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Sponsor 

Novartis 

Generic drug name 

QAX576 

Trial indication(s) 

Pulmonary fibrosis secondary to systemic sclerosis 

Protocol number 

CQAX576A2201 

Protocol title 

A randomized, double-blinded, placebo controlled, multiple-dose, multi-center pilot study, to assess safety, tolerability, 
pharmacokinetics and pharmacodynamics of intravenous doses of QAX576 in patients with pulmonary fibrosis secondary to systemic 
sclerosis (SSc) 

Clinical trial phase 

Phase IIa 

Study Start/End Dates  

21 Dec 2007 to 08 Apr 2009 
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Reason for Termination 

The study was terminated given concerns raised about the risk of the bronchoscopy procedure in the selected patient population and 
the frequency of SAEs observed to date. 

Study Design/Methodology 

This was a randomized, double-blinded, placebo controlled trial with 3 mg/kg QAX576 or placebo given intravenously once every 3 
weeks for a total of 3 doses (over 6 weeks) to patients with pulmonary fibrosis secondary to SSc. The study comprised of a screening 
period of up to 4 weeks (Day -29 to -5), a baseline (Day -4 to Day -1, which was one to four days before the first dose) and a 
treatment period consisting of one dose every 3 weeks for a total duration of 6 weeks. Patients had a follow-up visit 4 weeks 
following completion of the last dose (week 11) and an end-of-study evaluation conducted 24 weeks following completion of the last 
dose (week 31). In the treatment period, three doses of study drug were given: once each on the first day of week 1, week 4 and 
week 7 respectively (Days 1, 22 and 43). The study drug was administered as an intravenous infusion over 2 hours. Patients were 
domiciled at the investigational site for 24 hours after each dose. Patients were to return to the investigational site for the 24 hours 
post-dose evaluations. 

Centers 

The study was conducted at 6 centres in the United States of America. 

Objectives:  

Primary objective(s) 

 To evaluate the safety and tolerability of multiple intravenous doses of QAX576 in patients with pulmonary fibrosis secondary 
to systemic sclerosis. 

 To evaluate the pharmacokinetics of multiple intravenous doses of QAX576 in patients with pulmonary fibrosis secondary to 
systemic sclerosis. 

 To test the hypothesis that QAX576 (3 mg/kg x 3 doses) will neutralize IL-13 in patients with pulmonary fibrosis secondary to 
systemic sclerosis. 
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Secondary objective(s) 

Key secondary objectives: 

 To evaluate the effect of multiple intravenous doses of QAX576 on disease modification including pulmonary function tests 
(PFT), 6 minute walk test (6MWT), oxygen saturation (SpO2). 

Test Product (s), Dose(s), and Mode(s) of Administration 
QAX576 (3 mg/kg) as an intravenous infusion was administered over two hours. 

Reference therapy, Dose and Mode of Administration 
Placebo was administered as an intravenous infusion over two hours. 

Statistical Methods  

All patients with evaluable PK concentration data were included in the PK data analysis. All patients who received at least one dose 
of the study medication with at least one post-baseline safety assessment were included in the safety analysis set. 
 
All safety and clinical laboratory data were listed by treatment and subject. The number of patients with AEs was counted by body 
system and preferred term. A subject with multiple AEs within a body system is only counted once towards the total of this body 
system. 
Total QAX576 concentrations in plasma were summarized by descriptive statistics including minimum and maximum values, mean 
(arithmetic and geometric), standard deviation (SD) and coefficient of variation (CV). Concentrations below the limit of quantification 
were treated as zero in summary statistics. 
The secondary pharmacodynamic variables like pulmonary function test, systemic scleroderma assessments, 6 minute walking test 
(6MWT), oxygen saturation (SpO2) were summarized by descriptive statistics. 
 
Study Population: Key Inclusion/Exclusion Criteria  

Inclusion criteria: 
 Men and women between the ages of 18 and 65 years with a confirmed diagnosis of pulmonary fibrosis secondary to 

systemic sclerosis 
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 Both men and women must be willing to use two forms of contraception. Additional information regarding this requirement is 
available at screening 

Exclusion criteria: 

 Certain medical conditions may exclude patients from participation. 
 Should not have participated in another clinical study within 4 weeks of study start 
 Smokers are not eligible for participation 
 Blood loss of donation of 400 mL or more within 2 months of study start 
 Pregnant women or women who are breast feeding 
 Past medical history of clinically significant ECG abnormalities 
 Connective tissue disorders other than systemic sclerosis. 
 Active infection or history of systemic parasitic infection 
 History of immunodeficiency diseases, including a positive HIV test result 
 History of drug or alcohol abuse within 12 months of study start 
 Any condition that may compromise patient safety 

Other protocol-defined inclusion/exclusion criteria may apply. 
 

Patient Flow Table (safety analysis set) 
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Baseline Characteristics  
Demographic summary by treatment group (safety analysis set) 

 

 
 
Summary of Efficacy 
Primary Outcome Result(s):   
Refer to Safety Result section for primary outcome results. 
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Summary statistics for total QAX576 PK parameters directly taken from analytical data after repeat administration (3 x 3 
mg/kg, 21-day dosing interval, 2-hour intravenous infusion) (PK set) 
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Secondary Outcome Result(s)  
Summary of pulmonary function tests – spirometry assessments  
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Summary of 6 minute walking test (6MWT) and oxygen saturation (SpO2) 
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Summary of Safety 
Safety Results 
Adverse events overall and frequently affected system organ classes - n (%) of patients (all patients) 
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Adverse events overall and most frequent events - n (%) of patients (safety set) 
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Number of patients with serious adverse events and deaths (safety set) 

No deaths were reported in this study. Seven SAEs were reported in two patients. 

Other Relevant Findings 

None  

Date of Clinical Trial Report 
 


