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Supplemental Figure 1: Rats were subjected to haemorrhagic shock (HS) or sham surgery and received vehicle (Veh) or artesunate (Art; 1, 3 or 10 mg/kg; i.v.) at the onset of resuscitation. Four hours later serum creatinine (A), creatinine clearance (B), serum aspartate transaminase (AST; C), serum alanine transaminase (ALT; D), serum creatine kinase (CK; E) were determined. Data are presented as box and whiskers, showing medians, inter-quartile range and full range (n = 8-15 per group). Statistical analysis was performed using one-way ANOVA followed by Bonferroni post-hoc test. * p < 0.05 vs sham group and # p < 0.05 vs HS group. 
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Supplemental Figure 2: Enrichr Protein Protein Interaction hub (PPI hub) analysis. The top ten PPI hubs represented in the HS v HS + ART comparison are shown with combined scores in the HS v HS + ART and the SH v SH + ART comparisons. Combined score is based on log fisher exact p-value multiplied by the Z-score of the deviation from expected rank. 

[image: image3.png](0
s lE
{1
L]

v o W o B’ o

(syun Areayqae)
Buiiess L 80

Art 4.8
HS

Veh

Art 4.8
Sham

Veh

Art4.8
HS

Veh

Art 4.8
Sham

Veh




Supplemental Figure 3: Rats were subjected to haemorrhagic shock (HS) or sham surgery and received vehicle (Veh) or artesunate (Art; 4.8 mg/kg; i.v.) at the onset of resuscitation. Four hours later liver (A) and kidney (B) were harvest and the staining for 3-nitrotyrosine was determined. Data are presented as box and whiskers, showing medians, inter-quartile range and full range (n = 5-7 per group). Statistical analysis was performed using one-way ANOVA followed by Bonferroni post-hoc test. 

Supplemental Table 1: Glucose levels (mmol/L) of animals in each experimental group.

	
	Sham + Veh
	Sham + Art 4.8
	HS + Veh
	HS + Art 2.4
	HS + Art 4.8

	Minimum
	2,00
	7,00
	3,00
	5,70
	2,00

	25% Percentile
	6,45
	7,25
	4,50
	6,07
	5,83

	Median
	7,40
	7,50
	6,20
	7,15
	7,80

	75% Percentile
	8,55
	8,00
	6,95
	8,62
	8,75

	Maximum
	8,90
	8,40
	8,50
	8,70
	9,30


Rats were subjected to haemorrhagic shock (HS) or sham surgery and received vehicle or artesunate (Art; 2.4 or 4.8 mg/kg; i.v.) at the onset of resuscitation. The glucose was determined 4 hours after resuscitation. Minimun, 25% Percentile, Median, 75% Percentile and Maximun values are shown (n = 6-9 per group). Statistical analysis was performed using one-way ANOVA followed by Bonferroni post hoc test.

Supplemental Table 2: Heart rate (BPM) of animals in each experimental group.

	
	Haemorrhage
	Resuscitation

	Sham +  Vehicle
	-15
	0
	30
	60
	90
	30
	60
	90
	120
	150
	180
	210
	240

	Minimum
	336,0
	336,0
	350,4
	375,3
	377,9
	359,9
	358,1
	348,9
	358,4
	356,6
	319,4
	337,6
	337,6

	25% Percentile
	360,8
	372,6
	374,0
	382,4
	379,0
	377,5
	362,8
	370,1
	374,9
	361,8
	352,9
	338,1
	339,8

	Median
	392,6
	395,6
	383,1
	386,6
	386,3
	394,7
	396,2
	380,0
	399,7
	389,4
	376,5
	384,7
	365,4

	75% Percentile
	421,4
	420,8
	395,2
	400,8
	414,7
	412,8
	403,0
	389,7
	411,8
	427,2
	420,8
	409,2
	382,9

	Maximum
	431,4
	432,7
	412,7
	403,6
	417,3
	432,9
	404,6
	402,0
	413,6
	434,2
	430,3
	423,2
	392,4

	
	Haemorrhage
	Resuscitation

	Sham +  Art 4.8
	-15
	0
	30
	60
	90
	30
	60
	90
	120
	150
	180
	210
	240

	Minimum
	382,6
	360,8
	365,1
	363,1
	360,6
	325,4
	364,2
	376,3
	359,3
	343,9
	347,6
	335,5
	333,2

	25% Percentile
	396,0
	376,1
	374,3
	375,1
	381,0
	355,1
	368,0
	376,4
	377,1
	373,5
	372,2
	345,2
	344,9

	Median
	421,0
	421,0
	414,2
	411,8
	402,0
	386,5
	393,1
	402,4
	423,2
	412,4
	411,9
	407,1
	408,3

	75% Percentile
	455,4
	469,2
	465,3
	463,4
	480,4
	429,4
	466,6
	467,0
	448,1
	436,5
	432,8
	425,8
	409,5

	Maximum
	468,7
	491,7
	483,7
	474,2
	498,0
	464,3
	476,0
	489,9
	470,3
	452,8
	443,9
	435,9
	410,0

	
	Haemorrhage
	Resuscitation

	HS + Vehicle
	-15
	0
	30
	60
	90
	30
	60
	90
	120
	150
	180
	210
	240

	Minimum
	355,2
	354,2
	280,4
	305,5
	281,5
	301,1
	377,7
	365,6
	366,6
	358,3
	360,4
	351,8
	343,9

	25% Percentile
	379,0
	376,0
	364,4
	327,3
	302,4
	337,4
	389,7
	392,9
	389,9
	383,1
	389,3
	401,2
	385,3

	Median
	404,0
	408,0
	391,0
	358,6&
	333,7&*
	381,5
	429,7
	421,8
	413,3
	411,3
	409,5
	421,3
	410,7

	75% Percentile
	424,3
	432,4
	427,7
	383,8
	360,3
	416,5
	453,2
	432,9
	426,2
	454,6
	442,2
	449,6
	436,1

	Maximum
	471,5
	468,5
	473,3
	416,5
	406,3
	446,8
	466,8
	440,3
	480,5
	505,7
	476,2
	469,5
	461,3

	
	Haemorrhage
	Resuscitation

	HS + Art 2.4
	-15
	0
	30
	60
	90
	30
	60
	90
	120
	150
	180
	210
	240

	Minimum
	386,4
	387,8
	344,1
	343,3
	341,7
	369,8
	386,1
	387,9
	392,8
	383,7
	373,2
	300,1
	333,3

	25% Percentile
	397,5
	388,3
	352,3
	352,1
	355,0
	377,4
	391,0
	387,9
	397,5
	393,2
	390,7
	351,9
	347,3

	Median
	421,3
	414,8
	375,7
	372,1
	381,1
	402,5
	427,7
	436,4
	409,8
	420,3
	426,7
	403,3
	376,4

	75% Percentile
	447,2
	443,8
	390,4
	390,9
	412,8
	428,9
	481,9
	462,7
	453,9
	463,2
	467,1
	433,5
	421,0

	Maximum
	476,0
	463,1
	396,3
	394,5
	422,7
	447,6
	483,5
	487,2
	490,5
	484,3
	473,3
	452,7
	447,8

	
	Haemorrhage
	Resuscitation

	HS + Art 4.8
	-15
	0
	30
	60
	90
	30
	60
	90
	120
	150
	180
	210
	240

	Minimum
	346,5
	365,0
	324,3
	294,6
	304,3
	336,7
	404,8
	360,8
	374,7
	380,2
	359,6
	375,1
	361,6

	25% Percentile
	370,0
	368,6
	354,8
	336,7
	319,8
	343,2
	407,9
	381,1
	375,5
	386,8
	382,3
	384,9
	386,3

	Median
	395,5
	382,0
	373,1
	365,3
	353,1&
	367,7
	411,0
	408,3
	410,1
	421,4
	424,4
	413,8
	403,0

	75% Percentile
	434,0
	406,3
	426,5
	392,6
	383,0
	417,5
	433,4
	437,0
	441,1
	440,5
	442,8
	453,7
	445,0

	Maximum
	436,0
	432,7
	445,6
	448,5
	448,2
	479,6
	483,9
	474,3
	480,9
	471,4
	456,9
	468,0
	467,3


Rats were subjected to haemorrhagic shock (HS) or sham surgery and received vehicle (Veh) or artesunate (Art; 2.4 or 4.8 mg/kg; i.v.) at the onset of resuscitation (90 min). The heart rate (BPM) was recorded along the whole experiment (until 4 hours after resuscitation). Minimun, 25% Percentile, Median, 75% Percentile and Maximun values are shown (n = 10 per group). Statistical analysis was performed using two-way ANOVA followed by Bonferroni post hoc test. *p < 0.05 vs sham + veh group and &p < 0.05 vs sham + Art 4.8 group. 
Supplemental Table 3.  Summary of differential gene expression in each experimental group.

	Comparison
	p<0.05
	FDR p<0.05

	SH v HS (T1)
	2061
	1151

	SH+ART v HS+ART (T2)
	2594
	1542

	SH v SH+ART (T3)
	962
	434

	HS v HS+ART (T4)
	574
	119


SH v HS (sham v haemorrhagic shock), SH+ART v HS+ART (sham + artesunate v haemorrhagic shock + artesunate), SH v SH+ART (sham v sham + artesunate), HS v HS+ART (haemorrhagic shock v haemorrhagic shock + artesunate).
