Clostridium difficile — soucasné
moznosti lécby
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Klinicky vyznam infekci C. difficile
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Vyskyt behem hospitalizace
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Vyskyt CDI v Nemocnici ve Frydku-Mistku 0,6 %
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Vyskyt — jednotliva oddéleni
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Nemocnice ve Frydku-Mistku

HospitalizaCni
mortalita 29%

Vék > 70 let
OR 2.599
(p=0.021)
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AGE IS THE MAIN RISK FACTOR OF MORTALITY AMONG

PATIENTS WITH CLOSTRIDIUM DIFFICILE INFECTION
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Patients with CDI had overal hospital mortality 29%. 22% of patients have
onset of their disease in the community. Age over 70 was the only risk factor
of mortality in our group of patients. We believe that novel treatment
strategies should be considered preferably in elderly patients.

Clostridium difficile infection (CDI) has become important cause of hospital
morbidity and mortality during last decade. Recurrent CDI is difficult to
treat and novel therapies (i.e. fecal transplantation) are evaluated in this
group of patients. In our retrospective study we have decided to analyze
group of patients with CDI from last three years in our hospital.

All patients with CDI from all hospital departments diagnosed during period
from 1/2011 to 12/2013 were included in the study. Information about sex,
age, previous antibiotic treatment, PPl therapy, various comorbidities
(trauma, imobility, diabetes, dementia, COPD, IBD) and type of
department (surgical/internal) were obtained. Community onset of CDI
was also recorded. Hospital mortality was analyzed in univariate analysis
(Table 1, Table 2).

Qur group consists of 174 patients, 84 men, 90 women, average age 74
years. 27 patients had a recurrent disease (up to 4 recurrences). 51 patients
died during hospital stay (hospital mortality 29%) (Graph 1). Majority of
patients stayed in internal medicine department (100/174, 57%). 39
patients (22%) had onset of disease in the community (Graph 2). In
univariate analysis only patients with age over 70 years (119/174) had
significantly higher mortality than those with age under 70 (53/174) (OR
2.599, 95%C1 1.158-5.836, p=0.021). Other variables were not significant.

mivaﬂate analysis of risk factors for hospital mortality 'T—g‘vbical endoscopic appearance of

pseudomembranous colitis

Male gender 0.933  0.485-1.794 0.836
PPl use 1.758  0.872-3.542 0.125
Age 2 70 2,599 1.158-5.836  0.021

mivaﬁate analysis of risk factors for recurrence of CDI

Male gender 1.300  0.564-2.999 0.538

PPl use 0.690  0.298-1.598 0.387

Age = 70 1.224  0.481-3.115 0.671
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Rizikové faktory onemocneéni

Antibioticka terapie
(fluorochinolony, aminopeniciliny, cefalosporiny)

Hospitalizace
Vék > 65let
Zavazné komorbidity
Imunosuprese
Nespecificky strevni zanét
Terapie PPI




Paradigma vzniku onemocneni

Kolonizacni rezistence strevnich mikroorganismu

Antimikrobialni

terapie

* |

Bakterialni pferustani toxigennimi kmeny CD




Snizeni diverzity strevniho mikrobiomu u CDI
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Klinicke varianty onemocnéni

Asymptomatické nosicstvi
Prijem s kolitidou
Pseudomembrandzni kolitida
Fulminantni kolitida

Az 50% inicialnich infekci vznikne v komunité !
Campbell, Control Hosp Epidemiol 2009

Sklon k recidivam — relaps ze spor, reinfekce (F-M 15% recidiv)
Kazda recidiva zvysuje riziko dalsi recidivy (25% - 40% - 65%)

Huebner, Gastroenterol Hepatol 2006
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Diagnostika

Anamnéza
Stanoveni toxinu (EIA)

Kultivacni vysetreni
Stanoveni glutamatdehydrogenazy (GDH)
Stanoveni genu pro toxin (PCR)



Neni vsechno Clostridium difficile!
Neni jina pri¢ina prujmu?
Kolonizace toxigennim kmenem je pritomna az u 30% hospitalizovanych

Rozhoduijici je prukaz volného toxinu, ne kultivace toxigenniho kmenu!

Planche, Lancet Inf Disease 2013



LéCebnée postupy a pouzivaneé preparaty

Vysazeni antibiotik

Rezimova opatreni

Metronidazol

Vancomycin

Fidaxomicin

Rifaximin

Fekalni bakterioterapie

Monoklonalni protilatky proti toxinu
Kolektomie, ileostomie + lavaz tracniku
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Faecal transplant
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Vancomycin 125 mg

tid 10 days A-I C-ll qid 10 days B-I Fidaxomicin 200 mg antibiotic treatment) qid 10 days A-12
Vancomycin 125 mg Immunotherapy with Fidaxomicin 200 mg bid 10 days B-II A-l Fidaxomicin 200 mg
qid 10 days B-I human monoclonal bid 10 days B-I Vancomycin 500 mg Probiotics D-I bid 10 days B-1?
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/Non-severe CDI; ]
Metronidazole 500 mg
tid iv 10 days A-Il

Severe CDI:
Metronidazole 500 mg
tid iv 10 days A-Il +
vancomycin 500 mg
qid enteral 10 days B-
1l

Tigecycline 50 mg bid

iv 14 days C-III

Debast S., Clin Microbiol Infectol 2014



Obecneé zasady terapie CDI

Obvykla délka terapie pri prvni atace 10-14 dn
Recidivy — protrahované rezimy lécby

Pokud je mozno, tak vzdy vysadit puvodni antibiotika
lzolace nemocnych, samostatné toalety

Edukace uklizecek

Hygiena rukou
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Metronidazol

Peroralné 3xdenné 500mg
Intravenozné 3xdenné 500mg (tézkeé formy)

NU — periferni neuropatie, nauzea, kovova pachut v Ustech

Srovnatelny s vancomycinem pro 1.ataku
Zar, Clin Infect Dis 2007

Horsi nez vancomycin u tézké infekce a u rekurence
Johnson, Clin Infect Dis 2014



Vancomycin

Peroralné 4xdenné 125mg
Peroralné 4xdenné 500mg (tézké formy)
Retencni klysma  4xdenné 500mg ve 100ml FR (tézké formy)

Intermitentni a pulsni terapie (relapsy)

McFarland, Am J Gastroenterol 2002

NU: vyskyt vancomycin-rezistentnich enterokokd (VRE)



Fidaxomicin

Peroralné 2xdenné 200mg

Cilena inhibice RNA polymerazy C.difficile — baktericidni ucinek

UzsSi antimikrobialni spektrum, mensi alterace anaerobni mikroflory
Tannock, Microbiology 2010

J riziko rekurence onemocnéni
Louie, NEJM 2011



Rifaximin

Ve

Samostatna terapie neni ucinna

Sekvencni terapie po |écbé vancomycinem J pocet rekurenci

,chaser”
Johnson, Clin Inf Dis 2007
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Probiotika

Postaveni v prevenci CDI — uzivani s ATB (RR 0.34, Cl 0.24-0.49)

Pouziti jako adjuvantni terapie lehké CDI u nemocnych bez komorbidit
Hempel, JAMA 2012

V prospektivni studii neucinna v prevenci CDI

(Lactobacillus acidophilus + Bifidobacterium bifidum)

(RR 0.71, Cl 0.34-1.47, p=0.35)
Allen, Lancet 2013



Ostatni metody

Monoklonalni ATB proti toxinu - doplnkova |lécba snizujici riziko rekurence
Lowy, NEJM 2010

Chirurgicka lécba
Subtotalni kolektomie

lleostomie + kolonicka lavaz vancomycinem — zachrana kolon v 93 %
Neal, Ann Surg 2011



Predikce prubehu — ATLAS skore

Parameter 0 paints 1 point 2 points
Age < Bl years b0 - 79 vears = 80 vears
Treatment with systemic antibiotics during CDI therapy (2 1 day] Mo — Yes
Termnperatures = 375°C 376 - 3857 = 38.6°C
Leukocyte count (total) < 16,000 16,000 - 25000 = 25000
Alburin (serum) > 35 g/l 26 - 35 g/l =25 g/l
Serurn creatinine {as a measure of renal function) = 120 prmol/L 121 =179 prmol/L Z 180 prmol/L

Skoére vyssi nez 6, uspésnost lécby < 50%

Miller M., BMC Infectious Diseases 2013
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/avery pro praxi
Zakladnim preventivnim opatfenim zUstava racionalni ATB terapie

LéCebné rezimy jsou v soucasné dobeée standardizovany a zahrnuiji cilené
aplikace antibiotik, pripadné fekalni bakterioterapii, role probiotik je
minoritni

Nedilnou soucasti Iécby jsou rezimova opatreni a izolace nemocnych
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