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Number and percentage of subjects ith at least one planned dose missed. N=number of subjects aive
‘and not being discharged and having at least one dose planned that day. Note thatfor subjects vith less
than 4 planned doses at the firstday, there are (unless being deceased or discharged) 5 days with
planned doses

Note that there are three pafients in the placebogroup who are discharged on day 1 (cfrnfra) and are.
therefore not included in the denominator.

112 DEMOGRAPHIC AND OTHER BASELINE CHARACTERISTICS
113 MEASUREMENTS OF TREATMENT COMPLIANCE
114 EFFICACY RESULTS AND TABULATIONS OF INDIVIDUAL PATIENT DATA

1141 Analysis of Efficacy

1142 Statistical / Analytical Issues

(CEASIE Clnical Study Report
Version 1.0,
Page 50 0f 395

 Toegankelyineid: onderzocken Autotterste-bestand opsisa

CLINICAL STUDY REPORT- WE 26.06: I

Wilma Eegdeman

Pocken ~

| = opmerkingen | |7 Bewerken - | [ 1%t Delen
0 # [
oo

& Vervangen
S Sz

Bewerken

I Focus

Dicteren

Spraak

[ —

Editor

Editor

Invoegtoepassingen

Invoegtoepassingen

Invoegen  Tekenen  Ontwerpen  Indeling  Verwizingen  Verzendijsten  Controleren  Beeld  Help
il A | Aa 2| 9 || AaBbcepe AsBbCeDe acmbcooa: AQB aaBbCcDdl
Kembord 5 Lettetye Ainea stiten
N TR AT ERRY PR ST SRRE SR FHRT T SRR TR TN R TN N AN R T R SR TR I e SRR 0
2. Baseline characeristcs
Fas
Summary Statstc Vi Piacebo Total
Total Number of Patents N e 145 )
Study Site
AZ Tumhout (1749) N (%) 55/147 ( 37.41%) 58/145 ( 40.00%) 113/292 ( 38.70%)
CHU Liége (1770) N (%) TN47 ( 476%) 6/145 ( 4.14%) 13292 ( 4.45%)
CHU St Pierre (1758) N (%) 211147 (14.29%) 21145 (14.48%) 42/292 (14.38%)
GZA N (%) 18147 (12.24%) 16/145 ( 11.03%) 341292 ( 11.64%)
ULB Erasme (1767) N (%) 21147 ( 1.36%) 1145 ( 0.69%) 37292 ( 1.03%)
UZ Brussel N (%) 19147 (12.93%) 17145 (11.72%) 361292 ( 12.33%)
UZ Leuven N (%) 8/147 ( 5.44%) 71145 ( 4.83%) 15292 ( 5.14%)
uza NN (%) ATN4T (11.56%) 19/145 (13.10%) 361292 ( 12.33%)
Female /N (%) 50/147 (34.01%) 53/145 ( 36.55%) 103/292 ( 35.27%)
Age [yl [n] Mean (SD) (1471647 (16.2) [145] 67.0 (13.9) [292]65.8 (15.1)
Median (Q1; Q3) 68.0 (58.0; 75.0) 71.0(61.0; 77.0) 69.0 (60.0; 76.0)
Range (20.0;93.0) (20.0;91.0) (20.0;93.0)
\Weight [kg] at Baseline [n] Mean (SD) [1471782(212) 1441789 (17.2) (2911786 (19.3)
Median (Q1; Q3) 75.0 (62.0; 89.0) 77.0 (67.5; 89.5) 76.1(65.0; 89.0)
Range (45.0; 160.0) (47.0,144.0) (45.0; 160.0)
NEWS Score at Hospital Admission [n] Mean (SD) 147186 (27) 1145184 27) [292)85(27)
Median (Q1; Q3) 8.0(7.0;10.0) 8.0(6.0;10.0) 8.0(6.0; 10.0)
Range (5.0;18.0) (5.0;18.0) (5.0, 18.0)
Sepsis Etology
Respiratory N (%) 68/147 ( 46.26%) 771145 (53.10%) 145/292 ( 49.66%)
Gastro-intestinal N (%) 117147 ( 7.48%) 12/145 ( 8.28%) 231292 ( 7.88%)
Urinary N (%) 28147 (19.05%) 34/145 ( 23.45%) 621292 (21.23%)
‘Skin or soft tissue N (%) ATN4T (11.56%) 10/145 ( 6.90%) 271292 ( 9.25%)
Catheter N (%) 21147 ( 1.36%) 11145 ( 0.69%) 37292 ( 1.03%)
Other /N (%) 21147 (14.29%) 117145 ( 7.59%) 32/292 ( 10.96%)
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Castestudy Page 1307125
Fas
Summary Statstc Vi Fracebo Total

Respiratory rate [n] Mean (SD) [139]25.9 (8.1) [138] 27.1 (9.6) (2771265 (8.9)
Median (Q1; Q3) 25.0(21.0; 30.0) 26.0(21.0;31.0) 25.0(21.0;30.0)
Range (9.0;50.0) (12.0,82.0) (9.0, 82.0)

Oxygen Saturation [%] [n] Mean (SD) [146]91.2 (9.4) [145]92.0 (5.7) (2911916 (7.8)
Median (Q1; Q3) 93.0 (89.0; 96.0) 93.0 (89.0; 96.0) 93.0 (89.0; 96.0)
Range (21.0;100.0) (70.0; 100.0) (21.0; 100.0)

Fi02 [%] [n] Mean (SD) (1471361 (215) [145] 336 (19.7) [292]34.8 (20.6)
Median (Q1; Q3) 29.0(21.0; 41.0) 25.0(21.0;37.0) 26.0(21.0; 40.0)
Range (21.0;100.0) (21.0;100.0) (21.0; 100.0)

Pa02 [mmHg] [n] Mean (SD) [126] 74.8 (50.8) [120] 72.9 (26.0) [246] 73.9 (40.6)
Median (Q1; Q3) 68.2 (58.0; 82.0) 68.2(57.8; 82.1) 68.2(58.0; 82.0)
Range (22.0,588.0) (7.3, 1845) (7.3,588.0)

Pa02/Fi02 [mmHg] [n] Mean (SD) [126]241.0 (127.6) [120] 245 5 (107.9) [246] 2432 (118.2)
Median (Q1; Q3) 237.5(143.0; 317.0) 257.5(157.0; 317.5) 247.0(155.0; 317.0)
Range (45.0; 840.0) (20.0; 497.0) (20.0; 840.0)

PaO2Fi02

200-299
<=199 and NOT mechanicaly ventiated
100-199 and mechanicaly ventiated
<100 and mechanically ventiated

Mechanical ventiation
Glasgow Coma Scale
15
1314
10-12
69
<6

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

N (%)

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

8/126 ( 6.35%)
301126 (23.81%)
38126 (30.16%)
33126 (26.19%)
9/126 ( 7.14%)
8/126 ( 635%)

241147 (16.33%)

1021147 ( 60.30%)
241147 (16.33%)
121147 ( 8.16%)
1147 ( 068%)
81147 ( 544%)

101120 ( 8.33%)
311120 (25.83%)
411120 (34.17%)
24/120(20.00%)
8/120( 6.67%)
61120 ( 5.00%)

221145 (15.17%)

1111145 (76.55%)
18145 (1241%)
61145 ( 4.14%)
61145 ( 414%)
47145 276%)

181246 ( 7.32%)
611246 (24.80%)
791246 (32.11%)
571246 (23.17%)
177246 ( 6.91%)
141246 ( 5.69%)

461292 (15.75%)

2131202 (72.95%)
421292 (14.38%)
181292 ( 6.16%)
71292 ( 240%)
120292 ( 4.11%)
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3 o sl Soarsng Someirn  Homaien 2 Baseline characteristics
ki b=y o w0
; ot sty et Woien  Goases Fas L
M IR e e, S, DS,
E o s " Taean mosen Summary Statitic VG Piacebo Total
B o e wascsm) P Syl Biood Pressure [mmHg] 7] Mean (SD) T14711040 29.9) (451059 33.1) 29211049 (313)
K S e i A sl Wedian (Q1; Q3) 99.0(820;119.0) 1000(810,1230) 9.0 (15, 121.0)
K oot s v e B Sy e Range (48.0,211.0) (61.0,2300) 48.0, 230.0)
] ety et ey e voacien  ualias Diastolic Blood Pressure [mmHg] {0l Mean (SD) (1471500 (19.3) [145]608(185)  [2921599(189)
2 . g Median (Q1; Q3) 57.0(45.0,720) 50(80,730) 575470725
] G ot - R B Range 0.0, 154.0) @4.0,1330) 0.0, 154.0)
ki B e frtied ey oo Wean Arteral Pressre [mmHg] {0l Mean (SD) (1M 744 213) (145176220)  [R921753(216)
] i ey i P Wedian (Q1; Q3) 71.0(53.0;87.0) 700(600,880)  71.0(59.0,88.0)
A b ey i b et Range (0.0, 163.0) (0.0, 153.0) (0.0, 163.0)
] Wean Ateral Presstre
E >=70 mmiHg N (%) 81147 (55.10%) 145 (4966%) 1530292 (52.40%)
g 113 MEASUREMENTS OF TREATMENT COMPLIANCE <70mmHg N (%) 661147 ( 44.90%) TIN5 (5034%) 139292 (47 60%)
K Heart Rate Jmin] ] Mean (SD) (14611131 (246) [145]111.4 24.8) 120111122 247)
] Median (Q1; Q3) 1130 (89.0; 128.0) 1130(880,1220)  1130(880,126.0)
4 114 EFFICACY RESULTS AND TABULATIONS OF INDIVIDUAL PATIENT DATA Range (50.0,205.0) (48.0,204.0) 8.0, 205.0)
] Administration of Vasoactive Agents Required N (%) 417147 (27.89%) 745 (2552%) 78292 (2671%)
E Dose of Vasoactive Agent
] Dopa>5, epi<=0.1 or norepi<=0.1 N (%) 17141 (41.46%) WA (3T 84%) 378 (3074%)
i Dopa>15, epi=0.1 of norepi=0.1 N (%) 24141 (58.54%) 2337 (6216%) 47778 (6026%)
K CEASIE iinical Sudy Report Platelets [10°L] 0] Mean (SD) 114612332 (120.7) (14512449 (1241)  [291]1239.0 (1268)
] Version 1., Wedian (Q1; Q3) 2140 (164.0, 280.0) 250(168.0:3160)  2200(166.0;298.0)
Page 510f 396 Range (15.0,887.0) 7.0,7280) (7.0,287.0)
B Platelels [10°L]
| 50 N (%) 14147 (77.55%) 1160145 (3000%) 230292 (T8T7%)
100- 149 N (%) 151147 (10 20%) TS (1172%) 32092 (10.96%)
50-%9 N (%) 1147 ( 7.48%) 61145 ( 4.14%) 171292 ( 582%)
20-49 N (%) 5147 ( 3.40%) 51145 ( 3.45%) 10292 ( 3.42%)
<20 N (5%) 2147 ( 136%) /145 ( 069%) 3292 ( 103%)
1141 Analysis of Efficacy.
CEasie study Page 15 07 125
1142 Statistical / Analytica Issues
11421 Adjustments for Covariates 8
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2. Baseline characteristics m
Fas
Summary Statitic Vi Piacabo Total
Biirubin (mg/aL] 7] Mean (SD) a0 11 (1) 212012 2621 1.1 (11)
Median (Q1; Q3) 07(05;1.1) 09(05;1.4) 08(0512)
Range ©02100) ©295) 02 100)
Biirubin [mg/aL]
<12 N (%) 14147 (77.55%) 95/145(6552%) 200292 (7150%)
12-19 N (%) 151147 (1020%) 7145 (2552%) 52092 (17.81%)
20-59 N (%) 161147 (1083%) NS (750%) 27292 ( 9.25%)
60-119 N (%) 2147 ( 136%) 2145 ( 138%) 4292 ( 137%)
Creatiine [mg/aL] {n] Mean (SD) (1471139 (0.87) (1451 1.93 (1.59) 292166 (1.30)
Median (Q1; Q3) 112083, 1.65) 136 (096, 2.40) 123089, 1.92)
Range (©0.42:5.42) (0.48,932) (0.42,932)
Creatiine [mg/aL]
<12 N (%) 82/147 (5578%) 50145 (4060%) 1417292 (4829%)
12-19 N (%) 40147 (27.21%) 42145 (2897%) 820292 (28.08%)
20-34 N (%) 20147 (1361%) 28145 (1931%) 481292 (16.44%)
35- 4.9 or UOP < 500 mLicay N (%) 3147 ( 2.04%) 8145 ( 552%) 11292 ( 377%)
or UOP <200 mLiday N (%) 21147 ( 1.36%) 81145 ( 552%) 101292 ( 3.42%)
WBC [10°] {n] Mean (SD) (971 13.18 (0.01) (98] 11,55 (7.74) (19511236 (8.41)
Median (Q1; Q3) 12.80 (7.60; 17.30) 1092(580;1499) 1160 (660, 16.90)
Range (0.12,67.30) (019, 3850) (©.1267.30)
CRP [mydL] {0l Mean (SD) (147) 191,88 (138.24) [1441192.19 (144.05) (291119203 (140.90)
Median (Q1; Q3) 150,30 (3680, 293.20) 16020 (8000, 27570) 15730 (81.00; 284.20)
Range (3,00, 554.80) (060, 633.10) (060, 633.10)
Potassium [mmoliL] {0l Mean (SD) (147413 072) (144431 0.78) 2911422 076)
Median (Q1; Q3) 401360, 4.46) 413@80,470)  410(370;455)
Range @20,7.00) (3.00;6.96) @280,7.00)
‘Sogium mmoliL] {0l Mean (SD) [147] 135.80 (4.80) [144]13661(506)  [291]13620 (494)
Median (Q1; Q3) 137.00 (133.00; 139.00) 136.95 (13400, 140.00)  137.00 (133.00; 139.00)
Range (13,00, 146.30) (124.00; 160.00) (113.00; 160.00)
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2. Baseline characteristics
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Summary. Statistic ViEC Flacebo. Totel
Procalcitonin [n] Mean (SD) [1401 1.9 (10.5) [133] 19.8 (31.7) 12731158 (26.4)
Median (Q1; 3) 32(06,135) 4008224 34(07,167)
Range (0.0; 100.0) (0.0; 130.0) 00, 130.0)
Lactate [mmoliL] n] Mean (SD) 113427 26) 131128 21) 1265128 23)
Median (Q1; 3) 19(12:32) 22(13:38) 19(12:35)
Range (04,200) (0413.0) 04:200)
'SOFA Score n] Mean (SD) (147149 35) [145]5032) 1202149 (34)
Median (Q1; 3) 40(20,7.0) 40(30,7.0) 4020,7.0)
Range (00, 17.0) (0.0, 16.0) 00 17.0)
IV Fiuids Administered N (%) 144/147 ( 97.96%) 143/145 (98.62%) 2871292 (98.29%)
Administration of Corticosteroids Required N (%) 39147 (26.53%) 301145 (20.69%) 601202 (23.63%)
‘Time from Hospital Admission to First Study Drug [h] n] Mean (SD) [147138(13) [145]37(15) 1202137 (14)
Median (Q1; 3) 3827,47) 32025,50) 35027;48)
Range (09,69) (08,94) 0894)
Renal replacement therapy N (%) 31147 ( 2.04%) 37145 ( 2.07%) 60292 ( 2.05%)
‘Septic shock N (%) 351142 (24.65%) 491141 (34.75%) 841283 (20.68%)
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