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Table 1. Patient Baseline Characteristics

Characteristic

No./Total (%) of Patients

Permissive Hypotension
(n = 1283)*

Usual Care
(n = 1300)*

Age, median (IQR), y
Sex
Women
Men
Comorbidities®
Chronic hypertension
Atherosclerotic disease
Chronic heart failure
Chronic renal replacement therapy at ICU admission
Daily activities status before admission to acute hospital
No assistance
Minor or major assistance
Total assistance with all activities
Lacation prior to ICU admission and urgency of surgery
Emergency department and not in hospital
Operating room
Elective and scheduled surgery
Emergency and urgent surgery
Other ICU
Ward or intermediate care area
APACHE Il score, mean (SD) [No.]®
ICNARC physiology score, mean (SD) [No.]¢
ICNARC,, 5015 predicted risk of death, median (1QR) [No.]®
Sepsis-3°
No sepsis
Sepsis (not in shock)
Septic shock
Mean arterial pressure at randomization, mm Hg?
Mean (SD)
Median (IQR) [No.]
Vasopressor infusion(s) received at time of randomization
Norepinephrine only
Metaraminol only
Phenylephrine only
Epinephrine only
Vasopressin only
Dopamine only
Other or combination
None?
Norepinephrine equivalent dose"
<0.1 pg/kg/min'
20.1 pg/kg/min

Duration of vasopressor infusion prior to randomization,
median (IQR), min [No.]

75.2(70.4-80.5)

520/1216 (42.8)
696/1216 (57.2)

590/1283 (46.0)
187/1283 (14.6)
143/1283 (11.1)
16/1204 (1.3)

794/1211 (65.6)
409/1211 (33.8)
8/1211(0.7)

432/1219 (35.4)

53/1219 (4.3)
259/1219 (21.2)
14/1219 (1.1)
461/1219 (37.8)

20.9 (6.5) [1218]
23.9(8.8) [1213]
0.33(0.15-0.60) [1213]

263/1216(21.6)
364/1216(29.9)
589/1216 (48.4)

69.9 (10.1)
69 (64-75) [1281]

761/1265 (60.2)
406/1265 (32.1)
37/1265 (2.9)
3/1265 (0.2)
0/1265 (0.0)
0/1265 (0.0)
43/1265 (3.4)
15/1265(1.2)

153/1265(12.1)
676/1265 (53.4)
186 (102-277) [1247]

74.8 (70.1-80.8)

547/1239 (44.1)
692/1239 (55.8)

597/1299 (46.0)
189/1299 (14.5)
143/1298 (11.0)
18/1224 (1.5)

850/1230 (69.1)
375/1230(30.5)
5/1230 (0.4)

420/1239(33.9)

60/1239 (4.8)
264/1239 (21.3)
22/1239 (1.8)
473/1239 (38.2)

20.6 (6.1)[1239]
23.5(8.8)[1239]
0.32(0.14-0.61) [1239’

275/1239(22.2)
369/1239(29.8)
595/1239(48.0)

71.1(11.5)
70 (64-77) [1300]

766/1280 (59.8)
409/1280(32.0)
38/1280 (3.0)
5/1280(0.4)
2/1280(0.2)
1/1280 (0.1)
34/1280 (2.7)
25/1280 (2.0)

155/1280(12.1)
677/1280(52.9)
186 (104-284) [1262]
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Table 2. Vasopressor Use After Randomization by Group

Permissive Hypotension
(n=1261)

Usual Care
(n=1276)"

Difference
(95% Cl)

Total duration of vasopressors

after randomization,
median (IOR), h

Vasopressor usage, No. (%)
Norepinephrine
Metaraminaol
Vasopressin
Epinephrine
Phenylephrine
Terlipressin

Dopamine

Morepinephrine equivalents”

Total dose, mg
Median (IQR) [No.]

Mean dose rate, pg kg™ min™*

Median (IQR)
Highest dose rate, pg kg
Median (IQR)
Metaraminol®
Total dose, mg
Median (IQR) [No.]
Mean dose rate, mg h™"
Median (IQR)

Highest dose rate, mg h™!

Median (IQR)
Terlipressin
Total dose, U
Median (IQR) [No.]

Time receiving vasopressor
with recorded MAP

=65 mm Hg®
Median (IQR) h

»65 mm Hg®
Median (IQR) b

Mean MAP while receiving
vasopressors, mm Hg?

Median (10R) [No.]

Peak MAP while receiving
vasopressors, mm Hg?

Median (IQR)

33.0(15.0to 56.0)

992 (78.7)

395(31.3)

123 (9.8)

40(3.2)

32(2.5)

10 (D.8)

1(0.1)

17.7 (5.8 t0 47.2) [1008]

0.12 (0.06 to 0.23)

0.26 (0.13 to 0.57)

22.0(9.3 to 60.0) [395]

2.35(1.44 to 4.25)

4.00 (3.00 to 6.50)

2.5(1.0to 10.8) [10]

12 (5 ta 25)

12 (5 to 25)

66.7 (64.5 to 69.8) [1247]

3.0 (75.0 to 92.0)

38.0(19.0to 67.0)

997 (78.1)
418(32.8)

126(9.9)

42(3.3)

33(2.6)

14(1.1)

2(0.2)

26.4 (8.9 t0 65.6) [1021]

0.15 (0.08 to 0.26)

0.32 (0.16 to 0.63)

35.0(12.7 to 79.8) [420]

2.83 (1.95 to 4.88)

5.00 (3.50 to 7.00)

3.3(1.0to 6.0) [14]

6(2to13)

27 (13 to 49)

72.6 (69.4 ta 76.5) [1267]

92.0(85.0to 100.0)

-5.0(-7.8t0-2.2)

0.9(-2.3tn4.1)
-1.3(-49tp2.4)
=0.1(-2.4t0 2.3)
=0.1{-1.5t0 1.3}
-0.0(-1.3t0 1.2)
-0.3(-1.1t00.5)
0.1(-0.3to0.2)
-8.7(-12.810-4.6)

-0.03 (-0.04 to -0.02)

-0.06 (-0.09 to -0.02)

-13.0(-19.5 to =6.5)

-0.48 (-0.78 to -0.18)

-1.00 (-1.48 to -0.52)

-0.8(-8.5t06.9)

-5.9(-6.4t0-5.5)

9.0(-10.4 to -7.6)
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Figure 2. Kaplan-Meier Survival Curves
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Figure 3. Subgroup Analyses of the Primary Outcome

90-d Martality, No./Total (5) Post Hoc Planned Analysis Favors = Favors
Permissive Analysis Relative  PValue for  Odds Ratio Permissive = Usual P Value for
Subgroup Hypotension Usual Care Risk (95% C1)? Interaction®  (95% CI)® Hypotension = Care Interaction®
Age (quintiles), y !
65-694 108/289 (37.4) 124/304(40.8)  0.93 (0.78-1.13) 0.87 (0.60-1.27) — .
70-72 62/194 (32.0)  70/224 (31.3) 1.06 (0.83-1.35) 1.13(0.71-1.81) — =
73-77 127/304 (41.8) 121/274(44.2) 0.89(0.73-1.08) .13 0.76(0.52-1.11) — J11¢
78-82 115/243 (47.3) 111/219(50.7) 0.90 (0.77-1.06) 0.72(0.48-1.10) ——
=82 88/191 (46.1)  118/221(53.4)  0.84 (0.69-1.02) 0.66 (0.43-1.01) —=—
Chronic hypertension !
No 286/661(43.3) 201/671(43.4) 0.98 (0.88-1.11) 13 0,97 (0.76-1.24) - 047
Yes 214/560(38.2) 253/571(44.3)  0.84 (0.71-0.99) 0.67 (0.51-0.88) ®
Chronic heart failure 4
No 4311085 (39.7) 467/1104(42.3)  0.92 (0.83-1.02) . 0.82 (0.68-1.00) @ 81
Yes 69136 (50.7)  77/137 (56.2) 0.88 (0.72-1.08) 0.77 (0.45-1.31)
Atherosclerotic disease i
No 424/1047 (40.5) 458/1062(43.1)  0.90 (0.82-1.00) 34 0.79 (0.65-0.96) - 38
Yes 76/174 (43.7)  86/180 (47.8) 0.99 (0.82-1.21) 1.00 (0.62-1.60) —
Predicted risk of death {quintiles) :
=0.11 33/238(13.9)  34/252(13.5) 1.01 (0.67-1.53) 0,99 (0.59-1.68) ——
0.11-0.24 55/240(22.9) 63/250(25.2) 0.90(0.69-1.18) 0.86 (0.56-1.31) —a—
0.24-0.42 79/234 (33.8) 114/257 (44.4)  0.76 (0.60-0.97) .88 0.63 (0.43-0.92) —— 6of
0.42-0.68 135/259(52.1) 124/231(53.7) 1.00 (0.84-1.19) 0.99 (0.69-1.43) —a—
=0.68 195/242 (80.6) 2090/248 (84.3) 0.94 (0.87-1.02) 0.75(0.47-1.21) ——
Sepsis-3 3
No sepsis 124/263 (47.1) 117/275(42.5) 1.04 (0.85-1.26) 1.15(0.77-1.71) :
Sepsis 112/364 (30.8) 138/368(37.5)  0.77 (0.63-0.95) .07 0.62 (0.44-0.86) @._ 06
Septic shock 262/589 (44.5) 2B89/595(48.6) 0.94 (0.84-1.04) 0.83(0.64-1.08)
Infusion at randomization® ;
None 7/15 (46.7) 9/22(40.9) 1.20(0.70-2.05) 1.61 (0.35-7.54) :
Norepinephrine, pg/ka/min :
<0.1 44142 (31.0) 57/148 (38.5) 0.77 (0.57-1.03) 5 0.63 (0.36-1.09) —a 36
=0.1 308/648 (47.5) 324/653(49.6)  0.96 (0.86-1.06) 0.88 (0.69-1.13) -
Metaraminol 131/385(34.0) 139/387(35.9)  0.89 (0.73-1.09) 0.80 (0.57-1.11) —-—

Otherfcombination 5/15 (33.3)

8/132(61.5)

0.61 (0.28-1.31)

0.20 (0.03-1.25)

1

EBIJ (:37.5 &. " 0dds Ratio (95% CI)
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Table 4. Secondary Outcomes

Unadjusted Adjusted Mean Difference
Intervention Group Usual Care Absolute Diffarence P Value (95% CI)
Advanced Respiratory Support®
Receipt, No./total (%) 708/1218 (58.1) 691/1239 (55.8)
Duration among those 4(2 to 10) 4(2t010) 0.0(-0.7 t0 0.7) .64
receiving support,
median (IQR}), d
Duration among all patients, 4.5(8.3) 4.8 (10.0) -0.3(-1.1t00.4) 40 =-0.3(-1.0t0 0.4)
mean (SD), d
Days alive and free of advanced 15.7 (12.8) 15.1(13.0) 0.6(-0.4t0 1.7) .26 0.9(0.0t0 1.8)
respiratory support to day 28,
mean (5D)
Renal Support®
Receipt, No./total (%) 302/1218 (24.8) 306/1239(24.7)
Duration among those receiving 4(2t07) 4(2t08) 0.0(-1.1t01.1) 93
support, median (IQR), d
Duration among all patients, 1.4 (3.6) 1.5(4.1) -0.1(-0.4t00.2) A7 -0.2(-0.4t00.1)
mean (5D), d
Days alive and free of renal 17.4(13.2) 16.7 (13.4) 0.6(-041t01.7) .25 0.9(0.0t0 1.9)
support to day 28, mean (SD)
Duration of ICU Stay, Median (IQR) [No. of Patients], d
Survivors 5.2(2.9to 10.5) [850] 5.4 (3.0109.9) [865] -0.2(-0.7t00.3) 61
Nonsurvivors 3.2(0.9t08.1)[632] 2.7(0.9t08.7) [380] 0.5(-04t01.4) 97
Duration of Acute Hospital Stay, Median (IQR) [No. of Patients], d
Survivors 18 (10to 34) [732] 18 (10to 36) [721] 0(-2.1t02.1) 27
Nonsurvivors 6(1to 15) [484] 5(1to 14.5) [519] 1(-0.8t02.8) .92
Cognitive Decline (IQCODE Score) Among Survivors, Mean (SD) [No. of Patients]©
At90d 2.97 (0.72) [497] 2.99 (0.76) [458] -0.01 (-0.09 to 0.07) .80 -0.01 (-0.09 to 0.07)
Atly 2.93 (0.81) [254] 2.80 (0.96) [247] 0.13 (-0.00 to 0.25) .05 0.12 (-0.00 to 0.25)
Health-Related QOL (EQ-5D-5L Utility Score) Among Survivors, Mean (SD) [No. of Patients]?
At90d 0.677 (0.274) [504] 0.683 (0.272) [464] -0.006 (-0.038 to 0.026) J1 -0.000 (-0.031 t0 0.031)
Atly 0.706(0.264) [253] 0.716(0.245) [241] -0.010 (-0.050 to 0.030) .62 -0.011 (-0.050 to 0.028)

Safety Monitoring, No/Total (%)

Any serious adverse event® 79/1283(6.2) 75/1300 (5.8)
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Permissive

hypotension Usual care
Serious Adverse Event(s) (N=1283%) (N=1300°)
Any serious adverse event, n (%) 79 (6.2) 75 (5.8)
Specified serious adverse events, n (%)
Supraventricular cardiac arrhythmia 12 (0.9) 13 (1.0)
Ventricular cardiac arrhythmia 12 (0.9) 5(0.4)
Myocardial injury 8 (0.8) 12 (0.9)
Extremity necrosis 4(0.3) 3(0.2)
Mesenteric ischaemia 8(0.8) 12(0.9)
Severe acute renal failure 41 (3.2) 33 (2.5)
Other serious adverse events, n (%)
Cardiac arrest 11 (0.9) 10 (0.8)
Stroke 3(0.2) 5(0.4)
Acute ischaemic liver failure 1(0.1) 0(0.0)
Major haemorrhage 1(0.1) 0(0.0)
Massive bleed (abdominal) 1(0.1) 0(0.0)
Multiple kidney infarctions 0(0.0) 1(0.1)
Pneumobilia 0(0.0) 1(0.1)
Pneumotheorax 1(0.1) 0 (0.0)
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