
 

Job number: DIF15020UKs 
Date of Preparation: May 2015  

 

Real world evaluation of the introduction of fidaxomicin 
(DIFICLIRTM) for the management of Clostridium difficile infection 

in seven NHS secondary care Trusts in England 
 

Introduction 

 

Clostridium difficile infection (CDI) remains an important healthcare issue in the UK, with 16,947 

reported cases between April 2013 and March 2014.1,2,3,4 

 

The National Institute of Health and Care Excellence (NICE) recommends that when deciding on a 

treatment for CDI, the local decision maker should consider the medical need, potential benefits, 

risks of treatment and cost of treatment.5 Guidance from Public Health England recommends 

fidaxomicin as an initial treatment option for severe cases of CDI in patients at high risk for 

recurrence; in addition, fidaxomicin is the preferred treatment for recurrent CDI.6 

 

Fidaxomicin is an oral macrocyclic antibiotic, licensed in the EU in December 2011, and launched in 

the UK in June 2012, for the treatment of CDI in adults.7 Its bactericidal activity is targeted towards 

C. difficile, with minimal impact on the colonic microflora.7 In vitro, fidaxomicin has been 

demonstrated to inhibit spore and toxin production.8,9 Whilst fidaxomicin has not been compared 

directly with metronidazole in clinical trials, fidaxomicin was found to be non-inferior to vancomycin 

in curing patients with mild to severe CDI in a phase 3 study.10 Furthermore, significantly more 

patients remained symptom-free in the 28 days after treatment with fidaxomicin compared with 

oral vancomycin.11 The safety profile of fidaxomicin appeared similar to that of oral vancomycin.5,10,11 

 

Methods12 

 

The introduction of fidaxomicin into NHS secondary care Trusts was evaluated to collect robust real 

world data regarding the cost-effectiveness of fidaxomicin when introduced into routine clinical 

practice at various positions in the treatment pathway. 

 

The evaluation involved two retrospective observation periods: 

1. The first was conducted prior to the local introduction of fidaxomicin, and included all 

patients who had a confirmed primary CDI during this period. 

2. The second observation period occurred after the introduction of fidaxomicin, and included 

all patients who had a confirmed primary CDI in this period. 

 

CDI recurrence was defined as the re-emergence of CDI symptoms (judged by the frequency of three 

or more passed unformed stools), with or without a positive toxin test, with a clinical decision to re-

treat within 3 months of the previous case. 

 

In order to confirm that episodes were primary infections in the period before the introduction of 

fidaxomicin, the pre-evaluation period started 15 months prior to the introduction of fidaxomicin at 

each Trust. The post-evaluation period identified all primary cases in the 12 months after the 
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introduction of fidaxomicin and followed the final patients for a further 3 months in order to capture 

any recurrences (Figure 1).
 

 

 
 

All patients with a positive toxin A or B, or both, test for C. difficile within the evaluation period (pre- 

and post-adoption of fidaxomicin) were identified from microbiology department records. The 

following eligibility criteria for primary episodes were subsequently applied in order to narrow the 

patient population: 

 Male or female inpatients 

 Patients who were aged ≥18 years at the time of the positive CDI sample 

 Patients who had CDI as defined by: 

o Diarrhoea, which was defined as a change in bowel habits with three or more 

unformed bowel movements  

o Confirmed CDI (presence of either toxin A or B, or both, of C. difficile in the stool) 

 

Data regarding each case of CDI were collected from hospital systems and medical notes using a pre-

specified data collection form. The information collected included patient characteristics, CDI 

severity, date of onset and resolution, resource use/cost utilisation and CDI treatments. 

 

Data analysis was pooled via the following evaluation groupings: 

In the pre-FDX period: 

• All episodes of CDI treated with vancomycin or metronidazole, before introduction 

of FDX (n=798) 

In the post-FDX period: 

• FDX 1st line; all episodes of CDI treated first line with FDX – defined as FDX started as 

first treatment or within ≤24 hours of another agent (n=177) 

• FDX not 1st line; all episodes of CDI treated with FDX not first line – defined as FDX 

started after ≥24 hours of another agent or agents (n=80) 

• Non-FDX; all episodes of CDI not treated with FDX (n=411) 
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Results12 

 

Analyses pooled from seven trial centres across England were presented at the 5th International 

Clostridium Difficile Symposium (ICDS) in Bled, Slovenia, 2015. Patterns of fidaxomicin use differed 

between the seven centres, with centres A and B treating with fidaxomicin as first-line treatment for 

all patients and the other five centres using fidaxomicin as first-line treatment only in selected 

patients for both primary and recurrent CDI. The results showed that the most optimal recurrence, 

all-cause mortality, and cost effectiveness was seen when fidaxomicin was used first-line for all, and 

not restricted to selected patients only. This suggests that the pattern of adoption of fidaxomicin 

appears to affect its impact on CDI outcomes, and is an increasingly important result as in-patient 

recurrence remains a challenge in the context of current infection control efforts against CDI within 

the UK and Europe.13 

 

The analysis for two of the centres (centres A and B) found that when using fidaxomicin first-line in 

all patients:  

 

 28-day all-cause mortality rates dropped significantly 

 In both centres recurrence rates fell from 12.1% and 23.5% with standard of care treatments 

to 3.1% with fidaxomicin 

 5 and 10 recurrences could be avoided for every 50 patients treated in centres A and B 

respectively, resulting in a cost saving of £19,490 in centre A, and £121,144 in centre B 

 With 16,947 cases of CDI reported in the UK between April 2013 and March 2014,1,2,3,4 

potential for cost saving is likely to be far greater.  

 

Discussion12 

 
This evaluation shows that cost outcomes may be improved with first-line use of fidaxomicin 

compared with other treatment options, through the avoidance of episodes of recurrence. This 

evaluation also shows that where fidaxomicin has been introduced as part of a stratified CDI 

treatment protocol, it tends to be reserved for the most severe cases of CDI, whilst those with non-

severe CDI are more likely to receive an alternative treatment option.14 Despite the increased CDI 

severity in the fidaxomicin-treated patients compared with patients not treated with fidaxomicin, a 

lower recurrence rate was associated with fidaxomicin compared with the pre-fidaxomicin group. 

 

The overall high mortality rate for all groups highlights the importance of treating CDI promptly and 

effectively.14 It is therefore important to note that the greatest reductions in recurrence rates post-

fidaxomicin were observed in hospitals treating all patients with fidaxomicin first-line.  Additionally, 

lower 28-day all-cause mortality was observed when fidaxomicin was used in the first-line setting 

compared with the pre-fidaxomicin period. 

 

Although the acquisition cost of fidaxomicin is greater than that of older, broad-spectrum generic 

treatment options, this evaluation illustrates that the savings gained by avoiding the costs associated 

with treating episodes of CDI recurrence far outweigh the incremental cost of fidaxomicin. 
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Conclusion12 

 
This evaluation showed that the impact of fidaxomicin on CDI outcomes was influenced by local 

patterns of adoption, with the most optimal results in terms of recurrence rate, all-cause mortality 

and cost effectiveness observed in hospitals using fidaxomicin as first-line treatment in all CDI 

patients, rather than in selected patients only. 

 

This evaluation has demonstrated that using fidaxomicin first-line has the potential to improve 

outcomes for this vulnerable group of patients. 
 

 

- ENDS - 
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