C.DIFFICILE

BEPETANO¢ XPHETO¢
EIAIKEYOMENOG TAXTPENTEPOAOTIAG

ILN.A. «O EYAITEAIXMOg»



20 IANEAAHNIO GEPINO XYMIIOXIO
MYOXKEAETIKHX YT'EIAX

* AgV UTIAPXEL CUYKPOUOT] CULPEPOVTWYV



[IAPOYXIAXH INEPIXTATIKOY

Avépag 75eTwv
Atouiko avapvnotiko: AY, AAA, ZN - KA, XNA, 'OIIN
NoonAevetal 6to 0pb/k0 TUNUX AOYW KaTAyUatog Loyiov (x/0)

‘EAafe avtifiwon (Augmentin + Dalacin) ywa 15 nuépeg

5 NUEPEG LETA EVAPEN SLAPPOLWV...




[IAPOYXIAXH INEPIXTATIKOY

EotdAn éAeyxog koTtpdvwv

[Tapacitodoylkn = apvnTiKn

KaAAlepyela =2 apvntikn

‘EAeyyo¢ yia C.Difficile = 6etikog yia togivn A kaL B



CLOSTRIDIOIDES DIFFICILE

v Gram +, 6Ttopoyovog, avaepofLog, pun monTikoc, to&tvoyovog (Toives A kat B)
BdxiAog (Firmicutes phylum)

v 1" teprypan to 1935

v To 1975 avayvwploTnke w¢ 1 TaBoYEVETIKN ALTio 0TV TAELOYN QLo TWV
TEPLTITWOEWV ‘KOATLOAG OYETI(OUEVNG UE TA AVTLPLOTIKA .

v Yrotpomn Aolpwine : - 10-30% petd to 1° emelcd6810
- 60% peta to 3° emelcod10

v Emidnuia pe to otéAeyog B1/NAP/027




[TIAOOT'ENEXH C.DIFFICILE AIAPPOIAX

Oepamela UE

AVTIBLOTIKA

KAwvdapvkivn,
KivoAoveg,
Keparoomopiveg
B’ ko I7,
ApTmikiAivn |

) Mapaywyn
Alappola & ToEVmY A

KoAttida (evtepotogivn) ka
| B (kuttapotogivn)

Awatapoyr 'ExBeon oto
EVTEPLKTG C.Difficile &
YAwpidag | OTIOLKIOUOG |




I[IAPATONTEX KINAYNOY

v Xp1jon avTiBloTiKwy
v IIpoywpnuévn nAkia (>65xp.)
v"NoonAeta o Noookopuelo

v ZoBapEC GLVVOONPOTITEG

v Evtepikn oition

v TEZ x/o

v Tlayvoapkia

v XMO - avOGOKATAGTOAN

v Metapooyevon
OLLLOTTO N TLK WV
BAacTOKLTTAPWV

v IBD

v Kippwon

v IIi®ava n xprion PPIs




ANTIMIKPOBIAKOI MTAPATONTEX I10Y AYNATAI
NA ITIPOAT'OYN C.DIFFICILE AIAPPOIA & KOAITIAA

Frequently associated Occasionally associated Rarely associated
*Fluoroquinolones *Macrolides : ;
) : iy *Aminoglycosides
*Clindamycin *Penicillins (narrow spectrum) :
AL AT *Tetracyclines
*Penicillins and combinations °Cephalospor1ns : :
*Tigecycline
(broad spectrum) £l generatlon) .
*Chloramphenicol
°Ce5)halospor1ns *Trimethoprim- :
J *Metronidazole
25573 /4 generation) sulfamethoxazole .
. *Vancomycin
*Carbapenems *Sulfonamides

McDonald LC, Gerding DN, Johnson S, et al. Clinical Practice Guidelines for Clostridium difficile Infection in Adults and Children: 2077 Update by the Infectious
Diseases Society of America (IDSA) and Society for Healthcare Epidemiology of America (SHEA). Clin Infect Dis 2018, 66:987



AIAI'NQXH

vEvSookommon (PevdopeuBpoavwdng
KoAitda)

vKaAAlEpyela

vAoKLpoola KUTTAPOTOELKOTNTAG OF
KUTTAPOKAAALEPYELEG

vELISA (GDH, anti-toxin A & B)
v'PCR (aviyvevon yovidiov to&ivng)




KAINIKH EIKONA

PACUUTITWUATIKOG ATIOLKLOOG

>Alappola (MeEtpla - cofapn)

»KoAitda £ PevdopeuBpaves (evéookommnon)
»Tolk0 peyakoAo

»ALdTpnon evtEpov/mepLtoviTida

> & o&ela kolAla xwplic Stappota (eLAe0G)



CDI : KAINIKEX MOP®DEX

Table 3 Clinical pictures compatible with CDI according to the
ESCMID guidelines (modified from Debast et af)."?

Clinical

picture Definition

Episode of T with one or more specific dlinical {fever,
haemodynamic instability, respiratory failure which needs
mechanical ventilation, signs and symptoms of peritonitis, signs
and symptoms of colonic ileus), laboratory (marked lewcooytosis,
rise in serum creatinine and lactate, marked decrease of serum
albumin}, redickogical (molon distension, colonic wall thickening)
or endostopic (pseudomembranous colitis), symptoms and signs

of severe oolitis or complicated course of disease
When CDI recurs within & weeks after the onset of a presious
episode, provided the symptoms from the previows episode

rezalved after completion of initial treatment. It is niot feasible
to distinguish recumence due to relapse (renewed symptoms
from already present CDI) from recurrence due to reinfection in
daily practice

iCDl that is unresponsive to the antimicrobdal treatment, namely
persistence of diarrhoea with CD toxin positive or persistent
diarrhoea with toxin negative in the absence of other possible
causes of diarrhoea (eg, IES, IBD. non-CD antibiotic-assodated
diarrhioeal)

Ch, Clostrichum difficile infedtion; ESCMID, European Sodety for Microbiology and
Infecticus Diseasa.

European Consensus Conference on FMT Cammarota G, et al. Gut 2017;66:569-580



BAOMOAOI'HXH BAPYTHTAg

BAOMOI

HAwla > 65 etwv

Oepuokpaocio > 38.3 °C 1

AABoupuivn <2.5mg/dL 1 ‘Hrtwx véoog = 0-1
WBC > 15.000/mm° 1 ZoBapn vooog 22
YevdopeuBpaves otnv evB00KOTN O 2

NoonAeia oe MEO® 2

Fujitani S et al. Infect Control Hosp Epidemiol 2011;32:220-8



ANTIMETQIIIXH

>METpa aTmOPOVWONG/VYLELVIG

»ALaKOTIT) UTTELBVY WV AVTIPLOTIKWVY
(eav elvat eQLKTO)

»Agv cvoTHVETAL 1] SLAKOTIN TWV
PPIs gamog av OEV €XOULV LOLALTEPN

evbeLen xpnong)

»ATIOKATACTOOT VYPWV KOl
NAEKTPOAVTWV

»>Xop1ynomn KataAAnAng

OPUOKEVTIKNG OOYWYNG
EDAVTLBLOTLKO'()

Am ] Gastroenterol 2021;116:1124-1147



OAPMAKA I10Y XPHXIMOITIOIOYNTAI XTH
OEPAIIEIA THg CDI

vMeTtpovidaloAn
vBavkopukivn amod ToOV 6TOUATOG
v vtatouloivn

vBezlotoxumab (povokA.avtiowpo Evavtl
to&ivnc B C.Diff)



KATEYOYNTHPIEX OAHTI'IEX



https://www.google.gr/url?url=https://itunes.apple.com/us/podcast/infectious-diseases-society/id519582740?mt=2&rct=j&frm=1&q=&esrc=s&sa=U&ei=a1brVIagNpDraL_UgeAH&ved=0CCEQ9QEwBg&sig2=hDCmnUEq6z1ERyJxkt2sdA&usg=AFQjCNHv-l7pod5DG_ormaDVOLsByo_UkQ

'Hmia vooog

C.DIFFICILE

Guidelines

European Society of Clinical Microbiology and Infectious Diseases:
2021 update on the treatment guidance document for Clostridioides
difficile infection in adults

Joffrey van Prehn ', Elena Reigadas “, Erik H. Vogelzang ~, Emilio Bouza “,

Adriana Hristea ?, Benoit Guery °, Marcela Krutova °, Torbjorn Norén 7,

Franz Allerberger ®, John E. Coia ?, Abraham Goorhuis '°, Tessel M. van Rossen ~,
Rogier E. Ooijevaar '', Karen Burns ', Bente R. Scharvik Olesen 7,

Sarah Tschudin-Sutter '#, Mark H. Wilcox ', Maria J.G.T. Vehreschild '® ",

Fidelma Fitzpatrick '® %, Ed J. Kuijper " ?“:", The Guideline Committee of the European
Study Group on Clostridioides difficile

I. What is the best treatment for an initial episode of CDI?

e In case of non-severe CDI, we recommend to discontinue anti-
biotic therapy if possible with the inciting antibiotic and closely
monitor the patient for 48 hours. Good practice statement

J. van Prehn et al. / Clinical Microbiology and Infection 27 (2021) S1eS21



C.DIFFICILE

ACG Clinical Guidelines: Prevention, Diagnosis, and

‘Hrtix v6o0C Treatment of Clostridioides difficile Infections

Colleen R. Kelly, MD, AGAF, FACG?, Monika Fischer, MD, MSc, AGAF, FACG?, Jessica R. Allegretti, MD, MPH, FACG3,

Kerry LaPlante, PharmD, FCCP, FIDSA?, David B. Stewart, MD, FACS, FASCRS®, Berkeley N. Limketkai, MD, PhD, FACG (GRADE Methodologist)®
and Neil H. Stollman, MD, FACG’

» drvraiopoivn 200mg x 2 yia 10 nuépeg
»Bavkopvkivn 125mg x 4 pos yia 10 nuépeg

»MeTpovidaloAn oe SocoAoyio 500mg x 3 yia

10 nuepeg otouvg acBevels yaunAov Kivovvou
yua CDI

Am ] Gastroenterol 2021;116:1124-1147



[IPOTEINOMENH AI'Qrd

><Dwra§ouwwn 200mgx 2y 10 nuspsg
(M Koyl usya)mrspo S0 pot - WG 25
M uepeg otV UT[O(pXEl avENUEVT
mOaVOTNTH VTTOTPOTING)

»EvoAlaktika: Bavkopvkivn 125mg x 4
pos yia 10 nuepeg

»Emiun 8La6£muornrag ™G
(ptvranuLmvng KoL g BocVKouUKLvng (ko
LOVO TOTE), unopst va Xpnmuonomea M
ustpowSa(o)a] o€ 60c00Aoyla 500mg x 3

yia 10 nuepeg

Zofapn vooog

J. van Prehn et al. / Clinical Microbiology and Infection 27 (2021) S1eS21



EIlIl MH ANTAITIOKPIXHX 'H EIIIAEINQXHcg ITAPA

TH OEPAIIETA
Amotuxla  § R
r TLYKEKVKALVNG 50mg x
(PWTO(EOHLGW,HQ (100mg loading dose)
200mg x 2 1 eEeTAlETAL KATA

BavkopvkivnG  BEENhEag;

125mg x 4 * APECT] XELPOVPYIKT]
, gkTipmon (xivéuvog
Y 10 nuepeg PRSI

J. van Prehn et al. / Clinical Microbiology and Infection 27 (2021) S1eS21



ANOEKTIKH NOXOX

vMn avtamokplotn Tov aoc0evoUc, XwpIlg KALVIK
emdelvwon 1 enavion emimAokwy g CDI =
ETMAVEKTILUNOT TNG SLAYVWONG

vXELPOVPYLKY) EKTIUNON

vMetapooysvon kompavwyv (FMT) - rescue Tx



FMT : ENAEIZEIX

Table 1 Current and potential indications of fecal microbiota transplantation.

Recurrent and refractory Clostridium difficile infection
Indications in investigation and potential indications
Gastrointestinal diseases
- Inflammatory bowel disease (Ulcerative colitis, Crohn’s disease)
- Functional bowel disorders (Irritable bowel syndrome, Constipation)
Extra-gastrointestinal diseases
- Metabolic syndrome (Type 2 diabetes, Nonalcoholic steatohepatitis)
- Obesity
- Autoimmune disorders
- Parkinson’s disease
- Autism
- Multiple sclerosis
- ldiopathic thrombocytopenic purpura
- Multidrug-resistant organisms infections
- Multiple organ dysfunction in critical patients

[Current indication ]

Wang JW, et al. JFMA 2019;118:523-S31



FMT : ENAEIZEIX

11. We suggest fecal microbiota transplantation (FMT) be considered for patients with severe and fulminant CDI refractory to antibiotic therapy, particularly, when
patients are deemed poor surgical candidates (strong recommendation, low quality of evidence).

Am ] Gastroenterol 2021;116:1124-1147



METAMOXXEYXH KOITPANQN

D @
3@5—!

q g o

qo‘%_ Oral capsule

Am ] Gastroenterol 2021;116:1124-1147



YIIOTPOIIEX

[TiBavoOTTOA 1716
UTIOTPOTING EVTOC 8
eBSouddwv

>

10-20%

[TiBavoOTTA EMOUEVWV
UTIOTPOTIWV

Surawicz C et al. Am ] Gastroenterol 2013;108:478-98



I[IAPATONTEX KINAYNOY I'lA EM®ANIXH
YIIOTPOIIHX

vIIpoywpnuévn nAkia (>65 etwv)

vIIponyovpueva emetcodia CDI

v'Healthcare-associated CDI kat voonAeia € Noookoueio to
TeAevTaio TPLUNVO

vTavtoxpovn ANPnN avTIRLOTIKWV Yot AOYOUG TIEPAV TNG

Aolpuwen
vAnym P.

¢ amo C.Difficile

PIs kata ) dtdpkelo/petd ™ Stayvwon g

Aolpwen

¢ amo C. Difficile

J. van Prehn et al. / Clinical Microbiology and Infection 27 (2021) S1eS21



OEPAIIEIA 17* YIIOTPOITHX

1° oxnua
LETPOVIOAOAN
Bavkouvkiv

dwtatoutoivn 200mg x 2 yia 10 nuepPEG }

)
Bezlotoxumab + Standard of Care (SoC) }

aVTLBLOTIKQ

1° oxnua
@wTaouLoivn

LVancomycin tapering and pulse scheme (')TO(V}
OL TTOAPATIAVW ETMIAOYEG O€V lval SLaBETLUEC

J. van Prehn et al. / Clinical Microbiology and Infection 27 (2021) S1eS21



OEPAIIEIA EITOMENQN YIIOTPOIIQN
LCDLVTO(EO uwotvn (standard or extended-pulsed}

regimen)
L Bezlotoxumab + Standard of Care (SoC) J
OVTLBLOTIKA
i SoC antibiotic pre-treatment + \
\ MeTapOoy£Lon KOTIPAV @V .

4 . . 1 ’ I
Vancomycin tapering and pulse scheme otav
_OLTIOPATIAV® ETILAOYEG SEV Elval SLABECLUES

Clinical Infectious Diseases 2021;75(5):e1029-44



EINIIINAOKEX

vXofapn vooog, ) omtola amaltel voonAeio o€
ME®

vEu@avion sideov
vTo&lko peyaxkoAo

vALATPNON TIOXEOG EVTEPOU



OEPAIIEIA EIIITNIAOKQN

»Xoprnynon UL|J]17\(1)V SO0EWV BOLVKouUKLvng (500mg x 4 /
np) per os M uecm) PLVO-YOOTPLKOU KABETpA oV orLTO
elval amapaltnto = IV petpovidaloAn 500mg x 3

»Xopnynon evepatog Bavkopvkivns (500mg x 4) o€
TEPITITWON ELAEOV

>dvtatoutsivn 200mg x 2

‘ MDT (xelpovpyLKr ETLTNPNOT)/AVTIUETWTILON)

Am ] Gastroenterol 2021;116:1124-1147



[IPOAHWYH

o Ilpoflotikd (a'yevig/Byeving mpoAnym) x

o [IpoAnTtikn xopnynon avtifotikwyv Evavtt g CDI, katd tn dtdpkela AnPmng x
aVTIBLOTIKWY Yol AAAOVG AOYOUG

O ZE€ TMIPOOEKTIKA EMAEYUEVOUG A0OEVEIS e LoTOPLKO TTOAAATAWY VTToTpoTwV CDI Kot
AUy avtiflotikwv Tov avapevovtal va mpokaiéoovv CDI, n mpo@uAaln pe
avtilotika mov Sev emmnpealovv to pikpofiwpa Ba mPETEL va eAEyxeTAL SLEEOOIKA
Kat va AapBdvetal €ykplon amo T AoluwloAoylkr) opada TOU EKAOTOTE
Nocokopueiov

Am ] Gastroenterol 2021;116:1124-1147



KOXTOX

2KEYAXMA AOXOAOTI'TIA KOXTOX I'lA

OEPAIIEIA 10
HMEPQON
MeTtpoviSaloAn 500 mg x 3 / nuépa 22 USD
Bavkopvkivn 125 mgIV 125 mgx 4 / nuépa 100 - 400 USD

for oral use

dwrtaoutoivn 200 mg 200 mg x 2 / nuépa 2.800 USD

Surawicz C et al. Am ] Gastroenterol 2013;108:478-98



2YMIIEPAXMATA

v'Ta avTIBLOTIKA EKAOYTC YLIA TNV AVTLUETWTILOT TNS VOOOU
elval 1 Bavkopvkivn kot n @vtaéouloivn

vATapaltn T 1 StaKpLon o€ NTLo-PETPLA Kol cof3apr) vOoo
VATIQLTELTAL TTPOCOYT] OTNV AVTIUETWTILOT) TWV ETTAOKWV

VATIQLTELTAL TIPOCOYT) OTNV AVTIUETWTILOT] TWV VTIOTPOTIWV
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