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Fekalni bakterioterapie
= prenos ,zdrave” strevni mikroflory darce do stfeva prijemce

Indikace:

1. rekurentni CDI — treti a dalSi ataka infekce
2. CDI nereaguijici na standardni terapii
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Fekalni bakterioterapie v lecbe rCDI

Efekt prokazany v randomizovanych klinickych studiich

* FMT nasojejunalni sondou - 81% vs. VAN (14 dni) — 31% vs. VAN + vyplach streva — 23%

Van Nood, N Engl J Med, 2013

* FMT kolonoskopicky —90% vs. VAN (10 dni + 3 tydny pulzni davkovani) — 26%

Cammarota, Aliment Pharmacol Ther, 2015

* Efekt podani NGS vs. colonoskopicky byl srovnatelny

Youngster, Clin Infect Dis. 2014

* Uginnost mrazené vs. éerstvé stolice pFi FMT je stejnd (83,5% vs. 85%)

Lee, JAMA, 2016



Fekalni bakterioterapie v lecbée rCDI

* Doporuceny |écebny postup u vicecetnych rekurenci CDI

Debast, Clin Microbiol Infect, 2014
Benes, Klin mikrobiol inf Iék 2014

* Narodni doporucené postupy pro FMT (USA, Rakousko, Francie....)

Bakken, Clin Gastroenterol Hepatol, 2011

Kump, Z Gastroenterol, 2014
Sokol, Dig Liver Dis, 2016

* Konsenzus metodologie a klinické aplikace pro FMT (EU)

Cammarota, Gut, 2017
Konig, Aliment Pharmacol Ther, 2017



4 FEKALNI BAKTERIOTERAPIE V CESKE REPUBLICE\

SOUCASNY STAV A NOVE PERSPEKTIVY

VEIMELKA J.. KOTEN J.. KOHOUT P.

Interni oddéleni Thomayerovy nemocnice, Praha, Ceska republika
= 2017 — update

\ fekalni.bakterioterapie@gmail.com /

I 2010 Fekalni bakterioterapie v CR

v > 450 provedenych vykonu
v 6 % jina indikace nez rCDI
v 85 % léCebna ucinnost

v bezpeCnha metoda
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Kazuistika (4/2014 — 2/2015)
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Kazuistika
l. hospitalizace — 4/2014

= urosepse (K. pneumoniae ESBL) — ceftriaxon, meropenem i.v.

= 8.den - 1. ataka CDI — vankomycin p.o.

Il. hospitalizace — 5/2014

" recidiva uroinfekce (K. pneumoniae ESBL ) — amikacin i.v.

lll. hospitalizace — 6/2014
= 2. ataka CDI — vankomycin p.o. -

* recidiva uroinfekce (K. pneumoniae ESBL ) — amikacin i.v.



Kazuistika

IV. hospitalizace — 6-7/2014

= febrilie, horecky, hypotenze — meropenem, metronidazol i.v.

= 3. ataka CDI — vankomycin p.o. (USG — kolitida)

V. hospitalizace — 7-8/2014
= 4, ataka CDI — vankomycin p.o. — pldnovana FMT na konec 8/2014

VI. hospitaizace — 8/2014 (Interni odd. NNB)

= zhorseni stavu, horecky, tfesavky, zvraceni

= recidiva uroinfekce — cotrimoxazol p.o.



Kazuistika

VII. hospitalizace — 8-9/2014
= 5. ataka CDI — vankomycin p.o. (CT bricha znamky kolitidy)
" trva kolonizace mocovych cest K. pneumoniae ESBL

= fekalni bakterioterapie (FMT) (2.9.2014) — aplikace NJ sondou

VIII. hospitalizace — 1/2015

* urosepse K. pneumoniae — ceftazidim i.v. (7 dni)

IX. hospitalizace — 2/2015 (Interni odd. NNB)
* urosepse K. pneumoniae ESBL — amoxiklav i.v.

* exitus letalis



Muze FMT eradikovat rezistentni kolonizuijici

bakterie ze strevniho traktu?
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Dysbiosa GIT predisponuje ke kolonizaci MDR bakteriemi

AE‘MC full text: Science. Author manuscript; available in PMC 2016 Aug 15, == Prev | Fig. 2
Published in final edited form as:
Science. 2016 Apr 29; 352(5285): 535-538.
doi: 10.1126/science.aad3382
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diverse microbiota depleted microbiota resistant bacterial species species by microbiota repair

Antibiotic treatment eliminates many commensal bacterial species from the gut lumen and reduces antimicrobial defenses

Antibiotic-resistant bactenial species can thrive, undergo expansion, and traverse the intestinal epithelial barrier. Antibiotic-induced
microbiota defects and the resulting loss of colonization resistance can be corrected by administration of commensal bacterial species.



Dysbiosa GIT predisponuje ke kolonizaci MDR bakteriemi

* denzita kolonizace VRE koreluje s poklesem obligatné anaerobni mikroflory
Donskey, N Engl J Med, 2000

* riziko bakteremie (VRE, rezist.enterobakterie) u pacientu po transplantaci
kostni drene koreluje s predchozi mirou kolonizace touto bakterii

Ubeda, J Clin Invest, 2010
Taur, Clin Infect Dis, 2012

- zvireci model: transplantace stolice zdravé mysi do jedincu primarné
kolonizovanych VRE nebo K. pneumoniae vedla k eliminaci patogenu

Caballero, PLOS Pathog, 2015
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1. Vedlejsi efekt FMT pri lecbé recidivujici CDI

* Dekolonizace VRE z GIT u transplantované pacientky se sepsi a

IMC (VRE) a rCDI
Stripling J, Open Forum Infect Dis, 2015

* Kvadruplegicky pacient s recidivujicimi infekty (multirezistentni A.
baumanii, P. aeruginosa- producent karbapenemazy, VRE) a
rCDI, snizeni poctu infekci vyvolanychrezist. bakteriemi

Crum-Cianflone NF, J Clin Microbiol, 2015



2. Aplikace FMT u pacientu k cilené dekolonizaci
rezistentnimi bakteriemi

- eradikace E. coli - ESBL u pacienta po transplantaci ledviny s
opakovanymi invazivnimi IMC

Singh R, Clin Microbiol Infect, 2014

* eradikace K. pneumoniae — producent karbapenemazy u 13-lete
onkologickeé divka s osteomyelitidou a kolonizaci GIT

Friedman A, IDWeek Conference,Philadelphia, 2014

- FMT dekolonizovala 2/3 pacientu dlouhodobé osidlenych VRE

Sohn KM, Infect Control Hosp Epidemiol, 2016
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Table 1

FMT decolonizes antibiotic-resistant bacteria from the human gut

Report # Patients VRE CRE ESBL-E Others Results

Freedman, 2014 1 X 1/1 decolonized for at least 8 months

Singh, 2014 1 X 1/1 decolonized at 2 weeks

Stripling, 2013 1 X 1/1 reduced relative abundance and no further VRE infections for 1 year
Crum-Cianflone, 2015 1 X X X 1/1 reduced MDRO celonization and no episcdes of sepsis for 2 vears
Jang, 2014 1 X 0/1 decolonized at 3 months

Lombardo, 2015 (SER-109) 8 X 8/8 titers decreased = 2 fold at 4 weeks

Bilinski, 2016 1 X X 1/1 decolonized at 10 days

Lagier, 2015 1 X 1/1 decolonized at 7 days

Wei, 2015 3 X 3/5 decolonized of MESA for 3 months

Evsenbach, 2016 9 X 9/9 decolonized at first time point measured post-FMT

Dubberke, 2016 11 X 8/11 decolonized at last available follow-up

Jouhten 2016 8 X X X X 8/8 reduction 1n number and diversity of antibiotic resistance genes
Millan, 2018 20 X X X 20020 reduction in number and diversity of antibiotic resistance genes
Garcia-Fernandez, 2016 1 X X 1/1 decolonized at 6 weeks

Sohn, 2016 3 X (/3 decolonized for 3 months

Davido, 2017 8 X X 2/6 CRE decolonized at 1 menth, 1/2 VRE decolomized at 3 months
Ponte, 2017 1 X 1/1 CRE decclonized at 15, 45, and 100 days

Bilinski, 2017 20 X X X X 15/20 decolonized at 1 menth

Total: 1101 3846 (83%) 45/57(79%) 50/54(93%) 3938 (100%) 83/101 (82%) decolonized or decreased in antibiotic resistance genes at primary endpoint |

VEE. Vancomvein Resistant Enterococeus; CRE, Carbapenem Resistant Enterobacteriaceae; ESBL-E, Extended Spectrum Beta Lactamase Producing Enterobacteriaceae; FMT, fecal microbiota transplant.

Unless otherwise noted. patietits were treated with facal microbiota transplant. Some patients were co-colonized with multiple pathogens.



m U.S. National Library of Medicine

ChinicalTrials.gov

»Use of Fecal Microbiota Transplantation (FMT) to Reverse Multi-Drug Resistant Organism

Carriage, 2015-17
» FMT for MDRO Colonization in Solid Organ Transplantant, 2016-17

» Fecal Microbiota Transplantation as a Strategy to Eradicate Intestinal Carriage of Resistant

Organisms, 2017-22

> Fecal Microbiota Transplantation for the Treatment of Recurrent Urinary Tract, 2017-19
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