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= C.difficile: Newtepa Se5opéva otn
ditayvwon kat Oepameia
EYPO2 NO20OY- MIKPOBIOAOIIA

C.Difficile :

-Avaepofiog, Gram-0eTIKOG PAKIAOG
-ATTO Ta oNUAVTIKOTEPA aiTIa diIdppPoIag OXETICOMEVNG ME AVTIRIOTIKA

- H véooc¢ utropei va €xel onuavTik voonpotnTa kai Bvnrétnta 1

- Ta BakTAplia TTAPAYOUV OTTOPOUG AVOEKTIKOUC OTA OAKOOAOUXA QVTIONTTITIKA
KAl JTTOPOUV va ETTIRIWOOUV O€ £XOPIKO TTEPIBAAAOV VIO APKETOUC

urveg.?

1. Carter GP et al. Trends Microbiol. 2012;20(1):21-29. 2. Seekatz AM et al. J Clin Invest. 2014;124(10):4182-4189.
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C.difficile: Newtepa dedopéva otn
ditayvwon kat Oepameia
EYPOZ NOz2OY- MIKPOBIOAOTIA

-Mapayel dUo BAaCIKEG TOEIVEG C. difficile (Togivn A kai B)

- gival UTTEUBUVEC yIa TNV €TIBNAIOKA KATAOTPOYPN KAl TV Evapén GAEYUOVWOOUG
armravrnong 3

2ZUUTTTWHOTO VOO OU:
— Ydapnc didppola ( TTepIccOTEPEC ATTO 3 KEVWOEIC /24hr)
— [MupeTdg
—  OTTWAEIO OPEENC
— vauTia
— KoOINIakd aAyocg /euaioBnoia

Aidppoia urropei va odnynaoel o€ ooBapéc ETITTAOKES (apudaTwon, TOEIKO
UeyakoAo, 6avarog)

. 3. Seekatz AM et al. J Clin Invest. 2014;124(10):4182-4189. 4. Cohen SH et al. Infect Control Hosp Epidemiol. 2010;31(5):431-455.
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C.difficile: Newtepa dedopéva otn
ditayvwon kat Oepameia
EYPOZ NOz2OY- MIKPOBIOAOTIA

21eAéxn BI/NAP1/027
PAiVETAI VA TTPOKAAOUV
« Emdnuicg TepIocdTEPO aTTO Ta AAAa C. difficile oTeAéxn

« Aucnuévn ouxvornta Aoipweng CDI kol coBapdtepn popon .

*[Tapayouv TTEPICOOTEPES TOEIVES KAl OTTOPOUG

 Eival avOekTIKA OTIC POIOPIOKIVOAOVES

CDI = C. difficile infection.
1. Centers for Disease Control and Prevention. http://www.cdc.gov/drugresistance/threat-report-2013/. Accessed June 27, 2017. 2. Carter GP et al. Trends Microbiol.
2012;20(1):21-29. 3. Seekatz AM et al. J Clin Invest. 2014;124(10):4182-4189. 4. Cohen SH et al. Infect Control Hosp Epidemiol. 2010;31(5):431-455.
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C.difficile: Newtepa dedopéva otn
ditayvwon kat Oepameia
EYPOZ NOz2OY-OPI2MOI

C. Difficile Aoipwén :

H mTapoucia cuptrtwpatwy (ouvhBwg diappola) KAI
-€iTe TTAPOUCia Togivng oTa KOTTPpava BeTIKAG yia c. difficile rj Tou idlou Tou PBakTnpiou
-€iTE EVOOOKOTTIKA euphuara weudoueuBoavwdouc KOAITIdAC

-1} I0TOAOYIKG gupnuara ouuBard ue WweudoueULpavwons KoAitioa.
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C.difficile: Newtepa Sedopéva otn @
ditayvwon kat Oepameia -

EYPO2 NOz2OY- OPIZMOI

* ATOLKLOMOC : TTOPOUOLA LLKPOOPYAVIOUWY XWPLE Kataotpodn LOTWVY ,
XWPLC onUeLa N CUMTWHATA
e AnowiopocC. difficile
— 10-25% o€ voonAsuopevouc acBeveic
— 4-20% o€ poKpOXPOVIOUC acBeVELC LOpUHATWV
— Oepareia pe avtiBlotikd npokaAet dtatapaxn TOMKAC XAwpLdac eviEpou o€
aoBeveic pe mapovacia C. difficile aAAayn otnv amontwaon, mopaywyn toévwyv
KOlL OUUTTTWHLOLTLKY) VOO O
e Noilpwén : mopouoia LIKPOOPYOVIOUWY HE ELGBOAN LOTWV Kol
KOTAoTPOPN UE ATTOTEAECHA CUUTTTWHOTA KoL VOGO
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C.difficile: Newtepa dedopéva otn AN
T dtayvwon ko Bepameia -
Ingestion EYPOZ NOzOY- NAOOIENEZzH

of spores
transmitted Step 2- Germination .
from other Into growing p?rt)edecétlic;n-r?exalgthf?olon
' vegetative) form
patients=— ( (veg ) damage +/- pseudomembrane

Step 3 - Altered lower
intestine flora (due to
antimicrobial use)
allows proliferation of
C. difficile in colon
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C.difficile: Newtepa dedopéva otn
ditayvwon kat Oepameia

EYPOZ NO2OY

C. difficile
overerowth
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C.difficile: Newtepa dedbopéva otn
ditayvwon kat Oepameia
EYPOZ NOzOY

Colonized
no symptoms

Antimicrobials

C Diff exposure & acquisition

Admitted to
healthcare facility Infected

Symptomatic
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C.difficile: Newtepa dedbopéva otn

: : S
dwayvwon Ko Oepaneia

EMTAHMIOAOTIA- TTAPATONTE2 KINAYNOY
= R Faciors [ bigh Rk

Previous episode of CDI’

+)

Elderly?

)

Immunocompromised status’

Severe CDI'

Hypervirulent strain3+4
Recent hospitalization?
Concomitant PP use?

Antibiotic use??3

CDI = C. difficile infection; PPl = proton pump inhibitor.
1. Deshpande A et al. Infect Control Hosp Epidemiol. 2015;6(4):452—460. 2. Sartelli M et al. World J Emerg Surg. 2015;10:38. 3. Abou Chakra CN et al. PLoS
One. 2014;9(6):e98400. 4. Quesada-Gomez C et al. J Clin Microbiol. 2015;53(4):1216—1226. 5. D’Agostino RB et al. Clin Infect Dis. 2014;58(10):1386—1393.
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i C.difficile: Newtepa dedopéva otn
dtayvwon ko Bepamneia

EMAHMIOAOTIA- MAPATONTEZ KINAYNOY

Normal colon : Colon with Clostridium
1 difficile infection

Risk factors:
e . - Antibiotics

- Age > 65 years

- Hospital stay or surgery

- Chronic iliness; weak
immune system

- Inflammatory bowel disease

- Prior treatment of C difficile;
20% fail or relapse

- 40% without risk factors

@ ¢ difficile Vegetative

% spores C difficile Toxin A & B
@

> @ @ e = P

Microscopic view
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C.difficile: Newtepa dedopéva otn @
- ditayvwon kat Oepameia s

EMNIAHMIOAOTIA- TTAPATONTEZ KINAYNOY

AVTLBLOTLKA TTOU OXETL{OVTOLL TILO GUXVA UE
Clostridium difficile

e AurukiAivn

Bacteria

Host
tactar

e ApO&KIALvN

Kepaloomopiveg

* KAwtapukivn CDI/rCDI

DOopPLOKIVIAOVEC
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C.difficile: Newtepa dedopéva otn AN
ditayvwon kat Oepameia s

EMNIAHMIOAOTIA- TTAPATONTEZ KINAYNOY

C. difficile infection SoC antibiotic Recurrent infection
+ host antibodies
* * Persistent or

newly acquired
disease spores

%‘Q i plus toxins
| P —_—
9| i . - E ‘\","E - e
Toxin-induced damage Di treat ¢
and inflammation ISease treatmen Inability to mount protective
immune response
Legend T
g@ Toxin B . . . .
High-risk patients for negative
™7 Host Antibodies outcomes and recurrence:
* Elderly?
W c difficile * Immunocompromised?
* Severe CDI*

1. ZINPLAVA™ (bezlotoxumab) [Company Core Data Sheet]. Kenilworth, NJ: Merck & Co, Inc; November 2015. 2. Goudarzi M et al. Scientifica. 2014;2014:916826.
doi:10.1155/2014/916826. 3. Huang AM et al. Transpl Infect Dis. 2014;16(5):744-750. doi:10.1111/tid.12267. 4. Abou Chakra CN et al. PLoS One. 2014;9(6):e98400.
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| C.difficile: Newtepa dedopéva otn @
ditayvwon kat Oepameia -

EMIAHMIOAOTIA

Clostridium difficile Hospitalizations

] Any listed diagnoses
@ Primary diagnosis

1397 1538 1399 2000 20041 2002 2003 2004 2005 2006 2007
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: C.difficile: Newtepa dedopéva otn
dtayvwon ko Bepamneia

EMIAHMIOAOTIA
EMElI AH O XPONO2 METPAEI

IIIIIIIIIIIIIIIIIIII

A.TATONOYAOQY, TAXTPENTEPOAOIOZ, EMIMEAHTPIA A’, E.2Y. - B.MN.M. = MN.I.N. AAEZEANAPOYMNOAHZ <°g<>| N oo,



dtayvwon ko Bepamneia

EMIAHMIOAOTIA
EMEIAH H 20BAPOTHTA METPAEI
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EMIAHMIOAOTIA
EMEIAH TO KO2TOZ METPAEI
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C.difficile: Newtepa dedopéva otn
ditayvwon kat Oepameia
EMIAHMIOAOTITA- ENAP=H- ENITHPH2H

 Oplopoitng CDI avaloya pe tnv Evapén epdaviong tng vooou:

» Ynnpeoieg Yyeioag (HCF)-évapén, HCF-ouoxetilopevn CDI = gudavion
> 48 wpwv Ao TNV ELcaywyn

» Kowotnta (CO)- évapén, HCF-cuoxetilopevn CDI =2 sudavion otnv
KoLvOTNTa N €vtog 48 wpwv amo tnv eloaywyn KAl evtog < 4
eBSopadwv armno to teAevtaio €trplo

» Kowotnta (CO)- cuoxetilopevn CDI = gudavion otnv kowotnta KAI

evtoc > 12 eBdopadwv armo to teAevtalio etrplo
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C.difficile: Newtepa dedopéva otn AN
ditayvwon kat Oepameia
EMIAHMIOAOITA- ENAP=H- ENMITHPH2H

EIXAIQIMNH E=ITHPIO
L_ od |» L— < 4 eBOONAdEG = 4-12 ¢BOOUGDET " | > 12 £BOOPGEDEC
| | | L | .
! ' Ho ' coO-HCcFa | evOIGUEDTN | ca-cpi
foix) 1
MEPA1 MEPA4 XPONOSZ
HO: Hospital (Healthcare)-Onset
CO-HCFA: Community-Onset , Healthcare Facility-Associated VVciét‘Vi‘{‘gil;ial_ CNZE sour picann
CA: Community-Associated Public Elealth A ot

* Depending upon whether patient was discharged within previous 4 weeks
Onset defined in NHSN by specimen collection date
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' C.difficile: Newtepa dedopéva otn
dtayvwon ko Bepamneia

EMTAHMIOAOTIA- ANTIKTYMO2

Number of Number of annual

annual deaths
cases

Hospital-onset, hospital acquired

(HO-HA) 165,000 $1.3B 9000

Community-onset hospital

acquired (CO-HA) 50,000 $0.3B 3000
[4 weeks of hospitalization]

Nursing home-onset 263.000 $2.2B 16,500
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C.difficile: Newtepa dedbopéva otn

14 14 Ogo
dwayvwon Ko Oepaneia

EMNIAHMIOAOTTA- ANTIKTYINO2

Burden of CDI and rCDI
United States 201110

Clostridium difficile Infection (CDI) Is the CDI Cases 453.000
Leading Cause of Health Care—Acquired
Infections, Surpassing Methicillin-
Resistant Staphylococcus aureus

First Recurrences 83.000

(MRSA)?
Canada 20121
CDI Cases
First Recurrences 5.400

1. Miller BA et al. Infect Control Hosp Epidemiol. 2011;32(4):387-390. 2. Slimings C et al. Med J Australia. 2014;200(5):272-276. 3. Fedeli U et al. Clin Microbiol Infect. 2015;21:e63—-e64.
4. DiBella S et al. BMC Infect Dis. 2013;13:146. 5. Davies KA et al. Lancet Infect Dis. 2014;14(12):1208-1219Dis. 2015;2(3):0fv076.
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C.difficile: Newtepa dedbopéva otn
ditayvwon kat Oepameia

EMNIAHMIOAOTIA- ANTIKTYMOZ
2UXVOTNTa ENPAviong OvnToTnTag
20 - 19
18 -
16 -
14 -
12 -
10 -

2
VoY

= BIINAP1/027 YT1repAOIOYOVa OTEAEXN
oxeTidovral pe ooBapr €kBaon

voooul
m Non-BI/INAP1/027
Strains

o N B O
|

Mortality Relapse

1. Morfin-Otero R et al. Braz J Infect Dis. 2016;20(1):8-13. 2. Davies KA et al. Lancet Infect Dis.
2014;14(12):1208-1219.
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C.difficile: Newtepa dedopéva otn
ditayvwon kat Oepameia

EMIAHMIOAOTIA- EAAAAA
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Epideriol. fecr. (2016), 144, 161 —-170. > Cambridge University Press 2015
doiz10.1017/S095S0268815000837
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microbiology and clinical disease
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SUMMARY

We studied the epidemioclogy and microbiology of Closrtriditer difficile and the characteristics of
patients with C. difficile infection (CIDI) in Crete in three groups of hospitalized patents with
diarrhoea: group 1 [positive culture and positive toxin by enzyme immunoassay (ELA)]: group 2
(positive culture, negative toxin): group 3 (negative culture, negative toxin). Patients in group 1 were
designated as those with definitive CIDI (20 patients for whom data was available) and matched with
cases in group 2 (40 patients) and group 3 (40 patients). C. difficife grew from 6% (263/4379) of stool
specimens: 14-49% of these had positive EIA | of which 396 were resistant to metronidazole. Three
isolates had decreased vancomycin susceptbility. Patients in groups 1 and 2 received more antbiotics
(£ = 0-03) and had more infectious episodes (7 = 0-03) than patients in group 3 prior to diarrhoea.
Antibiotic administration for C. difficifle did not differ between groups 1 and 2. Mortality was similar
in all three groups (1026, 12-5%6 and 5%6, 27 = 0-49). CDI frequency was low in the University Hospital
of Crete and isolates were susceptible to metronidazole and vancomycin.

Key words: C. difficile-associated diarrthoea. C. difficile mortality., C. difficile resistance., C. difficile
susceptibility. C. difficile toxin.
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C.difficile: Newtepa dedopéva otn
ditayvwon kat Oepameia

EMIAHMIOAOTIA- EAAAAA
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RESEARCH ARTICLE

Point-prevalence survey of healthcare facility-
onset healthcare-associated Clostridium
difficile infection in Greek hospitals outside
the intensive care unit: The C. DEFINE study
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C.difficile: Newtepa dedbopéva otn
ditayvwon kat Oepameia

EMIAHMIOAOTIA- EAAAAA

Prevalence of Clostridium difficile infection among hospitalized inflammatory bowel disease patients in Greece.
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G®, Stamouli V8, Prifti H, Mantzaris GJ?.

Author information

Abstract

BACKGROUND:

Inflammatory bowel disease (IBD) is an independent risk factor for Clostridium difficile infection (CDI), which is associated significantly with
disease severity. We aimed to determine the rates of CDI among hospitalized IBD patients in major tertiary referral hospitals in Greece.
PATIENTS AND METHODS:

A retrospective analysis was carried out of stool cultures from hospitalized patients investigated for diarrhea, during 2016, tested for CDI with
glutamate dehydrogenase (GDH) and toxins A and B.

RESULTS:

In total, 6932 patients were tested for CDI; 894 were positive for GDH (12.89%) and 339 were also positive for C. difficile toxin (4.89%). The
prevalence of CDI among all hospitalized patients was 1.6/1000 patient-days. Among these, there were 401 IBD patients, and 62 were positive
for GDH (15.46%) and 30 were also positive for C. difficile toxin (7.48%). The prevalence of CDI in IBD patients was 2.5/1000 patient-days,
significantly higher than in non-IBD hospitalized patients (30/401 vs. 309/6531, P=0.013). Among the 30 IBD patients (ulcerative colitis=18,
Crohn's disease=12) with CDI, six were receiving biologics, three were on corticosteroids [one combined with azathioprine (AZA) and one
combined with 5-ASA], nine were on AZA monotherapy and 12 were on 5-ASA monotherapy. The prevalence of CDI among patients receiving
AZA monotherapy was significantly higher than in patients receiving other medications (9/68 vs. 21/333, P=0.047). Mild CDI (n=28) was treated
with metronidazole and/or vancomycin, whereas severe CDI (n=2) was treated with vancomycin.

CONCLUSION:

The prevalence of CDl is higher in hospitalized IBD patients than those without IBD and AZA monotherapy increases the risk of CDI.
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ANOYZIA AOIMQ=Hz ANO C.DIFFICILE ZE A2OENEIZ ME AIAPPOIA
KAI IZTOPIKO AHWHZ ANTIBIQTIKQN

A. TatormtouAou?, E. Tepln', M. MavomouAou?, X. AvtwvoyAou?, N. Flcmdva(;l,
A. NantaloyAou?, E. MaAtélog!

1.B'Navemotnuiakn —MNaboAoywkn KAwikn, N.M.Noocokopeiou Epou

—1llcpaliodoce.LavaciiaiomlLhlocoopsioER a0

Etoaywyn: To clostridium difficile amotelAel aitio tng oxeTlopevNG Ke TA AVTIBLOTIKA KOALTISOC Kal peTtadiSetal pe tnv
KOTIPAVOOTOUATLKN 080. Ta TeAeuTaio xpovia MapATNPEITOL TTOYKOOUIWES ONUATIKA avénon tng ouxvotnTac Tng dldppolag

amno C. Difficile, 1blaitepa og voonAeuopevoug Kal NALKLwWHEVOUG oBEeVELG.

ZKOmoG: H peAétn tou emumoAacpol tng koAitdag amo C.Difficile oe aoBeveig pe Sidppola kot otopltkd ARPnc

avTIBLOTIKWV Kal t8laitepa og NALKIWUEVOUG 0loBEVELG TPOPLUOUG YNPOKOUELOU.

YAwO kot MEBodog : MeAetriBnkav mpoomTikd 0Aol ot acBeveig pe Sidppola mou voonAevtnkav otn B MNavemiotnuakn

MaBoAoyikn KAk Katd Tn SLAPKELD TPLWV CUVEXOUEVWY UNVWV Kal avébepav AP avTLBLOTIKWY OTO LOTOPLKO TOUG Ko
kuplwg NAwwpEvol(> 80 etwv) tPOdLUOL ynpokopeiwy. Asgiypa kompdvwy amo kdBe aoBevr) eetdobnke dpeoa yla
napoucia tofivng A kat B pe avoooeviupikn texvikn elisa.

AnoteAéopata: Metafl twv 19 acbevwv mou cupmneplAndOnkav otn pelétn (6 avdpeg, 13 yuvaikeg, p.o.nAwiag 74,7

€tn), 11 eixav nAwia >80 ( 5 avdpeg, 6 yuvaikeg , K. 0. nAwkiag 82,9 €tn) Kal NTav TpodLUoL ynpokopeiou. Agv
SdlamotwOnke oe kavéva aocBevr) Aoipwén pe C. Difficile. Xprjon PPI's avédepav 9 acBeveig Kot o cuXVA oL NALKLWHEVOL
(8/11 72,3 % nAwwwpévwy évavtl 1/8 12, 5% , p: 0,01). Meviki kompavwv (+) ywa muoodaipia oe 6/19 (31%), kai
SdlamotwOnke Aolpwén pe coApovéla oe TPELG aoBevelc. ZToug umMOAooug acBevelg, otnv ev80OKOTNON TILO CUXVA
EUPNUOTO ATV N KN EL8LKN KOALTLSO.

Tuunepaocpata: H cuyxvotnta sudaviong tou c.difficile oe unepnAikeg pe didppota Atav pundeviky oto MANBUGUO Ttou

e€etdoape, akOpa Kot PETOED Twv Tpodipwv ynpokoueiou, yeyovog mou xpnlel mepatépw Slepevvnong kabwg dev

oupBadilel pe ta 61eBvn dedopéva. Mepattépw pPeAETeg BewpouvTal anapaitnTeg.
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Table3. Summary of Available Tests for Clostridium difficile Intection, in Decreasing Order of Sensitivity
Test Sensttivity Specificity Substance Detected
Toxigenic culture High Low® Clostridium difficile vegetative cells or sporas
Nucleic acid amplification tests High Low/moderate C. difficile nucleic acid (toxin genes)
Glutamate dehydrogenase High Low? C. difficle common antigen
Cell culture cytotoxicity neutralization assay High High Free toxins
Toxin A and B enzyme Immunoassays Low Moderate Free toxing

*Must be combined with a toxin tast,
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Testing Enzyme * Detects toxin Aor bothA& B Less sensitive
Toxins immuno- * Rapid (same day) 63-94%
assay (EIA)
Tissue culture Provides specific and sensitive -Detect toxin B
cytotoxicity results for C. diff -Technical expertise
assay 67-100% -Expensive
-24-48 hours
Organism Glutamate Rapid, sensitive, may Not specific, toxin
ID Dehydrogena prove useful as a triage or testing required to
se screening tool verify diagnosis
PCR Rapid, sensitive, detects Expensive
presence of toxin gene Special equipment
Stool culture  Most sensitive test False-positive
available when performed results if isolate is not
appropriately tested for toxin

labor-intensive;
requires 48-96 hours
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KATEYOYNTHPIEZ OAHTIE2- AIATNQ2H

* ‘EAeyxoc evtoc 24 wpwv o aoBeveic pe aveényntn
Sdtappota (=3 dtappolkwv KoTpavwy) tpoodatnc Evapenc

e 'EAeyxoc povo oe udapn kompava

 AEN evbeikvutal EAEYyX0OC O€ OLOUUTTTWHOTLKOUC A0BEeVELC

 AEN cuotivetal enovaAnn EAeyxou o€ BePATTEVEVOUC

acBevelc
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[MTPAKTIKA:

» EAEMXOZ ZE AYO DAZEIZ :
-screening (EIA ,avixvevon GDH ) KAl META
- EmBeBaiwon : kaAALEpyELaL
» GOLD STANDARD : kaAALEPYELQ KOTIPAVWV

» MPOZOXH: oAU aoctaBnc toéivn , amodopnon o Beppokpacia dSwuatiou
Kol &ev aviyvevetal peta amno duo wpec ( Pevdwc apvntika

amoteAEopata)
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45%-65%

Oa £XOUV IEPLOCOTEPEG
urnotpornég 12

*  NAKLWUEVOL (265 eTWwV): 72% umotport.32

Oa £xouv pia
UTTOTPOTA

Enewo66io 1

AcOeveiq pe
avénuévo kivéuvo
yloL UTTOTPOTN

* avoookateotoAuévoud: 23.3% .4
* JoBapr CDI: 5.4 o cuyvn umotporH .°

1. McFarland LV et al. JAMA. 1994;271(24):1913-1918. 2. McFarland LV et al. Am J Gastroenterol. 2002;97(7):1769-1775. 3. Lessa FC et al. N Engl J Med. 2015;372:825-834. 4. Huang AM et al.
Trai@P! Infect Dis. 2014;16(5):744—750. doi:10.1111/tid.12267. 5. Abou Chakra CN et al. PLoS One. 2014;9(6):€98400. #
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rCDI odnyel o€ MEPLOCOTEPEC LEPEG TIOLPANOVIG OE VOGOKOMELO and tnv CDI

mrCDI
United m CDI

2
States 7.6

Germany* m
32,2

25,1

1. Aitken SL et al. PLoS One. 2014;9(7):e102848. 2. Olsen MA et al. Am J Infect Control. 2015;43(4):318-322. 3. Zilberberg MD et al. Infect Control Hosp
Epidemiol. 2015;36(3):273—-279. 4. Heimann SM et al. Infection. 2015;43(6):707—714. 5. Le Monnier A et al. J Hosp Infect. 2015;91(2):117—12@ NANEMIETHMIAKO FENIKO
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Augnuévo K6OTOG UTTOTPOTTWV

Country Initial Episode Recurrence Percent Increase
Canadal? $11,930P $15,330b¢ 28%
Germany32 €22,045 €87,4634 297%
France*® €9,575 €9,695f 1%

Italy>® €14,936 €17,7148 19%
United Kingdom®e €7,930h €9 4741 19%
United States’2 $8,448 $19,594h 132%

. Levy AR et al. Open Forum Infect Dis. 2015;2(3):0fv076. 2. Rubio-Terrés C et al. Eur J Clin Microbiol Infect Dis. 2015;34(11):2213-2223. 3. Heimann SM et al. Infection. 2015;43(6):707—-714. 4. Le

Monnier A et al. J Hosp Infect. 2015;91(2):117-122. 5. Asensio A et al. Int J Infect Dis. 2015;36:31-38. 6. Wilcox M et al. Poster presented at: 26th European Congress for Clinical Microbiology and
Infectious Diseases (ECCMID); April 9-12, 2016; Amsterdam, Netherlands.
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Tahie 1.

Recommendations for the Treatment of Clostridium difficile Infection in Adults

Clinical Definition Supportive Clinical Data

Recommendead Treatment®

Strength of Recommendation/
Quality of Evidence

Initial episode,
non-severe

Leukocytosis with a white
blood cell count of <15000
cells/mL and a serum creati-
nine level <1.56 mag/dL

Intial episode,
severa®

Leukocytosis with a white
blood cell count of =15000
cells/mL or a serum creatr-
nine level >1.6 mg/dL

Hypotension or shock, ileus,
megacolon

Initial episode,
fulminant

First recurrence

VAN 125 mg given 4 times daily for 10 days, OR

FDX 200 mg given twice daily for 10 days

Alternate if above agents are unavailable: metronidazole, 500 mg 3 times
per day by mouth for 10 days

VAN, 125 mg 4 times per day by mouth for 10 days, OR

FDX 200 mg given twice daily for 10 days

VAN, 500 mg 4 times per day by mouth or by nasogastric tube. If ileus,
consider adding rectal instillation of VAN. Intravenously administered met-
ronidazole (500 mg every 8 hours) should be administered together with
oral or rectal VAN, particularly if ileus is present.

Strong/High
Strong/High
Weak/High

Strong/High
Strong/High

Strong/Moderate {oral VAN),;
Weak/Low (rectal VAN);
Strong/Moderate (intrave-
nous metronidazoie)

020z Aienuep 0z uo jsenb Aq 916658%/1 8/L/99NdBSqe-BINE PIOALOY I

« VAN 125 mg given 4 times daily for 10 days if metronidazole was used for Weak/Low
the initial episode, OR
* Use 3 prolonged tapered and pulsed VAN regimen if a standard reg- Weak/Low
imen was usad for the initial episode (eg, 125 mg 4 times per day for
10—-14 days, 2 times per day for a week, once per day for a week, and
then every 2 or 3 days for 2—8 weeks), OR
e FDX 200 mg given twice daily for 10 days if VAN was used for the initial Weak/NModerate
episode
Second or VAN in a tapered and pulsed regimen, OR Weak/Low
subsequent VAN, 125 mg 4 times per day by mouth for 10 days followed by rifaximin Weak/Low
recurrence 400 mg 3 times daily for 20 days, OR
FDX 200 mg given twice daily for 10 days, OR Weaki/Low
Fecal microbiota transplantation”® Strong/Moderate

Abbreviations: FDX, fidaxomicin; VAN, vancomycmn

*All rancdomized trials have compared 10-day treatment coursas, but some patients (particularly thoss treated with metronidazole) may have delayed response to treatment and clinicians
should consider extending treatmen! guration to 14 cays in those circumstances.

®The criteria proposad for gefining severe or fuiminant Clostridium difficiie infection (CDI) ara basad on expert opinion. Thaese may nesed to be reviewed in the futura upon publication of pro-

spectively validasted severity scorss for patisnts with CDI

“The opinion of the panel is that appropriate antibictic treatments for at least 2 recurrencas {ie, 3 CDI episcdes) should be tried prior to offering fecal microbiota transplantation

A.TATONOYAOQY, TAXTPENTEPOAOIOZ, EMIMEAHTPIA A’, E.2Y. - B.MN.M. = MN.I.N. AAEZEANAPOYMNOAHZ 020
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« H 6¢epartreia Tng CDI pe avtifioTika Trou Baacilstal otn ocopapdtnTta TNG vOOoOoU
uTTOPEl va TTpodiabéael yia Tnv eugavion rCDI?

—  MeTpovidaloAn Kal BavKoUUKivn JTTOPOUV va TTPOKAAECOUV ONUAVTIKY dlaTapaxr oTn
xAwpida TpodiabétovTag yia rCDI.L

— Zeinvitro YEAETEC N QIVIACOUUKIVN TTPOKOAET MIKPATEPN dlaTapaXK) TOU UIKPORBIWHUOTOG
OUYKPITIK& JE TN Bavkopukivn 12

n.
1. Debast SB et al. Clin Microbiol Infect. 2014;20(suppl 2):S1-S26. 2 Chilton CH et al. J Antimicrob Chemother. 2014;69(2):451-462. doi:10.1093/jac/dkt347.
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o _ bezlotoxumab + Superior sustained response vs SoC and host antibodies
C. difficile infection SoC antibiotic + host alonela
antibodies?

e *
*$953?$%Q S

£

L

pe
N

'~

Toxin-induced damage and

inflammation .
Disease treatmen Neutralization and
protection
Legend
bezlotoxumab:
gQ Toxin B High-risk patients for negative * Helps reduce recurrent C. difficile infection (rCDI) by neutralizing
Y bezlotoxumab outcomes and recurrence: toxin B that may be produced by persistent or reacquired C.
«  Elderly? difficile spores following successful resolution of an episode of
3 Host Antibodies Immunocompromised3 CDI.2
* C. difficile e Severe CDI* * May help to break the CDI recurrence cycle.!

1. ZINPLAVA™ (bezlotoxumab) [Company Core Data Sheet]. Kenilworth, NJ: Merck & Co, Inc; November 2015. 2. Goudarzi M et al. Scientifica. 2014;2014:916826.
doi:10.1155/2014/916826. 3. Huang AM et al. Transpl Infect Dis. 2014;16(5):744-750. doi:10.1111/tid.12267. 4. Abou Chakra CN et al. PLoS One. 2014;9(6):e98400.
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OEPAIEIA

 To bezlotoxumab €ival avTitoivn TTou adpavoTtrolei Tnv Togivn B otnv CDI 1!

» To bezlotoxumab eykpiOnke yia eAartwaon utrotpoti¢ CDI étav xopnyeital padi Tnv
KaBiepwuEvn avTIBIOTIKN BeparTreia
— Aev gival avTIBIOTIKO

— ZUMTTANPWVEI TRV AVOOIAKK aTTavTnon Tou acBevoug Pe Tnv adpavoTroifon TnG Togivng B
EVW TTAPAAANAQ eTTITRETTEI TNV EKPICWoN BakTnpiwy atrd Ta avTIBIOTIKA Kal BonBdgl Tov
CEVIOTH va ATTOKATAOTHOEI TO PUCIOAOYIKO MIKPORBIWHA , EAATTWVOVTAG £TO1 TV UTTOTPOTTA S

— 2TOXeuel oTnyv T10Civn B

« Xopnyeitai o€ pia €yxuon (10 mg/kg oe 1 wpa),kaTtd mn dIAPKEIA TNG AVTIMIKPORBIAKAG
Bepartreiag

* Agv oupTrEPIAQUBAVETAI OTIG KATEUBUVTHPIEG OONYIiEG , KOBWG EYKPIONKE HETA TN
ouyYpa®Pn Toug
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KATEYOYNTHPIEZ OAHTIEZ- KENA

* NEOZ AIATNQZTIKH MEOGOAOZ
-Multiplex PCR platform yia avixveuon c.difficile (>20 evtepikd TTaBoyova

‘NEOZ OEPAINEYTIKOXZ NMAPAITONTAX

-bezlotoxumab:

MOVOKAWVIKO avTiowpa €vavTi Togivng B

(Exel eyKPIOEi yIa cuuTTANPWPATIKA Bepartreia oe aoBeveic Pe avTIoTIKA yia cdi kKal upnAo
KivOUVO UTTOTPOTING

* > 100 ANANMANTHTA KAINIKA EPQTHMATA
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STOP

Contact Precautions

“ @®

Gown & Gloves Required
For All Persons Entering Room

No Shared Equipment

(1f not possible, disinfect before use on another patient)

Limit Traffic To Essential Staff

Please See Nurse Before Entering
Por favor habla con una enfermera antes de entrar
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APIC Implementation Guide

Guide to Preventing
Clostridium difficile
Infections

Abour APIC
) APIC’s mission is to create a safer world through prevention of infection. The
associations more than 14,000 members direct infection prevention programs
/Tg m I C that save lives and improve the bomrom line for hospitals and other healthecare
facilities. APTC advances its mission through parient safery, implementarion
science, comperencies and certification, advocacy. and dara standardization.
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Kivduvoc anolkiopov og voonAevopevouc eivat >25%
- TIATI;

O avOpwmot ektiBevtal oe poAvopeveg pe C. difficile
emipAaveLleG oTo ePLBaAlov

HHHHHHHHHHHHHHHHHHHH
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ditayvwon kat Oepameia

[MPOAHWH
EKOEZH otav:

2
VoY

— AoBeveic mnovu dev
avayvwpilotnkav otL €xouv CDI
LLOAUVOUV ETILPAVELEC

— AUTEC oL eTILAVELEC
kKaBapilotnkav avemnapkwe n
UTTAPXOUV OTIOPOL TToU Hev
OKOTWVOVTOL UE XNULKA

— MoAuvon xepLwv R pouxLoHoU
odnyouv og petadopd
Boaktnpiwv

MANEMIZTHMIAKO FENIKO
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C.difficile: Newtepa dedopéva otn
dtayvwon ko Bepamneia

MANEMIZTHMIAKO FENIKO
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XXVI. What is the role of proton pump inhibitor restriction in
controlling CDI rates?

Recommendation

1. Although there is an epidemiologic association between
proton pump inhibitor (PPI) use and CDI, and unnecessary
PPIs should always be discontinued, there is insufficient evi-
dence for discontinuation of PPIs as a measure for preventing
CDI (no recommendation).

MANEMIZTHMIAKO FENIKO

A.TATONOYAOQY, TAXTPENTEPOAOIOZ, EMIMEAHTPIA A’, E.2Y. - B.MN.M. = MN.I.N. AAEZEANAPOYMNOAHZ <°g°| N oo,

®OPEAT AAEZANAPOYNOAHE



—= C.difficile: Newtepa Se5opéva otn
ditayvwon kat Oepameia
[MPOAHWH- 2TPATHIIKH

Q
VoY

* Erutnpnon

* ‘Eykoaupn aviyvevon Paktnpiou

* [podulatelc emadwv

* YVYLELVN XEPLWV

* Emapknc kaboplopoc enupavelwyv
e Jwotn XPHXH ANTIBIQTIKQN

e Ekmoaibsvon -2 npoowrnikol, aoBevwy, ETILOKETTWY,
OLKOYEVELWV

* ALOXELPLOTLKN LUTTOOTAPLEN

IIIIIIIIIIIIIIIIIIII
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* Clostridium difficile  amoteAei coBapo aitio  VOOOKOUELOKWV
Aowuwéewv kat ouveyilel va urotpormialel o auénUeva mooooTd
Tapa TNV avtiultkpoBilakn Jepaneia

* Ta oteAéxn BI/NAP1/027 mnpokaAoUv coPBapotepeC HOPdEC TNG
vOOOU

* YynAou kwvdUvou aoBeveic , OMwc autol pe mponyoupevn vooo C.
difficile infection (CDI) kot pe emutAéov mapdyovta Kwvduvou
(NAlKLwEVOL, oavoooKaTeoTaApEVOL ) Tapouotdlouv aUENUEVO
TTIOOOOTO UTIOTPOTIWV  TIPOKAAWVTOC ONHOVTLKO KALVIKO Kol
OLKOVOLLLKO QVTIKTUTIO

oo MANEMIZTHMIAKO FENIKO
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Qaivetol va urdpyxouv €TONULOAOYLIKEC Sladopéc petaéy EAAASAC kot AuTLKwV
Xwpwv

Exouv eykplBel veoL Oeparmeutikol TAPAYOVIEC YL TNV QVILHETWIILON TWV
UTTOTPOTIWV TN VOCOU

ATIOULTOUVTOL OTOXEULEVEC OTPOTNYLKEC TIPOANYNG YLl TIEPLOPLOUO VOOOU KoL
UTTOTPOTIWV

Yndpxouv avamavtnta £pwtiHata Kol ol KatevBuvtriplec odnyiec xpelalovtol
avaBewpnon

MANEMIZTHMIAKO FENIKO
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