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CU, Leve a Moderada [E&L -
Intratabilidad 7.5-10% a 5 anhos

oI RitInIlEL:N | 10-13% a 10 anos
Displasia/Cancer

Paso a paso
“Step UP”

Trasplante de
Vedolizumab NNl

Antli TNF 8-12 semanas
31-35% al ano

Budesonide MMX

Inmunomoduladores, mantenimiento
Esteroides 2 Semanas Moderada

5 ASA oral + tépico 64-75%

Budesonide 4-8 semanas
MMX

Bressler B, Gastronterology 2015;148:1035-58
Berstein CN, Am J Gastroenterol 2015; 110:114-126
Weimers P, Curr Treat Opt 2018; On line January



Proctocolectomy without ileostomy for ulcerative colitis

A G PARKS, R J NICHOLLS

Brirish Medical Fournal, 1978, 2, 85-88

Summary and conclusions

An operation has been developed that permits total
removal of all disease-prone mucosa in ulcerative colitis
but avoids the need for a permanent ileostomy. The colon
and upper half of the rectum are excised and the remain-
ing inflamed mucosa is stripped from the rectal stump
down to the dentate line of the anal canal. A pouch is
fashioned from a triplicated loop of terminal ileum.

This is drawn down through the denuded rectum and an
anastomosis created, via the per-anal approach, between
the ileum just distal to the pouch and the mid-anal canal.
A temporary ileostomy is made.

Out of eight patients so treated, five were available for
assessment, and four of them were highly satisfied with
the result in improved health and function. The remain-
ing three were awaiting closure of their ileostomies,

Introduction
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Pouchitis

Definicion
NO esta estandarizada



Pouchitis

-

Inflamacion inespecifica idiopatic
Dentro del reservorio ileal (“pouch?”)

Cheifetz A, Aliment Pharmacol Ther 1996:10:449-57



Intemational

Int J Colorect Dis (1986) 1:167—174 C()l()mr(‘(flal
Discase

© Springer-Verlag 1986

An assessment of inflammation in the reservoir after restorative
proctocolectomy with ileoanal ileal reservoir

R.L.Moskowitz, N. A. Shepherd and R.J. Nicholls

St. Mark’s Hospital, London, UK



Diagnostico
Indice actividad
de pouchtis

Clinica
Diarrea

Endoscopia
Inflamacion

Histologia
MEEE]
Aguda

*Sandborn WJ, Mayo Clin Proc 1994;69:409-15



Indice de
Actividad
“Pouchitis”

Diagndstico
/ 0 mas

<.
No Pouchitis

|. Clinical
1. Stool frequency
2. Fecal urgency/Abdominal cramps
3. Rectal bleeding
4. Fever > 37.8°C
Maximal clinical subscore: 6
II. Endoscopic finding
1. Oedema
2. Granularity
3. Friability
4. Loss of vascular pattern
5. Mucous exudates
6. Ulcerations
Maximal endoscopic subscore: 6
lll. Histology—acute histological inflammation
1. Polymorphonuclear infiltration
2. Ulceration per low power field (mean)
Maximal histological subscore: 6
Maximal total PDAI: 18

0,1,2)
0,1,2
(0, 1)
(0, 1)

0, 1)
0, 1)
0, 1)
0, 1)
0, 1)
0, 1)

0,1,23)
0,1,23)

*Sandborn WJ, Mayo Clin Proc 1994;69:409-15



l. Clinical

1. Stool frequency (0, 2, 4, 6)
2. Fecal urgency (0, 3)
3. Rectal bleeding (0, 3)
Maximal clinical subscore: 12
|I. Endoscopic findings
1. Oedema (0, 1)
Puntaje de - Gfa",u.lariw L
o 3. Friability (0,1, 2)
AC‘E'V'dad de 4 Erythema 0, 2, 3)
la pOUChItIS 5. Mucosal flattening (0, 2)
6. Ulcerations/erosions (0, 2, 3)
Maximal endoscopic subscore: 12
Severidad . Histological
Acute inflammation
Leve 1. Polymorphonudear infiltration (0,1, 2, 3)
Moderada 2. Ulcerations/erosions (0, 1, 2, 3)
Chronic inflammation
Severa 1. Mononuclear infiltration (0,1, 2, 3)
2. Villous atrophy (0,1, 2, 3)

Maximal (total) histological subscore: 12
Maximal total PAS: 36

Shen B, Gastroenterology 2001;121:261-7



Pouchitis, patogenesis

Recurrencia
CuU

OR 1.76
CrdOnica

Dishiosis
Bacteriana

Autoinmunidad
PANCA

P.Cronica

OR 3.76 Predisposicion NO ci " OR 5.06
crohn Genética Pouchiti O clgarritio

OR: 4.3 NOD2 AUNIEE OR 3.24

<<<Acidos
Grasos, CC

Disregulacion
Inmune

Isquemia
Radicales
Libres

Schieffer KM, Aliment Pharmacol Ther 2016;44:817-35
Hata K, Dig Dis 2017;29:26-34
Dalal RL, Inflamm Bowel Dis 2018;24:989-96



Pouchitis

Deposiciones Urgencia Hematoquezia
Frecuentes Tenesmo Dolor abdominal
>6 Incontinencia Fiebre

Manifestaciones
Extraintestinales

Afecta la vida
de 50% de los
Pacientes

Hata K, Dig Endosc 2017;29:26-34
Sandborn WJ, Trends Inflamm Bowel Dis 1996;:51-63



Preoperative Colorectal Neoplasia Increases Risk for Pouch Neoplasia in
Patients With Restorative Proctocolectomy

REVITAL KARIV,** FEZA H. REMZI,* LEI LIAN,* ANA E. BENNETT,* RAVI P. KIRAN,* YEHUDA KARIV,**
VICTOR W. FAZIO,” IAN C. LAVERY,* and BO SHEN*

Gastroenterology 2010;139:806-12



Cumulative incidence (%)

Neoplasia después de Pouch ileoanal

10

-------- Pouch cancer
— — - Pouch dysplasia
—— Pouch neoplasia

| | | | |
53 10 15 20 25

Kariv R, et al. Gastroenterology 2010;139: 806-12



Neoplasia después de Pouch ileoanal

Pouch patients with underlying IBD

N=3203
Colectomy for Colectomy for Colectomy for
refractory colitis dysplasia colorectal cancer
N=2704 N=440 N=59
Pouch neoplasia Pouch neoplasia Pouch neoplasia
Dysplasia Dysplasia Dysplasia
N=10 N=9 N=2
Adenocarcinoma Adenocarcinoma  Adenocarcinoma
N=6 N=3 N=2
Squamous cell cancer Squamous cell cancer
N=2 N=1
Lymphoma
N=1

Kariv R, et al. Gastroenterology 2010;139: 806-12
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Pouchitis

Clasificacion



Pouchitis
Complicacion mas frecuente “pouch”ileoanal

20% 1 ano, 40% 5 anos, 50% 10 anos

) . . )
Aguda Respondedor 3 episodios Idiopatica
<48 antibidticos Al afio

Cronica No Mas de Secundaria
>4 S Respondedor 3 episodios CMV
10-15% antibioticos Al afo Autoinmune
lg G4, CEP
Dependiente de Intraluminal
Antibioticos AINES, isquemia
Desviacion
Inflamacion
Crohn, cuffitis
Segal JP, Aliment Pharmacol Ther. 2017;45:581-592 Fistula

Shen B, Up To Date 2018



Pouchitis, Diagnostico diferencial

Inflamacion del cuff rectal
Sindrome de “pouch” irritable
Isquemia

Estenosis

Alteracion del vaciamiento
Infeccion: citomegalovirus, Cd
Mala-absorcion de sales biliares
Crohn del pouch

Disfuncidon del piso pelvico
Estenosis del “pouch”
Adherencias

Dalal RL, Inflam Bwel Dis 2018:24:2017-989-96



Patients with recurrent symptoms

4

Pouchoscopy + biopsy

4

:

Diffuse
pouchitis

Diffuse pouchitis +
backwash enteritis

\4

v

Immune-mediated
pouchitis?

v

Y

Asymmetric
pouchitis/enteritis

Stool: C difficile, culture; Blood: LFT, ANA, 1gG4, celiac,
anti-microsomal abs; Tissue: apoptosis, IgG4, granulomas, CMV

v

7 7 7

v

Y
Idiopathic Pi?‘tgl? 3:3 ) PSC- IgG4- Autoimmune || Ischemic
pouchitis pouchitis associated associated || pouchopathy pouchitis

Shen B, Clin Gastroenterol Hepatol 2013; 11:1538-49




Pouch en “J” POUChitiS (?IéSica Pouchitis por Pouchitis
Inflacion difusa Clostridium difficile ~ por desviacion

Pouchitis isquémica «Cyffitis” Crohn con
Distribucion asimétrica UtHtis Fistula vaginal

Shen B, Up To date 2018



Pouchitis

Tratamiento



Pouchitis Tratamiento

p
Medicamentos anti-inflamatorios

Convencionales para Ell

~

g
4 )
No tienen igual eficacia
- J/
4 )

Antibioticos
KPiedra angular

J




Pouchitis, manejo

Profilaxis primaria

Tratamiento de Pouchitis Aguda
Mantenimiento de la Remision
Tratamiento de Enfermedad Cronica



Prophylaxis of Pouchitis Onset With Probiotic Therapy:
A Double-Blind, Placebo-Controlled Trial

PAOLO GIONCHETTI,* FERNANDO RIZZELLO,* ULF HELWIG,* ALESSANDRO VENTURI,*

40 pacientes

Placebo
N=20

2 pacientes “Pouchitis” 8 pacientes
10% Aguda 40%

18 pacientes “Pouch” Normal 12 pacientes
90% después de un afio 60%

Gastroenterology 2003;124:1202-1209



Oral Bacteriotherapy as Maintenance Treatment in Patients
With Chronic Pouchitis: A Double-Blind, Placebo-Controlled Trial

PAOLO GIONCHETTI,* FERNANDO RIZZELLO,* ALESSANDRO VENTURI,* PATRIZIA BRIGIDI,*

\4 v

Placebo \ASIEE-XR | 1.3 x 1012 /dia
20
>

20 9 meses
20 (100%) Recaida |[—> EERUELZ)

¥

et Remision -
n <«— | alfinal del | ———»
estudio

Gastroenterology 2000;119:305-309



Prophylaxis of Pouchitis Onset With Probiotic Therapy:
A Double-Blind, Placebo-Controlled Trial

Media total PDAI

PAOLO GIONCHETTI,* FERNANDO RIZZELLO,* ULF HELWIG,* ALESSANDRO VENTURI,*

=

* = p<0.01
- \ 4
| /
0 1 3 6 9 12

Tiempo en meses

Gastroenterology 2003;124:1202-1209
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Sospecha de pouchitis

“Pouchoscopia”, biopsias, C. difficile

Pouchitis activa

Ciprofloxacina 500 mg 2v/d/ Metronidazol 500 mg 2v/d por 14 dias/TND

Respuesta

Recurrencia

3 0 mas, Cronica
Dependiente AB

Pouchitis
Responde AB

No Respuesta

Pouchitis refractaria a AB | Dificil de manejar

Exclusion de causas secundarias

AB segun cultivo O Ciprofloxacina +
MTND o Rifaxmina O TNDZ 4 semanas

5 asa Oral/Topico, Budesonida, Bioldgicos

Segal JP, Aliment Pharmacol Ther 2016;
Shen B, Up To date 2018

Dalal RL, Inflamm Bowel Dis 2018;24:898-96
Hata K, Dig Endosc 2017;29:26-34




Antibioticos de mantenimiento
Pouchitis crénica



Pouchitis crénica, Antibioticos

Madden 1994 - : o
Gionchetti 1999 -1 o
Mimura 2002 - = o
Abdelrazek 2005 - = .
Shen 2007 A — =
TOTAL - - ] =

20 40 60 80 100
% remission (95% CI)

Segal JP, et al. Aliment Pharmacol Ther 2017; 45: 581-592



Long-term follow-up of the use of
maintenance antibiotic therapy

for chronic antibiotic-dependent ?
pouchitis

Jonathan P Segal, ' Stephanie X Poo,? Simon D McLaughlin,*
Omar D Faiz,"? Susan K Clark,"? Ailsa L Hart'?

39 pacientes, seguimiento 102 meses (9-125)

Remision j Falla “Pouch” | EA Antibi6ticos | Resistencia AB
21% 18% 28% 78%

Segal JP, et al. Frontline Gastroenterol 2018;9:154-158



Pouchitis Terapia Bioldgica

Anti TNF
Vedolizumab
Ustekinumab

Huguet ; Inflamm Bowel dis 2018;24:261-8
Bar F, Aliment Pharmacol Ther 2017:
Peter J, JCC 2018, early Rel



Pouchitis cronica, Biologicos

Viscido 2004 + | s
Gionchetti 2010 - | o
Gionchetti 2010 - | o
Ferrante 2010 -
Viazis 2012 - | s
Barreiro-de Acosta 20121 +——
Barreiro-de Acosta 2012 ——
|

0 20 40 60 80 100
% remission (95% CI)

Segal JP, et al. Aliment Pharmacol Ther 2017; 45: 581-592



Systematic Review With Meta-Analysis: Ant-TNF Therapy in
Refractory Pouchitis and Crohn's Disease-Like Complications of
the Pouch After lleal Pouch-Anal Anastomosis Following Colectomy
for Ulcerative Colitis

Mathilde Huguet, MD,* Bruno Pereira, PhD,” Marion Goutte, MSc,** Félix Goutorbe, MD,* Anne Dubois, MD,’?
Gilles Bommelaer, MD, PhD,** and Anthony Buisson, MD, PhD*#*

Infl Bowel Dis 2018:24:261-8




Anti TNF Pouchitis crénica

%

Study ES (95% CI) Weight

INFLIXIMAB !

Uchino - . 0.40 (0.17, 0.69) 5.40

Calabrese : 0.80 (0.49, 0.94) 5.40

Viscido . 0.57 (0.25, 0.84) 4.37

Colombel + | 0.31 (0.17,0.50) 8.36

Ricart 0.71 (0.36,0.92) 4.37

Tizuka : ¢ 1.00 (0.21,1.00) 1.19

Yeates ' % 1.00 (0.21,1.00) 1.19

Haveran . 0.54 (0.29,0.77) 621

Huang ; % 1.00 (0.34, 1.00) 1.88

Akitate ! e 100021, 100y 190

M L[l - - - ] - -

A‘r’mirt ) ! 0.00 (0.00, 0.66) 1.88

Kelly (CD) : 0.67 (0.39,0.86) 5.96

Y- . 0.60 (0.42, 0.75) 877

Kelly (pouchitis) ' 0.67 (0.21,0.94) 248

Ferrante (CD) — 0.43 (0.16,0.75) 4.37

Ferrante (pouchitis) —te L 0.27 (0.10, 0.57) 569

Kooros (CD) f % 1.00 (0.4, 1.00) 2.48

- Kooros (pouchitis) - % 1.00 (0.21,1.00) 1.19

Subtotal (12 =30.29%, p = 0.10) - = ‘0,59 (0.45,0.72) 73.59
]
ADALIMUMAB :

. Cobum : & 1.00 (0.21,1.00) 1.19

Li (stenosis) —~ 0.25 (0.07,0.59) 4.74

Li (pouchitis) —— : 0.33(0.15,0.58) 6.66

Li (fistula) ; 0.36 (0.20, 0.55) 8.24

Barreiro-de-Acosta (CD) : + 1.00(0.21,1.00) 1.19

Barreiro-de-Acosta (pouchitis) — 1 0.14 (0.03, 0.51) 4.37

Subtotal ("2 =0.00%, p=043) e o 0.30 (0.15, 0.46) 26.41
]

P=0.20
INF : >> # Pacientes
I T T T T
0.0 0.5 1.0

Huguet M, et al Infl Bowel Dis 2018;24:261-8



Anti TNF Pouchitis crénica

Study
Crohn’s disease-related
complications of the pouch
Uchino

Calabrese
Viscido
Colombel
Ricart
Iizuka B

Huang
Akitate *

Molnar
Li
Shen -

Viazis

Barreiro-de-Acosta

Ferrante

Kooros
Subtotal ("2 =17.76%, p = 0.25)

Chronic refractory pouchitis

»

Yeates
Arnott P

Barreiro-de-Acosta a

Ferrante =

Kooros

L
Subtotal (2 = 0.00%, p = 0.94) ==oo e

ES (95% CI)

0.40 (0.17, 0.69)
0.90 (0.60, 0.98)
0.71 (0.36, 0.92)
0.62 (0.43, 0.78)
0.86 (0.49, 0.97)
0.00 (0.00, 0.79)
1.00 (0.34, 1.00)
0.00 (0.00, 0.79)
1.00 (0.21, 1.00)
0.56 (0.37, 0.73)
0.20 (0.04, 0.62)
0.67 (0.21, 0.94)
1.00 (0.21, 1.00)
0.43 (0.16, 0.75)
0.67 (0.21, 0.94)
0.64 (0.50, 0.77)

0.00 (0.00, 0.79)
0.00 (0.00, 0.66)
0.14 (0.03, 0.51)
0.27 (0.10, 0.57)
0.00 (0.00, 0.79)

1
: - 0.10 (0.00, 0.35)
1

%
Weight

758
758
6.32
10.84
6.32
1.90
292
1.90
1.80
10.72
522
3.80
1.90
6.32
3.80
79.03

1.90
292
6.32
792
1.90
2097

Huguet M, et al Infl Bowel Dis 2018;24:261-8



WILEY APgT Alimentary Pharmacology & Therapeutics

Vedolizumab in the treatment of chronic, antibiotic-
dependent or refractory pouchitis

F. Bar'@® | T. Kithbacher? | N. A. Dietrich! | T. Krause® | A. Stallmach*® |
N. Teich® | S. Schreiber®® | J. Walldorf’(» | R. Schmelz® | C. Biining’ |

K. Fellermann® | J. Bining® | U. Helwig'® | on behalf of the German IBD Study Group

Aliment Pharmacol Ther 2018; 47: 581-7




Vedolizumab en pouchitis cronica dependiente de AB

Oresland Score
L] on E;
| | |

Actividad clinica

“Oresland” i _
Bar F, et al. Aliment Pharmacol Ther 2018; 47: 581-7



Vedolizumab en pouchitis cronica dependiente de AB

PDAI

Week

Bar F, et al. Aliment Pharmacol Ther 2018; 47: 581-7



Vedolizumab en pouchitis cronica dependiente de AB

15 4

LH
[

0 =ty I I — Week
0 14 0 14
L~
TNF naive TNF experienced

Bar F, et al. Aliment Pharmacol Ther 2018; 47: 581-7



Assessed efficacy

Vedolizumab en pouchitis cronica dependiente de AB

Eficacia g\oba|:64°/o
] Debilidades
Pocos pacic_ente:
Retrospectivo

] icéntrico
Multicentri
Evaluacion global MD

20

| | | | ook
i ° 10 14

Bar F, et al. Aliment Pharmacol Ther 2018; 47: 581-7



Pouchitis cronica Ustekinumab

Semana 0, PDAI 12 Semana 0, PDAI 6 Semana 12, PDAI 6
p L. '::‘;?.; b . 5

“Crohn like”

Peter J, JCC 2018, early rel April 6



Revision sistematica y meta-analisis

12 Linea: antibioticos
Ciprofloxacina 500 2vd x 14d
+ Metronidazol 500-1000mg 2vd x 14d
Ciprofloxacina + Rifaximina o Tinidazol

22 Linea: esteroides
Beclometasona o budesonide

32 Linea: Biologicos
Infliximab, Adalimumab

Segal JP, Aliment Pharmacol Ther. 2017;45:581-592



Dilatacion con baldn

Fumery M, Inflamm Bowel Dis 2018; Early Rel



Efficacy and Safety of Endoscopic Balloon Dilatation of lleoanal
Pouch Strictures

Mathurin Fumery, MD,"" Niraj S. Patel, MD,” Brigid S. Boland, MD,” Parambir S. Dulai, MBBS,”
Siddharth Singh, MD, MS,” and William J. Sandborn, MD"

Inflamm Bowel Dis 2018;24:1316-20,



Dilatacion de
Estenosis
Con Baldn

M, et al. Inflamm Bowel Dis 2018:24:1316-20,



Dilatacion de estenosis del “pouch” con baldn

100
8 L] L
—
—
5 50 . Hospitalizacion
>
D =+ Cirugia
O
@)
0

0 100 200 300
Meses

Fumery M, et al. Inflamm Bowel Dis 2018;24:1316-20,



Mensajes para la casa

Diagnostico: Clinica+tEndoscopiatHistologia
Afectara 20-50% de pouch ileoanal

La profilaxis con VSL # 3 es eficaz

El tratamiento convencional de Ell no funciona
Antibioticos piedra angular

Pouchitis crénica: 10-15%

En pouchitis cronica:

Antibidticos combinados, Bismuto, 5 Asa
Terapia biologica: resultados alentadores

Se necesitan mas estudios



Muchas gracias!
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