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Results

Background
•

Disruption of the microbiome is key to the pathogenesis of
recurrent Clostridioides difficile infection (CDI).

•

Placebo-controlled trials assessing microbiome therapeutics have
demonstrated efficacy in recurrent CDI; however, long-term
safety and efficacy data from rigorously conducted studies of
microbiome therapies, including cumulative efficacy in those who
received a second dose following a CDI recurrence, is limited.
CP101 is an investigational orally-administered microbiome
therapeutic designed to restore microbiome diversity and break
the cycle of recurrent CDI.

•

Methods
•

•

•

•

•

Clinical and demographic characteristics
PRISM3

PRISM3 enrolled participants older than 65 years with one CDI
recurrence, or any age with two or more CDI recurrences. PRISMEXT enrolled participants of any age with one or more CDI
recurrences. PRISM-EXT included participants who rolled over
from PRISM3 after an on-study CDI recurrence and direct entry
participants who were not enrolled in PRISM3.
In both trials, eligibility criteria included clinical symptoms, CDI
diagnosis by guideline-recommended testing (PCR or toxin EIA),
in addition to the initiation and clinical response to standard-ofcare (SOC) antibiotics.
In PRISM3, participants were randomized 1:1 to receive one-time
oral administration of CP101 or placebo without bowel
preparation, following SOC CDI antibiotics. In PRISM-EXT,
participants received a one-time oral administration of CP101
without bowel preparation following SOC CDI antibiotics.
The primary efficacy endpoint for both trials was the proportion of
participants without CDI recurrence through 8 weeks posttreatment. In both studies, missing data through Week 8 (primary
endpoint) was to be imputed as recurrence. Missing data through
Week 24 (secondary endpoint) was imputed as no
recurrence. Efficacy and safety were evaluated through 24
weeks.
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CP101
N=102

Age in years - median (range)
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Placebo in Direct Entry
N=82
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Female sex - n (%)

69 (68%)

17 (85%)

22 (73%)

60 (73%)

Charlson comorbidity index - mean (SD)

3.9 (2.9)

5.3 (2.5)

3.6 (2.6)

3.0 (2.2)

80%

28 (28%)

1 (5%)

2 (7%)

43 (52%)

≥ 3 CDI episodes

73 (72%)

19 (95%)

28 (93%)

39 (48%)

61.5%

This post-hoc safety analysis combined data from PRISM3 and
PRISM-EXT

•

No drug-related serious adverse events (SAEs) were reported in
any participants that received CP101 in PRISM3 and/or PRISMEXT, including no drug-related SAEs in the 20 participants who
received a second dose of CP101.

•

Among participants that received CP101 in either PRISM3 or
PRISM-EXT, drug-related treatment emergent adverse events
were mild (Grade 1) or moderate (Grade 2), and primarily
gastrointestinal in nature.
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PCR-based testing (alone or in combination)2

64 (63%)
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0
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39 (48%)
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0

0
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PRISM-EXT efficacy through Week 8 and Week 24

•

This is the largest reported dataset of an investigational orally
administered microbiome therapeutic for the prevention of
recurrent CDI.

•

CP101 is the first orally-administered investigational
microbiome therapeutic studied in a large RCT and open-label
trial which included participants with first CDI recurrence and
multiply recurrent CDI.

•

In this post-hoc analysis, the cumulative proportion of
participants without CDI recurrence following SOC antibiotics
and CP101 was 85.0% across both studies through Week 8.

•

Among participants that received CP101 in PRISM3, inclusive of
those that rolled over to PRISM-EXT and received a second
dose, 88.2% of participants were without CDI recurrence
through 8 weeks in this post-hoc analysis.

Proportion without CDI recurrence

SOC CDI antibiotic at study entry - n (%)
Oral vancomycin (alone or in combination)

87 (85%)

19 (95%)

25 (83%)

73 (89%)

Oral fidaxomicin (alone or in combination)

21 (21%)

2 (10%)

6 (20%)

16 (20%)

Oral metronidazole (alone or in combination)

2 (2%)

0

0

1 (1%)

Other

1 (1%)

0

0

0

Abbreviations: SD = standard deviation; CDI = C. difficile infection; PCR = polymerase chain reaction; EIA
= enzyme immunoassay; GDH = glutamate dehydrogenase; SOC = standard of care
1. Number of CDI episodes in the previous 6 to 12 months for PRISM3 participants and in the
previous 6 months for PRISM-EXT participants
2. PCR based testing includes: PCR positive alone or in combination (e.g. GDH+/PCR+; GDH+/toxin
EIA-/PCR+; PCR+/Toxin EIA-/without toxigenic culture)

100%
80%

80.3%

78.8%

60%
40%
20%
0%

3. Toxin EIA based testing includes: Toxin EIA positive alone or in combination (e.g. GDH+/Toxin
EIA+; PCR+/Toxin EIA+; GDH+/PCR+/Toxin EIA+; PCR+/Toxin EIA-/toxigenic culture+)

8 weeks; SOC +
CP101
n = 132

8 weeks post CP101
+ SOC antibiotics
n=132

24 weeks; SOC +
CP101
n = 132

24 weeks post CP101
+ SOC antibiotics
n=132

PRISM3 and PRISM-EXT cumulative efficacy
through Week 8
Proportion without CDI recurrence through Week 8
100%

PRISM-EXT
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Placebo rollovers
(n=30)

•

74.5%

60%

Positive CDI laboratory test at study entry - n (%)

PRISM3 rollovers
(n=50)

No drug-related SAEs were reported in PRISM3
and PRISM-EXT

20%

≤ 2 CDI episodes

CP101 rollovers
(n=20)

p=0.0488

100%

69.0 (19-97) 76.5 (63-94) 71.0 (30-94) 67.0 (18-95)

Across PRISM3 and PRISM-EXT, 214 unique participants received CP101

CP101 arm
(n=102)

Primary efficacy endpoint: Proportion without CDI recurrence
through Week 8

Recurrent CDI Category1 - n (%)

We conducted a combined post-hoc analysis of data from the
PRISM3 placebo-controlled trial and the PRISM-EXT open label
trial of CP101 for the prevention of recurrent CDI.

PRISM3
(n=198)

In PRISM3, a Phase II, RCT, CP101 achieved
33.8% relative risk reduction for CDI recurrence

0%

Cumulative Cure rate

All PRISM3 and PRISM-EXT
participants dosed with CP101
+ SOC antibiotics
n=214

Participants receiving a single
dose of CP101 in PRISM3 or a
second dose in PRISM-EXT
+ SOC antibiotics
n=102
Cumulative cure in CP101 group

Conclusions
The findings from this post-hoc combined
analysis support the hypothesis that
CP101 may be efficacious for the
prevention of recurrent CDI.
Repeat dosing with CP101 may be
beneficial in patients not responding to
an initial dose of CP101.
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