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CONFERENCE REPORTS AND EXPERT PANEL
@CrﬂssMark

Guidelines for the diagnosis

and management of critical illness-related
corticosteroid insufficiency (CIRCI) in critically ill
patients (Part I): Society of Critical Care Medicine
(SCCM) and European Society of Intensive Care
Medicine (ESICM) 2017

Djillali Annane'”, Stephen M. Pastores?’, Bram Rochwerg?, Wiebke Arlt?, Robert A. Balk®,

Albertus Beishuizen®, Josef Briegel’, Joseph Carcillo®, Mirjam Christ-Crain®, Mark S. Cooper'®,

Paul E. Marik'!, Gianfranco Umberto Meduri'?, Keith M. Olsen'?, Sophia Rodgers'4, James A. Russell'®
and Greet Van den Berghe'®
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Random total cortisol<10ug/dl
—>low evidence
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Curr Opin Endocrinol Diabetes Obes. 2008 Jun;15(3):244-9.
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Surviving sepsis campaign Tldseptic shock & T
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J Clin Epidemiol 2013 66(7):726—-735
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Intensive Care Med 2017 43(3):304-377
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French trial

Annane D, et al.

JAMA. 2002;288(7):862.
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CORTICUS

Sprung CL, et al.
N Engl J Med 2008;358(2):111.
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P REFIKRFTHRMETIVIDEEZ300AN
| hPSL 50mg/g6h+2)LFO3)LFY) > 50ug/day
C 7otHRiEE

O HXMEIBFAERAED28HLNDIET

QT IRVIERATASMNERERHFTIET (55% vs 61%)
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JAMA. 2002;288(7):862
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Septic shock™TCfluid resuscitation | | septic shock Cfluid resuscitation
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@ Septic shock TREWS R IERATASM DR 5 (X
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@ RIEITESIH A MAAIETILTFYI —ILEACTHD
1%0)145 - €1‘&Téﬁé Lancet. 2005 Jan 1-7;365(9453):63-78.
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@ ShockZFEOHLEWMESICRTAAM R R 5N -8 &
BEINGENO-FFT28HIE T HAF LB LK TIE
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Cochrane Database Syst Rev. 2015 Dec 3
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JAMA 2016 Nov 1;316(17):1775-1785



Table 2. Primary and Secondary End Points® @}3

Placebo Hydrocortisone Total
End Point (n=176) (n=177) (N =353) P Value
Primary
Septic shock, No./total
No. (%) [95% CI]
ITT population 39/170(22.9) 36/170 (21.2) 75/340 (22.1) .70
[17.2-30.0] [15.6-28.1] [17.9-26.9]
PP population 33/156 (21.2) 29/155 (18.7) 62/311(19.9) 59
[15.4-28.4] [13.3-25.7] [15.8-24.8]

ITTCHPPTEHIaVIAD
1% ﬁ CIEEEEPIZEIL

284 14/170 (8.2) 15/171 (8.8) 29341 (8.5) 86
[5.0-13.4] [5.4-14.0] [6.0-12.0] &) ;h/f' 75\ 7’-,.
904 28/168 (16.7) 34/171 (19.9) 62/339 (18.3) a4 F"'-" - o -2
[11.8-23.0] [14.6-26.5] [145-22.8]
1804 37/167 22.2) 45/168 (26.8) 82/335 (24.5) B
[16.5-29.0] [20.7-34.0] [202-2.4]
iU 14/172(8.1) 13/171(7.6) 27343 (1.9) 85
[4.9-13.2] [4.5-12.6] [5.5-11.2]
Hospital 2/172 (12.8) 23171 (13.5) 45/343 (13.1) 86
[8.6-18.6] [9.1-19.4] [10.0-17.1]
0S, median (IQR), d
U 9 (6-17) 8 (5-15) 8 (5-16) bE
Hospital 25 (16-40) 26 (16-46) 26 (16-43) 36
Mechanical ventilation,  103/172(59.9)  91/171(53.2) 194343 (56.6) 21
No. total No. (%) [52.4-6.9] [45.8-60.5] [513-61.7]
[95%CI]
MV-free time, 52-7) 4(2-7) 4(2-7) 3
median (IQR), d
RRT, No./total /172 (12.2) 21/171 (12.3) 1383 (12.2) 98

No. (%) [95%CI] [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 -u_ /\J % [j:
median (IQR), d -
4.8(3.5-6.6 : = P
=E BAHAMELNLELY

SOFA score until day 14,
36/200 (18.0)

[133-23.9]

5.0 (3.5-6.8) 4.7 (3.5-6.5)

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

25/102 (24.5)
[17.2-33.7]

11/98 (11.2)
[6.4-19.0]




(NE) and titrate up to 35-90 pg/min
MAP target 65 mm Hg

BMMEDHT A1 THHE

MAP target not achieved
and judged

poorly respansive to NE

|

Addmﬂp.m'mupm st JIL77 RL7U > 35-90 pg/min

0.03 units/min to achieve 1RO FIV%E
L L 2nd )XY L-2> 0.03 U/min
¥ $ IR0 RIVEBA
MAP target MAP target 3rd J7RLZFU> 25-50 pg/mln
achieved not achieved 1 I:l

B3 4th I~ TJ1J> 200—-300 pg/min
Add epinephrine up to

20-50 pg/min to achieve MAP

¥

target**

 n

MAP target

yradycardia.
[ achieved

1 norepinephrine or epinephrine.

MAP target %0.01%DFHRGET3.5ml/h~9mli/h
} not achieved DS ilﬂ'liﬁ?ﬂﬁ%ﬁ DDOA%%}%

‘upper dose ranges of

zes expressed in this figure are
st and personal

ihould be considered based on

% NAd. AdTCHEARERERR
W[ DT _LJU>EE (Expert opinion)

fAdd phenylephrine up to
200-300 pg/min to

| ichieve MAP target™®® Intensive Care Med. 2017 Jan 18.
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@ hPSL:400mg/dayLA TZ38 LI E#ti 9T 5

Cochrane Database Syst Rev. 2015 Dec 3

@ hPSL:50mg/q6hD IR 5 EL TSI A S LY

Ann Intensive Care. 2015 Dec;5(1):34
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Crit Care. 2017 Mar 28;21(1):78.
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Mild illness or condition
(nonfebrile cough or
cold, dental extraction
with local anesthetic)

Moderate illness or
condition (fever, minor
trauma, minor surgery)

Severe illness or
condition (major surgery,
trauma, critical illness)

Septic shock
(catecholamine
dependency, poor

response to corticotropin)

Y

l

i

l

Increase dose to 15 mg
of prednisolone/day

or equivalent

Increase dose to 50 mg
of hydrocortisone
intramuscularly or

intravenously every 6 hr

50 mg of hydrocortisone

intravenously every 6 hr,

with or without 50 pg of
fludrocortisone daily

l

'

l

No change

Return to normal dose
24 hr after resolution

Taper dose to normal by
decreasing by 50% per day

Treat for 7 days

Figure 3. S
or Suspect

One millig

laci
adir

tice

id Acute
arapy.
f4 mg c

ven

N Engl J Med. 2003 Feb 20;348(8):727-34.
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SMENRLZWVEERTHAI, FTDMEGHESL
S E7E AV o7= RR:1.02 (95%Cl 0.87-1.34)

Cochrane Database Syst Rev. 2015 Dec 3

hPSL:200mgZ 24 MRl S LI- AN S mEIN DL
Hof=ELVSERENH S
(FeTEZE, ZDMEGHEILFEML TLVELY)

Intensive Care Med (2007) 33:730-733
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severe ARDS(P/F<200)%>

148 LN DA EARDSIZIE
ATAMDEEITERE
P/F>200M 358 D3RI
DWVTIFAL M TIEZEL

- 2B

2017

moderate-severeZ£ARDSIZ
%t L TmPSL:1mg/kg/dayd
FRZEEET S

> moderate evidence
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fifi 2% . septic shocklZ{ESARDSTRTAAFZEALT=
ECARIERBDIYT—H— . SEREEED B,
ABTETEINET

Intensive Care Med. 2016 May;42(5):829-40

ARDSH\L72BEBILIRNE7B R IR TAAMFZRE5LT-
BE CIXRER SO AIMERIRREDRE
ICUIRH H DiEHEE R T-

N Engl J Med. 2006 Apr 20;354(16):1671-84.
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& mPSL:1mg/kg/dayZ{#)

195

>mPSLIZITANDFZITHED LY

Am Rev Respir Dis. 1991 Sep;144:586-92

QG- 14BN T THEIT RE
2-4B R TAZIZIELARLY

Intensive Care Med. 2015 Mar;41(3):517-20

O T XA UIFHERERINLL

Crit Care Med. 2008 Jun;36(6):1937-49
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Anesthesiology. 2002 Oct;97(4):807-13

y 4
Eﬂl
I
1\
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RR=1.00 (95%Cl 0.89-1.13) TE ALY

JAMA. 2011 Mar 23;305(12):1201-9
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Statistical Analysis Plan for the Adjunctive

Corticosteroid Treatment in Critically Il

Patients With Septic Shock (ADRENAL) Trial

L Billot et al. Crit Care Resusc 19 (2), 183-191. 6 2017. more

ANZICSEE TITHEHN TS KRR L EZRCT
MMM 3vIDEEEXER
NARO)LFY 2 200mg 7BE vs TTtR
N=3800%F 5

Primary outcomeld. 90H3E -3

Crit Care Resusc. 2017 Jun;19(2):183-191
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Hydrocortisone, Vitamin C, and Thiamine ®Crossmrk
for the Treatment of Severe Sepsis and

Septic Shock
A Retrospective Before-After Study ponmsr@

Paul E. Marik, MD, FCCP, Vikramjit Khangoora, MD, Racquel Rivera, PharmD, Michael H. Hooper, MD;
and John Catravas, PhD, FCCP

Chest. 2017 Jun:;151(6):1229-1238
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P severe sepsis / septic shockZ®E & (PCT>2 ng/dl)
| 24BFfE AN DhPSL+E AS U C+E RSB 5 L1
C hPSLIEEDH
O AT
T retrospective before-after clinical study
— itspropensity score matching E s 3%

LENLEE MERESRR. REFIEA. DVTTA. MEDEIEL
245 LRI ZE R g

hPSL 50mg/q6h

9"7\/200mg/q 12h

E &=

C(Ena

L) [E5%glumhM A B 100mIIZiA LV T30-6007 T &
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R—RFA >

LE 1 | Baseline Characteristics of Treated and Control Patients /-: 1k N
Treated Control ‘I_E%'icontr0|d)ﬁb\

Hable (n = 47) (n = 47)
je, mean + SD, y 58.3 +14.1 62.2 & 14.3 > E—
=, male, No. (%) 27 (57) 23 (49) 4 "T‘E (i A |E] L \
ymorbidities, No. (%)
Mone 2(4) 1(2)
Diabetes 16 (34) 20 (42) W N —é.— _[ﬂ]_ '
Hypertension 20 (43) 25 (53) =] 7K ~ ||:|| :t
Heart failure 15 (32) 16 (34)
Malignancy 5(11) 7 (15) >
control DA ML)
Cirrhosis 6(13) 3(6)
cvA 8(17) 5(11)
CRF 7(15) 8 (17) m
Morbid obesity 6 (13) 8 (17) ‘*ﬁ B L, z L\éA (j:
Immunocompromised” 6(13) 4 (9)
Drug addiction 5(11) 5(11) <

N
imary diagnosis, No. (%) CO nt rOI 0) ﬁ h\ % L \
Pneumonia 18 (38) 19 (40)
Urosepsis 11 (23) 10 (21)
Primary bacteremia 7 (15) 7 (15)
Gl/biliary 6 (13) 6 (13) ‘ PCT\ La C (i
Other 5(11) 5(11)
zchanical ventilation, No. (%) 22 (47) 26 (55) <

Ny

ssopressors, No. (%) 22 (46) 22 (46) I 0) ﬁ h\ 1‘& L \
:ute kidney injury, No. (%) 31 (66) 30 (64) CO nt ro
isitive blood cultures, Mo. (%) 13 (28) 13 (28)
BC,"” mean + SD, x 10° 20.6 £ 13.5 17.1 + 13.4
ictate, mean + SD, mM 27+15 31428 ‘ q SO z P (i
eatinine,” mean + SD, mg/dL 1.9 + 1.4 1.9+ 1.1 FA A PATC H E :
ocalcitonin, median and IQR, ng/mi 25.8 (5.8-93.4) 15.2 (5.9-39.0)
1y 1 SOFA, mean + SD 8.3+28 8.7 + 3.7 °_5
JACHE II, mean + SD 22.1+6.3 22.6+5.7 ’kb "bco nt rOIh\ =1 L \
3ACHE IV, mean + SD 79.5 + 16.4 82.0 + 27.4
edicted mortality, mean =+ SD 39.7 + 16.7 41.6 + 24.2
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result

TABLE 2 | Outcome and Treatment Variables

Treated Control
Variable (n = 47) (n=47)
Hospital mortality, No. (%) 4 (8.5) 19 (40.4)" I
ICU LOS, median and IQR, d 4 (3-5) 4 (4-10)
Duration of vasopressors, mean + 5D, h 18.3 + 9.8 54.9 + 28.4 © I
RRT for AKI, No. (%) 3 of 31 (10%) 11 of 30 (33%)"
ASOFA, 72 h 4.8 + 2.4 0.9 +2.7
Procalcitonin clearance, median % and IQR, 72 h 86.4 (80.1-90.8) 33.9 (-62.4 to 64.3)"°

FET-Z2 8.5% vs 40.4 SNNT:3 !
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Prospective study D3

B u.s. National Library of Medicine

ClinicalTrials.gov

Find Studies v About Studies v Submit Studies v Resources v About Site v

Home >  Study Record Detail [ Save this study Saved Studies (0)

The Vitamin C, Hydrocortisone and Thiamine in Patients With Septic Shock Trial (VITAMINS)

This study is not yet open for participant recruitment. ClinicalTrials.gov Identifier:

See P> Contacts and Locations NCT03333278

First Posted: November 6, 2017
Last Update Posted: November 6, 2017

Verified November 2017 by anzicrc, Australian and New Zealand Intensive Care Research Centre

Sponsor:
Australian and New Zealand Intensive Care Research Centre

A The safety and scientific validity of this study is the responsibility of the study sponsor and investigators. Listing a study does not mean it has been evaluated by the
U.S. Federal Government. Know the risks and potential benefits of clinical studies and talk to your health care provider before participating. Read our disclaimer for
details. -

Collaborators:

Austin Hospital, Melbourne Australia

Melbourne Health

St Vincent's Hospital Melbourne

Barwon Health

Monash Medical Centre

The Alfred

Information provided by (Responsible Party):

anzicrc, Australian and New Zealand Intensive Care Research Centre
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ENNEF: Part I

WHAT’S NEW IN INTENSIVE CARE
@Cﬂﬁ“ll‘k

Guidelines for the diagnosis

and management of critical illness-related
corticosteroid insufficiency (CIRCI) in critically
ill patients (Part Il): Society of Critical Care
Medicine (SCCM) and European Society

of Intensive Care Medicine (ESICM) 2017

Stephen M. Pastores’, Djillali Annane””, Bram Rochwerg® and The Corticostercid Guideline Task Force of SCCM
and E5ICM



CAPIZX g AR TOAR

Community-acquired pneumonia
Should corticostercids be administered to hospitalized

adults with community-acquired pneumonia (CAP)?

Recommendation: We suggest the use of corticoster-
oids for 5-7 days at a daily dose <= 400 mg i.v. hydro-
cortisone or equivalent in hospitalized patients with
CAP (conditional recommendation, moderate quality
of evidence)
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Influenza

Should corticosteroids be administered to hospitalized
adults with influenza?

Recommendation: We suggest against the use of cor-
ticosteroids in adults with infloenza (conditional rec-

ommendation, very low quality of evidence)
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Meningitis

Should corticostercids be administered to hospitalized
adults with bacterial meningitis?

Recommendation: We recommend use of corticoster-
oids in patients with bacterial meningitis (strong rec-
ommendation, low gquality of evidence)
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Cardiopulmonary bypass surgery
Should corticosteroids be administered in adults

undergoing cardiopulmonary bypass surgery?

Recommendation: We suggest use of corticosteroids

in patients undergoing cardiopulmonary bypass sur-
gery (conditional recommendation, moderate quality

of evidence)
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Cardiac arrest

Should corticosteroids be administered to adults who
suffer a cardiac arrest?

Recommendation: We suggest nse of corticosteroids

in the setting of cardiac arrest (conditional recom-
mendation, very low guality of evidence)
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