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CONFERENCE REPORTS AND EXPERT PANEL

Guidelines for the diagnosis

and management of critical illness-related
corticosteroid insufficiency (CIRCI) in critically ill
patients (Part )

» dysregulace zanétlivé odpovédi pri neadekvatni
protizanétlivé aktivité glukokortikoid
(vzhledem k tize kritického onemocnéni)

celkové horecka, astenie

obéh hypotenze, { citlivost na katecholaminy
vnitrni p. Jglukdza, L Na, T'K, MAC

plice perzistentni hypoxie

CNS delirium, koma

Annane D, Intensive et Critical Care Med 2017
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JAMA | Original Investigation | CARING FOR THE CRITICALLY ILL PATIENT

Effect of Hydrocortisone on Development of Shock
Among Patients With Severe Sepsis

The HYPRESS Randomized Clinical Trial

sepse bez Soku
HCT 50mg i.v., pak 200 mg/d kont. 5 dni, do 11. dne {,davky

0.25 7

e _ B 7" | bez rozdilu v incidenci oku (22%)

%ﬁ i a 28-denni mortalité (8%)

E% 0.154 r

E = — sek. infekce 21,5%  16,9%
L Log-raik P= 9 svalova slabost  30,7%  23,8%

B = 5 T & B 2 wm hyperglykémie  90,9%  81,5%

Time After Randomization, d

Keh D, JAMA 2016



ORIGINAL ARTICLE

Hydrocortisone plus Fludrocortisone
for Adults with Septic Shock

Noradrenalin > 1 mg/h po dobu 6-24 h (91% UPV)
HCT 4x 50mg i.v., fludrocortison 1x 50 pg do NGS po 7 dni

Time to Weaning from Vasopressors

E 1.0+ ICI-~I1E
§ 0.9+ Hydrocortisone + fludrocortisone 0547 4
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§ 0.5+ J_ p< 0.001 = - Placebo
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3 o 014 p=0.02
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0 7 14 21 2% 0 30 60 a0
Days

Annane D / APROCCHS Trial, NEJM 2018




Patients with Resolution
of Shock [35)

Adjunctive Glucocorticoid Therapy in Patients
with Septic Shock

Subgroup

10
Catecholamine dose
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HCT 200mg kont. i.v. po 7 dni

vasopresor (98% NA) po dobu 4-24 h (100% UPV)

Hydrocortisone
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Venkatesh B / ADRENAL Trial, NEJM 2018



Diastolic
Arterial Pressure (mmHg)

Efekt mineralokortikodu

alfa-1 a mineralokortikoidnich receptoru

v septické Sokud, exprese
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We suggest against using IV hydrocortisone
to treat septic shock patients if adequate
fluid resuscitation and vasopressor therapy
are able to restore hemodynamic stability.
If this is not achievable, we suggest IV
hydrocortisone at a dose of 200 mg per day
weak recommendation
low quality of evidence

u pacientd v septickém Soku s davkou
noradrenalinu > 1mg po 6 hodin zvazit
hydrokortison v davce 4x 50mg i.v.

Campaign e’

SSC Guidelines 2016



ARDS
(a chripka)




Steroidy pri ARDS

» CIRCI guidelines:

= zvaz methylprednisolon u pacienti s ARDS (PaO,/FiO, < 200)
= ¢asné (< 7 dni): davka 1 mg/kg/den
= pozdnim (=7 dni): davka 2 mg/kg/den
" postupné vysazeni béhem 13 dni

} 4 Ve
Ucmkxj , Nezadouci ucinky
" zlepSeni oxygenace = hyperglykémie
" mohou zkratit dobu UPV = csvalova slabost
" snizeni fibroproliferace " nosokomialni infekce

= sporny efekt na mortalitu

02

1] i 14 21 28
Days after randomization

Probability

0

Meduri G, Intensive Care Med 2016




Pa0, : Fi0, ratio (mmHg)

Hydrocortisone treatment in early sepsis-
associated acute respiratory distress

syndrome: results of a randomized

controlled trial C cemonoa

200 pacientl s P/F < 300, 200 mg/den hydrocortisonu po 7 dni

+ krat$i orgdnova podpora pro HCT : HRO,8, p = 0,44
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Tongyoo S, Meduri G, Critical Care 2016




G. Umberto Meduri Prolonged glucocorticoid treatment is

Lisa Bridees

ﬁhii?iﬂﬁ; o associated with improved ARDS outcomes:
Reed A. C. Siemieniuk analysis of individual patients’ data from four
Aehiet Raoesk randomized trials and trial-level meta-analysis

of the updated literature

Glucocorticoids Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Less than 60 patients
Confalonieri, 2005 [11] 0 15 i 149 2.5% 0.08 [0.01, 1.35] =
Liw, 2012 [14] ) 12 F 14 8.3% 0.33 [0.08, 1.31] e
Meduri, 1998 [8] 2 14 5 ] 8.1% 0.23 [0.06, 0.92)
Rezk, 2013 [7) 1] 18 3 4 2.4% 0.08 [0.00, 1.32]
Subtotal (95% CI) 59 50 21.3% 0.22 [0.09, 0.52] e o
1.1.2 More than 60 patients
Annane, 2006 [12] 15 66 23 66 21.6% 0.65 [0.37, 1.13] )
Meduri, 2007 [6] 15 63 12 28 20.2% 0.56 [0.30, 1.03] =]
Sabry, 2011 [13] 2 26 & 34 T.1% 0.44 [0.10, 1.99] =
Steinberg, 2006 [9] 54 85 67 92  29.7% 0.87 |0.71, 1.07] =
Subtotal (95% C1) 240 220 78.7% 0.76 [0.59, 0.98] L
Total (95% Cl) 299 270 100.0% 0.52 [0.33, 0.83) L 3
Taotal events S 130
Heterogeneity: Tau® = 0.17; Chi’ = 15.64, df = 7 (P = 0.03); ¥ = 55% ELWS Df] 1"1: zu'h

Test for overall effect: Z = 2,75 (F = 0.006)

Favars glucocorticoids Favors control
Test for subgroup differences: Chi* = 7.23, df = 1 (P = 0.007), I = B6.2% o

Meduri G, ICM 2016




Exploring the heterogeneity of effects of
corticosteroids on acute respiratory distress
syndrome: a systematic review and meta-analysis
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Corticosteroids as adjunctive therapy in the treatment of

influenza (Review)

Rodrigo C, Leonardi-Bee J, Nguyen-Van-Tam J, Lim WS

4

13 studii (1917 pacientt)

» nizka kvalita dat, vysokeé riziko zkresleni
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Corticosteroid treatment in critically ill
patients with severe influenza pneumonia:
propensity score matching study

» sekundarni analyza 1846 pac. na ICU s chripkou

» 1/3 lécena steroidy: metylprednisolon 80mg po 7 dni
= Casteéji u pac. s astmatem, COPD, hematol. onemocnénim

vy e IS o

ventilace (dny) 0,96
ICU LoS (dny) 10 8 0,50
ICU mortalita (%) 27,5 18,8 0,001

korigované HR pro mortalitu = 1.32, p < 0.006

Moreno G, Intensive Care Med 2018




ARDS - doporuceni a vyhled

Efficacy Study of Dexamethasone to Treat the Acute
Respiratory Distress Syndrome (DEXA-ARDS)

= dexamethasone 20mg 5 dni a 10mg 5 dni vs. placebo
= > 300 pacientl s P/F < 200 mmHg na UPV
» vetsSina review steroidy nedoporucuje:
" Thomson BT, NEJM 2017
= Alessandri F, Respir Care 2018
» vhodné jen pro nékteré pacienty s ARDS
" hyper- vs. hypoinflamatorni subfenotyp ARDS (Carolyn Calfee)
" nenasazovat po > 14 dnech
= davka a délka terapie?




Komunitni pneumonie




(g() Cochrane 2017
Corticosteroids for pneumonia (Review) leraw

Stern A, Skalsky K, Avni T, Carrara E, Leibovici L, Paul M

» 40-50mg prednisolonu po 5-10 dni

» tézka pneumonie = Pneumonia Severity Index (PSI) > 4
= ocekavana mortalita = 10%
" non-severe: mortalita < 3%, bez efektu na mortalitu

' pro tézkou: e B
" pokles mortalit | | i
" méné innickycI il
" m e n e U PV a Se Subasal (95% CI) :I-'-I _!i-':':"' - B33 % 72 ::: ;.l:fhlli.‘ln ]
= krat3i &as do st g
» komplikace: jen | il
Subaoral (95% Cl) 131 93 - 6.7 % 054G | K17, UG8 |
Todal {95% CH 505 EL1 ] " N1 .58 | 040, L8y |



... u ventilovanych

japonska databdze hospitalizovanych pacient(
_ s katecholaminy bez katecholaminl

n 2500 4400
mortalita (ster vs. plac.) 24,6% vs. 36,3%, p<0,001 16,0% vs. 19,4%, p=0,01
propensity-matched pari 500 1000
adjust. mortalita 25,3% vs. 32,6%, p=0,01 17,7% vs 15,6%, p=0,22
1 —
: Corticosiermds group
0.8 i G ¥
i P
E Cantral group
@ 0.4+
0 10 20 20

Tirne after adrmissien days

Tagami T, Eur Respir J 2015




CAP - doporuceni a vyhled

» Extended Steroid in CAP(e) (ESCAPe) study
" methylprednisolon 40mg/den 7 dni, tapering 13 dni
" nabor dokoncen
» Santeon-CAP study
" dexamethason 6mg/den po 4 dny
» interakce s makrolidy
" inhibuji neutrofily
" inhibuji CYP 3A4 (klaritromicin silné), ktery metabolizuje
metylprednisolon

» stredni/vysoka kvalita dtukaz(, ale pro jinou populaci?
» davka 0,5 mg/kg/den (metyl-)prednisolonu cca 1 tyden
ro chripku, jiné virové a mykotické infekce
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