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Figure 2. Kaplan-Meier Survival Curves
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0 1 2 3 4 5 6 7 8 9 0 11
Months

No. at risk
Permissive hypotension 1283 794 743 721 699 667 631 596 545 509 480 442

Usual care 1300 772 727 697 677 642 604 569 525 489 459 435 395

Kaplan-Meier4#7fR (L)

All randomized patients are included
when calculating survival, excluding
8 patients in the permissive
hypotension group and 7 in the usual
care group who did not consent to
the trial and refused permission for
data use. Other surviving patients
were censored at the last known date
alive or at date of withdrawal or
refusal of consent (from whom trial
consent was not obtained). The
median follow-up time (using the
reverse Kaplan-Meier method) was
14.3 months (interquartile range
[IQR], 8.8-19.3) for the permissive
hypotension group and 14.2 months
(IQR, 8.5-19.4) for the usual care
group. HR indicates hazard ratio.
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Figure 3. Subgroup Analyses of the Primary Outcome

90-d Mortality, No./Total (%) Post Hoc Planned Analysis Favors | Favors
Permissive Analysis Relative P Value for 0dds Ratio Permissive : Usual P Value for
Subgroup Hypotension Usual Care Risk (95% CI)? Interaction®  (95% C1)? 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) —— 118
78-82 115/243 (47.3) 111/219(50.7) 0.90 (0.77-1.06) 0.72(0.48-1.10) —a—
>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) 291/671(43.4) 0.98 (0.88-1.11) 13 0.97 (0.76-1.24) —- a7
Yes 214/560(38.2) 253/571 (44.3) 0.84(0.71-0.99) 0.67 (0.51-0.88) —a—
Chronic heart failure
No 431/1085(39.7) 467/1104 (42.3)  0.92 (0.83-1.02) €9 0.82 (0.68-1.00) - -
Yes 69/136(50.7)  77/137 (56.2) 0.88(0.72-1.08) 0.77 (0.45-1.31) ——
Atherosclerotic disease
No 424/1047 (40.5) 458/1062(43.1)  0.90(0.82-1.00) 28 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) —-—
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) —a— .69'
0.42-0.68 135/259(52.1) 124/231(53.7) 1.00(0.84-1.19) 0.99 (0.69-1.43) ——
>0.68 195/242(80.6) 209/248 (84.3) 0.94 (0.87-1.02) 0.75(0.47-1.21) ———
Sepsis-3
No sepsis 124/263 (47.1) 117/275 (42.5) 1.04 (0.85-1.26) 1.15(0.77-1.71) il
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) 289/595 (48.6) 0.94 (0.84-1.04) 0.83 (0.64-1.08) —
Infusion at randomization9
None 7/15 (46.7) 9/22(40.9) 1.20 (0.70-2.05) 1.61 (0.35-7.54) —
Norepinephrine, pg/kg/min
<0.1 44/142(31.0)  57/148(38.5) 0.77 (0.57-1.03) 4% 0.63 (0.36-1.09) — 36
20.1 308/648 (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) -
Other/combination 5/15 (33.3) 8/13(61.5) 0.61(0.28-1.31) 0.20(0.03-1.25) «——®#——
T T T T

0.1 1 8
Odds Ratio (95% CI)

2 Adjusted for age, sex, comorbidities, prior dependency. vasopressor infusions

received at randomization, duration of vasopressor infusion prior to
randomization, location prior to admission to intensive care unit (ICU) or
urgency of surgery, Intensive Care National Audit & Research Centre
physiology score, Sepsis-3, and random effect of site.

b pvalue for test of interactions of risk ratio in adjusted generalized estimating
equation (GEE) Poisson regression model.

< Pvalue for test of interactions in the odds ratio (OR) in adjusted multilevel
logistic regression model.

9 Three patients in the usual care group were identified after randomization to
be younger than 65 years and are included in this subgroup.

© Test of continuous linear interaction with age: adjusted OR, 0.82 (95% Cl,
0.69-0.99) at age 75 years (mean value), interaction OR, 0.90 (95% Cl,
0.78-1.02) per 5-year increase in age.

f Test of continuous linear interaction with predicted log odds of acute hospital
mortality: adjusted OR, 0.82 (95% Cl, 0.68 to 0.99) at predicted log odds of
-0.64 (mean value) (predicted risk of 35%), interaction OR, 0.97 (95% Cl,
0.84-112) per increase of 1in predicted log odds.

& Norepinephrine equivalent doses were calculated according to the method
described in Khanna et al,'® using the following conversion factors:
epinephrine pg/kg/min (x 1), dopamine pg/kg/min (/150), phenylephrine
Hg/kg/min (x O1), and vasopressin U min -1( x 2.5).
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