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Mikrobiyotanin ilk bakterileri

l
Konak epitelyumunda mukus yapi (adezyon bédlgeleri)
farklilklar:

l

Mikrobiyotayi olusturacak diger mikroorganizmalar ve
kendisi igin yasanabilir bir ortam olusturmak
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Neonatal dsnemde cocugun genetik yapisina bagl olarak barsak
epitel ylzey yapisindaki misin bakteri igin reseptor gorevi
yapmakta ve bu reseptaorlere uygun kolonizasyon gelismektedir =
Her kiginin kendine ait mikrobiyota (parmak izi)

Mikrobiyotanin olusum sireci;

o Tlk kolonize olan bakterinin glikozidaz aktivitesine bagl olarak yiizey
yapidaki diizenlenmeler olusur= hangi mikroorganizmanin bu bdlgede
olacagina karar verir.

e Diger bir sekil konak ve bakteri arasindaki iletisimdir. Olusmus
bakteriyel flora konak hiicreye sinyal iletiminde bulunarak hiicre
glikoziltransferaz aktivitesini degistirir ve musin yapisindaki
karbonhidrat degisimine bagl olarak kolonize olacak bakteri belirlenir.

Buradaki degisime bagli olarak kommensal veya patojen
mikroorganizma kolonizasyonu olusur.

Kisinin hayat boyu olusacak GIS ve Immiin fonksiyonlarinin
belirleyicisidir



Saglikli konakta, gesitli mikrop popiilasyonlari dengeli bir ekosistem olugtururlar.

Eriskin Intestinal Mikrobiyota

/5 400 Tir (Yapilan RNA sekans sonucu 500-2000 ttiir)

/5100 Trilyon -1 Katrilyon germ
/1.5 kg Mikroorganizma
2/ Gaita grami igin > 108 bakteri

2/ 56IS mikrobiyotasi 5 bakteri ailesinden olusur,

Bacteroidetes

Blautiaspp.

Bacteroides spp.
Prevotella spp.
Xylanibacterspp.

Actinobacteria
Protecbacteria
Bifidibacteriumspp.

Propionibacteriurmspp. Eschrichia coli

Firmicutes

Clostridiumspp.
Eubacterium spp
Roseburia spp.

Clostridium spp.
Ruminococcusspp.
Faecafibacteriumspp.

Lactobacifius spp.

Verrucomicrobia

Akkermansia spp
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Mikrobiota gerekli midir,
ekosistemdeki davranis sekli?
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Insan mi kroorganizmdwjl-ardan olusan bir cevrede
yasamaktadir.

Mikrobiyotadan ari hayvanlarin yasayabildikleri gésterilmis
olmasina karsin mikrobiyotasi olan ayni tirler arasinda ciddi
farkhliklar gostermektedir.

Mikrobiyotadan ari hayvanlarda;
e Cekum distande ve mukoza cok ince,

e Epitel mitotik index ve hiicre yenileme hizi belirgin
azalmis,

o Intestinal gecis siiresi azalmis,
» Yasamsal onemi olan bircok maddenin sentezi bozulmus.

o Immiin sistemde bozulma;

« GALT ve antikor lUretiminde defekt (Hicresel lenfoid folekiil =
payer plaklari , mezenterik lenf nodlarinda plazma hiicrelerinde
azalma).

 Lamina propriada incelme
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» Fermantasyon (blyik polisakkarid, bazi
oligosakkaridler, emilmeyen seker, konak tarafindan
olusturulan karbohidratlar) — hidrojen,
karbondioksit, ethanol, kisa zincirli yag asitleri =
bitirik, propionik ve asetk asit

e Sentez (vitaminler),
e Absorbsiyon (kalsiyum, magnezyum ve demir)

* Epitelyum hicrelerinin proliferasyon ve
diferensiasyonu (Putresin, spermidin gibi
poliaminler),

* Patojenlere kars:
e immun sistemin homeostazi
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Immin sistem tzerine etki

Insan immiin sisteminin % 80 -85 i GIS de
dizenlenmektedir.

Mikrobiyota bakterileri GIS de birbiriyle igi
ice ge¢mis dogal ve edinsel immdnitenin
dizenlenmesinde etkilidirler.

* Dogal imminiteyi intestinal epite hicreleri
ve mukus tabaka olustururken,

* Edinsel immiiniteyi T ve B hiicre sentezi ve
differansiyasyonu olusturmaktadir.
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Intestinal Ekosistemde Dengelerin Bozulmast
(Disbiyosis)

Patojen mikroorganizmalar hizla Grer.
e Ishal

 Bagirsak duvarini musin yapiy! bozar
- Bagirsagin gegirgenliginin artmasina neden olur. ‘leaky gut syndrom’.
Barsak limenindeki bakteri kolaylikla transloke olur,

Paneth hiicreleri tarafindan iretilen terofil faktor ve defensin gibi
anti bakteriyellerin yapiminda bozulma.

Yeteri kadar sindirilmemis yiyecek maddeleri ve nétralize edilmemis
toksinler kan dolasimina geger.

Bagisiklik sistemi yeteri kadar sindirilmemis protein parcaciklarina
karsi agiri bir sekilde uyarilir = otoimmiin hastaliklar

- Sindirim yapici enzimler (amilaz, laktaz, lipaz vb) azalir, yiyecek
pargaciklari iyi sindirilemez.

- Birgok vitamin ve mineral ve aminoasitin bagirsaktan kana gegmesi
bagirsak hiicrelerinde bulunan tastyici proteinlerin sayesinde olur =
besleyici maddelerin kana ge¢mesi bozulur

* Fizyolojik enflamasyon — patolojik enflamasyon
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Mikrobiyotanin kronik bozukluklar: ile
birlikte gorilebilen hastaliklar



GI sistem

C. difficile enf. yatkinlik
Kolelityazis

Idiyopatik kabizlik
Hepatik ensefalopati
IBS

IBH

FMF
Kolorektal ve gastirik kanser ve lenfomalar
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GI sistem dis!

Imminolojik
Astim,
Atopi ve egzama,
Otoimmin hastaliklar
Saman nezlesi
ITP

Lokomotor sistem
Artrit
Fibromiyalji
Myoklonus distoni

Metabolik

Diabetes melitus ve insulin
direnci

Tiroidit
Karacigerde yaglanma
Hiperkolesterolemi

Metabolik sendrom
Obesite

Pankreas yetersizligi
Iskemik kalp hastaig
Bobrek tasi (Oxalic asit)

MSS

Otizm,

Kronik yorgunluk sendromu
Emosyonel durum bozuklugu
Multipl skleroz,

Parkinson hastalig
Sizofreni,
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Bozuk mikrobiyotanin
dizenlenmesi mimkin mu?
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Mikrobiyotay: diizenleyen girigimler
Probiyotik

Canllarda Intestinal eko sistemin kurulmasinda ve korunmasinda, Patojen
mikroorganizma enfeksiyonlarina karsi koruyucu veya tedavi edici amagla
verilen yasayan mikroorganizmalardir.

Prebiyotik

GI mikrobiyata kompozisyonu ve/veya akftivitesi lizerine olumlu yonde
degisiklikler olusturabilen segilmis fermente edilmis maddelerdir.

Simbiyotik
Prebiyotik ve Probiyotiklerin kombinasyonu ile olusturulmus GIS
fonksiyonlar: lizerine etkili karigim

Antibiyotik

Selektif olarak parazit, anaerop,gr. (-) ve Gr. (+) bakterilere etkin
antimikrobiyal tedeavi

Fekal Mikrobiyata Transplantasyonu



Fekal mikrobiyata transplantasyonu

’

Bu kaﬁar“si’nék'ydmf&c’)r- olamaz!...
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Tanim

Saglikl bireylerden alinan gaitanin siispansiyon haline
getirilerek lavman, nazoduodenal/nazojejunal sonda
veya endoskopik yontem ile hasta bireyin intestinal
limenine verilmesi islemi.

(Fekal bakteriyoterapi, Fekal mikrobiyata transplantasyonu,
Gaita transfiizyonu)



Tarihce

4. ylizyilda
* Gaita materyali ilk kez, gida zehirlenmesi ve ciddi
diyareli hastalarda, agiz yoluyla "Sari Corba” adiyla
Cin'de verilmistir .
17. ylzyilda
e Veteriner tibbinda kullaniimistir
20. ylizyilda

» Insanda modern tipta ilk kez 1958 yilinda Eiseman
ve arkadaslari tarafindan kullanilmistir.
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Donor nasil secilmeli

Hikaye .
. Son 3 ay iginde antibiyotik ve PPI - d,f?!S';' ;‘ez*f
kullanmis mi? . C. difficile toksin

2. Diski kiiltird

. Son 3 ay iginde sagliksiz kosullarda 3. Diskida parazit

piercing veya dovme yaptirilmis mi?

4 e , 4. Gierdia antijen
. Flora dlizensizligini gostercek: : 2
G) Kr'onik IShalg 9 5 H p}//Of'/ dlSkl anflJen

6. Cryptosporidium antijen
SR /. Isospora (asit fast)

c) Kolorektal polip veya kanser 2 b

d) Immiinyetmezlik
e) Morbid obez

f) Metabolik sendrom Serolojik test
g) Atopi 1. HAVIgM
h) Kronik yorgunluk sendromu 2. HBsAg, Anti HBs
. Gida allerjisi olan donor allerjisi 3. HCVAg
oldugu gidalar1 5-7 giin 6ncesinde 4. HIV tipl-2
yemis mi? 5. Sifiliz
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FT protokol nasil olmali?

Alici

islem oncesinde laksatif ve/veya purgatiflerle yiiksek
lavman yapilmasi

2-3 glin oncesinde antibiotik kullaniimali
Bazi olgularda PPT verilir
Islem éncesi loperamid baslanmali

Donor
Islemden énceki gece hafif bir laksatif almasi énerilir

Alinan fegesin ilk 8 saat iginde aliciya verilmesi
gerekir

Brandt LT ACG Meeting Oct. 2012
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1 Transplantasyon basamaklari

Sizilmeli

50-60 gr Tercihan taze 200-300 gr feges
feges Imal 250 ml SF
, 250 ml SF oimal.
B Donmusla arasinda
En ideal sulandirici

ciddi bir fark yok

70.09 NaCl

Transoplantasyon b ———
sonrasinda en az 6 saat® .
sireyle fecges :
limende kalmali Il
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“Kullanim yolu ve siklig

Kullanim yolu
e %75'inde lavman ve kolonoskopi
 7%25'inde nazogastrik/duodenal sonda yontemi

e Kullanilacak yol tedavi endikasyonuna gére
belirlenebilecegi gibi kolon yolu en kullanighsidir.

Kullanim sikhgi hastaligin ciddiyetine gore 1 kez,
haftada 1 kez olmak tizere 5-6 kez
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Avantajlari Dezavantaj
Bozulan Estetik olmayan bir
mikrobiytanin hizla islem
diizeltilmesi Enfeksiyon bulas
Maliyetin disuk riski
olmas! Kolonskopi ve NG

Etkinligi %90'a kadar ~ komplikasyonlari
Hizl bir sekilde etki Distansiyon
gostermesi Bulanti



an etkileri

Erken donemde
e Hafif
- Abdominal huzursuzluk
gigkinlijg .
az gegirti
Isha? -
Kabizlik
egici ates
iddi
Endoskopi komplikasyonlari
Sedatasyon sirasinda aspirasyon
Translokasyon
Periton diyalizili hastalarda peritonit
.+ IBD alevlenmesi
Ileri evre
e Latent enfeksiyonlerin bulagmasi .
* Mikrobiyata iligkili kronik hastaliklarin (obesite,
diabet,ateroskleroz,IBD, kolon kanseri, nonalkolik KC. Hst.,
e IBS,astim, otizm gibi) tetiklenmesi

ooooo(’\ooooo
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FMT yi diger replasman tedavisinden ustiin
kilan nedir?

Dogal mikrobiyata ile uyumlu kombinasyon

Protein, safra tuzlari ve vitamin gibi ek maddeler:i
Icermesi



GIS Hastaliklarinda kullanimi



C. Difficile enfeksiyonlart

ANES THE INTERMATIONAL [OURMAL OF
SYSTEMATIC REWVIEW CLINICAIL PRACTICE
Faecal microbiota transplantation for Clostridium difficile E» Sl

infection

M. Dodin, D. E. Katz

Internal Medicine Department,
Review criteria Shaare Fedek Medical Center,
derusalem, 1srael

SUMMARY

Purpose: To review the current clinical literature regarding the use of fecal micro- Clostridium difficile infection and fecal transplan -

biota transplantation (FMT) for severe and recurrent Clostridiusn difficile disease o o s re (5] IR S s, L Correspondence to:
(CDAD). Background: Closrriditsm difficile (. difficile) is a gram positive, spore FATEiE, [l ERaEl et Ha , s R 2 David E. Katz, Intermnal Medicine
forming bacteria, and an important nosoccomial pathogen causing healthcare associ- i Department, Shaare Zedek
ated diarrhoea in hospitalized patients in dewveloped and dewveloping countries. Dur- Message for the dinic r‘:':ifal Center, lerusalem,
ing the past several years, CDAD has become more frequent, severe, refractory, and Fecal microbiota transplantation should be con- Tel.: +07226464124
more likely to relapse. It has become apparent that . difficile is no longer just a siderad for patients with severa recurrent Fax: +97 226463489
nosocormial infection, with a rising rate of infection in populations not previously hostridium difficile infection Email: dkatz@szme. ang.il
affected. Standard treatment regimens and new medications exist, but recurrence

rates are high. Methods: Using Pubhded, we conducted a Boolean search with

the following medical subject headings (MeSH): Clostridiun difficile infection and Disclosure

fecal transplantation or recurrent . difficile infection. Ve restricted the search to Maone.

human studies, published in English, between 2011 through June 1, 2013,
Results: There wwere 104 publications identified. Of those related to FMT, there
weere 20 clinical reviews, B case reports, 3 clinical trials {(one, a randomized control
trial), and 1 meta-analysis. Since 1958 there hawe been 36 published reports of
FPAT for & difficile infection (CDI) representing 5832 patients. Success rates were
higher when FRMT was administered wia colonoscopy (representing the majority of
patients, 79.2%). The owverall success rate for FPMT, regardless of administration
method, was 80—98% . Conclusion: Fecal microbiota transplantation attempts to
restore the normal microbiome of the colon, and has achieved a cure rate reaching
more than 20%. Mounting evidence supports the utility of FPRT for severe and
recurrent cases of CDI. Barriers that will need to be addressed are patient percep-
tions and fears, standard protocol development, and further clinical trials.

+2011-2013 yillar: arsinda FMT ile tedavi edilen immiin
kompetan hastalarin timinde % 80-98 basar!



Studies reporting FMT in immunocom promised patients.

Author Year

Toral numiber
of 1C partients
reated

Reason for
HMUnNncGs Uppress ion

Aas er al. 2003 [74)

Rubin er al. 2003 [101,112]
Parhak et al. 2013 [112])
Trubiano etr al. 2014 [10G])
Kelly et al. 2014 [107)
MNeemann et al. 2012 [100])
Ehlermann et al. 2014 [105])
Firedman-Moraco et all 2014 [ 103 )
Kelly et al. 2014 [107]
Parthak et al. 2014 [112])
Elopre er al. 2013 [102])
Kelly et al. 2014 [107)
Schunemann et al. 2014 [ 104]
Aas er al. 2003 |[74)
Duplessis et al. 2012 [11 3]
Hamilton et all 2012 [94]
Zainah et al. 2012 |1 14])
Wettstein et all 2013 [115)
Parhak et al. 2014 [112]
Kelly et al. 2014 [107)
Quera et al 2014 [111])

-
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IBD

Immiin suprese hastalarda fulminan ve rekiirren CD enfeksiyonlarinda ayni etkinlik elde edilmesine kargin
donor segimi, komplikasyon ve yan etkileri agisindan dikkatli olunmalidir.

Di Bella S, et al J Infect Chemother (2015)



[CME ]
Guidelines for Diagnosis, Treatment, and Prevention of

Clostridium difficile Infections

Christina M. Surawicz, MDD, Lawrence J. Brandt, MIDD?, David G. Binion, MID?, Ashwin IN. Ananthakrishnan, MD, MPH®, Scott R. Curry, MID*,
Peter H. Gilligan, PhD*°, Lynne V. McFarland, PhID7*%, Mark NMellow, MD* and Brian S. Zuckerbraun, MDD

Am ] Gastroenterol 2013; 108:478-498,;

Table 1. Summary and strength of recommendations

Diagnostic tests
1. Onky stools from patients with diarrhea should be tested for Clostridicum o fifficife. (Strong recommendation, high-guality evidence)

2. Mucleic acid am plification tests (NAAT) for C. oifficife toxin genes such as PCR are superior to toxins A+ B ElA testing as a standard diagnostic test for
CDl. (Strong recommendation, moderate-guality evidence)

3. Glutamate dehydrogenase (GDH) screening tests for C oifficife can be used in two- or three-step screening algorithms with subsequent toxin A and B EIlA
testing, but the sensitivity of such strategies is lower than MNAATs. (Strong recommendation, moderate-quality evidence)

4. Repeat testing should be discouraged. (Strong recommendation, moderate-quality evidence)

5. Testing for cure should not be done. (Strong recommendation, moderate-guality evidence)

Management of mild, moderate, and severe CDI

6. If a patient has strong a pre-test suspicion for CDIl, empiric therapy for CDIl should be considered regardless of the laboratory testing result, as the
negative predictive values for CDIl are insufficienthy high to exclude disease in these patients. (Strong recommendation, moderate-quality evidence)

7. ANy inciting antimicrobial agent{(s) should be discontinued, if possible. (Strong recommendation, high-guality evidence)

8. Patients with mild-to-moderate CD| should be treated with metronidazole 500 mg orally three times per day for 10 days. (Strong recommendation,
high-quality evidence)

9. Patents with severe CD| should be treated with vancomycin 125 mg four times daily for 10 days (Conditional recommendation, moderate-quality evidence)

12

13.

Failure to respond to metronidazole therapy within 57 days should prompt consideration of a change in therapy to vancomycin at standard dosing.
(Strong recommendation, moderate-gquality evidence)

For mild-to-moderate CD| in patients who are intolerantallergic to metronidazole and for pregnant/breastfeeding women, vancomycin should be used at
standard dosing. (Strong recommendation, high-guality evidence)}

In patients in whom oral antibiotics cannot reach a segment of the colon, such as with Hartman’™s pouch, ileostomy, or colon diversion, vancormycin
therapy delivered wia enema should be added to treatments abowve until the patient im proves. (Conditional recommendation, low-quality evidence)

The use of anti-peristaliic agents o control diarrbhea from confirmed or suspected CDI| should be imited or avoided, as they may obscure sym ptoms and
precipitate complicated disease. Use of anti-peristaltic agents in the setting of CD|l must alhways be accompanied by medical therapy for CDIl. (Strong
recommmendation, low-guality evidence)}

Management of severe and complicated CDI

14.

15.
16.

17.

18.

Supportive care should be delivered to all patients and includes intravenous fluid resuscitation, electrolyte replacement, and pharmacological venous
thromboerm bolism prophwvlaxis. Furthermore, in the absence of ileus or significant abdominal distention, oral or enteral feeding should be continued.
(Conditional recommendation, low-guality evidence)

CT scanning of the abdomen and pelvis is recommended in patients with complicated CD|. {(Conditional recommendaton, low-quality evidence)}

Wancomycin delivered orally (125 mg four times per day) plus intravenous metronidazole (S00mMg three times a day) is the treatment of choice In
patients with sewvere and complicated CDIl who hawve no significant abdominal distention. (Strong recommendation, low-guality evidence)

Wancomycin delivered orally (500 mg four times per day) and per rectum (S5S00 mg in a volume of 500 ml four times a day) plus Intravenous
metronidazole (500 mg three times a day)} is the treatment of choice for patients with complicated CD| with ileus or toxic colon and/or significant
abdominal distention. (Strong recommendation, low-quality evidence)

Surgical consult should be obtained in all patients with complicated CDIl. Surgical therapy should be considered in patients with any one of the
following attributed to CD|: hypotension requiring vasopressor therapy: clinical signs of sepsis and organ dysfunction (renal and pulmonary ) mental
status changes; white blood cell count =50,000 cells/ul, lactate =5 mmol/l; or failure to iMprove on Mmedical therapy after 5 days. (Strong recommmenda-
tion, moderate-quality evidence)

Management of recurrent CDI1 (RCDI1)

19.

20.

21.
22,

The first recurrence of CDl can be treated with the same regimen that was used for the initial episode. If severe, howewver vancomycin should be used.
The second recurrence should be treated with a pulsed vancomycin regimen. (Conditional recommendation, low-guality evidence)

If there is a third recurrence after a pulsed vancomycin regimen, fecal microbiota transplant (FMT) should be considered. (Conditional recommendation,
moderate-guality evidence)

There is hmited evidence for the use of adjunct probiotics to decrease recurrences In patients with RCDI. (Moderate recommendation, moderate quality evidence)

MNo effective immunotherapy is currently available. Intravenous iIMmmune globulin (IVIG) does not hawve a role as sole therapy in treatment of RCDI.
Howewer, it may be helpful in patients with hypogammaglobulinemia. (Strong recommendation, low-quality evidence)

Management of patients with CDI and co-morbid conditions

23.
2.

25.

Al patients with IBD hospitalized with a disease flare should undergo testing for CD1. (Strong recommendation, high-guality evidence)

Aarmbulatory patients with | BD wiho dewvelop diarrhea in the setting of previously quiescent disease, or in the presence of risk factors such as recent
hospitalization, or antibiotic use, should be tested for CDI. (Strong recommendation, moderate-quality evidence)

Imn patients who have IBED with sewvere colitis, simultaneous initiation of empiric therapy directed against CD'| and treatment of an IBD flare may be
required while awaiting results of C. avfficilfe testing. (Conditional recommendation, low-guality evidence)
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Kabizlik

e Kr. Konstipasyonlu hastada kolonoskopik veya
lagman ile FMT sonrasinda;

« %89 unda defakasyon periyodu, siskinlik ve abdominal
agrida dizelme

« %60 inda laksatif kullanmadan normal diskilama (9-19 ay
sonra)



—

IBS

Kabizhgin baskin oldugu IBS hastalarinda
o Sulfat tiiketen bakteri?
» Metanojen bakteri (Methanobrevibacter SmithinT

(Chassard, C. Aliment Pharmacol Ther. 2012:35(7):828-38)
(Kim, G. Dig Dis Sci. 2012;57(12):3213-8)

e 55 IBS hasta;
« 20 (36%) Tam tedavi
« 9 (16%) semptomlarda azalma
- 26 (47%) yanitsiz

(Borody, T.J. Med J Aust. 1989,15;150(10):604)

o Refrakter IBS (9 IBS-diare, 3 IBS-kabiz, 1 IBS-miks),

+ %70 hastada semptomlar kaybolmus;
%72% abdominal agri,
%69% barsak aliskanhginda diizelme
%67 dispepsi
%50 siskinlik
%42 gaz ¢ikarma sikayetleri

%46 yasam kalitesinde diizelme
(Pinn, D.M. Am J Gastroenterol.2014;109(11):1831-2)
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Immiin sistem iliskili GIS
hastaliklar: ile flora bakteri iligkisi
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IBH

IBH lari agizdan rektuma kadar herhangi bir bolgeyi
tutabilen Chron veya sadece kolonu tutan Kolitis llseroza
seklinde ortaya ¢itkmaktadir.

Son yillarda gelismisg lilkelerde insidansi T = Cevresel
faktorler—barsak florasinda bozulma.

o Antibiyotik kullaniminin aktivasyon olusturmasi

 Florada patojen bakteri/kommensal bakteri oranlarinda
degisme;
- Firmicutes ve Bacterioidetes miktarinin ¥, E.coli, Campylobacter
ve M. avium 1

- Faecalibacterium prausnitzii, inflamatuar sitokin miktariy anti-
enflamatuar etki— aktif kolity

 Bacteriodes fragilis; Simbiyozis faktor (Polisakkarid A), TLR 2
yolunun aktivasyonu ile IL-10 dretim ve T, indiksyonu



Study Disease | Patients (n) | Disease Severity FMT Delivery | FMT Frequency Follow-Up
Bennet et al®® UC 1 Severe Enema Multiple times 6 months
Borody et al”” UC,CD | 2 Active — — 1-12 months
Borody et al’® uC 3 In remission Enema Daily for 5 days 8-28 months
Borody et al™? UC 6 Severe Enema Daily for 5 days 1-13 years
Borody et al* IBD 3 Refractory disease Enema Daily and weekly 1-4 years
Borody et al*! uC 1 Relapsing — — —
Vermeire et al™® CD 4 Refractory disease NJT 3 times within 36 hours 2 months
Kunde et al* UC 10 Mild-moderate Enema Daily for 5 days 6 weeks
Kellermayer et al** | UC 4 Refractory disease Colonoscopy | — >5 months
Kump et al* uUC 6 Refractory disease Colonoscopy | Once 1 year
Angelberger etal®® | UC 5 Severe NJT, enema Daily for 3 days >1 year
Kao et al* IBD 1 Moderate-severe Colonoscopy | 3 times at weeks 0, 4, and 10 2 months
Landy et al® UC 5 Refractory pouchitis | NGT Once 4 weeks
Zhang et al® CD 16 Refractory disease Gastroscopy Once 1 month
Suskind et al*®® CD 9 Mild-moderate NGT Once 6 weeks
Damman et al’ UC 8 Mild-moderate Colonoscopy | Once 12 weeks
Vaughn et al* CD 9 Active Colonoscopy | Once 12 weeks
Suskind et al®® CD 9 Mild-moderate NGT Once 12 weeks
Moayyedi et aF” | UC 75 Active Enema Weekly for 6 weeks 7 weeks
Rossen et al*® UC 37 Mild-moderate Nasoduodenal | 2 times at weeks 0 and 3 12 weeks
‘Remisyon %45
%61 CD,
%22 UC

Colman R.J, J Crohns Colitis. 2014, 8(12): 1569-1581
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GIS disi hastaliklar ve flora

iliskisi



Extra-intestinal disorders

Ref.

Publication year

Study type

Metabolic diseases

Metabolic syndrome
Obesity

Type 2 diabetes mellitus
Cardiovascular diseases

Non-alcoholic fatty liver

Neuropsychiatric disorders
Parkinson’'s disease
Multiple sclerosis
Myoclonus dystonia
Autism

Chronic fatigue syndrome
Autoimmune disorders
ITP

Arthritis

S5 and SLE
Hashimoto's thyroiditis

Allergic disorders
Atopy
Asthma

Extra-intestinal tumors
Mammary tumors

Hepatocellular carcinoma
Lymphoma

Vrieze et al'®!
Turnbaugh et al™!
Armougom et a

Schwiertz et al™
(53]

ji561

Greenblum et al
Parks et al™
Qin et al™
Wang et al™
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Metabolik hastaliklar

Diyabetik hastalarda;

 Bitirat Ureten intestinal mikrobiyata (Roseburia intestinalis,
Eubacterium ballii, Faecalibacterium prausnitzii) miktarinin artmasi
ile insulin duyarlilig arasinda dogru oranti var.

Kardiyovaskiile hastaliklarin onlenmesi

e Enterohepatik dolagim lzerine etki ile plazma serbest safra asit
miktarinin artmasi
o Intestinal lipid uptake { sonucu plazma kolesterol seviyesinin
azalmasi
Obesite;

o Firmicutes/Bacteriodetes oranlarindaki degisim
« Kisa zincirli yag asit miktarini arttirarak,

- Hipotalamis-hipofiz-adrenal aksina mikrobiyata norepinefirin ve
triptofan lizerinden etkileyerek kalori alimini etkilemektedir.

Non alkolik yagl karaciger:;

» Intestinal disbiyozis sonucu bozulan bariyer ile olugan
translokasyon, kronik hepatik hasar olusmaktadir.
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* C albicans hakimiyeti allerjik hastaliklarin ciddiyetini T, Clostridiumiar

kan IgE seviyesini T, Mycobacterium vaccae {

* Vancomycin kullanimi T, streptomycin etkilememkte




TLR 4 ve kisa zincirli yag sait reseptor GPR43
defektli farelerde olusturulan astim modellerinde
enflamasyonun artmis olmasi =direk mikrobiyal
etkinlikden daha gok mikrobiyal metabolit veya
trdnlerin allerjik yanit Gzerine etkin olabilecegini
digiindirmekte
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Naropisikiatrik hastaliklar

Parkinson hastaligi;

 Parkinson hastaliginin baslangicinda ve devaminda kronik
konstipasyon

e Uzun siire antibiyotik kullanan hastalarda parkinson geligimi ve
semptomlarin siddetlenmesi

e Disbiyozise neden olan durum ortadan kalkinca semptomlarin
diizelmesi veya kaybolmasi

Multipl skleroz

» Disbiyozise bagli kronik ishal veya diyareli MS hastalarin floranin
diizenlenmesi sonrasinda MS semptomlarinin azaldigi veye
kayboldugu gosterilmistir.

Otizm;

» Florada Clostridium ve Ruminococcus spp. baskin olmasi ile anlamli
bir iliski saptanmigtir.
e FMT veya probiyotik takviyesi ile semptomlarin diizeldigi
goridlmustur.
Kronik yorgunluk sendromu
o £ colilerin ciddi miktarda azaldigi gosterilmistir
e FMT den uzun donemde ciddi yarar saglanmistir (%70)
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Romatoid Artrit

Periodontitis ile iliskili Porphyromonas gingivalis in
baskin oldugu oral flora ile erken donem RA
arasinda iliski bulunmustur.

(de Pablo, P. J Rheumatol.2008;35(1):70-6)
(Scher, J. U.Arthritis Rheum.2012;64(10):3083-94)
(de Aquino, S. 6. J Immunol.2014 May 1:192(9):4103-11)

RA |1 hastalarin mikrobiom analizleri sonucunda
Lactobacillus spp. baskin olarak bulunmustur.

(Vaahtovuo, J.J Rheumatol.2008;35(8):1500-5)
(Rogier, R.J Immunol Res.2015;2015:527696)
(Liu, X. Curr Microbiol.2013 Aug;67(2):170-6)
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Antibiyotik direnci lizerine e’rkn

Clinical Infectious Diseases —

Fecal Microbial Transplants Reduce Antibiotic-resistant
Genes in Patients With Recurrent Clostridium difficile
Infection

Braden Millan,"® Heekuk Park,™®

'Department of Medicine, University of Alberta, Edmonton, and “Lallemand Health Solutions, Montreal, Quebec, Canada

Tekrarlayan CD enfeksiyonlarinda artan ¢oklu antibiyotik gen artisi FMT
sonrasinda diserken buna Bacteroidetes ve Firmicutes artisi ve Proteobacteria
azaligi eglik etmesi patojen bakteri eradikasyonunun roliinin 6nemli oldugunu

distndiurmektedir.

Naomi Hotte," Olivier Mathieu.? Pierre Burguiere,z Thomas A. Tl:lmpkins,Z Dina Kao."" and Karen L. Madsen™"”

1 2 % 1 Reduction of Antibiotic Resistance Genes
in In’res‘rmal Mlcr'oblo’ra of Pa’nen‘rs With Recur'r'en‘r Clostridium difficile Infection After
Fecal Microbiota Transplantation. 2016 Sep 1;63(5):710-1.

DNA microarray ile 354 olan antibiyotik direng geni 85 e inmistir.
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BHK (Bilim Hiikmiinde Kararname) 1: "Agzina Sigarim” artik kiifir degil
bir tedavi yontemidir .



