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INTRODUCGCTION

e |n 2011 there were an estimated 500,000 incident cases of Clostridioides difficile infection (CDI) in
the United States. It is the most frequent healthcare associated infection (HAI)'2

Table 3. Multivariable adjusted analyses of Cdiff32 total and
domain scores at week 8, among respondersa.?

KEY TAKEAWAYS

e (DI occurs through ingestion of spores followed by colonization of the colon and production of toxins, RBX266(
causing arange of severe symptoms and outcomes including diarrhea, colonic perforation, and deaths-4 1 In the phase 3 trial PUNCH CD3, HRQL of Among the few non-responders, These findings suggest that Component DETTICIE
* (Overathirdofpatientsexperience recurrent C/OSffif_’iOidesdifféci(einfeC_ti_OH("CD'),Which substantially rCDI patients treated with RBX2660 and an average improvement of more future research is warranted Total score 5.9 (-0.1 - 11.9) 0.06
Sﬂ?ﬂﬂme:s%?“cegf > healih-related qually of ife (HRQL)", In addifion fo fhe severe symploms with standard antibiotic treatment (i.e., than 10 points on Cdiff32 was to further validate the potential Physical domain 4.9 (-0.85 - 10.6) 010
RBX2660, a live biotherapeutic product, was found to consistently reduce rCDI across 6 studies in PBO) improved significantly among the observed for REX2660-treated benefit of REX2660 on HROL Mental domain 7.4(0.3-14.4) <0.05"
the clinical develo roaram with s responders, with a greater magnitude for patients though not among PBO- of patients with rCDI AR -
pment program with over 900 RBX2660 treated patients ] ) Social domain 55 (-1.9 — 12.8) 0.15
RBX2660, particularly for mental health treated patients A [l =Tl -

e Here we report post-hoc HRQL results as measured using the Clostridioides difficile Health-related
Quality-of-Life Questionnaire (Cdiff32) of responders (with no recurrence) and non-responders
(with a recurrence) within an 8-week blinded period of the RBX2660 phase 3 randomized placebo-
controlled trial PUNCH CD3 (NCT03244644)

Cl = confidence interval.

a The adjusted analyses controlled for baseline Cdiff32 score, sex, age (years), prior fidaxomicin use, prior proton pump inhibitor use, number of CDI episodes before treatment, and
common comorbidities (metabolism and nutrition disorders, surgical and medical procedures, infections and infestations, gastrointestinal disorders, psychiatric disorders).

b Adjusted linear regressions were conducted among responders only due to low sample size of non-responders.
¢ The RBX2660 treatment coefficient reflected the adjusted difference-in-difference between change from baseline to week 8 in RBX2660-treated patients and placebo patients.

RESULTS Table 2. Cdiff32 component scores at baseline and week 8 by treatment arm

and response status

OBJECTIVE

* Among responders and non-responders, as determined by week 8, to summarize Cdiff32 total and Adjusted analyses among responders found a

domain-specific (physical, mental, social) scores at baseline and week 8 for patients randomized Table 1. Baseline characteristics by week 8 response status statistically significant improvement favoring
 To summarize changes from baseline (CFB) in Cdiff32 scores from baseline to week 8 by treatment Responde ‘ Non-Responders (N=7) : : B
(RBX2660 or PBO) and response status > Y/ N (% Mean = SD / N (%) Component Change from | Unadjusted Change from | Unadjusted
(Mean + SD) Baseline Week 8 baseline P-value Baseline Week 8 baseline P-value
Demographics
Age (years) 59.3 + 16.7 66.4 + 16.4 Responders
METHODS
Sex Total 437 +17.4 | 758+18.3 | 32.1+21.4 | <0.001* | 424+20.3 | 701 +232 | 27.7+198 | <0.001* :
This analysis included adult patients with rCDI from the phase 3 PUNCH CD3 trial’s modified intention- Female 122 (68.9) 6 (85.7) _ - - * Among responders, improvements from
to-treat (mITT) population. The mITT population was defined as all randomized subjects who Male 56 (31.5) 1(14.3) Physical 026+ 21.1 | 642163 | 31.7+228 | <0.001 49922271 P.2+21.6 | 293+232 | <0.001 baseline to week 8 were statistically
SUC?GSSf!J”y received blinded treatment but excluding: subjects who V.VitherW pl’.iOI’ to .treatment; Race Mental 327 +16.8 | 66.4 +220 | 33.7 + 24.1 <0001* 1330+205|601+270! 27.0+214 <0.001 * significant (all p<0.001) for the Cdiff32
subjects in whom treatment was attempted but not completed; and subjects who discontinued from American Indian or Alaska Native 2(1.1) 0(0.0) | total score and all three domain scores, for
the study prior to evaluation of Treatment Failure/Success for the primary endpoint if the reason Asian 1(0.6) 0 (0.0) Social 03.0£236 | 802213 | 266+279 | <0.001" | 493265 736x278 | 243+273 | <0.001" both the RBX2660 and PBO arms
for exit was not related to CDI symptoms. Patients were required to have a Cdiff32 assessment at Black or African American 9 (5.1) 1(14.3) Non-responders A 4 inal but not
both baseline and week 8 to be included in the analysis Native Hawaiian or Other Pacific Islander 0 (0.0) 0 (0.0) st?ﬁ:ﬂc';(:f;;f;ﬁﬁ;a?]rtsi’n:'s::\?:.ﬁae nt: fr"OOm
We analyzed results from the Clostridioides difficile Health-related Quality-of-Life Questionnaire Multiple 1(0.6) 0(0.0) Total el Pl PR e ) b= ol ez sull ) e 2ol Jigsn baseline to week 8 in the total score and all
(Cdiff32), a validated, disease-specific instrument with three domains (physical, mental, and social) White 163 (91.6) 6 (89.7) Physical 780+149 | 91.1+47 | 131+193 | 0423 | 625+353  621+37.8  -05+308 | 0.855 domain scores were observed for RBX2660
and a total score (all ranging from 0—100, with 100 best possible) Other 2(1.1) 0(0.0) : : .. ’
| Disease characteristics Mental 47.0+19.6 | 60.7+156 | 13.7+162 | 0.181 | 549+277 |50.0+33.2 -49+233 0.854 while scores remained similar or worsened
The following analyses were conducted separately for both responders and non-responders (as Number of CDI enisodes before treatment YPTE 50+ 15 _ from baseline to week 8 for PBO
determined by recurrence by week 8), for the RBX2660 and PBO arms: Umber 0T LU episodes DETore treatme oL 2= U o2 == e Social 542 +157 | 792+36 | 25.0+16.5 0.181 60.9+33.2 | 65.6+348 | 47+225 1.000
| | | | Duration of prior CDI episode (days) 25.7 +14.9 32.6 7.4
_ Abso|ute Scores for the Cd|ff32 tota| and domam scores were Summanzed a’[ base“ne and Week Antibiotics used at Screening a Statistical comparisons of differences between Cdiff32 values at week 8 vs baseline were performed using one-sample Wilcoxon rank-sum tests.
8 via mean and standard deviation Other 6 (3.4) 0(0.0)
— Changes from baseline to week 8 were summarized via mean and standard deviation -
Vancomycin 158 (88.8 7 (100.0 -
— Comparisons of week 8 to baseline within treatment arm were conducted using one-sample et (98.5) (100.9) References Disclosures
Wilcoxon rank-sum tests Fldaxom|C|n : 1 12 (7'19) 5 010.9 : : . . 1. Guh A, etal. Ann Intern Med. 2018;169(7):Itc43-itc64. PF: an employee of PACT-Gastroenterology Center, consultant, speakers
»  Among responders, adjusted analyses were used to analyze Cdiff32 scores at week 8 with the Vgncomyc!n cllurgtlon on recent CDI (days) 7.4+10.8 76+7.0 e Among _patlents with reported Cdiff32 at baseline and week 8, 2. Gentersfor Disease Conto and Preventon. 2021 s ovlcef bureau, and advisory board for Ferring/Rebiotix, consultant and advisory
follows ates: baseline Cdiff32 ireatment (RBX2660 or PBO . Prior hospitalization due to CDI 21 (11.8) 4 (57.1) 178 patients (125 RBX2660, 53 PB0) were responders and 7 | Fort Coll oot Miorobiol board for Seres Therapeutics, consultant for Merck and Co. and advisory
oliowing covariates: Daselne udi score, treatment ( or ), Sex, age (years), prior Prot nhibit 35 (19 7 5 (28.6 RBX PBO 3. Zhu, etal. Front Cel infect Microbiol, 2018 board for Takeda Pharmaceuticals; ED: an employee of Washington
fidaxomicin use, prior proton pump inhibitor use, number of CDI episodes before treatment, and roton pump InnibItor Use (19.7) (28.6) (3 RBX2660, 4 PBO) were non-responders o 506169168 University School of Medicine, consultant for and received research
o _ o _ . _ - - . Garey KW, et al. J Clin Gastroenterol. ep; :631-637. f i fizer, for Abbott, Merck, S ,and
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received open-label RBX2660 per physician discretion and were therefore excluded. As-observed

: . This stud funded by Ferring Ph ticals.
(no imputation) data were used is study was funded by Ferring Pharmaceuticals

a Includes patients from the mITT population with both baseline and week 8 Cdiff32 assessments.
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