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Emidpdaoeig TnG KopTI{OANG

(Marik PE, Crit Care Med 2008)

* H kopTI(OAN £XEl avTIQAEYOVWON OpAOoN YEIWVOVTAC TOV apIOUO Kal TNV
AciToupyia dIaPOPWV KUTTAPWY TOU AVOCOTTIOINTIKOU GUCOTIMATOC OTTWG Twv B
Kal T AEPPOKUTTAPWY, JOVOKUTTAPWY KAl NWOIVOPIAWY OTIC BE0EIC TNG

PAEYHOVIC.

« ETTioNG PEIWVEI TV TTAPAYWYI) TWV KUTTAPOKIVWY, XUHMOKIVWY Kdal
EIKOOAVOEIOWV.




Opicyoi

Emiveppidiakr averrapkeia (EA) opileTal cav n PEIWPEVN TTApaywyr 1 dpdon Twv
YAUKOKOPTIKOEIOWV EiTE AOYyW

* OOMIKNG BAGBNG TwV ETIVEQPISIWY (TTPWTOTTABNC ETTIVEPPIDIOKN AVETTAPKEIA) 1

» QuoAegIToupyiag Tou agova UTTOBAAGUOU-UTTOPUONG (OEUTEPOTTABNG ETTIVEQPIOIOK
QVETTAPKEIQ)

Aron DC FJTJ 2007




Opiopoi o€ Bapéwg TracyovTeg (critically ill, Cl) aoBeveig

2¢ Cl aoBgveic TTapartnpeital oXETIKN TTIVEQPIDIOKN aveTTapkela, 2EA (relative adrenal
insufficiency, RAI). INpokeiTal aveTtapkn 0paoTnNPIOTNTA TWV YAUKOKOPTIKOEIOWY OXETIKN
ME TNV BapuTnTa TNG VOOOU.

O 6po¢ €xel avTikaTtaoTalei atrd Tov 6po critical iliness-related corticosteroid
Insufficiency, CIRCI (“inadequate cellular corticosteroid activity for the severity of the
patient’s illness”)

CIRCI mTapatnpeital cav atmoTEAEoHA HEIWMEVNG TTAPAYWYAGS KOPTICOANG (ETTIVEQPIBIOKN)
QVETTAPKEIQ) ] IOTIKAG AVTiOTAoNG 0TNV KOPTICOAN (UE 1] XWPIC ETTIVEQPPIBIOKT AVETTAPKEIQ)

O1 6pol atrdAUTN Kal OXETIKA ETTIVEPPIOIAKI AVETTAPKEIQ TTPETTEI VA ATTOPEUYOVTAI

Marik PE Crit Care Med 2008




Bapéwg TTaoxovteg aocBeveig
AucAsiToupyia Tou agova

Meliwpevn TTapaywyr KopTi(OANG

* Meiwpévn ACTH, aipyoppayia/ioxaidia etrive@pidiou, deutepoTradr EA
AOYW X0Oprynong KOPTIKOOTEPOEIOWV

|OTIKI) avTiOTOON OTA KOPTIKOOTEPOEIDN

* 'Exouv 1TpoTaBEi TTOANOI pnXaviouoi, yeiwpévog apiBuoc GR,
au¢nuéevn Ekppaon beta isoform GR (aduvapia ouvdeong) K.a

Marik PE Crit Care Med 2008
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Kippwon Tou TaTog Kal
EMIVeEPPIOIaK OuoAsiToupyia

Meiwon TnG XoAnoTepOAng, HDL, LDL €xel TrapaTtnpenBei oTnv Kippwon Kal oxXeTiCeTal Je
TN BapuTnTa TNG NTTATOTTABEIAC

Cicognani C, Arch Intern Med 1997

‘adrenal-exhaustion syndrome”. 2uvBwc¢ TTapaTeTauévo stress
Marik PE., Intensive Care Med 2006

AoBeveic e ocgia NTTaTIK VOO0 £€XOUV augnuéva etTitreda evooTogivng, Kal
TTPOPAEYHOVWOWYV KuTTapokivwy ( TNF-a, IL-1, IL-6) TTou B6a pTTopoucav va
eTnpedoouv Tov dgova HPA .

Bornstein SR., NEJM 2009

O TNF-a peiwvel Tnv ékkpion tng ACTH.
Gaillard RC, Endocrinology 1990

AvTiOTOON OTA YAUKOKOPTIKOEION TTOU OXETICETAI JE TN OUCTNMATIKI PAEYHOVN
Marik PE, Crit Care Med 2008




Emiveppi1diakn OuoAgiToupyia o€

aoOeveig Y nITATOTTAOE IO

Hypothalamus Compensated Normal A.d renal
< CRH Cirrhosis Function
Pitultaty gland
e
Decompensated Subclinical Adrenal

Cirrhosis Dysfunction

Bacterial Translocation
Y Complications Critical llness-Related
[Shock/Sepsis/Bleeding)

Cirrhosis

Corticosteroid Insufficiency

Haemodinamic Instability
Higher Mortality

Fede G, Hepatology 2012



HITaTo-£1TIVE@PIOIOKO CUVOPOUO

« EA o¢ TTpoxwpnuévn Xpovia nrratotradela pe oAwn f/Kal AANES ETTITTAOKEC.

[MBavwg va atroTeAEi XapakTNEIOTIKO TNS NTTATOTIABEIOG per se, ME
O1a@OPETIKN TTaBoyéEvela atrd 1o onmTikO shock

Marik PE, Crit Care Med 2005
Tan T,. J Hepatol 2010

O emmroAacudG TNG £TTIVEPPIOIAKAG OUCAEITOUPYIAG O€ QOOEVEIG JE
NTTATOTTAOEI:
* Bapéwg mTaocxovTeg aoBeveic (33-92%)
* 2T100€POI KIppwTIKOi aoBeveic (31-60%)
» AoOgveic ye un avtippoTroupevn Kippwon (30-60%)
Fede G, J Liver 2014

* Q01600 OEV UTTAPYXEI ONOPWVIa OXETIKA UE TO opIoud TNG EA o€ nrratommdBeia
Marik PE, Crit Care Med 2005




Alayvwon EA



Alayvwon EA

» Koptil0ANn TTAdopatog < 138 nmol/l (5 ug/dl) (8.00-9.00 am) , aAAG xaunAn euaiocBnaoia

« Standard Synacthen Test (SST). Apxika kai 30 kal 60 m pera 250 ug of ACTH 1-24
(SynacthenR) IV/IM. Metd 1n di€yepon kopTICOAN>550 nmol/1 (20 pg/dl) atrokAciel
TTpwTtoTTadny Al

Parker KL, Kovacs WJ 2002
Meta TN diEyepon KopTICOAN>500 nmol/1 (18 ug/dl) puoioAoyikr attdvinon
Bornstein S, NEJM 2009

« Low Dose Short Synacthen Test (LDSST). 1 ug IV synthetic ACTH 1-24 (SynacthenR),
KOPTICOAN apxIKa kal ueTd 20 kat 30 m H kavovikr amrdvrnon ival kKopTi(dAn = 500
nmol/1 (18 ug/dl). Mo euaioBnTtn o€ critical iliness (validation ?)

Kazlauskaite R, J Clin Endocrinol Metab 93: 4245-4253




Alayvwon emive@pidIaKNS OUTAEITOUPYIOG O€
BapEwg TTAOXOVTEG AOOEVEIG

CIRCI
delta cortisol (peta 250 g cosyntropin) < 9 g/dL

N Tuxaio deiypa oAIkAG KopTICOANG < 10 g/dL.
Marik PE Crit Care Med 2008

Al (LDSST)

Pealk level < 25 ug/dL r) delta cortisol <9 pg/dL
Bornstein et al, NEJM 2009




Hrraromrafsia
EAgU0epn vs oAIKER) kopTICOAN

70% 1nG KOoPTICOANG cival ouvdedeuévn ue TV Corticosteroid Binding Globulin (CBG),
20% pe TNV aABoupivn
10 % €AeuBepn (ProAoyika evepydg)

Coolens JL, J Steroid Biochem 26: 197-202.

2.€ a00B¢eveic pe nTratorrdBeia n xapnAn aABoupivn kai n CBG ptTopei va au¢dvouv 1o
TTOO00TO TNG EAEUBEPNC KPTICOANG Kal CUVETTWCG N EA utrepekTIpaTal




ETive@pidiakn AEITOupyia O€ KIPPWTIKOUG
aoOeveic eAsU0epn Kal KOPTICOAN OIEAOU

N=125 (30 onmrtikoi , CP>8)

Mn onT1rTikoi pe xapnAf aABoupivn (25 g/L) 1 CBG ( 35 mg/L) cixav xapnAdtepn
oAikfy TO (Trapouola eAeuBepn/ KOPTICOAN O1EAOU)

7.2% ouvoAika xapnAoTepn oAikry T60 (< 510.4 nmol/L) (CP C: 14.5% vs.
CP A/B: 0%, P = 0.0013) aAA& xwpic cuutrtwparta Al

AcBeveic pe 1 xwpic xapnAoTepa etTiTreda oAIKAG T60 cixav TTapduola TO, KopTICOAN
OI1EAOU Kal EAEUBEPN

2upTTEPpaopa. H oAk KopTI{OAN UTTEPEKTING TNV Al O€ KIPPWTIKOUG 00BEVEIC

Thevenot T, LI 2011




Eiveppi1diakn OuoAgiTouyia og oTaBEPOUC KIPPWTIKOUG
OAIKN Kol eAgU0epn KOPTICOAN

N =79, oTaBepoi KIpPWTIKOI
EA. LDSST

EA. OAIkr) KopTIOAN - 34%, eAeUBepn KOPTICOAN 29%
2 UNQWVia oAIKNG — eAeUBEPNG 22%

XaunAég Tiuég CBG (21 vs 54 mg/mL, P < .01) - umrepekTiynon NG EA 1TTou BagioTnke
oTnNV OAIKN KopTICOAN

H calculated sAsUBspn KopTICOAN UTTEPEKTIUNCE TNV eAsUBEPN KOPTICOAN

Fede G, CGH 2014

EAANVIKN euTTEIpia.
Cholongitas E, EASL 2013




KopTi{OANn CI€EAOU O€

KIPPWTIKOUG aoBeveig

N = 88 (CP C: 68.2%).

50.0%

KaAutepn cuox£Tion eAeUBepnG KOTICOANG UE
o1€AOU TTapA PE OAIK

(Spearman coefficient= 0.91 vs. 0.76, p <0.001).
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, , . Fig. 1. Correlation between calculated free cortisol and salivary cortisol
GO-KlTr]g, XGH r])\a 8”'“860 H DL concentrations and between calculated free cortisol and serum total cortisol
concentrations at T,. Whereas this correlation was excellent between calculated
free cortisol and salivary cortisol, it was significantly lower between calculated
free cortisol and serum total cortisol (p=0.001).

Mapdpoia atroTeAEouaTa aTrd loTTaVIKE) MEAETN Galbois A, J Hepatol 2010

Profitos J, EASL 2016




KAlvika dedopéva EA o€ nTatotradeia




2XETIKN ETTIVEQPIOIOKN AVETTAPKEIN KAl Kippwon

Table 1. Percentages of RAI in cirrhosis from different studies.

Marik et al?®

66% of patients with acute on chronic
liver failure

33% of patients with acute
liver disease

92% in recently liver transplanted
patients

Harry et al'*

62% of patients with acute liver failure

Tsai et al®

51.4% of cirrhotic patients with severe
sepsis

Fernandez et al'®

68% of cirrhotic patients with severe
sepsis

76% of patients with
Child-Pugh score C

25% of patients with Child-Pugh
score B

Alessandria et al®®

36% of cirrhotic patients without sepsis

11% of patients suffer
from controlled ascites

50% of patients suffer from hepatorenal
syndrome or uncontrolled ascites

Fede et al®”

38% of stable cirrhotic patients without
infection

Anastasiadis S, CMI 2015




EA o0& 0TOBEPOUC KIPPWTIKOUG ACBEVEIG

Table 2 Prevalence of adrena

rrhosis, not critically

Ref. Mo. of patients Diagnosis and definition of Al Prevalence
(type of cirrhosis) of Al
McDonald et al™! 38 (stable cirrhosis) ITHT: Reduction in maximal increments of plasma cortisol
SD-55T: Reduction in maximal increments of plasma cortisol
Zietz ef all'™ 52 (stable cirrhosis) CRHT: Peak cortisol < 550 nmol/L or an increase < 250 nmol,/L'
rise of plasma ACTH < twice the baseline 42%
Sigalas ef a™ 47 (stable cirrhosis) SD-S5T: Baseline cortisol < 250 nmol/L and delta cortisol < 250 nmol/L 36%
Alessandria et al™ 25 (cirrhosis and ascites) SD-55T: Delta cortisol < 250 nmol /L 36%
Jang et ar'” 18 (stable cirrhosis) SD-55T: Baseline cortisol < 414 nmol;/ L delta cortisol < 250 nmol/L 83%
Acevedo et al™ 198 (10 compensated and SD-55T: Baseline cortisol < 414 nmol/L 64%
188 decompensated cirrhosis) delta cortisol < 250 nmol/L 27%
Galbois et al*”! 88 (stable cirrhosis) SD-S5T: (1) Serum total cortisol: Baseline cortisol < 250 nmol /L or 33%
peak cortisol < 500 nmol/L or delta cortisol < 250 nmol /L
(2) Salivary cortisol: Basal salivary cortisol < 1.8 ng/mL or 9%
post-stimulation values < 12.7 ng/mlL or increase values < 3 ng/mL
Tan et ™} 43 (stable cirrhosis) SD-55T: Peak total cortisol < 500 nmol/L; 39%
delta cortizol < 250 nmol/L; 47%
peak plasma free cortisol < 33 nmol/L; 12%
any set of criteria 58%
Thevenot et al™” 95 (stable cirrhosis) LD-55T: Baseline cortisol < 138 nmel/L; 7%
< 440 nmel/ L after stimulation; 19%
= 500 nmol/ L after stimulation; 7%
delta cortisol < 250 nmol/L 49%
Fede et all'’] 101 (stable cirrhosis) LD-SST: Peak serum cortisol < 500 nmol/L; 38%
peak serum cortisol < 442 nmol/L; 29%
delta cortisol < 250 nmol/L 6%
Triantos ef al™! 60 (stable cirrhosis) 5D-S5T: Peak serum cortisol < 500 nmol/L 30%
LD-S5T: Peak serim cortisol < 500 nmol/L 48%
Mohamed et al™! 15 (stable cirrhosis) SD-S5T: Definition of Al was not reported 53%
Risso et al™ 85 (cirrhosis with ascites, SD-55T: Delta cortisol < 250 nmol/L and/ or peak cortisol < 500 nmol/L 39%
without sepsis or shock)
Vincent of al” ) 26 (liver impairment) SD-S5T: Serum total cortisol < 350 nmol/L; 46%
free cortisol index <12 13%

Trifan A, WJG 2013



EA og aocOgveic pe Kippwon BAapEWG TTACXOVTES

Table 1 Prevalence of adrenal insufficiency in critically ill patients with liver cirrhosis

Ref. No. of patients Diagnosis and definition of Al Prevalence
(type of cirrhosis) of Al

Harry et al™? 20 (ALF/CLD) SD-SST: Peak cortisol < 500 nmol/L" 69%

Marik et al™? 340 LD-SST: Peak cortisol < 552 nmol/L or 72%
(ALF: 24) random cortisol level < 414 nmol/L in non-stressed patients or 33%

(CLD: 146) random cortisol level < 552 nmol/L in stressed patients 66%

Zxaéév 0€ OAEC TIC peAETEC SD-SST - Al 10-87 %

2.€ OUO LD-SST - Al 33-60%

if baseline cortisol between 414 and 938 nmol/L

Vasu et al™ 24 (critically ill cirrhotics) SD-SST: Definition of AI was not reported 62%
Arabi et al™ 75 (cirrhosis + septic shock) SD-SST: Delta cortisol < 250 nmol,/L 76%
Mohamed et al™ 15 (cirrhosis+septic shock) SD-SST: Definition of AI was not reported 87%
Thevenot et al”™ 30 (cirrhosis + sepsis) SD-SST: Peak serum total cortisol < 510 nmol/L 10%
Acevedo et al™ 166 (decompensated cirrhosis) SD-SST: Delta cortisol < 250 nmol,/L 26%
Graupera et al™” 37 (severe acute bleeding) SD-SST: Baseline cortisol < 414 nmol /L and/or delta cortisol < 250 nmol/L 38%
Triantos et al™ 20 (cirrhosis with variceal bleeding) SD-SST: Baseline cortisol < 276 nmol /L or delta cortisol < 250 nmol/L 30%

LD-SST: Peak serum cortisol < 690 nmol/L or a delta cortisol < 250 nmol/L 60%
El Damarawy et al® 45 (cirrhosis with septic shock or HRS, SD-SST: Baseline cortisol < 414 nmol/L or 73%

cirrhosis without septic shock or HRS) delta cortisol < 250 nmol/L in patients with baseline cortisol < 966 nmol/L

Trifan A, WJG 2013



Kipocoppayia - EA
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Koch A, Critical Care Medicine 2014



Critical lliness-Related Corticosteroid Insufficiency in Patients With
Cirrhosis and Variceal Bleeding

CHRISTOS K. TRIANTOS,” MICHEL MARZIGIE,” GIUSEPPE FEDE,* MARINA MICHALAKI® DIMITRA GIANNAKOPOULOU,*
KONSTANTINOS THOMOPOULOS,* MATTEQ GARCOVICH,* MARIA KALAFATELI* ARIS CHRONIS,”

VENETSANA KYRIAZOPOULOU,® ELENI JELASTOPOULOU,! VASILIKI NIKOLOPOULOU,* JAMES O'BEIRNE,* and
ANDREW K. BURROUGHS*

20 aobeveic ue kKipooppayia (SST) - 10 (LDSST) kai 0Tn cuvéxela SST.
Opada eAéyxou, 60 otaBepoi KIppwTIKOi (LDSST (n 50) kait SST (n 10)) kau 14 uyigic eBeNOVTEG

Yyieig €6ehovTég, K@ (LDSST/SST).

SST

Al, 6 /20 (30%) ue kipooppayia vs 3/10 (30 %)
LDSST

Al, 6/10 (60 %) ue Kipooppayia vs 24/50 (48%)

CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2011;9:595-601



EA — Child Pugh

70 -
=l M LDSST
LSSt
s 50 4
o
40 -
o
& 30-
20 -
10 -
0
Cirrhotic Control Control Control
bleeders cirrhosis CPA cirrhosis CPB cirrhosis CPC
Al LDSST P value SST P value
VB CcC VB CC
Child-Pugh A 2/3 0/10 .03 0/3 0/3 ns
Child-Pugh B 4/5 10/18 ns 6/13 1/2 ns
Child-Pugh C 0/2 14/22 ns 0/4 25 ns

Triantos C, CGH 2011



CIRCI og aoOeveic pe Kipooppayia

» AoBeveic e Kipooppayia ixav UPNAOTEPEG UEYIOTEC CUYKEVTPWOEIC
KOPTICOANG CUYKPITIKA PE TOUC OTABEPOUC KIPPWTIKOUC (SST, 32.7 vs
21 g/dL, P .001), xwpig diagpopéc TG Amax

» KippwTIKOi aoBeveic ye Kipooppayia €xouv EA

* [MapoTI £xouv UPNAOTEPEC TIMEC APXIKEC KOPTICOANG DEV €iXaV ETTAPKN
aATTAvTnNon oTo stress kal cuveTtwg £xouv CIRCI

Triantos C, CGH 2011



Critical lliness—Related Corticosteroid Insufficiency
in Cirrhotic Patients With Acute Gastroesophageal
Variceal Bleeding: Risk Factors and Association
With Outcome*

Ming-Hung Tsai, MD'; Hui-Chun Huang, MD? Yun-Shing Peng, MD? Yung-Chang Chen, MD%
Ya-Chung Tian, MD*; Chih-Wei Yang, MD* Jau-Min Lien, MD'; Ji-Tseng Fang, MD*
Cheng-Shyong Wu, MD?; Fa-Yauh Lee, MD?

. ACrit Care Med 2014; 42:9546-2555)

* N=157, CIRCI, 29.9%

» AoBeveic ue CIRCI gixav upnAdTEPA TTOCOOTA ATTOTUXIOG OTN BepaTTeia Kal BvnTOTTNTA OTIC 6
eBOOPAGdEC (63.8% vs 10.9%, 42.6% vs 6.4%, avTioToixa; p < 0.001).

* AveCdpTnTOC TTPOYVWOTIKOC TTAPAYOVTAC ATTOTUXIAG TNG BEPATTEIAC OTIC TTEVTE NUEPES

Multivariate logistic regression

CIRCI 8.240 2937-23.114 < 0.001
MELD 1.052 1.005-1.101 0.031
Shock 4612 1.618-13.148 0.004
HCC 5609 1.683-18.632 0.005

Active bleeding 4572 1.566-13.435 0.006




YWnAoTepeg TINEG EAEUOEPNS KOPTICOANG OXETICETAI ME XEIPOTEPN ETTIRIWON
o€ ao0Beveig YE KIpooppayia

OAIKA kKopTIOAN (SC), CBG, eAeuBepn kopTI(OAN (Coolens’ formula), kopTi{OAN O1€AOU
AVB (n=38), o1aBepoi kippwTiKoi (CC) (n=31).
AVB, 5-d etravaipoppayia 10.5%

6-w Kal oAk BvnTtoTnTa 21.1 Kal 23.7%

Table 2 Adrenal function parameters among the study groups

Patients with variceal bleeding (n =38)

Stable patients with cirrhosis (n=31) P value
TC (ug/ml) [median (range)] 24.3 (9.1-63.4) 11.6 (3.76-20.1) <0.001
SC (pug/ml) [median (range)] 0.86 (0.14-3.31) 0.407 (0.06-1.07) < 0.001
CBG (pg/ml) [median (range)] 32.5 (15.4-55) 40.5 (19.1-111.9) 0.002
CBG < 35 pug/ml (%) [median (range)] 23 (60.5) 8 (25.8) 0.003
cFC (pg/dl) [median (range)] 24 (0.29-16.62) 057 (0.21-1.45) < 0.001

CBG, cortisol-binding globulin; cFC, calculated free cortisol; SC, salivary cortisol; TC, total cortisol.

Triantos C, EJGH 2014



YWnAOTEPEG TINEG EAEUOEPNG KOPTICOANG OXETICETAI ME XEIPOTEPN ETTIRIWON

o0& aocBeveig uE KIpooppayia

20.00 A
35
o 5.00 A
=
©
w0
£
c 0007 20.00 -
8
3
T 5.00 -
2 — 15.00 4
= 3
()]
=
i = = = -
0.00 . | | | 2 10.00 -
5]
& 3 K &£ °
‘fb &P 5 52 £
N4 NS & & 5.00 -
& N & N
¢ O \© O
K2 O O «©
QS IS S =
[ox ey &P
0.00
Box-plots of free cortisol levels between variceal bleeders (VB) and A é (I_‘,
control patients with cirrhosis (CC), stratified according to Child—Puah st
Child—Pugh (CP) stage: VB versus CC CPA, 2.4+4.05 fia-Fugn stage
versus 0.51+0.27, P<0.001; VB versus CC CPB, 2.4+4.05 versus
0.54+0.35, P<0.001; VB versus CC CPC, 2.4+4.05 Box-plots of free cortisol levels in relation to Child-Pugh (CP) stage in
versus 0.52+0.45, P<0.001. patients with variceal bleeding: CPA versus CPB, P=0.018; CPB

versus CPC, P=0.654; CPA versus CPC, P=0.019.

Triantos C, EJGH 2014



YWnAoTepeg TINEG EAEUOEPNS KOPTICOANG OXETICETAI ME XEIPOTEPN ETTIRIWON

o€ ao0Beveig YE KIpooppayia

Table 3 Cox regression analysis (adjusted for age) of predictive
factors of 6-week mortality in patients with variceal bleeding

OR [95% CI (lower—upper)] P value
HCC 0.324 (0.21-0.51) <0.001
Child—Pugh stage C 0.028 (0.02-0.04) <0.001
cFC <3.2 pg/d 8.37 (5.44—12.88) <0.001
Early rebleeding (< 5 days) 0.019 (0.01-0.03) <0.001

* AUROC yia FC wg TTpoyvwaoTIKOG TTapdyovtag Bvnrotntag 6 w - 0.79.

» ATtroteAei deikTn BapuTnTag TNG VOOOU 1} UTTAPXEI onuavTikou Baduou EA ?

Triantos C, EJGH 2014



2EA o€ oofapn aigoppayia KIpOIKNG KAl UN KIPCIKAS aipoppayiag.

Grauperal, LI 2015

N= 62, ZoBapou BaBuou aipoppayia (ZAMN <100 mmHg kai/j Hb <8 g/L)

Kipooppayia (36), TTETTTIKO €AKOG

15 pts (24%), 8 (22%) kipocoppayia

2EA, upnAdGTEPO TTOCOOTO AOINWEEWV

H emBiwon 6w xaunAdtepn o€ Kipooppayieg ue RAI (25% vs 68%, P = 0.02) aAAG kapuia diapopd o€ un
KIPPWTIKOUG a0 BevEig
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Patients a risk Days
Group without RAl 47 37 35 34 33 32 32 29 29 27

Group with RAI 15 10 10 10 8 7 T 7 6



2EA o€ Xpovia nrrarotradeia

ETITTOAQOMOG KOl CUCXETION ME TNV ETTIRIWON (Jang J, APT 2014)

1.0 L
_ 08 lL Log rank P < 0.001
N=71, oTaBepoi KIppwTIKOI (N = 54), > 086 P
. . 2 ]
Xpovia ntraTimda (n = 17) T 04
E - Witnowt RAl :
Doz .rwith RAI
) + Cansored s |
RAI : 13/54 (24.1%) KippwTIKOUG 0 - |
"o = 12 18 24 30 38
Follow-up (months)
SUOXETION PE BapUTNTA TNS KiIpPWONG MmmHAl 41 40 = 15 8 8 s
With Ral 13 13 5 4 3 1 ]
Fi 2 | Cumulative survival rates according to the
Fu. 20.15 m gure 2 | =

presence and absence of RAl in cirrhotic patients.




2EA o0& un avTIpPOTTOUMEVN KippWOoT

* N=143, Fu 3 m, 2EA. 26%

2EA peyaAutepn mOavoTnTa yia
* Aoipwén (41% vs 21%),
« oofBapni oAwn (27% vs 9%),
type-1 HRS (16% vs 3%),
Bavato (22% vs 7%)
Avecento J, Hepatology 2013

2.€ aoBeveic e un avrippoTrouuevn Kippwon n EA oxeTietal ye au¢nuévo kivouvo ABIT
Cholongiats E, AASLD 2014

2UOXETION TOU ‘NTTATO-ETTIVEPPIOIOKOU GUVOPOUOU UE TNV KIPPWTIKNA KapdlopuoTTadeia’
Theocharidou E, EASL 2016




EA Kal aipoduvalikn aocTadsia

* N=101 KippwTIKOi pE oRYn (SST)

AcOeveig pe EA:

* YynAotepn Ovntétnta (80.76% vs. 36.7%)

* MAIN xapnAoéTepn (60 vs. 74.5 mm Hg, )

* YYNASTEPO TTOCOOCTO XpEIAdeTal AYYEIOOPAOTIKA (73% VSs. 24.48%)

Tsai M, Hepatology 2006




XopRynon KOPTIKOOTEPOEIOWYV O€ ACOEVEIC PE NTTATOTTABE IO

(Karagiannis A, WJH 2015)

Table 4 Characteristics and outcomes of the induded studies of patients treated with steroids

Ref. Study design; study Mo. of patients; Hydrocortisone Cutcome
period; country type of liver disease
Etogo-Asse cf al™ Prospective, observational; 51 critical ill cirthotic patients 31 received hydrocortisone of Mortality: 13/20 (63%) in those who
2007-2009; United Kingdom required vasopressors amedian dose of 200 mg/d did not and 20/31 (63%) in those who
received corticosteroid
Axabi ef al™ Randomized double blind; 73 patients; septic shockand =~ 39 patients received 200 mg  Shock reversal: 24/39 (62%) with
2004-2007; Samdi Arabi cirrthosis in ICTT hydrocortisone sovf/d vs 36 hydrocortisone os 14/ 36 (39%) with

patients receiving normal  placebo (F = 0.03)
saline umtil shock resolution Shock relapse after tapering: 13/39
4%) (F = 0.03)

5 non RCTs glucocorticoids (200-300 mg/d) Sersopess
ot BAPEWS TTAOXKOVTEG UTTO OYYEIODPAOTIKG S
du Cheyron et al” 2 BE)\Tl’(UOT] L[S €T|'|B|’(UOT]§ 'f'l.ll{ﬁﬂ}ucfﬂw'se

ETTAT gt g™ . . . 132% s 62% in
B 1 RCT Ywpic BeAtiwon Tne empBiwong e
-:AII:::IIJ':L 96% vs 3B%H in

Marik et al Fetrospective; 2002-2004; 140 patients vasopressor 300 mg hydrocortisone/d  Reduction in dose of norepinephrin

United States depended with ALD or CLD and in the 24 h (P = 0.02) in those with
Al Al treated with hydrocortisons and
increase in those with Al not treated (P
=0.04)

Mortality: 26% in those treated with
steroids and 46% in not treated (F =

0.002)
Harry st ol Fetrospective; 1999-2001; 40 patients with ALD or AOCLD 20 patients treated with 300 In the group of 20 patients treated,
United Kingdom required vasopressors mg hydrocortisone/d vs 20 there was reduction in doses of

patients not treated norepinephrin, higher risk of infections
and no benefit in survival conmpared
with the 20 patients not treated



2UNTTEPAC AT

* Emive@pi1diaki SuoAsiToupyia o€ aoBeveig pE Kippwon Tou
NTTATOG

* H EA oxeti{eTanl pe Tn BaputnTa TNG NTTATOTTABEIOG

* O1 aocOeveic pe EA xe1potepn Tpdyvwon

 Ailayvwon ?

* Moloi aoBeveig xperalovral Bepartreia ? - RCTs




