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Vyuziti mraZené stolice pro
fekalni bakterioterapii -
prvni zkusenosti

E. Simeckova', M. Hajna', I. Horny?, J.Vasicek?,

Nemochice Strakonice, a.s.
I CL-klinicka mikrobiologie, 2interna






0o Odr. 2013 FMT ve strakonické nemocnici
0 (Zkusenost od prim. Kohnova Prostéjov)
0 Indikace -3. rekurence klostridiové kolitidy

o Darce- pokrevni pribuzny pacienta 7x
0 2x nepfibuzny pacienta zmrazena stolice







Clostridium difficile- celkovy pocet vsech
vysetfeni na CLDI za rok 2012- 2016
Nemocnice Strakonice

e

vySetrenych pozitivni
celkem




Pozitivni pacienti CLDI zar. 2014-2016
Rozdéleni dle véku pacientii.
Nemocnice Strakonice

mr. 2014
mr.2015
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Spektrum ribotyptt CLDI v r. 2015 u 20 kmenti
v Nemocnici Strakonice, Mgr. M.Krtitova-FN Motol

ribotypy

m1
m20
m14
m76
563
w449
=49
m1/7/6
® novy ribo
m12

m Al-83




B
4
B
=










Zamrazeni filtratu

o Darce zena *1975
o 14.10. 2015,nadbytek” 90 ml zamrazen pr
70 C
o aplikovano 22.12. 2016
a 13.1. 2017




Pacient C. 1

0o 1/ pacient s malighim onemocnénim
0 *1952
o svobodny, zZijici sam




Pacient C.1

o Stenosa choledochu, tumorosni expanze v
processus uncinatus pankreatu maligniho
vzhledu v terénu chronické pankreatitidy

o Puvodné bylo zamysleno operacni reseni, to
ale zruseno

o dale jiz jen symptomaticky postup.




Pacient C.1

o OA:

o Permanentni nevalvularni fibrilace sini
(2007 persistujici FiS - elektricka
kardioverze) , warfarin

o Hypertensni nemoc |. stupné

o ZvySena glykemie nalacno

¢ Hypertrophia prostatae

o Akutni perikarditis vanamnéze (1975)




Pacient C.1

0o R.2013 pozitivhi Haemoccult test u praktika

o Kolonoskopické vysetreni: mnohocetné
polypy rektosigmoidea a sigmoidea(X
warfarin)

0 jako nahodny nalez zjiStén tumor pravé
ledviny na sonografii

¢ Nefrektomie




Pacient C.1

0o R.2015 -polypektomie vicecetnych polypu
tlustého streva, histologicky benigni

tubularni adenomy s low-grade dysplazii bez
znamek invazivniho rustu

o 1.7. 2016 bolesti bricha, nezvraci, ale

nausea. Stolice opakované. Nyni zhorseni.
Podobné potize nemél.




Pacient C.1

o 1.7.-14.7. 2016 -hospitalizace- akutni
biliarni pankreatitida

o sonograficky:Cholecystolithiasis, dilatace
zlucovych cest. Lehky edem hlavy
pankreatu.

o indikovana konzervativni terapie, provedeno
ERCP se stentazi zluc cest,




Pacient C.1

o 21.-22.7. 2016hospitalizace k re ERCP
o ERCP 21.7.2016

o Zavér: Susp. stenosa distalniho choledochu.
EPT. Extrakce a reimplantace
duodenobiliarni endoprotesy

o ERCP 8.9.2016 Stenosa distalniho
choledochu (Utlak z pankreatu, ze zluCovych
cest ?? - tumor, objemny konkrement)




Pacient C.1

0 16.9.-30.9.2016 hospitalizace interna

o prijat pro 1 tyden trvajici bolesti bricha s
propagaci do zad, kvuli kterym se nemohl
najist

o CT vySetreni 21.9. 2016- tumordzni expanze
na prechodu hlavy a téla pankreatu




Pacient C.1

o stent ve zZlucovych cestach,

o Vecer 21.9. se objevila meléna, pro kterou
bylo provedeno gastroskopické vysetreni,
které prokazalo hemorhagickou
pangastropatii

0 na krvacejici eroze pripevnény klipy




Pacient C.1

0 vzestupu zanétlivych markeru, pri v.s. akutni
cholangoitidé, byla nasazena i.v. ATB IéCba

(Axetin i.v.na 3 dny, zmenen na Tazocin i.v.
na 8 dni)

o 5.-14.10. 2016 hospitalizace interna

o po propusténi doma od 14.10. profuzni
prujmy

o 2.-11.11. 2016 hospitalizace interna




Kazustika 1

¢© adeno-, rota-, noro-, astro- a enteroviry
negativni

o Kultivace- bézna strevni flora

o Pozitivni toxin CLDI

o Terapie p.o. vankomycinem

o Postupné zlepSovani stavu a frekvence stolic
o Po propusténi bez prujmu pouze tyden




Pacient C.1

o VySetreni toxinu Clostridium difficile Real
Time PCR
o 3.11.2016

o ToxinB: POZITIVNI
Binarni toxin: negativni

28.11. 2016
Toxin B:  POZITIVNI
Binarni toxin: POZITIVNI




Pacient C.1

28.11.- 5.12. 2016 hospitalizace interna

profUzni prujmy, hyperwarfarinizace a
hypokalemie

Cetnost priijmu zvySena aZ na 16 stolic denné i v
Nnocl

Prujmu predchazela bolest v levém mesogastriu
zimnice a tresavky

bez primési krve, vodnatého charakteru

Terapie p.o. vankomycin




Pacient C.1

o Prujmy odeznély po terapii
0.0.vankomycinem

re A

o pacient byl dale bez obtizi

o propustén v kardiopulmonalné
kompenzovaném stavu do domaci péce




20.-

trvaj

tera
tera

Pacient C.1

23.12. 2016 hospitalizace interna pro 3 dny
ici prujmy (10 vodnatych stolic denné)

nie Vankomycinem p.o. a soucasné infusni

ol[S

Béhem hospitalizace naplanovana transplantace

stoli

ce od osoby s pacientem nezijicim v domacnosti-

22.12. 2016

provedeno gastroskopické vySetreni s aplikaci cca 60
ml preparatu stolice do tenkého streva




Pacient C.1

o dobra tolerance vykonu, pocit mirného
"Skrabani v krku,

o Bolesti bricha po vykonu v den propusténi

MIirnéjsi
o stolice prujmovita nebyla
o Pacient se citil dobre

o 23.12.2016propustén do domaciho
oSetrovani.




Operace se zdarila, ale....

o 28.12.- 29.12.2016-hospitalizace pro
celkové zhorSeni stavu, ale prujem nemél

o 29.12. exitus




Pacient C. 2

*1954 muz
Domov pro osoby se zdravotnim postizenim

OA:

tézce mentalné retardovany
spasticka tetraplegie
epilepsie

Barretuyv jicen

(sideropenicka anémie , urosepse
bronchopneumonia v anamnese)

PMK




Pacient C. 2

o Predchazejici hospitalizace

0 12.-19.1. 2015 plicni odd.(astmaticky zachvat, AMC
tbl., obstipace)

0 14.12.-22.12. 2015 plicni odd.<(pneumonie a
urosepse- AMC, AMP)

o 7.11.2016-ambulantné AMC pro respiracni infekt,
0 0d17.11. profusni prajmy




Pacient C.2

0 22.11.- 13.12.2016 hospitalizace interna

© adeno-, rota-, noro-, astro- a enteroviry
negativni

o moc¢ (PMK) (leuko+)
1.Proteus mirabilis 1077

2.Escherichia coli-hemolyticky kmen 1073
3.Escherichia col 1075

4 .Enterococcus faecalis 1077




Pacient C.2

o 23.11.2016 rt PCR Clostridium difficile
o Toxin B: POZITIVNI

o Binarni toxin: POZITIVNI

o CRP 312 mg/I|, Leukocyty 24 1079/I

o Mineralova dysbalance

¢ sono bricha: : ascites, dilatace klicek
tlustého streva




Pacient C. 2

o Terapie p.o.Vankomycinem,

o 1 pres adekvatni terapii a pokles frekvence
prujmovitych stolic patologicka konzistence
pretrvavala

o pridan parenteralni Metronidazol
o 8.12. vymeéna PMK

o Pacient propusten 22. den hospitalizace (3
stolice denné s primeési hlenu),

0 CRP 44 mg/I




Pacient C. 2

0 19.12.- 21.12.2016 hospitalizace interna-
opét intenzivni prujmy

o CRP 299 mg/I, Leukocyty 16,9 1079/
o Terapie p.0. vankomycinem

o ve stabilizovaném stavu dimitovan k dalSimu
oSetrovani a podavani antibiotik do DOZP




Pacient C. 2

0 13.1.-16.1. 2017 hospitalizace na
neurologi

o Privezen RZP na ARO ( kreCova aktivita a
nystagmus v.v. status epilepticus nereagujici
na Diazepam)

¢ navySena antiepilepticka terapie

o CRP 155 mg/l, leukocyty v norme




Pacient C.2

o Puvodné planovana hospitalizace k FMT
o Zachvat se za hospitalizace neopakoval
0 Znovu zvazena FMT

o Provedena 13.1. 2017

o propustén v kompenzovaném stavu do
DOZP

o Dosud bez prujmu
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+ OpenBiome

Soubor Upravy Zobrazit Oblibené polozky Nastroje Napoveéda

= a http--ecdc.europa.eu-en-... drug - Hledat Googlem =] Navrhované weby v § iDNES.cz- zpravy, kterym ...

OPENBIOME HOME PROVIDERS RESEARCH  PATIENTS  EVERYONE
Welcome to
LEARN MORE

We are a nonprofit stool bank,

expanding safe access to fecal transplants




REGULATORY

FMT occupies a unique regulatory space. Click here for information

about:

* Who We Work With
» FMT and the FDA

TREATMENT INFORMATION

OpenBiome provides frozen, pre-screened, ready-to-use microbiota
preparations for FMT in three different formats. Click here to learn
more about:

* Treatments Formats

 Storage Information

» Thawing

= Material Tracking & Data Reporting Requirements
Billing and Coding
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Storage Controls and Material Specifications

Microbiota Preparation Receiving

Step 1

Step 2

Step 3
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Check that the WarmMark
indicator located on the inside
lid of the Styrofoam cooler is
active and shows no

FMT Upper
Delivery

Check that the tamper evident
packaging is intact for each
unit. Do not break seal until
directly before use.

Immediately transfer units fo a
freezer. If there are issues with
the indicator or tamper-evident

packaging, contact
Moo csaDiownoa o




Microbiota Preparation
Storage & Handling

0o Kazda jednotka je oznacena datem
exspirace 6 mesicu po odeslani za
predpokladu skladovani v mrazaku o teploté

20°C
o Bézné teplotni vykyvy teploty mraznicky +-do
5 ° C jsou prijatelné




FMT Lower Delivery

FMT Lower Delivery

250 mL microbiotfa preparatfion for delivery via colonoscopy, enema or sigmoidoscopy under medical supervision
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250 ml kolonoskopickym podanim




Box Dimensions 15cm x 7.5cm x 7.5cm

Bottle

. . l4cm x 6.4cm X 6.4cm
Dimensions

Mouth Diameter 3.5cm

Volume 250 mL

PET Corning Bottle with HDPE screw-cap
Material Cost $485 per unit

Shipping Cost — Typically $150 per shipment

Packaging

Delivery Delivered on dry-ice by overnight courier

ltem Number FMP250

Receiving & « May be stored locally for up fo 6 months in a standard -20°C laboratory freezer or up o 24 months in a
Preparation -80°C laboratory freezer.

Summary

» Thaw prior fo administration using one of the following:
o 1 hovurin a warm water bath
o 4 hours at room temperature
o 16 hours in a refrigerator
+ Once thawed, the material is ready for immediate administration. After thawing, material may remain
at room temperature for up to 4 hours (or refrigerated/on ice for up to 8 hours).
+ Samples should never be re-frozen. If thawed and not used within 8 hours, the material should be

disposed of, as freeze thaw cycles may compromise viability.




FMT Upper Delivery

FMT Upper Deii\{ery
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Box Dimensions
Bottle Dimensions
Mouth Diameter
Volume
Packaging
Material Cost
Shipping Cost
Delivery

Item Number

10cmx5./7cmx5.7cm
64cmx3.8cmx3.8cm
2cm
30 mL
PET Comning Bottle with HDPE screw-cap
$485 per unit
Typically $150 per shipment
Delivered on dry-ice by overnight courier

FMP30

Receiving &
Preparation
Summary

May be stored locally for up to 6 months in a standard -20°C laboratory freezer or up to 24 months
in a -80°C laboratory freezer
Thaw prior to administration using one of the following:

o 15 minutes in a warm water bath

o 45 minutes at room temperature

o 1.5 hours in a refrigerator
Once thawed, the material is ready for immediate administration. After thawing, material may
remain at room temperature for up to 4 hours (or refrigerated/on ice for up to 8 hours).
Samples should never be re-frozen. If thawed and not used within 8 hours, the matenal should be
disposed of, as freeze thaw cycles may compromise viability.




Pro oralni pouziti

FMT Capsule G3

30 capsules for oral delivery under medical supervision
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Am J Gastroenterol. 2012 May; 107(5):761-7. doi: 10.1033/ajg-2011.452. Epub 2012 Jan 31.

Standardized frozen preparation for transplantation of fecal microbiota for recurrent Clostridium
difficile infection.

Hamilton MJ', Weingarden AR, Sadowsky MJ, Khoruts A.

+ Author information

Abstract
OBJECTIVES: While fecal microbiota transplantation (FMT) is historically known to be an effective means to treat recurrent Clostridium
difficile infection (CDI) refractory to standard antibiotic therapies, the procedure is rarely performed. At least some of the reasons for limited

availability are those of practicality, including aesthetic concerns and costs of donor screening. The objective of this study was to overcome
these barriers in our clinical FMT program.

RESEARCH ARTICLE

Methods for Improving Human Gut Microbiome Data by

Reducing Variability through Sample Processing and Storage
of Stool

Monika A. Gorzelak, Sandeep K. Gill, Mishat Tasnim, Zahra Ahmadi-Vand, Michael Jay, Deanna L. Gibson
Published: August 7, 2015 « https://doi.org/10.1371/journal pone. 0134802




_ APgI' Alimentary Pharmacology and Therapeutics

Simple faecal preparation and efficacy of frozen inoculum in
faecal microbiota transplantation for recurrent Clostridium
difficile infection — an observational cohort study

R. Satokari®, E. Mattila®, V. Kainulainen® & P. E. T. Arkkila*

20 ml of 85% glycerol:
final concentration
of 10%

0.9% of

30 g of fecal material NaCl #ill 150 ml

Figure 1| The one-step
protocol for the preparation of
\ l / frozen faecal inoculum for
faecal microbiota
transplantation (FMT) for
Mixing feces, ~ recurtent E‘I‘ostridi:um difficile
NaCl and glycerol infection. Faeces is suspended
in a screw in sterile saline promptly after
cap container ; defecation and mixed with
2lycerol in a 250 mL screw
cap container by using a
spatula. The suspension is
frozen in —B0 “C immediately
after preparation. For applying
Storage at —80 “C in FMT, the suspension is
thawed at 37 °C or room
l temperature, mixed briefly and
loaded into syringes avoiding
clogging by unsuspended
particles. If necessary, the
suspension can be passed
through a pre-sterilised,
stainless steel tea strainer to
remove particles before
loading the syringes.




Dékuji za pozornost....




