0%
	2
	4%
	0
	0%
	1
	3%
	0
	0%
	1
	6%
	0
	0%

	PT (secs)
	A
	10
	56%
	1
	20%
	13
	62%
	7
	37%
	8
	57%
	5
	36%
	5
	71%
	2
	40%

	
	B
	8
	44%
	4
	80%
	8
	38%
	12
	63%
	6
	43%
	9
	64%
	2
	29%
	3
	60%

	 Day 1
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	INR
	A
	7
	54%
	1
	10%
	9
	64%
	3
	12%
	4
	50%
	2
	10%
	5
	83%
	1
	17%

	
	B
	6
	46%
	9
	90%
	5
	36%
	23
	88%
	4
	50%
	18
	90%
	1
	17%
	5
	83%

	Na
(mmo/L)
	A
	22
	96%
	0
	0%
	36
	92%
	3
	60%
	25
	96%
	3
	75%
	11
	85%
	0
	0%

	
	B
	1
	4%
	3
	100%
	3
	8%
	2
	40%
	1
	4%
	1
	25%
	2
	15%
	1
	100%

	K
(mmo/L)
	A
	21
	91%
	3
	100%
	32
	86%
	5
	83%
	23
	82%
	3
	100%
	9
	100%
	2
	67%

	
	B
	2
	9%
	0
	0%
	5
	14%
	1
	17%
	5
	18%
	0
	0%
	0
	0%
	1
	33%

	Urea
(mmo/L)
	A
	17
	89%
	6
	86%
	28
	90%
	10
	67%
	18
	90%
	8
	73%
	10
	91%
	2
	50%

	
	B
	2
	11%
	1
	14%
	3
	10%
	5
	33%
	2
	10%
	3
	27%
	1
	9%
	2
	50%

	Creatinine
(umol/L)
	A
	5
	38%
	5
	42%
	13
	59%
	5
	22%
	10
	63%
	3
	20%
	3
	50%
	2
	25%

	
	B
	8
	62%
	7
	58%
	9
	41%
	18
	78%
	6
	38%
	12
	80%
	3
	50%
	6
	75%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	1
	25%
	0
	0%
	1
	33%
	0
	0%
	0
	0%
	0
	0%

	
	B
	0
	0%
	22
	100%
	3
	75%
	36
	100%
	2
	67%
	23
	100%
	1
	100%
	13
	100%

	Bilirubin
(umol/L)
	A
	9
	75%
	3
	38%
	21
	91%
	4
	33%
	16
	89%
	3
	33%
	5
	100%
	1
	33%

	
	B
	3
	25%
	5
	63%
	2
	9%
	8
	67%
	2
	11%
	6
	67%
	0
	0%
	2
	67%

	ALT
(unit/L)
	A
	8
	89%
	0
	0%
	12
	92%
	0
	0%
	11
	92%
	0
	0%
	1
	100%
	0
	0%

	
	B
	1
	11%
	10
	100%
	1
	8%
	21
	100%
	1
	8%
	15
	100%
	0
	0%
	6
	100%

	AST
(unit/L)
	A
	2
	100%
	2
	22%
	0
	0%
	6
	29%
	0
	0%
	6
	32%
	0
	0%
	0
	0%

	
	B
	0
	0%
	7
	78%
	0
	0%
	15
	71%
	0
	0%
	13
	68%
	0
	0%
	2
	100%

	ALP
(unit/L)
	A
	20
	100%
	0
	0%
	33
	100%
	1
	100%
	27
	100%
	0
	0%
	6
	100%
	1
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	16
	94%
	0
	0%
	23
	100%
	1
	20%
	20
	100%
	0
	0%
	3
	100%
	1
	33%

	
	B
	1
	6%
	0
	0%
	0
	0%
	4
	80%
	0
	0%
	2
	100%
	0
	0%
	2
	67%

	Albumin
(g/L)
	A
	10
	91%
	6
	67%
	15
	94%
	12
	63%
	13
	93%
	8
	62%
	2
	100%
	4
	67%

	
	B
	1
	9%
	3
	33%
	1
	6%
	7
	37%
	1
	7%
	5
	38%
	0
	0%
	2
	33%

	Ca
(mmol/L)
	A
	4
	100%
	7
	58%
	3
	43%
	8
	35%
	2
	40%
	8
	42%
	1
	50%
	0
	0%

	
	B
	0
	0%
	5
	42%
	4
	57%
	15
	65%
	3
	60%
	11
	58%
	1
	50%
	4
	100%

	CRP
(mg/L)
	A
	1
	100%
	9
	56%
	0
	0%
	18
	67%
	0
	0%
	15
	68%
	0
	0%
	3
	60%

	
	B
	0
	0%
	7
	44%
	0
	0%
	9
	33%
	0
	0%
	7
	32%
	0
	0%
	2
	40%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 1. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.



Appendix Table 2. Clinical Safety Bloods Shift Table, Baseline to Day 2. 

	 Day 2
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	1
	100%
	5
	22%
	2
	100%
	12
	28%
	1
	100%
	9
	31%
	1
	100%
	3
	21%

	
	B
	0
	0%
	18
	78%
	0
	0%
	31
	72%
	0
	0%
	20
	69%
	0
	0%
	11
	79%

	Hct
	A
	1
	100%
	4
	17%
	1
	100%
	12
	27%
	0
	0%
	9
	30%
	1
	100%
	3
	21%

	
	B
	0
	0%
	19
	83%
	0
	0%
	32
	73%
	0
	0%
	21
	70%
	0
	0%
	11
	79%

	WCC (x10^9/L)
	A
	6
	43%
	4
	40%
	7
	29%
	3
	14%
	3
	19%
	2
	14%
	4
	50%
	1
	14%

	
	B
	8
	57%
	6
	60%
	17
	71%
	18
	86%
	13
	81%
	12
	86%
	4
	50%
	6
	86%

	Plt 
(x10^9/L)
	A
	5
	100%
	12
	63%
	3
	75%
	23
	56%
	3
	100%
	13
	48%
	0
	0%
	10
	71%

	
	B
	0
	0%
	7
	37%
	1
	25%
	18
	44%
	0
	0%
	14
	52%
	1
	100%
	4
	29%

	RCC 
(x10^9/L)
	A
	1
	100%
	5
	22%
	3
	100%
	12
	29%
	2
	100%
	7
	25%
	1
	100%
	5
	36%

	
	B
	0
	0%
	18
	78%
	0
	0%
	30
	71%
	0
	0%
	21
	75%
	0
	0%
	9
	64%

	MCV 
(fL)
	A
	21
	95%
	0
	0%
	37
	90%
	3
	75%
	25
	89%
	1
	50%
	12
	92%
	2
	100%

	
	B
	1
	5%
	2
	100%
	4
	10%
	1
	25%
	3
	11%
	1
	50%
	1
	8%
	0
	0%

	RCDW
(%)
	A
	8
	89%
	7
	47%
	10
	100%
	15
	43%
	8
	100%
	10
	45%
	2
	100%
	5
	38%

	
	B
	1
	11%
	8
	53%
	0
	0%
	20
	57%
	0
	0%
	12
	55%
	0
	0%
	8
	62%

	MCH
(pg)
	A
	21
	91%
	0
	0%
	41
	98%
	0
	0%
	27
	96%
	0
	0%
	14
	100%
	0
	0%

	
	B
	2
	9%
	1
	100%
	1
	2%
	3
	100%
	1
	4%
	2
	100%
	0
	0%
	1
	100%

	MCHC
(g/L)
	A
	10
	67%
	6
	67%
	17
	57%
	10
	67%
	9
	47%
	7
	64%
	8
	73%
	3
	75%

	
	B
	5
	33%
	3
	33%
	13
	43%
	5
	33%
	10
	53%
	4
	36%
	3
	27%
	1
	25%

	Neutrophils
(x10^9/L)
	A
	7
	54%
	3
	27%
	8
	40%
	5
	20%
	4
	31%
	3
	18%
	4
	57%
	2
	25%

	
	B
	6
	46%
	8
	73%
	12
	60%
	20
	80%
	9
	69%
	14
	82%
	3
	43%
	6
	75%

	Lymphocytes
(x10^9/L)
	A
	2
	33%
	7
	41%
	3
	23%
	10
	32%
	3
	27%
	5
	28%
	0
	0%
	5
	38%

	
	B
	4
	67%
	10
	59%
	10
	77%
	21
	68%
	8
	73%
	13
	72%
	2
	100%
	8
	62%

	Monocytes
(x10^9/L)
	A
	15
	83%
	4
	67%
	24
	71%
	6
	55%
	13
	62%
	5
	56%
	11
	85%
	1
	50%

	
	B
	3
	17%
	2
	33%
	10
	29%
	5
	45%
	8
	38%
	4
	44%
	2
	15%
	1
	50%

	Eosinophils
(x10^9/L)
	A
	23
	100%
	0
	0%
	44
	98%
	0
	0%
	30
	100%
	0
	0%
	14
	93%
	0
	0%

	
	B
	0
	0%
	1
	100%
	1
	2%
	0
	0%
	0
	0%
	0
	0%
	1
	7%
	0
	0%

	Basophils
(x10^9/L)
	A
	24
	100%
	0
	0%
	41
	95%
	2
	100%
	27
	96%
	2
	100%
	14
	93%
	0
	0%

	
	B
	0
	0%
	0
	0%
	2
	5%
	0
	0%
	1
	4%
	0
	0%
	1
	7%
	0
	0%

	PT (secs)
	A
	10
	71%
	1
	14%
	11
	46%
	7
	50%
	7
	39%
	5
	56%
	4
	67%
	2
	40%

	
	B
	4
	29%
	6
	86%
	13
	54%
	7
	50%
	11
	61%
	4
	44%
	2
	33%
	3
	60%

	INR
	A
	9
	64%
	0
	0%
	6
	40%
	4
	17%
	3
	27%
	2
	13%
	3
	75%
	2
	25%

	
	B
	5
	36%
	8
	100%
	9
	60%
	20
	83%
	8
	73%
	14
	88%
	1
	25%
	6
	75%

	Na
(mmo/L)
	A
	20
	83%
	0
	0%
	34
	89%
	5
	83%
	24
	96%
	4
	80%
	10
	77%
	1
	100%

	
	B
	4
	17%
	0
	0%
	4
	11%
	1
	17%
	1
	4%
	1
	20%
	3
	23%
	0
	0%

	 Day 2
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	K
(mmo/L)
	A
	21
	95%
	0
	0%
	32
	89%
	5
	71%
	23
	85%
	3
	75%
	9
	100%
	2
	67%

	
	B
	1
	5%
	1
	100%
	4
	11%
	2
	29%
	4
	15%
	1
	25%
	0
	0%
	1
	33%

	Urea
(mmo/L)
	A
	16
	89%
	5
	83%
	24
	89%
	13
	72%
	16
	89%
	10
	77%
	8
	89%
	3
	60%

	
	B
	2
	11%
	1
	17%
	3
	11%
	5
	28%
	2
	11%
	3
	23%
	1
	11%
	2
	40%

	Creatinine
(umol/L)
	A
	6
	38%
	4
	57%
	14
	61%
	3
	14%
	11
	61%
	2
	15%
	3
	60%
	1
	11%

	
	B
	10
	63%
	3
	43%
	9
	39%
	19
	86%
	7
	39%
	11
	85%
	2
	40%
	8
	89%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	1
	13%
	0
	0%
	1
	14%
	0
	0%
	0
	0%
	0
	0%

	
	B
	2
	100%
	19
	100%
	7
	88%
	31
	100%
	6
	86%
	18
	100%
	1
	100%
	13
	100%

	Bilirubin
(umol/L)
	A
	8
	62%
	3
	50%
	17
	85%
	8
	53%
	14
	88%
	5
	45%
	3
	75%
	3
	75%

	
	B
	5
	38%
	3
	50%
	3
	15%
	7
	47%
	2
	13%
	6
	55%
	1
	25%
	1
	25%

	ALT
(unit/L)
	A
	7
	64%
	0
	0%
	11
	85%
	1
	5%
	10
	83%
	1
	7%
	1
	100%
	0
	0%

	
	B
	4
	36%
	7
	100%
	2
	15%
	20
	95%
	2
	17%
	14
	93%
	0
	0%
	6
	100%

	AST
(unit/L)
	A
	2
	100%
	1
	11%
	3
	100%
	3
	16%
	3
	100%
	3
	19%
	0
	0%
	0
	0%

	
	B
	0
	0%
	8
	89%
	0
	0%
	16
	84%
	0
	0%
	13
	81%
	0
	0%
	3
	100%

	ALP
(unit/L)
	A
	19
	100%
	0
	0%
	32
	100%
	2
	100%
	27
	100%
	0
	0%
	5
	100%
	2
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	15
	94%
	0
	0%
	22
	96%
	2
	40%
	18
	100%
	2
	50%
	4
	80%
	0
	0%

	
	B
	1
	6%
	0
	0%
	1
	4%
	3
	60%
	0
	0%
	2
	50%
	1
	20%
	1
	100%

	Albumin
(g/L)
	A
	6
	86%
	9
	75%
	6
	100%
	21
	72%
	4
	100%
	17
	74%
	2
	100%
	4
	67%

	
	B
	1
	14%
	3
	25%
	0
	0%
	8
	28%
	0
	0%
	6
	26%
	0
	0%
	2
	33%

	Ca
(mmol/L)
	A
	5
	83%
	5
	50%
	2
	67%
	8
	31%
	2
	100%
	7
	33%
	0
	0%
	1
	20%

	
	B
	1
	17%
	5
	50%
	1
	33%
	18
	69%
	0
	0%
	14
	67%
	1
	100%
	4
	80%

	CRP
(mg/L)
	A
	0
	0%
	11
	65%
	0
	0%
	18
	67%
	0
	0%
	14
	67%
	0
	0%
	4
	67%

	
	B
	0
	0%
	6
	35%
	0
	0%
	9
	33%
	0
	0%
	7
	33%
	0
	0%
	2
	33%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 2. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.


 
Appendix Table 3. Clinical Safety Bloods Shift Table, Baseline to Day 3. 

	 Day 3
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	1
	100%
	3
	15%
	2
	100%
	11
	27%
	1
	100%
	9
	31%
	1
	100%
	2
	17%

	
	B
	0
	0%
	17
	85%
	0
	0%
	30
	73%
	0
	0%
	20
	69%
	0
	0%
	10
	83%

	Hct
	A
	1
	100%
	2
	10%
	2
	100%
	9
	22%
	1
	100%
	7
	24%
	1
	100%
	2
	17%

	
	B
	0
	0%
	18
	90%
	0
	0%
	32
	78%
	0
	0%
	22
	76%
	0
	0%
	10
	83%

	WCC (x10^9/L)
	A
	4
	31%
	5
	63%
	5
	22%
	5
	25%
	4
	21%
	2
	18%
	1
	25%
	3
	33%

	
	B
	9
	69%
	3
	38%
	18
	78%
	15
	75%
	15
	79%
	9
	82%
	3
	75%
	6
	67%

	Plt 
(x10^9/L)
	A
	3
	75%
	11
	65%
	2
	50%
	23
	59%
	2
	67%
	15
	56%
	0
	0%
	8
	67%

	
	B
	1
	25%
	6
	35%
	2
	50%
	16
	41%
	1
	33%
	12
	44%
	1
	100%
	4
	33%

	RCC 
(x10^9/L)
	A
	1
	100%
	5
	25%
	2
	100%
	12
	29%
	2
	100%
	7
	25%
	0
	0%
	5
	38%

	
	B
	0
	0%
	15
	75%
	0
	0%
	29
	71%
	0
	0%
	21
	75%
	0
	0%
	8
	62%

	MCV 
(fL)
	A
	17
	94%
	0
	0%
	31
	91%
	8
	89%
	21
	91%
	6
	86%
	10
	91%
	2
	100%

	
	B
	1
	6%
	3
	100%
	3
	9%
	1
	11%
	2
	9%
	1
	14%
	1
	9%
	0
	0%

	RCDW
(%)
	A
	6
	100%
	5
	36%
	11
	100%
	11
	34%
	9
	100%
	8
	38%
	2
	100%
	3
	27%

	
	B
	0
	0%
	9
	64%
	0
	0%
	21
	66%
	0
	0%
	13
	62%
	0
	0%
	8
	73%

	MCH
(pg)
	A
	17
	89%
	1
	50%
	38
	97%
	1
	25%
	27
	96%
	0
	0%
	11
	100%
	1
	50%

	
	B
	2
	11%
	1
	50%
	1
	3%
	3
	75%
	1
	4%
	2
	100%
	0
	0%
	1
	50%

	MCHC
(g/L)
	A
	13
	72%
	1
	33%
	17
	59%
	9
	64%
	10
	53%
	7
	64%
	7
	70%
	2
	67%

	
	B
	5
	28%
	2
	67%
	12
	41%
	5
	36%
	9
	47%
	4
	36%
	3
	30%
	1
	33%

	Neutrophils
(x10^9/L)
	A
	6
	50%
	2
	22%
	6
	29%
	6
	27%
	3
	20%
	4
	27%
	3
	50%
	2
	29%

	
	B
	6
	50%
	7
	78%
	15
	71%
	16
	73%
	12
	80%
	11
	73%
	3
	50%
	5
	71%

	Lymphocytes
(x10^9/L)
	A
	3
	50%
	5
	36%
	1
	17%
	11
	31%
	1
	17%
	7
	30%
	0
	0%
	4
	31%

	
	B
	3
	50%
	9
	64%
	5
	83%
	25
	69%
	5
	83%
	16
	70%
	0
	0%
	9
	69%

	Monocytes
(x10^9/L)
	A
	12
	80%
	4
	67%
	25
	76%
	6
	60%
	16
	70%
	4
	57%
	9
	90%
	2
	67%

	
	B
	3
	20%
	2
	33%
	8
	24%
	4
	40%
	7
	30%
	3
	43%
	1
	10%
	1
	33%

	Eosinophils
(x10^9/L)
	A
	20
	100%
	0
	0%
	42
	98%
	0
	0%
	30
	100%
	0
	0%
	12
	92%
	0
	0%

	
	B
	0
	0%
	1
	100%
	1
	2%
	0
	0%
	0
	0%
	0
	0%
	1
	8%
	0
	0%

	Basophils
(x10^9/L)
	A
	21
	100%
	0
	0%
	41
	95%
	0
	0%
	29
	97%
	0
	0%
	12
	92%
	0
	0%

	
	B
	0
	0%
	0
	0%
	2
	5%
	0
	0%
	1
	3%
	0
	0%
	1
	8%
	0
	0%

	PT (secs)
	A
	8
	57%
	1
	14%
	14
	45%
	2
	33%
	10
	42%
	1
	33%
	4
	57%
	1
	33%

	
	B
	6
	43%
	6
	86%
	17
	55%
	4
	67%
	14
	58%
	2
	67%
	3
	43%
	2
	67%

	INR
	A
	7
	58%
	0
	0%
	8
	29%
	3
	33%
	4
	18%
	2
	40%
	4
	67%
	1
	25%

	
	B
	5
	42%
	7
	100%
	20
	71%
	6
	67%
	18
	82%
	3
	60%
	2
	33%
	3
	75%

	Na
(mmo/L)
	A
	17
	81%
	0
	0%
	31
	89%
	5
	83%
	22
	96%
	4
	80%
	9
	75%
	1
	100%

	
	B
	4
	19%
	0
	0%
	4
	11%
	1
	17%
	1
	4%
	1
	20%
	3
	25%
	0
	0%

	 Day 3
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	K
(mmo/L)
	A
	18
	100%
	1
	100%
	32
	91%
	4
	67%
	23
	88%
	2
	67%
	9
	100%
	2
	67%

	
	B
	0
	0%
	0
	0%
	3
	9%
	2
	33%
	3
	12%
	1
	33%
	0
	0%
	1
	33%

	Urea
(mmo/L)
	A
	14
	88%
	3
	75%
	20
	71%
	14
	93%
	14
	74%
	11
	100%
	6
	67%
	3
	75%

	
	B
	2
	13%
	1
	25%
	8
	29%
	1
	7%
	5
	26%
	0
	0%
	3
	33%
	1
	25%

	Creatinine
(umol/L)
	A
	7
	47%
	2
	50%
	10
	40%
	5
	29%
	8
	40%
	3
	33%
	2
	40%
	2
	25%

	
	B
	8
	53%
	2
	50%
	15
	60%
	12
	71%
	12
	60%
	6
	67%
	3
	60%
	6
	75%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	5
	100%
	12
	100%
	12
	100%
	22
	100%
	9
	100%
	12
	100%
	3
	100%
	10
	100%

	Bilirubin
(umol/L)
	A
	6
	60%
	2
	40%
	15
	71%
	8
	62%
	12
	75%
	5
	50%
	3
	60%
	3
	100%

	
	B
	4
	40%
	3
	60%
	6
	29%
	5
	38%
	4
	25%
	5
	50%
	2
	40%
	0
	0%

	ALT
(unit/L)
	A
	4
	44%
	0
	0%
	9
	69%
	0
	0%
	8
	73%
	0
	0%
	1
	50%
	0
	0%

	
	B
	5
	56%
	5
	100%
	4
	31%
	19
	100%
	3
	27%
	14
	100%
	1
	50%
	5
	100%

	AST
(unit/L)
	A
	1
	33%
	0
	0%
	2
	100%
	4
	20%
	2
	100%
	4
	24%
	0
	0%
	0
	0%

	
	B
	2
	67%
	6
	100%
	0
	0%
	16
	80%
	0
	0%
	13
	76%
	0
	0%
	3
	100%

	ALP
(unit/L)
	A
	14
	100%
	2
	100%
	31
	100%
	2
	100%
	26
	100%
	0
	0%
	5
	100%
	2
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	10
	91%
	2
	100%
	22
	96%
	2
	40%
	18
	100%
	2
	50%
	4
	80%
	0
	0%

	
	B
	1
	9%
	0
	0%
	1
	4%
	3
	60%
	0
	0%
	2
	50%
	1
	20%
	1
	100%

	Albumin
(g/L)
	A
	2
	100%
	10
	77%
	8
	100%
	19
	73%
	7
	100%
	14
	74%
	1
	100%
	5
	71%

	
	B
	0
	0%
	3
	23%
	0
	0%
	7
	27%
	0
	0%
	5
	26%
	0
	0%
	2
	29%

	Ca
(mmol/L)
	A
	3
	100%
	4
	44%
	2
	40%
	9
	38%
	2
	67%
	8
	40%
	0
	0%
	1
	25%

	
	B
	0
	0%
	5
	56%
	3
	60%
	15
	63%
	1
	33%
	12
	60%
	2
	100%
	3
	75%

	CRP
(mg/L)
	A
	0
	0%
	7
	54%
	0
	0%
	18
	67%
	0
	0%
	15
	68%
	0
	0%
	3
	60%

	
	B
	0
	0%
	6
	46%
	0
	0%
	9
	33%
	0
	0%
	7
	32%
	0
	0%
	2
	40%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 3. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.





Appendix Table 4. Clinical Safety Bloods Shift Table, Baseline to Day 4. 

	 Day 4
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	1
	100%
	3
	16%
	0
	0%
	11
	27%
	0
	0%
	7
	27%
	0
	0%
	4
	27%

	
	B
	0
	0%
	16
	84%
	0
	0%
	30
	73%
	0
	0%
	19
	73%
	0
	0%
	11
	73%

	Hct
	A
	1
	100%
	2
	11%
	0
	0%
	11
	27%
	0
	0%
	7
	27%
	0
	0%
	4
	27%

	
	B
	0
	0%
	17
	89%
	0
	0%
	30
	73%
	0
	0%
	19
	73%
	0
	0%
	11
	73%

	WCC (x10^9/L)
	A
	7
	47%
	2
	40%
	6
	24%
	3
	19%
	3
	19%
	2
	20%
	3
	33%
	1
	17%

	
	B
	8
	53%
	3
	60%
	19
	76%
	13
	81%
	13
	81%
	8
	80%
	6
	67%
	5
	83%

	Plt 
(x10^9/L)
	A
	8
	89%
	6
	55%
	11
	69%
	14
	56%
	8
	73%
	7
	47%
	3
	60%
	7
	70%

	
	B
	1
	11%
	5
	45%
	5
	31%
	11
	44%
	3
	27%
	8
	53%
	2
	40%
	3
	30%

	RCC 
(x10^9/L)
	A
	1
	100%
	5
	26%
	2
	100%
	11
	28%
	2
	100%
	5
	21%
	0
	0%
	6
	40%

	
	B
	0
	0%
	14
	74%
	0
	0%
	28
	72%
	0
	0%
	19
	79%
	0
	0%
	9
	60%

	MCV 
(fL)
	A
	17
	94%
	0
	0%
	34
	92%
	3
	75%
	22
	92%
	1
	50%
	12
	92%
	2
	100%

	
	B
	1
	6%
	2
	100%
	3
	8%
	1
	25%
	2
	8%
	1
	50%
	1
	8%
	0
	0%

	RCDW
(%)
	A
	7
	100%
	4
	31%
	13
	93%
	9
	33%
	8
	89%
	6
	35%
	5
	100%
	3
	30%

	
	B
	0
	0%
	9
	69%
	1
	7%
	18
	67%
	1
	11%
	11
	65%
	0
	0%
	7
	70%

	MCH
(pg)
	A
	17
	89%
	0
	0%
	38
	100%
	0
	0%
	24
	100%
	0
	0%
	14
	100%
	0
	0%

	
	B
	2
	11%
	1
	100%
	0
	0%
	3
	100%
	0
	0%
	2
	100%
	0
	0%
	1
	100%

	MCHC
(g/L)
	A
	13
	72%
	2
	100%
	24
	67%
	3
	60%
	13
	59%
	3
	75%
	11
	79%
	0
	0%

	
	B
	5
	28%
	0
	0%
	12
	33%
	2
	40%
	9
	41%
	1
	25%
	3
	21%
	1
	100%

	Neutrophils
(x10^9/L)
	A
	8
	62%
	0
	0%
	8
	33%
	4
	24%
	4
	27%
	3
	27%
	4
	44%
	1
	17%

	
	B
	5
	38%
	7
	100%
	16
	67%
	13
	76%
	11
	73%
	8
	73%
	5
	56%
	5
	83%

	Lymphocytes
(x10^9/L)
	A
	0
	0%
	7
	47%
	5
	42%
	8
	29%
	5
	45%
	3
	21%
	0
	0%
	5
	36%

	
	B
	4
	100%
	8
	53%
	7
	58%
	20
	71%
	6
	55%
	11
	79%
	1
	100%
	9
	64%

	Monocytes
(x10^9/L)
	A
	10
	77%
	6
	86%
	20
	83%
	9
	53%
	12
	80%
	5
	45%
	8
	89%
	4
	67%

	
	B
	3
	23%
	1
	14%
	4
	17%
	8
	47%
	3
	20%
	6
	55%
	1
	11%
	2
	33%

	Eosinophils
(x10^9/L)
	A
	19
	100%
	0
	0%
	40
	100%
	1
	100%
	26
	100%
	0
	0%
	14
	100%
	1
	100%

	
	B
	0
	0%
	1
	100%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	Basophils
(x10^9/L)
	A
	20
	100%
	0
	0%
	37
	95%
	2
	100%
	24
	96%
	1
	100%
	13
	93%
	1
	100%

	
	B
	0
	0%
	0
	0%
	2
	5%
	0
	0%
	1
	4%
	0
	0%
	1
	7%
	0
	0%

	PT (secs)
	A
	11
	69%
	0
	0%
	13
	43%
	1
	33%
	7
	35%
	0
	0%
	6
	60%
	1
	50%

	
	B
	5
	31%
	2
	100%
	17
	57%
	2
	67%
	13
	65%
	1
	100%
	4
	40%
	1
	50%

	INR
	A
	8
	53%
	0
	0%
	10
	40%
	1
	13%
	4
	22%
	1
	33%
	6
	86%
	0
	0%

	
	B
	7
	47%
	3
	100%
	15
	60%
	7
	88%
	14
	78%
	2
	67%
	1
	14%
	5
	100%

	Na
(mmo/L)
	A
	14
	82%
	3
	100%
	25
	86%
	9
	100%
	15
	88%
	8
	100%
	10
	83%
	1
	100%

	
	B
	3
	18%
	0
	0%
	4
	14%
	0
	0%
	2
	12%
	0
	0%
	2
	17%
	0
	0%

	 Day 4
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	K
(mmo/L)
	A
	20
	100%
	0
	0%
	31
	86%
	1
	50%
	20
	83%
	1
	50%
	11
	92%
	0
	0%

	
	B
	0
	0%
	0
	0%
	5
	14%
	1
	50%
	4
	17%
	1
	50%
	1
	8%
	0
	0%

	Urea
(mmo/L)
	A
	12
	86%
	5
	83%
	21
	78%
	11
	85%
	14
	82%
	8
	89%
	7
	70%
	3
	75%

	
	B
	2
	14%
	1
	17%
	6
	22%
	2
	15%
	3
	18%
	1
	11%
	3
	30%
	1
	25%

	Creatinine
(umol/L)
	A
	5
	38%
	3
	50%
	8
	33%
	5
	33%
	6
	38%
	4
	40%
	2
	25%
	1
	20%

	
	B
	8
	62%
	3
	50%
	16
	67%
	10
	67%
	10
	63%
	6
	60%
	6
	75%
	4
	80%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	8
	100%
	7
	100%
	14
	100%
	16
	100%
	10
	100%
	8
	100%
	4
	100%
	8
	100%

	Bilirubin
(umol/L)
	A
	7
	64%
	1
	25%
	15
	68%
	6
	67%
	11
	69%
	3
	50%
	4
	67%
	3
	100%

	
	B
	4
	36%
	3
	75%
	7
	32%
	3
	33%
	5
	31%
	3
	50%
	2
	33%
	0
	0%

	ALT
(unit/L)
	A
	3
	43%
	2
	29%
	7
	58%
	2
	11%
	5
	56%
	2
	15%
	2
	67%
	0
	0%

	
	B
	4
	57%
	5
	71%
	5
	42%
	16
	89%
	4
	44%
	11
	85%
	1
	33%
	5
	100%

	AST
(unit/L)
	A
	0
	0%
	2
	33%
	1
	100%
	4
	24%
	1
	100%
	4
	29%
	0
	0%
	0
	0%

	
	B
	3
	100%
	4
	67%
	0
	0%
	13
	76%
	0
	0%
	10
	71%
	0
	0%
	3
	100%

	ALP
(unit/L)
	A
	14
	100%
	1
	100%
	25
	100%
	4
	100%
	19
	100%
	3
	100%
	6
	100%
	1
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	9
	90%
	3
	100%
	15
	94%
	6
	67%
	12
	100%
	5
	71%
	3
	75%
	1
	50%

	
	B
	1
	10%
	0
	0%
	1
	6%
	3
	33%
	0
	0%
	2
	29%
	1
	25%
	1
	50%

	Albumin
(g/L)
	A
	1
	100%
	11
	79%
	6
	100%
	19
	76%
	5
	100%
	13
	76%
	1
	100%
	6
	75%

	
	B
	0
	0%
	3
	21%
	0
	0%
	6
	24%
	0
	0%
	4
	24%
	0
	0%
	2
	25%

	Ca
(mmol/L)
	A
	3
	60%
	4
	67%
	4
	57%
	4
	24%
	4
	67%
	3
	25%
	0
	0%
	1
	20%

	
	B
	2
	40%
	2
	33%
	3
	43%
	13
	76%
	2
	33%
	9
	75%
	1
	100%
	4
	80%

	CRP
(mg/L)
	A
	0
	0%
	7
	54%
	0
	0%
	18
	72%
	0
	0%
	14
	74%
	0
	0%
	4
	67%

	
	B
	0
	0%
	6
	46%
	0
	0%
	7
	28%
	0
	0%
	5
	26%
	0
	0%
	2
	33%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 4. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.





Appendix Table 5. Clinical Safety Bloods Shift Table, Baseline to Day 5. 

	 Day 5
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	1
	100%
	1
	8%
	0
	0%
	12
	32%
	0
	0%
	8
	35%
	0
	0%
	4
	29%

	
	B
	0
	0%
	12
	92%
	0
	0%
	25
	68%
	0
	0%
	15
	65%
	0
	0%
	10
	71%

	Hct
	A
	1
	100%
	1
	8%
	0
	0%
	10
	28%
	0
	0%
	6
	27%
	0
	0%
	4
	29%

	
	B
	0
	0%
	12
	92%
	1
	100%
	26
	72%
	1
	100%
	16
	73%
	0
	0%
	10
	71%

	WCC (x10^9/L)
	A
	4
	40%
	1
	25%
	2
	13%
	5
	24%
	0
	0%
	3
	23%
	2
	33%
	2
	25%

	
	B
	6
	60%
	3
	75%
	14
	88%
	16
	76%
	10
	100%
	10
	77%
	4
	67%
	6
	75%

	Plt 
(x10^9/L)
	A
	8
	100%
	3
	50%
	12
	71%
	10
	53%
	8
	67%
	4
	40%
	4
	80%
	6
	67%

	
	B
	0
	0%
	3
	50%
	5
	29%
	9
	47%
	4
	33%
	6
	60%
	1
	20%
	3
	33%

	RCC 
(x10^9/L)
	A
	1
	100%
	2
	15%
	1
	50%
	12
	34%
	1
	50%
	6
	29%
	0
	0%
	6
	43%

	
	B
	0
	0%
	11
	85%
	1
	50%
	23
	66%
	1
	50%
	15
	71%
	0
	0%
	8
	57%

	MCV 
(fL)
	A
	11
	100%
	0
	0%
	33
	97%
	1
	33%
	20
	100%
	1
	33%
	13
	93%
	0
	0%

	
	B
	0
	0%
	3
	100%
	1
	3%
	2
	67%
	0
	0%
	2
	67%
	1
	7%
	0
	0%

	RCDW
(%)
	A
	4
	100%
	4
	40%
	10
	100%
	9
	33%
	6
	100%
	6
	35%
	4
	100%
	3
	30%

	
	B
	0
	0%
	6
	60%
	0
	0%
	18
	67%
	0
	0%
	11
	65%
	0
	0%
	7
	70%

	MCH
(pg)
	A
	12
	86%
	0
	0%
	34
	94%
	0
	0%
	21
	95%
	0
	0%
	13
	93%
	0
	0%

	
	B
	2
	14%
	0
	0%
	2
	6%
	1
	100%
	1
	5%
	1
	100%
	1
	7%
	0
	0%

	MCHC
(g/L)
	A
	8
	67%
	1
	50%
	24
	75%
	2
	40%
	14
	78%
	2
	40%
	10
	71%
	0
	0%

	
	B
	4
	33%
	1
	50%
	8
	25%
	3
	60%
	4
	22%
	3
	60%
	4
	29%
	0
	0%

	Neutrophils
(x10^9/L)
	A
	3
	33%
	1
	20%
	4
	27%
	5
	24%
	2
	22%
	3
	23%
	2
	33%
	2
	25%

	
	B
	6
	67%
	4
	80%
	11
	73%
	16
	76%
	7
	78%
	10
	77%
	4
	67%
	6
	75%

	Lymphocytes
(x10^9/L)
	A
	3
	75%
	3
	30%
	5
	38%
	7
	30%
	3
	50%
	4
	25%
	2
	29%
	3
	43%

	
	B
	1
	25%
	7
	70%
	8
	62%
	16
	70%
	3
	50%
	12
	75%
	5
	71%
	4
	57%

	Monocytes
(x10^9/L)
	A
	8
	89%
	3
	60%
	13
	81%
	12
	60%
	7
	78%
	7
	54%
	6
	86%
	5
	71%

	
	B
	1
	11%
	2
	40%
	3
	19%
	8
	40%
	2
	22%
	6
	46%
	1
	14%
	2
	29%

	Eosinophils
(x10^9/L)
	A
	13
	100%
	0
	0%
	33
	100%
	3
	100%
	20
	100%
	2
	100%
	13
	100%
	1
	100%

	
	B
	0
	0%
	1
	100%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	Basophils
(x10^9/L)
	A
	14
	100%
	0
	0%
	32
	100%
	3
	75%
	21
	100%
	1
	100%
	11
	100%
	2
	67%

	
	B
	0
	0%
	0
	0%
	0
	0%
	1
	25%
	0
	0%
	0
	0%
	0
	0%
	1
	33%

	PT (secs)
	A
	5
	45%
	0
	0%
	15
	50%
	0
	0%
	7
	37%
	0
	0%
	8
	73%
	0
	0%

	
	B
	6
	55%
	1
	100%
	15
	50%
	2
	100%
	12
	63%
	1
	100%
	3
	27%
	1
	100%

	INR
	A
	2
	18%
	0
	0%
	9
	35%
	1
	20%
	3
	18%
	1
	33%
	6
	67%
	0
	0%

	
	B
	9
	82%
	1
	100%
	17
	65%
	4
	80%
	14
	82%
	2
	67%
	3
	33%
	2
	100%

	Na
(mmo/L)
	A
	9
	90%
	3
	75%
	24
	83%
	7
	100%
	15
	88%
	5
	100%
	9
	75%
	2
	100%

	
	B
	1
	10%
	1
	25%
	5
	17%
	0
	0%
	2
	12%
	0
	0%
	3
	25%
	0
	0%

	 Day 5
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	K
(mmo/L)
	A
	13
	100%
	1
	100%
	31
	86%
	0
	0%
	19
	83%
	0
	0%
	12
	92%
	0
	0%

	
	B
	0
	0%
	0
	0%
	5
	14%
	0
	0%
	4
	17%
	0
	0%
	1
	8%
	0
	0%

	Urea
(mmo/L)
	A
	10
	100%
	4
	100%
	22
	88%
	7
	58%
	14
	93%
	5
	63%
	8
	80%
	2
	50%

	
	B
	0
	0%
	0
	0%
	3
	12%
	5
	42%
	1
	7%
	3
	38%
	2
	20%
	2
	50%

	Creatinine
(umol/L)
	A
	5
	56%
	1
	25%
	8
	35%
	3
	21%
	6
	43%
	2
	22%
	2
	22%
	1
	20%

	
	B
	4
	44%
	3
	75%
	15
	65%
	11
	79%
	8
	57%
	7
	78%
	7
	78%
	4
	80%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	7
	100%
	3
	100%
	18
	100%
	13
	100%
	12
	100%
	6
	100%
	6
	100%
	7
	100%

	Bilirubin
(umol/L)
	A
	3
	75%
	1
	20%
	16
	76%
	6
	75%
	11
	79%
	4
	67%
	5
	71%
	2
	100%

	
	B
	1
	25%
	4
	80%
	5
	24%
	2
	25%
	3
	21%
	2
	33%
	2
	29%
	0
	0%

	ALT
(unit/L)
	A
	2
	50%
	0
	0%
	3
	75%
	4
	17%
	1
	50%
	4
	22%
	2
	100%
	0
	0%

	
	B
	2
	50%
	5
	100%
	1
	25%
	20
	83%
	1
	50%
	14
	78%
	0
	0%
	6
	100%

	AST
(unit/L)
	A
	1
	50%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	1
	50%
	3
	100%
	0
	0%
	13
	100%
	0
	0%
	11
	100%
	0
	0%
	2
	100%

	ALP
(unit/L)
	A
	7
	100%
	2
	100%
	23
	100%
	4
	100%
	17
	100%
	3
	100%
	6
	100%
	1
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	2
	67%
	6
	100%
	5
	83%
	9
	75%
	4
	100%
	6
	75%
	1
	50%
	3
	75%

	
	B
	1
	33%
	0
	0%
	1
	17%
	3
	25%
	0
	0%
	2
	25%
	1
	50%
	1
	25%

	Albumin
(g/L)
	A
	1
	100%
	7
	88%
	2
	67%
	21
	81%
	1
	50%
	15
	83%
	1
	100%
	6
	75%

	
	B
	0
	0%
	1
	13%
	1
	33%
	5
	19%
	1
	50%
	3
	17%
	0
	0%
	2
	25%

	Ca
(mmol/L)
	A
	5
	83%
	1
	33%
	4
	40%
	2
	18%
	3
	43%
	2
	25%
	1
	33%
	0
	0%

	
	B
	1
	17%
	2
	67%
	6
	60%
	9
	82%
	4
	57%
	6
	75%
	2
	67%
	3
	100%

	CRP
(mg/L)
	A
	0
	0%
	5
	56%
	0
	0%
	14
	64%
	0
	0%
	10
	63%
	0
	0%
	4
	67%

	
	B
	0
	0%
	4
	44%
	0
	0%
	8
	36%
	0
	0%
	6
	38%
	0
	0%
	2
	33%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 5. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.





Appendix Table 6. Clinical Safety Bloods Shift Table, Baseline to Day 6. 

	 Day 6
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	1
	100%
	3
	16%
	1
	50%
	10
	29%
	1
	50%
	8
	35%
	0
	0%
	2
	18%

	
	B
	0
	0%
	16
	84%
	1
	50%
	24
	71%
	1
	50%
	15
	65%
	0
	0%
	9
	82%

	Hct
	A
	1
	100%
	2
	11%
	1
	50%
	8
	24%
	1
	50%
	6
	27%
	0
	0%
	2
	18%

	
	B
	0
	0%
	17
	89%
	1
	50%
	25
	76%
	1
	50%
	16
	73%
	0
	0%
	9
	82%

	WCC (x10^9/L)
	A
	5
	45%
	3
	33%
	3
	30%
	5
	19%
	2
	25%
	3
	18%
	1
	50%
	2
	22%

	
	B
	6
	55%
	6
	67%
	7
	70%
	21
	81%
	6
	75%
	14
	82%
	1
	50%
	7
	78%

	Plt 
(x10^9/L)
	A
	13
	81%
	1
	25%
	16
	64%
	5
	45%
	13
	65%
	1
	20%
	3
	60%
	4
	67%

	
	B
	3
	19%
	3
	75%
	9
	36%
	6
	55%
	7
	35%
	4
	80%
	2
	40%
	2
	33%

	RCC 
(x10^9/L)
	A
	1
	100%
	3
	16%
	1
	50%
	11
	32%
	1
	50%
	7
	30%
	0
	0%
	4
	36%

	
	B
	0
	0%
	16
	84%
	1
	50%
	23
	68%
	1
	50%
	16
	70%
	0
	0%
	7
	64%

	MCV 
(fL)
	A
	17
	100%
	0
	0%
	31
	94%
	2
	67%
	21
	95%
	2
	67%
	10
	91%
	0
	0%

	
	B
	0
	0%
	3
	100%
	2
	6%
	1
	33%
	1
	5%
	1
	33%
	1
	9%
	0
	0%

	RCDW
(%)
	A
	6
	100%
	5
	38%
	9
	75%
	10
	42%
	8
	80%
	7
	47%
	1
	50%
	3
	33%

	
	B
	0
	0%
	8
	62%
	3
	25%
	14
	58%
	2
	20%
	8
	53%
	1
	50%
	6
	67%

	MCH
(pg)
	A
	17
	89%
	0
	0%
	32
	97%
	0
	0%
	22
	96%
	0
	0%
	10
	100%
	0
	0%

	
	B
	2
	11%
	1
	100%
	1
	3%
	3
	100%
	1
	4%
	2
	100%
	0
	0%
	1
	100%

	MCHC
(g/L)
	A
	10
	63%
	3
	75%
	22
	71%
	2
	40%
	14
	64%
	2
	67%
	8
	89%
	0
	0%

	
	B
	6
	38%
	1
	25%
	9
	29%
	3
	60%
	8
	36%
	1
	33%
	1
	11%
	2
	100%

	Neutrophils
(x10^9/L)
	A
	4
	33%
	2
	25%
	4
	33%
	5
	21%
	3
	30%
	3
	20%
	1
	50%
	2
	22%

	
	B
	8
	67%
	6
	75%
	8
	67%
	19
	79%
	7
	70%
	12
	80%
	1
	50%
	7
	78%

	Lymphocytes
(x10^9/L)
	A
	6
	60%
	3
	30%
	4
	24%
	8
	44%
	3
	25%
	4
	33%
	1
	20%
	4
	67%

	
	B
	4
	40%
	7
	70%
	13
	76%
	10
	56%
	9
	75%
	8
	67%
	4
	80%
	2
	33%

	Monocytes
(x10^9/L)
	A
	10
	91%
	6
	67%
	9
	82%
	17
	68%
	6
	75%
	11
	65%
	3
	100%
	6
	75%

	
	B
	1
	9%
	3
	33%
	2
	18%
	8
	32%
	2
	25%
	6
	35%
	0
	0%
	2
	25%

	Eosinophils
(x10^9/L)
	A
	18
	95%
	1
	100%
	35
	100%
	1
	100%
	24
	100%
	1
	100%
	11
	100%
	0
	0%

	
	B
	1
	5%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	Basophils
(x10^9/L)
	A
	20
	100%
	0
	0%
	34
	97%
	0
	0%
	24
	100%
	0
	0%
	10
	91%
	0
	0%

	
	B
	0
	0%
	0
	0%
	1
	3%
	1
	100%
	0
	0%
	1
	100%
	1
	9%
	0
	0%

	PT (secs)
	A
	10
	59%
	1
	50%
	13
	48%
	0
	0%
	8
	42%
	0
	0%
	5
	63%
	0
	0%

	
	B
	7
	41%
	1
	50%
	14
	52%
	2
	100%
	11
	58%
	1
	100%
	3
	38%
	1
	100%

	INR
	A
	7
	44%
	0
	0%
	7
	29%
	0
	0%
	3
	18%
	0
	0%
	4
	57%
	0
	0%

	
	B
	9
	56%
	2
	100%
	17
	71%
	5
	100%
	14
	82%
	3
	100%
	3
	43%
	2
	100%

	Na
(mmo/L)
	A
	13
	87%
	5
	83%
	23
	88%
	7
	88%
	17
	100%
	5
	83%
	6
	67%
	2
	100%

	
	B
	2
	13%
	1
	17%
	3
	12%
	1
	13%
	0
	0%
	1
	17%
	3
	33%
	0
	0%

	 Day 6
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	K
(mmo/L)
	A
	20
	100%
	0
	0%
	29
	85%
	0
	0%
	20
	83%
	0
	0%
	9
	90%
	0
	0%

	
	B
	0
	0%
	0
	0%
	5
	15%
	0
	0%
	4
	17%
	0
	0%
	1
	10%
	0
	0%

	Urea
(mmo/L)
	A
	12
	92%
	7
	88%
	16
	89%
	10
	59%
	10
	83%
	9
	75%
	6
	100%
	1
	20%

	
	B
	1
	8%
	1
	13%
	2
	11%
	7
	41%
	2
	17%
	3
	25%
	0
	0%
	4
	80%

	Creatinine
(umol/L)
	A
	5
	42%
	3
	38%
	7
	29%
	4
	36%
	6
	35%
	3
	43%
	1
	14%
	1
	25%

	
	B
	7
	58%
	5
	63%
	17
	71%
	7
	64%
	11
	65%
	4
	57%
	6
	86%
	3
	75%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	9
	100%
	7
	100%
	19
	100%
	9
	100%
	13
	100%
	4
	100%
	6
	100%
	5
	100%

	Bilirubin
(umol/L)
	A
	7
	70%
	1
	20%
	14
	88%
	6
	50%
	10
	91%
	4
	44%
	4
	80%
	2
	67%

	
	B
	3
	30%
	4
	80%
	2
	13%
	6
	50%
	1
	9%
	5
	56%
	1
	20%
	1
	33%

	ALT
(unit/L)
	A
	4
	57%
	0
	0%
	3
	75%
	3
	14%
	2
	67%
	3
	18%
	1
	100%
	0
	0%

	
	B
	3
	43%
	7
	100%
	1
	25%
	19
	86%
	1
	33%
	14
	82%
	0
	0%
	5
	100%

	AST
(unit/L)
	A
	1
	33%
	1
	20%
	1
	50%
	2
	20%
	1
	50%
	2
	20%
	0
	0%
	0
	0%

	
	B
	2
	67%
	4
	80%
	1
	50%
	8
	80%
	1
	50%
	8
	80%
	0
	0%
	0
	0%

	ALP
(unit/L)
	A
	9
	100%
	6
	100%
	20
	100%
	7
	100%
	14
	100%
	6
	100%
	6
	100%
	1
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	4
	100%
	8
	89%
	4
	100%
	15
	79%
	4
	100%
	11
	85%
	0
	0%
	4
	67%

	
	B
	0
	0%
	1
	11%
	0
	0%
	4
	21%
	0
	0%
	2
	15%
	0
	0%
	2
	33%

	Albumin
(g/L)
	A
	5
	100%
	7
	70%
	3
	100%
	19
	76%
	3
	100%
	13
	76%
	0
	0%
	6
	75%

	
	B
	0
	0%
	3
	30%
	0
	0%
	6
	24%
	0
	0%
	4
	24%
	0
	0%
	2
	25%

	Ca
(mmol/L)
	A
	4
	50%
	3
	75%
	6
	43%
	3
	30%
	5
	45%
	3
	43%
	1
	33%
	0
	0%

	
	B
	4
	50%
	1
	25%
	8
	57%
	7
	70%
	6
	55%
	4
	57%
	2
	67%
	3
	100%

	CRP
(mg/L)
	A
	1
	100%
	7
	54%
	1
	100%
	12
	63%
	1
	100%
	9
	64%
	0
	0%
	3
	60%

	
	B
	0
	0%
	6
	46%
	0
	0%
	7
	37%
	0
	0%
	5
	36%
	0
	0%
	2
	40%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 6. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.





Appendix Table 7. Clinical Safety Bloods Shift Table, Baseline to Day 7. 

	 Day 7
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	0
	0%
	3
	16%
	0
	0%
	8
	30%
	0
	0%
	6
	32%
	0
	0%
	2
	25%

	
	B
	0
	0%
	16
	84%
	0
	0%
	19
	70%
	0
	0%
	13
	68%
	0
	0%
	6
	75%

	Hct
	A
	0
	0%
	2
	11%
	0
	0%
	7
	27%
	0
	0%
	5
	28%
	0
	0%
	2
	25%

	
	B
	0
	0%
	17
	89%
	0
	0%
	19
	73%
	0
	0%
	13
	72%
	0
	0%
	6
	75%

	WCC (x10^9/L)
	A
	5
	45%
	4
	50%
	0
	0%
	5
	25%
	0
	0%
	3
	23%
	0
	0%
	2
	29%

	
	B
	6
	55%
	4
	50%
	7
	100%
	15
	75%
	6
	100%
	10
	77%
	1
	100%
	5
	71%

	Plt 
(x10^9/L)
	A
	11
	79%
	3
	60%
	11
	61%
	5
	56%
	8
	53%
	2
	50%
	3
	100%
	3
	60%

	
	B
	3
	21%
	2
	40%
	7
	39%
	4
	44%
	7
	47%
	2
	50%
	0
	0%
	2
	40%

	RCC 
(x10^9/L)
	A
	0
	0%
	4
	21%
	0
	0%
	8
	31%
	0
	0%
	5
	28%
	0
	0%
	3
	38%

	
	B
	0
	0%
	15
	79%
	0
	0%
	18
	69%
	0
	0%
	13
	72%
	0
	0%
	5
	63%

	MCV 
(fL)
	A
	16
	89%
	0
	0%
	21
	91%
	3
	75%
	15
	94%
	2
	67%
	6
	86%
	1
	100%

	
	B
	2
	11%
	1
	100%
	2
	9%
	1
	25%
	1
	6%
	1
	33%
	1
	14%
	0
	0%

	RCDW
(%)
	A
	5
	100%
	7
	50%
	3
	100%
	11
	46%
	3
	100%
	8
	50%
	0
	0%
	3
	38%

	
	B
	0
	0%
	7
	50%
	0
	0%
	13
	54%
	0
	0%
	8
	50%
	0
	0%
	5
	63%

	MCH
(pg)
	A
	16
	89%
	0
	0%
	24
	92%
	0
	0%
	17
	94%
	0
	0%
	7
	88%
	0
	0%

	
	B
	2
	11%
	1
	100%
	2
	8%
	1
	100%
	1
	6%
	1
	100%
	1
	13%
	0
	0%

	MCHC
(g/L)
	A
	11
	69%
	3
	100%
	19
	83%
	2
	50%
	12
	75%
	2
	67%
	7
	100%
	0
	0%

	
	B
	5
	31%
	0
	0%
	4
	17%
	2
	50%
	4
	25%
	1
	33%
	0
	0%
	1
	100%

	Neutrophils
(x10^9/L)
	A
	2
	25%
	6
	55%
	2
	29%
	3
	16%
	2
	40%
	1
	7%
	0
	0%
	2
	40%

	
	B
	6
	75%
	5
	45%
	5
	71%
	16
	84%
	3
	60%
	13
	93%
	2
	100%
	3
	60%

	Lymphocytes
(x10^9/L)
	A
	2
	40%
	5
	36%
	3
	27%
	7
	50%
	3
	43%
	4
	36%
	0
	0%
	3
	100%

	
	B
	3
	60%
	9
	64%
	8
	73%
	7
	50%
	4
	57%
	7
	64%
	4
	100%
	0
	0%

	Monocytes
(x10^9/L)
	A
	9
	90%
	7
	78%
	5
	71%
	12
	63%
	4
	67%
	7
	54%
	1
	100%
	5
	83%

	
	B
	1
	10%
	2
	22%
	2
	29%
	7
	37%
	2
	33%
	6
	46%
	0
	0%
	1
	17%

	Eosinophils
(x10^9/L)
	A
	16
	94%
	2
	100%
	24
	100%
	2
	100%
	17
	100%
	2
	100%
	7
	100%
	0
	0%

	
	B
	1
	6%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	Basophils
(x10^9/L)
	A
	19
	100%
	0
	0%
	24
	96%
	1
	100%
	18
	95%
	0
	0%
	6
	100%
	1
	100%

	
	B
	0
	0%
	0
	0%
	1
	4%
	0
	0%
	1
	5%
	0
	0%
	0
	0%
	0
	0%

	PT (secs)
	A
	9
	60%
	0
	0%
	12
	52%
	1
	50%
	9
	53%
	0
	0%
	3
	50%
	1
	100%

	
	B
	6
	40%
	1
	100%
	11
	48%
	1
	50%
	8
	47%
	1
	100%
	3
	50%
	0
	0%

	INR
	A
	6
	40%
	0
	0%
	8
	38%
	0
	0%
	5
	31%
	0
	0%
	3
	60%
	0
	0%

	
	B
	9
	60%
	1
	100%
	13
	62%
	4
	100%
	11
	69%
	2
	100%
	2
	40%
	2
	100%

	Na
(mmo/L)
	A
	12
	80%
	4
	100%
	18
	86%
	5
	100%
	13
	93%
	4
	100%
	5
	71%
	1
	100%

	
	B
	3
	20%
	0
	0%
	3
	14%
	0
	0%
	1
	7%
	0
	0%
	2
	29%
	0
	0%

	 Day 7
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	K
(mmo/L)
	A
	17
	100%
	1
	100%
	22
	85%
	0
	0%
	16
	84%
	0
	0%
	6
	86%
	0
	0%

	
	B
	0
	0%
	0
	0%
	4
	15%
	0
	0%
	3
	16%
	0
	0%
	1
	14%
	0
	0%

	Urea
(mmo/L)
	A
	11
	92%
	6
	86%
	12
	92%
	8
	57%
	8
	89%
	7
	70%
	4
	100%
	1
	25%

	
	B
	1
	8%
	1
	14%
	1
	8%
	6
	43%
	1
	11%
	3
	30%
	0
	0%
	3
	75%

	Creatinine
(umol/L)
	A
	4
	40%
	3
	38%
	5
	33%
	5
	42%
	4
	40%
	4
	44%
	1
	20%
	1
	33%

	
	B
	6
	60%
	5
	63%
	10
	67%
	7
	58%
	6
	60%
	5
	56%
	4
	80%
	2
	67%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	9
	100%
	5
	100%
	14
	100%
	7
	100%
	10
	100%
	3
	100%
	4
	100%
	4
	100%

	Bilirubin
(umol/L)
	A
	5
	63%
	1
	25%
	12
	80%
	5
	63%
	9
	82%
	3
	50%
	3
	75%
	2
	100%

	
	B
	3
	38%
	3
	75%
	3
	20%
	3
	38%
	2
	18%
	3
	50%
	1
	25%
	0
	0%

	ALT
(unit/L)
	A
	2
	50%
	0
	0%
	2
	50%
	2
	11%
	2
	67%
	2
	14%
	0
	0%
	0
	0%

	
	B
	2
	50%
	7
	100%
	2
	50%
	16
	89%
	1
	33%
	12
	86%
	1
	100%
	4
	100%

	AST
(unit/L)
	A
	0
	0%
	1
	17%
	1
	33%
	0
	0%
	1
	50%
	0
	0%
	0
	0%
	0
	0%

	
	B
	1
	100%
	5
	83%
	2
	67%
	8
	100%
	1
	50%
	6
	100%
	1
	100%
	2
	100%

	ALP
(unit/L)
	A
	8
	100%
	4
	100%
	17
	100%
	5
	100%
	13
	100%
	4
	100%
	4
	100%
	1
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	2
	100%
	9
	90%
	2
	100%
	12
	75%
	2
	100%
	9
	82%
	0
	0%
	3
	60%

	
	B
	0
	0%
	1
	10%
	0
	0%
	4
	25%
	0
	0%
	2
	18%
	0
	0%
	2
	40%

	Albumin
(g/L)
	A
	2
	100%
	8
	80%
	3
	75%
	15
	79%
	3
	75%
	11
	85%
	0
	0%
	4
	67%

	
	B
	0
	0%
	2
	20%
	1
	25%
	4
	21%
	1
	25%
	2
	15%
	0
	0%
	2
	33%

	Ca
(mmol/L)
	A
	4
	57%
	3
	60%
	3
	33%
	5
	50%
	3
	43%
	4
	57%
	0
	0%
	1
	33%

	
	B
	3
	43%
	2
	40%
	6
	67%
	5
	50%
	4
	57%
	3
	43%
	2
	100%
	2
	67%

	CRP
(mg/L)
	A
	0
	0%
	7
	54%
	0
	0%
	9
	53%
	0
	0%
	7
	54%
	0
	0%
	2
	50%

	
	B
	0
	0%
	6
	46%
	0
	0%
	8
	47%
	0
	0%
	6
	46%
	0
	0%
	2
	50%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 7. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.





Appendix Table 8. Clinical Safety Bloods Shift Table, Baseline to Day 14. 

	 Day 14
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	0
	0%
	0
	0%
	0
	0%
	8
	31%
	0
	0%
	6
	35%
	0
	0%
	2
	22%

	
	B
	0
	0%
	10
	100%
	0
	0%
	18
	69%
	0
	0%
	11
	65%
	0
	0%
	7
	78%

	Hct
	A
	0
	0%
	0
	0%
	0
	0%
	7
	27%
	0
	0%
	5
	29%
	0
	0%
	2
	22%

	
	B
	0
	0%
	10
	100%
	0
	0%
	19
	73%
	0
	0%
	12
	71%
	0
	0%
	7
	78%

	WCC (x10^9/L)
	A
	2
	40%
	3
	60%
	1
	20%
	4
	19%
	0
	0%
	3
	21%
	1
	50%
	1
	14%

	
	B
	3
	60%
	2
	40%
	4
	80%
	17
	81%
	3
	100%
	11
	79%
	1
	50%
	6
	86%

	Plt 
(x10^9/L)
	A
	1
	25%
	4
	67%
	2
	33%
	15
	75%
	0
	0%
	10
	71%
	2
	67%
	5
	83%

	
	B
	3
	75%
	2
	33%
	4
	67%
	5
	25%
	3
	100%
	4
	29%
	1
	33%
	1
	17%

	RCC 
(x10^9/L)
	A
	0
	0%
	1
	10%
	0
	0%
	9
	35%
	0
	0%
	6
	35%
	0
	0%
	3
	33%

	
	B
	0
	0%
	9
	90%
	0
	0%
	17
	65%
	0
	0%
	11
	65%
	0
	0%
	6
	67%

	MCV 
(fL)
	A
	9
	90%
	0
	0%
	23
	92%
	0
	0%
	15
	94%
	0
	0%
	8
	89%
	0
	0%

	
	B
	1
	10%
	0
	0%
	2
	8%
	1
	100%
	1
	6%
	1
	100%
	1
	11%
	0
	0%

	RCDW
(%)
	A
	2
	100%
	2
	25%
	2
	50%
	10
	45%
	2
	67%
	6
	43%
	0
	0%
	4
	50%

	
	B
	0
	0%
	6
	75%
	2
	50%
	12
	55%
	1
	33%
	8
	57%
	1
	100%
	4
	50%

	MCH
(pg)
	A
	9
	90%
	0
	0%
	23
	92%
	0
	0%
	15
	94%
	0
	0%
	8
	89%
	0
	0%

	
	B
	1
	10%
	0
	0%
	2
	8%
	1
	100%
	1
	6%
	1
	100%
	1
	11%
	0
	0%

	MCHC
(g/L)
	A
	5
	100%
	2
	40%
	17
	77%
	4
	100%
	11
	73%
	2
	100%
	6
	86%
	2
	100%

	
	B
	0
	0%
	3
	60%
	5
	23%
	0
	0%
	4
	27%
	0
	0%
	1
	14%
	0
	0%

	Neutrophils
(x10^9/L)
	A
	0
	0%
	4
	67%
	1
	20%
	5
	24%
	1
	33%
	3
	21%
	0
	0%
	2
	29%

	
	B
	4
	100%
	2
	33%
	4
	80%
	16
	76%
	2
	67%
	11
	79%
	2
	100%
	5
	71%

	Lymphocytes
(x10^9/L)
	A
	1
	20%
	1
	20%
	6
	43%
	4
	36%
	4
	44%
	1
	14%
	2
	40%
	3
	75%

	
	B
	4
	80%
	4
	80%
	8
	57%
	7
	64%
	5
	56%
	6
	86%
	3
	60%
	1
	25%

	Monocytes
(x10^9/L)
	A
	8
	80%
	0
	0%
	10
	91%
	8
	53%
	8
	100%
	3
	33%
	2
	67%
	5
	83%

	
	B
	2
	20%
	0
	0%
	1
	9%
	7
	47%
	0
	0%
	6
	67%
	1
	33%
	1
	17%

	Eosinophils
(x10^9/L)
	A
	8
	100%
	2
	100%
	25
	100%
	1
	100%
	17
	100%
	0
	0%
	8
	100%
	1
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	Basophils
(x10^9/L)
	A
	10
	100%
	0
	0%
	24
	92%
	0
	0%
	16
	94%
	0
	0%
	8
	89%
	0
	0%

	
	B
	0
	0%
	0
	0%
	2
	8%
	0
	0%
	1
	6%
	0
	0%
	1
	11%
	0
	0%

	PT (secs)
	A
	6
	60%
	0
	0%
	9
	50%
	1
	50%
	5
	50%
	0
	0%
	4
	50%
	1
	100%

	
	B
	4
	40%
	1
	100%
	9
	50%
	1
	50%
	5
	50%
	1
	100%
	4
	50%
	0
	0%

	INR
	A
	5
	56%
	1
	50%
	7
	41%
	0
	0%
	3
	30%
	0
	0%
	4
	57%
	0
	0%

	
	B
	4
	44%
	1
	50%
	10
	59%
	3
	100%
	7
	70%
	1
	100%
	3
	43%
	2
	100%

	Na
(mmo/L)
	A
	6
	86%
	4
	100%
	20
	91%
	4
	100%
	13
	100%
	3
	100%
	7
	78%
	1
	100%

	
	B
	1
	14%
	0
	0%
	2
	9%
	0
	0%
	0
	0%
	0
	0%
	2
	22%
	0
	0%

	 Day 14
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	K
(mmo/L)
	A
	11
	100%
	0
	0%
	20
	83%
	2
	100%
	13
	81%
	1
	100%
	7
	88%
	1
	100%

	
	B
	0
	0%
	0
	0%
	4
	17%
	0
	0%
	3
	19%
	0
	0%
	1
	13%
	0
	0%

	Urea
(mmo/L)
	A
	4
	80%
	5
	83%
	17
	94%
	4
	44%
	11
	92%
	4
	80%
	6
	100%
	0
	0%

	
	B
	1
	20%
	1
	17%
	1
	6%
	5
	56%
	1
	8%
	1
	20%
	0
	0%
	4
	100%

	Creatinine
(umol/L)
	A
	2
	40%
	2
	33%
	7
	50%
	3
	23%
	5
	56%
	3
	38%
	2
	40%
	0
	0%

	
	B
	3
	60%
	4
	67%
	7
	50%
	10
	77%
	4
	44%
	5
	63%
	3
	60%
	5
	100%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	5
	100%
	4
	100%
	19
	100%
	5
	100%
	12
	100%
	2
	100%
	7
	100%
	3
	100%

	Bilirubin
(umol/L)
	A
	3
	43%
	1
	50%
	14
	82%
	2
	40%
	9
	90%
	1
	25%
	5
	71%
	1
	100%

	
	B
	4
	57%
	1
	50%
	3
	18%
	3
	60%
	1
	10%
	3
	75%
	2
	29%
	0
	0%

	ALT
(unit/L)
	A
	0
	0%
	2
	29%
	1
	20%
	3
	19%
	0
	0%
	3
	30%
	1
	100%
	0
	0%

	
	B
	2
	100%
	5
	71%
	4
	80%
	13
	81%
	4
	100%
	7
	70%
	0
	0%
	6
	100%

	AST
(unit/L)
	A
	0
	0%
	0
	0%
	2
	25%
	0
	0%
	2
	33%
	0
	0%
	0
	0%
	0
	0%

	
	B
	2
	100%
	2
	100%
	6
	75%
	5
	100%
	4
	67%
	4
	100%
	2
	100%
	1
	100%

	ALP
(unit/L)
	A
	1
	100%
	8
	100%
	4
	100%
	17
	100%
	3
	100%
	11
	100%
	1
	100%
	6
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	1
	100%
	5
	83%
	3
	100%
	11
	73%
	3
	100%
	7
	78%
	0
	0%
	4
	67%

	
	B
	0
	0%
	1
	17%
	0
	0%
	4
	27%
	0
	0%
	2
	22%
	0
	0%
	2
	33%

	Albumin
(g/L)
	A
	2
	100%
	5
	71%
	5
	83%
	13
	81%
	3
	75%
	9
	90%
	2
	100%
	4
	67%

	
	B
	0
	0%
	2
	29%
	1
	17%
	3
	19%
	1
	25%
	1
	10%
	0
	0%
	2
	33%

	Ca
(mmol/L)
	A
	3
	43%
	1
	100%
	6
	33%
	1
	50%
	5
	42%
	1
	50%
	1
	17%
	0
	0%

	
	B
	4
	57%
	0
	0%
	12
	67%
	1
	50%
	7
	58%
	1
	50%
	5
	83%
	0
	0%

	CRP
(mg/L)
	A
	0
	0%
	6
	67%
	0
	0%
	11
	61%
	0
	0%
	8
	62%
	0
	0%
	3
	60%

	
	B
	0
	0%
	3
	33%
	0
	0%
	7
	39%
	0
	0%
	5
	38%
	0
	0%
	2
	40%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 14. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.





Appendix Table 9. Clinical Safety Bloods Shift Table, Baseline to Day 21. 

	 Day 21
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	0
	0%
	0
	0%
	0
	0%
	6
	30%
	0
	0%
	4
	31%
	0
	0%
	2
	29%

	
	B
	0
	0%
	13
	100%
	0
	0%
	14
	70%
	0
	0%
	9
	69%
	0
	0%
	5
	71%

	Hct
	A
	0
	0%
	1
	8%
	0
	0%
	5
	25%
	0
	0%
	3
	23%
	0
	0%
	2
	29%

	
	B
	0
	0%
	12
	92%
	0
	0%
	15
	75%
	0
	0%
	10
	77%
	0
	0%
	5
	71%

	WCC (x10^9/L)
	A
	4
	40%
	2
	67%
	3
	27%
	1
	11%
	2
	20%
	0
	0%
	1
	100%
	1
	17%

	
	B
	6
	60%
	1
	33%
	8
	73%
	8
	89%
	8
	80%
	3
	100%
	0
	0%
	5
	83%

	Plt 
(x10^9/L)
	A
	1
	25%
	8
	89%
	3
	33%
	9
	82%
	1
	17%
	6
	86%
	2
	67%
	3
	75%

	
	B
	3
	75%
	1
	11%
	6
	67%
	2
	18%
	5
	83%
	1
	14%
	1
	33%
	1
	25%

	RCC 
(x10^9/L)
	A
	0
	0%
	1
	8%
	0
	0%
	7
	35%
	0
	0%
	4
	31%
	0
	0%
	3
	43%

	
	B
	0
	0%
	12
	92%
	0
	0%
	13
	65%
	0
	0%
	9
	69%
	0
	0%
	4
	57%

	MCV 
(fL)
	A
	12
	92%
	0
	0%
	18
	90%
	0
	0%
	12
	92%
	0
	0%
	6
	86%
	0
	0%

	
	B
	1
	8%
	0
	0%
	2
	10%
	0
	0%
	1
	8%
	0
	0%
	1
	14%
	0
	0%

	RCDW
(%)
	A
	3
	100%
	4
	40%
	4
	80%
	6
	43%
	4
	100%
	4
	50%
	0
	0%
	2
	33%

	
	B
	0
	0%
	6
	60%
	1
	20%
	8
	57%
	0
	0%
	4
	50%
	1
	100%
	4
	67%

	MCH
(pg)
	A
	12
	92%
	0
	0%
	18
	90%
	0
	0%
	12
	92%
	0
	0%
	6
	86%
	0
	0%

	
	B
	1
	8%
	0
	0%
	2
	10%
	0
	0%
	1
	8%
	0
	0%
	1
	14%
	0
	0%

	MCHC
(g/L)
	A
	7
	70%
	2
	67%
	8
	80%
	7
	70%
	5
	71%
	4
	67%
	3
	100%
	3
	75%

	
	B
	3
	30%
	1
	33%
	2
	20%
	3
	30%
	2
	29%
	2
	33%
	0
	0%
	1
	25%

	Neutrophils
(x10^9/L)
	A
	3
	38%
	3
	60%
	3
	33%
	2
	18%
	3
	38%
	0
	0%
	0
	0%
	2
	33%

	
	B
	5
	63%
	2
	40%
	6
	67%
	9
	82%
	5
	63%
	5
	100%
	1
	100%
	4
	67%

	Lymphocytes
(x10^9/L)
	A
	2
	29%
	3
	50%
	2
	29%
	4
	33%
	2
	33%
	0
	0%
	0
	0%
	4
	67%

	
	B
	5
	71%
	3
	50%
	5
	71%
	8
	67%
	4
	67%
	6
	100%
	1
	100%
	2
	33%

	Monocytes
(x10^9/L)
	A
	10
	91%
	1
	50%
	10
	71%
	5
	83%
	9
	82%
	1
	50%
	1
	33%
	4
	100%

	
	B
	1
	9%
	1
	50%
	4
	29%
	1
	17%
	2
	18%
	1
	50%
	2
	67%
	0
	0%

	Eosinophils
(x10^9/L)
	A
	10
	100%
	2
	67%
	18
	100%
	2
	100%
	13
	100%
	0
	0%
	5
	100%
	2
	100%

	
	B
	0
	0%
	1
	33%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	Basophils
(x10^9/L)
	A
	13
	100%
	0
	0%
	18
	90%
	0
	0%
	12
	92%
	0
	0%
	6
	86%
	0
	0%

	
	B
	0
	0%
	0
	0%
	2
	10%
	0
	0%
	1
	8%
	0
	0%
	1
	14%
	0
	0%

	PT (secs)
	A
	6
	60%
	1
	33%
	6
	43%
	1
	50%
	4
	44%
	0
	0%
	2
	40%
	1
	50%

	
	B
	4
	40%
	2
	67%
	8
	57%
	1
	50%
	5
	56%
	0
	0%
	3
	60%
	1
	50%

	INR
	A
	5
	50%
	0
	0%
	4
	36%
	1
	20%
	1
	17%
	1
	33%
	3
	60%
	0
	0%

	
	B
	5
	50%
	3
	100%
	7
	64%
	4
	80%
	5
	83%
	2
	67%
	2
	40%
	2
	100%

	Na
(mmo/L)
	A
	10
	91%
	2
	100%
	17
	85%
	0
	0%
	12
	92%
	0
	0%
	5
	71%
	0
	0%

	
	B
	1
	9%
	0
	0%
	3
	15%
	0
	0%
	1
	8%
	0
	0%
	2
	29%
	0
	0%

	 Day 21
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	K
(mmo/L)
	A
	10
	100%
	2
	100%
	15
	83%
	1
	100%
	11
	85%
	0
	0%
	4
	80%
	1
	100%

	
	B
	0
	0%
	0
	0%
	3
	17%
	0
	0%
	2
	15%
	0
	0%
	1
	20%
	0
	0%

	Urea
(mmo/L)
	A
	7
	88%
	4
	80%
	12
	86%
	2
	33%
	9
	90%
	1
	33%
	3
	75%
	1
	33%

	
	B
	1
	13%
	1
	20%
	2
	14%
	4
	67%
	1
	10%
	2
	67%
	1
	25%
	2
	67%

	Creatinine
(umol/L)
	A
	1
	50%
	3
	30%
	4
	44%
	4
	36%
	3
	43%
	3
	50%
	1
	50%
	1
	20%

	
	B
	1
	50%
	7
	70%
	5
	56%
	7
	64%
	4
	57%
	3
	50%
	1
	50%
	4
	80%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	6
	100%
	4
	100%
	17
	100%
	3
	100%
	12
	100%
	1
	100%
	5
	100%
	2
	100%

	Bilirubin
(umol/L)
	A
	5
	63%
	0
	0%
	12
	71%
	0
	0%
	8
	73%
	0
	0%
	4
	67%
	0
	0%

	
	B
	3
	38%
	1
	100%
	5
	29%
	0
	0%
	3
	27%
	0
	0%
	2
	33%
	0
	0%

	ALT
(unit/L)
	A
	0
	0%
	2
	40%
	0
	0%
	1
	11%
	0
	0%
	1
	14%
	0
	0%
	0
	0%

	
	B
	4
	100%
	3
	60%
	7
	100%
	8
	89%
	4
	100%
	6
	86%
	3
	100%
	2
	100%

	AST
(unit/L)
	A
	1
	25%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	3
	75%
	1
	100%
	5
	100%
	3
	100%
	3
	100%
	2
	100%
	2
	100%
	1
	100%

	ALP
(unit/L)
	A
	2
	100%
	8
	100%
	3
	100%
	13
	100%
	3
	100%
	8
	100%
	0
	0%
	5
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	2
	100%
	6
	86%
	2
	100%
	7
	64%
	2
	100%
	5
	71%
	0
	0%
	2
	50%

	
	B
	0
	0%
	1
	14%
	0
	0%
	4
	36%
	0
	0%
	2
	29%
	0
	0%
	2
	50%

	Albumin
(g/L)
	A
	4
	100%
	4
	67%
	5
	71%
	7
	70%
	4
	67%
	4
	80%
	1
	100%
	3
	60%

	
	B
	0
	0%
	2
	33%
	2
	29%
	3
	30%
	2
	33%
	1
	20%
	0
	0%
	2
	40%

	Ca
(mmol/L)
	A
	4
	57%
	1
	50%
	4
	33%
	1
	33%
	3
	43%
	1
	33%
	1
	20%
	0
	0%

	
	B
	3
	43%
	1
	50%
	8
	67%
	2
	67%
	4
	57%
	2
	67%
	4
	80%
	0
	0%

	CRP
(mg/L)
	A
	1
	100%
	5
	63%
	1
	100%
	8
	57%
	1
	100%
	5
	56%
	0
	0%
	3
	60%

	
	B
	0
	0%
	3
	38%
	0
	0%
	6
	43%
	0
	0%
	4
	44%
	0
	0%
	2
	40%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 21. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.





Appendix Table 10. Clinical Safety Bloods Shift Table, Baseline to Day 28. 

	 Day 28
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Hb 
(g/dL)
	A
	0
	0%
	0
	0%
	0
	0%
	6
	35%
	0
	0%
	4
	40%
	0
	0%
	2
	29%

	
	B
	0
	0%
	8
	100%
	0
	0%
	11
	65%
	0
	0%
	6
	60%
	0
	0%
	5
	71%

	Hct
	A
	0
	0%
	1
	13%
	0
	0%
	5
	31%
	0
	0%
	3
	30%
	0
	0%
	2
	33%

	
	B
	0
	0%
	7
	88%
	1
	100%
	11
	69%
	0
	0%
	7
	70%
	1
	100%
	4
	67%

	WCC (x10^9/L)
	A
	2
	40%
	2
	67%
	1
	10%
	1
	14%
	0
	0%
	0
	0%
	1
	50%
	1
	20%

	
	B
	3
	60%
	1
	33%
	9
	90%
	6
	86%
	8
	100%
	2
	100%
	1
	50%
	4
	80%

	Plt 
(x10^9/L)
	A
	6
	86%
	1
	100%
	2
	50%
	8
	62%
	1
	33%
	4
	57%
	1
	100%
	4
	67%

	
	B
	1
	14%
	0
	0%
	2
	50%
	5
	38%
	2
	67%
	3
	43%
	0
	0%
	2
	33%

	RCC 
(x10^9/L)
	A
	0
	0%
	1
	13%
	0
	0%
	6
	38%
	0
	0%
	3
	30%
	0
	0%
	3
	50%

	
	B
	0
	0%
	7
	88%
	1
	100%
	10
	63%
	0
	0%
	7
	70%
	1
	100%
	3
	50%

	MCV 
(fL)
	A
	7
	88%
	0
	0%
	13
	87%
	2
	100%
	8
	89%
	1
	100%
	5
	83%
	1
	100%

	
	B
	1
	13%
	0
	0%
	2
	13%
	0
	0%
	1
	11%
	0
	0%
	1
	17%
	0
	0%

	RCDW
(%)
	A
	2
	100%
	2
	33%
	1
	50%
	6
	43%
	1
	100%
	4
	50%
	0
	0%
	2
	33%

	
	B
	0
	0%
	4
	67%
	1
	50%
	8
	57%
	0
	0%
	4
	50%
	1
	100%
	4
	67%

	MCH
(pg)
	A
	7
	88%
	0
	0%
	13
	87%
	2
	100%
	7
	88%
	2
	100%
	6
	86%
	0
	0%

	
	B
	1
	13%
	0
	0%
	2
	13%
	0
	0%
	1
	13%
	0
	0%
	1
	14%
	0
	0%

	MCHC
(g/L)
	A
	6
	86%
	0
	0%
	7
	88%
	7
	78%
	4
	80%
	4
	80%
	3
	100%
	3
	75%

	
	B
	1
	14%
	1
	100%
	1
	13%
	2
	22%
	1
	20%
	1
	20%
	0
	0%
	1
	25%

	Neutrophils
(x10^9/L)
	A
	2
	40%
	2
	67%
	1
	13%
	2
	22%
	1
	17%
	0
	0%
	0
	0%
	2
	40%

	
	B
	3
	60%
	1
	33%
	7
	88%
	7
	78%
	5
	83%
	4
	100%
	2
	100%
	3
	60%

	Lymphocytes
(x10^9/L)
	A
	1
	33%
	3
	60%
	2
	33%
	5
	50%
	1
	25%
	2
	40%
	1
	50%
	3
	60%

	
	B
	2
	67%
	2
	40%
	4
	67%
	5
	50%
	3
	75%
	3
	60%
	1
	50%
	2
	40%

	Monocytes
(x10^9/L)
	A
	8
	100%
	0
	0%
	8
	80%
	4
	57%
	6
	75%
	0
	0%
	2
	100%
	4
	80%

	
	B
	0
	0%
	0
	0%
	2
	20%
	3
	43%
	2
	25%
	2
	100%
	0
	0%
	1
	20%

	Eosinophils
(x10^9/L)
	A
	7
	100%
	0
	0%
	16
	100%
	1
	100%
	10
	100%
	0
	0%
	6
	100%
	1
	100%

	
	B
	0
	0%
	1
	100%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	Basophils
(x10^9/L)
	A
	8
	100%
	0
	0%
	15
	94%
	0
	0%
	9
	90%
	0
	0%
	6
	100%
	0
	0%

	
	B
	0
	0%
	0
	0%
	1
	6%
	1
	100%
	1
	10%
	0
	0%
	0
	0%
	1
	100%

	PT (secs)
	A
	4
	67%
	1
	100%
	7
	50%
	0
	0%
	4
	44%
	0
	0%
	3
	60%
	0
	0%

	
	B
	2
	33%
	0
	0%
	7
	50%
	0
	0%
	5
	56%
	0
	0%
	2
	40%
	0
	0%

	INR
	A
	3
	50%
	0
	0%
	2
	18%
	0
	0%
	0
	0%
	0
	0%
	2
	50%
	0
	0%

	
	B
	3
	50%
	1
	100%
	9
	82%
	3
	100%
	7
	100%
	2
	100%
	2
	50%
	1
	100%

	Na
(mmo/L)
	A
	5
	83%
	1
	100%
	12
	86%
	2
	100%
	8
	100%
	1
	100%
	4
	67%
	1
	100%

	
	B
	1
	17%
	0
	0%
	2
	14%
	0
	0%
	0
	0%
	0
	0%
	2
	33%
	0
	0%

	 Day 28
	Placebo
	Artesunate (Total)
	Artesunate (LD)
	Artesunate (HD)

	
	A
	B
	A
	B
	A
	B
	A
	B

	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	K
(mmo/L)
	A
	7
	100%
	0
	0%
	11
	79%
	2
	100%
	7
	78%
	1
	100%
	4
	80%
	1
	100%

	
	B
	0
	0%
	0
	0%
	3
	21%
	0
	0%
	2
	22%
	0
	0%
	1
	20%
	0
	0%

	Urea
(mmo/L)
	A
	6
	100%
	1
	50%
	12
	80%
	0
	0%
	8
	80%
	0
	0%
	4
	80%
	0
	0%

	
	B
	0
	0%
	1
	50%
	3
	20%
	2
	100%
	2
	20%
	0
	0%
	1
	20%
	2
	100%

	Creatinine
(umol/L)
	A
	1
	100%
	2
	33%
	4
	44%
	4
	50%
	3
	50%
	3
	75%
	1
	33%
	1
	25%

	
	B
	0
	0%
	4
	67%
	5
	56%
	4
	50%
	3
	50%
	1
	25%
	2
	67%
	3
	75%

	eGFR
(mls/min/1.73)
	A
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	5
	100%
	2
	100%
	10
	100%
	4
	100%
	7
	100%
	0
	0%
	3
	100%
	4
	100%

	Bilirubin
(umol/L)
	A
	4
	57%
	0
	0%
	12
	80%
	0
	0%
	8
	80%
	0
	0%
	4
	80%
	0
	0%

	
	B
	3
	43%
	0
	0%
	3
	20%
	0
	0%
	2
	20%
	0
	0%
	1
	20%
	0
	0%

	ALT
(unit/L)
	A
	0
	0%
	3
	100%
	1
	10%
	0
	0%
	1
	17%
	0
	0%
	0
	0%
	0
	0%

	
	B
	4
	100%
	0
	0%
	9
	90%
	4
	100%
	5
	83%
	4
	100%
	4
	100%
	0
	0%

	AST
(unit/L)
	A
	2
	50%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	
	B
	2
	50%
	0
	0%
	9
	100%
	0
	0%
	7
	100%
	0
	0%
	2
	100%
	0
	0%

	ALP
(unit/L)
	A
	1
	100%
	6
	100%
	4
	100%
	10
	100%
	3
	100%
	7
	100%
	1
	100%
	3
	100%

	
	B
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%
	0
	0%

	GGT
(unit/L)
	A
	0
	0%
	5
	83%
	3
	100%
	6
	67%
	3
	100%
	5
	83%
	0
	0%
	1
	33%

	
	B
	0
	0%
	1
	17%
	0
	0%
	3
	33%
	0
	0%
	1
	17%
	0
	0%
	2
	67%

	Albumin
(g/L)
	A
	3
	100%
	2
	50%
	8
	89%
	3
	50%
	7
	88%
	1
	50%
	1
	100%
	2
	50%

	
	B
	0
	0%
	2
	50%
	1
	11%
	3
	50%
	1
	13%
	1
	50%
	0
	0%
	2
	50%

	Ca
(mmol/L)
	A
	3
	50%
	1
	100%
	3
	27%
	0
	0%
	2
	29%
	0
	0%
	1
	25%
	0
	0%

	
	B
	3
	50%
	0
	0%
	8
	73%
	1
	100%
	5
	71%
	1
	100%
	3
	75%
	0
	0%

	CRP
(mg/L)
	A
	1
	50%
	3
	75%
	2
	100%
	5
	45%
	2
	100%
	3
	43%
	0
	0%
	2
	50%

	
	B
	1
	50%
	1
	25%
	0
	0%
	6
	55%
	0
	0%
	4
	57%
	0
	0%
	2
	50%

	A = Normal (within normal range from SAP), B=Abnormal (outside normal range from SAP); data for each marker only includes patients with marker results available at baseline and day 28. 

ALT – alanine aminotransferase; AST – aspartate aminotransferase; ALP – alkaline phosphatase; Ca – calcium; CRP – C-reactive protein; eGFR – estimated glomerular filtration rate; GGT – gamma-gluantyl transpeptidase; Hb – hemoglobin; Hct – hematocrit; INR – international normalized ratio; K – potassium; MCV – mean cell volume; MCH – mean corpuscular hemoglobin; MCHC - mean corpuscular hemoglobin concentration; Na – sodium; Plt – platelet count; PT – prothrombin time; RCC – red cell count; RCDW – red blood cell distribution width; WCC – white cell count.
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