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NAOINWEEIC OE KIPPWTIKOUC ao0evEIC
AlQypapua TTaPOUCIaong

= EmidnuioAoyia AoIgwEewv

» Emmrtwoeig —ETITTAOKEC

=" QvNToTNTA

» [TaBoguaioAoyia

"AuTtouaTn Baktnpiakn lNepitovitida

=Aldyvwon

*AAAayr) EmdnuioAoyiag (MoAuavBekTika TTaB0oyova, MUKNTEQ)
" AvTINETWTTION-O¢paTtreia-IpopuAacn

» AANEG AOIPWICEIG
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BakTnplakég Aoipweig: ETIONUIoOAOYIKA OEOONEVA

Noipwen TTapouoa OE:

#25-35% NN AQVTIPPOTIOUPEVWYV KIPDPWTIKWY TTOU EICEPXOVTAI OTO
VOOOKOWEIO

" 4-5 QOPEC OUYVOTEPN OE OXEON ME UN KIPPWTIKO
VOONAEUOUEVO

NMNapdayovTteg KivOUVOU yia Aoipwén:

=Child-Pugh (C/P) score C n MELD score >15
=|OTOPIKO KATAXPNONS a18avoAng

= XaunAa etitreda aABoupivng oTo aoKITIKO uypo
=|OTOPIKO TTPpONyouuevnG Aoipweng (SBP)
"|0TOPIKO TTPOoNynBeicag voonAegiag

= Aloppayia TTETTTIKOU

~Jalan et al. Bacterial infections in cirrhosis: A position statement based on the EASL Special
Ceamights asde cnce 2013 J. Hepat 2014 vol. 60 | 1310—1324



BakTnpIlakEéC AOIMWEEIG: ZUXVA ATUTTEG EKONAWOCEIG

ATUTTN EKONAWON (XWPIC TTUPETO, | ETTITTEOOU
ouveidnong (eyke@aAotradeia), | NITATIKNG/VEPPIKNG
AEITOUpPYiag)

Patient characteristics Giroup 1 Ciroup 2

Cirrhotic patients with Cirrthotic patients without
bacterial infection bacterial infection

Fever »37C, n ()
Fever 238°C, n (%)
Mean body temperature, °C 374 108 1831

White blood cell count, /mm’
(mean151) 7567 Brd241.5 : 128423170113

Mean hematoerit, % 3257
Mean fbrinogen 30L.7£170.4

Maan albumin 11406

Mean CRF mg)/dL 341368




Mola gival n €oTia TNG AoipWENG;
ETidonuioAoyia-Zuxvornta

= Qupoloipweelc: 20-25%

= AOINWEEIC KATWTEPOU avaTTVEUOTIKOU: 15-20%
= Baktnplaipia: 12%

= AOIMWCEEIC DEPUATOC-HOAAKWY popiwv: 11%

*AUTOUATO EUTTUNMO Bwpakog 3%

Jalan et al. Bacterial infections in cirrhosis: A position statement based on the EASL Special
emigniigrence 2013 J. Hepat 2014 vol. 60 j 1310-1324



EmidonuioAoyia-Zuyvornrta |

. . . (srowup 1
Table 2. Characteristics of cases of infection and cultures among F

all 781 admissions Cirrhotic patients wikh

bacterial infection
Cases of infection, N (%) 200 (25.6) n— 100

Infectons with =1 positive culture 148 (74) Child-Pugh*
A
B
Polymicrobial infections 54 (29.5) C

Mosocomial

lsolation of MDR bacteria 6 (23.1) Mean MELD score**

Gram-negative 100 (41.8) Bacterial infections, n (%)
Bacteremia
Cholecystitis/cholangitis 3(3%)
Sites of bactenal isolation Dermal & (6%)
Gastroenteritis 4 1{4%)

Hacteremia /13(282) Respiratory 0 {99)

Gram-positive 139 (58.2)

- a1
2]

Uro-genital tract 19 (19%)
Spontaneous bacterial peritonitis 45 (45%)

Ascites .

Pleural fluid (3.5)
Urine 37(14.3)

Other sites (slan infection, biliary 69 (26.6)
source or no identifiable source)

MDR, multidrug-resistant, SBP, spontaneous bacterial peritonitis; UTI, urinary
tract infections.

501 aoBeveic pe 781 elcaywyég
MRSA ( n =22), kat ESBL Gram (-)( N =20),
Dionigi et al.Bacterial Infections Change Natural History

~_of Cirrhosis Irrespective of Liver Disease Severity
il sl Sastroenterol 21 February 2017: doi: 10.1038/ajq.2017.19




BakTnplakeég AOIHWEEIG: OvnToTNnTd

= Kupia artia BavaTou OTOUG KN QVTIPPOTTOUMEVOUC

KIDPWTIKOUG,
AuoPEVAG TTPOYVWOTIKOG OEIKTNG ETIRIWONG

= TaxuTtata coapr) CAWYN Kai onTITIKA KAatatrAngia €101ka av

Child-Pugh otddio C i MELD> 15
=1 KATA 3,75 QOPEC TNG BvNTOTNTAC OE OXEDN ME MN KIPPWTIKOUC

» Qvnrotnta: 30% o 1 yRva kai 63% oe 1 €10¢
» EmBiwon: 25-30% oTtnv dieTia

=
[ ]
=]
=

-—
—
=<
o
=15
- T

1 rrecrviibs

Jalan et al. Bacterial infections in cirrhosis: A position statement based on the EASL Special

Conference 2013 J. Hepat 2014 vol. 60 1310-1324
Arvaniti V, et al. Infections in Patients With Cirrhosis Increase Mortality Four-Fold and Should

it L9860 in Determining Prognosis. Gastroenterology 2010,139:1246-56



BakTnplakEg AOIHWEEIG: OvnToTNnTA

=
=
=
W
@
=
=
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=3
[

Time (months)

Figure 1. Kaplan—Meier survival curves in patients with and without
diagnosis of infection.

AvecApTnTol TTPOYVWOTIKOI TTapAyovTeg emmifiwong nTav MELD score (HR 1,099),
n Tmapapovh o€ ME® (HR1,967) kai n Aoipwen (HR 2,226)
H BakTtnplaki Aoipwen nrav aveEapTnTog TTPOYVWOTIKOC OEIKTNG ETTIRIWONG
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BakTnplakES AOINWEEIG: AAAEC ETTITTAOKEG

" Kipia aitia ogiag 1Ti xpoviag ntratikig averrdpkeiac (ACLF)

® Otcia emodeivwan veppikng Asitoupyiag —ntratoveppikod Tutrou | (AKI)
® HiraTikn eykepalotrdBeia

® Alatapay€g TTNKTIKOU unXaviouou

" Aluoppayia KIpowv 0100PAyou

® PAoioetmiveppidiakn avetrrdpkeia (RAI)

Jalan et al. Bacterial infections in cirrhosis: A position statement based on the EASL Special
Conference 2013 J. Hepat 2014 vol. 60 1310—1324
Arvaniti V, et al. Infections in Patients With Cirrhosis Increase Mortality Four-Fold and Should
e ldS@d in Determining Prognosis. Gastroenterology 2010,139:1246-56



NMaBoyeéveon Twv BAKTNPIAKWY ACINWIEWYV OTNV
Kippwon |

Innate + adaptive
immune deficits +
L persistent activation

Clinical ™,
factors

Secretory:

AMPs, IgAl Barries

bhile. &t 7 |
r'-'1EE:I']Hr1ir_'::

v Tds
biota

_I_El o

dysbiosis

Oral-Gut-liver axis

Cirrhosis associated Immunodeficiency CAID: @aopa atrd Xpovia cUCTNPATIKA
PAEYHOVN £WC AVOOOKATAOTOAR, OTTWG TTPOXWPEI O€ Kippwaon UE pPAEN avTippdTTNONG
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[MaBoyéveon li
AvoooKaTtaoToAn ouvdeouevn HE Kippwon (CAID)

| |
Mo H{J-[:]rtESI“‘H.___ =

AT
4
L

at " Neutrophils

+ Ag presentation capacity

+ Production of pro-inflammator
cytokines (IL-1, IL-6, IL-18, TMF-wx)

+ Adherence [PBC]

e

* Chemotaxis

+ Migration

* Phagocytic activity

* Intracellular Killing activity
+ Lifespan

Yﬂt her serum proteins

Cﬁ'u&.o@}d

v

Immune -—

dysfunction

T \ Lymphocytes ~_ -

Macrophages <. _—

+ Chemotaxis
+ Foc-gamma receptor activity
+ Activation

o

s
p——

Other related factors

Malnutrition

+ Opsonization

+ Complement levels (C3, C4, CHS50)

+ Protein C activity

+ Chemotactic inhibitory activity [alcohol]

Medications (steroids, IFM)

* T-cell function [alcohol]

* MK -cell function [alcohol]
B-cell clonal proliferation [HCWV]
Altered lg production [HCW]

Ag, antigen; HCV, hepatitis © wirus, IFN, interferon; g, immuncglobulin NK, natural killer; PBC, primary billary cirrhosis




AuTtouartn Baktnpiakn trepitovitida (ABIT)

= AOiJWCEN TOU QOKITIKOU UYPOU XWpPIic oa@n evOOKOIAIOKN £0TIA.

= Aiayvwon: NMoAupop@otrupnva (MMN) >250mm?
= 60% apvnTIKEC KAAANIEPYEIEC
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Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

EASL Clinical Practice Guidelines for the management of patients with
decompensated cirrhosis™

European Assodation for the Study of the Liver®

il o Hesatinlng AFES vl &) | 4040



ABI1:. KAIVIKN Ikova

|) TOTTKG onueia Kal cupTITwparta: KoIAlakd aAyocg, euaiocdnaoia,
EMETOC, EINEOC

i) ZNuEia cuOTNPATIKAG QAEYUOVIC: TTUPETOC 1] UTTOBEPIa, ppiKia,
METAPBOAN AEUKWV alpoo@alpiwy, Taxukapdia kai/fy TaxuTtrvoia

iii) Emdgivwon NTmaTtikng AsIToupyiag

iv) HTTaTIKh eyke@aloTrabeia

v) KatatrAng&ia vi) veppikry BAGRN

vii) Aijoppayia TTETTTIKOU

2UXVA QOUUTITWPATIKN I0iWG O ECWTEPIKOUG AOOEVEIC

KaBuoTtepnuévn TTapakevinon 12 wpeg >2,7 augnon Bvnrotniac

D —————————
Fever T [s0-75%)
| Abdominalpain 0000000000 | \27-72%/ |
Mausea and vomiting 8-21 =246
Diarrhea up to 329

up to 30%
up to 21%s
Encephalopathy up to S50%
Renal failure up to 34 <o

Asymptomatic up to 13 <o
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AuTtouartn Baktnpiakn trepitovitida (ABIT)
EtidonuioAoyia

"H ouxvoTtepn Aoipwen o€ aocBeveic ue aokitn. Etimrrwon 10-25%/€1o¢

“EmmroAacpoc: 1,5-3,5% o€ e€WTEPIKOUG A0OEVEIC UE AOKITN
10%-20% o€ voonAeuduEVOUC

=2 UXVA QOUMNTITWUATIKN

"EvnTéTNTa KATA TNV VoonAegia: 20%

" [loAaioTepa TTPO TNG EI0AYWYNG TNG EYKAIPNG EMTTEIPIKAG Aywyng BvnroTnTa:
80-90%

Angeli P et al. EASL Clinical Practice Guidelines for the management of patients with
decompensated cirrhosis Journal of Hepatology 2018 vol. 69: 406—460

Salerno et al. Diagnosis,prevention and treatment of hepatorenal syndrome in cirrhosis.
Gut 2007;56:1310-1318

Fernandez et al. Primary prophylaxis of spontaneous bacterial peritonitis delays

hepatorenal syndrome and improves survival in cirrhosis. Gastroenterology 2007,;133:818—-824
it apergmiiigiolieg soppelby



AlQYyVWOTIKA TTOPOKEVTNON VI
Ooigpeuvnon ABI1

Rimola et al, J Hepatol 2004
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Autoparn Baktnplakn trepitovitida (SBP)
ETTITWOoEIC

= E[NINAOKEZ: nmratove®pikd ouvdpopo (30%), o&eia eTTi
XPOoViag NTTATIKN AVETTAPKEIQ, KIpooppayia

1[iBavoTnTa utTToTPOTING o€ £va £€10G: 40-70%.

=" [IBavoTnTa emifiwong 1 £€TOG NETA TO TTPWTO £TTEICOOI10: 30-
50%.
= [Ip£1TEI VA TTAPATTEMTTOVTAI VIO METOMOOYXEUOT) ATTATOG

Ricart et al J Hepatol 2000. Thuluvath Am J Gastroenterol 2001. Garcia-Tsao,
Can J Gastroenterol. 2004
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[Tpoyvwaon ABIT: Kpithpia BapuTtnrag
2Nwn, coBapn cnwn, CLIF- SOFA

The CLIF-SOFA scale

Organ/system 2
Liver

Bilirubin (mg/dl)
Kidney

Creatinine (mag/ . =5

dl)
Cerebral (HE grade) Mo HE 1 2 3 4
Coagulation INR =1.1 INR 1.1-1.25 INR 1.26-1.5 INR 1.51-2.5 INR =25 ar

platelets =20x10%pl

Circulation
MAP (mmHg) Dopamine =5 Dopamine >5-215 Dopamine >15
or or or
dobutamine epinephrine =0.1 epinephrine =0.1
or or or
terlipressin norepinephrine 0.1 norepinephrine =0.1
Lungs
Pal_FiD, =400 =300 =200 =100
or

Sp0_JFiD =357-5512 =214-2357 =»89-£214 =80

-

ACLF grade Definition @VﬂT()TI’]TG

Mo . Mo organ failure 220/
. Single organ failure (liver, coagulation, circulation, lungs) + creatinine <1.5 mg/dl + no hepatic encephalopathy Y

Single cerebral failure + creatinine <1.5 mg/dl

Single kidney failure

Single organ failure (liver, coagulation, circulation, lungs) + creatinine 1.5-51.9 mg/d|
andfor grade 1-2 hepatic encephalopathy

Single cerebral failure + creatining 1.5-51.9 mg/d|

2 organ failures
; 0
3 organ failures or mare 77 A)

Jalan et al. Bacterial infections in cirrhosis: A position statement based on the EASL Special
Conference 2013 J. Hepat 2014 vol. 60 j 1310-1324
el il //www. clifresearch.com/portals/O/calculadoras/EASL-CLIF _ConsortiumScores.htm




[Tpoyvwon ABI1: Kpitipia BaputnTtag

If basaline SOFA score available?

No | Yo
?If 11'

Apply sepsis-3 criteria and gSOFA Apply sepsis-3 criteria

4 y ‘
3epsis-3 and Sapsis-3 and Positiva Negative

gSOFA negative qS0FA positive

| , l l l

Sepsis-3 positive Poor outcome
and gS0FA negative Patient con need transfer to ICU

|

Grey zone
Monitoring SOFA
sCOre 5 required

Good outcome (ood outcome




y ,
Table 2 Bacteriology of Spontaneous Bacterial Ea—

Peritonitis

Escherichia Coli
Klebsiella pneumoniag _
Streptococcus pneumoniae m

No. of Isolates (%)
Organism (N =1263)
Escherichia col |21 (46)

. . AMot oTpenTokokKol
Streptococcus and group D streptococc 80 (30) E

mpfuryun _

Klebsiella pneumoniae 14 (9)
Other aerobic gram-negative bacilli 11(8)
Anaerobes 1(<l)
Other Staphylococus spp., diphtheroids |5 (6)

60-65%

Kupla E.coli s
EvrepoBaktnpiakd 30-35%

Gram (+) KOKKOI

i ot gl ok



O¢cpartreia/Avtiyetwtrion ABI'

* Apeon évapdn eUTTEIPIKNG AVTIRIOTIKNG ayWYNG (GpeoN
mmapakevinon —ueTpnon NMN>250/mms3, xpwon Gram +kKaAAIEpyela
aoKITIKoU), Aqun AMK X2

«  Aldpkeia Bepartreiag: 5-7 nUEPEC TOUAAXIOTOV. ETTi BETIKAC
KAAAIEPYEIQG: 7 NUEPES

* ANRpnNg kAlvikogpyaoTnpiakn digepeuvnon (work up) o€ kabe
UTTOVOIa AOINWENC 1] ETTIOEIVWONG O€ TTPONYOUNEVWG OTABEPO aoBev.

* loTopiko (TrponynBeioeg voonAeieg, XNUEIOTTPOQPUAAEN, TTPONYyoUpEVA
QVTIBIOTIKA OXAMOTA, IATPIKOI XEIPIOUOI OTTWG KABETIPEQ)

* TomKEG avToxEG HIKpoRBiwv: > 60% apvnTIKESG KAAAIEPYEIEG

e ZUMTTANPWHMATIKA HETPA: , OIOKOTTN
dlouUpPNTIKWYV, OXI TTAPAKEVTHOEIC HEYAAOU OYKOU, TTPOANYWN
EYKEQAAOTTABEIQC.

Jalan et al. Bacterial infections in cirrhosis: A position statement based on the EASL Special
tsyemiefliz: sy Conference 2013 J. Hepat 2014 vol. 60 1310—1324



Xopnynon AABoupivnec-SBP

Recommendation

» The administration of albumin (1.5 g/kg at diagnosis and
1 g/kgon day 3) is recommended in patients with SBP (1;1).

it apergmiiigiolieg soppelby



O¢paTtreia/AvtiyeTwtrion SBP

KepalooTropiveg vy~ yevidg i MitrepakiAAivn-TalOUTTAKTAMN

AOIMQZ=EIZ KOINOTHTAZ
NMapapévouv ol kepalooTropiveg Y’ Yevidg R MiTrepakiAAivn-TalOPTTAKTAMN

TTAPAPEVOUV @ApHaKa 115 €TTIAOYAG 4

Jalan et al. Bacterial infections in cirrhosis: A position statement based on the EASL Special
t sympieylit: cynde Conference 2013 J. Hepat 2014 vol. 60 1310—1324



NOIUWCEIC O€ KIPPWTIKOUC — ABIT
Avaduoueva TTpoANuaTa

1. NoooKOMEIOKEG AOINWEEIC-AOINWEEIC OXETICOMEVEG

ME XWPOUGS TTAPOXNGS UYEIOG
2. AAAayn EmidnuioAoyiag-INoAuavBekTika Nadoyova

it apergmiiigiolieg soppelby



AuTtouartn Baktnpiakn trepitovitida (ABIT)
Oeparreia PACEI KATATALNG

"KoivoTnTag: Kapia ETTagn ME TO CUCTNMA UYEiag TIG TTponyndciosg 30
Kat’adAAoug 90 nuépEG.

*NOGOKOMEIOKK) QUTOMATN BAKTNPIOKNA TTEPITOVITION. OI HICEG
TeEPITTTWOEIG ABIT 0 VOONAEUOHEVOUG ATTOKTWVTAI KATA TNV OIAPKEIA TNG
voonAcgiag (MeTd TIG 48-72 wpeG) | voonAcgia Tig TrponyoUpeveg 30 nUEPEG.

= IXETICOMEVN ME XWPOUG TTAPOXNG UYEiag: ETTapn yia 2 HEPEG UE

VOO OKOMEIO TIG TTPONYOUHEVEG 90 nuEPEG, DlevEPYEIT TTOPEUPACEWY OE
ECWTEPIKA 1OTPEIA (TTY TTAPAKEVTNON, TTEPITTOINOT d1aBNTIKOU TTO0I10U),
OlauoOVH O€ 0iKO EUYNpPIag.

Salerno et al. Diagnosis,prevention and treatment of hepatorenal syndrome in cirrhosis.

Gut 2007;56:1310-1318

Fernandez et al. Primary prophylaxis of spontaneous bacterial peritonitis delays

‘pumli sl -1 svndrome and imoroves survival in cirrhosis. Gastroenteroloay 2007:133:818—824



‘Eykaipn kail KaTaAAnAn avTifioTIKn aywyn

p=0.02

<6 hours 6-11 hours 12-23 hours  24-48 hours > 48 hours

spital mortality

5]
<
=

Time to paracentesis
Fig. 2. The early diagnosis of infection is vital to allow for immediate treat-
ment initiation and therefore improves patient prognosis. The survival proba-
bility of patients with spontaneous bacterial peritonitis is reduced by 3.3% for
every hour a paracentesis is delayed [55].
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ABI1: O¢partreia

SBP ar SBE

i:'-417-':i

Community-acquired Healthcare-associated Mosocomial
SBP or SBE SBP or SBE SBP or SBE
t 1 v
3= generation AREA DEPENDENT: Carbapenem alona or
cephalosporin or Like nosocomial + daptomycin,

piperacillin-tazobactam infections if high VANCOMyCin or
prevalence of MDRO linezold® if high
Or 38psis prevalence of MDR
Gram+ bacteria or
58psis

Fig. 4. Recommended empirical antibiotic treatment of SBP or SBE
(adapted from Ref. 6). SBE, spontanepus bacterial empyema; SBP, sponta
neous bacterial peritonitis; MDRO, multidrug resistant organism.
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MuwkpoBLoAoyia ABIT: e€€ALen

2005-2016
[MoAuavOeKTIKA

1995-2005 A

Gram (+)
AVOEKTIKOTNTA
OTIG KIVOAO

, , Extended-spectrum beta-lactamases (ESBL)
MoAAartAEG voonAeieg producing gram (-)

1960-1995
Enterobacteriac

Ev6ovoookopelakoi Nonfermentable Gram(-) bacteria

e (E COIl) XElplopotl Pseudomanas aeruginosa
| AVTIBLOTIKA EVPEWG Methicillin-resistant Staphylococcus aureus
, , ddoparog (MRSA)
Xpnon kepoaAoomopvwyv
I'Ipwronaer']ql Kai Carbapenemase-producing gram (-)
Asuteponael:]q Vancomycin-resistant enterococci (VRE)
XNUeompodUAAEN e
KWWOAOVEG

* Fernandez J, et al. Bacterial infections in cirrhosis: epidemiological changes with invasive procedures and norfloxacin
prophylaxis. Hepatology 2002;35:140-8
* Cholongitas E, et al. Increasing frequency of Gram-positive bacteria in spontaneous bacterial peritonitis. Liver Int
2005;25:57-61.
* Alexopoulou A, et al. Extensively drug-resistant bacteria are an independent predictive factor of mortality in 130 patients
¢ynmielli-adhspontaneous bacterial peritonitis or spontaneous bacteremia. World J Gastroenterol 2016;22:4049-56.



MDR/XDR otnv ABIN (eAAnvika dedopeva)

 MeAétn 2008-2011 (47 mepurnr)
e Gram (+): 55%
— Streptococcus spp (38.5%)
— Enterococcus spp (345524

e E.faecium (66.5%)
— Staphylococcus spp (27%)
e Gram (-): 45%
(9 meputt S\)
« KPC (44.5%)
e ESBL (33.5%)

e P. Aeruginosa (22%)

* Avtoxn o€y’ YEVLAC
kepaloomopivec 49%

* Kol otig Klvohovec 47%

Alexopoulou A, et al. Increasing frequency of gram-
positive cocci and gram-negative multidrug-resistant
bacteria in spontaneous bacterial peritonitis. Liver Int
2013;33:975-81

i opgrgminioiz: saqlby

 MeAétn 2012-2014 (130 neprr)
Gram (+): 48.5%
— Streptococcus spp (40%)

— Enterococcus spp (47.5%)
* E.faecium (24%)

— Staphylococcus spp (12.5%)
Gram (-): 50%

* ESBL (75%)
* P. Aeruginosa (25%)

Avtoxri Meropenem 30.7%
KepalooTropiveg v’ yeviag 43.8%.

e XDR guaioBbnta otnv colistin (TTAnv €vdg)
GPC (E.faecium) 86% guaioBnro
tigecycline
Alexopoulou A, et al. Extensively drug-resistant bacteria are an
independent predictive factor of mortality in 130 patients with

spontaneous bacterial peritonitis or spontaneous bacteremia.
World J Gastroenterol 2016;22:4049-56



MDR/XDR: emintwon otn Bvntotnta Twv
KLPPWTLKWV aloOevVwV

Lnivariate analysis Multivariate analysis

HR (95%C1)  Pvalue HR (95%CI) 2 value
Ape (per 1yr) L7 (0.997-1.037)  (0.08%
Coplir 113 (08331540 0425

."-.'-.'ulm]1||1l ki LA (L9541 .055)  (MIF2

[ (U SR N e

XDR infections {007

Total bilirubin 1051 (1.030-1.08% 0001

Log rank £ = 0,013 Creakinine 197 (10061197} 0,03

[NE |.746 (1.271-2.399)  0.00] a3 01
(1.106-2. 1800
]| 000 (099810005 042

XDE: Extensively drug-resistant; INE: International normalized ratio
e 2UVvOAIK 30-d-Bvntotnta: 37.7%
XDR vs non-XDR: 69.2% vs 34.2%

XDR avecdptntog Tmapdyovrtag BvntotnTag
(HR = 2.263, 95%CI:1.005-5.095, P = 0.049),

i Japurati g ol



"lapayovTeC KIVOUVOU VIO TTOAUAVOEKTIKA
- onuaagia TN TOTTIKNG ETTIONUIOAOYIAC

H TTapouaoia TToAuavOekTIKwV oTeAexwv o€ ABIT tTepiToviTIida
OXETICETAI ME:

*"TNV TTPOUTTApYXOUCa BapuTnTa TNG NTTATIKAS VOOOU,

"TNV VOOOKOUEIOKI | OXETICOMEVN PE XWPOUG TTAPOXNG UYyEiag  Aoipwen
*TNV TTponynBeica Awn KIvoAovwy ) KEQAAOOTTOPIVWY Y~ YEVIAG

"KAl TNV TOTTIKI £TTIONUIOAOYIO KABE XwpPou aAAG Kal KABE Xwpag;

" H yvwaon TG TOTTIKAG ETTIONMIOAOYIAG aTTapaAiTnTN YIO TNV
CWOTN QVTIHETWTTION QUTWYV TwV BAPEWG TTACXOVTWY 00BEVWY.

i Spprgiiaiotizs opqlby



MetaavaAuon VoooKopelokng ABIT

M-SP culture-positive/M-SP N-SBP,/ M-SBP by GPB/ N-5PB by MDR W-SEP by MDR-GPB, M-SBP by MDR-GMNB/
total N-SFP  culture-positive  bacteria/culture=positive N-SBP by GPB N-SBP by GMB
M-5PB N-3PB

Song ctal” Only culture positive cases  32/0 NA NA NA 12/18 (66.6)
Cheong cf ol & Only culture positivecases  123/3  37/119(3L.0) NA NA 23/82(25.0)
Fernindez et al NA 32/0 A 7/32(209) NA NA
(first cchort)
Fernandez et al™ NA 7/0 NA 2/7(283) NA NA
(secomd cohort)
Chaulk et al® NA 17/0 NA 717 (411) NA

Li et al™® Only culture positive cases 927 X7[92(383) 29/62 (40.8)" 212443 512
Friedrich ot al™ NA 81/ 37/118(313) 39/81 (728) N NA
Piano ¢t al™ 16/31 (51.6) 16/0  10/16(625) 6/16(37.3) 3/10 (30.0)
Salerno ef all™ NA 24/0 A 6/24(23.0) N! NA
Lutz et al”! 30/63 {47.6) 01 14/B482 9/30(30.0) N NA

[MoAuavOekTIKA aTTd 22% £WS 70% OTIC DIAPOPEC MEAETEC
2uvneeoTtapa: ESBL mrapayovrta Enterobacteriaceae, un (upouvta TNV AakTodn
Gram (-) ( Pseudomonas aeruginosa),MRSA kai VRE




MeTtavaAuaon voookouelaknc ABI
2.UvOUOOTIKN O¢epartreia
[TpETTEI VO UTTAPXEI ECAPXNG KAAUWN KAl YIa TTOAUQVOEKTIKA

Gram (+) kat MDR Gram (-)
2 € TTEPIOXEC ME augnuéva TToo0oTA avOekTIKWV MIKpoRiwv VRE, MRSA, ESBL

O1 Y’ yevidg KEQAAOOTTOPIVESG aveTTapKeic oTnv ABI

KippwTikoi aocBeveic pe voookopeiak ABIT Ba mrpétrel va Aapavouv eUTTEIPIKN)
Aywyn pe

1. Meropenem (19/8 h) +

2. Vancomycin / Daptomycin
(8-12 mg/kg per 24 h)) +

3. B-lactam active against MRSA (vewTtepeg avtli- MRSA ke@aAooTTopivec-
Ke@apoAivn)

Piano S, Fasolato S, Salinas F, Romano A, Tonon M, Morando F, et al. The empirical antibiotic
treatment of nosocomial spontaneous bacterial peritonitis: Results of a randomized, controlled clinical

trial. Hepatology 2016;63:1299—1309.
Fiore M et al . Systematic review of N-SBP World J Gastroenterol 2017; 23(25): 4654-4660
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2.UVOUQOTIKN N povoBepartreia otnv voookoueiakn ABIT,

HEPATOLOGY, VOL. 63, NO. 5, 2016 LIVER FAILURE/CIRRHOSIS/PORTAL HYPERTEMSIOM

An Empirical Broad Spectrum Antibiotic
Therapy in Health-Care—Associated
Infections Improves Survival in Patients

With Cirrhosis: A Randomized Trial

Manuela Merdi," Cr 1a Lucidi,! Vincenza 1 G orio,’ Barbs artanzi,’ Valerio Giannelli,! Michela G
A le |-:||;_|||'|-g||:,: siarvcarlo _'l_';,_'.;_lll,"':,: Mo F".Ill_‘l:-'ll.',_‘.' L] EE ' iggio, wd Wia -l_'1|;_|:l:i'l

Kedpotaliun 6g/d  lputeveéun 2gr/d +

Bavkopukivn 2gr/d




PoOAog GAAwV vewTepwyv avTi Gram (+) avTIBIOTIKWY OTNV
ABI1; Aatrtopukivn, AiveCoAion

COE.. &3, DO, <8, 200 LIWER FAILURES TIRRHOSIS/PORTAL HYPERTEMRNSIKCOM

I'he Empirical Antibiotic Treatment of
Nosocomial Spontanceous Bacterial
Peritonitis: Results of a Randomized,

Controlled Clinical "T'rial
Salvarorc ano, ' Si solato,”? Fredc alinas,” Antonicrea Romano,” hiarca | o, T Filipy

. Sl

Keptalidipn 6g/d  Meponevéun 3gr/d +
Aarmntopukivn 6mg/Kg/d

H emBiwon (90d) itav onuavtikd upnAoTepn (93.8% vs 50%, p=0.004) otoug
ao0gvEiC TTOU AVTATTIOKPIBNKAV OTNV ApXIKA aywyn
H Aatrtouukivn 0pa Kal o€ oteAéxn VRE

Zhang et al High frequency of thrombocytopenia in patients with acute-on-chronic liver
gailugﬁje _E!;Eated with linezolid Hepatobiliary Pancreatic Dis Intr 2015 Jun;14(3):287-92
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ABI1: O¢partreia

SBP ar SBE

i:'-417-':i

Community-acquired Healthcare-associated Mosocomial
SBP or SBE SBP or SBE SBP or SBE
t 1 v
3= generation AREA DEPENDENT: Carbapenem alona or
cephalosporin or Like nosocomial + daptomycin,

piperacillin-tazobactam infections if high VANCOMyCin or
prevalence of MDRO linezold® if high
Or 38psis prevalence of MDR
Gram+ bacteria or
58psis

Fig. 4. Recommended empirical antibiotic treatment of SBP or SBE
(adapted from Ref. 6). SBE, spontanepus bacterial empyema; SBP, sponta
neous bacterial peritonitis; MDRO, multidrug resistant organism.
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O¢paTtreio/AvtiuetwTtrion ABIT

2 UUTTA

Prevention of renal Prevention of renal
failure in SBP failure in non-SBP
infections

DWUATIKAO UETPO

= IV administration of 20% Diuretic withdrawral
alburmin: Assure an adeqguate
hydration (oral or IV fluid
therapy)
v albumin?

- Dose: 1.5 g'kg at
diagnosis and 1 g'kg
on day 3
= Diuretic withd rawal
= Awvoidance of large volume
paracentesis

Treatment or prevention of other complications

NMonabsorbable disaccharndes (lactulose or lactitol) to prevent
or treat encephalopathy

Maintenance of B-blockers in patients on variceal bleeding
prophylaxis if hemodynamic stability

Coagulaton factors if bleeding?



[Tw¢ TTapakoAoubeital acBevnc ue ABIT;

* KAIvikij TTapakoAoufnon
* ETTavaAnTITIKA TTOPOKEVTNON META 2 NUEPES

Z S

EMNITYXIA OEPANEIAZ AIMNOTYXIA OEPATIEIAZ
* BeATtiwon KAIVIKAG €IKOvVaG « Emdeivwon KAIVIKAC EIKOVAC
* >25% peiwon MNIN aokiTikou

» <25% peiwon MNIN aokiTikou uypou

. 1

* TpoTrotroinon avTiBIOTIKAG aywyng
‘MIDR/XDR/PDR T1r0800Y6V0; MUKNTOG;
» AsutepoTra0ng BAKTNPIOKA TTEPITOVITION ;

uypou

i Spprgiiaiotizs opqlby



MpoAapPavetal n ABIT;
Mpwtoyevnc XnuetonpoduAaén otnv ABI
e Aoppayio EMTIKOU
— Emninmtwon Baktnplakwv Aolpwéewv: 25-65%. Auéavel pe tnv endeivwon tng
NTATLKAC AELTOUpYiog
— H xnuewonpodUAaén oe atlpoppayia oxetiletol pe BeAtiwon tng Bvntotntog
KOLL T(PETTEL VAL EEKLVAL ALECQL
* Kedtplatovn (mbBavwe kaAutepa anoteAéopata) N vopplofaoivn
* Mpwtoyevng npoduAaén (evdeikvutal av AeUKWHA AOKLTIKOU <1.5g/L
KoL Eval)
— C/P score 29 pe xoAepubpivn =23mg/dl
— Kpeatwvivn 21.2mg/dl
— Na opou £ 130mEq/L
— Eido¢ avtiBlotikwy: onwg otn deutepoyevn
— Aldpkela: Av BeAtlwBel n nratikn Aettoupyia dtakomtovral

« Fagiuoli S, et al. Management of infections in cirrhotic patients: report of a consensus conference. Dig
Liver Dis. 2014;46:204-12.
« H.J.Yim, et al. Comparison of daily norfloxacin versus weekly ciprofloxacin for the prevention of
spontaneous bacterial peritonitis in cirrhotic patients: a randomized controlled trial. EASL 2016,
PS017. J Hep 2016;64:5144.
 Angeli P et al. EASL Clinical Practice Guidelines for the management of patients with
twymmivifeceimpensated cirrhosis Journal of Hepatology 2018 vol. 69: 406-460



MpoAapPavetal n ABIT;
Agvtepoyevng Xnuetonpodulaén otnv ABII

* [ponyoUpevo emelcodio ABIM (6sutepoyeving npodUAaén)

— H xopriynon vopdpAofacivnc 400mg/d oxetiletal pe peiwon tng Bvnrotntag
(68—=>20%) kat tng enavepdavionc ABIM armno gram (-) (60->3%) otav
Xopnynonke yla 6 unveg

— H pupatupuivn dev ouviotatal avtt vopdAofaoivng

— Epwtnuatikd: AcBeveic mou Aappavouv pipatupivn wg tpoAndn
geykepalonabelag av mpemnel va AdBouv kot vopdAofaoivn

* Fagiuoli S, et al. Management of infections in cirrhotic patients: report of a consensus conference. Dig Liver Dis.
2014;46:204-12.
 H.J. Yim, et al. Comparison of daily norfloxacin versus weekly ciprofloxacin for the prevention of spontaneous bacterial
peritonitis in cirrhotic patients: a randomized controlled trial. EASL 2016, PS017. J Hep 2016,;64:S144.
 Fernandez J, et al. Antibiotic prophylaxis in cirrhosis: Good and bad. Hepatology. 2015 Nov 3. doi: 10.1002/hep.28330.
*Angeli P et al. EASL Clinical Practice Guidelines for the management of patients with
« ARARmRaRSAted cirrhosis Journal of Hepatology 2018 vol. 69: 406—460



MepLoplopoc xpnong aviBlotikwyv: Newtepol xelplopot otnv ABI
* Pupalipivn: Asv cuviotatat avti tnc vopdAofaoivnc
— Mapad KATtoleG EVOOPPUVTIKEG TIPOODATEG TUXALOTIOLNEVN UEAETEC
* NopdAotaaivn: emituxng npoduvAatn oto 77%
* NopdAofaaoivn/pipalipuivn: 91%
* Pupaliuivn: 87.5%
* Mn ekAektikol B-avaotoAeic (NSBBs)
— OewpPNTIKEC SPACELC
* Meiwon cuotnuatikic pAeypovwdouc aviidpaonc (evepyetiki enidpaon
OTNV KWYNTIKOTNTO TOU EVTEPOU Kal Helwon TNG Baktnplaknc aAlopetdbeonc)
— JYempoodatn UEAETN

* Aodadlela xopnynong
* BeAtiwon enBiwong avtol mou cuvexloav (28d, 37.2% vs 13%, p<0.0005) os
OXEON LE QUTOUG TTOU OTAUATNOOV

Movo og 6oouc Ta xpeLalovtal
— AoapBavovtat anod ~50% Twv N AVILPPOTOUEVWY KIPPWTLKWV
— Mpoblab<touv oe coPapéc Aopwéelg onwc ABIM A Aolpwén amno C. difficile

— Aocadnc pnxaviopocg dpaons (lowg evexovtal Kol pnxoviopot
0VOOOKOTO.OTOANC)

Kalambokis GN, et al. Rifaximin for the prevention of spontaneous bacterial peritonitis. World JGastroenterol 2012;18:1700-02.
Assem M, et al. Efficacy and safety of alternating norfloxacin and rifaximin as primary prophylaxis for spontaneous bacterial peritonitis in
cirrhotic ascites: a prospective randomized open-label comparative multicenter study. Hepatol Int 2016;10:377-85.
Mookerjee RP, et al. Treatment with non-selective beta blockers is associated with reduced severity of systemic inflammation and
improved survival of patients with acute-on-chronic liver failure. J Hepatol 2016;64:574-82.
. Bajaj J.S, et al. Proton Pump Inhibitors are Associated With a High Rate of Serious Infections in Veterans With Decompensated
i rmmicdisizGippit@sis. Aliment Pharmacol Ther 2012;36:866-874.
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Spontaneous Bacterial Peritonitis

Incidence:

up to 30% [ Background ] [pmhuph,-siulngﬂ Multifactorial

. : | translocation

Recurr . ) » Bacteria

Et:u ::'..:;'& « Impaired host defenses
P : in cirrhiosis

Mortality:
U 1o 200

Monomicrobial enteric

bacteria:
PMN =250 F oW

H. poeumonige
Diagnosis o E feacals
Culture;
« Direct inoculation at — MDRO rates 14
bedside + yield T i «~34% 1otal infections
+ Simultaneous blood B . Highar risk far MDRO:
cultures Recant antibiclics
Recani haspitalization
Critically il

Traditional:

. 3'=-gzgl.fﬁ?xllf:l1fspnrin Primary Prevention
Bl - , ? - -
Cefotaxime [ Treatment | | Fropiyiods | ' upﬁ:'glczglfﬂw[ciw e

o . 2. Ascitic TP <1.5 and either
Err'||:||r.|t: HI]_H.EI : ] s CTP =0 and TE =3 ar
« Piperacillin/tarobactam Cr=1.2 BUN =25, or
or Ma =130
« Carbapenems +° ndary P laxis
o VENCOmycin » Morfloxacin [daily)

Digestive Diseases and Sdences (2023) 68:1667— 1669
https:/ doiorg/10. 1007 /51 0620-023-07865-wW

INWVITED COMMENTARY

Spontaneous Bacterial Peritonitis: The Bug Matters

Sunny Sandhu'? . Binu V. John'-2




EI0IKEC AOINWEEIC QOKITIKOU Uypou
BAKTHPIAZKITHZ
* AlayvwaoTIKa KpITHpIa:
OETIKN] KAAAIEPYEIQ QOKITIKOU UYypoU
MMN aokiTikoU uypou < 250/mm3

ATToUdIia EVTOTTIONEVNG ) CUOTNMUATIKNG ACiwENg

ANTIMETQITIZH
[Mapouadia onueiwv ocuoTNUATIKAG AoiNwENG: @eparTreia

ATTougia onueiwv cuoTNUATIKAG Aoipweng: ETTavaAnwn

TTapakevTnong. Av TTaAI KaAAIEpyEla BETIKN: O¢gparTreia

it apergmiiigiolieg soppelby



AeuTeEPOTTOONC BAKTNPIOKN TTEPITOVITION

dlaTpnon r oceia PAeypovr) eVOOKOIAIOKWY
opyavwyv
AOINWCEEIC KOIAIOKOU TOIXWHATOG
TTPoNYNO6E&ioEC XEIPOUPYIKEC ETTEUPAOEIC

- A/A amd ABIT:

unN ammavrnon otnv avTiBIoTIKA aywyn
QATTOUOVWON TTEPIOCOTEPWY TOU EVOC
UIKPOOPYAVIOUWY OTO QOKITIKO UYPO

TOUAQYXIOTOV 2 aTTO:

1. Glu <50mg/dL 2. LDH > @uaioAoyika
emmitreda otov opo 3. OAIkn TTpwrTelvn>10g/L

it apergmiiigiolieg soppelby



AUuTONOTO BAKTNPIAKO ENTTUNMO BwpaKkog |

® Aoipwen TTPoUTTApPXOoVTOC UdPOBWPAKA XWPIC ouvodO

TTVEUMOViIa

® Avaloya epyaoTnpiaka eupnuaTta TTAEUPITIKOU UypoU ME

TOU QOKITIKOU UypouU
* AvaAoyn tTaBoyeveia
® Oeparreia: TTAPEVTEPIKI XOprynon avTiBIoTIKWV

XWPIG EKKEVWTIKA TTAPOAKEVTNON TTAEUPITIKOU

uypou

it apergmiiigiolieg soppelby



AUuTOopaTO BAKTNPIOKO EUTTUNMO Bwpakog I

* Aildyvwon:
1. OceTIKr) KAANEPYEIQ TTAEUPITIKOU UYPOU

Kall
2. MoAupopgotrUpnva >250/mm3 A

3. TMoAupopgottupnva >500/mm3
Av apvnTIKr KAAAIEPYEIQ TTAEUPITIKOU UypoU

XWpPIC TTveUpovia

Chen CH, Shih CM, Chou JW, Liu YH, Hang LW, Hsia TC, et al. Outcome
predictors of cirrhotic patients with spontaneous bacterial empyema.
Liver Int 2011;31:417—424.

it apergmiiigiolieg soppelby



AAAEG AOINWEEIG OE KIPPWTIKOUG

* Mikpoiaipieg (QUTOMATEG, ueTd XeIpIopoUg, tipsitis)
(MRSA, VRE)

®* Oupoloipwicig

® Tlveupovieg ( TTVEUPNOVIOKOKKOG, 10iwg aAKOOAIKOUG Kal arro Ki.
pneumonia)

* Aolpwieig Aéppatog-MaAlakwyv Mopiwv

* ZmavioTepa: evOoKkapdiTIda

* Zmavia £10IKEG Aolpweeig (Mveupovikny TBC, puuatiwdng
TTEPITOVITION 10iWG OE NETAVAOTEG)

Angeli P et al. EASL Clinical Practice Guidelines for the management of patients with
decompensated cirrhosis Journal of Hepatology 2018 vol. 69: 406—460

Lipsky et al, Ann Intern Med 1998

Chrj,sto%et al, Am J Gastroenterol, 2007
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AAANEC AOINWEEIC OE KIPPWTIKOUG
[Mpoyvwon

Infections other than SBP

Prevalence, diagnosis and impact on prognosis

Mon-5BP infections are frequent in patients with cirrhosis and
present or develop during hospitalisation in 25-30% of patients.
The most frequent infections other than SBP are: urinary tract,
pneumonia, skin and soft tissue infections, and bacter-

acmia. * They constitute a heterogeneous group regarding
clinical course and prognosis. Non-SBP infections increase the
odds ratio for death by 3.75 and are associated with
one-month ang 2-month mortality.””" Endocarditi¥—=sec?
ondary peritonitis; pneumonia and bacteraemia have worse
prognoses. The combination of data on liver and renal dysfunc-

i ot i ok



Mikpofiaipieg/ KavTIVTAIMIEG OE KIPPWTIKOUG

* Mikpopiaidieg
* TlpoéAeuon:

— Zuyva autopares (1 SlatrepatdTnTa EVTEPOU, SUCALITOUpPYI
avoooTtroinTikou) 181aitepa o ACLF

— MeTtd xeipiopoug, (tipsitis), (MRSA, VRE, MDR Gram apvnTtikd BakTipia)

Angeli P et al. EASL Clinical Practice Guidelines for the management of patients with
decompensated cirrhosis Journal of Hepatology 2018 vol. 69: 406—460
Lipsky et al, Ann Intern Med 1998

Chrjsto%et al, Am J Gastroenterol, 2007
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MikpofIaIHieC O€ KIPPWTIKOUG

Table 1
Difference of underlying onditions, B51 data and therapeubc management between survivors and nonsurvivors within 30 days from BSI onset

Charactensic Total, n =312 10 ) Monsuravors, n= 79 [ 25%) Survivors n= 233 (75%)

B5l data
Site of infection acquisition
Community-acquired B5l B60(19) 12 {15) 48 (21)
Hospital-acquired BSI 170 (54) 50 (63 120(51)
Healthcare associated 82(26) 17 (21} 0o (28}
Primary 99(32) 301(38) 70 (30)
SBP 50(16) 18(233) 32 (13)
Unnary tract 35(11) 3 (b) 3013}
Ll sevepy
ACLF 113 (36) 59(74) 34 (23)
CLIF-50FA score, median (IQR) b (4-=19) 10({7=15) 3(3=7)
MELD at BSI, median (IQR ) 18(12-24) 26 (21-131) 16 (12=20)
AMELD ([ at BSI—baseline), medan ( IQR) 2 (0=3) 3 (2=10) 1(0-4)
SEVETE Sepsis 45(14) 16 (20) 29 (12)
Seplic shock 41(13] 2735} 14 (6)
MORO 1solation 98 (31) 35(44) B3 (27)

Gram (-) 53% OvnrotnTta 30 nuepwv 25% SOFA/CLIF sOFA
Gram (+) 47
Mukntec: 7




[TpoyvwaoTikoi OgikTeC OvnToTNTac 30 NU. OE UIKPORIAIUIES

Table 1
Difference of underlying conditions, BSI data and therapeutic management between survivors and nonsurvivors within 30 days from BSI onset

"y

Charactenstc Total,n = 312{100% ) Nonsuravors, n= 79 (25%) Survivors n= 233 (75%)
herapeutic management
Adequate empincal antibiobic treatment 190 (61} 31(38) 159 (68 <{L001
<6 hours from index BC 153 (49) 20 (25) 33(57) <{L001
Between 6 and 24 hours from index BC 24(8) 415) 031
=24 hours from index BC 3(4) 1(9) 0.01
Inadequate L1 (39) 14 (32} <(L001
ICU admission 8427} <1001

1. KaBuaoTtépnon xopriynong avtifioTikwy (>24 hours)
(hazard ratio (HR) 7.58; 95% confidence interval (Cl) 3.29e18.67; p < 0.001)

I

2. AKaTAAANAN epTTeipikn avTiBiotiki aywyn (HR 3.14; 95% Cl 1.93e5.12; p
< 0.001)

3. CLIF-SOFA (HR 1.35; 95% CIl 1.28e1.43; p < 0.001)
4. Atropévwon MDR.

L TR ) 1 R T T e
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AKATAAANAN €UTTEIPIKN AVTIBIOTIKI Aywyn

ACLF patients

Gray's Test p=0.0027

Adequate

= |nadequate

=
=
m
a
=]
Y=
]
=
=
e
m
e]
=]
(=8

Survival Time in Competing risks 28 days

Figure3 C




AAAEG AOINWEEIG OE KIPPWTIKOUG

OvnroTnTa
Koivértntag: 7-21%
Noookopelakn: 25-48% (oxEon ME TTAPOUCIia TTOAUAVOEKTIKWYV)
AvTtoxn ota AvTifioTika !!!
Avaduopuevo TTpORANUa €I0IKA TA TTOAUOVOEKTIKA

(MDR, XDR, PDR) kal ol HUKNTEG

Angeli P et al. EASL Clinical Practice Guidelines for the management of patients with
decompensated cirrhosis Journal of Hepatology 2018 vol. 69: 406—460

Lipsky et al, Ann Intern Med 1998

Chr sto%et al, Am J Gastroenterol, 2007
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AAAEG AOINWEEIG OE KIPPWTIKOUG
Tagivounon

1. KoivoTnTag
2. 2XETICOMEVEG ME XWPOUG TTAPOXNS UYEIAG
3. NOOOKOMEIOKEG

OEPATITEIA: Avaloya e TIG KATEUBUVTHPIEC 0ONYIES KAl TNV TOTTIKNA
EMIONMIOAOYia

OAPMAKA: ATTouy NTTATOTOCIKWY KOl VEPPOTOLIKWY PAPHAKWY,
TTAPAKOAOUBNON ETTITTEOWYV AV XPEIAOTOUV

ZUNTTANPWHOTIKT aywyn:
MIKPEC HEAETEC: WPEAEIO ATTO
xopriynon aABoupivng oto HRS # A omnrenn @

Wl FOR INFECTIOUS BlS€As€s MPOAHYHE NOTHMATON

Kai TTpo@UAAKTIKI Xoprynon

voppAocaaivng o€ Child-Pugh C KateuBuvrripiec OBnyiec

yia tTh Aiayvwon kai
™h Ogpaneia twv Nolpoewv



OEPATTEUTIKN AVTINETWTTION AAAWYV AOINWEEWYV

Fneumaonia

Community-acquired
pneumonia
+
Fiperacillin-tazobactam
or ceftriaxone +
macrolide or
levofloxacin or
moxifloxacin

¥
Community-acquired
uTI
L
UNCOMPLICATED:
ciprofloxacin or
cotrimoxazole
IF SEPSIS: 3™
generation cephalospo-
rin or piperacillin-
tazobactam

i gt el

Healthcare-associated
pneumonia

v

AREA DEPENDENT:
Like nosocomial
infections if high

prevalence of MDROs?
or if sepsis

1

Healthcare-
associated UTI

+
AREA DEPENDENT:
Like nosocomial
infections if high
prevalence of MDRS
or if sepsis

MNosocomial
pneumaonia

Y
Ceftazidime or
meropement +
levofloxacin +

glycopeptides or

linezolid®

3y
Mosocomial
UTI

¥

UNCOMPLICATED:

fosfomycin or
nitrofurantoin
IF SEPSIS:
meropemen +
teicoplanin or
vancomycin®#




latpikég 06nydg

H OpBoAoyixrt EmAoyh
Avtipikpofiaxric Oepaneiag
yia tov NoanAeudpevo AoBevi

i gl sopdhe



O TTUPETOC OTOV KIPPWTIKO O@EIAETAl
TTAVTa o€ Aoipwen;

Mn Aoipwodn diTia TTUPETOU OE KIPPWTIKO

* Occia aAkooAIKA NTTaToTTAdEIa (AONTITOC TTUPETOG AOYW TNG
KATalyidag TwV KUTTAPOKIVWY) AUCKOAN n dia@opodiayvwaon dIOT
KATA TNV TTOPEia TNG YTTOPEI va ETTITTAAKEI e Aoipwen

* HKK
* Ayyelakad aitia (8pouBwaon TTuAaiag)

* @dapuaka (avTifloTiKA, sirolimus 0€ JETAPNOOXEUMEVOUG)

it apergmiiigiolieg soppelby



BIOOEIKTEC

Table 3 Potental ools for early detecbon (A) Potertial oaols for sarly detection af the presence and the severity of hacenal mfechans (B Potertial toals for an el
identification of the pathogen and of ms sus osptib ity to antibiotics

CRP and PCT

Paotential wasfulnes

For & cut off value 210 ng'mi it has proved o be a usefu
marker to predict the likelivood of Ginically 3ignificant
bscterial infecton s in pa Sents with cirrosis. withowt owvert
nifescbons

For cut off values of 24.7 ngfml of CRP e area under the
R curee for predicting sepais was 0811 in patients with

TS

r cut-off values of 049 of PCT the area under the
cure for predicting sepsis was found o be 080 in
nEhents wWith camhosEs
In patents with cimhosis e combinagton of PCT and CRP
noreased he sensthity and negathe pred icthe value in
the deiection of infecions, compared with CRP on its own,
by 10 and 5% neapectivehy

Limitations

Patients with cimhosis may present reduced CRP in
response o infection. Up to 14 8% of patients with
cimhoais and bectensl infection may heve & baseline
CRP <10 mg/L.

| nfe chiom | ndependent faciors like inflammation and
bacterial translocaton are potentially able to induce the

gynieais of CRP

CRP lewvels coulkd remsain elevated over time desnile the
regolution of bectenal infection in the majoriy (i o) of
patients

Invfe ctiboim | edespemdent factoirg like inflammation and
bectensl transbocebon are potentslly able to induce the
gymithesis of PCT

The supe oty of PCT ower CRP inthe detection of
bactenal infectons and in the disgnosis of sepsis remains
caontronsersial and is atill & matier of debate inpatients with

CANTIeCes S

|d1aiTEpa XPAOIMN N KIVATIKA TOU OEIKTN YIa AQVTATIOKPION 1} UTTOTPOTTH

LR ey T R T Lo



O p6Aog TNG CRP o€ AOINWEEIC OE KIPPWTIKOUG

Table 3 Multivariate analysis: CHP levels and MELD score were
significantly associated with the presence of bacterial infection in
cirrhotic patients

Variable Odds Ratio P-value
CRP 1.08 <000 1
1.23-1.57 <000 1

MELID 1.39
CRE C-reactive profein; MELD, model for end-stage liver disease

corifidence interval

Table 4 Cutoff levels for CRP according to the severity of the liver disease

Child-Pugh CRP cutoff Sensitivity Specificity Area under the ROC curve

35.71 93.75 (.664]
08127

0.8794

L Em ) (=R TE TR L1
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loo

Potential usefulness

Limitabons

Real time PCR
e

Methods for eardy detection of infecton besed on multi-
pathogen probe- besed resHtime PCR system tangeting
DA sequences of bactenis and fungi directhy from wihobs
oo d a:8mphe, without pricr incubstion or culbune ateps in
g5 than & hours

Their sensithvty and spe cficty for detectng bacieris
DMA from ascitic fluld in petients with cirhosis. companed
wiith thome of standand cultunes, wene 1 00% and 91 5%,
rea pecively

Methods (besed on MALDITOR) for earty detedction of
resistant bacens and teating their anbibiotic susceptibility
from blood cultures or ofver body-stenle fluids cultures.
The reporting time for the direct fesiing of susceptibility
fior bbood cultures by the asystem ranged from 3.3 to 17.5

M oo mpaEne d with conven bonal mednd s hat neguire 1 or 2

days

Concordance with asctic cullunes for speces identificaton
n patients. with cimhosis was T0.6%.

They prosvide information not entinehy intench angesabls with
cultures for pathopen identific-ation

Freqgquent detecton of &mdronmental onganizms. of
undetemined pathogenicity s cumenthy & limitation.
They are not supenor o blood culiures for pathogen
den fification, in an unselected patent population with
suEpected Senais

They ane expenshe and tme-consuming and ey mesd
special equipment and echnical expertise for DA

extr sction

Resuls aiill need to be confimed by convenbonal methods
and DET camnot be done or results are not reliable in
mixed infectons (Gram- positive and Gram-negative) or
nfectons caused by yeasts

RF, T m=acive proisn; PCT

New markers of infection

* Lypopolysaccharide-binding protein, mid-regional fragment of pro-adrenomedullin and delta neutrophil
index are new tools under investigation for early detection of infection in cirrhosis. However, their promising
results need to be confirmed in proper clinical trials.

procal abonin; DEL diresdt sus oephiln bty tests; MALDETOF, mamx asasted | e desonpbon samzatian

tme af flaght

IL-6




Jupmepoopa yio ta EAAnvika dedopeva

— ABI kowotntOg

 Evapén
— Kedaloomopivn Y’ yeviag (munepaktAAivn/TalopmaKtapn;)
EvdexouEvwe poAog yLa vewtepa pappoKa
(keptololavn+talounaktapn) Spaotikn o ESBL aboyova oxL o€
EVTEPOKOKKOUG

*  Mn avtanokplon

— NpooBnkn Pavkouukivng N Aamtopukivng
— N AMayn og kapBanevepn+pavkopukivn R Aamtopukivn
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JupnEpacpa yia ta EAAnvika dedopéva

* Noocokopeitakn ABIM

— ‘Evapén
e KapBameveun + Bavkopukivn A AwveloAidn
* KapBarmnevéun + dantopukivn peyaAn 66on

— Mn avtamnokpilon
* YNONOIA XDR Gram (-):
Kedtalldipn+apfipnaktapn , Mepomeven-BopUmOUTOKTAMN,

Ipevéun-2ihaotativn, KedpivtepokoAn, sulbactam-
Durlompactam

* AAAoL ouvéuaopoli 16iwg yto XDR/PDR Acinetobacter Baummanii

Sulbactam high dose+ Tigecycline+ Colstin
ElNMI OETIKQN KAAAIEPTEIQ E NIO EYAIZOHTA MIKPOBIA

e MUKNTEG; (Evapén EUTELPLKAC OVTL-LUKNTLOOLKNG AYWYNC;
iyl Extvokavdivn; AToAn; ®AoukovaloAn; Aocoloyia; AldpKeLa;)



Fig. 5 K. pneumoniae: percentage of invasive isolates resistant to carbapenems (imipenem/meropenem), by country/
area, WHO European Region, 2020

Europe

Antimicrobial resistance
surveillance in Europe

2022

. 6 P. aeruginoso: percentage of Ivasive Isolates with resistance to carbapenems (Imipen
ntry/area, WHO European Reglon, 2020

35

Acinetobacter spp.: percentage of Invasive Isolates with reslstance to carbapenems (Imipenem/meropenem), by

iz gy


https://www.ecdc.europa.eu/sites/default/files/documents/Joint-WHO-ECDC-AMR-report-2022.pdf
https://www.ecdc.europa.eu/sites/default/files/documents/Joint-WHO-ECDC-AMR-report-2022.pdf

MINAKAZ 2. NMOZOZTA ANTOXHZ (%) ZTA ANTIBIOTIKA TQN ZHMANTIKOTEPQN MIKPOOPIANIZMQN MOY AMTOMONQGOHKAN KATATO
A'EZAMHNO 2023 ZTO ZYNOAO TOY NOZOKOMEIQY (éva otéAeyos [ acBevi) (6pra evoucBnoiog EUCAST)

ANTIB/MIKP MEM GMN | AKN | CIP OX

Acinetobacter 125 121 125 125
baumannii (100%) (100%)

155 213
pneumoniae (50,3%) | (69,1%)
n=308
Pseudomonas 74 89

| (58,6%) (60,0%) (55,1%) (51,0%) | (61,3%)

17
aureus (24,3%)
n=yo
Enterococcus
Faecium
n=1o02

IPM: (purntevépn, MEM: pepormevéun, COL: koAwoTivr, TGC: tiyekukAivn, GMN: yevtapukivr, AKN: auikaocivn, CIP: outpodrofaaivn, OX:
o&aktAAivn, VAN: Bavkopukivr, DAPTO: darttopukivn, LIN: AiveCoAidn

IE* Insufficient Evidence: Aev urtdpyouv ETAPKEIG aMOSEIEELG ATIO KAVIKEG LEAETES Yl TOV KABOPLOO KAVIKWY 0plwv evataBnoiag.
MapatiBetal To eVpog Twv MIC.

Mn dnpoaievpeva dedopeva. Me Tnv adeia e K.Avvag =avBakn . AibBVOVTEIAS MIKOORIOAOYIKOL TUNUATOC
ITNA




AAyopLOLOC OEPAEVTIKAC OLVILHETWTILONC AOLUWEEWV 010
MDR/XDR gram(-) maBoyova: [IDSA 2023 Guidance]

Culture-confirmed

MDRs/XDRs

Carbapenem-resistant Difficult-to-treat Carbapenem-

Enterobacterales resistant resistant

P. aeruginosa A. baumannii

s
present Carbapenemase eftolozane/
results not available tazobactam Preferred
or negative or Combination of 22 active

Ceftazidime/ agents (even if single

Ceftazidime/
avibactam

Preferred
Meropenem/
vaborbactam

Ceftazidime/

avibactam
+

Aztreonam
or

Cefiderocol

or
Cefiderocol

or
Ceftazidime/

avibactam
or

Imipenem/
relebactam

Alternative
Cefiderocol

it apergmiiigiolieg soppelby

Preferred
Ceftazidime/
avibactam

or

Meropenem/
vaborbactam

or
Imipenem/
relebactam
Alternative
Cefiderocol,
tigecycline

avibactam
or
Imipenem/cilastatin
/ relebactam

Alternative
Cefiderocol

agent demonstrates
activity), including
high-dose

ampicillin/sulbactam
PLUS
Polymyxin B

or
Tetracycline (eg,
minocycline, tigecycline)

Alternative
Cefiderocol as part of a
combination regimen



https://www.idsociety.org/practice-guideline/amr-guidance

Eunepikn Oepaneia XDR/PDR

Mrmopei va xopnynOBet emi kAwikic vnoPiac Aoipwéng, oc acbeveic pe
o PAYOVTEC KlvdUvou yLa Aoipwén amno CRE, onwc:

Mponyoupevn Aoitpwén N amotkiopo oo CRE mov nmapayet KPC N
OXA-48

MponynBeioca Beparmeia pe KapPameveun
NoonAeia oe MEO 1o teAeutaio e€aunvo

NoonAegia otov ibLo OaAapo e yvwotouc popeic Twv pkpoPfiwv
QUTWV

Kol EYovtec TOUAOQYLOTOV EVO QIO TO TTOPOKOTW:

Kataotaon tov éeviotn: Bapcwc maoyovtecg, acbeveic MEO,
OVOOOKOTECTAAUEVOL 0LOOEVELC

Baputnta tnc Aoipwénc: AcBeveic pe ondn n onmkn katamAnéia
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Review Article JOURNAL OF CLINICAL AND EXPERIMENTAL HEPATOLOG

Effect of COVID-19 on Pre-existing Liver disease: _
What Hepatologist Should Know? Ghoskirer

Praveen Sharma , Ashish Kumar, ShriHari Anikhindi, Naresh Bansal, Vikas Singla , Khare Shivam , Anil Arora

Department of Gastroenterology Sir Ganga Ram Hospital New Delhi, India

Table 1 Studies Showing Impact of COVID-19 in Patients With Chronic Liver Disease.

Author Number of patients/etiology Type of chronic liver disease Conclusion

Singh et al.™™ (2020) N = 250 with chronic liver Cirrhosis,n =50 Chronic liver disease patients had higher mortality (12% vs 4%) and increase hospitalization days
disease, Etiology: compared to nonchronic liver disease.
MAFLD,n = 105

Qi et al. H (2020) N=21 Child's-A, n= 16 Mortality 25% in cirrhosis with no impact of Child’s status on mortality
HBV/HCV/ Child's-B,n=3
Alcohol/others: (9/2/2/8) Child's-C, n=2

Moon et al.™” (2020) N = 252 (cirrhosis + CLD without Cirhosis, n = 103 ortality in CLD with cirrhosis = 12%
cirrhosis) Chronic liver disease, n= 4 Mortality:
MAFLD:58,Alcohol:50,Viral:58 CTP-A = 24%,CTP-B = 43% and CTP-C = 63%
Others:86

Bajaj et al."'[2020] N=272 M = 37 with cirrhosis and Mo increased mortality in patients with cirrhosis with COVID-19.
N = 37 cirrhosis with COVID-19  COVID, 127 with cirrhosis Increase in the Charlson comorbidity index was only predictive of increased moriality
HCV/alc/HCV + alc/NASH/other: and no COVID, and 108
(9/9/4/9/86) with COVID and no cirrhosis

Sarin et al.”” (2020) N =228 N = 43 cirrhosis 20% presentation with ACLF in patients with cirrhosig/and 43% mortality in decompensated

FriologyCinhosis N=23CLD n=1gsN = 185 with chronic liver diseasecimrhosis. Cirhosis with obesity are predictor of incrdased mortality

MAFLD 14 113
Viral 26 44
Alcohol 2 13
Others 1 15

lavarcne et al.*? N =50 Cirrhosis 30 mortality is 34% gnd MELD,CLIFC and CLIF-OF independent predictors of mortality.
(2020) HCV/HBV /Alcohol/others: (14/5/ Child's A:B:C::26:18:6
12/19)

HCV:Hepatitis C, HEV:He patitis B, MAFLD: metabolic associated fatly liver disease, Alc:alcohol, CLD: chronic liver disease, CTP:Child Turcotte pugh score, ACLF:acute on chronic liver failure, CLIF-
C: European Foundation for the study of chronic liver failure organ failure and cirrhosis.




2UMTTEPAOUATO

1. O1 AOINWCEEIC OTOV PN AVTIPPOTTOUUEVO KIPPWTIKO €ival CUXVEG Kal OOPBapPEC
2. H ABII givai n ouxvotepn Aoipwen

3. O1 Aoipwéeic oxeTtidovtal Je augnuEvn APECN Kal ATTwTeEPN BvnroTnTa
Kal emdeivwon NG nmaTtikng vooou (ACLI)

4. H aAAayn emdnuIoAoyiag JE TNV ETTIKPATNON VOOOKOMEIOKWY ACINWEEWV
atrd TToAUavOeKTIKG Gram (+) ,Gram (-), Kal EViOTE HUKATWYV ONUIOUPYEI €K VEOU
Eva VEO TOTTIO TTOU OXETICETAI HE augnon BvnToTNTAg

5. H euTTEIPIKN) QywYr) TTPETTEI VA KATEUBUVETAI ATTO TOTTIKA ETTIONMIOAOYIKA
dedopéva

6. H €pguva wg TTPO¢ TNV £ykaipn dIAyvwan Kal TNV avakdAuywn veOTEPWY
BIODEIKTWY gival ATTapaiTtnTn

/. ATTapaitnTn £TTiIONG N TTPOCTIABEIQ TTEPIOPICHOU TNG KATAVAAWGONS AVTIBIOTIKWY
Kal O100TTOPAG TTOAUAVOEKTIKWY MIKPORBiwv
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