
This editorial highlights the take-home messages from
updated guidelines that have been published by Public

Health England,1 which is the new organisation that replaces
the Health Protection Agency.
Clostridium difficile infection (CDI) is associated with con-

siderable morbidity (two to three weeks increased length of hos-
pital stay), risk of mortality (30-day mortality of 17 per cent in
a recent large UK study) and cost (about £7000 per case).2,3

There are actually few antibiotics that have been well studied
for the treatment of CDI and yet multiple agents are mentioned
in reviews. There is evidence to support some interventions in
preference to others, according to patient and infection types,
including the severity of CDI. 

Crucially, the management of CDI should be reviewed regu-
larly to ensure that patients, who typically have multiple co-mor-
bidities, receive optimised care.

Updated guidance
The main difference in the updated guidance is the inclusion
and positioning of the new oral antibiotic fidaxomicin (Dificlir)
in CDI treatment pathways. Two treatment algorithms are pre-
sented, one for primary and the other for recurrent CDI, which
occurs in about a quarter of cases treated initially with metro -
nidazole or vancomycin.

Primary CDI
For primary CDI, oral metronidazole (400–500mg three times
daily for 10–14 days) remains the recommended option for mild
and moderate CDI – that is, cases without evidence of systemic
disease (typically, renal impairment or white blood cell count
>15x109 per litre). Severe CDI (evidence of systemic disease)
should be managed with oral vancomycin 125mg four times
daily for 10–14 days. Oral fidaxomicin (200mg twice daily for
10–14 days) should be considered for patients with severe CDI
who are considered at high risk for recurrence; these include
elderly patients with multiple co-morbidities who are receiving
concomitant antibiotics. 

Acute CDI cases should not receive antidiarrhoeal agents
such as loperamide as there is a chance that these could exac-
erbate disease because of toxin accumulation in the gut.

In severe CDI cases not responding to oral vancomycin
125mg four times daily, oral fidaxomicin 200mg twice daily
is an alternative. Given the high acquisition cost of fidax-
omicin (20 tablets, £1350) there are likely to be local con-
trols on its prescribing, and so consulting with local infection
specialists should be undertaken if this option is being con-
sidered.4,5 The same is true for CDI cases with markers of

severe infection where response to vancomycin (or fidax-
omicin) is poor. 

There is no robust evidence to support escalating the
dosage of vancomycin in severe cases. In fact, conventional
dosages of oral vancomycin (125mg four times daily) achieve
high gut concentrations, far in excess of levels that are inhibitory
to C. difficile strains. In the phase 3 studies that compared fidax-
omicin and vancomycin, the former was superior in terms of
reduced recurrences; this effect was maintained in severe CDI
cases.6,7 Clearly patients with an ileus or marked abdominal
tenderness should be referred for a specialist surgical opinion
as a small proportion of cases progress to severe pseudomem-
branous colitis and toxic megacolon.

Recurrent CDI
A particularly problematic group of CDI patients are those with
recurrent symptoms, which typically occur in the first one to two
months after the primary episode. The new guidance recom-
mends treating recurrent CDI with fidaxomicin 200mg twice
daily for 10–14 days. This is because fidaxomicin was signifi-
cantly more effective than vancomycin in reducing the risk of
recurrence (from 25 to 13 per cent); fidaxomicin was similarly
effective in the subset of patients recruited into phase 3 studies
who had already had one episode of CDI.6,7 Given that patients
with recurrent CDI are even more likely to experience further
recurrences, it is considered to be cost effective to use fidax-
omicin to treat all recurrences, assuming they have not received
the antibiotic previously.5 Specialist opinion should be sought
for patients who fail to respond to fidaxomicin. 

The list of options to treat such cases is short and generally
poorly evidence based. Options include faecal transplantation,8

which is available in only a few centres, and intravenous
immunoglobulin therapy. 

Finally, it should be noted that CDI patients, particularly those
who have protracted or recurrent disease, often take days or
weeks to return to normal bowel habit; however, distinguishing
between postinfectious irritable bowel-type symptoms and recur-
rent CDI may not be straightforward. Repeat testing of faecal
samples for the presence of toxin is worthwhile if recurrent CDI
is suspected, but is not recommended or helpful simply to deter-
mine if there has been a microbiological response to treatment;
here the best guide to determining treatment success is the ces-
sation of diarrhoea and a return to (near) normal bowel habit.
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