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Abstract
The most effective treatment for recurrent Clostridioides difficile infection (CDI) is faecal microbiota transplantation (FMT); however, the optimal route of administration is thus far unknown. 
Methodology and Theoretical Orientation: This retrospective cohort study of 343 patients sought to evaluate the efficacy of treatment with FMT capsules, FMT enema, and rectal bacteriotherapy (RBT) during a five-year period. The primary endpoint was clinical resolution from CDI after eight weeks, and secondary endpoints were time to recurrence and death during the follow-up period. 
Findings: The proportion of patients with clinical resolution was 79.9% in the FMT capsule group, 53.3% in the FMT enema group, and 61.8% in the RBT group, corresponding to an adjusted odds ratio of 3.79 (CI: 1.82 to 8.26) in the FMT capsule group compared with FMT enema, and 2.92 (CI: 1.49 to 6.03) compared with RBT. The hazards ratio for recurrence within the first 12 months of follow-up was 0.24 (CI: 0.06 to 0.89) in the FMT capsule group compared with FMT enema, and 0.26 (CI: 0.08 to 0.91) compared with RBT. There was no difference in mortality.
Conclusion & Significance: In conclusion, FMT capsules were more effective than both FMT enema and RBT as treatment of recurrent CDI and reduced the risk of further recurrences.
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About Research Topic
 Clostridioides difficile is an anaerobic, Gram-positive, toxin-producing bacteria, and a well-established cause of nosocomial diarrhoea [1,2]. Infection with Clostridioides difficile is associated with increased morbidity and mortality [3,4], as well as an economic burden to the health care system [5,6]. Despite standard-care treatment, 25–60% of patients experience recurrence of Clostridioides difficile infections (CDI) [7]. Current treatment modalities for recurrent CDI (rCDI) are vancomycin, fidaxomicin and/or Faecal Microbiota Transplantation (FMT). FMT preceded by antibiotic treatment being the most effective treatment option [8–10] with cure rates between 60% and 90% and reduced risk of new recurrences [11]. However, the production method and mode of delivery of FMT varies considerably between studies, and the optimal route of administration is so far unknown [12–14]. Encapsulated FMT is easily administered compared with rectal administration and is a highly effective treatment option with cure rates comparable to other modes of delivery [15]. At Copenhagen University Hospital Hvidovre (CUHH), FMT treatment is managed in the Department of Infectious Diseases, whereas other Danish FMT centres are centred at Departments of Gastroenterology. Therefore, FMT via endoscopy is rarely offered in CUHH, whereas it is more routinely used in the other centres [16]. At CUHH an alternative treatment option, rectal bacteriotherapy (RBT), has been applied. RBT consists of a standardised bacterial mixture of 12 well-defined bacteria strains [17,18].
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