, Generalidades de la enfermedad inflamatoria intestinal;
20 minutos Dr. Otero

fisiopatologia, diagnostico y tratamiento.

Uso de Vedolizumab en lineas tempranas de terapia biologica;

40 minutos Dr. Otero

revision de evidencia clinica

¢Cual es el paciente candidato a Vedolizumab?, sesion de
discusion

20 minutos sesion de preguntas y respuestas Dr. Otero

30 minutos Dr. Otero




Ell: Generalidades, Fisiopatologia,
diagnostico tratamiento

William Otero R MD, FAGA, FA 4 &
Profesor Titular de Medicina, AEN&3
Coordinador de Gastroenterolc
Universidad Nacional de Colonmr =45 =
Hospital Universitario Nacional de Colombia




Colitis E” E de Crohn

Ulcerativa

V N
———
>,

Focal
Transmural

20%

75% 7
—|_ 5% No afeccidon

del recto

Mowat C, Gut 2011;60:571-607
Ungaro R, Lancet 2016 On line Nov 30
Rubin DT Am J Gastroenterol 2019;114:384-413



Colitis ulcerativa Epidemiologia

Colombia 2001-2009 &
2291 casos, CU 79% B

Rubin D, et al. Am J Gastroenterol 2019:114:3841 413
Juliao F, et al. Rev Gastroenterl Mex 2021: 86:153-162



Characterization of inflammatory bowel disease in
Colombia: Results of a national register™

F. Juliao-Bafios®*, F. Puentes®, R. Lopez®, M.A. Saffon, G. Reyes®,
V. Parra’, M.T. Galiano®, M. Barraza”, J. Molano’, E. Alvarez’, R. Corrales*,
L.E. Vargas', F. Gil®, P. Alvarez™, L. Limas", R. Prieto®, P. Yance®, F. Diaz®,

J. Barefio", Grupo del Registro Colombiano de Enfermedad Inflamatoria Intestinal

Py

Pacientes
Evaluados
2.291

CU:EC
3.9:1

Edad anos
CuU 42.7
EC 45.7

“ Crohn's disease

m Ulcerative colitis

~ IBD unclassified

Juliao-Banos F, Rev Gastroenterol Mex 2021:83:153-62



Universidad Nacional 1991

108 casos
EC 10

CU 98

Arguello M, Archila P, Sierra F, Otero W.
Rev Col Ggastroenterol 1991,;6:237-72



CU, Picos de incidencia

A cualquier edad Disminuye > 60 afios

10-30% O 60| afo
10% >80 anos
Ell comienzo tardio

30-40 anos

60-70 anos

Proximas décadas 30%

Everhov AH Gastroenterology 2018;154:518-28
Butter M, Maturitas 2018;110:71-8

Cosnes J, Gastroenterology 2011;140:1785-94
Gisbert JP, Aliment Pharmacol Ther 2014;39:459-77



Fisiopatologia



Cotton top Tamarin

Tamarino cabeza de algodon









Ell: patogenesis

Microbioma
Exposomai nt e

Exposoma



Enfermedad inflamatoria intestinal

Activacion immune y disregulacion de linfocitos

B Genetic factors Environmental factors
A Antimicrobial peptides A Chemokines A Microorganisms A Stress A Smoking
A Autophagy A Cytokines A Diet A NSAIDs A Antibiotics

A Handling of bacteria A Infections A Appendectomy

Initiating triggers \ ii | I Bacteria

Phase I n” ! }ﬁi
pre-disease stage
Impaired barrier function

Microbial e g™ Translocation of microbial products | m

— product

Neurath MF. Nat Rev Immunol. 2014:14:329-42.



Enfermedad inflamatoria intestinal

Activacion immune y disregulacion de linfocitos

B Genetic factors Environmental factors
A Antimicrobial peptides A Chemokines A Microorganisms A Stress A Smoking
A Autophagy A Cytokines A Diet A NSAIDs A Antibiotics

A Handling of bacteria A Infections A Appendectomy

Initiating triggers \ ii | I Bacteria

Phase I n” ! }ﬁi
pre-disease stage
Impaired barrier function

Microbial e g™ Translocation of microbial products | m

— product
v

Phase II:

acute intestinal inflammation Immune cell activation |

Neurath MF. Nat Rev Immunol. 2014:14:329-42.



Enfermedad inflamatoria intestinal

Activacion immune y disregulacion de linfocitos

Phase I
pre-disease stage

Phase II:
acute intestinal inflammation

Phase I
chronicity or resolution

Genetic factors

Environmental factors

A Antimicrobial peptides A Chemokines A Microorganisms A Stress A Smoking
A Autophagy A Cytokines A Diet A NSAIDs A Antibiotics
A Handling of bacteria A Infections A Appendectomy

wEasE

Initiating triggers \ ii | I Bacteria

Microbial e g™ Translocation of microbial products | m

product

Failure of
regulatory
mechanisms

.

Immune cell activation I

Production of pro-inflammatory mediators |

™~ Activation of
effector cells

Treg |~ Macrophage Effector T cell

Chronic inflammation

Neurath MF. Nat Rev Immunol. 2014:14:329-42.



Enfermedad inflamatoria intestinal

Activacion immune y disregulacion de linfocitos

Phase I
pre-disease stage

Phase II:
acute intestinal inflammation

Phase I
chronicity or resolution

Phase IV:
tissue destruction and complications

Genetic factors Environmental factors

A Antimicrobial peptides A Chemokines A Microorganisms A Stress A Smoking
A Autophagy A Cytokines A Diet A NSAIDs A Antibiotics
A Handling of bacteria A Infections A Appendectomy

Initiating triggers \ ii | I Bacteria

Microbial e g™ Translocation of microbial products | m
Production of pro-inflammatory mediators |

product l
Fa|llfre of 8 Activation of
mrggrl:a?]tizxs effector cells

Treg |~ Macrophage Effector T cell

Immune cell activation I

Chronic inflammation

|

Fibrosis, stenosis, abscess, fistula, cancer and extra-intestinal manifestations |

Neurath MF. Nat Rev Immunol. 2014:14:329-42.



Enfermedad Inflamatoria intestinal
Inmunopatogenesis

Respuesta inmune
Anormal contra
Bacterias Normales

Respuesta inmune
Normal contra
Bacterias Anormales

\

—

Inflamacion cronica

lInadecuado
Control de
respuesta
Inmune

Ordas I, Lancet 2012; 25 (Suppl.1):S19-S26



Manifestaciones clinicas



Enfermedad de Crohn

Presenting symptoms are abdominal pain, diarrhea, nausea, vomiting,

and weight loss; rarely, obstructive or perforating symptoms. Transmural mflammatlon FIStUIaS dre common.
............................................................................................... J aom s They can be enterocutaneousl entero-
Location o G e #| | enteric, enterovesicular, or enterovaginal.
May affect the entire gastrointestinal tract TR AT iy :
........................................................... = _ - s 0 Enterocutaneous Entero-enteric
Pattern - e . | &
Discontinuous with skip lesions primarily in small ‘
Intestine and colon; most commonly in terminal i

ileum and cecum = Esophagus

Rectal involvement is uncommon.

~ Stomach

Perianal disease is common.

Endoscopic features
r=

Representative colonic resection
specimen with lymphoid-predominant
inflammation through all layers of
the colonic wall including muscularis
propria (hematoxylin-eosin; original
magnification x40)

Representative view of terminal ileum
demonstrating significant ulcerations,
granularity, edema, and erythema

Cushing K, JAMA. 2021;325:69-80.



Enfermedad de Crohn

Symptoms Signs

Fatigue Weight loss

Fever Slowed growth in children

Abdominal pain and cramping Anemia (both iron deficiency and anemia of inflammation)

Diarrhea Mucus in the stool

Mouth sores Blood in the stool

Lack of appetite Drainage of serum, pus, or stool from an opening near the anus
Dry mucus membranes

Thirst and lightheadedness

Psoas sign (consider abscess adjacent to terminal ileum)
Urgent bowel movements

. e e , . Orthostatic signs
Redness or pain in the eyes from uveitis, iritis, or episcleritis

Elevated markers of inflammation (C-reactive protein, fecal

Swollen and painful joints, especially knees, hips, and elbows calprotectin, erythrocyte sedimentation rate)

Skin inflammation, including eczema, psoriasis, erythema Elevated alkaline phosphatase is associated with primary
nodosum, and pyoderma gangrenosum sclerosing cholangitis

Cushing K, JAMA. 2021;325:69-80.



Colitis ulcerativa

Type of UC Prevalence at Prevalence at
presentation presentation in
in adult-onset childhood-onset
IBD IBD [28]

Proctitis 40-50% 1.4%

Left-side colitis 30-40% 16%

(up to flexura sinistra)
Pancolitis (in rare cases 25-30% 82%

with additional
backwash ileitis)
Symptoms and signs

Diarrhoea 70-90%
Abdominal pain 30-70%
Weight loss 35-45%
Rectal bleeding 50-90%
Growth impairment in children 5%

Extraintestinal manifestation 2-15%



Colitis
Ulcerativa

Fenotipos, Clasificacion de Montreal

Colitis extensa

Proctitis Colitis izquierda

30-60% pacientes 16-45% pacientes 15-35% pacientes
Sintomas: Sangrado rectal, Sintomas: Sangrado rectal, diarrea, Sintomas: colitis izquierda +
tenesmo, urgencia dolor abdominal S. Constitucionales: fatiga, fiebre

Bressler B, Gastroenterology 2015;148:1035-58



Colitis ulcerativa

Pioderma
angrenoso










Diagnostico



Colitis Ulcerativa / Enfermedad de Crohn
Diagnostico

Historia clinica

Hallazgos EF

Endoscopia

Radiologia

_aboratorios de rutina
Histologia

Serologia: pANCA-ASCA (10%)

Podolsky DK NEJM 2002;347:417,
Plevy S J Clin Gastroenterol 2004; May/June:S51-6



Colitis Ulcerativa, Laboratorios

Cuadro hematico completo
Creatinina, BUN

Perfil hepatico.
Ferrocinética

Vitamina D

PCR

Normal leve-moderada

15% poblacion general no eleva PCR
Sensibilidad 49% (1C95% 34-64)
Especificidad 92% (IC 95%
Infecciones, cancer, obesidad

Kaenkumchorn T, Gastroenterol Clin N Am 2020:49:655-69



Manifestaciones clinicas

Dolor abdominal
Diarrea
Sangrado

B

No Biomarcadores

Perdida de peso
Fiebre
Cansancio
Nauseas, vomito
Extraintestinales

Magro F, J Crohn's Colitis 2017; 11: 6491 70
Gomollon F, J Crohn's Colitis 2017; 11: 31 25




Biopsia

Confirmatoria

No es para diagnosticar
Aisladamente

Colitis cronica Activa

Feuerstein JD, Mayo Clin Proc 2014, Early Rel, Oct 15



Enfermedad inflamatoria intestinal, 2022
EC, CU

=) 7 —
Parcialmente conocidas

Riesgo de cancer
[ Recurrentes

Sicilia B, Gastroentero | Hepatol 2020;43(Suppl.1):1-57



Ell Tratamiento 2022
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Respuesta
Inmune

Controlar
Aten u

N
N
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N
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r Ell Tratamiento 2022 1

?I'erapla_ls,. de Terapias biologicas
Induccion

Rapido
comienzo
De accion

Terapias de
Mantenimiento

Adecuado
uso largo
Plazo

Esteroides \ Libre esteroides ‘

AGA 2020
ACG 2019




CU, Leve a severa 15% Cirugia
Intratabilidad Trasplante de

Curso fulminante Materia fecal ?
Displasia/Cancer

Paso a paso
AStep UP 0O Tofacitinib
Vedolizumab

Terapias

Anti TNF Avanzadas

Tofacinib 10 mg 2v/d
Vedolizumab

Inmuno-moduladores, mantenimiento
Esteroides 2 Semanas
Tofacitinib ?

Moderada

Leve

5 ASA oral +topico  64-75%

Budesonide 4-8 semanas
MM X

Danese S, Inflam Bowel Dis 2018; 24:2106-2112.
Berstein CN, Am J Gastroenterol 2015; 110:114i 126
Weimers P, Curr Treat Opt 2018; On line January



Colitis Ulcerativa

> =
15% curso agresivo 4 ’
~m

10 afios -

B 28

Antl TNF 70-80% recaen Vedolizumab

10-40% No 23-46% Pierden 35% Pierden
Responden Respuesta 1 ano Respuesta 1 ano

Pudipeddi A, Med J Aust 2021;214:365-70

Fumerey M, Clin Gastroenterol hepatol 2018;16:343-56
Jeong DY, Autoimm Rev 2019;18:439-54

Feuerstein JD, (AGA) Gastroenterology 2020;158:1450-61
Schmidt E, Inflamm Bowel Dis 2018;24:2461-7



High-risk Crohn’s disease

Enfermedad de Crohn alto y bajo riesgo

Low-risk Crohn’s disease

Structural damage

Inflammatory burden

Impact on quality of life

Emerging predictors

Large or deep mucosal lesions

Fistula and/or perianal abscess

Prior intestinal resections, particularly of
segments >40 cm

Presence of strictures

Extensive disease (ileal involvement =40 cm or
pancolitis)

Increased C-reactive protein

Low albumin

Presence of stoma

>10 loose stools/wk

Lack of symptomatic improvement with prior exposure
to biologics and/or immunosuppressive agents

Significant impact of disease on activities of daily living

Presence of anorectal symptoms (anorectal pain,
bowel urgency, incontinence, discharge, tenesmus)

Anemia

Daily abdominal pain

Corticosteroid use within past 1 year

High number and titer of antimicrobial antibodies

Antimicrobial genetic peptide signature

Aphthous or small superficial ulcers
Absence of fistulae, abscess, or strictures
No prior intestinal surgeries

Limited anatomic involvement
Normal C-reactive protein
Normal albumin

Modest impact of disease on daily activities

No prior exposure to biologics and/or
immunosuppressive agents

No prior disease-related hospitalization within the
past 1 year

Absent to mildly active symptoms

Nguyen NH, Clin Gastroenterol Hepatol 2020;18:1268-79



Inducir la
Remision de

L os sintomas —\

Objetivos

N

Mantener

Remision de

Sintomas + Cicatrizacion
endoscopica




Gastroenterology 2021;160:1570-1583

STRIDE-II: An Update on the Selecting Therapeutic Targets in ®
Inflammatory Bowel Disease (STRIDE) Initiative of the International
Organization for the Study of IBD (I0IBD): Determining Therapeutic
Goals for Treat-to-Target strategies in IBD

Dan Turner,'* Amanda Ricciuto,”* Ayanna Lewis,”* Ferdinando D’Amico,"”

Jasbir Dhaliwal,”* Anne M. Griffiths,” Dominik Bettenworth,® William J. Sandborn,’

Bruce E. Sands,® Walter Reinisch,” Jiirgen Schélmerich, '® Willem Bemelman,'' Silvio Danese,”
Jean Yves Mary,'“ David Rubin,'® Jean-Frederic Colombel,'* Laurent Peyrin-Biroulet,'”

Iris Dotan,'® Maria T. Abreu,” and Axel Dignass,'’ on behalf of the International Organization
for the Study of IBD



él@ Estrategia de manejo en Ell
STRID

Decrease in
calprotectin to Endoscopic
Symptomatic acceptable range, healing, normalized
Symptomatic remission and normal growth in  /Qol and absence of [~~~
response normalization of CRP children disability ansiger, Mk aok
formal targets:
Crohn’s disease:
accordi | | ‘ . T[ansmqrq[
to risk honlinn
‘\ ———— -
* Histological
healing
L y | L J L g

Short —term targets ﬁ Intermediate targets :> Long —-term targets

Figure 2. Treatment targets in CD and UC.

Turner D, Gastroenterology 2021;160:1570-83



Enfermedad de Crohn de Bajo riesgo

Complete evaluation with ileocolonoscopy and/or radiology (enterography) and/or Low-risk CD (Table 1)
capsule endoscopy (enterography) to confirm absence of high-risk features

Limited anatomic involvement, no prior
surgery or systemic corticosteroids or
l immunosuppressive therapy

Mild superficial ulcers, low inflammatory

Incidentally detected, Mild to moderately burden

otherwise asymptomatic symptomatic disease

Modest impact on quality of life

No pharmacological Induction therapy: budesonide
management 9mg/d for ileum-dominant CD,
prednisone or sulfasalazine
: 3-6g/d for colon-dominant CD Low | Consider alternative
: T burden cause for symptoms
: Yes Rem"sSIO" No | >| @BS, etc.)agnc: treat
accordin
: ) 1| gly
: No maintenance therapy (or sulfasalazine Re-evaluate disease |
: maintenance therapy for colonic CD) burden objectively
I . .
i 4 Treat as hish-risk CD
: 1 High
: burden
: Periodic clinical, biochemical (C-reactive protein, fecal calprotectin) and
..»| endoscopic evaluation, initially every 6 months for 1 year, and then
every 1-2 years, continually evaluating for absence of progressive Frequent relapse/
disease/features of high-risk CD >1 course of budesonide

every 1-2 years

Nguyen NH, Clin Gastroenterol Hepatol 2020;18:1268-79



Severe disease (Table 1)

High structural damage

High inflammatory burden

Significant impact on quality
of life

Enfermedad de Crohn de Alto Riesgo

Risk averse

Prior serious infections

Prior malignancy

Patients’ values and

preferences (lifestyle/logistics,
speed of onset, cost)

Advanced age, multiple
comorbidities

First-line therapy:

Infliximab or Adalimumab (for most patients), in
combination with thiopurines or methotrexate

» Higher inflammatory burden, higher disease
severity, perianal disease, severe
extra-intestinal manifestations, obese:

Infliximab > Adalimumab
Combination therapy >> monotherapy

+ Significant comorbidities or contraindications

to TNFa antagonists:

Ustekinumab monotherapy

Second-line therapy (in patients with prior
exposure to infliximab or adalimumab):

Ustekinumab (for most patients), in combination
with thiopurines or methotrexate

+ 2" TNFo antagonist (may consider for
patients with loss of response due to
immunogenicity to first TNFa antagonist,
or intolerance)

!

1

Moderate disease severity Higher disease severity

First-line therapy:
Vedolizumab monotherapy

First-line therapy:
Ustekinumab monotherapy

Second-line therapy:
Ustekinumab monotherapy

Nguyen NH, Clin Gastroenterol Hepatol 2020;18:1268-79

Second-line therapy:

Infliximab or adalimumab
monotherapy
(or)
Vedolizumab in combination
with thiopurines or
methotrexate




8 febrero 2022

20 aflos

Perdida de peso

8 meses evolucion
NRnGastroenteritis

FISURAS ANALES PROFUNDAS

Esteroides, azatioprina

. RECTO NORMAL ULCERAS PROFUNDAS DE
Vedolizumab ULCERAS FROFUNIASDE. |

(SERPIGINOSAS, LINEALES, OVALADAS.

ULCERAS PROFUNDAS DE ULCERAS PROFUNDAS DE

DIFERTENTES MORFOLOGIA DIFERTENTES MORFOLOGIA

(SERPIGINOSAS, LINEALES, OVALADAS. (SERPIGINOSAS, LINEALES, OVALADAS.
DR WILLIAM OTERO REGINO

RM 19375414



Mensajes para la casa

CU Yy EC cronicas, recurrentes, incurables
Multiples complicaciones

Teraplias convencionales

Terapias avanzadas o bioldgicas
Tratamiento toda la vida

Tratamiento depende severidad y fenotipo
Eleccion terapeutica es individualizada



Uso de vedolizumab en lineas tempranas

De terapia biologica: evidencia clinica

William Otero R MD, FAGA, FA 4 &
Profesor Titular de Medicina, 4EN%s
Coordinador de Gastroenterolc @ %
Universidad Nacional de Colomr ==%=
Hospital Universitario Nacional de Colombia




GASTROENTEROLOGY 1996;111:1373-1380

Rapid Resolution of Chronic Colitis in the Cotton-top Tamarin
With an Antibody to a Gut-Homing Integrin a4p7

PAUL E. HESTERBERG, DAWN WINSOR-HINES, MICHAEL J. BRISKIN, DULCE SOLER-FERRAN,
CHRISTOPHER MERRILL, CHARLES R. MACKAY, WALTER NEWMAN, and DOUGLAS J. RINGLER

LeukoSite Inc., Cambridge, Massachusetts



Vedolizumab

Adresinamucosa

Gastrointestinal VasculasMolécula de
: submucosa adhesion celular

MAdCAM-1

aliblin,

Memory

T lymphocyte

oyB
integrin

Artist’s rendition

Wyant T, J CrohnEs Colitis. 2016;10:1437-1444.



Vedolizumab

Endothelial cell

L

MAdCAM-1

04 Bz
subunit subunit

, Memory T lymphocyte

Wyant T, J CrohnEs Colitis. 2016;10:1437-1444.



Ell i Blancos terapéuticos
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|

PF-00—5L47659
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Coskun M, et al. Trends Pharmacol Sci. 2017;38:127i 42.



Vedolizumab

Drug Target Indication Gut selectivity?
Adalimumab TNF o UC, CD No
Certolizumab pegol TNF a CD No
Golimumab TNF a UC No
Infliximab TNF « UC, CD No
Natalizumab a., Integrin CD No
Vedolizumab a,f, integrin UC, CD Yes

Wyant T, J CrohnEs Colitis. 2016;10:1437-1444.



Vedolizumab for Ulcerative Colitis: Treatment Outcomes
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Ustekinumab and Vedolizumab Are Not Associated With
Subsequent Cancer in IBD Patients with Prior Malignancy

Simon J. Hong, MD, Cameron Zenger, MD, Jillian Pecoriello, MD, Alice Pang, MD,
Margaret Vallely, RN, David P Hudesman, MD, Shannon Chang, MD, MBA, and
Jordan E. Axelrad, MD, MS
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Estudios Sistematicas
Gemini Meta-analisis

»

Vedolizumab Cu-EC w
Moderada i Severa
Eficaciay seguridad

A 4

Estudios
Mundo real

Lam MC, Immunotherapy 2014;6:963
Schcreiber S, J gastroenterol 2018;53:1048-63
Engel T, J Cronhs Colitis 2018;12:245-57



Vedolizumab Cu-EC Moderada T Severa
300 mg IV 0-2-6 semanas- C/ 8 semanas

'

Respuesta
Inadecuada

$

Pérdida Respuesta
Inmunosupresores
Antli TNF

Y

Problemas
Sequridad

Entyvio, EMA 2019



ORIGINAL ARTICLE

Vedolizumab versus Adalimumab
for Moderate-to-Severe Ulcerative Colitis

Bruce E. Sands, M.D., Laurent Peyrin-Biroulet, M.D., Ph.D., Edward V. Loftus, Jr., M.D.,
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