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Title of Study: APC040: Identification of the Microbiota Dependent Response to Rifaximin in Irritable Bowel Syndrome Patients.

Investigators:
Dr. Akbar Zulquernain
Prof. Paul O’Toole
Dr. Ian Jeffery
Dr. Marianne Fraher
Dr. Carthage Moran
     Dr. Liz Kenny

Study centre(s): 
Cork University Hospital
APC Microbiome Institute.

Publication (reference):
N/A

Studied period:
N/A 

Objectives:
This study had two primary objectives:
1. Identification of a microbial signature associated with Responders vs Non- Responders to treatment with Rifaximin.
2. Identification of microbiome changes that are associated with an alleviation of symptoms. 

Response was to be defined as improved IBS symptoms that were to be measured using an IBS symptom severity score and a food frequency questionnaire between visits.
However, the trial was paused due to staffing difficulties (CNM went on maternity leave) plus an ‘in clinic’ observation was made which deemed the efficacy was not observable in the patient group.



Methodology: 
The study was to involve a total of 4 visits. Eligibility for the study was to be determined at a screening visit (Visit 1). Subject would then return in three weeks for their baseline visit. Study medication was then to be administered and treatment continued for a period of two weeks. Subjects were then due to return for follow up visits at weeks 5 and 9.

Number of patients (planned and analysed):
The study protocol planned for the recruitment of 80 patients, 
However only 2 patients were recruited. 
No patient data was analysed.


Diagnosis and main criteria for inclusion:

Inclusion criteria: 
1. Male or female subjects aged ≥ 18 and < 65 at the time of the screening visit. 
2. IBS as defined by Rome III criteria.
3. Clinical laboratory tests at screening showing no clinically significant abnormalities in the opinion of the investigator.
4. Signed and dated written informed consent prior to admission to the study.
5. Able to understand and comply with protocol requirements, instructions and protocol - stated restrictions. 
6. Female subject currently of non-childbearing potential (i.e., physiologically incapable of becoming pregnant, including any female who is post-menopausal or any female who is surgically sterilized (via documented hysterectomy or bilateral tubal ligation). (For purpose of this study, post-menopausal was defined as one year without mensus).
OR
Child bearing potential, the subject was eligible to enter and participate in this study if she was not lactating and had a negative pregnancy test both at screening (Serum β-HCG negative) and baseline 9urine) prior to investigational product administration at visits 2, follow up on visits 3 and 4. The subject also had to agree to one of the following methods of contraception:
i. Complete abstinence from intercourse two weeks prior to administration of study drug, throughout the clinical trial, until the completion of follow-up procedures or for two weeks following discontinuation of the study medication in cases were the subject discontinues the study prematurely. (Subjects utilizing this method must have agreed to use an alternate method of contraception if they had become sexually active and would have been queried on whether they had been abstinent in the preceding 2 weeks when they present to the clinic for the final visit.) or
ii. Had male sexual partner who was surgically sterilized prior to the Screen Visit and is the only male sexual partner for that subject. or,
iii. Sexual partner(s) was/were exclusively female or,
iv. Oral contraceptives (either combined or progesterone only) with double barrier method of contraception consisting of spermicide with either condom or diaphragm. (Woman of child – bearing potential using an oral contraceptive in combination with a double-barrier method of contraception were required to continue to use this form of contraception, specifically a spermicide plus a mechanical barrier (e.g. male condom, female diaphragm). The subject must have been using this method for at least 1 week following the end of the study or,
v. Use of any Intrauterine Device (IUD) with published data showing that the highest expected failure rate is less than 1% per year. The subject must have had the device inserted at least 2 weeks prior to the first Screen Visit, throughout the study and 2 weeks following the end of the study. 




Test product, dose and mode of administration, batch number:

Each subject was to receive 400mg Rifaximin tablets to be taken four times a day for a period of 14 consecutive days. Subjects were to self-administer the test product at home.



Duration of treatment:

14 Consecutive days.



Efficacy and Safety

The efficacy and safety of Rifaximin 550mg twice daily in adult patients in remission from HE was evaluated in a phase 3 pivotal, 6 month randomised, double- blind placebo controlled study RFHE3001.



Statistical Methods:
The study aimed to identify microbiota signatures related to the alleviation of symptoms using supervised classification and clustering techniques combined with traditional non-parametric statistics. Correlation analysis was to be used to allow the investigation of the change in symptoms as the microbiota is perturbed. 

The study required the recruitment of enough individuals to generate a statistically significant result. 
With the recruitment of only 2 patients no data was analysed.


Adverse Effects: 
No adverse events were reported to the study investigators


Summary – Conclusions:

This study was terminated on 18/03/15 after the recruitment of only 2 patients. 
No data was analysed and no conclusions could be determined.
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