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2 i s 2. Baseline characteristics
PP
e =t eens Berne  Swerun Summary Statstc Vi Piacebo Total =
s iy hairan gmisan  peareas Total Number of Patients N 139 129 268
sornsem om0 wonasas wsosn  maisas Study Site
.o ugsta wasre  sosre AZ Tumhout (1749) N (%) 55/139 (39.57%) 5120 (4100%) 1087268 (40.30%)
e - e (i) wheme e CHU Lige (1770) N (%) 71139 ( 5.04%) 51129 ( 3.88%) 121268 ( 4.48%)
T oty A P oty O P im0 nsean Tasras CHU St Pierre (1758) N (%) 177139 ( 1223%) 18/129 ( 13.95%) 351268 (13.06%)
eamion o searen a5 oza N (%) 181139 (1295%) 6129 (1240%) 34268 (12.69%)
e —— k) o 2o i 2o ULB Erasme (1767) N (%) 2139 ( 1.44%) 11129 ( 078%) 3268 ( 1.12%)
s ot s o Uz Brussel N (%) 17139 (1223%) 13129 (1008%) 30268 (11.19%)
Definition of sepiic shock UZ Lewven N (%) 71139 ( 5.04%) 61129 4565%) 137268 ( 4.85%)
uza N (%) 16/139 (11.519%) 29 (1318%) 33268 (12.31%)
“Adminisiration Female N (%) 50/139 (35.97%) 441129 (34.11%) 941268 (35.07%)
Mean of Vasoactive Age ] {n] Mean (SD) 1301652 (16.1) 1201665 (14.2) 2681658 (152)
Aterial _Agents Septic Wedian (Q1; Q3) 69.0 (580, 76.0) TI0(BLO760)  69.0(600,76.0)
Pressure___Required Lactate shock N Range (200, 93.0) 200,91.0) (20.0:930)
>=70 mmHg No No 18 Weight [kg] at Baseline {0l Mean (SD) (1391782 216) (126801 (17.2) 267179.1(196)
No <2 No77 Median (Q1; Q3) 740(620;89.0) 785(00,900)  767(66.0,900)
No 2 Nodd Range (450, 160.0) (@7.0,144.0) 5.0, 160.0)
Yes 1 NEWS Score at Hospital Admission {0l Mean (SD) 13987 @7) 112984 26) 1268185 26)
Yes <2 No 4 Median (Q; Q3) 80(70.110) 80(60,100) 20(65,100)
>=70 mmHg Yes  >2 Yes 9 Range 6.0,180) 6.0,180) (5.0, 18.0)
<70 mmHg No 8 ‘Sepsis Etology
<70mmHg No <2 No41 Respiratory N (%) 641130 ( 46.04%) 60120 (53.40%) 1331268 (49.63%)
<70 mmHg No 32 Yes2s Gastro-ntestial N (%) 10/139 ( 7.19%) 12129 030%) 22268 821%)
<70mmHg Yes <2 Nois Urinary N (%) 277139 (19.42%) 28129 (2171%) 55268 (20.52%)
<70 mmHg Yes > Yesdg ‘Skin o softtissue N (%) 16/139 (11.51%) 10129 ( 7.75%) 261268 ( 9.70%)
Catheter N (%) 2139 ( 1.44%) 41129 ( 078%) 3268 ( 1.12%)
113 MEASUREMENTS OF TREATMIENT COMPLIANCE Other N (%) 201139 (14.39%) 9129 698%) 201268 (10.82%)
114 EFFICACY RESULTS AND TABULATIONS OF INDIVIDUAL PATIENT DATA
CEasie study Page 20 of 125
1141 Analysis of Efficacy.
1142 Statistical / Analytical Issues 5
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2. Baseline characteristics
PP
Summary Statitic Vi Piacebo Total
Respiratony rate 7] Mean (SD) 1132257 @.1) 1124270 @.4) 12561263 @)
Median (Q1; Q3) 250(205,300) 2600210,310)  250(21.0,30.0)
Range (©0,500) (120,820) (©0,820)
Oxygen Saturation [%] {0l Mean (SD) 138910 06) 11291520 (56) 2671915 (7.9)
Median (Q1; Q3) 930 (80,0, 96.0) 920(800,960)  930(890,960)
Range 1.0, 1000) (0.0, 1000) @10, 100.0)
Fi02 (%] {0l Mean (SD) 139)36.1 215) [129]335(00)  [%68]348208)
Median (Q1; Q3) 200(21.0,41.0) 250210370 260(21.0,37.0)
Range 1.0, 1000) 1.0, 1000) @10, 100.0)
Pa02 [mmHg) {0l Mean (SD) (120175.4 (51.8) 1051723034 [26]739(410)
Median (Q1; Q3) 682 (58.0,820) 637(500,810)  633(580,817)
Range 22.0,588.0) 73, 178.0) 7.3,588.0)
PaG2FIO2 [mmHg] {0l Mean (SD) 112012433 (128.5) [106]2467 (108.4)  [226]2449 (19.3)
Median (Q1; Q3) 2380 (1510, 2205) 2500 (157.0,3200) 2520 (155.0;320.0)
Range (@5.0,8400) 0.0, 497.0) (200, 840.0)
Pac2FIo2
N (%) 8120 667%) 8106 7.55%) 161226 ( 7.08%)
N (%) 200120 (24.17%) 30106 (2830%) 59226 (26.11%)
200299 N (%) 371120 (30.83%) 35106(3302%) 721226 (31.86%)
=189 and NOT mechanically ventiated N (%) 30/120 (25.00%) 20106 (1981%) 511226 (22.57%)
100-189 and mechanically ventiated N (%) 8120 667%) 81106 7.55%) 161226 ( 7.08%)
<100 and mechanically ventiated N (%) 8120 667%) 4106 ( 377%) 121226 531%)
Wechanical ventition N (%) 230139 (16.55%) 20120 (1550%) 431268 (16.04%)
Glasgow Coma Scale
15 N (%) 94/130 (67.63%) 90129 (7674%) 1931268 (7201%)
1314 N (%) 24139 (17.27%) 6120 (1240%) 401268 (14.93%)
1012 N (%) 12139  8.63%) 51129 3.88%) 171268  6.34%)
69 N (%) 41139 ( 072%) 51129 ( 3.88%) 61268  2.24%)
<6 N (5%) 8139 ( 576%) 1290 3.10%) 121268  4.48%)
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2. Baseline characteristics
PP
Summary Statitic Vi Piacabo Total

'Systolic Blood Pressure [mmHg]

Diastolic Blood Pressure [mmHg]

Mean Arteral Pressure [mmHg]

Mean Arteial Pressure
mmHg
<70mmHg

Heart Rate [/min]

Administration of Vasoacive Agents Required
Dose of Vasoactive Agent
Dopa=5., epi<=0.1 or norepi<=0.1
Dopa>15, epi>0.1 of norepi=0.1

Platelets [107]

Platelets [10%1]
50

100- 149

50-99

20-49

<20

[n] Mean (SD)
Median (Q1; 3)
Range

n] Mean (SD)
Median (Q1; 3)
Range

n] Mean (SD)
Median (Q1; 3)
Range

N (%)
N (%)

] Mean (SD)
Median (Q1; 3)
Range

N (%)

N (%)
N (%)

] Mean (SD)
Median (Q1; 3)
Range

N (%)
N (%)
N (%)
N (%)
N (%)

113971039 (30.0)
98.0(81.0;120.0)
(480,211.0)
130 58.3 (10.2)
560 (430, 71.0)
(200, 1540)
[139] 738 (215)
710/(58.0,87.0)
(30.0; 163.0)

75139 (53.96%)
641139 (46.04%)

[138] 1130 24.8)
1145 (99.0; 128.0)
(50.0; 205.0)
411139 (20.50%)

17141 (41.46%)
24141 (5854%)

[138]234.6 (131.4)
2150 (1640, 282.0)
(15.0,887.0)

108/130 ( 77.70%)
15139 (1079%)
9139 ( 6.47%)
5/139 ( 360%)
20139 ( 144%)

[129]106.7 (33.3)
100.0 (81.0; 124.0)
(57.0,230.0)
[129161.2 (18.7)
530480, 75.0)
(24.0,133.0)
[120176.7 (22.4)
70,0 (60.0; 89.0)
(400, 153.0)

641129 (49.61%)
65/129 (50.39%)

[129]112.0 24.9)
1130 (98.0; 123.0)
(48.0,2040)
32129 (24.81%)

12132 (37.50%)
20132 (62.50%)

[129)247.0 (125.6)
2260 (1710, 310.0)
7.0:7280)

104/129 ( 80.62%)
15129 (11.63%)
41129 ( 3.10%)
5/129 ( 388%)
1129( 078%)

2681 105.2 (316)
98.0(81.0,122.0)
(48.0,2300)
26850.7 (10.0)
57.0(47.0,720)
(200;154.0)
268175.2(21.9)
70.0 (585 83.0)
(300;163.0)

1307268 ( 51.87%)
1201268 ( 48.13%)

26711125 (24.8)
113.0(98.0;127.0)
(48.0,205.0)
731268 (27.24%)

2073 (30.73%)
4473 (60.27%)

26712406 (128.6)
2230(168.0; 298.0)
(7.0:887.0)

2121268 (79.10%)
301268 (11.19%)
131268 ( 4.85%)
10268 ( 3.73%)
31268 ( 112%)
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R o 1 Hatwn T Taean . movs 2. Baseline characteristics
] ) e it smoim sy PP
< o — o gt i o O
] Al e Feia ECm o Summary Statistc VG Placebo Total
i s e o s o omosm Biirubin (mg/dL] 7] Mean (SD) 3211012 2712012 2591 1.1 (12)
] “ o s @ren wancs s Wedian (Q1; Q3) 07(05;1.1) 09(05;15) 08(051.3)
K i o vy il Range ©02100) ©295) 02 100)
] ] e @ FHe SROW SR Biirubin [mg/eL]
B . 1 - - S— — <12 N (%) 108/139 ( 77.70%) 83/129 (64.34%) 1911268 (71.27%)
] @ e s 0 12-19 N (%) 15139 (1079%) 33129 (25.58%) 481268 (17.91%)
E ” 20-59 N (%) 141139 (1007%) MN29(853%) 25268 ( 9.33%)
7 60-119 N (%) 21139 ( 1.44%) 2129 155%) 4268 ( 1.49%)
A ———— m— — - i — Creatiine [mg/aL] {n] Mean (SD) 1391 1.40 (0.88) 129 1.93 (1.64) 268166 (1.33)

[rete oaro e Toamo e wawo g Wedian (Q1; Q3) 111083, 167) 131(095,225) 121087, 1.90)
K oo mett s w0 a0 w7 Range (©0.42:5.42) (0.48,932) (0.42,932)
i el " i, o Creatinine (mg/aL)
] [ —— s wanvars e manime <12 N (%) 78130 (56.12%) 54120 (4186%) 1321268 (49.25%)
K o oo R O 12-19 N (%) 377139 (26.62%) 37129 (2868%) 741268 (27.61%)
- et e I s s 20-34 N (%) 191139 (13.67%) 23120 (1783%) 420268 (1567%)
o pritey e ] il mant 35- 4.9 or UOP < 500 mLicay N (%) 3139 2.16%) 71129 543%) 101268 ( 373%)
- - e onmoain o  pnmsa >= 5 or UOP < 200 mLiday N (%) 2130 ( 1.44%) 8120 6:20%) 101268  373%)
3 et & umean  womima iasmews WBC [10°] {n] Mean (SD) (951 13.25 (9.09) 901 11.67 (7.82) (185] 12,58 (8.50)
3 P e— e i dimaen e Median (Q1; Q3) 13.30 (7.01; 17.50) 10.97 655 1511)  11.90 (690, 16.91)
R v ot - e P Range (0.12,67.30) (019, 38.50) ©.1267.30)
d o 2unimen wREw  umiem CRP [mydL] {0l Mean (SD) 130] 18957 (139.59) (126119184 (146.01) (2671 190,66 (142.43)
B o e wmacewse  mmamecse Median (Q1; Q3) 150.00 (77.70; 293 20) 15370 (80.00,27570) 15230 (79.00; 281.50)
2 —e Tcwe T MGima T Gewre Range (3,00, 554.80) (0560, 633.10) (060, 633.10)
] ot e o e o Potassium [mmoliL] {0l Mean (SD) (139]4.14 0.71) (126433 0.78) 12671423 (075)
4 o't e e e (o Wedian (Q1; Q3) 410 (365, 4.46) 4203824700 410(370,456)
] e e el e Smmn e s Range 282,7.00) (3.00,6.96) @282,7.00)
& = o s Ty ‘Sogium mmoliL] {0l Mean (SD) [139] 135.86 (4.89) [126] 13668 (495)  [267]13625(493)
] O mersORENTS OF TREATENT ORI ANGE ] Median (Q1; Q3) 137.00 (133.00; 139.00) 136.85 (13400, 140.00)  137.00 (133.00; 139.00)
g Range (13,00, 146.30) (125.00; 160.00) (113.00; 160.00)
4
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Median (Q1; Q3) 137.00 (133.00; 139.00) 136.85 (13400, 140.00)  137.00 (133.00; 139.00) [2]
Range (113.00; 146.30) (125.00; 160.00) (113.00; 160.00)
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2. Baseline characteristics
PP
Summary Statstc VG Placebo Total
Procaicionin 7] Mean (SD) (1321121 @0.0) (1211187 (30.4) 12531152 (256)
Wedian (Q1; Q3) 3006134 33(08.216) 32(07:153)
Range (0.0;100.0) (00;130.0) 0.0, 130.0)
Lactate [mmoi] {0l Mean (SD) 1127128 26) 129 Re412924)
Wedian (Q1; Q3) 19(12,35) 2301439 2001338
Range (04,200) 04,130) ©04:200)
‘SOFA Score {0l Mean (SD) 13914936 1129149 32) 1268149 (34
Wedian (Q1; Q3) 4020,70) 5020,70) 4020,70)
Range 00;17.0) 00;160) ©0:17.0)
IV Fluds Administered N (%) 1371139 (98.56%) 1271129 (93.45%) 2641268 (9851%)
Administraton of Cortcosteroids Required N (%) 38/139 (27.34%) 271129 (2093%) 651268 (24.25%)
“ime from Hospital Admission to First Study Drug [n] {n] Mean (SD) 139138.(1.4) 129135 (13) 1268137 (14)
Wedian (Q1; Q3) 3827,47) 31025,47) 35(26,47)
Range 0969 086.4) 0869
Renal replacement therapy N (%) 2139 ( 1.44%) 3129 233%) 51268 ( 1.87%)
‘Septic shock N (%) 35/134 (26.12%) 441126 (34.92%) 791260 (30.38%)
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