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Abstract
Background: Up to 35% of patients successfully treated with metronidazole or vancomycin have

recurrent C. difficile infection (CDI). Fidaxomicin is a new, minimally absorbed, narrow spectrum antibiotic,

with limited impact on gut flora. We present recurrent CDI results from a randomized trial. Methods:

Adults with CDI symptoms and positive toxin test received oral fidaxomicin (200 mg BID) or oral

vancomycin (125 mg QID) for 10d. Recurrent CDI was recurrence of diarrhea and positive toxin within 4w

after end of therapy . Results: Of 432 patients in per protocol analysis, 81 (18.8%) had recurrent CDI.

Observed rates were higher in older patients (<40y 3/61, 5%; >74y 31/101, 31.0%), history of prior CDI

(yes 18/74, 24.3%; no 63/358, 17.6%), inpatients (yes 48/217, 22.1%; no 33/215, 15.3%), and a BI type

(yes 24/100, 24.0%; no 35/209, 16.7%). Recurrent CDI occurred in 53/221 (24.0%) and 28/211 (13.3%)

(p<0.01) of vancomycin and fidaxomicin treated patients, respectively. Recurrent CDI differences between

vancomycin and fidaxomicin were larger in patients who didnôtget CDI therapy in the 24h pre trial

enrollment (VAN 34/140, 24.3%; fidaxomicin15/138, 10.9%; p<0.01). Of patients with recurrent CDI,

recurrence developed within 10 days after end of treatment in 56.6% and 25.0% of those treated with

vancomycin and fidaxomicin, respectively. Conclusions: Compared to vancomycin, fidaxomicin is

associated with a lower recurrent CDI rate, particularly among patients with no prior exposure to

vancomycin or metronidazole. Recurrent CDI occurs later in fidaxomicin-treated patients.

Methods
Ç This was a multicenter, double-blind, randomized, parallel group study to compare the safety and

efficacy of PO fidaxomicin (200mg q12h) with PO vancomycin (125mg q6h) for 10 days in

subjects with CDI.

Ç Subjects were stratified based on whether this was the first CDI episode or the first recurrence of

CDI in the prior 3 months.

Ç Subjects were evaluated during the 10-day course of therapy for cure or failure and, if cured,

followed for a 4-week period thereafter for recurrence.

Ç End points: primary - clinical cure at the End of Therapy visit. Secondary - rate of recurrence of

CDI by 28 days after the last dose of study therapy

Ç Additional analyses for this study include Global Cure Rate and Time-To-CDI-Recurrence

Vancomycin Fidaxomicin Total
n=221 n=211 n =432

% [95%CI] % [95%CI] Number    %

Overall RecurrenceRate 24.0  [18.8-30.1] 13.3  [9.3-18.6] 81/432  (18.8)

Age Group

16-39 3.6  [0-19.5] 6.1  [0.8-20.8] 3/61  (4.9)

40-64 23.3 [15.8-33.2] 10.8  [5.8-18.9] 31/183  (16.9)

65-74 23.1  [13.7-36.3] 11.4  [4.1-26.7] 16/87  (18.4)

>=75 37.3  [25.3-51.0] 24.0 [14.2-37.6] 31/101  (30.7)

Sex

Male 25.5  [17.8-35.3] 11.4  [6.2-19.9] 34/182  (18.7)

Female 22.8  [16.4-30.9] 14.6  [9.4-22.1] 47/250  (18.8)
Race

White 26.2  [20.5-32.9] 13.4  [9.2-19.1] 75/378  (19.8)

Black 12.5  [3.7-32.0] 10.5  [1.9-32.9] 5/43  (11.6)
Stratum

No Prior Episode 22.4  [17.0-29.0] 12.6 [8.4-18.4] 63/358  (17.6)

Single Prior Episode 31.6  [19.1-47.6] 16.7 [7.6-32.4] 18/74  (24.3)
Metronidazole Failure Pre Study

Yes 9.1  [0-40.2] 16.7  [3.8-46.2] 3/23  (13.0)

No 24.8  [19.4-31.1] 13.1  [9.0-18.5] 78/409  (19.1)
Patient Status

Inpatient 26.1  [18.8-35.1] 17.9  [11.7-26.4] 48/217  (22.1)

Outpatient 21.8  [15.1-30.5] 8.6  [4.4-15.7] 33/215  (15.3)
CDI Therapyin 24 hours pre study

Yes 23.5  [15.5-33.9] 17.8  [10.6-28.3] 32/154  (20.8)

No 24.3  [17.9-32.1] 10.9  [6.6-17.3] 49/278  (17.6)

Concomitant   Antibiotic Therapy

Yes 40.4  [28.6-53.3] 22.7  [12.8-37.2] 33/101  (32.7)

No 18.3  [13.1-25.0] 10.8  [6.9-16.5] 48/331  (14.5)
Initial Strain of CDAD1

BI 23.6  [14.3-36.5] 24.4  [14.2-38.9] 24/100 (24.0)

Non-BI 25.5  [18.1-34.6] 7.8  [3.8-14.9] 35/209 (16.7)

1 For additional information: refer to poster L1-1642 -Restriction Endonuclease Analysis (REA) Typing of Clostridium difficile ina Phase 3 Treatment 

Trial of Fidaxomicin vs Vancomycin: Decreased Cure Rate for Epidemic BI/NAP1/027 Strain by  D. Gerding et al. 

Introduction
Ç CDI has become a growing problem in hospitals, long-term care facilities and in the community.

Ç Current treatment options include metronidazole and oral vancomycin. However, approximately 20%

to 35% of CDI patients who initially respond to these treatments experience a recurrence.

Ç Fidaxomicin is a novel macrocyclic antibiotic, derived as a fermentation product of Dactylosporangium

aurantiacum, with a narrow spectrum antibacterial profile and bactericidal activity with prolonged post-

antibiotic effect against C. difficile. Its MIC90 against C. difficile is 0.125mg/mL (compared to 0.25mg/mL

and 1mg/mL for metronidazole and vancomycin, respectively).

Ç Fidaxomicin has moderate activity against other Gram-positive organisms and no activity against

Gram-negatives and yeasts. In humans treated with fidaxomicin, preservation of Bacteroides fragilis is

observed.

Ç The safety profile of fidaxomicin was similar to that of placebo in Phase 1 and in this phase 3 study.

Ç The frequency of development of spontaneous resistance with fidaxomicin was very low and was

similar to that seen with vancomycin and metronidazole. Acquired VRE intestinal colonization among

patients with CDI was lower following treatment with fidaxomicin than in patients treated with

vancomycin

Resultsand Discussion
Ç 629 patients were enrolled : 623 received study drug (323 on vancomycin and 300 on

fidaxomicin. 54 patients (22 in the fidaxomicin group and 32 in the vancomycin group) withdrew

from the study.

ÇOf the patients in the PP population who were cured, 13.3% patients in the fidaxomicin group

and 24.0% in the vancomycin group experienced recurrence (95% CI ; -17.9, -3.3), indicating a

statistically significant difference between the groups in favor of fidaxomicin. Similar results were

seen in the mITT population (15.4% versus 25.3%; 95%CI: -16.6, -2.9). (Table 1)

ÇRecurrent CDI developed later among patients treated with fidaxomicin. Of patients with

recurrent CDI, recurrence developed within 10 days after initial treatment completion in 56.6%

and 25.0% of those treated with vancomycin and fidaxomicin, respectively. Late recurrence,

21-30 days after initial treatment completion, occurred among 15.1% and 35.7% of those

treated with vancomycin and fidaxomicin, respectively (figure 1).

Ç Among fidaxomicin-treated patients, those who have not received any CDI-active antibiotics

during the 24 hours prior to study enrollment had a significantly lower CDI recurrence rate

(figure 3).

ÇRecurrence rate was markedly higher among patients who received concomitant antibiotics

while treated for CDI (figure 4).

Ç The lower rate of CDI recurrence may be related to better preservation of the gastrointestinal

flora by fidaxomicin. While cidal for C. difficile, fidaxomicin spares Bacteroides species (Louie TJ

et al., OPT-80 Eliminates Clostridium difficile and Is Sparing of Bacteroides Species during

Treatment of C. difficile Infection. 2009AAC 53:261-263

ÇRecent data suggests that CDI recurrence beyond two weeks after the completion of initial

therapy may be attributed to a new acquisition rather than recurrence. Typing to identify clonality

and additional analyses are required to determine whether late recurrences observed in this

study are true recurrences or new C. difficile acquisitions.

Conclusions
Ç In this phase 3 trial evaluating the effectiveness and safety of oral fidaxomicin 200mg twice daily vs. oral

vancomycin 125mg four-times daily, CDI recurrence among fidaxomicin-treated patients was lower than that

among vancomycin-treated patients (relative reduction of 45% in the PP population).

Ç CDI recurrence was higher among older and among hospitalized patients.

Ç The use of a CDI-active antibiotics during the 24 hours prior to study enrollment, markedly increased rates of

recurrence. Among those without prior CDI therapy, fidaxomicin therapy was associated with a particularly low

recurrence rate, suggesting a potential for a high clinical benefit for fidaxomicin when being used as first line

therapy.

Ç Regardless of the treatment assignment, the use of concomitant antibiotics markedly increased recurrence

rates.

Ç Recurrence of CDI developed later among those who received fidaxomicin therapy..

Fig 3.  CDI Recurrence by Receipt of CDI Therapy in 
the 24 Hours Prior to Study Enrollment
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Fig 4. CDI Recurrence by Receipt of Concomitant 
Antibiotics During the Study
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Fig 5. Subjects Taking no CDI Antibiotic in 
24 Hours Prior to Study: Recurrence by 

Receipt of Concomitant Antibiotics
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Fig 2. CDI Recurrence by Age Group

Age

Table 1.Recurrence of C. difficile Infection by Treatment Arm: 
Sub-Group Analyses.  Per-Protocol Population

Methods: Continued
Ç Cure was defined as- requiring no further CDI therapy 2 days after completion of study medication

or have 3 or fewer unformed stools for 2 consecutive days and remain well prior to the time of

study medication discontinuation or- subjects who at the end of treatment have had a marked

reduction in the number of unformed stools but who have residual and mild abdominal discomfort.

Ç CDI baseline disease severity was categorized as: mild: 4-5 Unformed bowel movements

(BM)/day or WBCÒ12,000/mm³, moderate : 6-9 Unformed BM/day or WBC 12,001-15,000 mm³,

severe:Ó10 Unformed BM/day or WBCÓ15,001/mm³ .
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Fig 1.  Time to Recurrence of C. difficile Infection: Survival Analysis
Per Protocol Population

Days from Treatment Completion
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Vancomycin Fidaxomicin

n=221 n=211

Recurred within 10d 30/221 (14%) 7/211 (3%)

Recurred within 20d 45/221 (20%) 18/211 (9%)
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