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Pacientes
Evaluados
2.291

CU:EC
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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



CU, Picos de Iincidencia

A cualquier edad Disminuye > 60 afios

10-30% =2 60 anos
10% >80 anos
Ell comienzo tardio

30-40 anos

60-70 anos

Proximas décadas 30%

Everhov AH Gastroenterology 2108;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



Enfermedad inflamatoria intestinal, 2021
EC, CU
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Recurrentes



Ell: patogenesis

Microbioma
\EXposoma interno”

Exposoma



Fisiopatologia Ell Anciano

Historia familiar
Medio EC 7% Vs 14%
ambiente S SOV (e

NoO TNFSF15

Demostrada ;Ar\lt::](l)midad ,IAI\}BBCBIIMDRN
HSP708
HLA-DR29

Microbiota

I 7 Veces Enterobacterias
Intestinal

Mayor importancia

en el anciano l 26 veces Lactobacilo

Gajendran M, et al. Dis Mon 2019;65:100851
Taleban S, et al. J Crohn’s Colitis 2015;9:507-15
Carpentier C, Gut 2014,63:423-32



Nueva biologia
Geriatria
AdUt '\t
Pecauno

Colombia 60 anos
En general =265 anos
Japon >75 anos

Cottone M, Clin Gastroenterol Hepatol
Ouchi Y, Ger Gerontol Int 2017;17:1045-7
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Adulto mayor

Diagndstico de
Colitis ulcerativa




Anciano diagnosticos diferenciales

Colitis
infecciosa

Colitis
Isquémica

Clostridioides
difficile

Colitis
Ulcerativa

Colitis

medicamentos

Colitis
segmentaria

Infeccidn

60% diagndstico erroneo
Demora diagnostico
6 Versus 2 anos

por CMV

Tran V, et al. Curr Gastroenterol Rep 2019; 21: 60 -70
Otero W, et al. Rev Colomb Gastroenterol. 2009:24:272-8
Katz S, Am J Gastroenterol 2019;105:501-23



Cd diagndstico

:

~
I CDl s likely to
be absent
/
Highly sensitive test —p
NAAT or GDH EIA <
4+ Highly specific test
I Toxin A/BEIA
| i
I
' —
Multiple step
algorithm
: CDlis likely
1 to be absent
I
I
I
4
EIA for GDH CDlis likely
and toxin A/B to be present

- ™
Clinical evaluation:
CDI or carriage of
(toxigenic)

C. difficile is possible
. v,

e N
CDl is likely
to be present
. J
CDl s likely to
be absent
. o

(" Clinical evaluation: )
CDI or carriage of
(toxigenic)

C. difficile is possible
\_ J

NAAT or
TC (in case

first test
was a GDH)

Guery B, BMJ. 2019; Epub ahead Agosto 20




Colitis en el anciano

Condicion Sintomas frecuentes Caracteristicas distintivas

Diarrea, sangrado rectal, Viajes recientes, uso reciente de antibiético,
Colitis Infecciosa pérdida de peso Siempre sospechar Clostridiodes difficile
Enfermedad cardiovascular, Enfermedad arterial
periférica, Diabetes, Dislipidemia,

Colitis isquémica Dolor abdominal postprandial Hipertension,arritimias _tabaquismo

Sin hallazgos macroscépicos

Colitis microscopica Diarrea Antecedente de uso de ISRS, AINES.
Antecedente de radiacion, puede ocurrir
Colitis por radioterapia Diarrea sanguinolenta meses 0 afios después

Diarrea sanguinolenta, inicio subito

Ulcerarectal solitaria Sangrado rectal, tenesmo Historia de estrefiimiento crénico

Cambio en el habito intestinal,
Cancer colorrectal sangrado rectal, pérdida de peso  |Sintomas sistémicos, pérdida de peso

Insuficiencia pancreatica |Diarrea, pérdida de peso, Esteatorrea, pancreatitis previa.
Diarrea sanguinolenta, anemia,
Colitis por AINES ferropenia, obstruccién, perforacion |Antecedente uso de AINES

Evidencia endoscopica, radiografica.
Dolor en abdomen izquierdo, Colitis segmentaria asociada a diverticulos
Enfermedad diverticular diarrea sanguinolenta Recto indemne

Otero W, Rodriguez J, Lopez V, En: Juliao F, Situaciones Especiales en Ell 2022 en prensa.




Colitis Segmentaria (asociada a diverticulos)




The endoscopic spectrum of segmental colitis associated with
diverticulosis Colorectal Dis 2010;12:464-70

A. Tursi*, W. Elisei{, G. Brandimartet, G. M. Giorgetti}f, P. G. Leccaf, L. Di CesareT,

C. D. Inchingolo§ and F. Aiello¥

*Digestive Endoscopy Unit, 'Lorenzo Bonomo' Hospital, Andria (BA), italy, TDepartment in Intermal Medicine, Division of Gastroenterology,

‘Cristo Re' Hospital, Rome, Italy, $Department of Intermal Medicine, Clinical MNutrition Unit, 'S, Eugenio' Hospital, Rome, Htaly, §Department of Pathology,
‘Lorenzo Bonomo' Hospital, Andria (BA), Italy and Y Department of Statistics and Mathematic Sciences, University of Palermo, Palerrno, Italy

Tratamiento
Ay C:. Mesalazina 2.4 gr/4 semanas—1.6 gr: 50-80%

B y D: Beclometasona 10 mg/4 semanas + VSL #3

N Tursi A, Int J Colorectal Dis 2012:27:179-85

D. Ulcerativa severa “like”



Causas de colitis en el anclano

n: 49 pacientes

Etiologia Proporcidn

Otero W, et al. Rev Colomb Gastroenterol 2009;24:272-8



Ell Diagnostico
Adulto mayor

Older patient with
suggestive symptoms

Chronic diarrhea
Rectal bleeding
Weight loss

+ Abdominal pain

v

Low suspicion for IBD

High suspicion for
alternate causes

v v

\4

v

Moderate-high

Suspicion for

suspicion for IBD microscopic colitis

Fecal
Evaluate for :
calprotectin or
other causes A
lactoferrin

v

Colonoscopy with

v

Elevated fecal calprotectin
or lactoferrin

biopsy

v

v

Alternate causes excluded

Ananthakrishnan AN, Gastroenterology 2021;160:445-51

Established Alternate diagnosis

diagnosis of IBD

established

» Microscopic colitis
- Ischemic colitis

Segmental colitis
associated with
diverticulosis

« Other causes




CU en el anciano

Menos colitis extensa 14% vs 22%
Mayor riesgo de colectomia 12% vs 8%
Mayor hospitalizacion y mortalidad 3,5% vs 1%
Mortalidad cualquier causa 12% vs 2%

Menos manifestaciones extraintestinales 3% Vs 27-60%

Comorbilidades, polifarmacia
y efectos adversos

Everhov A, et al. Gastroenterology. 2018;154:518-528.e15
Charpentier C, et al. Gut. 2014;63:423-32
Conrad K, et al. Autoimmun Rev. 2014;13:463—6



Table 2 Crohn’s disease in older individuals (compared with

younger)

Colonic disease more common than
Location ileocolonic
Bleeding Less than younger patients
Penetration Less penetration and less stricturing
Extraintestinal Less common

manifestations Segal JP, Frontl Gastroenterol 2019;11:468-77

Cancer risk More common

Table 3 Ulcerative colitis in older individuals (compared with

younger)
More likely left-sided or
extensive than proctitis, less

Location disease extension

Symptoms Less diarrhoea

Flares Less flares

Extraintestinal manifestations Less common

Cancer More common



Factores caracteristicos

Ell de comienzo anciano Extension
Estable

CU izquierda

Historia EC coldnica

Natural Inmuno
Menor extension Senescencia

Menor progresion Disminucién
Innata

Factores de Adquirida
Riesgo Ell
. . | ancian
Microbioma del anciano

Menor diversidad Fragilidad
Microbiana Mayor morbilidad

Aumento Mayor mortalidad
Anaerobios
Obligados Cirugia

Tasa similar
No anciano

Hong SJ, Ther Adv Gastroenterol 2021;14:1-15



Tratamiento



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



CU, Leve a severa 30% Cirugia
Intratabilidad

Curso fulminante
Displasia/Cancer

Trasplante de
Materia fecal ?

Paso a paso e
“Step UP” Tofacitinib

Vedolizumab

Terapias

Anti TNF Avanzadas

Tofacinib 10 mg 2v/d

Inmuno-moduladores, mantenimiento

. Moderada
Esteroides 2 Semanas

Tofacitinib ?

5 ASA oral +topico  64-75%
4-8 semanas

Budesonide MMX

“Cortiment” ®

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



Ell adulto mayor

Tratamiento

Insuficientemente
Estudiado

Se extrapolan principios
De personas no ancianas




Cambios en la

Aumento

Grasa corporal |
Disminucion
Masa muscular

Disminucion

Funcion hepatica

Menor filtracion
Glomerular

Hipoproteinemia

Agua total

Alteracion Farmacocinética

Metabolismo medicamtntos

Hruz P, Digestion. 2020;101(Suppl 1):105-119
Hong S, Ther Adv Gastroenterol 2021;14:1-15



Adulto mayor y Tratamiento de Ell

Malnutricion Polifarmacia > 5 Meds
Malabsorcion Interacciones

Baja ingesta farmacologicas
Pérdida de nutrientes Falta de adherencia

Desafios de
tratamiento Ell
en ancianos

/| Falta de representacion en
ensayos clinicos

Multimorbilidad Excluidos

Cardiovascular
Hipertension Diabetes
Tumores , Renal, tabaco

Deterioro cognitivo
Falta de adherencia

Otero W, Rodriguez J, Lépez V, En: Juliao F, Situaciones Especiales en Ell 2022 en prensa



Ell en el anciano

Fragilidad

Estado vulnerabilidad aumentada

Declinacion funcionalidad

et

Meétrica emergente

Predictor del desenlace

Rutinariamente
Descuidada

Clegg A, Lancet 2013;381:752-62



Deficits in Geriatric Assessment Associate With Disease
Activity and Burden in Older Patients With Inflammatory
Bowel Disease

Vera E. R. Asscher,” Sanne N. Waars,” Andrea E. van der Meulen-de Jong,”
Rogier J. L. Stuyt,* A. Martine C. Baven-Pronk,® Sander van der Marel,’
Rutger J. Jacobs,’ Jeoffrey J. L. Haans,” Lennart J. Meijer,”

Jacqueline D. Klijnsma-Slagboom,” Marijn H. Duin,” Milou E. R. Peters,”
Felicia V. Y. L. Lee-Kong,” Nanda E. Provoost,” Femke Tijdeman,”

Kenan T. van Dijk,* Monse W. M. Wieland,” Mirre G. M. Verstegen,’
Melissa E. van der Meijs,” Annemijn D. |. Maan,” Floor J. van Deudekom,™
Simon P. Mooijaart,™** and P. W. Jeroen Maljaars®

ler estudio prospectivo 5 dominios funcionales
Polifarmacia (2 5), Malnutrcion (Mini Ntritional assessment),

Actividades vidavdiaria (ADL), Indice Independencia Katz,
Indice Comorbilidad Charlson

Clin Gastroenterol Hepatol 2021, Octubre 30



% Prevalence of
/ P ‘ deficits in geriatric
N\ m & assessment Actividad clinica Calidad de vida

: (instrumental) 60 - 80-
@ Somélic Activities of daily living p=.001 p<.001

domain o7
529% abnormal 43% abnormal T T

N—-A4

o o Geriatric

M Assessment
< 5 domains

Social domain
24% abnormal

p=<0.001

(2}
o
1

i
T

Percentage

IBD patients aged 265
N=405

Mean SIBDQ score
i
o
|

)
o
1
—
—

0 —
Clinical Biochemical 0 1 2 3 4 5
disease activity disease activity Deficits in geriatric assessment
Me':gtal' domain Ph‘g'.;‘:lcal capacity no deficits moderate deficits severe deficits
17% abnormal 23% abnormal 0-1 impaired domains 2-3 impaired domains 4-5 impaired domains

and Hepatology

Clinical Gastroenterology



Frailty Is Independently Associated with Mortality and
Readmission in Hospitalized Patients with Inflammatory
Bowel Diseases

Alexander S. Qian,"® Nghia H. Nguyen,*? Jessica Elia," Lucila Ohno-Machado,®
William J. Sandborn,* and Siddharth Singh**

®

Check for
‘ updates

*Division of Gastroenterology, Department of Medicine, University of California San Diego; *Expert Rehabilitation Services and
SDivision of Biomedical Informatics, Department of Medicine, University of California San Diego, La Jolla, California

Outcomes:

Nationwide Readmissions : !
Frail vs. non-frail

Database 2013
/ A+ Readmission 21%
» Mortality 57%
Hospital Frailty Frail = 33% . Severe |IBD-related
Risk Score Follow-up > hospitalization 22%
10 months . Unplanned
Non-frail = 67% admission

 Infections > IBD flare

- IBD Surgery

47,402 hospitalized \ q

patients with IBD

\4

Clinical Gastroenterology
and Hepatology

Qian AS, Clin Gastroenterol Hepatol 2021;19:2054-63



Tratamiento CU en el anciano

No hay estudios especificos en ancianos
Ancianos subrepresentados en ECA
Recomendaciones inferidas de no ancianos
Tratamiento individualizado

Polifarmacia: Interacciones medicamentosas
Comorbilidades: Indice de comorbilidad Charlson

Hruz P, Digestion. 2020;101(Suppl 1):105-119



Ell

Conceptos claves en el manejo del adulto mayor

Privilegiar remision sintomas sobre remision profunda
Evitar combos IM + bioldgicos Infecciones

Empezar dosis bajas Ir lentamente

Desafiante transferir resultados ECC poblacion menor
Consultas presenciales familiar escuche recomendaciones
Vacunacion actualizada Herpes Zoster (Riesgol.5-2 veces)
Con Inmunosupresion No vacunas vivas (HZ recombinate)

Katz S, En Pitchumoni CS, (Ed) Geriatric Gastroenterology 2021:1675-90



Vacunas adulto mayor Ell

Vaccine
Influenza
MenB

All adults

TDP
Hib
HPV

HepA
HepB
MenACWY

MMR

Varicella
Age > 50 Zoster

Age > 65 PCV13
PPSV23

Recommendation
Annually

2-3 doses (depending on the vaccine
and indication)

1 dose, then TD booster every 10 years
1 or 3 doses (depending on the indication)

2-3 doses recommended through
age 26 for women and age 21 for men

2-3 doses depending on the vaccine
2-3 doses depending on the vaccine

1-2 doses (depending on indication),
then booster every 5 years 1f risk
remains

1 dose for most adults born after 1957;
2 doses recommended in certain
populations

2 doses (if born later than 1980)

2 doses recombinant (preferred)
or one dose live
1 dose (if not previously satisfied)

1 dose

Special concerns in IBD population
Do not use intranasal

Anatomic or functional asplenia,
pregnancy

Recommended through age 26 if
immunosuppressed (3 doses)
or age 45 based on shared decision

Anatomic or functional asplenia, college,
military, or travel

Avoid in immunosuppressed

Avoid in immunosuppressed

Avoid live vaccine if immunosuppressed

Age 19-64 if immunosuppressed
Age 19-64 if immunosuppressed

Choi AJ, Curr Treat Options Gastroenterol 2019;17:492-505.



Medicamentos en el adulto mayor con Ell

5 ASA Piedra angular
Filtracion glomerular
Topicos Incontinencia
Interaccion tiopurinas

Tiopurinas

Toxicidad hematoldgica
Linfoma no Hodgkin RR15
Cancer piel no melanoma
Warfarina

AINES

IECA

Tofacitinib, datos limitados Reumatologia
Mayor riesgo Herpes Zoster 100 p/afno

10 mg 5,5, 5mg 3.1 placebo 0. Leve >90%
Mayor riesgo trombosis venosa 'y TEP

10 mg 2v/d u otros factores riesgo

HA, Diabetes, Tabaco, Coronaria

Anti TNF
Infeccion

Falla cardiaca
Menor eliminacién
Vacunas vivas

Esteroides
Osteoporosis
Fractura cadera
Siquiatria
Glaucoma
Cataratas
Infecciones

Ustekinumab, (P40 IL12/L23 | Vedolizumab; Datos limitados?
Datos limitados Favorable

Favorable Menor riesgo infecciones
Menor riesgo infecciones

Ananthakrishnan AN, Gastroenterology 2021;160:445-51
Hong S, Ther Adv Gastroenterol 2021;14:1-15



Efficacy of Vedolizumab in a Nationwide Cohort of Elderly

Inflammatory Bowel Disease Patients

Nabeel Khan, MD,* ' Tyler Pernes, BA, *1 Alexandra Weiss, MD,* Chinmay Trivedi, MBBS,*
Manthankumar Patel, MS,* Elina Medvedeva, MS,* Dawei Xie, PhD,* and Yu-Xiao Yang, MD*-*1

Cohorte retrospectivo

N=568, EC 56.7% CU 43.3%

______________Jovenes Viejos p

Libre de esteroides 6-12 meses inicio VDZ 46.8% 40.1% 0.23
Hospitalizacion relacionada con Ell 1 afio VDZ 11.2 11.3 0.37
Tasas de cirugia dentro de 1 afio de VDZ 3.9% 3.9% 0.51

Khan N, Inflamm Bowel Dis 2021, Octubre 28



Vedolizumab Is Associated With a Lower Risk of Serious
Infections Than Anti-TNF Agents in Older Adults

Bharati Kochar,*** Virginia Pate, ' Michael D. Kappelman,# Millie D. Long,"**
Ashwin N. Ananthakrishnan,**% Andrew T. Chan,*** and Robert S. Sandler”**

Anti TNF

3 |
Similar : Efectividad, Cirugia Nuevo uso esteroides

Riesgo de hospitalizacion por infeccion VDZ 0.47 (1C95% 0.25-0.85)

08754

T T T T T T T T T T T T
0 30 60 a0 1200 150 180 210 240 270 300 330 360
Days

ATRE = = Veadih] Clin Gastroenterol Hepatol 2021, Sept 21

[Drug




DDW 2021 cohorte retrospectiva

NCIDENCE OF INFECTIONS AND MALIGNA ONG ELDERLY IBD
PATIENTS , PREDNISONE, AND
MESALAMINE

Alexandra Weiss, Chinmay Trivedi, Tyler Pernes, Manthankumar Patel, Nabeel H. Khan

Table 1. Primary outcomes and incidence rates by exposure group

VDZ group SASA group Steroid group
Per -
Outc ¢ , D
PRI Number|PYs (])'()() Number|PYs|1.000 |Number|PYs :)LY'S]'OO()
PYs PYs
Mild Infection |34 365 gm 533 S
Severe "
¢ C ) C 29
[nfection 15 390) 19 621 19 282 (I
Malignancy ‘
€ 399 | ' 12 281 (X
(exc. NMSC) 7 Y 10 =3l 156 | 81
C piel no melanoma ||I4 386 136.3 |3 651146 (11 282 (39.0

Weiss A, Gastroenterology 2021;160:5-339



Anciano Ell Intestinal
Induccion Mantenimiento

Budesonida sobe prednisolona

. ) . . Anti TNF: Evaluar indicacion
Anti TNF: pacientes seleccionados, . : . .
SeVveros adherencia, > infecciones mortalidad

. _ Vedolizumab: Puede ser favorable
Vedolizumab: puede ser favorable . . N
: . . <infecciones y complicaciones
<infecciones y complicaciones . _
. _ Ustekinumab: puede ser favorable
Ustekinumab: puede ser favorable . . SO
. : . L <infecciones y complicaciones
Menos riesgo infecciones y complicaciones o . .
. . . Tofacitinib Mayor riesgo trombosis
Tofacitinib Mayor riesgo trombosis :
. 10 mg 2v/d otros factores riesgo
10 mg 2v/d otros factores riesgo

Ananthakrishnan AN, AGA, Expertos. Gastroenterology 2021;160:445-51



Safety and Efficacy of Tumor Necrosis Factor Antagonists in INERSYT

Older Patients With Ulcerative Colitis: Patient-Level Pooled
Analysis of Data From Randomized Trials

Analisis combinado de
ECCA CU moderada-severa

David Cheng,**? Kelly C. Cushing,*>"® Tianxi Cai,”* and
Ashwin N. Ananthakrishnan®* 35

Efectos avers;|
Muerte

Evento que an
Hospitalizacio

Significativa il

Eficacia similar ancianos y no anciano
Induccion OR 1.05 (1C95% 0.33 - 3.39)
Mantenimiento OR 0.49 (1C95% 0.18 - 1.33)

Ancianos mayor riesgo de efectos adveros
severos y no se aumenta con Anti TNF

Controvierte concepto clasico de
> riesgos con Anti TNF viejos! B

1 Neoplasias

1.3

Clin Gastroenterol Hepatol 2021;19:939-46



No Durable Impact of COVID-19 on Intestinal Disease Activity
in Subjects With IBD

Dana J. Lukin,”*® Gabriela Funez-dePagnier,”** Svetlana Lima,>' Daniel Lai,"*°
Lucia Duenas-Bianchi,”** Waseem Ahmed,***® Vinita Jacob,"** Robert Battat,*°

Ellen Scherl,*** and Randy S. Longman***5'

Mas frecuentemente sintomas Gl pos infeccion

Lukin DJ, Clin Gastroenterol Hepatol 2021;19:2312-14




Pre-COVID COVID Post-COVID P value
Variables -180to-1d Oto +30d +31to +210d Pre vs Post

B

Alpha Diversity Beta Diversity Distance

1.00-

Index
w
o
]
Divergence

0.75 :F i ;:#i

. 0.50°
Después de 6 meses No hay impacto
duradero del COVID-19 Sobre

i___

actividad clinica o composicion microbioma

L] T N & ]

COVID-19 Gl symptoms 20 (61) 8 (39) 20 (71)
Need for surgery, n (%) 3 (2.8) 0 (0) 2(1.8) .68
Need for IBD hospitalization, n (%) 6 (5.6) 2(1.7) 7 (6.2 > .99
Medication change, n (%) 53 (50) 33 (28) 45 (40) 14
Newly started 42 (40) 14 (12) 36 (32)
Steroid 17 (16) 4 (3.4) 15 (13)
Delayed 2 (1.9 10 (8.5) 5 (4.4)
Discontinued 20 (19) 8 (6.8) 15 (13)

Lukin DJ, Clin Gastroenterol Hepatol 2021;19:2312-14



Mensajes para la casa

Adulto mayor tiene otra biologia

No estan incluidos en los ensayos clinicos

Indices fragilidad impactan evolucién y tratamiento
Se necesita acompafamiento Geriatria

Ancianos con CU mas colectomiay mortalidad
Mayor impacto de las comorbilidades y polifarmacia
Preferir terapias sin impacto sistémico

5 ASA, Budesonida, Vedolizumab
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Muchas gracias
Muy amables!
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