

	
	Table 1: Baseline demographic and clinical data
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	All Patients
	SD
	
	ATII
	SD
	
	Placebo
	SD
	
	P valueϮ
	

	
	Age
	62.85
	15.81
	
	68.40 
	17.46 
	
	57.30 
	12.44 
	
	0.12 
	

	
	Male
	15
	
	
	6
	
	
	9
	
	
	0.30 
	

	
	Race
	
	
	
	
	
	
	
	
	
	
	

	
	
	Caucasian
	9
	
	
	6
	
	
	3
	
	
	   0.37 
	

	
	
	Black
	8
	
	
	3
	
	
	5
	
	
	0.65 
	

	
	
	Other
	3
	
	
	1
	
	
	2
	
	
	     1.00 
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Severity of Illness
	
	
	
	
	
	
	
	
	
	
	

	
	
	Baseline SOFA
	15.90
	2.97
	
	14.9
	2.81
	
	16.90
	2.92
	
	 0.14
	

	
	
	APACHE
	30.60
	8.86
	
	27.2
	9.67
	
	34.00
	6.83
	
	0.09  
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Past Medical History
	
	
	
	
	
	
	
	
	
	
	

	
	
	IHD
	2
	
	
	1
	
	
	1
	
	
	1.00  
	

	
	
	CHF
	2
	
	
	2
	
	
	0
	
	
	0.47 
	

	
	
	COPD
	2
	
	
	2
	
	
	0
	
	
	0.47 
	

	
	
	DM
	7
	
	
	4
	
	
	3
	
	
	1.00 
	

	
	
	CKD
	7
	
	
	3
	
	
	4
	
	
	1.00 
	

	
	
	HD
	1
	
	
	0
	
	
	1
	
	
	1.00 
	

	
	
	Liver disease
	9
	
	
	5
	
	
	4
	
	
	1.00 
	

	
	
	Cancer
	6
	
	
	1
	
	
	5
	
	
	0.14                      
	

	
	
	IS
	6
	
	
	1
	
	
	5
	
	
	0.14                      
	

	
	
	Steroids
	3
	
	
	1
	
	
	2
	
	
	1.00 
	

	
	
	Hypertension
	9
	
	
	4
	
	
	5
	
	
	1.00                      
	

	
	
	CVA
	5
	
	
	4
	
	
	1
	
	
	0.30                      
	

	
	
	AKI
	17
	
	
	9
	
	
	8
	
	
	1.00 
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Labs
	
	
	
	
	
	
	
	
	
	
	

	
	
	WBC
	17.38
	
	
	19.0
	16.0
	
	15.72
	12.3
	
	 0.61 
	

	
	
	Hgb
	9.45
	
	
	9.16
	2.14
	
	9.73
	2.45
	
	  0.59 
	

	
	
	Creatinine
	2.33
	
	
	1.89
	1.03
	
	2.76
	1.34
	
	    0.12 
	

	
	
	pH
	7.33
	
	
	7.34
	0.11
	
	7.32
	0.12
	
	         0.63 
	

	
	
	Lactate
	5.83
	
	
	4.59
	3.11
	
	7.06
	5.16
	
	       0.21 
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	[bookmark: _GoBack]Baseline vasopressor dosesY
	
	
	
	
	
	
	
	
	
	
	

	
	
	Norepinephrine
	25.05
	17.03
	
	19.80
	11.67
	
	30.30
	20.37
	
	          0.18 
	

	
	
	Vasopressin
	0.04
	0.02
	
	0.03
	0.02
	
	0.05
	0.02
	
	          0.10 
	

	
	Ϯ  P values for continuous variables calculated using Student's T test.  P values for discrete variables calculated using Fisher exact test.
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	Y  One patient in the placebo group received phenylephrine infusion prior to initiation of ATII versus no patients in the ATII group.  One patient in the placebo group received epinephrine versus no patients in the ATII group.

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	IHD = ischemic heart disease.  CHF = congestive heart failure.  COPD = chronic obstructive pulmonary disease.  DM = diabetes mellitus.  CKD = chronic kidney disease.  HD = hemodialysis.  IS = immunocompromised state.  CVA = cerebrovascular accident.  AKI = acute kidney injury.

























	
	Table 2: Adverse Events
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	Organ System
	Total
	ATII
	Placebo
	P value
	

	
	Metabolic disorders
	16
	11
	5
	
	

	
	
	Acidosis
	
	2
	3
	1.00
	

	
	
	Alkalosis
	
	4
	0
	0.09
	

	
	Blood or lymphatic disorders
	7
	3
	4
	
	

	
	Respiratory disorders
	6
	3
	3
	
	

	
	
	Worsening respiratory failure
	
	1
	3
	0.58
	

	
	
	Wheezing
	
	1
	0
	1.00
	

	
	Cardiac disorders
	12
	7
	5
	
	

	
	
	Hypertension◊
	
	2
	0
	0.58
	

	
	
	Hypotension
	
	2
	1
	1.00
	

	
	
	Atrial Fibrillation
	
	2
	0
	0.47
	

	
	Renal disordersY
	7
	6
	1
	
	

	
	
	Decreased urine output
	
	3
	1
	0.58
	

	
	
	Worsening AKI
	
	0
	2
	0.47
	

	
	Other disordersϮ
	8
	5
	3
	
	

	
	
	Worsening MOSF
	
	2
	3
	1.00
	

	
	◊  ATII infusion was discontinued in two patients due to hypertension.
	
	
	
	

	
	
	
	
	
	
	
	

	
	Y Seventeen of 20 patients exhibited pre-existing AKI, including 8 patients receiving placebo and 9 patients receiving ATII.  Of the three patients that did not have pre-existing AKI, one patient developed AKI and received ATII.


	
	Ϯ Includes worsening multiple organ system failure, fever, lower extremity edema, and thigh hematoma.
	
	

	
	
	
	
	
	
	
	

	
	AKI = acute kidney injury.  MOSF = multiple organ system failure. P values calculated using Fisher Exact test.
	
	





	Table 3: Secondary Outcomes
	
	
	
	
	
	
	
	

	
	Hr-2  
	Hr-1 
	Hr-0 
	Hr 1 
	Hr 2 
	Hr 3 
	Hr 4 
	Hr 5 
	Hr 6 
	Hr 7 
	Hr 8 

	Urine Output
	
	
	
	
	
	
	
	
	
	

	
	ATII
	41.7(51.7)
	28.6(32.4)
	45.9(96.5)
	31.1(58.0)
	33.7(67.1)
	42.6(59.8)
	35.9(50.0)
	34.4(57.2)
	36.1(38.3)
	27.2(33.3)
	23.8(27.3)

	
	Placebo
	29.5(69.8)
	12.4(23.2)
	23.5(41.8)
	17.5(25.7)
	17.0(32.0)
	16.3(24.6)
	17.0(34.7)
	16.8(30.4)
	14.8(26.3)
	18.0(27.3)
	23.0(34.4)

	
	
	
	
	
	
	
	
	
	
	

	Cardiac Output
	
	
	
	
	
	
	
	
	
	

	
	ATII
	7.0(2.7)
	6.0(3.1)
	6.6(2.6)
	6.3(2.5)
	6.2(2.5)
	5.9(2.7)
	6.5(2.4)
	6.1(2.6)
	6.7(3.3)
	6.3(2.9)
	7.5(3.1)

	
	Placebo
	6.3(1.2)
	6.9(2.5)
	6.5(1.7)
	6.9(1.8)
	6.4(1.7)
	6.8(3.0)
	7.3(2.2)
	6.8(1.5)
	7.3(1.8)
	6.9(2.5)
	7.0(2.3)

	
	
	
	
	
	
	
	
	
	
	
	

	CVP	
	
	
	
	
	
	
	
	
	
	
	

	
	ATII
	12.7(5.5)
	12.9(7.0)
	14.1(8.9)
	14.8(7.3)
	14.6(7.4)
	14.8(8.8)
	11.7(3.9)
	12.1(4.8)
	10.0(2.9)
	12.6(4.8)
	11.8(3.8)

	
	Placebo
	16.0 (3.0)
	9.7(2.1)
	12.6(7.8)
	15.7(9.3)
	17.3(9.0)
	15.7(7.3)
	16.4(8.6)
	16.3(6.7)
	14.2(6.5)
	14.4(7.1)
	13.2(5.6)

	
	
	
	
	
	
	
	
	
	
	
	
	

	MAP
	
	
	
	
	
	
	
	
	
	
	

	
	
ATII
	71.2(13.6)
	72.3(11.2)
	68.8(7.0)
	74.8(8.4)
	69.8(8.6)
	73.1(12.5)
	75.3(14.2)
	68.9(8.1)
	73.0(10.5)
	72.3(11.9)
	73.6(11.5)

	
	

Placebo
	71.2(9.2)
	71.8(6.5)
	73.0(12.6)
	72.8(9.5)
	67.8(6.6)
	70.1(6.4)
	71.3(7.8)
	73.0(4.7)
	75.9(9.4)
	74.0(10.6)
	74.5(13.2)

	
	
	
	
	
	
	
	
	
	
	
	

	Lactate
	
	
	
	
	
	
	
	
	
	
	

	
	ATII
	
	
	4.6(3.1)
	
	
	
	
	
	5.2(4.1)
	
	

	
	Placebo
	
	
	7.1(5.2)
	
	
	
	
	
	5.7(3.9)
	
	

	
	
	
	
	
	
	
	
	
	
	

	
	Legend: Urine Output (cc), Cardiac Output (liters/min), CVP = central venous pressure; all variables-mean (s.d.), * denotes p < 0.0
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