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Uptodate — Corticosteroid therapy in septic shock (last updated: Oct 18, 2016.)
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French trial

JAMA. 2002;288 (7) :862.
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Inclusion Criteria
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3. Chnical evidence of INFECTION (may be present = 48 hours) —

At least one of a-d 1s required.

.

b
c.
d

Pathogenic micro-organism in blood. sputum. urnine, or normally stenile body flud

Identified focus of infection (e g. ruptured bowel. purulent dramnage or sputum)

Presence of granulocytes in normally stenile body fluad

Chinically suspected infection without positive culture of pathogenic microorganmism (e g new
mfiltrate i chest X-ray. treated pneumonia. necrotizing fascutis, purpura fulminans)

4. Ewidence of SIRS (may be present = 48 hours) — At least two of a-d are required.

a.
b.

C.

d.

Fever (=38 °C) or hypothermua (= 36 °C)

Tachycardia (= 90 bpm)

Tachypnea (= 20 bpm) or hyperventilation (PaCO, = 33 mmHg [< 4.3 kPa], or mechanifal
ventilation

Leukocytosis (= 12.000 / ul) or leukopema (= 4.000 / ul) or = 10 % immature forms

5. Ewidence of ORGAN DYSFUNCTION (may NOT be present = 48 hours —
At least one organ dysfunction of a-e 1s required

.

b.

Encephalopathy: Reduced vigilance, disonentation. agitation, delinum etc. in the absence of
psychotropic drugs

Acute renal dysfunction: Oliguria: = 0.5 mlkg/h = 2 h despite adequate volume replacement
and/or creatinine increase = 2 x above the normal upper range. and/or need for renal replacement
therapy.

Coagulation dysfunction: Platelets = 100.000/ul or more than 30 % decrease from baseline within
24 hours. Thrombocytopenia may not be due to hemorrhage or immunologically mnduced.
Pulmonary dysfunction/hypoxemua: Pa0, = 75 mmHg [= 10 kPa] at room air or Pa0O,/F10, < 250
mmHg [< 33 kPa] with oxygen application. Hypoxenua may not be due to primary cardiac or
pulmonary dysfunction (e.g. emphysema)

Microcirculatory dysfunction: Lactate = 1.5 x above the normal upper range and/or base deficit =
5 mmol/l and/or metabolic acidosis with pH = 7.3 and/or depressed capillary refill/mottling
and/or significant body edema (capillary leakage syndrome)
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Exclusion Criteria
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Outcome

* Primary outcome
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Statistical Analysis
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« JAMA. 2002 Aug 21;288(7) :862-71.
« N Engl J Med. 1987 Sep 10;317(11) :653-8.
« JAMA. 1995 Jan 11:273(2) :117-23.

 The natural history of the systemic inflammatory response syndrome
(SIRS). A prospective study.
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Figure 1. CONSORT Flow Diagram

9953 Patients assessed for eligibility

:'\/ 380 Randomized )

9573 Excluded?
1847 Severe sepsis >48 h
632 No informed consent
8004 Did not meet eligibility criteria®
6073 Preexisting septic shock
881 Preexisting glucocorticoid therapy
524 Current systemic glucocorticoid therapy
516 Moribund
303 Had do-not-resuscitate order
205 Concomitant or previous participation
in another interventional trial
101 Inclusion criteria not met
54 Immunosuppression
28 Aged <18y
31 Pregnant or breastfeeding women
6 Relationship to investigator (eg, relatives,
colleagues, staff)
6 Known hypersensitivity to study
medication
324 Other reasons
137 Logistic
187 Other

190 Randomized to receive placebo
190 Received intervention as
randomized

190 Randomized to receive hydrocortisone
190 Received intervention as
randomized

|

|

9 Discontinued intervention
2 Serious adverse event
4 Withdrew informed consent
2 Investigator’s decision
1 Other reason
9 Lost to follow-up
6 Lost to follow-up by day 28
2 Lost to follow-up between
days 29 and 90
1 Lost to follow-up between
days 91 and 180

15 Discontinued intervention
3 Serious adverse event
4 Withdrew informed consent
1 Refused informed consent
3 Investigator's decision
4 Other reason
9 Lost to follow-up
6 Lost to follow-up by day 28
3 Lost to follow-up between
days 91 and 180

!

|

176 Included in primary intention-to-
treat analysis
170 Included in primary end
point analysis
6 Excluded from primary end
point analysis
4 Withdrew informed consent
before day 15
2 Missing values during follow-up
until day 14
14 Excluded
9 Finding in informed consent processb
3 Informed consent refused
2 Septic shock at inclusion

177 Included in primary intention-to-
treat analysis
170 Included in primary end
point analysis
7 Excluded from primary end
point analysis
6 Withdrew informed consent
before day 15
1 Missing values during follow-up
until day 14
13 Excluded
7 Finding in informed consent processb
3 Informed consent refused
3 Did not receive study medication®
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Basel Ine
Characteristics

® FIrfE
SOFA 6.3

APACHE II 19.0
(French trial A5CORTICUS & U #%4E)
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Table 1. Baseline Characteristics”

Placebo Hydrocortisone Total

Characterstic (n»=176) (n=177) (N = 353)
Male, No.ftotal No. (%) 1117176 (63.1) 118/177 (66.7) 225/353 (64.9)
Age, mean (SD), y 64.6 (14.6) 65.5(14.2) 65.0 (14.4)
Type of admission, No ftotal No. (%)

Surgery, elective 42/176 (23.9) 271176 (15.3) 69/352 (19.6)

Surgery, emesgency 32/176{18.2) £4/176(25.0) 76/352 (21.6)

Nomsirgery, eective 4/176 (2.3) 5/176 (2.8) 97352 (26)

Nonsurgery, emergency 98/176 (55.7) 100/176 (56.8) 198/352 (56.3)
SOFA score, maan (SO 62(2.4) 64(2.6) 63 {2.5)
APACHE It score, mean (S04 185 (6.0) 19.5 (6.9) 19.0(6.5)
SAPS It score, mean (SDJ>* 522(59) $6.1(13.3) 54.1(118)
SAPS 3 score, mean (S0 584 (11.0) S585(11.9) 584(114)
SIRS criteria, No ftotal No. (%)

Temperature £36°C or 238°C 1417176 (80.1) 129/127 (12.9) 2707353 (76.5)

Heart rate 250 beats/min 1647176 {93.2) 158/177 (85.3) 322/353(91.2)

Tachypnea, Pypecapnia, 157/176 {(89.2) 145/176 (82.4) 302/352 (85.8)

or mechasical ventilation

Leukooytosis, leukopenia, or left shift 132176 {75.0) 1311177 (74.0) 263/353 (74.5)
Organ dysfuncbion, No./total No. (%)

Central nervous system A7/176 (36.7) 41/175(23.4) 88351 (25.1)

Coagulation 26/176 (14.8) 35/177 (19.8) 617353 (17.3)

Pulmonary 115/175 (68.0) 117/177 (66.1) 236/352 (67.0)

Renad 73/176 {41.5) 70/177 (33.5) 143/353 (40.5)

Microtirculateey 53/176 (30.1) 61/176 (34.7) 1147352 (32.4)
Source of infection, No Jftotal No. (%)

Community 83/176 {47.2) 82/177 (46.3) 165/353 (46.7)

Nosocomial, ICU 52/176 (19.5) 41177 (23.2) 93/353 (26.3)

Nosocomial, ward AL/176 (23.3) $4/177 (30.5) S5/353 (26.9)

Focws of primary infection,
No./total No. (%)

Known foces
Preumonia
Respiratory tract, other
Thoradic
Gastrointestinal
Intra-abdominal
Frimary bacteremia
Bones or soft tissue
Surgical wourd
Urogenital
Cathmter

Medication within 72 h before
randomization

Intravenous glucocorticolds,
No./total No. (%)

Hydrecortisone equivalent,
median (range), mg

Eromidate, No. (%)
No./total No. (%)
Mean (S0), mg

146/176 (83.0)
187146 {51.4)
10/146 (6.5)

27146 (1.4)
T/146 (4 8)
24/145 (16.4)
2/146 (1.4)
147146 (9.6)
/146 (2.1)
21/146 (14.4)
3/146(2.1)

6/176 (3.4)

600 (392-1000)

11/176 (6.3)
330(113)

149/176 (84.7)
56/149 (37.6)
5/148 (5.4)
/149 (6.0)
10/149 (6.7)
37/148 (24.8)
2/148 (1.3)
15/149 (10.1)
4/149 (2.7)
24/149 (16.1)
/145 (4.0)

N (LT)

200 (200-400)

12/176 (6.8)
23.8(10.49)

295/352 (83.8)
134/295 (45.4)
187295 (6.1)
11295 (3.7}
17/295 (5.8)
61/295 (20.7)
41295 (1.4)
29/295 (9.8)
7295 (2.4)
45/295 (15.3)
9295 (3.1)

9/353(2.5)

400 (200-1000)

237382 (6.5)
282(128)
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SAPS 11 57-60 49 54 1
SAPS 3 - —~ 58 4
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18d 73 31.5 8 92
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180d - - 22.2
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Table 1. Baseline Characteristics®

Placebo Hydrocortisone Total
Characteristic (n=176) (n=177) (N =353)
Male, No./total No. (%) 111/176 (63.1) 118/177 (66.7) 229/353 (64.9)
Age, mean (SD), y 64.6 (14.6) 65.5 (14.2) 65.0 (14.4)

Type of admission, No./total No. (%)
Surgery, elective
Surgery, emergency
Nonsurgery, elective
Nonsurgery, emergency
SOFA score, mean (SD)><
APACHE Il score, mean (SD)"@
SAPS Il score, mean (SD)™©
SAPS 3 score, mean (SD)®f
SIRS criteria, No./total No. (%)
Temperature £36°C or 238°C
Heart rate 290 beats/min

Tachypnea, hypocapnia,
or mechanical ventilation

Leukocytosis, leukopenia, or left shift
Organ dysfunction, No./total No. (%)

Central nervous system

Coagulation

Pulmonary

Renal

Microcirculatory

42/176 (23.9)
32/176 (18.2)
4/176 (2.3)
98/176 (55.7)

6.2 (2.4)
18.5 (6.0)
52.2 (9.9)
58.4 (11.0)

141/176 (80.1)
164/176 (93.2)
157/176 (89.2)

132/176 (75.0)

47/176 (26.7)
26/176 (14.8)
119/175 (68.0)
73/176 (41.5)
53/176 (30.1)

27/176 (15.3)
44/176 (25.0)
5/176 (2.8)
100/176 (56.8)

6.4 (2.6)
19.5 (6.9)
56.1(13.3)
58.5 (11.9)

129/177 (72.9)
158/177 (89.3)
145/176 (82.4)

131/177 (74.0)

41/175 (23.4)
35/177 (19.8)
117/177 (66.1)
70/177 (39.5)
61/176 (34.7)

69/352 (19.6)
76/352 (21.6)
9/352 (2.6)
198/352 (56.3)

6.3 (2.5)
19.0 (6.5)
54.1(11.8)
58.4 (11.4)

270/353 (76.5)
322/353 (91.2)
302/352 (85.8)

263/353 (74.5)

88/351 (25.1)
61/353 (17.3)
236/352 (67.0)
143/353 (40.5)
114/352 (32.4)
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Source of infection, No./total No. (%)
Community
Nosocomial, ICU
Nosocomial, ward

Focus of primary infection,
No./total No. (%)

Known focus
Pneumonia
Respiratory tract, other
Thoracic
Gastrointestinal
Intra-abdominal
Primary bacteremia
Bones or soft tissue
Surgical wound
Urogenital
Catheter

Medication within 72 h before
randomization

Intravenous glucocorticoids,
No./total No. (%)

Hydrocortisone equivalent,
median (range), mg

Etomidate, No. (%)
No./total No. (%)

Mean (SD), mg

83/176 (47.2)
52/176 (29.5)
41/176 (23.3)

146/176 (83.0)
78/146 (53.4)
10/146 (6.8)

2/146 (1.4)
7/146 (4.8)
24/146 (16.4)
2/146 (1.4)
14/146 (9.6)
3/146 (2.1)
21/146 (14.4)
3/146 (2.1)

6/176 (3.4)

600 (392-1000)

11/176 (6.3)
33.0(13.8)

82/177 (46.3)
41/177 (23.2)
54/177 (30.5)

149/176 (84.7)
56/149 (37.6)
8/149 (5.4)
9/149 (6.0)
10/149 (6.7)
37/149 (24.8)
2/149 (1.3)
15/149 (10.1)
4/149 (2.7)
24/149 (16.1)
6/149 (4.0)

3/177 (1.7)

200 (200-400)

12/176 (6.8)
23.8 (10.4)

165/353 (46.7)
93/353 (26.3)
95/353 (26.9)

295/352 (83.8)
134/295 (45.4)
18/295 (6.1)
11/295 (3.7)
17/295 (5.8)
61/295 (20.7)
4/295 (1.4)
29/295 (9.8)
7/295 (2.4)
45/295 (15.3)
9/295 (3.1)

9/353 (2.5)

400 (200-1000)

23/352 (6.5)
28.2 (12.8)
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End points

Table 2. Primary and Secondary End Points’

Placebe Mydrocartisene Total
End Point (n=176) {n = 177) N = 353) P Valoe
Prionary
Sestic Wock, No, fotal
No (%) [55%Q)
(1T peoclation 39/170{22.9) I6/170(21.2) 75/340(22.1) 70
[17.2-35.0) {15.6-28.1) [17.9.26.9)
PP pgulaton 33/156 (21.2) 29/155 (18.7) 62/311 (19.9) 59
[15.4-28.4) 113.3:25.7) [15.8-248)
Secondary
Maortality, Nototal
No (%) [95% O]
284 14/170(8.2) 15/171 (8.8) 29/341 (8.5) 5
[50-13.4] 15.4-14.0] [6.0-12.0]
S04 28/168 (16.7) 34/171 (19.9) 62/333(18.3) “
[11.8-23.0) [14.6.26.5) [14.5-22.8)
180 ¢ 37167 (22.2) 45/168 (26.8) 82/335(243) az
[18.5-29.0) [20.7-34.0] [20.2:29.4]
Ku 14/172 (3.1) 13/171 (7.6} 27/343(7.9) 85
[49-13.2] {4.512.6) [$5:112)
rospesl 22/172(12.5) 23/171 (13 3) 45/343013.1) a6
[86-188) 9.1-19.4] [10.0-17.1)
LOS, median (QR), ¢
xu $(6-17) 8(515) 8(536) 23
=ospital 25 (16-40) 25 (15-46) 26 (16-33) 6
Mechanical ventilstion,  103/172 (59.59) S1/17L(532) 194/343 (56.6) 21
No./total No. (%) [52.4-62.9) [45.8:50.5) [51.3-61.7)
[95% O}
MV-free time, 50 420 2N t 2]
median (QR), ¢
RIT, No /ot N1T202.2) 211171 (12.3) a2/343012.2)
Ne. (%) {35%C1] [81-178] [8.2-18.0] [8.2-16.1]
RAT-free time, 7 (4-34) 6 (412) 7(4-13) 15
median (QR), ¢
SOFA wereumtildey 14,  S0(35-68) 4.2035-6%) 48(35-65) £
Defirium, No jtotal 25/102 24.5) 11/98 (112) 36/200 {18.0) 0
No. (%) {95% Q) [17.2:337) [6.4-19.0] [13.3-23.9)
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Table 2. Primary and Secondary End Points®

End Point
Primary

Septic shock, No./total
No. (%) [95% CI]

ITT population

PP population

econaary

Placebo
(n=176)

39/170 (22.9)
[17.2-30.0]

33/156 (21.2)
[15.4-28.4]

Hydrocortisone

(n=177)

36/170 (21.2)
[15.6-28.1]

29/155 (18.7)
[13.3-25.7]

Total
(N = 353)

75/340 (22.1)
[17.9-26.9]

62/311 (19.9)
[15.8-24.8]

P Value

f Mortality, No./total
No. (%) [95% ClI]

28d 14/170 (8.2) 15/171 (8.8) 29/341 (8.5) .86
[5.0-13.4] [5.4-14.0] [6.0-12.0]
90d 28/168 (16.7) 34/171 (19.9) 62/339 (18.3) 44
[11.8-23.0] [14.6-26.5] [14.5-22.8]
180d 37/167 (22.2) 45/168 (26.8) 82/335 (24.5) 32
[16.5-29.0] [20.7-34.0] [20.2-29.4]
ICU 14/172 (8.1) 13/171 (7.6) 27/343 (7.9) .85
[4.9-13.2] [4.5-12.6] [5.5-11.2]
Hospital 22/172 (12.8) 23/171 (13.5) 45/343 (13.1) .86
k [8.6-18.6] [0.1-19.4] [10.0-17.1] )
LOS, median (IQR), d
ICU 9 (6-17) 8 (5-15) 8 (5-16) 23
Hospital 25 (16-40) 26 (16-46) 26 (16-43) .36
Mechanical ventilation, 103/172 (59.9) 91/171 (53.2) 194/343 (56.6) 21
No./total No. (%) [52.4-66.9] [45.8-60.5] [51.3-61.7]
[95% Cl]
MV-free time, 5(2-7) 4 (2-7) 4 (2-7) 34
median (IQR), d
RRT, No./total 21/172 (12.2) 21/171 (12.3) 42/343 (12.2) .98
No. (%) [95%ClI] [8.1-17.9] [8.2-18.0] [9.2-16.1]
RRT-free time, 7 (4-14) 6 (4-12) 7 (4-13) .35
median (IQR), d
SOFA score until day 14, 5.0 (3.5-6.8) 4.7 (3.5-6.5) 4.8 (3.5-6.6) .69
median (IQR)"
Delirium, No./total 25/102 (24.5) 11/98 (11.2) 36/200 (18.0) .01

No. (%) [95% Cl]

[17.2-33.7]

[6.4-19.0]

[13.3-23.9]
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Figure 2. Time to Septic Shock

0.25
I_-Il
N fF’lacebo I
> 0.20 —
== Hydrocortisone
o O
S = 0.15+ |
o U
o o
VS
=
&= & 0.104
g © —
=
~  0.05-
Log-rank P=.69
O I I I I I I [
0 2 4 6 8 10 12 14
Time After Randomization, d
No. at risk
Placebo 176 161 139 136 134 131 130 128

Hydrocortisone 177 163 146 142 138 138 134 130



Table 3. Adverse Events in Safety Analysis Set

Placebo Hydrocortisone Total
Adverse Event (n = 189) (n = 186) (N = 375) P Value®
Secondary infections, No. (%) 32 (16.9) 40 (21.5) 72 (19.2) .26
MRC Scale for Muscle Strength score 151 (79.9) 150 (80.6) 301 (80.3) .86
available, No. (%)
Ad V e r S e e V e n t S Muscle weakness, No. (%)° 36 (23.8) 46 (30.7) 82 (27.2) .18
Respiratory, No. (%) 24 (12.7) 24 (12.9) 48 (12.8) 95
Weaning failure 16 (8.5) 16 (8.6) 32 (8.5) .96
Respiratory failure 7 (3.7) 3(1.6) 10 (2.7) .34
Other 9 (4.8) 6(3.2) 15 (4.0) 45
Cardiovascular, No. (%) 19 (10.1) 17 (9.1) 36 (9.6) 76
Arterial hypertension 1(0.5) 5(2.7) 6 (1.6) 12
Other 18 (9.5) 14 (7.5) 32 (8.5) .49
_ sS4 e " N = Abdominal, No. (%) 6(3.2) 7 (3.8) 13 (3.5) .76
Z T D ’f I\ 1:25'£¥ -6 I% .[ﬂl*% IJ Z 7 75\J: H Gastrointestinal bleeding 2(1.1) 3(1.6) 5(1.3) .68
Gastrointestinal ulcer 1(0.5) 0 1(0.3) 99
. . s Other 4(2.1) 7 (3.8) 11 (2.9) .35
ﬁ-’ﬂ jj 1E_E _F N u? "&%ﬁ%ﬁﬂﬁ' 0) 9&5& fd: t (iﬁ%% fd: L/ Impaired wound healing, No. (%) 3(1.6) 5(2.7) 8(2.1) .50
Central nervous system, No. (%) 9 (4.8) 8 (4.3) 17 (4.5) .83
Stroke, TIA, or convulsion 5(2.6) 2 (1.1) 7 (1.9) .45
Delirium 4(2.1) 5(2.7) 9(2.4) 75
Other 0 1(0.5) 1(0.3) .50
Hypernatremia, No. (%)¢ 10 (5.3) 10 (5.4) 20 (5.3) 97
Maximum sodium concentration, 141 (6) 141 (5) 141 (6) .29
mean (SD), mEq/L
Sodium concentration during study 140 (6) 141 (5) 141 (6) .15
medication administration,
mean (SD), mEq/L
ﬂyperglycemia, No. (%)¢ 154 (81.5) 169 (90.9) 323 (86.1) .009
Maximum glucose concentration, median 160 (134-196) 164 (145-204) 161 (140-201) .04
(IQR), mg/dL
Hyperglycemia during study medication 145 (76.7) 164 (88.2) 309 (82.4) .004

administration, No. (%)

Maximum glucose concentration during study 157 (133-198) 170 (147-208) 163 (141-201) .006
medication administration,
edian (IQR), mg/dL

Other, No. (%) 18 (9.5) 12 (6.5) 30(8.0) .27
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eTable 6. Primary and Secondary End Points in Patients With Examined Adrenal Response

to Corticotropin

CIRCI (n=69) p No CIRCI (n=137) p
Placebo HC Placebo HC
(n=37) (n=32) (n=67) (n=70)
Cortisol basal (ug/dl) 28.2[20.6-44.0] |27.1[22.2-56.1] |.38 [16.1[11.1-23.2] [20.0[13.6-26.6] |.04
delta (ug/dl) 0.6 [-7.8-4.8] 1.9 [-7.4-6.4] 59 19.7[14.3-249] |19.8[15.5-33.5] |.19
Septic shock 10/37 (27.0) 10/31 (32.3) .64 19/66 (13.6) 9/70 (12.9) .89
28-day-mortality 4/37 (10.8) 7/31 (22.6) .19 |5/66 (7.6) 5/70 (7.1) 1.00
90-day-mortality 8/37 (21.6) 10/31 (32.3) 32 |8/64 (12.5) 12/70 (17.1) 45
180-day-mortality 10/37 (27.0) 14/30 (46.7) 10 ]13/63 (20.6) 13/69 (18.8) .80
ICU mortality 3/37 (8.1) 7/31 (22.6) A7 14/67 (6.0) 1/70 (1.4) .20
Hospital mortality 7/37 (18.9) 7/31 (22.6) 71 |6/67 (9.0) 7/70 (10.0) .84
ICU LOS 10 [6-20] 8 [6-14] 20 |7 [5-12] 8 [5-16] .61
Hospital LOS 29 [19-46] 23 [16-48] 50 |23 [15-33] 26 [17-42] 18
Mechanical ventilation [23/37 (62.2) 19/31 (61.3) .94 |31/67 (46.3) 31/70 (44.3) .82
- MV free days 5 [2-9] 4 [1-7] 18 |4 [2-6] 4. [2-7] .84
Renal replacement 10/37 (27.0) 6/31(19.4) 46 |7/67 (10.4) 5/70 (7.1) 49
therapy
- RRT free days 7 [4-15] 6 [5-12] 32 |5[4-9] 7 [4-10] 53
Secondary infections 6 (16.2) 8 (25.0) 36 |9(13.4) 10 (14.3) .89
SOFA until day 14 6.4 [4.3-7.7] 5.3 [3.6-10.1] .80 14.1[3.0-5.9] 4.8 [3.6-6.0] 19

Data are presented as absolute frequencies and percentages in brackets, or median and interquartile range. LOS: length of stay (days),

SOFA: Sequential Organ Failure Assessment. P-values calculated by (exact) chi square test, Mann-Whitney-U-test, as appropriate.
CIRCI: Critical lllness-related Corticosteroid Insufficiency

CIRCI:

critical

I | Iness—-related

corticosteroid insufficiency

KIEITHAR TOHEMHEE

LTS



Discussion

DTz,
* CIRCIZS7=L 1=¢

1/2 "HBROFLED

« SEIDRCTTIERTOA FIREICKHEMAEMT 3 v o O
)‘j]%lj: &)7:;75\07—:0

c AT 0AA FixEETSMmMME)

5 A CIXEL

AITDERBLUVEFAZDIETZ

NEEL AV I DRE) A INE

Mot=-M, X704 FESDEEIZCLKSDavIBTICEAT S
EWIEHE M- T=,

c HFAEIFIRATOAS FETEMNST=. JILFYVIEEORESMN T
BENBMN, GO TILEARY LY,




Discussion 2/2

9';:

ll‘/_'

* ACTHE

BITHAT L= (T TIXZELY,

RTENMEVWVHERTH1-DT., LYK
A THEGZSABRAF oML LA,

S E
S =

~Limitation~

s AEDNENTIEFDAHBAANTNSD T, BHICHK
- AV IARBITLEEBENSENTLVEL
FTEAER XN BTIE N T=-D T, 2% - £

CEDEL




i3 G

himh

SEMMEEIC L/ FAQILFYUEZHRE5ELTL.
MIMEEL 3 vI~NOEREITHHI TSN,




IZxd S RAT0OA4 FigE

1 | —p—
I-

WED

SSCG 2012k Y

Mo
ITTHEREER
AV~
HHEW
A= ALy
EREX
= K
SLHE
<435
RS
Wivm
UGS
¢ S
oS
RUPN
RN
HERES
==
=il
O
ON\L
1N
U,
=15
H
i 140
A\ JLOR

o
o -
RUSLS

G616

+~E._.ll._/ %
] D) ©

ST

G
B NWSTE

RNEhESH

ade 5.

. EERINAFELLGNIFE FOOITFY UIFTBET RETH A (grade 2D),

Y
(gr

&

SATHEA FZERETANSTIHL

[F 75 WERIMIE D BED =0

(0]

o h T
de 1D)
5. E FOONLTFYUDEEEITHOEE. FHR5TITO (grade 2D),

>3
Ly (gra

4. <



S TD A&

s INFTHEY,

limh

SERME BREDEETIE., ML) DE

e 2]

2 LT, Y3y I~D% T’&%Bﬁa“éEE'JTODXTD4 1%
5liﬁbm\

« XL

NFEHES 3 v I DE

8EFT, /LT RLFUVEESRE

BIIZIZNAD 0.3 7 LI L) (235 LT%H. MAP 65mmHg€ﬁﬁ
;E%AksﬁFﬂ&LT@A{FDJN?/thﬁﬁﬁﬁ

- $8513200mg/day O F 58 5 517 5

Bix
S



BMEES 3 vIIZxddTA2ATHA RIE
HRTEDHRENRIIHLIDMN?

The ADRENAL study protocol: ADjunctive corticosteroid

tREatment IN criticAlly ilL patients with septic shock
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