
Sponsor 

Novartis  

Generic Drug Name 

BCT197 

Therapeutic Area of Trial 

Chronic Obstructive Pulmonary Disease (COPD) 

Approved Indication 

Indicated for the treatment of COPD exacerbations. 

Protocol Number 

CBCT197A2201 

Title 

An exploratory, randomized, double-blind, placebo controlled, multi-center study to assess the efficacy, 
safety and tolerability of a single and a repeated dose of oral BCT197 in patients with an acute COPD 
exacerbation. 

Study Phase 

Phase II 

Study Start/End Dates  

First patient enrolled: 16-Mar-2011 

Last patient completed: 15-May-2013 

Study Design/Methodology 

This was an exploratory, double-blind, randomized, placebo-controlled, multi-center, adaptive parallel-
group design study in four parts in patients with acute COPD exacerbation. In Part I, patients were 
randomized to receive either a single dose of 75mg BCT197, placebo or 40 mg oral prednisone in the 
ratio of 1:1:1. In Part II patients were randomized to receive either a single dose of 20 mg BCT197 or 
placebo in the ratio of 5:1. Patients in Parts I and II received their single dose on Day 1 of the study, and 
in Parts III & IV on day1 and Day 6. In Parts III and IV patients were randomized to receive either 
BCT197 or placebo in a ratio of 5:1 at a dose of 20 mg and 75mg, respectively. 

Centers 

The study was run in three countries: Bulgaria – 3 sites, Romania – 1 site and Russia – 4 sites. 

Publication 

Not applicable 
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Objectives 

Primary objective: 
 to assess the efficacy of a single and a repeated dose of BCT197 in COPD patients presenting with an 
exacerbation by means of an improvement in FEV1 relative to placebo.  
Secondary objectives:   
The assessment of safety and tolerability of BCT197 
Measurement of the time to recovery using the EXACT-PRO tool 
Assessment of the time to the next exacerbation, of the number of responders at Day 30 
Assessment of dyspnea as measured by the Borg CR10 scale© at Day 5 
Assessment of quality of life and of the length of hospitalization following initial admission. 
The determination of the PK of BCT197 and its metabolites in plasma  

Test Product, Doses, and Mode of Administration 

BCT197 and matching placebo was administered orally as 5 mg and 10mg capsules. 
A single dose was administered on Day 1 in Parts I and II, and as two single doses on Days 1 and 6 in 
Parts III and IV. 
The dose for Part I was 75mg, Part II 20mg, Part III 20mg and Part IV was 75mg. 

Statistical Methods  

FEV1 change from baseline from all study parts were analyzed in the same model. Placebo patients were 
pooled across study parts. FEV1 values measured on Days 3, 5, 8, 10,14 and 30 were analyzed in a model 
that included effects for baseline (Day 1, pre-dose FEV1 value), treatment (placebo, prednisone, BCT197 
75mg, BCT197 20mg, BCT197 20mg repeat dose and BCT197 75mg repeat dose), time (class variable: 
Day 3, 5, 8, 10, 14 and 30), treatment by time interaction and baseline by time interaction. An 
unstructured covariance matrix was used to model the correlations of FEV1 values measured on the same 
patient. 
Interim analyses were performed as planned during the study which resulted in repeating Part I then 
continuing with the other planned parts of the study. 

Study Population: Inclusion/Exclusion Criteria and Demographics 

Ages Eligible for Study: 40 Years to 80 Years 
Genders Eligible for Study: Both 

Inclusion Criteria: 

• Patients with COPD (Stage II to IV) with a COPD exacerbation.

• Smoking history of 10 pack years.

• Females must not be of child bearing potential

Exclusion Criteria: 

 Use of steroids in the last 30 days or calcium channel blockers in the last 48 hours.

 Other protocol-defined inclusion/exclusion criteria may apply
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Participant Flow 

Treatment Group 
Total 

A B/E/G/I C D F H 

N=31 N=45 N=30 N=25 N=27 N=25 N=183 

Patients n (%) n (%) n (%) n (%) n (%) n (%) n (%) 

Completed 30 (97) 44 (98) 26 (87) 23 (92) 24 (89) 22 (88) 169 (92) 

Discontinued 1 (3) 1 (2) 4 (13) 2 (8) 3 (11) 3 (12) 14 (8) 

Main cause of discontinuation 

Death 1 (3) 0 2 (7) 1 (4) 1 (4) 1 (4) 6 (3) 

Withdrew consent 0 1 (2) 1 (3) 0 1 (4) 1 (4) 4 (2) 

Loss to follow-up 0 0 1 (3) 1 (4) 1 (4) 1 (4) 4 (2) 

Group A (75 mg BCT197); Group B/E/G/I (placebo); Group C (40 mg prednisone); Group D (20 mg BCT197); 
Group F (20 mg BCT197 Repeat); Group H (75 mg BCT197 Repeat). 

Baseline Characteristics  
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Outcome Measures 

Primary Outcome Results  

Summary of the statistical analysis of change from baseline in FEV1(mL) by time for all parts of 
the study are shown in the table below.  
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Rpt = Repeat; n = the number of subjects with data available on each day;

Secondary Outcome Results 

Summary of the statistical analysis of EXACT-PRO 14 point patient reported outcome AUC from day 1 
to day 14 for all parts of the study. There was no evidence of any difference between the BCT197 
treatment groups and placebo.  
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Safety Results  

Most Frequently Reported AEs Overall by Preferred Term n (%) 

Page 6



Serious Adverse Events and Deaths 
Treatment group 

A B/E/G/I C D F H 

N=31 N=45 N=30 N=25 N=27 N=25

Patients with SAEs n (%) n (%) n (%) n (%) n (%) n (%) 

Death 1 (3) 0 2 (7) 1 (4) 1 (4) 1 (4) 

SAEs 1 (3) 4 (9) 3 (10) 1 (4) 2 (7) 2 (8) 

Discontinued due to AEs 0 0 0 0 0 0 

Group A (75 mg BCT197); Group B/E/G/I (placebo); Group C (40 mg prednisone); Group D (20 mg BCT197); 
Group F (20 mg BCT197 Repeat); Group H (75 mg BCT197 Repeat).  
Source:  

Incidence of SAEs 

Other Relevant Findings 

None 

Date of Clinical Trial Report 

18- Feb-2014 

Date Inclusion on Novartis Clinical Trial Results Database 

25 April, 2014 

Date of Latest Update 
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