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Tanim

* Fekal mikrobiyota transplantasyonu (FMT)

— Saglikli bir insanin diskisindan elde edilen
mikrobiyal solusyonun degisik yollarla hasta kisiye
nakledilmesidir.

— Bu islemin amaci bozulmus barsak mikrobiyotasini
saglikli bakteri toplulugu ile baskilamak, islevini
degistirmektir.
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Tarihce

FMT vyeni bir tedavi degil, ancak yeni popularite kazanan bir
tedavidir.

Ozellikle son yillarda bakteri genetigi ve islevi daha iyi
arastirildigi icin FMT uygulamasi artmistir.

Cin’de 4. yuzyilda besin zehirlenmesi ve siddetli ishalde
insan diskisinin agizdan uygulandigi Ge Hong tarafindan
bildirilmistir.

» Am J Gastroenterol 2012
16. yy da Li Shizhen diskinin diyare, ates, agri, kusma ve
kabizlikta tedavide kullanildigini bildirmistir.

17. yy da veterinerlikte transfaunation olarak
tanimlanmistir.

» J Clin Gastroenterol 2004; 38:475-483
Insanlarda ilk kez ps6édomembrandz kolit icin Eiseman
tarafindan 1958 de kullaniimistir.

» Surgery 1958; 44:854—-859.
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This y0b stiwnks,
literolly...

Hastalarin bakis
acisinin sorgulandigi
bir anket
calismasinda,
Hastalarin isleme
sicak baktigl
doktorlarin islemden
kacindigl
bulunmustur.
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ideal Donor Nasil olmali?
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Kan testleri

Bakken et al., 2011

Van Nood et al., 2014

ANSM 2014*

Blood

HIV type 1 and 2

HAV IgM

HBsAg, anti-HBc (both
IgG and IgM), and anti-
HBs.

HCV Ab

RPR and FTA-ABS

Confirmatory tests will
be performed when a
positive or reactive
screening test result is
received for such
purposes as donor
counseling or
investigating discordant
test results.

Serologic testing of the
recipient for these agents
1s optional.

HIV types 1 and 2
Human T-lymphotropic
virus type [ and II

HAV (total antibodies, if
positive and not
vaccinated also hepatitis
A IgM)

HBV (HbsAg, anti-
HbsAg, anti-HBcore)
HCV C (anti-HCV)
CMV (IgG and IgM)
EBV (VCA IgM, VCA
lgG, VCA, anti-EBNA)
Treponema pallidum
(TPHA)

Entamoeba histolytica
(agglutination and
dipstick test)
Strongvloides stercoralis
(ELISA)

HIV types 1 and 2
(serology and viral load)
Human T-lymphotropic
virus

Hepatitis A, B (serology
and viral load), C
(serology and viral
load)and E
Cytomégalovirus Virus
Epstein-Barr Virus (to
confirm the absence of
any sero-discordance
with the recipient)
Treponema pallidum
Strongyloides stercoralis
Trichinella sp.
Toxoplasma gondii (to
confirm the absence of
any sero-discordance
with the recipient)
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Stool

Diski testleri

C. difficile toxin B by
PCR: if unavailable. then
toxins A and B by EIA.
Routine bacterial culture
for enteric pathogens
Fecal Giardia antigen
Fecal Cryptosporidium
antigcn

Test for C. difficile (toxin
ELISA and culture or
PCR)

Bacteriological
evaluation by local
standards

Parasitological
evaluation by local

Bacterial culture for:

C. difficile

Listeria monocytogenes
Vibrio cholerae / Vibrio
parahemolyticus
Salmonella

Shigella

Multirésistant bacteria

Acid-fast stain for
Cyclospora, Isospora
and, if antigen testing
unavailable,
Cryptosporidium

Ova and parasites
Helicobacter pylori fecal
antigen (for upper GI
routes of FMT
administration)

standards (triple feces
test or PCR)

Strongyloides stercoralis |
Cryptosporidium sp.
Cyclospora sp.
Entamoeba histolytica
Giardia intestinalis
Isospora sp.
Microsporidies
Adénovirus
Astrovirus

Rotavirus

Calcivirus (norovirus,
sapovirus)

Picornavirus
(entérovirus, Aichi virus)
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Donor dislama kriterleri-1

Risk of infectious agent

Known HIV, Hepatitis B or C infections
Known exposure to HIV or viral hepatitis
(within the previous 12 months.)
High-risk sexual behaviors (examples:
sexual contact with anyone with HIV/AIDS
or hepatitis, men who have sex with men,
sex for drugs or money)

Use of illicit drugs

Tattoo or body piercing within 6 months
Incarceration or history of incarceration
Known current communicable disease
(e.g., upper respiratory tract infection)
Risk factors for variant Creutzfeldi-Jakob
disease

Travel (within the last 6 months) to areas
of the world where diarrheal ilinesses are
endemic or risk of traveler's diarrhea is
high

Past of typhoid fever (French regulatory
agency)

Hospitalization abroad for more than 24
hours in the last 12 months (including
members of the enfourage) (French
regulatory agency)

Residence of several years in the
tropics{French regulatory agency)

Gastrointestinal co-morbidities

History of inflammatory bowel disease
(IBD)

History of irritable bowel syndrome,
idiopathic chronic constipation, or chronic

Gastrointestinal co-morbidities
* History of major gastrointestinal surgery
(e.g., gastric bypass, short bowel)
s Family history of IBD, autoimmune
disease and colonic cancer {(French
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Donor dislama kriterleri-2

diarrhea regulatory agency)
» History of gastrointestinal malignancy or
known polyposis
s Acute diarrhea duning the last 3 months
(French regulatory agency)

Factors that can or do affect the composition of the | Factors that can or do affect the composition of

intestinal microbiota the intestinal microbiota
+ Antibiotics within the preceding 3 months +« Age = 65 years (French regulatory
+  Major immunosuppressive medications, agency)
e.g., calcineurin inhibitors, exogenous »  BMI = 30kg’/m2 (French regulatory
glucocorticoids, biologic agents, etc. agency)
s Systemic anti-neoplastic agents
Additional recipient-specific considerations Additional recipient-specific considerations
+ Hecent ingestion of a potential allergen + Metabolic syndrome
(e.q., nuts) where recipient has a known « Systemic autoimmunity, e.g., multiple
allergy to this (these) agent(s). sclerosis, connective

tissue disease

* Atopic diseases including asthma and
eczema, eosinophilic disorders of the
gastrointestinal tract

+ Chronic pain syndromes, (e.g., chronic
fatig ue syndrome, fibmmyralgia]l
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FMT uygulama yollari

Recipient Preparation and Disadvantages and | Situations
preparation administration of or risk requiring
FMT precautions

colonoscopy Large volume Large volume Anesthesia Severe colitis

bowel prep (=300ml) in one Risk of colonic Colonic distension

+ Loperamide procedure perforation Severe

before and/or requiring generally | Cost comorbidities

after procedure a sedation

Retention enema

Variable volume
of bowel prep

Small volume (
50ml) requiring 4
or 5 consecutive
days of rectal
administration

Frequent stool
losses

Patients with
diminished rectal
sphincter tone

Nasogastric or
nasojejunal tube

PPI night before
and the morning
Mo necessary
bowel prep

Generally small
volume ( 25 to
50ml) through a
nasoenteric tube
requiring a
radiological
control before
procedure

Inconfort of tube
placement

Risk of aspiration,
vomiting
Diarrhea after
procedure

Gastroparesia
Motility disorder




Endikasyonlar

* Kesinlesmis endikasyon

— Kronik Clostridium difficile enfeksiyonu
* Arastirma asamasinda

— Ulseratif kolit

— Crohn hastaligi

— IBS

— Kabizhk

— Diyabetes mellitus

— Metabolik sendrom

— Obezite



C.Difficile

Antibiyotik kullanimi sonrasi gelisen
psodomembranoz enterokolit etkeni

Literatlirde CD icin FMT ile ilgili bircok yayin
olgu serisi seklinde.

Tek yayin randomize kontrollQ

Basari (ktr) orant %98 | Oldukca yuksek
Semptomlar birkac gun icinde normale geliyor.



Healthy colon

Healthy individual

Resolution of symptoms

b Reduced gut microbia
species and diversity

Recurrent infection Ingestion
of C. difficile
spores from

) C.difficite killed but the environment
spores (iafr remain ') ...

« C. difficile spores

= germinate
— = Bloom of C. difficile
& Y N

Antibiotics

Dysbiosis of the
d gut microbiota

Development of CDI
= Severe diarrhea, abdominal pain, nausea and fever
= C. difficile toxins induce inflammation and cell death
= CDI can cause pseudomembranous colitis




Eizeman® (1958)  Joumal article 4 (341 56 (45— Flretention 1-32 Healthy adults  Severs diamhosa a4 MNane

Fenton™ (1974}  Joumal article 100/1) 57 /500 mL 1 / Marked V1{100%) None
{Canada) saline improsement
(enema) occumed and

continued to
complete
resolution of the
dlinical and
sigmoi doscopic
ahnomalities
within 4 days.




Teede™ (1989) Journal article 200 60 (59— 50 g faeces 1-2 Hushand and Patient T complete V2 (50%) Mone
(Drenmark) a0} suspended in daughter dinical recovery
500 ml saline with eradication of
{Eniema) C difficile and its
toxin after 1
infusion; Patient 2
had 2 infusions but
did not respand
(bt did respond
to a cultured
bacterial mixture)




FPatterson-7™ Letter T 39 Single daily 3 Husband o recurence of 1A000%)  None
(1954} {Australia) retention diarhoea iin

3 days
{400 mL
consisting of
200 milL stool
mixed with
200 miL saline
{Rectal tube)}

Persky™ (2000)  Joumal article  1(0/1) &0 (500 mL 1 Hushand Immediate and 1/1(100%)  Mone

(us} oontaining oomiplete

stool mixed in resolution of

saline) diarrhoea with

(colonoscopy) normal bowel

miovements that

was miai ntained

long term. Repeat

C. difficile tondn




Broody (CD Abstract 24 (MA1E) 19-59 200-300 g
SYNDROMES)®  (Australia) stool diluted
(2003) in 2000
300 mlL saine
(The
SUSpEn Sion
was infused
into the colon)
{colonosoo pe
andbor rectal
enema and/or
nas ojejunal
tube
(Combination
af
ool onoscopy
and rectal
ENEME WS
the maost
COMMon
(6%
delivery
ezt hvosed ) )
Wetts tein™ Abstract & (5410 187 200-300 g/
(2007) (Australia) 200-300 mlL
Saline with
added
psyllium
[Colonos copy
{day 1) Enema
(between 5,
10, or
24 days)]
You™ (2 008) Letter (LIS 10,00 &9 45 g/300 mL
normal saline
(Retention
enema)

Daily for 13/
24, 13%), 5
(124, 45%)
ar 10 days
(10724, 42%)

Ralatives

or unrelated
haalt by
individuals

or unrelated
haalt by
individuals

Diaughter

Eradication of C
difficile was
confimed by
negative Cd toxin
and cultture results
in 20/24 patients
(83%, P < 0.O000)
post treatment. 2/
24 unsuooes sful,
2/24 nonresponse,
(including 1724
recumant)

Eradication of C
difficile was
confirmed by
negative Cd toxin
A oor B and oulture
results in 15416
patients (93.5%) 4
—& weeks post-
treatment

The patients blood
pressure stabilised,
the leucocyte
count normalised,
and oliguria
resolved and
bath
VES0 PIESSOrs
and
continuous
VENOVENDUS
hemofiltration was
discontinued. The
patient’s bowel
function returmed,
and abdominal
distention
decreased

20/24
(3%

in 1518

11 (100%)

Maone



Keller™ (2009)

Maccanochig®™

(2009)

Rubin™ (2009)

Arkila P E2
(20100

Sitverman™ (2010

Abstract
{Netherlands )

Joumal article
(UE)

Letter (LIS)

Abstract (/)

Joumal article
{Canada)

N {-4 £

1B (14}

95)

18 -/

37 (=/=)
90}

T4/3)
88)

69 (24-

65 (30—

=100 g/300-
400 mL saline
(infusion of
sus pension of
donor faeces)
(im jejunum
(nasoduodenal
tube) or in
ooecum and
colon
FErendens
(via
colonoscope))

815 (a8 30 g faeces in

150 mL saline
(30 mL of
faecal fluid
Was

ad ministerad)
(MNa=ogastric
tube}

=30 g or
Zem/S0-
7O ml saline
(30-60 mL
U penEe )
(Na=ogastric
tube)

20-30 mL
mied with
100-200 mL
of water
(colonoscopy)

50 ml fasces
in 200 mL
zaline
(250 mlL of
faecal fluid
Was
ad minis tered)
(Retention
enema)

1 I

1 (4/5) or 2 Healthy related

{1/15) volunteers

1 Famnily
member

Successfully treated
T patients with
multiple
recumences of CON

Patients werne
symptom free. 2
no rESponses; 2
relapsed (1
responded to the
2nd FMT)

1418 ambulatony
patients are able to
return to normal
diet and activities
immediately after
the procedure

2 Related to the 34/37 (92%)

recipient

1 Family
member

patients were
oured patients had
relapse after 5
12 months after
receiving new
antibiotic
treatment and they
ot swocessful
faeces reinfusion
thereafter. One
nancuned
patient
died after 1 manth
due to the toxic
megacolon

All of the patients
werne successfully
aured

mwn
(100%)

1215
(B0%)

14416
(B75%)

(9:2%)

T (00%)

MNaone

Mane

MNaone

Naone

MNaone



Khonts* (2010)  Joumnal article
(us)

Rohlke™ (2010} Joumnal article
(U=}

Yoon™ (2010) Joumal article
{us)

Garborg™ (20100 Joumal article
{Norway)

kelly*® (2010) Alstract (US)

100,1) &1

1| (217)
B82)

12 (379
Bg)

a0 (127

12 (m
B0}

49 (29—

66 (30—

556 (19—

25 2/300 mL
zaling
(250 ml of
faecal fluid
Was
adminis tered)
(colonosoope)
=350 mL
saline (200-
300 mlL of
faecal fluid
Was
adminis tered)
{colonoscopy)

Unknown
volume faeces
in 1000 mL
saline (250
400 mL of
faecal fluid
Was
adminis tered)
{colono 5o py)

75(53-94) 5S0-100/250

zaline

200 mL of
Becal fluid
Was
administered)
[Gastroscopy
GE) or

ool onoscopy
21

&8 tablespoons

of donor stoal
was added to
1L of sterile

water (740 ml

{range S00—
960 mL) of
fBecss
suspansion

was deliverad)

{colonosoope)

1 Hushand

1 {majority} or Intimate

2 (1 patient) domestic
partners,
Tamily
members and
close friends.

1 Family
mamber ar

partner

1(34/40) or 2 Close relatives

(6,400 or other
household
membars

1 Partner ar
Tamily
member

At 1 manth after
bacteriotherapy,
stool studies were
culture negative for
C difficile

W1 00%  §

All of the patients iy ) !
in this study (00%)
intained
prolonged periods
free of symptoms
and are considered
‘cured” after
treatment with
Fasces
Rara
Reconstitution
Abzence of 1242 Mane
dizrrhosa, cramps, (100%%)
and fever. All
patients
experienced 2
durable dinica
response to fasces
trans plantation

A total of 33440
patients (4
patients respondad
to the 2nd FMT)
werne suocessfully
treated

MNaone (5
(B3%) unrel ated
3 weels to
2 months
post-FMT)

Ten have remained 1212 Mane
symptom free. Two  (100%%)
had diarrhoea after
the procedure, but
both were C.
difficila negative.

Oine responded to
treatment with a
fibre supplement
and the ather
resumed
vancomydin. MNane
hawe had a
documented
recurmence of CDY
to date



Rubin® (2013} Journal article 75 FMT 63 (6-94) -30g 1 o 2 (1 Healthyclose Fifty-nime FMT S9/75 Nane

[us) courses two {3 om®)/50-  patient) household courses resulted in - {79.7%)
(49/26) paediatric 70 ml saline member dlinical resolution
m pdier‘ds {E mu n‘f_diarhnea for a
patients)  (age & (nasogastric primary cure rate
and 8) tube. or nf?g'}a.dlarm.ea
relapsed following
gastroscope or 16 FMT courses; in
through a PEG 9 of these cases
tube) diarhoes subse-
quently resolved after
asingle course of
EMC 0N i N
{ paediatric patients:
ane expenencad a
dinical resolution
fallowing the FMT,
while the other
had a dinical
relapsa)
Trubiano'™ (2013)  Joumal article 1(1 75 30 g/70 mL 1 Hushand The C difficile- 1A000%) 91
{Australia) saline(30 mL related symptoms
suspension of wene resohied. An
donar fasces) ahdominal computed
(delivered into tomography in the
through showed no evidence
of colitis, whereas
gasirsopy) stoal cuttures for C
difficile remained
negative for culture
and toxin on days
W, 20 and 30
after transplant
Wan Mood™ (2013)  Joumal article 16 (B/B) FERE-NE] Fasres wers M316) 2 (37 Voluntesrs The infusion of 1518 Mild
{Metherands) diluted with 18) donor faeces was (94%) diarrhoea
SO0 ml of significantly maore and
sterile saline effective: for te abdomina
(0.9%) treatment of _ Ccramping on
(nasoducdend recurrent C. difficile the infusion
tube) infection than ﬂ‘l? day
use of vancomydin.
13 (B1%%) had
resolution of C.
difficile- a5 sociated

diarrhosa after the
first infusion. The 3
remaining patients
received a second
infusion with
faeces from a
different donar,
with resolution in




RESEARCH ARTICLE
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Complete Microbiota Engraftment Is Not Essential for Recovery from
Recurrent Clostridium difficile Infection following Fecal Microbiota
Tl‘ansplantation November/December 2016 Volume 7 Issue 6 e01965-16

Christopher Staley,® Colleen R. Kelly,®-c Lawrence J. Brandt,? Alexander Khoruts,®® "' Michael J. Sadowsky=.f
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Trestment Anr

FIG 5 Genus-level classification of OTUs that differed significantly between
treatment arms. Differences were evaluated by Kruskal-Wallis test at a = 0.05.
(A) Two weeks post-FMT and (B) 8 weeks post-FMT. H-FMT, heterologous
FMT; F/U-FMT, follow-up heterologous FMT; A-FMT, autologous FMT.




IBH ve FMT



LC
P

Bennet, 1
ooz
Q989)

0989}

Broody'®*
2001}

Broody'™*
2003)

and Enrcdfns'

{ITF)
2omy

Letter (USY 1 (1700
Lattar 1 ("0}
{Australia)

Joumal EXyTril
article
(Australia)

Joumal 6 (3/3)
artide

{Australia)

Ahstract 1(0/7)
(Austraia)

28 38 42 Donor stoaol

36 (35—

53)

Large-volume 1
{Emema)}

Retention )
enamas ()

Single daily
sus pended in for 5 days
200 mL saline
with one
tablespoon of
peyllium
hiusks
{retention
BnNEmas )
200-300 g 5
stool diluted
in 200—
300 mL =aline
(Retention
enema)

L !

Healthy
adults

1 Female

Unrelated
Male/1 Brother

law/3 brother

Patient symptom-
free (no bloody
diarrhoea,
Cramping,
tenesmus, skin
lesions or
arthritis) for the
first time in
1 years without
any medication

The patient appear
to be ‘cured’ by
resalution of
symiptoms
dramatidly.

Diis ap pearance of
symiptoms within
1 month,
maintained long
term wit hout
meedications.

All patients
showed complete
resolution of
symiptoms by
4 manths and
were ahle to
cease all UC
medications. No
clinical,
colonoscopic or
histological
evidence of LIC at
lang-term follow-
up.

In the months
following FMT the
patient
experienced an
ahrupt rise in her
platelet count. A
marked reduction
in UC symptoms,
passing 2-3 semi-
farmed stools
daily, without
bleading or
urgency

141 (003D

141 (00%)

32
00%)

(100%)

171 Q00



Borody, T'™  Abstract

(20M2)

Brandt'
(2012)

{Australia)

Abstract

Abstract
(us)

62 (40/22) 454 AU 1

&6 (2/4) 44 (26— Scolonoscopy, 1

73) self-
administersd
faeca
enemas}
ERTD ] =Tand <21 Boz faecal For
enemas (enema)  ower
period

5 days

1 week

First-degree
relatives,

Crverall, 91.9% of
patients
responded to
FMT. Of these
&7.7% of patients
(42,/62) achieved
complete clinical
remission, and
24.2% of patients
(15/62) achieved
partial res ponse.
The remaining 8%
(5/62) were
treatment failures.
Improvement in
CRP and ESR
comel ated with
clinical response
obsened in FMT
patients

All & of our
patients reported

] ar
otherwise
related

i/

P after
FMT. Maximal
benefit was seen
in the subgroup of
patients with
concomitant CDI
{n = 2) and newly
diagnosed UC in
the setting of
antibiotic use
{n= T FMT was
not as effective in
the 3 remaining
patients, whose
UC anset or
WOTSENing was
not associated
with CDI or
antibiotic use

Two of three
subjects achieved
clinical response
by reduction in
paediatric
ulcerative colitis
activity index
(PUCAILY of 15
points or mone.
One of them had
complets
resolution of
disease activity

Eira2
(919}

8/8
(1003}

33
(100}

Mone

Self
limiting
symptoms
from mild
to
moderate




238 g (6.7 3 (daily for Healthy The general wall- 3/5 (80
&g 3 days) adults being improved
{nasojejunal from poor to very
tube); 20 g well at week 12 in
(6 g-217 g} 2 patients. The
{enema)} stool FMT might be
was safe but activates
adminis tered a tempo rary
{nasojejunal systemic immune
tube and response
enenma)




(u] Vermeire  Abstract 40/3) 375 (29— /- (200 g) 3 Healthy Mo change or 0/4 (0%)  Transient

SEM W &0 {nasojejunal donar ceased due to not fever
tube, working, none of developed
colonoscopy} the patients in 3 out of

experienced 4 patients
clinical, bislogic ar

endoscopic




A"bove: Si

Before

e s

gmoid colon (L), terminal ileum (R)

| Sigmoid colon

Sigmoid colon

[ Curr Gastroenterol Rep. 2013; 15(8)

: 337. ]
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WILEY

Aliment Pharmacol Ther. 2018;47:67-77.

ART Alimentary Pharmacology & Therapeulics

The taxonomic composition of the donor intestinal microbiota
is a major factor influencing the efficacy of faecal microbiota
transplantation in therapy refractory ulcerative colitis

P. Kump®*? | P. Wurm?® | H. P. Grochenig® | H. Wenzl® | W. Petritsch® |
B. Halwachs®*®> | M. Wagner® | V. Stadlbauer’ | A. Eherer’ | K. M. Hoffmann® |
A. Deutschmann® | G. Reicht’ | L. Reiter’ | P. Slawitsch’ | G. Gorkiewicz** () |

C. Hogenauer*?>

FMT ye yanit veren
hastalarin donor

orneklerinin
cesitliligi daha fazla.
Figure C
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C.Difficle siperenfeksiyonu olan
IBHda FMT



muﬂ}ﬂ

f2om)
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husbands
and friends

Repeat
Clostridium
difficile PCR test
was negative.
The patient’s
abdominal pain
markedly
improved, and
her
haematochezia
resohved

Bowel
maovements
bemme less
frequent,
without
haematochezia,
and her
abdominal pain
improved and
fever abated.
Two days after
stool transfer, a
repeat £ difficile
PCR was
negative. She
successfully
resumed
Crohn’s colitis
therapy.

Able to
COMmMmence
Adalimumab.
Diarhoea
improved but
did not
completely
resolve despite
negative stool
toxin studies for
Clostridium
difficile 2 weeks
post-procedure.

Three other
patients were
treated with a
second infusion,
and all cleared
the infection
bringing the
overall success
rate to 85.7%.
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/(Colonoscopy) 1 Wife

JColonoscopy) 1 Family
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300 mLs- 1 Wite

warm water

(300 mL)
(Colonoscopy)

Stool
calprotectin
decreased
from 504 at
baseline to 76
by week 12 L
diff antigen
and toxin were
cleared by
3 weeks.
Microbiome
analysis of the
donor stool
and the
patient's stool
before and at
3 periods after
bacteriot herapy
are pending and
will be finalised
shortly.

Mo diarrhoea or
abdominal pain.

He has not had
any relapse of
COl bt still
has evidence of
active 1BD in
rectosigmoid on
colonoscopy
done a year
after FMT.

The patient
remained
symptom free
for 8 months
and was able to
stop oral
Vancomycin

without CDI

reCumenoe.
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141 UC flare
(10096}

141 MNone
(1008
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After

Terminal ileum

Terminal ileum: Terminal ileum

erosions

Terminal ileum: no
visible inflammation

[ Curr Gastroenterol Rep. 2013; 15(8): 337. ]
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Faecal microbiota transplantation versus placebo for
moderate-to-severe irritable bowel syndrome:

a double-blind, randomised, placebo-controlled,
parallel-group, single-centre trial

Peter Holger Johnsen, Frank Hilpisch, Jorunn Pauline Cavanagh, Ingrid Sande Leikanger, Caroline Kolstad, Per Christian Valle, Rasmus Goll

A
A00 =
Placebo (n=28) Active (n=55) o L ¢ ?l oo
®- Fresh transplant
Age (years) 45(34t0 57) 44 (33to 54) i Frozen transplant
Sex
300
Women 19 (68%) 36 (65%) \
Men 9(32%) 19 (35%) | T 1
IBS subtype 9
ype. 9 2004 *
IBS with diarrhoea and 15 (54%) 24 (44%) 4]
constipation (mixed) = ) 4
IBS with diarrhoea only 13 (46%) 31(56%)
Time with IBS (years) 10 (6t0 16) 10 (5 to 19) 100
IBS-S55 at inclusion 278 (223to 254) 260(226t0313)
Functional disorder 9 (32%) 14 (25%)
comorbidity* 0 T T
Total FODMAP before FMT 0.0(-4-0to0 4.7) 00(-6-9to 4.9)
(g/day)t B
Data are median (IQR) or n (%). FODMAP=fermentable oligosaccharides, 400 i
disaccharides, monosaccharides, and polyols. FMT=faecal microbiota
transplantation. *Self-reported by questionnaires at inclusion; includes fibromyalgia,
chronic fatigue syndrome, jaw pain, and pelvic pain. tCalculated from the 5-day
dietary record. IBS=irritable bowel symptom. S55=severity scoring system. 300 ) .
Table 1: Baseline characteristics \
v * *
n
w200
v 1 1
o |
s . F1
» T T
100 )
0 T T
0 5 10

Time (months)

Lancet Gastroenterol Hepatol
201/

Published Online
October 31, 2017
http://dx.doi.org/10.1016/
52468-1253(17)30338-2

FMT grubunda 36/55
(%65) vs plasebo
12/28 (%43) IBS
semptomlarinda

azalma goruldua
(p<0.05) (3.ay)

12. ayda ise FMT %56
vs plasebo %36 (NS)



Antibiyotik iliskili ishal

AAD Gustafsson
AF 1555)

Journal
article
(Moreay)

32048 2789
El0g patient}
homogenised
faeces in
ordinary
pasteunsed
cow's milk
(Enema}

20 mL containing 1 or 2 {1 Healthy adult

30 patients
were regarded
a5 clinically
normalised
within 1 week
and, in some
patients, even
after 1-2 days.
Two patients
received
additional
treat ment
because of
persistent
symptoms;
OnNE WaSs Eiven
a second
enema (day 3)
and
metronidazole
(day 8), and
the other
patient
Vanomycin
(day 4}, and
the diarhoea
ceased after 3
—4 days.

30,32 Mone
(53 89)
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Metabolic Vrize® (20123 Journal 18 (-/-) 5043 The faeces was 1 Lean healthy Insulin 1818 MNone
syndrome article covered with Caucasian sensitivity of (1009%:)
(Metherlands) sterile saline males recipients
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MNaCl) {median rate
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tube} disappearance
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min; P < 0.05)
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levels of
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produdng
intestinal

microbiota.



Ozet-CDI ve FMT

Indication

{a) Characteristics and outcomes of FMT in adults

Refractory/relapsing CDI (%)

41, 44, 60, 61, 63, T1, 761

Donor relationship

Route of faecal

instillation

Frequency
Outcomes

Close relative or household

member (%)

Healthy voluntary donors (%)

Spouse or partner (%)
Unknown (%)
Colonoscopy (%)

Masogastric tube, gastroscope or

PEG tube (%)

Enema or retention enemas (%)
Masojejunal or nasoduodenal

tube (%)

Combined two or more of these

above (%)
Unstated (%)

Success rate after FMT (%)

Mo response/recurrence
after FMT (%)
Adverse events

Adults

N = 639/833 (76.7%)
and children with refractory/relapsing CDI

382/639 (55.8)

183/639 (28.6)
60/639 (9.4)
14/639 (2.2)
320/639 (50.1)

161/639 (25.2)

52/639 (81)
17/639 (2.7)

72/639 (11.3)

17/639 (2.7)
24

580/63%9 (90.8)
62/639 (9.7)

Reported in four

Children

N = 5/1 (45.5%)

5/5 (100)
0
0
0
2/5 (40)

3/5 (60)

0
0

0

0

1-2

4/5 (80)
1/5 (20)

Only one study
reported some
self-limiting
symptoms™®

Total
N = 644/844 (76.3%)

1,13, 4, 24, 26, 30, 31, 37-

387/644 (601)

183/644 (28.4)
60/644 (9.3)
14/644 (2.2)
322/644 (50)

164/644 (25.5)

52/644 (81)
17/644 (2.6)

72/644 (.2)
17/644 (2.6)

/

584/644 (90.7)
63/644 (9.8)

/



Ozet- CDI+iBH ve FMT

Adults Children Total
Indication CDIl in IBD (%) N = 20/833 (2.4) N=1/1 (9.1) N=21/844 (2.5)
(c) Characteristics and outcomes of FMT in adults and children with CDI in IBD.?% 4% 52 1081
Danor Close relative or household 15/20 (75) 1/1 (100) 16/21 (76.2)
relationship member (%)
Healthy voluntary donors (%) 1/20 (5) 0 1/21 (4.8)
Spouse or partner (%) 4/20 (20) 0 4/21 (19.0)
Route of Colonoscopy (%) 18/20 (90) 0 18/21 (85.7)
faecal instillation
Masogastric tube, 2/20(Q10) 1/1 (100) 3/21 (14.3)
gastroscope or
PEG tube (%)
Frequency -2 1/1 r4
Outcomes Success rate 18/20 (90.0) 1/1 (100) 19/21 (905)
after FMT (%)
Mo response/recurrence 2/20 (10) 0 2/21 (9.5)
after FMT (%)
Adverse events Reported in one articles®? ! 4

FMT, faecal microbiota transplantation; CD|, Costridium difficle infection; IBD, inflammatory bowel disease; AAD, antibiotic-associ-
ated diarrhoea; PEG, percutaneous endoscopic gastroscopy.

The success means resolving C. difficile in the patients, as measured by negative stool sample enterotoxin for CDI; achieving clini-
cal remission, disappearance of symptoms or reduction in disease activity index for IBD; resolving C. difficile and improved
response to IBD medications for CDI in IBD; and resolution of symptoms for others.




Ozet-IBH ve FMT

Adults
N =108/833 (13.0) Children
(including 94 UC, 14 N=3/M (27.3) Total
Indication IBD (%) CD and 3 UC/CD) (including 3 UC) N =11/844 (13.2)

(b) Characteristics and outcomes of FMT in adults and children with IBD."> <& 4345 39 84, 65, 10207

Donor relationship  Close relative or household 10108 (9.3) 0 10111 (9.0)
member (%)
Healthy voluntary donors (%) 14108 (13.0) 0 14/111 (12.6)
Spouse or partner (%) 1/108 (1.0) 0 1/1M (0.5)
Unknown (%) 83/108 (76.9) 3/3 (100) 86/111 (77.5)
Route of Colonoscopy (%) 6108 (5.6) 0 6/1M (5.4)

faecal instillation

Masogastric tube, gastroscope 87108 (7.4) 0 8/1M (7.2)
or PEG tube (%)
Enema or retention enemas (%)  15/108 (139) 3/3 (100) 18/111 (16.2)
Combined two or more of these  16/108 (14.8) 0 16/111 (14.4)
above (%)
Unstated (%) 63/108 (58.3) 0 63/11 (56.8)
Frequency 169 5 /
Outcomes Success rate after FMT (%) 84108 (77.8) 3/3 (100) 87/11 (78.4%)
(1 patients unstated) (including (including 83
(including 80 UC, 3 UC) UC 1 CD and
1CD and 3 UC/CD) 3 UC/CD)
Mo response/recurrence after 22/108 (204) 0 22/1M1 (19.8)
FMT (%)

Adverse events Reported in two articles™ =/ /
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ORIGINAL RESEARCH

Effect of Vegan Fecal Microbiota Transplantation on Carnitine-
and Choline-Derived Trimethylamine-N-Oxide Production and
Vascular Inflammation in Patients With Metabolic Syndrome

Loek P. Smits, Ruud S. Kootte, Evgeni Levin, Andrei Prodan, Susana Fuentes, Erwin G. Zoetendal, Zeneng Wang, Bruce S. Levison,

Maartje C. P. Cleophas, E. Marleen Kemper, Geesje M. Dallinga-Thie, Albert K. Groen, Leo A. B. Joosten, Mihai G. Netea, Erik S. G. Stroes,
Willem M. de Une Stanlaul Hazran Mav Miaimawrdnarn

Table. Baseline Characteristics

Metabalic Syndrome Patients, Metabolic Syndrome Patlents, | Medabolic Syndrome Patients,
Al {r=20) Vegan Danors (=9 | P Value | Autolagous FMT (n=10] Vegan-Donar FMT (n=10] P Value

Age, y 55.048.2 3344148 0.002 | 577485 52.347.4 0.15
BMI, kg/m® 33.043.8 22.941.7 <0001 | 33840 33.9439 0.94
Pulse, bpm 65.9412.5 70.749.9 0.32 67.8413.2 63.9412.2 0.50
SBF, mm Hg 150.2412.3 130.646.2 <000 | 152.2412.5 148.2412.4 0.48
DBP, mm Hg 93.149.0 7B.9-6.6 0.001 | 93.3483 92.8410.1 0.21
Glucose, mmal/L 6.0-0.8 51403 <000 | 618208 58405 0.25
Insulin, mill/L 126.1455.3 50.9431.2 0.001 | 107.7+455 144.5460.3 0.14
HBA1C, mmolmal 37.8+4.4 34.0+3.4 0.03 387436 36.945.1 0.37
Cholestesol, mmolll | 5.3-0.8 41412 0.02 53408 53409 0.80
HOL-C, mmoliL 11402 1.340.3 0.28 12402 1.140.2 0.74
LOL-C, mmaliL 3.3+1.0 25410 0.1 31413 3.540.7 0.37
Triglycerides, mmalL | 1.30 (1.05-1.53) 0.82 (0.53-0.90) | 0.006 | 1.30 (1.06-1.57) 1.27 (1.01-1.58) 0.82
CRP, mg/mL 1.50 (0.88-4.38) 0.50 (0.40-0.80) | 0.005 | 1.80 (1.15 4.50) 1.45 (0.80-4.25) 0.65

[rata are depicied as mean=S50 or median |intenguartile range), depending on thelr distripution. P<0.05 was considered significent. BMI indicates body mass index; CRP, C-reactive pratein,
DEP, diastolie blaod pressure; FMT, fecal micnobiota transplantation; HoA e, glyeated hemoglobing HOL-C, high-density lipoprotein cholesterol; LDL-C, low-gensity lipopratein cholesteral;
5BP, systoli blood pressure.



The effect of lean vegan-donor FMT in fecal microbiota diversity and composition.
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Unlabeled plasma and urine TMA/TMAO- and d3-carnitine-derived plasma and urine metabolites:
metabolic syndrome patients vs lean vegan FMT donors, and the effect of lean vegan donor
FMT. A through C, Unlabeled plasma and urine TMA/TMAOQO data compatri...
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18F-FDG PET/CT results of lean vegan donors vs obese metabolic syndrome patients and
posttreatment changes.
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Singh et al. BMC Res Notes (2018) 11:190 BMC Research Notes

https://doi.org/10.1186/s13104-018-3293-x

Fecal microbiota transplantation @
against intestinal colonization by extended
spectrum beta-lactamase producing

Enterobacteriaceae: a proof of principle study

Ramandeep Singh'*", Pieter F. de Groot?", Suzanne E. Geerlings®, Caspar J. Hodiamont®*, Clara Belzer®,
Ineke J. M. ten Berge', Willem M. de Vos®, Frederike J. Bemelman' and Max Nieuwdorp*57#

Ekstended spektrum beta laktamaz (ESBL) tGreten Enterobacteriaceae
dekolonizasyonu icin 15 hastaya FMT uygulanmis.

Birinci seans sonrasi 3/15 (%20) 4 hafta sonrasi ikinci FMT uygulanmis, bundan
sonra 6/15 (%40) negatif bulunmus.




Table 1 Patient characteristics

# Age Sex BMi(kg/m?)® Comorbidity ESBL-Producer  ESBL-neg.” ESBL-neg. Donor FMT1  Donor FMT 2
after 1st FMT®  after 2nd FMT

1 58 M 19 ESRD?, PD®, CVD' E. col® Y - 1 -
2 47 M 27 Tetraplegia, rUTI" E. coli N - 1 -
3 65 M 25 Renal T/, rUTI E. coli N N 1 1
4 61 M 24 rUTI K.p N - 1 ~
5 29 F 35 ruTl E. coli N Y 1 2
6 56 F 28 RUTI E. coli N N 1 2
7 70 F 28 Renal Tx, rUTI K. p, E coli N N 1 2
8 59 F 20 Renal Tx, rUTI, HBV*  E coli Y - 1 -
9 61 F 28 rUTl E. coli N Y 1 1
10 57 F 26 ESRD, rUTI E. coli N - 2 -
11 76 F 23 ruTl E. coli Y - 2 -
12 70 M 24 Renal Tx, rUTI, T2D E. coli N - 1 -
13 59 F 29 Renal Tx K.p N N 1

14 58 F 36 ruTl E. coli N Y 1 2
15 21 F 24 ruTl E. coli N - 1 -

? Body mass index, © extended-spectrum beta lactamase producer-negative, “ fecal microbiota transplantation, d end-stage renal disease, ® peritoneal dialysis, |
cardiovascular disease, 9 Escherichia coli, " recurring urinary tract infections, ' transplant, ! Klebsiella pneumoniae, * Hepatitis B virus,' type 2 diabetes. Patient 7 had
{only) K. pneumoniae before the 1st FMT and (only) E. coli before the second FMT
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Fig. 1 a Percentage of responders after one and two FMTs, b PCA-plot showing microbiota composition of donors and recipients before and after
FMT. € Microbial diversity d Microbiota of responders and non-responders. The black square encloses all responders




Sonuc

FMT CDI icin basarisi kabul edilmis bir

tedavidir
Diger alan
genis Olce

larda sonuclar degisken olup, henlz
<li calismalar yok denecek kadar az

Sorun muhtemelen kisiye 6zgl mikrobiyota ve

bunun tec
tani yonte

aviyle nasil degistigini gdsterecek
mlerinin yaygin olmamasi

Ancak gelecekte etkili bir tedavi olmasi
muhtemel.



