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Second European

_ A Treatment of IBD revolutionized over past
Consensus on prevention,

_ _ decade bymmunomodulators
diagnosis and

A Increased risk abpportunistic infections
management of infections

In IBD on behalf of the

A Often difficult to recognize

A Associated with appreciable morbidity and
European Crohn's and

Colitis Organisation (ECCO)

mortality

J.FRahier F.Magrob, CAbreue et al. Journal of Crohn's and Colitis. 2014; 8488
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A Immunomodulators in IBD:

| 2NIOAO240SNRPARA o6xHn Y3 2F LINBRYAA;
methotrexate, calcineurin inhibitors, artiNF agents, other biologics

A Relative risk of opportunistic infection increases with no of drugs:
1x immunomodulator: 3x increased risBR 2.995% CI 1¢5.3)

2+ Immunomodulators used concomitantly: increases substantially
(OR 14.595% CI 4@13)



Opportunistic Organisms
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CMVc¢ Epidemiology
and Life Cycle
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AUDbiquitous

12-19 ° 20-29 * 30-39 4049 50-59 ' 6069 ' 70-79
Age (years)

ATransmitted in body fluid

_ CMVseropositivitygeneral population USA
APrevalence: Australia: 19881994

seropositivityl-59 years = 57% Published in the third National Health and Nutrition
Examination Survey (1988994). Cited in Nakase 2016

(Nationalserosurvey2006)
Virus remains latent for life with

potential to reactivate

Lancini2014




Modified fromLancini2014

Transmission

| | . Asymptomatic (majority)

Primary Infection

. - B ——— E— I a
(Viraemia Mononucleosigype syndrom

l S Severely symptomatic (usual

Immuno-immature or

Seroconversion .
Immunosuppressed)

(lg G detectable)

!

Viral clearance

l econdary Infection (usu

reactivation;, uncommonly
— . .
Latent phase i reinfection) ‘




. Immune response both cellular and humoral
Transmission
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Primary Infection v
(Viraemia IgM detectable) ' ~, 16G widity
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Seroconversion
(lg G detectable)

i T B
IgM pattern A -

Viral clearance

Low avidity = more recent infection

High avidity = longer time from infection Prince 2014



Latent phase

A Cellular immunity controls viral
replication.Incomplete clearance =
latency

A DNA inepisomalform (non
Integrated) in host cell nucleus

A Minimal viral expressioand no viral
particle production

A Present in low numbers in small
proportion ofmononuclear cells

(frequency of 0.004 to 0.01% on ISH)

REACTIVATION

/ Monocyte Macrophage

Myeloid . %

progenitor Polymorphonuclear cells Dendritic cell
@ —> ' / Tcell
Bone marro Lymphoid B ‘
precurso.-\ progenitor B cell

’ Venous endothelial cell

Eotil Circula dothelial

progenitor progenitor 0 _—
Aortic endothelial cell

Neuronal

progenitor

Human cytomegalovirus natural latency in cell lineages

Dupont 2016



Reactivation

A Coloncommon site

A Often asymptomatic and self limiting

A Triggered bymmunosuppressioandinflammation

A Risk correlates with degree of immunosuppression

A Some suggest reactivation in immunocompetent hosts under
recognised



[ CMV Infection} rl [ CMV Disease}

Isolation of the CMV virus or Combination of

detection of viral proteins or (1) Clinical symptoms,

nucleic acid in any body fluid or

tissue specimen

(2) Endoscopic mucosal lesions

(3) Demonstration of CMV infection in

GIT

-
CMV Disease requires

evidence of end organ damage

_

Ljungmarn2002




Caseairesentation

AYoung woman with autoimmune disease

AOnseveral immunomodulators with azathioprine added in months prior to
presentation

ADeveloped abdominal symptoms over several months

APostadmissiorexperienced significant rectbleed requiring resuscitation
ASurgery- bowel grossly unremarkable

AOn table endoscopy markedly abnormal segment of small bowel
resected



Jejunum, 260mm
Polypoid mucosa along
entire length of specimen




