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ESM 1- Survey on vasopressin use in patients with septic shock
Part 1: Respondents and ICU characteristics 
Q1. In what country do you work? (List of countries)

Q2. ICU characteristics
· Mixed ICU
· Surgical ICU
· Medical ICU 
· Cardiac surgery
· Other (free text)

Q3. Experience as intensivist
· Not specialized yet
· In training
· <2y
· 2-5y
· 5-10y
· 10-15y
· >15y

Q4. Type of institution
· University Hospital
· University affiliated Hospital
· Non-university Hospital
· Private Hospital
· Other (free text)

Q5. Main specialty area 
· Intensive care
· Anesthesiology
· Internal medicine
· Surgery
· Other (free text)

Q6. Number of ICU beds in your unit
· <5
· 5-10
· 11-15
· 16-20
· >20

Q7. Number of patients admitted per year in your unit
· <500
· 500-1000
· 1001-1500
· 1501-2000
· >2000

Part 2: Vasopressors use
Q8. Are vasopressin or terlipressin available in your unit?
· Yes
· No

Q9. If vasopressin or terlipressin are not available, would you like them to be?
· Yes
· No

Q10. If available, do you use vasopressin or terlipressin in patients with septic shock? (multiple answers are possible)
· Vasopressin
· Terlipressin
· None

Q11. Do you have a local protocol in your unit regarding vasopressor use?
· Yes
· No

Q12. Do you use tartrate or base norepinephrine in your unit?
· Tartrate
· Base

13. What is your target for vasopressors? (multiple answers are possible)
· Mean arterial pressure
· Peripheral perfusion variables (skin mottling, increased capillary refill time, cold clammy skin)
· Urine output
· Biological variables (lactate, PCO2 gap, S(c)vO2…)
· None

Q14. In addition to arterial pressure, which monitoring device do you use in patients receiving vasopressors? (multiple answers are possible)
· Echocardiography (transthoracic or transoesophageal)
· Pulmonary artery catheter
· Transpulmonary thermodilution device
· Uncalibrated pulse contour analysis
· None

Q15. Do you think that corticosteroids are indicated prior to escalating to a second-line vasopressor in patients with septic shock?
· Yes
· No

Part 3: Vasopressin and terlipressin use
Q16. In which situation(s) would you use vasopressin or terlipressin? (multiple answers are possible)
· Septic shock refractory to initial resuscitation
· Septic shock with high risk of renal failure
· Septic shock with oliguria or anuria
· Septic shock with atrial arrhythmia
· Septic shock with high cardiac output and low systemic resistance
· Septic shock with right ventricular dysfunction
· Septic shock in patient with ARDS
· Septic shock in patient with cirrhosis
· Refractory vasoplegic shock (other than septic) without reduced systolic function
· Refractory vasoplegic shock (other than septic) with reduced systolic function
· Refractory vasoplegic shock (other than septic) with right ventricular dysfunction
· Refractory shock (any type) as a catecholamine sparing agent
· Others (free text)

Q17. In which situation(s) would you consider that vasopressin is contra-indicated? (multiple answers are possible)
· History of GI vasculopathy 
· History of unstable coronary syndrome
· History of systemic sclerosis
· History of vasospastic diseases (Raynaud disease, acrocyanosis, livedo reticularis)
· History of peripheral vasculopathy
· Digital or skin ischemia
· Non-occlusive mesenteric ischemia
· Postoperative period with vascular anastomosis and/or bowel anastomosis
· Right ventricular failure with severe pulmonary hypertension
· Others (free text)
· None

Q18. In which situation(s) would you consider that terlipressin is contra-indicated? (multiple answers are possible)
· History of GI vasculopathy 
· History of unstable coronary syndrome
· History of systemic sclerosis
· History of vasospastic diseases (Raynaud disease, acrocyanosis, livedo reticularis)
· History of peripheral vasculopathy
· Digital or skin ischemia
· Non-occlusive mesenteric ischemia
· Postoperative period with vascular anastomosis and/or bowel anastomosis
· Right ventricular failure with severe pulmonary hypertension
· Others (free text)
· None

Q19. What adverse effect(s) would you fear when using vasopressin or terlipressin? (multiple answers are possible)
· Digital or skin ischemia
· Mesenteric ischemia
· Cardiac arrhythmias
· Cardiac ischemia
· Decrease in cardiac output
· Worsening of existing severe pulmonary hypertension and right ventricular failure
· Hyponatremia
· Others (please precise, free text)
· None

Part 4: Administration of vasopressin or terlipressin in patients with septic shock (only for respondents who use vasopressin or terlipressin)

Q20. At which phase of resuscitation do you start vasopressin or terlipressin?
· First line vasopressor
· Second line vasopressor, after initial resuscitation using fluids and norepinephrine
· Third line vasopressor, as rescue therapy

Q21. What clinical/biological sign(s) do you consider to be a trigger for starting vasopressin or terlipressin? (multiple answers are possible)
· Abnormal peripheral perfusion (skin mottling, increased capillary refill time, cold clammy skin)
· Oliguria
· Tachycardia
· Persistent tachycardic atrial fibrillation
· Low systolic arterial pressure
· Low mean arterial pressure
· Low diastolic arterial pressure
· Low systemic vascular resistance derived from cardiac output 
· Slow lactate clearance
· High PCO2 gap (>6 mmHg)
· Low S(c)vO2 
· Clinical/biological signs are not a triggering factor

Q22. What is your goal when you use vasopressin or terlipressin? (multiple answers are possible)
· To improve cardiac output
· To improve blood pressure
· To improve urine output
· To reduce administration of intravenous fluid 
· To reduce risk of renal replacement therapy
· To reduce risk of cardiac arrhythmias
· To decrease the catecholamine load

Q23. What is you first line vasopressor in patients with septic shock? 
· Norepinephrine
· Epinephrine
· Vasopressin
· Terlipressin
· Angiotensin II
· Phenylephrine
· Methylene blue
· Dopamine

Q24. What is your second line vasopressor in patients with septic shock?
· Norepinephrine
· Epinephrine
· Vasopressin
· Terlipressin
· Angiotensin II
· Phenylephrine
· Methylene blue
· Dopamine
· I do not use second line vasopressor

Q25. What is your third line vasopressor in patients with septic shock?
· Norepinephrine
· Epinephrine
· Vasopressin
· Terlipressin
· Angiotensin II
· Phenylephrine
· Methylene blue
· Dopamine
· I do not use third line vasopressor


Q26. Your patient receives the maximum dose of norepinephrine following your local protocol. Vasopressin or terlipressin are contraindicated in this patient. What would be your alternative? 
· Epinephrine
· Angiotensin II
· Phenylephrine
· Methylene blue
· Dopamine
· Accept lower blood pressure when tissue perfusion variables are acceptable

Q27. What dose of norepinephrine (norepinephrine base, µg/kg/min), whatever the duration, do you consider to be the trigger dose for starting vasopressin or terlipressin? 
· None
· 0.15-0.25
· 0.25-0.50
· 0.50-1.00
· 1-2
· >2

Q28. What duration (hours) of norepinephrine administration, whatever the dosage, do you consider to be the trigger duration for starting vasopressin or terlipressin?
· None 
· <2h
· 2-6h
· 6-12h
· >12h

Q29. What combination of dose (norepinephrine base, µg/kg/min) and duration (hours) of norepinephrine administration do you consider to be the trigger combination for starting vasopressin or terlipressin?
· >0.15 µg/kg/min for 2-6 hours
· >0.25 µg/kg/min for 2-6 hours
· >0.5 µg/kg/min for 2-6 hours
· >1 µg/kg/min for 2-6 hours
· >2 µg/kg/min for 2-6 hours
· >0.15 µg/kg/min for >6 hours
· >0.25 µg/kg/min for >6 hours
· >0.5 µg/kg/min for >6 hours
· >1 µg/kg/min for >6hours
· >2 µg/kg/min for >6 hours
· The duration of administration or the dose on norepinephrine is not a triggering factor




Part 5: Continuation-discontinuation of vasopressin or terlipressin in patients with septic shock (only for respondents who use vasopressin or terlipressin)

Q30. What initial dose of vasopressin or terlipressin do you use?
· U/min 
· U/min
· U/min 
· U/min
· U/min
· U/kg/min
· U/kg/min
· Other dose in U/min (free text) 
· Other dose in U/kg/min (free text) 
· Use of terlipressin (free text)

Q31. How do you adjust the vasopressin or terlipressin dose thereafter? 
· Fixed dose same as initial dose
· Fixed dose at 0.03 U/min
· Fixed dose at 0.04 U/min
· Fixed dose at 0.06 U/min
· Other fixed dose in U/min (free text)
· Fixed dose of terlipressin (free text)
· Titration on mean arterial pressure
· Titration on systemic vascular resistance derived from cardiac output

Q32. What is the maximal vasopressin or terlipressin dose you use?
· 0.03 U/min
· 0.04 U/min
· 0.06 U/min
· U/kg/min
· U/kg/min
· 0.05 U/kg/min
· No maximal dose
· Other maximal dose in U/min (free text) 
· Other maximal dose in U/kg/min (free text)
· Use of terlipressin (free text)

Q33. On what variable(s) do you base your decision to taper vasopressin or terlipressin? (multiple answers are possible)
· Mean arterial pressure
· Peripheral perfusion variables (skin mottling, increased capillary refill time, cold clammy skin)
· Urine output
· Dose of the first line vasopressor
· Systemic vascular resistance derived from cardiac output 
· Biological variables (lactate, PCO2 gap, S(c)vO2…)
· Secondary effects of vasopressin or terlipressin
· None of these

Q34. How do you manage the tapering of vasopressors when you have simultaneous infusions of vasopressin/terlipressin and another vasopressor? (multiple answers are possible)
· Vasopressin or terlipressin are tapered first
· Vasopressin or terlipressin are tapered at the same time as first line vasopressor
· Vasopressin or terlipressin are tapered after the first line vasopressor 
· Vasopressin or terlipressin are tapered after the dose of the first line vasopressor has been lowered below a predefined threshold
· Progressive decrease in doses of vasopressin or terlipressin
· Abrupt discontinuation of vasopressin or terlipressin




ESM 2- Figures legend
Figure S1 : 
Use of norepinephrine base and norepinephrine tartrate across the continents.

Figure S2
Use of norepinephrine base and norepinephrine tartrate according to the income level of the countries based on the World Bank Classification.
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ESM 3- Supplemental tables
	Table S1. Respondents and ICU characteristics according to continents.

	
	Europe
	Asia
	North America
	South America
	Africa
	Oceania
	p value

	
	n=1220
	n=419
	n=93
	n=91
	n=58
	n=38
	

	Income level of countries according to the World Bank classification	
High-income level
Upper-middle income level
Lower-middle income level
Low-income level
	

1193 (98%)
27 (2%)
0 (0%)
0 (0%)
	

136 (32%)
60 (14%)
223 (53%)
0 (0%)
	

56 (60%)
35 (38%)
2 (2%)
0 (0%)
	

8 (9%)
82 (90%)
1 (1%)
0 (0%)
	

0 (0%)
7 (12%)
44 (76%)
7 (12%)
	

37 (97%)
0 (0%)
1 (3%)
0 (0%)
	<0.001

	Type of ICU
Medical ICU
Surgical ICU
Medical-Surgical ICU
Cardiac surgery
Burn Unit
Neurological ICU
	
385 (31%)
207 (17%)
533 (44%)
87 (7%)
5 (<1%)
3 (<1%)
	
219 (52%)
56 (13%)
120 (29%)
14 (3%)
7 (2%)
3 (1%)
	
35 (38%)
12 (12%)
37 (40%)
8 (9%)
1 (1%)
0 (0%)
	
50 (55%)
8 (9%)
31 (34%)
2 (2%)
0 (0%)
0 (0%)
	
25 (44%)
13 (22%)
14 (24%)
6 (10%)
0 (0%)
0 (0%)
	
9 (24%)
0 (0%)
29 (76%)
0 (0%)
0 (0%)
0 (0%)
	<0.001


	Academic ICU
	665 (55%)
	121 (29%)
	41 (44%)
	36 (40%)
	34 (59%)
	19 (50%)
	<0.001

	Number of beds 
>20
16-20
11-15
5-10
<5
	
338 (28%)
189 (15%)
317 (26%)
354 (29%)
22 (2%)
	
198 (47%)
69 (17%)
75 (18%)
67 (16%)
10 (2%)
	
40 (43%)
17 (18%)
18 (19%)
12 (13%)
6 (7%)
	
32 (35%)
17 (19%)
17 (19%)
24 (26%)
1(1%)
	
8 (14%)
11 (19%)
11 (19%)
26 (45%)
2 (3%)
	
21 (55%)
3 (8%)
10 (26%)
3 (8%)
1 (3%)
	<0.001

	Number of patients admitted per year
>2000
1501-2000
1001-1500
500-1000
<500
	
135 (11%)
120 (10%)
263 (22%)
463 (38%)
235 (19%)
	
63 (15%)
54 (13%)
89 (21%)
138 (33%)
75 (18%)
	
20 (21%)
10 (11%)
18 (20%)
22 (24%)
22 (24%)
	
9 (10%)
11 (12%)
17 (19%)
34 (37%)
20 (22%)
	
1 (2%)
3 (5%)
6 (11%)
24 (41%)
24 (41%)
	
14 (37%)
6 (16%)
6 (16%)
8 (21%)
4 (10%)
	<0.001

	Experience as intensivist (in years)
 >15
10-15
5-10	
2-5
<2
Not specialized yet, in training
	
411 (34%)
243 (20%)
235 (19%)
181 (15%)
65 (5%)
85 (7%)
	
120 (30%)
77 (18%)
93 (22%)
65 (15%)
33 (8%)
31 (7%)
	
44 (47%)
18 (19%)
8 (9%)
14 (16%)
4 (4%)
5 (5%)
	
46 (51%)
6 (7%)
19 (21%)
12 (13%)
4 (4%)
4 (4%)
	
12 (20.69%)
9 (15.52%)
9 (15.52%)
16 (27.59%)
6 (10.34%)
6 (10.34%)
	
24 (63%)
6 (15%)
6 (16%)
1 (3%)
0 (0%)
1 (3%)
	<0.001
 
 
 
 
 
 

	Main specialty 
Intensivist	
Anesthesiologist
Internal medicine
Others
	
733 (60%)
369 (30%)
79 (6%)
39 (4%)
	
301 (72%)
73 (17%)
25 (6%)
20 (5%)
	
63 (68%)
18 (19%)
6 (6%)
6 (7%)
	
79 (87%)
3 (3%)
6 (7%)
3 (3%)
	
27 (47%)
22 (38%)
3 (5%)
6 (10%)
	
35 (92%)
2 (5%)
0 (0%)
1 (3%)
	<0.001



ICU : intensive care unit






	Table S2. Respondents and ICU characteristics depending on the income level of the countries according to the World Bank classification.

	
	High
income
	Upper-middle income
	Lower-middle income
	Low
income
	p value

	
	n=1430
	n=211
	n=271
	n=7
	

	Continent
Europe
Asia
North America
South America
Africa
Oceania
	
1193 (83%)
136 (9%)
56 (4%)
8 (1%)
0 (0%)
37 (3%)
	
27 (13%)
60 (28%)
35 (17%)
82 (39%)
7 (3%)
0 (0%)
	
0 (0%)
223 (82%)
2 (1%)
1 (<1%)
44 (16%)
1 (<1%)
	
0 (0%)
0 (0%)
0 (0%)
0 (0%)
7 (100%)
0 (0%)
	<0.001

	Type of ICU
Medical ICU
Surgical ICU
Medical-Surgical ICU
Cardiac surgery
Burn Unit
Neurological ICU
	
468 (33%)
228 (16%)
629 (44%)
93 (6%)
3 (<1%)
9 (<1%)
	
87 (41%)
35 (17%)
78 (37%)
10 (5%)
1 (<1%)
0 (0%)
	
162 (60%)
33 (12%)
56 (21%)
14 (5%)
2 (<1%)
4 (1%)
	
6 (86%)
0 (0%)
1 (14%)
0 (0%)
0 (0%)
0 (0%)
	<0.001


	Academic ICU
	737 (52%)
	88 (42%)
	89 (22%)
	2 (29%)
	<0.001

	Number of beds 
>20
16-20
11-15
5-10
<5
	
447 (31%)
229 (16%)
362 (25%)
369 (26%)
23 (2%)
	
72 (34%)
35 (17%)
45 (21%)
48 (23%)
11 (5%)
	
118 (44%)
39 (14%)
40 (15%)
67 (25%)
7 (2%)
	
0 (0%)
3 (43%)
1 (14%)
2 (29%)
1 (14%)
	<0.001

	Number of patients admitted per year
>2000
1501-2000
1001-1500
500-1000
<500
	
175 (12%)
154 (11%)
305 (21%)
526 (37%)
265 (19%)
	
21 (10%)
20 (9%)
43 (20%)
75 (36%)
52 (25%)
	
46 (17%)
29 (11%)
51 (19%)
84 (31%)
61 (22%)
	
0 (0%)
1 (14%)
0 (0%)
4 (57%)
2 (29%)
	0.16

	Experience as intensivist (in years)
 >15
10-15
5-10	
2-5
<2
Not specialized yet, in training
	
502 (35%)
292 (21%)
276 (19%)
201 (14%)
70 (5%)
89 (6%)
	
87 (41%)
27 (13%)
34 (16%)
29 (14%)
14 (7%)
20 (9%)
	
68 (25%)
40 (15%)
59 (22%)
54 (20%)
28 (10%)
22 (8%)
	
0 (0%)
0 (0%)
1 (14%)
5 (72%)
0 (0%)
1 (14%)
	<0.001
 
 
 
 
 
 

	Main specialty 
Intensivist	
Anesthesiologist
Internal medicine
Others
	
914 (64%)
385 (27%)
83 (6%)
48 (3%)
	
138 (66%)
45 (21%)
17 (8%)
11 (5%)
	
183 (67%)
56 (21%)
18 (7%)
14 (5%)
	
3 (43%)
1 (14%)
1 (14%)
2 (29%)
	<0.001



ICU : intensive care unit


	Table S3. Respondents and ICU characteristics according to academic status of ICU.

	
	Respondents working in academic ICU
	Respondents working in non-academic ICU
	p value

	
	n=916
	n=1003
	

	Continent
Europe
North America
South America
Africa
Asia
Oceania
	
665 (73%)
41 (4%)
36 (4%)
34 (4%)
121 (13%)
19 (2%)
	
555 (55%)
52 (5%)
55 (6%)
24 (2%)
298 (30%)
19 (2%)
	<0.001
 
 
 
 
 
 

	World Bank country classifications by income level
High-income level
Upper-middle income level
Lower-middle income level
Low-income level
	
737 (79%)
88 (10%)
89 (10%)
2 (1%)
	
693 (69%)
123 (12%)
182 (18%)
5 (1%)
	<0.001

	Type of ICU
Medical ICU 
Surgical ICU
Medical-Surgical ICU
Cardiac surgery
Neurological ICU
Burn Unit
	
333 (36%)
165 (18%)
338 (36%)
70 (8%)
7 (1%)
3 (1%)
	
390 (39%)
131 (13%)
426 (41%)
47 (5%)
6 (1%)
3 (1%)
	<0.01
 
 
 
 
 
 

	Number of beds 
>20
16-20
11-15
5-10
<5
	
376 (41%)
156 (17%)
201 (22%)
175 (19%)
8 (1%)
	
261 (26%)
150 (15%)
247 (25%)
311 (31%)
34 (3%)
	<0.001
 
 
 
 


	Number of patients admitted per year
>2000
1501-2000
1001-1500
500-1000
<500

	
150 (16%)
123 (14%)
216 (24%)
305 (33%)
118 (13%)

	
92 (9%)
81 (8%)
183 (18%)
384 (39%)
262 (26%)
	<0.001
 
 
 
 


	Experience as intensivist (in years)
>15 
10-15 
5-10
2-5
<2
Not specialized yet, in training
	
295 (32%)
163 (18%)
184 (20%)
144 (16%)
53 (6%)
77 (8%)
	
362 (36%)
196 (20%)
186 (19%)
145 (14%)
59 (6%)
55 (5%)
	0.08
 
 
 
 
 


	Main specialty 
Intensivist
Anesthesiologist
Internal medicine
Others
	
588 (64%)
247 (27%)
50 (6%)
31 (3%)
	
650 (65%)
240 (24%)
69 (7%)
44 (4%)
	0.21



ICU : intensive care unit



	Table S4. Use of vasopressors in patients with septic shock according to continents.

	
	Europe
	Asia
	North America
	South America
	Africa
	Oceania
	p value

	
	n=1220
	n=419
	n=93
	n=91
	n=58
	n=38
	

	Local protocol for vasopressors 
	735 (60%)
	270 (64%)
	49 (53%)
	58 (64%)
	15 (26%)
	30 (79%)
	<0.001

	Type of norepinephrine used 
Base
Tartrate
	
701 (57%)
519 (43%)
	
210 (50%)
209 (50%)
	
61 (66%)
32 (34%)
	
51 (56%)
40 (44%)
	
37 (64%)
21 (36%)
	
23 (61%)
15 (39%)
	0.03


	Vasopressin or terlipressin available
	1178 (97%)
	409 (98%)
	88 (95%)
	90 (99%)
	27 (47%)
	38 (100%)
	<0.001

	Use of vasopressin and terlipressin when available
	984 (84%)
	331 (81%)
	70 (80%)
	73 (81%)
	16 (59%)
	32 (84%)
	0.62

	Corticosteroids administration before considering a second-line vasopressor
	808 (67%)
	281 (67%)
	42 (46%)
	60 (67%)
	42 (72%)
	27 (71%)
	<0.01

	Targets for vasopressors 
Mean arterial pressure
Peripheral perfusion variables
Urine output
Biological target
None
	
1178 (97%)
596 (49%)
668 (55%)
764 (63%)
2 (<1%)
	
403 (96%)
184 (44%)
200 (48%)
200 (48%)
1 (<1%)
	
90 (97%)
41 (44%)
36 (39%)
49 (53%)
0 (0%)
	
80 (88%)
55 (60%)
30 (33%)
54 (59%)
1 (1%)
	
50 (86%)
29 (50%)
34 (59%)
29 (50%)
2 (3%)
	
38 (100%)
11 (29%)
16 (42%)
16 (42%)
0 (0%)
	<0.001

	Hemodynamic monitoring other than arterial pressure in patients receiving vasopressors 
Echocardiography
Pulmonary artery catheter
Transpulmonary thermodilution
Uncalibrated pulse contour analysis
None
	

1067 (87%)
323 (26%)
743 (61%)
397 (33%)
41 (3%)
	

321 (77%)
28 (7%)
69 (16%)
119 (28%)
56 (13%)
	

75 (81%)
24 (26%)
9 (10%)
33 (35%)
11 (12%)
	

77 (85%)
31 (34%)
31 (34%)
28 (31%)
3 (3%)
	

42 (72%)
7 (12%)
6 (10%)
13 (22%)
13 (22%)
	

33 (87%)
13 (34%)
16 (42%)
9 (24%)
5 (13%)
	<0.001
 
 
 

	Vasopressin and terlipressin use

	Potential indications 
Septic shock refractory to initial resuscitation
Septic shock with high risk of renal failure
Septic shock with oliguria or anuria
Septic shock with atrial arrhythmia
Septic shock with high CO and low SVR
Septic shock with RV dysfunction
Septic shock in patient with ARDS
Septic shock in patient with cirrhosis
Refractory vasoplegic shock without LV systolic dysfunction
Refractory vasoplegic shock with LV systolic dysfunction
Refractory vasoplegic shock with RV dysfunction
Catecholamine sparing in all types of refractory shock
Other indications
	
888 (73%)
239 (20%)
255 (21%)
210 (17%)
641 (53%)
284 (23%)
289 (24%)
378 (31%)
658 (54%)
334 (27%)
379 (31%)
658 (54%)
21 (2%)
	
317 (76%)
91 (22%)
96 (23%)
66 (16%)
168 (40%)
61 (15%)
97 (23%)
137 (33%)
164 (39%)
111 (26%)
78 (19%)
205 (49%)
7 (2%)
	
69 (74%)
30 (32%)
28 (30%)
38 (41%)
49 (53%)
31 (33%)
36 (39%)
50 (54%)
61 (66%)
43 (46%)
49 (53%)
54 (58%)
4 (4%)
	
64 (70%)
23 (25%)
22 (24%)
28 (31%)
49 (54%)
27 (30%)
29 (32%)
31 (34%)
52 (57%)
25 (27%)
28 (31%)
52 (57%)
1 (1%)
	
36 (62%)
11 (19%)
14 (24%)
8 (14%)
20 (34%)
8 (14%)
14 (24%)
11 (19%)
20 (34%)
15 (26%)
8 (14%)
20 (34%)
2 (3%)
	
27 (71%)
12 (32%)
13 (34%)
11 (29%)
24 (63%)
17 (45%)
17 (45%)
18 (47%)
25 (66%)
18 (47%)
21 (55%)
25 (66%)
1 (3%)
	<0.001


	Potential contraindications of vasopressin
History of gastrointestinal vasculopathy
History of unstable coronary syndrome
History of systemic sclerosis
History of vasospastic diseases
History of peripheral vasculopathy
Digital or skin ischemia
Non-occlusive mesenteric ischemia
Postoperative period with vascular or bowel anastomosis 
RV failure with severe PH
Allergy
Others
No absolute contraindication
None
	
277 (23%)
350 (29%)
111 (9%)
391 (32%)
209 (17%)
474 (39%)
543 (45%)
241 (20%)
143 (12%)
4(<1%)
18 (1%)
22 (2%)
223 (18%)
	
75 (18%)
165 (39%)
64 (15%)
193 (46%)
148 (35%)
199 (47%)
141 (34%)
95 (23%)
76 (18%)
3(<1%)
2 (<1%)
5 (1%)
47 (11%)
	
16 (17%)
21 (23%)
10 (11%)
28 (30%)
21 (23%)
28 (30%)
22 (24%)
14 (15%)
10 (11%)
0(0%)
2 (2%)
1 (1%)
26 (28%)
	
25 (27%)
26 (29%)
12 (13%)
37 (41%)
27 (30%)
38 (42%)
36 (40%)
22 (24%)
16 (18%)
0 (0%)
1 (1%)
0 (0%)
15 (16%)
	
12 (21%)
28 (48%)
5 (9%)
22 (38%)
20 (34%)
26 (45%)
19 (33%)
12 (21%)
11 (19%)
0(0%)
0 (0%)
1 (2%)
7 (12%)
	
8 (21%)
6 (16%)
4 (11%)
10 (2%)
4 (11%)
8 (21%)
10 (26%)
8 (21%)
3 (8%)
0(0%)
2 (5%)
1 (3%)
14 (37%)
	<0.001

	Potential contraindications of terlipressin
History of gastrointestinal vasculopathy
History of unstable coronary syndrome
History of systemic sclerosis
History of vasospastic diseases
History of peripheral vasculopathy
Digital or skin ischemia
Non-occlusive mesenteric ischemia
Postoperative period with vascular or bowel anastomosis 
RV failure with severe PH
Allergy
Others
No absolute contraindication
None
	
251 (21%)
340 (28%)
116 (10%)
345 (28%)
246 (20%)
416 (34%)
473 (39%)
230 (19%)
133 (11%)
2 (<1%)
10 (<1%)
8 (<1%)
203 (17%)
	
72 (17%)
149 (36%)
62 (15%)
156 (37%)
140 (33%)
179 (43%)
126 (30%)
92 (22%)
64 (15%)
1 (<1%)
3 (<1%)
1 (<1%)
59 (14%)
	
13 (14%)
15 (16%)
10 (11%)
22 (24%)
17 (18%)
26 (28%)
20 (22%)
11 (12%)
7 (8%)
0 (0%)
0 (0%)
1 (1%)
20 (22%)
	
26 (29%)
26 (29%)
13 (14%)
35 (38%)
25 (27%)
39 (43%)
28 (31%)
20 (22%)
15 (16%)
0 (0%)
0 (0%)
0 (0%)
16 (18%)
	
11 (19%)
21 (36%)
6 (10%)
18 (31%)
18 (31%)
19 (33%)
14 (24%)
9 (16%)
8 (14%)
0 (0%)
0 (0%)
0 (0%)
9 (16%)
	
8 (21%)
7 (18%)
6 (16%)
11 (29%)
4 (11%)
7 (18%)
9 (24%)
8 (21%)
3 (8%)
0 (0%)
0 (0%)
2 (5%)
14 (37%)
	<0.001

	Feared adverse effects of vasopressin and terlipressin
Digital or skin ischemia
Mesenteric ischemia
Cardiac arrhythmias
Cardiac ischemia
Decrease in CO
Worsening of existing severe PH and RV failure
Hyponatremia
Others 
None
	
744 (61%)
893 (73%)
99 (8%)
342 (28%)
276 (23%)
248 (20%)
107 (9%)
4 (<1%)
45 (4%)
	
265 (63%)
234 (56%)
77 (18%)
148 (35%)
75 (18%)
108 (26%)
47 (11%)
1 (<1%)
4 (1%)
	
42 (45%)
48 (52%)
7 (8%)
21 (23%)
23 (25%)
10 (11%)
14 (15%)
0 (0%)
8 (9%)
	
55 (60%)
66 (73%)
12 (13%)
32 (35%)
20 (22%)
20 (22%)
16 (18%)
1 (1%)
5 (5%)
	
27 (47%)
28 (48%)
5 (9%)
18 (31%)
7 (12%)
14 (24%)
7 (12%)
0 (0%)
5 (9%)
	
24 (63%)
25 (66%)
2 (5%)
8 (21%)
11 (29%)
6 (16%)
2 (5%)
0 (0%)
4 (11%)
	<0.001




ARDS : acute respiratory distress syndrome ; CO : cardiac output ; LV : left ventricular ; PH : pulmonary hypertension ; RV : right ventricular ; SVR : systemic vascular resistance.




	Table S5. Use of vasopressors in patients with septic shock depending on the income level of the countries according to the World Bank classification.

	
	High
income
	Upper-middle income
	Lower-middle income
	Low
income
	p value

	
	n=1430
	n=211
	n=271
	n=7
	

	Local protocol for vasopressors 
	866 (61%)
	112 (53%)
	177 (65%)
	2 (29%)
	0.01

	Type of norepinephrine used 
Base
Tartrate
	
841 (59%)
589 (41%)
	
120 (57%)
91 (43%)
	
116 (43%)
155 (57%)
	
6 (86%)
1 (14%)
	<0.001

	Vasopressin or terlipressin available
	1393 (97%)
	187 (89%)
	246 (91%)
	4 (57%)
	<0.001

	Use of vasopressin and terlipressin when available
	984 (84%)
	331 (81%)
	70 (80%)
	73 (81%)
	0.62

	Corticosteroids administration before considering a second-line vasopressor
	933 (66%)
	144 (69%)
	181 (67%)
	2 (29%)
	0.15

	Targets for vasopressors 
Mean arterial pressure
Peripheral perfusion variables
Urine output
Biological target
None
	
1385 (97%)
669 (47%)
738 (52%)
863 (60%)
2 (<1%)
	
189 (90%)
114 (54%)
84 (40%)
115 (54%)
1 (<1%)
	
261 (96%)
129 (48%)
156 (58%)
131 (48%)
3 (1%)
	
4 (57%)
4 (57%)
6 (86%)
3 (43%)
0 (0%)
	0.01

	Hemodynamic monitoring other than arterial pressure in patients receiving vasopressors 
Echocardiography
Pulmonary artery catheter
Transpulmonary thermodilution
Uncalibrated pulse contour analysis
None
	

1230 (86%)
359 (25%)
793 (55%)
453 (32%)
70 (5%)
	

169 (80%)
45 (21%)
56 (27%)
75 (36%)
14 (7%)
	

212 (78%)
20 (7%)
24 (9%)
70 (26%)
42 (15%)
	

4 (57%)
2 (29%)
1 (14%)
1 (14%)
3 (43%)
	<0.001
 
 
 

	Potential indications 
Septic shock refractory to initial resuscitation
Septic shock with high risk of renal failure
Septic shock with oliguria or anuria
Septic shock with atrial arrhythmia
Septic shock with high CO and low SVR
Septic shock with RV dysfunction
Septic shock in patient with ARDS
Septic shock in patient with cirrhosis
Refractory vasoplegic shock without LV systolic dysfunction
Refractory vasoplegic shock with LV systolic dysfunction
Refractory vasoplegic shock with RV dysfunction
Catecholamine sparing in all types of refractory shock
Other indications
	
1047 (73%)
287 (20%)
304 (21%)
284 (20%)
751 (53%)
349 (24%)
355 (25%)
471 (33%)
767 (54%)
412 (29%)
462 (32%)
780 (55%)
29 (2%)
	
153 (73%)
56 (27%)
48 (23%)
41 (19%)
97 (46%)
43 (20%)
54 (26%)
63 (30%)
107 (51%)
64 (30%)
56 (27%)
108 (51%)
1 (<1%)
	
197 (73%)
62 (23%)
74 (27%)
35 (13%)
101 (37%)
34 (13%)
72 (27%)
90 (33%)
105 (39%)
69 (25%)
44 (16%)
125 (46%)
5 (2%)
	
4 (57%)
1 (14%)
2 (29%)
1 (14%)
2 (29%)
2 (29%)
1 (14%)
1 (14%)
1 (14%)
1 (14%)
1 (14%)
1 (14%)
1 (14%)
	<0.001


	Potential contraindications of vasopressin
History of gastrointestinal vasculopathy
History of unstable coronary syndrome
History of systemic sclerosis
History of vasospastic diseases
History of peripheral vasculopathy
Digital or skin ischemia
Non-occlusive mesenteric ischemia
Postoperative period with vascular or bowel anastomosis 
RV failure with severe PH
Allergy
Others
No absolute contraindication
None
	
312 (22%)
404 (28%)
136 (10%)
462 (32%)
257 (18%)
543 (38%)
596 (42%)
282 (20%)
167 (12%)
4 (<1%)
21 (1%)
26 (2%)
282 (20%)
	
48 (23%)
63 (30%)
29 (14%)
79 (37%)
69 (33%)
92 (44%)
74 (35%)
45 (21%)
37 (18%)
2 (1%)
3 (1%)
1 (<1%)
28 (13%)
	
53 (20%)
125 (46%)
38 (14%)
137 (51%)
100 (37%)
135 (50%)
100 (37%)
64 (24%)
55 (20%)
1 (<1%)
1 (<1%)
3 (1%)
22 (8%)
	
0 (0%)
4 (57%)
3 (43%)
3 (43%)
3 (43%)
3 (43%)
1 (14%)
1 (14%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
	<0.001

	Potential contraindications of terlipressin
History of gastrointestinal vasculopathy
History of unstable coronary syndrome
History of systemic sclerosis
History of vasospastic diseases
History of peripheral vasculopathy
Digital or skin ischemia
Non-occlusive mesenteric ischemia
Postoperative period with vascular or bowel anastomosis 
RV failure with severe PH
Allergy
Others
No absolute contraindication
None
	
282 (20%)
381 (27%)
143 (10%)
402 (28%)
284 (20%)
481 (34%)
520 (36%)
267 (19%)
152 (11%)
1 (<1%)
11 (<1%)
11 (<1%)
259 (18%)
	
44 (21%)
58 (27%)
32 (15%)
72 (34%)
63 (30%)
86 (41%)
62 (29%)
44 (21%)
30 (14%)
2 (1%)
1 (<1%)
2 (1%)
35 (17%)
	
55 (20%)
115 (42%)
36 (13%)
110 (41%)
99 (37%)
116 (43%)
86 (32%)
57 (21%)
48 (18%)
0 (0%)
1 (<1%)
0 (0%)
27 (10%)
	
0 (0%)
4 (57%)
2 (29%)
3 (43%)
4 (57%)
3 (43%)
2 (29%)
2 (29%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
	<0.001

	Feared adverse effects of vasopressin and terlipressin
Digital or skin ischemia
Mesenteric ischemia
Cardiac arrhythmias
Cardiac ischemia
Decrease in CO
Worsening of existing severe PH and RV failure
Hyponatremia
Others 
None
	
876 (61%)
1025 (72%)
114 (8%)
392 (27%)
328 (23%)
279 (19%)
125 (9%)
5(<1%)
56 (4%)
	
114 (54%)
123 (58%)
36 (17%)
68 (32%)
41 (19%)
49 (23%)
37 (18%)
1 (<1%)
9 (4%)
	
164 (60%)
143 (53%)
52 (19%)
106 (39%)
42 (15%)
78 (29%)
30 (11%)
0 (0%)
6 (2%)
	
3 (43%)
3 (43%)
0 (0%)
3 (43%)
1 (14%)
0 (0%)
1 (14%)
0 (0%)
0 (0%)
	<0.001


ARDS : acute respiratory distress syndrome ; CO : cardiac output ; LV : left ventricular ; PH : pulmonary hypertension ; RV : right ventricular ; SVR : systemic vascular resistance.



	Table S6. Use of vasopressors in patients with septic shock according to academic status of ICU.

	
	Respondents working in academic ICU
	Respondents working in non-academic ICU
	p value

	
	n=916
	n=1003
	

	Local protocol for vasopressors
	532 (58%)
	625 (62%)
	0.07

	Type of norepinephrine used 
Base
Tartrate
	
545 (60%)
371 (40%)
	
538 (54%)
465 (46%)
	0.01
 

	Vasopressin or terlipressin available
	868 (95%)
	962 (96%)
	0.28

	Use of vasopressin and terlipressin when  available
	716 (78%)
	790 (79%)
	0.75

	Corticosteroids administration before considering a second-line vasopressor
	579 (63%)
	681 (68%)
	0.03

	Targets for vasopressors 
Mean arterial pressure
Peripheral perfusion variables
Urine output
Biological target
None
	
886 (97%)
422 (46%
441 (48%)
530 (58%)
3 (<1%)
	
953 (95%)
494 (49%)
543 (54%)
582 (58%)
3 (<1%)
	0.49
 
 
 


	Hemodynamic monitoring other than arterial pressure in patients receiving vasopressors 
Echocardiography
Pulmonary artery catheter
Transpulmonary thermodilution
Uncalibrated pulse contour analysis
None
	

791 (86%)
269 (29%)
457 (50%)
299 (33%)
50 (5%)
	

824 (82%)
157 (16%)
417 (42%)
300 (30%)
79 (8%)
	<0.001
 
 
 


	Vasopressin and terlipressin use

	Potential indications 
Septic shock refractory to initial resuscitation
Septic shock with high risk of renal failure
Septic shock with oliguria or anuria
Septic shock with atrial arrhythmia
Septic shock with high CO and low SVR
Septic shock with RV dysfunction
Septic shock in patient with ARDS
Septic shock in patient with cirrhosis
Refractory vasoplegic shock without LV systolic dysfunction
Refractory vasoplegic shock with LV systolic dysfunction
Refractory vasoplegic shock with RV dysfunction
Catecholamine sparing in all types of refractory shock
Other indications
	
653 (71%)
159 (17%)
193 (21%)
167 (18%)
482 (53%)
223 (24%)
228 (25%)
302 (33%)
495 (54%)
254 (28%)
294 (32%)
494 (54%)
17 (2%)
	
748 (75%)
247 (25%)
235 (23%)
194 (19%)
469 (47%)
205 (20%)
254 (25%)
323 (32%)
485 (48%)
292 (29%)
269 (27%)
520 (52%)
19 (2%)
	<0.01
 
 
 


	Potential contraindications of vasopressin
History of gastrointestinal vasculopathy
History of unstable coronary syndrome
History of systemic sclerosis
History of vasospastic diseases
History of peripheral vasculopathy
Digital or skin ischemia
Non-occlusive mesenteric ischemia
Postoperative period with vascular or bowel anastomosis 
RV failure with severe PH
Allergy
Others
No absolute contraindication
None
	
213 (23%)
252 (28%)
93 (10%)
298 (33%)
172 (19%)
364 (40%)
376 (41%)
167 (18%)
114 (12%)
3 (<1%)
14 (2%)
18 (2%)
161 (18%)
	
200 (20%)
344 (34%)
113 (11%)
383 (38%)
257 (26%)
409 (41%)
395 (39%)
225 (22%)
145 (14%)
4 (<1%)
11 (1%)
12 (1%)
141 (14%)
	<0.01
 
 
 


	Potential contraindications of terlipressin
History of gastrointestinal vasculopathy
History of unstable coronary syndrome
History of systemic sclerosis
History of vasospastic diseases
History of peripheral vasculopathy
Digital or skin ischemia
Non-occlusive mesenteric ischemia
Postoperative period with vascular or bowel anastomosis 
RV failure with severe PH
Allergy
Others
No absolute contraindication
None
	
190 (21%)
244 (27%)
93 (10%)
267 (29%)
199 (22%)
319 (35%)
333 (36%)
172 (19%)
104 (11%)
3 (<1%)
6 (<1%)
8 (<1%)
156 (17%)
	
191 (19%)
314 (31%)
120 (12%)
320 (32%)
251 (25%)
367 (37%)
337 (34%)
198 (20%)
126 (13%)
0 (0%)
7 (<1%)
4 (<1%)
153 (15%)
	0.21

	Feared adverse effects of vasopressin and terlipressin
Digital or skin ischemia
Mesenteric ischemia
Cardiac arrhythmias
Cardiac ischemia
Decrease in CO
Worsening of existing severe PH and RV failure
Hyponatremia
Others 
None
	
557 (61%)
633 (69%)
80 (9%)
244 (27%)
212 (23%)
164 (18%)
78 (9%)
4 (<1%)
33 (4%)
	
600 (60%)
661 (66%)
122 (12%)
325 (32%)
200 (20%)
242 (24%)
115 (11%)
2 (<1%)
38 (4%)
	<0.001
 
 
 



ARDS : acute respiratory distress syndrome ; CO : cardiac output ; ICU : intensive care unit ; LV : left ventricular ; PH : pulmonary hypertension ; RV : right ventricular ; SVR : systemic vascular resistance.


	Table S7. Use of vasopressin and terlipressin in patients with septic shock according to continents.

	
	Europe
	Asia
	North America
	South America
	Africa
	Oceania
	p value

	
	n=984
	n=331
	n=70
	n=73
	n=16
	n=32
	

	Use of vasopressin and terlipressin 
Vasopressin
Terlipressin
Vasopressin or Terlipressin
Vasopressin and Terlipressin
	
932 (95%)
27 (3%)
13 (1%)
12 (1%)
	
320 (97%)
8 (2%)
3 (1%)
0 (0%)
	
70 (100%)
0 (0%)
0 (0%)
0 (0%)
	
71 (97%)
2 (3%)
0 (0%)
0 (0%)
	
16 (100%)
0 (0%)
0 (0%)
0 (0%)
	
32 (100%)
0 (0%)
0 (0%)
0 (0%)
	0.62

	Goals and triggers for vasopressin and terlipressin initiation

	Goals
To improve cardiac output
To improve blood pressure
To improve urine output
To reduce administration of intravenous fluid 
To reduce risk of renal replacement therapy
To reduce risk of cardiac arrhythmias
To decrease the catecholamine load
	
208 (21%)
827 (84%)
388 (39%)
430 (44%)
244 (25%)
181 (18%)
745 (76%)
	
94 (28%)
279 (84%)
130 (39%)
107 (32%)
97 (29%)
77 (23%)
218 (66%)
	
12 (17%)
65 (93%)
30 (43%)
23 (33%)
15 (21%)
28 (40%)
59 (84%)
	
22 (30%)
61 (84%)
21 (29%)
31 (42%)
15 (21%)
14 (19%)
50 (68%)
	
6 (37%)
14 (87%)
6 (37%)
7 (44%)
3 (19%)
2 (12%)
6 (37%)
	
4 (12%)
31 (97%)
9 (28%)
10 (31%)
6 (19%)
5 (16%)
21 (66%)
	0.01


	Clinical and biological triggers
Abnormal peripheral perfusion
Oliguria
Tachycardia
Persistent tachycardic atrial fibrillation
Low systolic arterial pressure
Low mean arterial pressure
Low diastolic arterial pressure
Low systemic vascular resistance 
Slow lactate clearance
High PCO2 gap (>6 mmHg)
Low S(c)vO2
None
	
259 (26%)
255 (26%)
111 (11%)
87 (9%)
234 (24%)
865 (88%)
272 (28%)
483 (49%)
255 (26%)
106 (11%)
130 (13%)
26 (3%)
	
90 (27%)
82 (25%)
55 (17%)
46 (14%)
89 (27%)
285 (86%)
113 (34%)
145 (44%)
79 (24%)
42 (13%)
31 (9%)
5 (2%)
	
27 (39%)
17 (24%)
15 (21%)
11 (16%)
26 (37%)
59 (84%)
20 (29%)
27 (39%)
17 (24%)
4 (6%)
9 (13%)
2 (3%)
	
36 (49%)
16 (22%)
13 (18%)
10 (14%)
17 (23%)
60 (82%)
32 (44%)
29 (40%)
21 (29%)
9 (12%)
13 (18%)
1 (1%)
	
7 (44%)
4 (25%)
2 (12%)
0 (0%)
2 (12%)
16 (100%)
7 (44%)
5 (31%)
4 (25%)
4 (25%)
5 (31%)
0 (0%)
	
3 (9%)
3 (9%)
3 (9%)
4 (12%)
9 (28%)
28 (87%)
7 (22%)
10 (31%)
4 (12%)
0 (0%)
1 (3%)
2 (6%)
	<0.01

	Dose of norepinephrine base as a trigger 
0.15-0.25 µg/kg/min
0.25-0.50 µg/kg/min
0.50-1.00 µg/kg/min 
1-2 µg/kg/min
>2 µg/kg/min
Not a triggering factor
	
87 (9%)
487 (49%)
283 (29%)
80 (8%)
30 (3%)
17 (2%)
	
67 (20%)
144 (43%)
59 (18%)
35 (11%)
17 (5%)
9 (3%)
	
28 (40%)
30 (43%)
5 (7%)
2 (3%)
0 (0%)
5 (7%)
	
9 (12%)
39 (54%)
16 (22%)
6 (8%)
2 (3%)
1 (1%)
	
2 (13%)
4 (25%)
5 (30%)
2 (13%)
2 (13%)
1 (6%)
	
10 (32%)
14 (44%)
2 (6%)
2 (6%)
1 (3%)
3 (9%)
	<0.001

	Duration of norepinephrine administration as a trigger 
<2h
2-6h
6-12h
>12h
Not a triggering factor
	
137 (14%)
261 (27%)
54 (5%)
47 (5%)
485 (49%)
	
56 (17%)
82 (25%)
32 (10%)
25 (7%)
136 (41%)
	
15 (21%)
19 (27%)
2 (3%)
4 (6%)
30 (43%)
	
16 (22%)
21 (29%)
6 (8%)
2 (3%)
28 (38%)
	
4 (25%)
5 (31%)
1 (6%)
2 (13%)
4 (25%)
	
2 (6%)
7 (22%)
1 (3%)
0 (0%)
22 (69%)
	0.01

	Combination of the dose of norepinephrine base and the duration of administration as a trigger 
>0.15 µg/kg/min for 2-6 hours
>0.25 µg/kg/min for 2-6 hours
>0.5 µg/kg/min for 2-6 hours
>1 µg/kg/min for 2-6 hours
>2 µg/kg/min for 2-6 hours
>0.15 µg/kg/min for >6 hours
>0.25 µg/kg/min for >6 hours
>0.5 µg/kg/min for >6 hours
>1 µg/kg/min for >6hours
>2 µg/kg/min for >6 hours
Not a triggering factor
	

38 (4%)
294 (30%)
251 (26%)
57 (6%)
19 (2%)
3 (<1%)
33 (3%)
39 (4%)
21 (2%)
12 (1%)
217 (22%)
	

24 (7%)
98 (30%)
60 (18%)
25 (8%)
14 (4%)
4 (1%)
12 (4%)
9 (3%)
9 (3%)
8 (2%)
68 (20%)
	

12 (18%)
24 (34%)
6 (9%)
2 (3%)
0 (0%)
0 (0%)
1 (1%)
1 (1%)
0 (0%)
0 (0%)
24 (34%)
	

5 (7%)
33 (45%)
12 (17%)
2 (3%)
3 (4%)
0 (0%)
1 (1%)
4 (5%)
2 (3%)
1 (1%)
10 (14%)
	

0 (0%)
3 (19%)
3 (19%)
3 (19%)
1 (6%)
1 (6%)
0 (0%)
1 (6%)
0 (0%)
1 (6%)
3 (19%)
	

3 (9%)
12 (38%)
2 (6%)
1 (3%)
2 (6%)
1 (3%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
11 (35%)
	<0.001

	Timing for vasopressin and terlipressin use

	Phase of resuscitation 
First-line vasopressor
Second-line vasopressor, after initial resuscitation
Third-line vasopressor, as rescue therapy 
	
1 (<1%)
928 (94%)
55 (6%)
	
0 (0%)
304 (92%)
27 (8%)
	
2 (3%)
66 (94%)
2 (3%)
	
1 (1%)
65 (89%)
7 (10%)
	
0 (0%)
12 (75%)
4 (25%)
	
0 (0%)
32 (100%)
0 (0%)
	<0.001 

	First-line vasopressor 
Norepinephrine
Epinephrine
Vasopressin
Terlipressin
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
	
980 (99%)
1 (<1%)
1 (<1%)
0 (0%)
0 (0%)
1 (<1%)
0 (0%)
1 (<1%)
	
327 (99%)
1 (<1%)
0 (0%)
0 (0%)
0 (0%)
1 (<1%)
0 (0%)
2 (<1%)
	
68 (97%)
0 (0%)
2 (3%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
	
71 (97%)
0 (0%)
1 (2%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
1 (2%)
	
15 (94%)
1 (6%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
	
32 (100%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
	<0.001


	Second-line vasopressor
Norepinephrine
Epinephrine
Vasopressin
Terlipressin
Vasopressin or Terlipressin
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
I do not use second-line vasopressor
	
5 (0.51%)
42 (4.27%)
894 (90.85%)
21 (2.13%)
13 (1.32%)
1 (0.1%)
2 (0.2%)
2 (0.2%)
3 (0.3%)
1 (0.1%)
	
2 (0.6%)
17 (5.14%)
297 (89.73%)
4 (1.21%)
3 (0.91%)
1 (0.3%)
1 (0.3%)
0 (0.0%)
6 (1.81%)
0 (0.0%)
	
2 (2.86%)
1 (1.43%)
66 (94.29%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
1 (1.43%)
0 (0.0%)
	
2 (2.74%)
3 (4.11%)
64 (87.67%)
1 (1.37%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
3 (4.11%)
0 (0.0%)
	
1 (6.25%)
2 (12.5%)
12 (75.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
1 (6.25%)
0 (0.0%)
	
0 (0.0%)
0 (0.0%)
32 (100.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
0 (0.0%)
	0.25


	Third-line vasopressor
Norepinephrine
Epinephrine
Vasopressin
Terlipressin
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
No third-line vasopressor
	
0 (0%)
443 (45%)
49 (5%)
18 (2%)
48 (5%)
11 (1%)
159 (16%)
16 (2%)
240 (24%)
	
0 (0%)
201 (61%)
23 (7%)
4 (1%)
6 (2%)
16 (5%)
17 (5%)
20 (6%)
44 (13%)
	
0 (0%)
37 (53%)
2 (3%)
0 (0%)
9 (13%)
3 (4%)
6 (9%)
2 (3%)
11 (15%)
	
0 (0%)
42 (58%)
6 (8%)
1 (1%)
1 (1%)
0 (0%)
11 (15%)
3 (4%)
9 (13%)
	
0 (0%)
8 (51%)
4 (25%)
0 (0%)
0 (0%)
2 (12%)
0 (0%)
0 (0%)
2 (12%)
	
0 (0%)
19 (59%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
8 (25%)
0 (0%)
5 (16%)
	<0.001

	Vasopressor used when vasopressin and terlipressin are contraindicated
Epinephrine
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
Accept lower blood pressure when tissue perfusion variables are acceptable
	

431 (44%)
48 (5%)
23 (2%)
145 (15%)
17 (2%)
320 (32%)
	

184 (56%)
10 (3%)
14 (4%)
20 (6%)
37 (11%)
66 (20%)
	

32 (46%)
8 (11%)
2 (3%)
10 (14%)
4 (6%)
14 (20%)
	

38 (52%)
2 (3%)
3 (4%)
14 (19%)
4 (6%)
12 (16%)
	

9 (56%)
0 (0%)
1 (6%)
0 (0%)
2 (13%)
4 (25%)
	

18 (56%)
1 (3%)
0 (0%)
7 (22%)
0 (0%)
6 (19%)
	<0.001


PCO2 : partial pressure of carbon dioxide ; S(c)vO2 : (central) venous oxygen saturation.









	Table S8. Use of vasopressin and terlipressin in patients with septic shock depending on the income level of the countries according to the World Bank classification.

	
	High
income
	Upper-middle income
	Lower-middle income
	Low
income
	p value

	
	n=1163
	n=149
	n=191
	n=3
	

	Use of vasopressin and terlipressin 
Vasopressin
Terlipressin
Vasopressin or Terlipressin
Vasopressin and Terlipressin
	
1106 (95%)
30 (3%)
15 (1%)
12 (1%)
	
143 (96%)
6 (4%)
0 (0%)
0 (0%)
	
189 (99%)
1 (<1%)
1 (<1%)
0 (0%)
	
3 (100%)
0 (0%)
0 (0%)
0 (0%)
	0.21

	Goals
To improve cardiac output
To improve blood pressure
To improve urine output
To reduce administration of intravenous fluid 
To reduce risk of renal replacement therapy
To reduce risk of cardiac arrhythmias
To decrease the catecholamine load
	
237 (20%)
990 (85%)
437 (38%)
480 (41%)
274 (24%)
234 (20%)
874 (75%)
	
53 (36%)
125 (84%)
58 (39%)
64 (43%)
41 (28%)
38 (25%)
102 (68%)
	
54 (28%)
160 (84%)
87 (46%)
63 (33%)
64 (33%)
34 (18%)
123 (64%)
	
2 (67%)
2 (67%)
2 (67%)
1 (33%)
1 (33%)
1 (33%)
0 (0%)
	<0.01


	Clinical and biological triggers
Abnormal peripheral perfusion
Oliguria
Tachycardia
Persistent tachycardic atrial fibrillation
Low systolic arterial pressure
Low mean arterial pressure
Low diastolic arterial pressure
Low systemic vascular resistance 
Slow lactate clearance
High PCO2 gap (>6 mmHg)
Low S(c)vO2
None
	
298 (26%)
289 (25%)
148 (13%)
120 (10%)
288 (25%)
1014 (87%)
318 (27%)
561 (48%)
294 (25%)
116 (10%)
145 (12%)
33 (3%)
	
70 (47%)
37 (25%)
24 (16%)
18 (12%)
43 (29%)
126 (85%)
55 (37%)
62 (42%)
40 (27%)
22 (15%)
21 (14%)
1 (1%)
	
53 (28%)
51 (27%)
27 (14%)
20 (10%)
46 (24%)
170 (89%)
77 (40%)
76 (40%)
46 (24%)
27 (14%)
23 (12%)
2 (1%)
	
1 (33%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
3 (100%)
1 (33%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
	0.05

	Dose of norepinephrine base as a trigger 
0.15-0.25 µg/kg/min
0.25-0.50 µg/kg/min
0.50-1.00 µg/kg/min 
1-2 µg/kg/min
>2 µg/kg/min
Not a triggering factor
	
137 (12%)
564 (48%)
309 (27%)
94 (8%)
33 (3%)
26 (2%)
	
24 (16%)
73 (49%)
33 (22%)
12 (8%)
3 (2%)
4 (3%)
	
42 (22%)
79 (41%)
27 (14%)
21 (11%)
16 (8%)
6 (4%)
	
0 (0%)
2 (67%)
1 (33%)
0 (0%)
0 (0%)
0 (0%)
	<0.001

	Duration of norepinephrine administration as a trigger 
<2h
2-6h
6-12h
>12h
Not a triggering factor
	
162 (14%)
307 (26%)
63 (5%)
55 (5%)
576 (50%)
	
33 (22%)
39 (26%)
16 (11%)
10 (7%)
51 (34%)
	
34 (18%)
48 (25%)
17 (9%)
15 (8%)
77 (40%)
	
1 (33%)
1 (33%)
0 (0%)
0 (0%)
1 (33%)
	<0.01

	Combination of the dose of norepinephrine base and the duration of administration as a trigger 
>0.15 µg/kg/min for 2-6 hours
>0.25 µg/kg/min for 2-6 hours
>0.5 µg/kg/min for 2-6 hours
>1 µg/kg/min for 2-6 hours
>2 µg/kg/min for 2-6 hours
>0.15 µg/kg/min for >6 hours
>0.25 µg/kg/min for >6 hours
>0.5 µg/kg/min for >6 hours
>1 µg/kg/min for >6hours
>2 µg/kg/min for >6 hours
Not a triggering factor
	
57 (5%)
354 (30%)
272 (23%)
66 (6%)
26 (2%)
6 (1%)
36 (3%)
43 (4%)
23 (2%)
0 (0%)
13 (1%)
267 (23%)
	
11 (7%)
57 (38%)
29 (20%)
8 (5%)
4 (3%)
2 (1%)
4 (3%)
6 (4%)
3 (2%)
0 (0%)
2 (1%)
23 (16%)
	
14 (7%)
52 (27%)
33 (17%)
15 (8%)
9 (5%)
1 (<1%)
7 (4%)
5 (3%)
5 (3%)
1 (<1%)
7 (4%)
42 (22%)
	
0 (0%)
1 (33%)
0 (0%)
1 (33%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
1 (33%)
	0.17

	Phase of resuscitation 
First-line vasopressor
Second-line vasopressor, after initial resuscitation
Third-line vasopressor, as rescue therapy 
	
3 (<1%)
1097 (94%)
63 (6%)
	
1 (<1%)
134 (90%)
14 (10%)
	
0 (0%)
174 (91%)
17 (9%)
	
0 (0%)
2 (67%)
1 (33%)
	0.04

	First-line vasopressor 
Norepinephrine
Epinephrine
Vasopressin
Terlipressin
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
	
1155 (99%)
2 (<1%)
3 (<1%)
0(0%)
0(0%)
2 (<1%)
0(0%)
1 (<1%)
	
147 (99%)
0 (0%)
1 (<1%)
0(0%)
0(0%)
0 (0%)
0(0%)
1 (<1%)
	
188 (98%)
1 (1%)
0 (0%)
0(0%)
0(0%)
0 (0%)
0(0%)
2 (1%)
	
3 (100%)
0 (0%)
0 (0%)
0(0%)
0(0%)
0 (0%)
0(0%)
0 (0%)
	>0.99


	Second-line vasopressor
Norepinephrine
Epinephrine
Vasopressin
Terlipressin
Vasopressin or Terlipressin
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
I do not use second-line vasopressor
	
8 (<1%)
47 (4%)
1058 (91%)
24 (2%)
15 (1%)
1 (<1%)
2 (<1%)
2 (<1%)
5 (<1%)
1 (<1%)
	
1 (<1%)
9 (6%)
132 (89%)
2 (1%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
5 (3%)
0 (0%)
	
3 (2%)
9 (5%)
173 (91%)
0 (0%)
1 (<1%)
1 (<1%)
1 (<1%)
0 (0%)
3 (1%)
0 (0%)
	
0 (0%)
0 (0%)
2 (67%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
1 (33%)
0 (0%)
	<0.001

	Third-line vasopressor
Norepinephrine
Epinephrine
Vasopressin
Terlipressin
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
No third-line vasopressor
	
0 (0%)
557 (48%)
57 (5%)
18 (1%)
58 (5%)
20 (2%)
170 (15%)
23 (2%)
260 (22%)
	
0 (0%)
77 (52%)
10 (7%)
4 (3%)
1 (<1%)
2 (1%)
17 (11%)
10 (7%)
28 (19%)
	
0 (0%)
115 (60%)
16 (8%)
1 (1%)
5 (3%)
9 (5%)
14 (7%)
8 (4%)
23 (12%)
	
0 (0%)
1 (33%)
1 (33%)
0 (0%)
0 (0%)
1 (33%)
0 (0%)
0 (0%)
0 (0%)
	<0.001

	Vasopressor used when vasopressin and terlipressin are contraindicated
Epinephrine
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
Accept lower blood pressure when tissue perfusion variables are acceptable
	
519 (45%)
57 (5%)
33 (3%)
162 (14%)
26 (2%)
366 (31%)
	
82 (56%)
5 (3%)
5 (3%)
21 (14%)
15 (10%)
21 (14%)
	
109 (57%)
7 (4%)
5 (3%)
13 (7%)
22 (11%)
35 (18%)
	
2 (67%)
0 (0%)
0 (0%)
0 (0%)
1 (33%)
0 (0%)
	<0.001


PCO2 : partial pressure of carbon dioxide ; S(c)vO2 : (central) venous oxygen saturation.


	Table S9. Use of vasopressin and terlipressin in patients with septic shock according to academic status of ICU.

	
	Respondents working in academic ICU
	Respondents working in non-academic ICU
	p value

	
	n=716
	n=790
	

	Use of vasopressin and terlipressin 
Vasopressin
Terlipressin
Vasopressin or Terlipressin
Vasopressin and Terlipressin
	
693 (97%)
10 (1%)
8 (1%)
5 (1%)
	
748 (95%)
27 (3%)
8 (1%)
7 (1%)
	0.09
 
 
 
 

	Goals and triggers for vasopressin and terlipressin initiation

	Goals
To improve cardiac output
To improve blood pressure
To improve urine output
To reduce administration of intravenous fluid 
To reduce risk of renal replacement therapy
To reduce risk of cardiac arrhythmias
To decrease the catecholamine load
	
135 (19%)
609 (85%)
253 (35%)
285 (40%)
162 (23%)
128 (18%)
534 (75%)
	
211 (27%)
668 (85%)
331 (42%)
323 (41%)
218 (28%)
179 (27%)
565 (72%)
	<0.01

	Clinical and biological triggers
Abnormal peripheral perfusion
Oliguria
Tachycardia
Persistent tachycardic atrial fibrillation
Low systolic arterial pressure
Low mean arterial pressure
Low diastolic arterial pressure
Low systemic vascular resistance
Slow lactate clearance
High PCO2 gap (>6 mmHg)
Low S(c)vO2
None
	
182 (25%)
175 (24%)
82 (11%)
62 (9%)
170 (24%)
630 (88%)
218 (30%)
324 (45%)
182 (25%)
81 (11%)
94 (13%)
19 (3%)
	
240 (30%)
202 (26%)
117 (15%)
96 (12%)
207 (26%)
683 (86%)
233 (29%)
375 (47%)
198 (25%)
84 (11%)
95 (12%)
17 (2%)
	0.39
 
 
 


	Dose of norepinephrine base as a trigger 
0.15-0.25 µg/kg/min
0.25-0.50 µg/kg/min
0.50-1.00 µg/kg/min 
1-2 µg/kg/min
>2 µg/kg/min
Not a triggering factor
	
78 (11%)
360 (50%)
179 (25%)
56 (8%)
25 (4%)
18 (2%)
	
125 (16%)
358 (45%)
191 (24%)
71 (9%)
27 (4%)
18 (2%)
	0.09
 
 
 


	Duration of norepinephrine administration as a trigger 
<2h
2-6h
6-12h
>12h
Not a triggering factor
	
110 (15%)
186 (26%)
48 (7%)
27 (4%)
345 (48%)
	
120 (15%)
209 (26%)
48 (6%)
53 (7%)
360 (46%)
	0.14

	Combination of the dose of norepinephrine base and the duration of administration as a trigger 
>0.15 µg/kg/min for 2-6 hours
>0.25 µg/kg/min for 2-6 hours
>0.5 µg/kg/min for 2-6 hours
>1 µg/kg/min for 2-6 hours
>2 µg/kg/min for 2-6 hours
>0.15 µg/kg/min for >6 hours
>0.25 µg/kg/min for >6 hours
>0.5 µg/kg/min for >6 hours
>1 µg/kg/min for >6hours
>2 µg/kg/min for >6 hours
Not a triggering factor
	

34 (5%)
231 (32%)
163 (23%)
36 (5%)
14 (2%)
4 (<1%)
24 (3%)
24 (3%)
14 (2%)
10 (1%)
162 (23%)
	

48 (6%)
233 (29%)
171 (22%)
54 (7%)
25 (3%)
5 (<1%)
23 (3%)
30 (4%)
18 (2%)
12 (1%)
171 (22%)
	0.70

	Timing for vasopressin and terlipressin use

	Phase of resuscitation 
First-line vasopressor
Second-line vasopressor, after initial resuscitation
Third-line vasopressor, as rescue therapy
	
1 (<1%)
670 (93%)
50 (6%)
	
3 (<1%)
737 (92%)
57 (7%)
	0.80

	First-line vasopressor 
Norepinephrine
Epinephrine
Vasopressin
Terlipressin
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
	
708 (99%)
3 (<1%)
1 (<1%)
0 (0%)
0 (0%)
1 (<1%)
0 (0%)
3 (<1%)
	
785 (99%)
0 (0%)
3 (<1%)
0 (0%)
0 (0%)
1 (<1%)
0 (0%)
1 (<1%)
	0.25
 
 
 


	Second-line vasopressor
Norepinephrine
Epinephrine
Vasopressin
Terlipressin
Vasopressin or Terlipressin
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
I do not use second-line vasopressor
	
8 (1%)
30 (4%)
655 (92%)
7 (1%)
8 (1%)
1 (<1%)
2 (<1%)
2 (<1%)
3 (<1%)
0 (0%)
	
4 (<1%)
35 (5%)
710 (90%)
19 (2%)
8 (1%)
1 (<1%)
1 (<1%)
0 (0%)
11 (1%)
1 (<1%)
	0.09
 
 
 
 
 
 
 
 
 


	Third-line vasopressor
Norepinephrine
Epinephrine
Vasopressin
Terlipressin
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
No third-line vasopressor
	
0 (0%)
346 (49%)
42 (6%)
8 (1%)
42 (6%)
10 (1%)
107 (15%)
16 (2%)
145 (20%)
	
0 (0%)
404 (51%)
42 (5%)
15 (2%)
22 (3%)
22 (3%)
94 (12%)
25 (3%)
166 (21%)
	0.01

	Vasopressor used when vasopressin and terlipressin are contraindicated
Epinephrine
Angiotensin II
Phenylephrine
Methylene blue
Dopamine
Accept lower blood pressure when tissue perfusion variables are acceptable
	

326 (46%)
39 (5%)
22 (3%)
108 (15%)
19 (3%)
202 (28%)
	

386 (49%)
30 (4%)
21 (3%)
88 (11%)
45 (5%)
220 (28%)
	<0.01
 
 
 



ICU : intensive care unit ; PCO2 : partial pressure of carbon dioxide ; S(c)vO2 : (central) venous oxygen saturation.


	Table S10. Generalized mixed model assessing practice heterogeneity regarding the dose of norepinephrine base as a trigger for vasopressin and terlipressin administration in patients with septic shock

	Fixed effects

	Variables
	Likelihood Ratio Test
	p-value

	Type of ICU (Medical, Surgical…)
	4.93
	0.42

	Number of beds
	1.45
	0.84

	Number of patients admitted per year
	1.17
	0.95

	Experience as intensivist (in years)
	1.19
	0.95

	Local protocol for vasopressors 
	0.07
	0.78

	Random effects

	Variables
	Variance (t00)
	Marginal R2 
Conditional R2

	Continent
	0.01
	0.008
0.032

	Income level of countries according to the World Bank classification
	<0.001
	

	Academic status of ICU
	<0.001
	


n=1506. ICU : intensive care unit.



















	Table S11. Generalized mixed model assessing practice heterogeneity regarding the duration of norepinephrine administration as a trigger for vasopressin and terlipressin administration in patients with septic shock

	Fixed effects

	Variables
	Likelihood Ratio Test
	p-value

	Type of ICU (Medical, Surgical…)
	12.76
	0.03

	Number of beds
	0.77
	0.94

	Number of patients admitted per year
	2.38
	0.79

	Experience as intensivist (in years)
	7.09
	0.21

	Local protocol for vasopressors 
	0.90
	0.34

	Random effects

	Variables
	Variance (t00)
	Marginal R2 
Conditional R2

	Continent
	<0.001
	0.022
0.022

	Income level of countries according to the World Bank classification
	<0.001
	

	Academic status of ICU
	<0.001
	


n=1506. ICU : intensive care unit.



















	Table S12. Generalized mixed model assessing practice heterogeneity regarding the  combination of the dose of norepinephrine base and the duration of administration as a trigger for vasopressin and terlipressin administration in patients with septic shock

	Fixed effects

	Variables
	Likelihood Ratio Test
	p-value

	Type of ICU (Medical, Surgical…)
	15.44
	<0.01

	Number of beds
	2.80
	0.59

	Number of patients admitted per year
	4.98
	0.42

	Experience as intensivist (in years)
	17.94
	<0.01

	Local protocol for vasopressors 
	3.01
	0.08

	Random effects

	Variables
	Variance (t00)
	Marginal R2 
Conditional R2

	Continent
	0.003
	0.029
0.128

	Income level of countries according to the World Bank classification
	<0.001
	

	Academic status of ICU
	<0.001
	


n=1506. ICU : intensive care unit.



	Table S13. Doses and discontinuation of vasopressin and terlipressin in patients with septic shock according to continents.

	
	Europe
	Asia
	North America
	South America
	Africa
	Oceania
	p value

	
	n=931
	n=308
	n=67
	n=67
	n=13
	n=31
	

	Doses of vasopressin and terlipressin

	Initial dose
0.01 U/min 
0.02 U/min
0.03 U/min 
0.04 U/min
0.06 U/min
0.0005 U/kg/min
0.001 U/kg/min
Other initial doses
Use of terlipressin
	
301 (32%)
210 (23%)
208 (22%)
134 (14%)
26 (3%)
13 (1%)
4 (<1%)
10 (1%)
25 (3%)
	
67 (22%)
47 (15%)
76 (25%)
96 (31%)
7 (2%)
4 (1%)
3 (1%)
2 (1%)
6 (2%)
	
6 (9%)
9 (12%)
18 (27%)
28 (42%)
4 (6%)
1 (2%)
0 (0%)
1 (2%)
0 (0%)
	
12 (18%)
20 (30%)
11 (16%)
18 (28%)
2 (3%)
1 (1%)
0 (0%)
1 (1%)
2 (3%)
	
5 (38%)
0 (0%)
6 (46%)
1 (8%)
0 (0%)
0 (0%)
0 (0%)
1 (8%)
0 (0%)
	
2 (7%)
4 (13%)
2 (7%)
20 (64%)
1 (3%)
0 (0%)
0 (0%)
2 (7%)
0 (0%)
	<0.001


	Adjustment of the dose
Fixed dose same as initial dose
Fixed dose at 0.03 U/min
Fixed dose at 0.04 U/min
Fixed dose at 0.06 U/min
Other fixed doses
Fixed dose of terlipressin 
Titration on mean arterial pressure
Titration on systemic vascular resistance
	
225 (24%)
82 (9%)
31 (3%)
8 (<1%)
22 (2%)
7 (<1%)
479 (52%)
84 (9%)
	
128 (42%)
16 (5%)
23 (7%)
7 (2%)
2 (1%)
0 (0%)
115 (37%)
17 (6%)
	
39 (58%)
1 (2%)
4 (6%)
4 (6%)
2 (3%)
0 (0%)
16 (23%)
1 (2%)
	
20 (30%)
4 (6%)
5 (7%)
4 (6%)
1 (2%)
1 (2%)
27 (40%)
5 (7%)
	
2 (15%)
1 (8%)
1 (8%)
0 (0%)
0 (0%)
0 (0%)
5 (38%)
4 (31%)
	
20 (65%)
0 (0%)
2 (6%)
0 (0%)
1 (3%)
0 (0%)
8 (26%)
0 (0%)
	<0.001

	Maximum dose
0.03 U/min
0.04 U/min
0.06 U/min
0.001 U/kg/min
0.01 U/kg/min
0.05 U/kg/min
Other maximum doses
Maximum dose of terlipressin
No maximum dose
	
274 (29%)
296 (32%)
200 (21%)
10 (1%)
10 (1%)
23 (3%)
42 (4%)
23 (3%)
53 (6%)
	
49 (16%)
150 (49%)
64 (21%)
2 (1%)
7 (2%)
9 (3%)
13 (4%)
6 (2%)
8 (3%)
	
6 (9%)
25 (37%)
24 (37%)
1 (1%)
0 (0%)
2 (3%)
8 (12%)
0 (0%)
1 (1%)
	
4 (6%)
25 (37%)
17 (26%)
1 (1%)
1 (1%)
4 (6%)
8 (12%)
2 (3%)
5 (8%)
	
4 (30%)
2 (15%)
3 (23%)
1 (8%)
1 (8%)
0 (0%)
1 (8%)
0 (0%)
1 (8%)
	
2 (6%)
17 (55%)
7 (23%)
0 (0%)
0 (0%)
0 (0%)
4 (13%)
0 (0%)
1 (3%)
	<0.001

	Discontinuation of vasopressin and terlipressin

	Triggers for tapering
Mean arterial pressure
Peripheral perfusion variables
Urine output
Dose of the first-line vasopressor
Systemic vascular resistance
Biological variables (lactate, PCO2 gap, S(c)vO2…)
Secondary effects of vasopressin or analogues
None
	
816 (88%)
409 (44%)
310 (33%)
441 (47%)
341 (37%)
336 (36%)
287 (31%)
3 (<1%)
	
274 (89%)
114 (37%)
100 (32%)
140 (45%)
62 (20%)
80 (26%)
56 (18%)
1 (<1%)
	
61 (91%)
32 (48%)
20 (30%)
24 (36%)
12 (18%)
20 (30%)
11 (16%)
0 (0%)
	
56 (84%)
42 (63%)
19 (28%)
23 (34%)
23 (34%)
26 (39%)
14 (21%)
0 (0%)
	
12 (92%)
7 (54%)
4 (31%)
6 (46%)
5 (38%)
6 (46%)
3 (23%)
0 (0%)
	
26 (84%)
9 (29%)
7 (23%)
16 (52%)
4 (13%)
6 (19%)
6 (19%)
0 (0%)
	0.02 

	Timing of tapering in vasopressin and terlipressin
Vasopressin or analogues are tapered first
At the same time as first-line vasopressor
After the first-line vasopressor 
Below a predefined threshold dose of first-line vasopressor
	
274 (29%)
80 (9%)
168 (18%)
409 (44%)
	
114 (37%)
20 (6%)
42 (14%)
132 (43%)
	
18 (27%)
4 (6%)
22 (33%)
23 (34%)
	
19 (28%)
10 (15%)
17 (26%)
21 (31%)
	
7 (54%)
0 (0%)
0 (0%)
6 (46%)
	
10 (32%)
0 (0%)
5 (16%)
16 (52%)
	<0.01


	Modalities of tapering in vasopressin and terlipressin
Progressive decrease in doses
Abrupt discontinuation
	
879 (94%)
52 (6%)
	
243 (79%)
65 (21%)
	
43 (64%)
24 (35%)
	
62 (93%)
5 (7%)
	
11 (85%)
2 (15%)
	
23 (74%)
8 (26%)
	<0.001


PCO2 : partial pressure of carbon dioxide ; S(c)vO2 : (central) venous oxygen saturation.



	Table S14. Doses and discontinuation of vasopressin and terlipressin in patients with septic shock depending on the income level of the countries according to the World Bank classification.

	
	High
income
	Upper-middle income
	Lower-middle income
	Low
income
	p value

	
	n=1105
	n=137
	n=172
	n=3
	

	Initial dose
0.01 U/min 
0.02 U/min
0.03 U/min 
0.04 U/min
0.06 U/min
0.0005 U/kg/min
0.001 U/kg/min
Other initial doses 
Use of terlipressin
	
316 (29%)
242 (22%)
250 (23%)
210 (19%)
26 (2%)
15 (1%)
4 (<1%)
14 (1%)
28 (3%)
	
35 (26%)
27 (20%)
26 (19%)
33 (24%)
7 (5%)
1 (<1%)
1 (<1%)
2 (1%)
5 (4%)
	
42 (24%)
21 (12%)
43 (25%)
53 (31%)
7 (4%)
3 (1%)
2 (1%)
1 (<1%)
0 (0%)
	
0 (0%)
0 (0%)
2 (67%)
1 (33%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
	0.08


	Adjustment of the dose
Fixed dose same as initial dose
Fixed dose at 0.03 U/min
Fixed dose at 0.04 U/min
Fixed dose at 0.06 U/min
Other fixed doses
Fixed dose of terlipressin 
Titration on mean arterial pressure
Titration on systemic vascular resistance
	
322 (29%)
85 (8%)
44 (4%)
11 (1%)
18 (2%)
8 (<1%)
527 (48%)
90 (8%)
	
42 (31%)
11 (8%)
13 (10%)
7 (5%)
3 (2%)
0 (0%)
51 (37%)
10 (7%)
	
68 (40%)
8 (5%)
9 (5%)
5 (3%)
0 (0%)
0 (0%)
71 (41%)
11 (6%)
	
2 (67%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
1 (33%)
0 (0%)
	0.01

	Maximum dose
0.03 U/min
0.04 U/min
0.06 U/min
0.001 U/kg/min
0.01 U/kg/min
0.05 U/kg/min
Other maximum doses
Maximum dose of terlipressin
No maximum dose
	
296 (27%)
392 (36%)
234 (21%)
10 (1%)
12 (1%)
25 (2%)
54 (5%)
26 (2%)
56 (5%)
	
18 (13%)
48 (35%)
35 (26%)
1 (<1%)
3 (2%)
7 (5%)
13 (10%)
5 (4%)
7 (5%)
	
25 (15%)
75 (44%)
46 (27%)
3 (2%)
4 (2%)
6 (3%)
8 (4%)
0 (0%)
5 (3%)
	
1 (33%)
0 (0%)
0 (0%)
1 (33%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
1 (33%)
	<0.001

	Triggers for tapering
Mean arterial pressure
Peripheral perfusion variables
Urine output
Dose of the first-line vasopressor
Systemic vascular resistance
Biological variables (lactate, PCO2 gap, S(c)vO2…)
Secondary effects of vasopressin or analogues
None
	
967 (88%)
477 (43%)
349 (32%)
520 (47%)
373 (34%)
383 (35%)
317 (29%)
3 (<1%)
	
119 (87%)
76 (55%)
46 (34%)
52 (38%)
40 (29%)
47 (34%)
30 (22%)
0 (0%)
	
156 (91%)
59 (34%)
64 (37%)
76 (44%)
33 (19%)
44 (26%)
30 (17%)
1 (<1%)
	
3 (100%)
1 (33%)
1 (33%)
2 (67%)
1 (33%)
0 (0%)
0 (0%)
0 (0%)
	0.05

	Timing of tapering in vasopressin and terlipressin
Vasopressin or analogues are tapered first
At the same time as first-line vasopressor
After the first-line vasopressor 
Below a predefined threshold dose of first-line vasopressor
	
332 (30%)
90 (8%)
198 (18%)
485 (44%)
	
45 (33%)
12 (9%)
30 (22%)
50 (36%)
	
64 (37%)
12 (7%)
26 (15%)
70 (41%)
	
1 (33%)
0 (0%)
0 (0%)
2 (67%)
	0.55

	Modalities of tapering in vasopressin and terlipressin
Progressive decrease in doses
Abrupt discontinuation
	
1005 (91%)
100 (9%)
	
120 (88%)
17 (12%)
	
134 (78%)
38 (22%)
	
2 (67%)
1 (33%)
	<0.001


PCO2 : partial pressure of carbon dioxide ; S(c)vO2 : (central) venous oxygen saturation.



	Table S15. Doses and discontinuation of vasopressin and terlipressin in patients with septic shock according to academic status of ICU.

	
	Respondents working in university hospital
	Respondents working in other structures
	p value

	
	n=673
	n=744
	

	Doses of vasopressin and terlipressin 

	Initial dose
0.01 U/min 
0.02 U/min
0.03 U/min 
0.04 U/min
0.06 U/min
0.0005 U/kg/min
0.001 U/kg/min
Other initial doses
Use of terlipressin 
	
209 (31%)
145 (22%)
150 (22%)
114 (17%)
19 (3%)
14 (2%)
4 (<1%)
8(1%)
10 (1%)
	
184 (25%)
145 (19%)
171 (23%)
183 (25%)
21 (3%)
5 (<1%)
3 (<1%)
9 (1%)
23 (3%)
	0.003

	Adjustment of the dose
Fixed dose same as initial dose
Fixed dose at 0.03 U/min
Fixed dose at 0.04 U/min
Fixed dose at 0.06 U/min
Other fixed doses
Fixed dose of terlipressin 
Titration on mean arterial pressure
Titration on systemic vascular resistance
	
182 (27%)
46 (7%)
35 (5%)
9 (1%)
14 (2%)
4 (<1%)
339 (50%)
44 (7%)
	
252 (34%)
58 (8%)
31 (4%)
14 (2%)
7 (<1%)
4 (<1%)
311 (42%)
67 (9%)
	0.01
 
 

	Maximum dose
0.03 U/min
0.04 U/min
0.06 U/min
0.001 U/kg/min
0.01 U/kg/min
0.05 U/kg/min
Other maximum doses
Maximum dose of terlipressin
No maximum dose
	
170 (25%)
242 (36%)
141 (21%)
11 (2%)
9 (1%)
20 (3%)
38 (5%)
10 (2%)
32 (5%)
	
169 (23%)
273 (37%)
174 (23%)
4 (<1%)
10 (1%)
18 (2%)
38 (5%)
21 (3%)
37 (5%)
	0.39
 
 
 


	Discontinuation of vasopressin and terlipressin

	Triggers for tapering
Mean arterial pressure
Peripheral perfusion variables
Urine output
Dose of the first-line vasopressor
Systemic vascular resistance
Biological variables (lactate, PCO2 gap, S(c)vO2…)
Secondary effects of vasopressin or analogues
None
	
588 (87%)
284 (42%)
204 (30%)
322 (48%)
205 (30%)
230 (34%)
202 (30%)
2 (<1%)
	
657 (88%)
329 (44%)
256 (34%)
328 (44%)
242 (33%)
244 (33%)
175 (24%)
2 (<1%)
	0.22

	Timing of tapering in vasopressin and terlipressin
Vasopressin or analogues are tapered first
At the same time as first-line vasopressor
After the first-line vasopressor 
Below a predefined threshold dose of first-line vasopressor 
	
194 (29%)
58 (8%)
120 (18%)
301 (44%)
	
248 (33%)
56 (8%)
134 (18%)
306 (41%)
	0.27

	Modalities of tapering in vasopressin and terlipressin
Progressive decrease in doses
Abrupt discontinuation
	
605 (90%)
68 (10%)
	
656 (88%)
88 (12%)
	0.34


ICU : intensive care unit ; PCO2 : partial pressure of carbon dioxide ; S(c)vO2 : (central) venous oxygen saturation.
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