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e Chronic, incurable, intestinal
inflammatory diseases of
unknown cause

Definitions: « Ulcerative colitis
Inflammatory » Mucosa inflammation
Bowel Diseases * Limited to the colon
(|BD) * Crohn’s disease

* Transmural inflammation
e Affects all Gl tract

* Indeterminate colitis

* Microscopic/lymphocytic
colitis



Il Epidemiology




Epidemiology

L

* Peak onset 15-35 y/o
* Male = Female
e All races

*Increasing in ethnic minorities globally
*UC>CD
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Figure 2: Worldwide map of incidence of Crohn's disease stratified by quintile levels
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Figure 1: Worldwide map of incidence of ulcerative colitis stratified by quintile levels
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Pathogenesis

Intestinal
defenses
Genetic
factors Immune
response
Bacteria in Dysregulated
the gut response

Environmental

Innate and adaptive
factors

immune response



Cellular_innate immunity
NOD2
ATG16
IRGM
LRRK2

* Many of the
identified risk gene
products are involved

Epithelial barrier
ECM1

HINF4A

CDH1

LAMB1

GNA12

Immune-mediated

PTPN22 . °y"
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e B IRFS the mucosal surface
VAMP3 ZPF36L1 CDKAL1 PTPN2

ZMIZ1
MUC1/SCAMP3
CPEB4
FADS1
5q31 (IBDS)

- Other

OTUD3/PLA2G2E
DAP
PIM3
CAPN10

UK IBD Genetics Consortium 2011






Factors affecting the microbiome

Microbiome ) ) . . o
P

and stability

Healthy Perturbation

* Protect against pathogens
 Train/stimulate immune
function

* Supply nutrients, energy,
vitamins, SCFA

.
.
*

Infectious diseases, metabolic diseases,

and inflammatory disorders * Inflammation (local > systemic)

+ Oxidative stress
* Increase in Gram negative

K bacteria
Disease Early Y Aait > = . IS;tterc‘:ggg n(ic():[))portumstlc/
onset > onset onset > : .
* Altered metabolite production
| | | [ >
I

Birth 3 years Adult Elderly

ELSEVIER

Copyright © 2014 AGA Institute (10.1053/j.gastro.2014.02.009)



From bench to bedside




* UC *CD

* bloody diarrhea * abdominal pain
e abdominal pain * weight loss
* tenesmus e fever
e e affects only the e diarrhea
Cllmcal. colon * growth failure
presentation « diffuse + any part of the
involvement Gl tract
* [imited to the e transmural
mucosa

e patchy



e Suspect it!!
* History and physical exam

* CBC & platelets, chemistries
(albumin, liver enzymes)

* Inflammatory markers: Sed Rate,
CRP, fecal calprotectin

* Stool w/u

BD Diagnosis " o

» Refer to a subspecialist if IBD is
suspected or possible

e Diagnosis requires special
studies
 Management is complex



IBD Diagnosis
* Endoscopy and biopsy

* Imaging — Gl contrast
studies, US, CTE, MRI/MRE

* Videocapsule endoscopy

 Serology (Prometheus®
IBDsgi™)
* serology, genetic and
inflammation markers
* not routinely indicated
* expensive
* not specific

PROMETHEUS® Crohn’s Prognostic t




TYPES OF ULCERATIVE COLITIS
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UC - Spectrum of Disease

Moderate




CD - Clinical Patterns

Inflammation Fistulization

Fibrostenosing Microperforation .
(appendicitis-like) Perianal




Albertinen-Krankenhaus
Hamburg

Crohn’s disease

duodenum

Small bowel
videocapsule
endoscopy



radiology.ucsf.edu

www.mghradrounds.org
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Extraintestinal

manifestations '
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e Arthritis
ér;grfopggr% * Sacroiliitis
* Ankylosing spondylitis
N\ Y,
4 ~
Eye
I I I EXt I'd i ntESti Na I inV0|Vseor/nent e Uveitis,iritis, episcleritis
manifestations . .

e Erythema nodosum

Skin - 10%
e Pyoderma gangrenosum

. by




I} Extraintestinal
manifestations

-

Primary Sclerosing
Cholangitis

~N

.
-

Venous and arterial
thromboembolism

J
\

.
-

Renal stones

/' \

\/

Bone loss and
osteoporosis

e Corticosteroids
¢ Vitamin D and Calcium malabsoprtion

\/

Anemia

e Vitamin B12 and/or iron deficiency
e Anemia of chronic disease

\/

Other: pulmonary,
cardiac, neuro...










IBD in older patients



IBD after age 60

* 10-15% new diagnosis, UC > CD

* Age-associated immunologic and microbial changes, smoking,
microvascular thrombosis and ischemia

* Misdiagnosis and delays b/o mimickers: diverticular disease
complications, ischemic colitis, medication induced colitis, radiation
colitis, infectious diarrhea

* CD: colonic, inflammatory
e UC: left sided
* Less EIM

e Similar rates of hospitalization, progression, and surgery
* Higher CD-specific mortality




Therapies: how and why?




Physician focus

Proposed hierarchy of needs for
the patient with
inflammatory bowel disease

Clinical remission

Diarrhea, Bleeding, Pain,
Fatigue, Incontinence

Just feel normal

Avoid hospitals and surgery

Patient focus Leaving the house, Going to school or work
Ability to eat and maintain weight
Staying alive

Siegel CA. Refocusing IBD Patient Management: Personalized, Proactive, and Patient-Centered Care.
Amer Jour Gastroenter 2018; 113



Main drug categories

L 5-ASA and derivatives

L Corticosteroids

e topical
e oral
e parenteral

L Immunomodulators

e azathioprine,6-MP
e methotrexate
e cyclosporine tacrolimus thalidomide

L Biologics and small molecules

*a-TNF

® a-integrins

* p40 inhibitor (IL-12 & IL23)
¢ JAK inhibitors

e a varied pipeline
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Classic “activity” model
does not do the job well

fAssesing risk of v}\

ChOOSi ng kseverity/complications
III thera py fOr IBD rEarIy therapy to decrease v}\
risks

\_
- A
Most adult medications are

also used in the pediatric
population

G J




STRATIFY ACCORDING TO COLECTOMY RISK (3)

Identify Patient at Low Risk Identify Patient at High Risk for Colectomy
for Colectomy » Extensive poitis’ 0 » Stamid-squiring diseasst 2 7.1
= limited anatomic extent & Qe ylpas™ = History of hospitafzation’
= Wild endoscope diseass = Ag= <4 = (. difficie infection™

= High CRP and ESAR 2.9 » CMVY infection™
www.gastro.org/ucdecisiontool

CD clinical decision support tool www.gastro.org/ibdcarepathway

ldentify patient as moderate/high risk'™ ldentify patient as fow nsk™®

* Age at inmal diagnosis < 3 years * Age at inthal diagnosis > 30 years

* Extensive anatomic involvement * Limited anatomic involvement

* Partanal andfor severa rectal disease * No penanal endfor severs rectal diseass
* Deap ulcers « Superhcial ulcers

* Pnor surgical resection * No prier surgical resection

* Strictuning and/or penetrating behawior * No strictunng and/or penstrating behavior



4 N

Assess response

\_ J
e Clinical

J)} Treat to target ©Endoscopic

e Histologic
s | R
Therapeutic drug

monitoring
-







* Drug-class specific

* Immunosuppresive drugs
* Infections

. . Treatment-
* Malignancies

related
complications

* General rule: IBD drugs are safe

* Be familiar with contraindications
and at-risk situations

* Benefits outweigh the risks
e Steroids ARE NOT maintenance




Treatment for IBD:
Surgery

* Another option, NOT the
last option

* Structural bowel damage
* Intractable disease

* Complications

* Dysplasia or cancer

* Growth retardation




CD - Intestinal®Complicati
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Photos courtesy Dr. Juan Lojo




Preventive care in IBD
| awe>_ | Immunosuppressed

Vaccines
Flu X
Pneumococcus X
Zoster >50 Before tofacitinib
Varicella (unexposed) Before IMM
Age appropriate Before IMM
Cervical cancer screening Annual
Screening for depression and X
anxiety
Screening for melanoma X
Screening for NMSC X
Bone densitometry Conventional risk factors
Smoking cessation CD

Farraye FA, Melmed GY, Lichtenstein GR, Kane SV. ACG Clinical Guideline: Preventive Care in Inflammatory Bowel Disease Am J Gastroenterol
2017;112:241-258.



Anemia in IBD

* Anemia of chronic disease

* Iron deficiency

* Look for Fe deficiency
BEFORE anemia
appears

 Poor oral tolerance and
absorption

* B12 deficiency
* Folic acid deficiency
* Medication related
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Osteopenia:
risk factors

* Ethnicity

* Family history

* Diet and lifestyle

e Reproductive history
* Body habitus

* Inflammation
(cytokines)
* CD>UC
* Medications
e steroids




Pregnancy

* Planned
e IBD is controlled

* A healthy patient is the
best predictor of a
healthy baby

e Joint follow up with Gl and
OB

 Medications are continued
with few exceptions




Risk factors for colorectal neoplasia in IBD

PSC (OR 4.09)

Extensive colitis

Active endoscopic
inflammation

Active histologic
inflammation

SIR 5.6-14.8
( ) (OR 2.54) (OR 2.56-5.13)
Family history of . Strictures found
CRC <50 yrs ’ I}Ils’For(\gofCRC) in colonoscopy Gender
splasia (9x
(RR 9.2) voP (OR 4.62) (M 2.6>F 1.9)

Shergill and Farraye,

Gastrointest Endoscopy Clin N Am 24 (2014)




COVID-19 and IBD

* No increased risk for infection

 Severity of infection and mortality same as general population
* Higher risk for adverse outcomes if on steroids
* Avoid or decrease dose if posible
* Observed more severe COVID if on mesalamine

* Biologics not risk factor for more severe disease
‘ * Biologics are started if indicated and continued
* |If infected: hold biologics/IMMs until cleared

\  SECURE-IBD global database

) e 2223 cases, 3% mortality
-

Brenner EJ, Ungaro RC, Colombel JF, Kappelman MD. SECURE-IBD Database Public Data Update. covidibd.org.
Accessed on 09/03/20.



Medical Home (n.)—The medical home is best
described as a model or philosophy of primary
care that is patient-centered, comprehensive,

team-based, coordinated, accessible, and
focused on quality and safety.?

1. Defining the Medical Home: A Patient-Centered Philosophy That Drives
Primary Care Excellence. Patient-Centered Primary Care Collaborative.
Available at: https://www.pcpcc.org/about/medical-home.



https://www.pcpcc.org/about/medical-home

4 )
Require specialized
and personalized
care

Higher rates of
unplanned care

4 )

High utilizers of
medical care

>50% pain, stress,
coping difficulties,
anxiety/depression

ZANEEVAN

- J

ER visits

Diagnostic testing

More frequent
admissions

Higher use of
resources




New models of
care:
IBD medical
home

Regueiro MD et al. Inflamm
Bowel Dis 2016;22:1971-1980.

e Patient centered, shared decision
making

* Integrated interdisciplinary care
* Care for the IBD WHOLE person
* Gl principal care provider

* Psychosocial aspects actively
addressed

* Preventive health care
* Less hospitalizations
* Lower costs
* Better outcomes



- IBD in Puerto Rico



A FOUR-FOLD INCREASE IN THE PREVALENCE OF INFLAMMATORY
BOWEL DISEASE IN PUERTO RICO OVER THE PAST 8 YEARS

Esther A. Torres, Mariela Torres-Cintron, Roberto Vendrell, Cynthia Pérez

INCREASING PREVALENCE OF INFLAMMATORY BOWEL DISEASE IN
THE PEDIATRIC POPULATION OF PUERTO RICO

Stephanie J. Velazquez, Mariela Torres, Cynthia Pérez, Antonio del Valle, Esther A. Torres




5,378 of a total population of
2,962,409 had IBD

* Overall prevalence of IBD was
181.54 per 100,000

Results: + 72.71 per 100,000 for CD
Overa” * 90.77 per 100,000 for UC |
e 18.05 per 100,000 for undetermined
IBD

* Prevalence was higher in govt
insured for CD and UC



* N of total pediatric population:
800,409

* 269,868 (government) vs 570,541
(private)
RESUltSI e Total # IBD cases: 719
. . * 469 (65.23%) government vs 250
Pediatric (34.77%) private
* Total prevalence: 89.8 per 100,000

* Prevalence by diagnosis:
* CD: 60 per 100,000
* UC: 21.1 per 100,000




Interdisciplinary
Integrated Patient
Care

Research

_ Sexual Dysfunction in Puerto Rican Hispanic Females with Inlammatory Bowel Disease: a ; i

pilot study of the UPR Center for IRD

 Natalic L Eanucllt, Grace Viias-Joys, Esther 4
v Juan R et f Pt

Community
Service
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Take home

message:
we can impact
outcomes

Diaghose accurately and treat early

Patient-centered integrated care

Provide appropriate wellness care

Plan for pregnancy

Educate and empower patient
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Thank you!
Questions?

estheratorresmd@gmail.co




