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Purpose of review

Clostridium difficile remains an important cause of infectious colitis, por‘hculcrly in healthcare facilities.
This review summarizes recent advances.in the epidemiology, dlcgn05|s and:freatment of this -endemic

pathogen:

Recent flndl gs )

BI/NAP‘l /027 strain has been’ reéponsxble for epldemlcs with it

endemic in many settings, parficularly North America. Concurrent antibiotics have now been shown to
decrease the cure rates for anti-C. difficile therapy and increase the risk of recurrence. Although studies
implicate proton pump inhibitors as a risk for CDI, the magnitude of and the biological basis for that risk
remain unclear. Molecular diagnostic fechniques are rapid and sensifive but highlight the importance of
using appropriate clinical testing criteria. Fidaxomicin is a promising new therapy associafed with
decreased recurrence; infections due to Bl strains, however, are associated with-inferior outcomes
regardless of the treatment agent. Fecal transplantation continues fo have impressive success rates for
patients with recurrent- CDI, and a new colon-sparing surgical procedure presents an mmgumg suggested

_alternative, fo tofal colectom

'Summary

icate ‘coses

in evere com

Eluciddting €Dl risk Facfors identifying rapid, accurate didgnostic fools and vohdohng new freatment

approaches remdins ‘dn urgent priority:
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INTRODUCTION

Clostridium difficile is the most important cause
of infectious colitis among patients in healthcare
settings and is frequently seen in patients outside of
the hospital as well. Many important advances
in understanding the epidemiology, diagnosis,
and treatment of C. difficile infection (CDI) have
occurred in the last year. In addition, recent advan-
ces in the genetic manipulation of C. difficile have
provided insight into the molecular pathogenesis of
CD], including support for an independent role of
toxin B [1], as well as confirming the importance
of toxin A [2], the two main virulence determinants
of this pathogen. The epidemic BI/NAP1/027 strain
has become endemic in many North American
healthcare settings [3%,4%5"] and over the past
decade has had enormous impact on the epide-
miology and management of CDI. This strain, often
referred to as ‘hypervirulent’ has an additional
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Clostridium difficile, fecal microbicta transplantdtion; fidaxomicin,

toxin, C. difficile transferase (CDT), the role of which
has remained unclear. New data, however, suggest
that CDT may act by inducing microtubule-based
protrusions on the surface of epithelial cells, which
facilitate adherence of C. difficile [6]; a possible
receptor for this toxin has also recently been
identified [7%]. We anticipate a surge of data over
the next several years highlighting new insights into

. the pathogenesis of CDI using these new molecular
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Large intestine

continues to play an important role in susceptibility
to both incident and recurrent CDI, but the role
of acid-suppression therapy remains less clear.
Our ability to accurately predict severe complicated
disease and mortality remains inadequate. NAAT
testing is improving diagnostic sensitivity, includ-
ing for epidemic strains, but requires consideration
of the clinical context for interpretation. Fidaxo-
micin shows promise in decreasing overall CDI
recurrence, whereas fecal transplantation continues
to show encouraging results for those with recurrent
or refractory CDI. We anticipate more data in
the near future on new treatment and prevention
strategies, including additional narrow spectrum
antibiotics [46], monoclonal antibodies [47], more
effective probiotics [48] and biotherapeutics [49],
and vaccines. One C. difficile toxoid vaccine (using
inactivated whole toxins) was shown to be well
tolerated and immunogenic in a phase I dose-find-
ing trial [50*] and other vaccines are in preclinical
development phases [51%]. Hopefully, with these
and other advances, we can start to significantly
impact the rates of this persistent pathogen.
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