1.  SYNOPSIS
	Name of Company:

	INDIVIDUAL STUDY TABLE
	(For National Authority
Use Only)

	Name of Finished Product:
CF101
	Referring to Part IV
of the Dossier
	

	Name of Active Ingredient:
CF101 (methyl 1-[N6-(3-iodobenzyl)-adenin-9-yl]-(-D-ribofuronamide)
	Volume:
	Page:
	

	Title of the Study: A Phase 2, Multicenter, Randomized, Double-Blind, Placebo-Controlled, Parallel-Group, Dose-Finding Study of the Safety and Efficacy of Daily CF101 Administered Orally, When Added to Weekly Methotrexate, in patients with Active Rheumatoid Arthritis

	Investigator(s)/Center(s):

	Publication (Reference): None

	Study Dates:
24-Mar-2008 to 18-Mar-2009
	Study Status:
Completed
	Phase of Development:
Phase [2] 


	Objectives: 
Primary 

· Determine the efficacy of oral CF101 when administered daily for 12 weeks in combination with weekly methotrexate (MTX) in patients with active rheumatoid arthritis (RA) despite at least 6 months treatment with MTX

· Determine the safety of chronically administered daily oral CF101 when administered in combination with weekly MTX in patients with active RA

· Select the most appropriate dose of CR101 to advance into definitive efficacy trials in RA patients

Secondary

· Exploratory evaluation of the relationship between biomarkers (peripheral blood mononuclear cell A3 adenosine receptor [A3AR] mRNA expression and serum cytokine profiles) and clinical response to CF101 in patients with RA

	Methodology: This was a multi-center, randomized, double-blind, parallel-group, placebo-controlled, dose-finding study in which patients with active RA despite receiving MTX for at least 6 months (at unchanged doses for at least 2 months) were randomized to the addition of either CF101 0.1 mg or 1 mg tablets, or placebo tablets, given orally every 12 hours for 12 weeks. Screening examinations occurred within 1 month prior to dosing. Washout of other disease-modifying anti-rheumatic drugs (DMARDs), with the exception of hydroxychloroquine or chloroquine, including biological agents, occurred prior to dosing. If washout was necessary, patients must have re-qualified for inclusion following the washout. Doses of nonsteroidal anti-inflammatory drugs (NSAIDs) and corticosteroids were stable for at least 1 month prior to dosing and remained so during protocol participation. Disease activity was assessed using swollen and tender joint counts, erythrocyte sedimentation rate (ESR), and/or C-reactive protein (CRP). Efficacy was assessed by American College of Rheumatology (ACR) criteria: swollen and tender joint counts; physician and patient global assessments (by visual analog scale [VAS]; patient-reported pain [by VAS]; a Health Assessment Questionnaire [HAQ] Disability Index [DI]; Westergren ESR; and CRP levels). Assessments took place at Screening, Baseline (Week 0), and at Weeks 2, 4, 8, and 12.


	Number of Subjects: The study was originally planned to be conducted in six countries (Bulgaria, Czech Republic, Israel, Poland, Serbia, and Ukraine). No potential subjects were screened in the Czech Republic; 3 subjects were screened but not treated in Poland. A total of 54 subjects discontinued prematurely, and 199 completed the study.

	Indication and Criteria for Inclusion: Subjects were adult men and women, aged 16 to 75 years, with RA, who had been treated with MTX for at least 6 months; the dose of MTX must have been stable for at least 2 months. If taken, the dose of hydroxychloroquine or chloroquine must have been stable for at least 2 months prior to baseline; NSAID dose must have been stable for at least 1 month prior to baseline; and the dose of oral corticosteroid must have been stable for at least 1 month prior to the stabilization period. Subjects could not have participated in a previous CF101 trial, nor could they have taken rituximab at any previous time. The following medications must not have been taken within the specified periods: cyclophosphamide (6 months prior to dosing); cyclosporine, infliximab, or adalimumab (2 months prior to dosing); leflunomide (2 months prior to screening); etanercept (6 weeks prior to dosing); sulfasalazine, oral or injectable gold, azathioprine, minocycline, penicillamine, or anakinra (1 month prior to dosing).

	Test Treatment, Dose, and Mode of Administration: 
Group 2: Oral CF101 0.1 mg tablets every 12 hours (Batch numbers are listed in Section 16.1.5.)
Group 3: Oral CF101 1 mg tablets every 12 hours (Batch numbers are listed in Section 16.1.5.)

	Reference Treatment, Dose, and Mode of Administration: 

Group 1: Matching oral placebo tablets every 12 hours.

	Duration of Treatment: 12 weeks 

	Treatment Schedule: Patients were instructed to take study medication on an empty stomach, with water, at least 1 hour before or 2 hours after a meal. Patients took study medication twice daily for 12 weeks.



	Criteria for Evaluation:

	Safety:

· Vital signs and weight

· Physical examination

· Adverse event (AE) reporting

· Clinical laboratory testing for systemic safety, including liver function, renal function, complete blood count (CBC) and clinical chemistries, urinalysis and hematologic testing

· 12-lead resting electrocardiogram (ECG)

Efficacy (Primary):
· ACR20 response at endpoint, with all-cause dropouts considered as non-responders, in the intent-to-treat (ITT) population

Efficacy (Secondary):
· ACR20/50/70, ITT and Evaluable Population, last observation carried forward (LOCF) analysis

· Disease Activity Score (DAS28) at endpoint (12 weeks)

· Change from baseline at each visit in

· Tender joint count (28 joint count)

· Swollen joint count (28 joint count)

· Patient assessment of pain by VAS

· Patient global assessment of disease activity by VAS

· Physician global assessment of disease activity by VAS

· HAQ DI

· CRP (by central laboratory, using a standard-sensitivity assay capable of detecting changes below the upper limit of normal [ULN])

· Westergren ESR

Biomarker assay:
· Whole blood A3AR mRNA expression at baseline

· Serum cytokine profiles at Week 12

	Statistical Methods: See Statistical Analysis Plan and Protocol.
The main statistical objective was to determine the efficacy of CF101 versus placebo for either active dose group. All statistical tests were 2-tailed at ( = 0.05. The primary efficacy parameter was the ACR20 response rate.

	Results:

	Efficacy: The primary efficacy analysis showed no statistically significant differences between either CF101 dose and placebo.

	

	Safety: Safety analyses were performed on all subjects in the Safety Population (i.e., all subjects who received at least 1 dose of study drug and for whom at least 1 postdose safety observation was recorded). Overall, a total of 253 subjects (CF101 0.1 mg, 82; CF101 1 mg, 87; placebo, 84) were included

· One subject, treated with CF101 0.1 mg, died of severe pancytopenia during the study; this event was considered “possibly related” to study treatment. The clinical course of this event was consistent with methotrexate overdose.
· No other subject treated with CF101 at either dose had any serious adverse event. One subject treated with placebo had 2 serious adverse events (moderate intermittent uterine hemorrhage and moderate intermittent microcytic anemia) that were considered by the Investigator to be “possibly related” to study treatment.

· The overall incidence of treatment-emergent adverse events was lower in the CF101 treatment groups (22.0% with 0.1 mg and 25.3% with 1 mg) than in the placebo group (32.1%). Specific adverse events for which the incidence in either CF101 group exceeded the incidence in the placebo group by more than 2% included nausea, myalgia, and dizziness.

· The mean values for hematology and clinical chemistry parameters were within the normal range at baseline and end point for all treatment groups. There were no clinically important changes in mean hematology and clinical chemistry values from baseline to end point for any treatment group.

· The mean values for systolic blood pressure, diastolic blood pressure, heart rate, respiratory rate, and temperature were within the normal range at baseline and end point in all treatment groups. There were no clinically important changes in mean vital signs from baseline to end point for any treatment group.

· There were no clinically important changes in mean ECG results from baseline to end point for any treatment group.



	Conclusions:

Efficacy: The primary efficacy analysis showed no statistically significant differences between either CF101 treatment group and placebo in 12 weeks of treatment of subjects with active rheumatoid arthritis when CF101 was added to treatment with methotrexate.
Safety: No apparent safety concerns of 12 weeks of treatment with CF101 were identified.
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