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REAL WORLD OUTCOMES OF A NOVEL FECAL MICROBIOME REPLACEMENT TREATMENT FOR THE
PREVENTION OF RECURRENT CLOSTRIDIOIDES DIFFICILE INFECTION: A MULTICENTER STUDY
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Introduction Results

Fecal microbiota, live-jsim (RBL) is the first FDA-approved live biotherapeutic for
the prevention of recurrence of Clostridioides difficile infection (rCDI) in adults.’

Baseline Demographics and Characteristics Recurrence Rate at 8 Weeks post-RBL Recurrence by CDI Episode

It is a rectally administered, pre-packaged single dose microbiome therapy, Characteristic Results 100% = Recurrence post-RBL (n=0)
demonstrated to be safe and efficacious in clinical trials.23 This is the first real- (N=34) Recurrence 9
world study reporting outcomes of RBL in the US. Age, years (n=9) § 80%
Mean (SD) 70.2 (15.4) =
. . Median (IQR) 75 (64.8-81) 2
O bj ective Female 21 (61.8) S 60% E69%
Hospitalization within 4 weeks of current CDI 2(5.9) 5 .
o _ _ , Charlson comorbidity index, median (IQR) 4.5 (3-6.8) S 44%
The objective of this study is to evaluate real world outcomes of RBL in CDI history = 40%
. . . .. . o
prevention of rCDI when used in routine clinical practice. Number of prior episodes, not including current, median (IQR) 4 (3-4) 5
| episode >(14.7) No recurrence § 20%
2 episodes 5(14.7) S
M eth od S >3 episodes 24 (70.6) (n=25) Y o
rCDI risk factors 0% 2
Age =65 years 25 (73.5) 1 Prior Episode N 2 Prior E_pisodgs 23 Prior Episodes
. . . . umber of Prior Episodes
* StUdy deS|gn. I’etr'OSpeCtlve multicenter S|ng|e'arm StUdy Concurrent gastric acid suppressant use? 20 (588) o
. . _ Non-CDI antibiotic use within 4 weeks prior to current CDI 9 (26.5) * Of the 9 patients who recurred, none were hospitalized for the recurrence.
Data source: electronic health records from February 2023 through Current CDI with severe presentation” 5 (14.7) * One patient with recurrence was re-treated with RBL 20 days following rCDI Di scus si on
November 2023 Immunocompromised® 7 (20.6) v(;ith notgubtsetrq]uehnt C:gc;:rrencetat 8bweel|<s(,j.. -
- L : : Di tic Test Method for C. difficil nfirmation * One patient who had inflammatory bowel disease did not have a recurrence _ _ . _ _
* Patient population: rCDI patients 218 years old who received RBL among 16 R oSt EmOaon . GHEre €0 10.(29.4) of CDL. This study provides treatment characteristics and efficacy of RBL in
separate gastroenterology or infectious disease physician practices in the US EIA for toxin A, B 6 (17.6) prevention of rCDI in a real-world setting.
. i idities i i EIA for toxin A, B + PCR 5(14.7 i i 1 1 . . . . . . .
* Study parameters: demographics, comorbidities including Charlson score, PCR + GDI antigen : E 1 4_7; Distribution of Recurrence over Time * 46 patients were treated with RBL in 16 physician offices, with 34
number of prior CDI episodes, pther prior C[il treatments and rCDI risk | EIA for toxin A, B + GDH antigen 1(2.9) - patients evaluated who reached 8 weeks of follow-up.
fac.:tors. Risk factors assessed mclu.d.ed' 29° _65- y-e s concurrgnt gastric Other characteristics 0 Number of patients - The patient population was highly comorbid with multiple risk factors
acid suppressant use, non-CDI antibiotic use within 4 weeks prior to the Prior therapy with bezlotoxumab 5 (14.7) ) (=) P pop gnly P :
current CDI episode, severe presentation of CDI or compromised immune Prior FMT 0 (0) 2 40% 1 - Age 265 was the most predominant risk factor.
i K3}
system. Inflammatory bowel disease — —— _ _ _1(2.9) T 30% - - Prior CDI episodes were 23 in over 70% of patients.
Data are p.resented as number of patients ("(o) unless otherwise |nd_|cated. Abbrewatlons. EIA, enzyme immunoassay; FMT, fecal microbiota &
* Utilization characteristics included diagnostic test to confirm CDI, standard oo U s a2 ranentor sriaemat - e reaction: S - Vancomycin was the most used SoC antibiotic.
e . . . : bDefi ing: in < inine 1.5 ti i i intensi i 20%
of care (SoC) antibiotic used to treat CDI with duration, time from completion Definec by any of the following: albumin =30 g/dl, serum creainine 21,5 fimes above basefine, hypotension o shock, Intonsive care unit stay related g : : : o
Of SOC antibiotic tO treatment Wlth RBL EDL(J:eDtIc,) ilmm,unosuprlre;s:ve riedicalt/ilc_)htor undegyingI diseaseI (irrt1mu}:1e (I:ietfic(;jiéncgll,):olig ;rgﬂnghel:natoptoi;t%(;?gm cltlellltraLnspIant, absolute ;183 y Eﬂ:lcacy at 8 WeekS Wlth no recurrence Of CDI was seen in 735 /0

* Efficacy assessment: effectiveness of RBL was assessed as absence of
recurrence at 8 weeks after treatment. Recurrence was defined as 3 or more
liquid bowel movements within 24 hours that required CDI-related therapy.

* Statistical analysis: continuous data are reported as means with standard
deviations (SDs) or medians with interquartile ranges (IQRs) and categorical
data as counts and percentages. Risk factors for rCDI were calculated with
two-tailed Fishers Exact test or Wilcoxon Rank Sum test.

neutrophil cell count <500 cells/mL).

Median age was 75 years with a majority female.

The population was highly comorbid with a median Charlson score of 4.5.
Over 70% of patients had =23 prior CDI episodes.

Age =65 years was the most predominant risk factor, followed by gastric acid
suppressant use and non-CDI antibiotics.
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Risk Factor Analysis of CDI Recurrence
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* Timing of recurrence was evenly distributed over the 8 weeks.

* None of the patients receiving RBL after one prior CDI episode
experienced a recurrence, although this was not significant. Those
with two prior episodes did have a significantly lower risk of rCDI.

* No patients who received bezlotoxumab with prior episodes had
recurrence following treatment with RBL.

Recurrence P-Value® * Patients receiving RBL later after SoC completion had a lower risk

Parameter (N=34)

Study Design

Results

Characteristic

(n=25)

(n=9)

of recurrence.

(N=34) Charlson score, median (IQR) 5 (3-7) 4 (3-6) 0.84 o _ _ _ o _
SoC antibiotic with current episode CDlI prior episodes, not including current * Limitations include a small sample size for analysis of this interim
Fidaxomicin 17 (50.0) 1 CDI episode 5 (20%) 0 (0%) 0.29 data and warrants additional study.
. Vancomycin fixed dose 15 (44.1) 2 CDl episodes 1(4%) 4 (44%) 0.012
Treated Patient Cohort Vancomycin tapered dose 5(14.7) 23 episodes 19 (76%) 5 (56%) 0.40 =
N=46 Metronidazole 1(2.9) Risk factors for rCDI C on CI usion
RBL utilization parameters Age 2 65 years 17 (68%) 8 (89%) 0.39 - . . - .
Days from C. difficile stool test to RBL, median (IQR) 36 (25-65) Gastric acid suppressant 16 (64%) 4 (44%) 0.44 * RBL administered rectally in a physician’s office demonstrated
Days from completion of SoC to RBL, median (IQR) 2 (1.25-4) Non-CDI antibiotics within 4 weeks of diagnosis 7 (28%) 2 (22%) 1.00 73.5% efficacy in the prevention of recurrence of CDI at 8
. . aThree patients received two SoC antibiotics Immunocompromised . > (202/0) 2 (222/0) 1.00 weeks.
Gastroenterology Infectious Disease Severe CDI on presentation 4 (16%) 1(11%) 1.00
. 5 - s Hospitalization within 4 weeks of current CDI 2 (8%) 0 (0%) 1.00 . o
Practice Patients Practice Patients . . e . Chronic renal disease 4 (16%) 1(11%) 1.00 * Patients receiving RBL early had lower rates of recurrence
N=28 N=18 Median Duration of SoC Antibiotic Additional parameters than patients with more prior episodes.
Non-CDlI antibiotic received post RBL instillation 1(4%) 1(11%) 0.47
—~ 809  T4days 'T”f'aTmattorYtE]Og"e'l dtisease . | o 51((24(;’@)) 8 Egjf’; ;-gg * Results are comparable to the data reported in the PUNCH
> | reatment wi ezlotoxumabp T0or previous episodes (s (s . . . . . . . . .
23 70 Treatment with bezlotoxumab for current episode 4 (16%) 1(11%) 1.00 c“n“_:al t"_als’ despltgf more comorbid patient population with
2% 60+ Time from completion of SoC to RBL instillation, multiple risk factors.*
2 o ] . 2 (2-6) 2 (1-2) 0.035
c g 20 median days (IQR)
O E 40 aP-values were calculated with two-tailed Fishers Exact test or Wilcoxon Rank Sum test
Q5 40- : | : _ | References
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