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Figure 1: Comparison of IBD and IBS and shared symptoms.?



Czestosc¢ wystepowania IBS u pacjentow
w remisji IBD

2-35%

Meta-Analysis > Lancet Gastroenterol Hepatol. 2020 Dec;5(12):1053-1062.
doi: 10.1016/S2468-1253(20)30300-9. Epub 2020 Oct 2.

Prevalence of irritable bowel syndrome-type
symptoms in patients with inflammatory bowel
disease in remission: a systematic review and meta-
analysis

* Wystepowanie objawow IBS w remisji IBD jest zrdznicowane, w zaleznosci od definicji remisji

* Jednak nawet przy bardzo Scistych kryteriach remisji endoskopowe;j i histologicznej okoto 1/4
pacjentéow ma nadal objawy IBS

* S3 one czestsze u pacjentdw z chorobg L-C niz WZJG i mogg by¢ zwigzane ze wspodtistnieniem
zaburzen psychologicznych

Fairbrass, K.M.; Costantino, S.].; Gracie, D.J.; Ford, A.C. Prevalence of irritable bowel syndrome-type symptoms in patients with inflammatory bowel disease in remission: a ic review and meta-analysis. Lancet Gastroenterol Hepatol. 2020;5(12):1053-1062. doi:10.1016/52468-1253(20)30300-9

Halpin, S.].; Ford, A.C. Prevalence of symptoms meeting criteria for irritable bowel syndrome in inflammatory bowel disease: systematic review and meta-analysis. Am | Gastroenterol. 2012;107(10):1474-1482. doi:10.1038/ajg.2012.260
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* Rifaksymina-a jest skuteczna w leczeniu SIBO w
nieaktywnej postaci Choroby Crohna

e Sugeruje to mozliwosc¢ kontroli objawow w okresie
remisji

* Efekty byt stabszy po miesigcu - to moze sugerowac
koniecznosc¢ terapii cyklicznej ?



Medicine
 OPEN |

IObservationaI Study

Does rifaximin offer any promise in Crohn’s
disease in remission and concurrent irritable
bowel syndrome-like symptoms?

Cristina Tocia, MD, PhD**® | Irina Magdalena Dumitru, MD, PhD*®", Luana Alexandrescu, MD, PhD*®,
Lucian Cristian Petcu, MD, PhD®, Eugen Dumitru, MD, PhD*®¢

* Pacjenci z chorobg L-C w remisji klinicznej 44 osoby w grupie Ryfaksymina-a i 42 w
grupie placebo, czas leczenia — 3 cykle po 10 dni-20dni, dawka 1200 mg/dobe

* Ryfaksymina-a w dawce 1200mg/d, 10d/miesigc, przez 3 kolejne miesigce, byta
efektywnym sposobem leczenia objawéw podobnych do IBS w przebiegu choroby L-C.

Table 4

Patients with adequate improvement of IBS-like symptoms from
the rifaximin group compared with patients from the control group.

Rifaximin group Control group
Variable, n (%) (n=44) (n=42) P-value
Abdominal pain 24 (54.5%) 9 (21.4%) .04
Bloating 26 (59%) 8 (19%) .01
SIBDQ 31 (70.4%) 9 (21.4%) <.001
BSF 15 (34%) 6 (14.2%) .03

Medicine 2021; 100:1 (e24059)



Alimentary Pharmacology & Therapeutics

Antibiotic treatment of Crohn’'s disease: results of a multicentre,
double blind, randomized, placebo-controlled trial with
rifaximin

C. PRANTERA*, H. LOCHS¥, M. CAMPIERI}, M. L. SCRIBANO*, G. C. STURNIOLOS, F. CASTIGLIONEY|
€& M. COTTONE**?

* W indukcji remisji ryfaksymina-a byta lepsza niz z R oo
placebo (w grupie ryfaksyminy 1600mg/d "
podawanej przez 12 tygodni uzyskano remisjg o

(CDAI<150) u 52% pacjentéw vs 33% placebo (ns)  ~
° W pOdgrupie pacjento’w z podwyiszonym CRP % Clinical remission.lI%.Treatmentfailure ' % Clinical response
uzyskano remisje W gru pie ryfa ksyminy 1600mg/d mgnt fai-lure in patients Wit}"l baseline elzvatedCreactive

protein. Clinical remission: CDAI < 150; clinical response:

decrease of CDAI > 70; treatment failure: increase of

u 63% pacjento,w VS 2 1% place bo (p= 0.032) CDAI = 100, or administration of a rescue medication or

surgery.

Alimentary Pharmacol Ther 23, 1117-1125; 2006
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Rifaximin for the Treatment of Active Pouchitis: A % 4
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Randomized, Double-blind, Placebo-controlled Pilot Study -

t 60 4

Kim L. Isaacs, MD, PhD,* Robert S. Sandler, MD, MPH,* Maria Abreu, MD," Michael F. Picco, MD,* : 50 -
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FIGURE 2. The proportions of patients at week 4 with clinical
remission.
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. * W konkluzji, remisja kliniczna byta

e (e znamiennie wieksza w grupie ritaksyminy-a

to placebo rifaximin
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. J . &
[

2 Withdrawals:

) * Rifaksymina- a byta dobrze tolerowana

the trial the trial

—=——m=— * Postulat dalszych badan

(Inflamm Bowel Dis 2007,13:1250-1255)



Rifaximin for the Treatment of Newly Ira Shafran, M.D.

] ' Patricia Burgunder, A.R.N.P
Dlagnosed Crohn’s Disease: A Case atricia Burgunder

. Shafran Gastroenterology Center
SerleS Winter Park, Florida

Rifaksymina-a u nowo zdiagnozowanych pacjentow z Chorobg Crohna

* 3 przypadki skutecznego leczenia ryfaksyming (1600mg/dobe) u
pacjentoéw z fagodnym zaostrzeniem z lokalizacjg w jelicie cienkim,
przed leczeniem immunosupresyjnym i biologicznym

* Znaczgca poprawa kliniczna i wygojenie zmian endoskopowych

 Autorki postulujg, ze ryfaksymina-a moze by¢ w tej grupie chorych
terapig pierwszego wyboru

* Postulat badan randomizowanych

Am J Gastroenterol. 2008 Aug;103(8):2158-60.



Before rifaximin treatment

After rifaximin treatment
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Newer Concepts
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PODTRZYMANIE REMISJI za pomocg rifaksyminy-a

78 patients with AZA
48 with ADA/IFX
42 with 5-ASA

— * Kon kI u Zj a.

84 rifaximin 84 placebo
group group

* Remisja uprzednio uzyskana za pomocg
Lretuedio [l Ldidnor standardowego leczenia moze by¢ utrzymana min
veaiment Jg folowup 48 tygodni u pacjentéw ze Srednio

83 patients 83 patients

sspotiens W83 potiens zaawansowanymi objawami Choroby Crohna za

final analysis final analysis

pomocay rifaksyminy-a w dawce 800mg/dobe



GASTROENTEROLOGY 2012;142:473-481

Rifaximin-Extended Intestinal Release Induces Remission in Patients With
Moderately Active Crohn’s Disease

COSIMO PRANTERA,* HERBERT LOCHS,* MARIA GRIMALDI,S SILVIO DANESE,* MARIA LIA SCRIBANO,* and
PAOLO GIONCHETTI,T on Behalf of the Retic Study Group (Rifaximin-Eir Treatment in Crohn’s Disease) 300 1

INDUKCJA REMISJI za pomocg rifaksyminy-a

Mean Absolute CDAI

Placebo -#=RFX 400 mg RFX800mg =e=RFX1200mg

6 8 10 12 14 16 18 20 22
Weeks

e Retic Study Group 2012 r, badanie wieloosrodkowe, randomizowane, kontrolowane
placebo - 402 pacjentow z CD z 55 osrodkdéw, w tym 6 osrodkow z Polski

* W grupie rifaksyminy-a 1600 mg/d przyjmowanej przez 12 tygodni uzyskano 62% remisje

((CDAI<150) vs 43% placebo (p=0.005)

* Réznica w skutecznosci pomiedzy RFX a placebo utrzymywata sie przez kolejnych 12

tygodni okresu follow-up — 45% RFX vs 29% placebo (p=0.02)

GASTROENTEROLOGY 2012; 142:473-481
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To the Point Article

m Digestion 2018;98:135-142
DOl [UTTSS7O00TEETR
— Gut microbiota dysbiosis
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* Nowe leki, takie jak filgotinib, upadacytinib, rysankizumab czy ryfaksymina-a mogg poprawi¢ w
najblizszym czasie mozliwosci leczenia choroby L-C

» Ryfaksymina-a wptywa w ograniczony sposéb na mikrobiote jelitowg, ale takze wptywa na
komorki nabtonka, np. poprzez antagonistyczny wptyw na receptory TNF alfa

(rifaximin treatment of colonic-derived cell lines expressing hPXR resulted in the inhibition of TNF-c-induced NxB activity — badania in vitro).
* hamowanie syntezy RNA i biatek bakterii
* wplyw na komunikacje miedzybakteryjng (ogranicza przyleganie, internalizacje i translokacje bakterii)
* aktywuje receptor pregnanu X (PXR) - hamujgc procesy zapalne

* powoduje wzrost korzystnych bakterii Bifidobacterium, Faecalibacterium prausnitzii (SCFA) i Lactobacillus
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enhances epithelial
repair mechanisms
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positive isolates from mesenteric lymph nodes.

*P < 0.01 vs. TNBS alone. TNBS, 2,4,6-trinitrobenzene
sulfonic acid. Reprinted with permission from Fiorucci
et al.®®

ival
inflammatory cascades

Figure 4 | Schematic of potential therapeutic effects of rifaximin in inflammatory bowel diseases. DC, dendritic cells;
IFN, interferon; IL, interleukin; MDR-1, multidrug resistance-1; MMP, matrix metalloproteinases; NF-kB, nuclear factor-
kB; PXR, pregnane X receptor; TH, T-helper cells; TGF, transforming growth factor; TNF, tumour necrosis factor.
Adapted with permission from Sartor.®




R Loris R. Lopetuso, Marco Napoli, Gianenrico Rizzatti and Antonio Gasharrini

https://doi.org/10.1080/13543784.2018.1483333

https://doi.org/ M) Check for updates
REVIEW 10.1080/13543784.2018.1483333 l

The intriguing role of Rifaximin in gut barrier chronic inflammation and in the

treatment of Crohn’s disease Article highlights

Loris R. Lopetuso, Marco Napoli, Gianenrico Rizzatti and Antonio Gasbarrini

e IBD are characterized by challenging gut microbiota modifications
with an abnormal immune response in genetically susceptible
individuals.

e These evidences provide a rationale for treating patients with gut
microbiota modifiers.

RIFAXIMIN FUNCTIONS THERAPEUTIC ROLE IN CD ¢ Rifaximin is able to act as an ‘eubiotic’ on all the components of the

- Increase in Bifidobacteria intestinal barrier by exerting an anti-inflammatory activity, modulat-
and Lactobacilli spp. - Treatment of mild-to-moderate CD . . . ey . . .

- Reduction in the ing the gut microbiota composition, altering the bacterial virulence,
abundance of’ - Maintenance of remission . TR PL | . . . . .
Veillonellaceae and inhibiting their adherence to the mucosa, their internalization

« Modlatis ot siesion Y i T~ iy and translocation into the systemic circulation.

lecules L e " - . \ L ege e o . e . . . .

- PXR inducton Tk A * The possibility of a beneficial activity of Rifaximin in CD has been
) Y e WWE debated and evaluated with different studies that have obtained

- Visceral hypersensitivity S - ﬁ = NS - Steroid sparing . e II I . N
reduction -,‘- - . preliming

- Improvement of gut
barrier function

»'i,(\\ Ty =T b ek of When appropriate, Rifaximin could exert a synergic effect wit
p\as». T A : 4 Z :
= nomodulators in IBD, acting on both the microbial and the immuno-

© Gut microbiota modulation

logical sides of gut barrier impairment.

© Immune regulatory effects

© Others

New analyses will have to identify the best cluster of patients that
Figure 1. Working hypothesis of Rifaximin effects on gut barrier and its consequent potential therapeutic applications in Crohn’s disease. Could Obtain an increased benefit from |tS ab|llty tO modulate gut
barrier.

This box summarizes key points contained in the article.




Increased Faecalibacterium abundance is associated with clinical improvement in

patients receiving rifaximin treatment

ER. Ponzianil?, F. Scaldaferril’2, M. De Siena!, F. Mangiola!, M.V. Matteol, S. Pecerel, V. Petito!, E. Paroni Sterbini3,

L.R. Lopetusol, L. Masucci®*, G. Cammarota'?, M. Sanguinetti*>* and A. Gasbarrinil’?

* Do badania wfgczono pacjentéw z UC, CD, IBS DD, ktorzy
leczeni byli RFX ze wskazan medycznych.

* Rifaxymina-a stosowana byta w dawce 1200 mg/dzien przez 10

dni

* Pobierano prébki katu do analizy mikrobioty na poczatku i na

koncu leczenia. Oceniano takze odpowiedz kliniczng w
powszechnie stosowanych skalach

* Wigczono 25 chorych, w tym poprawa kliniczna stwierdzana
byta u 10

* Poprawa kliniczna po ryfaksyminie-a jest zwigzana ze
wzrostem Faecalibacterium prausnitzii

* Ta pozytywna zmiana mikrobioty wydaje sie kluczowa w
uzyskaniu pozytywnego efektu klinicznego
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Figure 1. Gut microbiota analysis. (A) Alpha diversity boxplot according to Chao1 index. Boxes represent the first quartile, median,
and the third quartile, whiskers the highest and lowest observations. (B, C) Nonmetric multidimensional scaling (NMDS) plot
on Bray Curtis distance. Between groups comparison at baseline (B) and density plot of Faecalibacterium abundance pre- vs
post-rifaximin treatment (C) are shown. Patients who reported a clinical improvement are highlighted in red, those who did not
improve in black. Shifts in microbial abundance are represented by arrows.

Beneficial Microbes, 2020; 11(6): 519-525



REVIEW

Antibiotics and probiotics in
inflammatory bowel disease: when
to use them?

Abraham B, Quigley EMM. frontline Gastroenterology 2020;11:62-69. doi:10.1136/flgastro-2018-101057

Bincy Abraham , Eamonn M M Quigley

nitroimidazole antibiotics may help reduce _
the risk of postoperative recurrence of
Crohn’s disease.

» In ulcerative colitis (UC), combinations
of antibiotics yielded the best results

» In Crohn’s disease, rifaximin and
ciprofloxacin may have some benefit
in induction of remission, while

in active disease with limited data on antimycobacterial therapies may
mal.n"(en.ange of remission; hOWEYEL reduce the risk of relapse in quiescent
antibiotic side effects and bacterial disease.

resistance precludes their long-term use.

» Antibiotics are effective in acute pouchitis
but less effective in chronic refractory
pouchitis.



Take — home message

Ryfaksymina-a moze by¢
stosowana w objawach
IBS u pacjentow w
remisji IBD

Ryfaksymina-a moze by¢
stosowana w przypadku
SIBO w IBD

Ryfaksymina-a moze by¢
stosowana jako terapia
dodana w indukgji
remisji IBD oraz w
podtrzymaniu remisji
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