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Second European 

Consensus on prevention, 

diagnosis and 

management of infections 

in IBD on behalf of the 

European Crohn's and 

Colitis Organisation (ECCO)

ÅTreatment of IBD revolutionized over past 

decade by immunomodulators

ÅIncreased risk of opportunistic infections

ÅOften difficult to recognize

ÅAssociated with appreciable morbidity and 

mortality

J.F. Rahier, F. Magrob, C Abreue, et al. Journal of Crohn's and Colitis. 2014; 8: 443ς468



ά5ŜǎǇƛǘŜ ŜǾƛŘŜƴŎŜ ƻŦ ŘŜŦŜŎǘƛǾŜ ƳǳŎƻǎŀƭ ƛƳƳǳƴƛǘȅΣ ǘƘŜǊŜ ƛǎ ƴƻ ǇǊƻƻŦ ƻŦ ŀ 
systemic immune defect in patients with IBD in the absence of 

concomitant immunomodulatorǘƘŜǊŀǇȅΦέ 9//h

Å Immunomodulators in IBD:

/ƻǊǘƛŎƻǎǘŜǊƻƛŘǎ όҗнл ƳƎ ƻŦ ǇǊŜŘƴƛǎƻƭƻƴŜκŘŀȅ ŦƻǊ җн ǿŜŜƪǎύΣ ǘƘƛƻǇǳǊƛƴŜǎΣ 
methotrexate, calcineurin inhibitors, anti-TNF agents, other biologics

Å Relative risk of opportunistic infection increases with no of drugs:

1x immunomodulator:  3x increased risk (OR 2.9, 95% CI 1.5ς5.3)

2+ immunomodulators used concomitantly:  increases substantially

(OR 14.5, 95% CI 4.9ς43)



Opportunistic Organisms 

IntestinalExtra-intestinal

Viral

C. Difficile
E. Coli
Salmonella
TB
Etc 

Bacterial Parasites Fungal

Strongyloides Histoplasma
Cryptococcus
Candida

Herpes 
family



Herpes family: Colonic mucosal ulcers - PCR positivity rate 

IC = immunocompetent, IBD = Inflammatory Bowel Disease
Shimada
2017



CMV ςEpidemiology 
and Life Cycle

ÅUbiquitous

ÅTransmitted in body fluid

ÅPrevalence:  Australia: 

seropositivity1-59 years = 57%  

(National serosurvey2006)

CMV seropositivitygeneral population USA 
1988-1994

Published in the third National Health and Nutrition 
Examination Survey (1988ς1994).  Cited in Nakase 2016

Virus remains latent for life with 
potential to reactivate

Lancini2014



Modified from Lancini2014

Transmission

Primary Infection
(Viraemia)

Seroconversion
(Ig G detectable)

Viral clearance

Latent phase 

Secondary Infection (usually 
reactivation; uncommonly 

reinfection)

Asymptomatic (majority)

Mononucleosis-type syndrome

Severely symptomatic (usually 
immuno-immature or 
immunosuppressed)



Transmission

Primary Infection
(Viraemia; IgM detectable)

Seroconversion
(Ig G detectable)

Viral clearance

Immune response ςboth cellular and humoral

Low avidity = more recent infection
High avidity = longer time from infection Prince 2014



Dupont 2016

Latent phase

Human cytomegalovirus natural latency in cell lineages

ÅCellular immunity controls viral 
replication. Incomplete clearance = 
latency

ÅDNA in episomalform (non-
integrated) in host cell nucleus

ÅMinimal viral expression and no viral 
particle production

ÅPresent in low numbers in small 
proportion of mononuclear cells 
(frequency of 0.004 to 0.01% on ISH) 



Reactivation

ÅColoncommon site 

ÅOften asymptomatic and self limiting

ÅTriggered by immunosuppressionand inflammation

ÅRisk correlates with degree of immunosuppression

ÅSome suggest reactivation in immunocompetent hosts under-

recognised



CMV Infection CMV Disease

Isolation of the CMV virus or 

detection of viral proteins or 

nucleic acid in any body fluid or 

tissue specimen

Combination of 

(1) Clinical symptoms, 

(2) Endoscopic mucosal lesions

(3) Demonstration of CMV infection in 
GIT

Ljungman2002

CMV Disease requires 
evidence of end organ damage

ґ



Case presentation  

ÅYoung woman with autoimmune disease

ÅOn several immunomodulators with azathioprine added in months prior to 
presentation

ÅDeveloped abdominal symptoms over several months  

ÅPost admission experienced significant rectal bleed requiring resuscitation

ÅSurgery - bowel grossly unremarkable

ÅOn table endoscopy ςmarkedly abnormal segment of small bowel -
resected



Jejunum, 260mm
Polypoid mucosa along 

entire length of specimen


