[bookmark: _GoBack]Electronic Supplemental Material



Supplemental Table S1: Univariate and multivariable log-binomial regression analyses to assess the association between transfusion strategy and poor neurological outcome at 180 days. The restrictive group had a hemoglobin threshold of 7 g per deciliter or less for transfusion, the liberal group had a hemoglobin threshold of 9 g per deciliter or less for transfusion. Neurological outcome was assessed by GOSE. Unfavorable neurological outcome was defined as a GOSE 1-5.


	
	Univariate
RR (95% CI)

	Multivariate
RR (95% CI)

	Liberal group compared to restrictive group
	0.83 (0.72-1.04)
	0.83 (0.70-0.99)

	Age
	1.01 (1.003-1.02)
	1.02 (1.01-1.03)

	Salvage therapies for elevated ICP
	1.24 (1.04-1.47)
	1.30 (1.10-1.54)

	WFNS
	1.07 (0.86-1.32)
	1.05 (0.85-1.29)

	Cerebral ischemia
	1.22 (1.004-1.48)
	1.22 (0.99-1.48)



RR: risk ratio; CI: confidence interval.



Supplemental Table S2: Risk ratio of the primary outcome of unfavorable neurological outcome at 180 days among all patients and in prespecified subgroups comparing liberal vs restrictive strategies.


	
	Unfavorable outcome,
No/total No (%) 
	
	
	

	
	Liberal strategy
	Restrictive strategy
	Risk Ratio
(95% CI)
	Absolute risk reduction, % (95%CI)

	p- value for interaction

	Overall
	57/86 (66.3)
	78/102 (76.5)
	0.87 (0.72-1.04)
	10.19 (-2.75 to 23.14)
	-

	Age

	< 45
 45
	1/5 (20.0)
56/86 (69.1)

	10/17 (58.8)
68/85 (80.0)
	0.34 (0.06-2.05)
0.86 (0.72-1.04)
	38.82 (-3.33 to 80.97)
10.86 (-2.31 to 24.04)
	0.22

	Salvage therapies for elevated ICP

	No
Yes
	36 (59.0)
21 (84.0)
	55 (74.3)
23 (82.1)
	0.79 (0.62-1.02)
1.02 (0.80-1.30)
	17.6 (-0.49 to 35.01)
3.28 (-32.38 to 38.94)
	0.19

	GCS

	3-5
6-9
10-15
	32 (84.2)
17 (58.6)
8 (42.1)
	36 (85.7)
29 (80.6)
13 (54.2)
	0.98 (0.82-1.18)
0.73 (0.52-1.03)
0.78 (0.41-1.49)
	2.94 (-27.74 to 33.62)
26.20 (0.41 – 51.99)
11.9 (-17.56 to 41.37)
	0.23

	SOFA score

	<8
8
	32 (58.2)
25 (80.6)
	51 (76.1)
27 (77.1)
	0.76 (0.59-0.99)
1.02 (0.80-1.31)
	20.4 (1.77 to 39.07)
5.22 (-24.04 to 34.48)
	0.44

	Vasospasm

	No
Yes
	35 (68.6)
21 (61.8)
	13 (22.4)
33 (78.6)
	0.89 (0.71-1.12)
0.77 (0.58 – 1.07)
	11.42 (-9.69 to 32.54)
20.2 (-4.11 to 44.52)
	0.31

	DIND

	No
Yes
	41 (68.3)
15 (60.0)
	44 (74.6)
34 (82.9)
	0.92 (0.73-1.15)
0.74 (0.51 to 1.03)
	7.65 (-12.14 to 27.43)
28. 21 (1.49 to 54.93)
	0.09

	DCI

	No
Yes
	41 (63.1)
15 (75.0)
	52 (75.4)
26 (83.9)
	0.84 (0.67 to 1.05)
0.89 (0.65 to 1.20)
	14.45 (-3.69 to 32.6)
13.41 (-20.90 to 47.33)
	0.13



GCS: Glasgow coma scale; SOFA: sequential organ failure assessment ; DIND : delayed ischemic neurological deficit ; DCI : delayed cerebral ischemia.

Supplemental Table S3: Study outcomes and main adverse events according to per protocol analysis. The restrictive group had a hemoglobin threshold of 7 g per deciliter or less for transfusion, the liberal group had a hemoglobin threshold of 9 g per deciliter or less for transfusion. Neurological outcome was assessed by GOSE (unfavorable outcome defined as GOSE 1-5). Patients with protocol violations were excluded from this analysis. Categorical data are presented as count and percentages; continuous data are presented median (Interquartile range 25%-75%).

	Outcome
	Liberal
(n=70)
	Restrictive                                                                                           (n=96)
	Risk Ratio
(95%CI)
	Absolute risk reduction, %
(95% CI)
	NNT
	P-value

	Primary outcome
	
	
	
	
	
	

	Unfavorable neurological outcome at 180 days - n (%)

	44 (62.9)
	72 (75.0)
	0.83 (0.68-1.04)
	12.14 (-2.11 to 26.40)
	8.2 (3.8 to infinity)
	0.12


	Secondary outcomes
	
	
	
	
	
	

	28-day mortality - n (%)
	17 (24.3)
	24 (25.0)
	0.97 (0.57-1.67)
	0.71 (-12.55 to 13.98)
	140.0 (7.2 to infinity)
	0.99

	ICU length of stay, days – median (IQR)
	22 (13-32)
	20 (13-32)
	-
	-
	-
	0.86

	Hospital length of stay, days – median (IQR)
	39 (21-59)
	34 (17-61)
	-
	-
	-
	0.93

	Composite outcome – n (%)
	18 (25.7)
	24 (25.0)
	1.03 (0.61- 1.74)
	0.71 (-12.70 o 14.13)
	140 (7.1 to infinity)
	0.99

	CPC 1 at 3 months

	 
	 
	  
	
	
	 

	Serious adverse events

	
	
	
	
	
	

	Patients with adverse events – no (%)
	 30 (42.9)
	35 (36.1)
	1.19 (0.81- 1.73)
	6.40 (-8.67 to 21.47)
	15.6 (4.7 to infinity)
	0.37

	· Severe hypertension
	4 (5.7)
	3/97 (3.1)
	1.85(0.43-8.00)
	2.62 (-3.82 to 9.06)
	38.1 (11.0 to infinity)
	0.45

	· Severe hypotension
	13 (18.6)
	 8/97 (8.2)
	2.25 (0.99- 5.14)  
	10.32 (-0.30 to 20.95)
	9 (4.5 to 459.1)
	0.06

	· Venous thromboembolism
	2 (2.9)
	4/97 (4.1)
	0.69 (0.13-3.7) 
	1.27 (-4.29 to 6.82)
	79.0 (14.7 to infinity)
	0.99

	· Acute myocardial infarction
	0
	0
	-
	-
	-
	-

	· Cerebral ischemia
	17 (24.3) 
	39/97 (40.2)
	0.60 (0.37- 0.98)
	15.92 (1.92-29.92)
	6.3 (3.3 to 52.2)
	0.04

	· Intestinal ischemia
	1 (1.4)
	1/97 (1.0)
	1.39 (0.09-21.78)
	0.40 (-3.03 to 3.83)
	251.5 (26.1 to infinity)
	0.99

	· Acute peripheral limb ischemia
	0
	1/97 (1.0)
	-
	1.03 (-2.08 to 4.14)
	97.0 (24.1 to infinity
	0.99

	· Anaphylaxis
	0
	0
	-
	-
	-
	-

	· ARDS
	 2 (2.9)
	4/97 (4.1)
	0.69 (0.13-3.68)
	1.27 (-4.29 to 6.82)
	79.0 (14.7 to infinity)
	0.99

	· TRALI
	0
	0
	-
	-
	-
	-

	· TACO
	1 (1.4)
	0
	-
	1.43 (-2.20 to 5.06)
	70 (19.8 to infinity)
	0.42

	· Sepsis
	6 (8.6)
	9/97 (9.3)
	0.92 (0.35-2.48)
	0.71 (-8.03 to 9.44)
	141.5 (10.6 to infinity)
	0.99

	· Organ failure
	6 (8.6)
	6 /97 (6.2)
	1.38 (0.47-4.12)
	2.39 (-5.74 to 10.51)
	41.9 (9.5 to infinity)
	0.56

	· Infection
	22 (31.4)
	29/97 (29.9)
	1.05 (0.66-1.67)
	1.53 (-12.66 to 15.72)
	65.3 (6.4 to infinity)
	0.87

	Number of adverse events per patients – median (IRQ)
	0 (0-2)
	0 (0-2)
	-
	-
	-
	0.40


ARDS: acute respiratory distress syndrome; TRALI: transfusion related acute lung injury; TACO: transfusion associated circulatory overload; NNT: number needed to treat.



Supplemental Figure S1: Relative risk of the primary outcome of unfavorable neurological outcome at 180 days among all patients and in prespecified subgroups comparing liberal vs restrictive strategies.
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RR: risk ratio; ICP: Intracranial pressure; GCS: Glasgow coma scale; SOFA: Sequential Organ failure Assessment; DIND: delayed ischemic neurological deficit; DCI: delayed cerebral ischemia.
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