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Novartis Clinical Trial Results  

Sponsor 

Novartis 

Generic Drug Name 

Indacaterol acetate/mometasone furoate/QMF149 

Trial Indication(s) 

Asthma 

Protocol Number 

CQVM149B2301 

Protocol Title 

A multi-center, randomized, 52 week treatment, double-blind, triple-dummy, parallel-group study to assess the efficacy and safety of 
QMF149 compared with mometasone furoate in patients with asthma. 

Clinical Trial Phase 

 Phase III 

Phase of Drug Development 

Phase III 

Study Start/End Dates   

29-Dec-2015 to 28-Jun-2019 

Reason for Termination 

Not applicable. 
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Study Design/Methodology 

A 52-week treatment, randomized, double-blind, triple-dummy, parallel-group design. At the screening visit, informed consent was 
obtained, and current asthma and non-asthma medications were reviewed and adjusted. All patients must have used inhaled 
medium or high dose corticosteroids and/or low dose long-acting β2-adrenergic agonist/inhaled corticosteroids (LABA/ICS) for at 
least 3 months and on a stable dose for at least 1 month prior to Visit 1 (Screening). 

At Visit 101, all patients received open- label fluticasone propionate 100 μg b.i.d. delivered via Accuhaler® (if not available in a 
specific country, open-label fluticasone propionate 125 μg b.i.d. via metered dose inhaler or fluticasone low dose equivalent could 
be used throughout the Run-In epoch and stopped at Visit 102 (end of Run-In epoch). 

Patients meeting the eligibility criteria at the end of Run-in were randomized to 1 of 5 treatment groups: (QMF149 150/160 μg o.d. 
or QMF149 150/320 μg o.d., delivered via the Concept1 device, MF 400 μg o.d. (medium MF dose) and MF 800 μg (administered 
as 400 μg b.i.d.) (high MF dose) both delivered via Twisthaler®, or salmeterol xinafoate/fluticasone propionate 50/500 μg b.i.d. 
(Seretide®) delivered via Accuhaler®. The 52-week treatment period was followed by a 30-day Follow-up. 

Centers 

The study was conducted in 24 countries (at 316 sites): Bulgaria (14), China (24), Croatia (4), Czech Republic (14), Egypt (2), 
Estonia (2), Germany (45), Guatemala (6), Hungary (22), India (18), Ireland (1), Japan (20), Latvia (5), Lithuania (4), Mexico (4), 
Poland (13), Republic of Korea (6), Romania (19), Russian Federation (39), Serbia (5), Slovakia (20), South Africa (6), United 
Kingdom (3), United States (20). 

Objectives: 

Primary objective(s) 

Primary Objective: The primary objective was to demonstrate the superiority of QMF149 150/160 μg delivered via Concept1 o.d. (in 
the evening) to mometasone furoate (MF) 400 μg o.d (in the evening) delivered via Twisthaler® or QMF149 150/320 μg delivered 
via Concept1 o.d. (in the evening) to MF 800 μg delivered via Twisthaler® (administered as 400 μg b.i.d.) in terms of trough forced 
expiratory volume in one second (trough FEV1) after 26 weeks of treatment in patients with asthma. 

Secondary objective(s) 

The key secondary objective was to demonstrate the superiority of QMF149 (150/160 μg and 150/320 μg combined) to MF (400 μg 
and 800 μg combined) in terms of Asthma Control Questionnaire (ACQ-7) after 26 weeks of treatment in patients with asthma. 
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Test Product (s), Dose(s), and Mode(s) of Administration 

QMF149 (indacaterol acetate/MF) was  supplied to the Investigators as powder in hard capsules 150/160 μg and 150/320 μg to be 
delivered via Concept1 inhaler. 

Statistical Methods  

The comparisons of QMF149 doses: medium (150/160 μg o.d.) and high (150/320 μg o.d.) delivered via Concept1, versus the 2 
corresponding MF doses, medium (400 μg o.d.) and high (800 μg, administered as 400 μg b.i.d.) delivered via Twisthaler® were 
evaluated by testing the following null hypothesis (H0) versus the alternative hypothesis (Ha): 

H0: QMF149 treatment group is equal to the MF treatment group in trough FEV1 at Week 26 

Ha: 

  QMF149 treatment group is not equal to the MF treatment group in trough FEV1 at Week 26 

The primary variable was analyzed using a mixed model for repeated measure (MMRM) on the FAS. The model contains treatment, 
age (12 to 17 or ≥18 years), region, visit (Days 2, 184 and 365), and treatment-by-visit interaction as fixed effects with baseline 
FEV1 measurement, baseline-by-visit interaction, FEV1 prior to inhalation and FEV1 within 15 to 30 min post inhalation of 
salbutamol/albuterol (components of SABA reversibility) as covariates, and center nested within region as a random effect. The 
estimated adjusted treatment difference (QMF149--MF) was displayed along with the associated standard error, 2-sided 95% 
confidence interval, and p-value (2-sided).  

The key secondary endpoint was analyzed using the same MMRM model (including all available visits) on the FAS as used for the 
primary analysis but included baseline ACQ-7 score instead of baseline FEV1. 
 
Study Population: Key Inclusion/Exclusion Criteria  
Inclusion Criteria: 
-Patients with a diagnosis of asthma, for a period of at least 1 year prior to Visit 1 (Screening) 
-Patients who have used medium or high dose ICS or low dose of LABA/ICS combinations for asthma for at least 3 months and at 
stable doses for at least 1 month prior to Visit 1 
- Patients must have ACQ-7 score ≥ 1.5 at Visit 101 and at Visit 102 (prior to double-blind treatment) and qualify for treatment with 
medium or high dose LABA/ICS  
-Pre-bronchodilator ≥ 50% FEV1 of < 85 % of the predicted normal value for the patient after withholding bronchodilators at both 
Visit 101 and 102,  according to ATS/ERS criteria. 
-Withholding period of bronchodilators prior to spirometry: SABA for ≥ 6 hours and FDC or free combinations of ICS/LABA for ≥ 48 
hours, SAMA for ≥ 8 hours,  xanthines >=07 days 
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-A one-time repeat/re-testing of percent predicted FEV1 (prebronchodilator FEV1) is allowed at Visit 101 and at Visit 102.  
Spacer devices are  permitted for reversibility testing only. 
-Patients who demonstrate an increase in FEV1 of 12% and 200 mL within 30 minutes after administration of 400 µg 
salbutamol/360 µg albuterol (or equivalent dose) at Visit 101 
All patients must perform a reversibility test at Visit 101 
If reversibility is not demonstrated at Visit 101: 
- Reversibility should be repeated once-  
- Patients may be permitted to enter the study with historical evidence of reversibility that was performed according to ATS/ERS 
guidelines within 2 years prior to Visit 1 
- Alternatively, patients may be permitted to enter the study with a historical positive bronchoprovocation test that was performed 
within 2 years prior to Visit 1. 
 
Exclusion Criteria: 
-Patients who have smoked or inhaled tobacco products within the 6 month period prior to Visit 1, or who have a smoking history of 
greater than 10 pack years. This includes  use of nicotine inhalers such as e-cigarettes at the time of Visit 1 
-Patients who have had an asthma attack/exacerbation requiring systemic steroids or hospitalization or emergency room visit within 
6 weeks of Visit 1 (Screening)  
-Patients who have ever required intubation for a severe asthma attack/exacerbation. 
-Patients who have a clinical condition which is likely to be worsened by ICS administration (e.g. glaucoma, cataract and fragility 
fractures) who are according to investigator's medical judgment at risk participating in the study). 
-Patients who have had a respiratory tract infection or asthma worsening  as determined by the investigator within 4 weeks prior to 
Visit 1 (Screening) or between Visit 1 and Visit 102. Patients may be re-screened 4 weeks after recovery from their respiratory tract 
infection or asthma worsening. 
-Patients with a history of chronic lung diseases other than asthma, including (but not limited to) COPD, sarcoidosis, interstitial lung 
disease, cystic fibrosis, clinically significant bronchiectasis and active tuberculosis. 
-Patients with severe narcolepsy and/or insomnia. 
-Patients who have a clinically significant ECG abnormality at Visit 101 (Start of 
Run- In epoch) and at any time between Visit 101 and Visit 102 (including 
unscheduled ECG). ECG evidence of myocardial infarction at Visit 101 (via central reader) should be clinically assessed by the 
investigator with supportive documentation 
-Patients with a history of hypersensitivity to lactose, any of the study drugs or to similar drugs within the class including untoward 
reactions to sympathomimetic amines or inhaled medication or any component thereof 
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-Patients who have not achieved an acceptable spirometry results at Visit 101 in accordance with American Thoracic 
Society/European Respiratory Society (ATS/ERS) criteria for acceptability and repeatability (rescreening allowed only once). 
Repeat spirometry may be allowed once in an ad-hoc visit if the spirometry did not qualify due to ATS/ERS criteria. If the patient 
fails the repeat assessment, the patient may be rescreened once 
-Patients on Maintenance Immunotherapy (desensitization) for allergies or less than 3 months prior to Visit 101 or patients on 
Maintenance Immunotherapy for more than 3 months prior to Visit 101 but expected to change throughout the course of the study. 
-Women of child-bearing potential, defined as all women physiologically capable of becoming pregnant, unless they are using highly 
effective methods of contraception during dosing of study treatment and for 30 days after stopping of study treatment. 
- LAMA use within 3 months prior to Visit 101 
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Participant Flow Table 

Patient disposition (All screened patients) 
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Baseline Characteristics  

Demographics (Randomized set) 
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Primary Outcome Result(s)  
Trough FEV1 (L): MMRM of absolute value and change from baseline by visit (FAS) 
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Secondary Outcome Result(s) 

ACQ-7: MMRM of absolute value and change from baseline by visit (FAS) 
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Trough FEV1 (L): MMRM of absolute value and change from baseline by visit (FAS)  
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Mean evening PEF (L/min) during Weeks 1 - 52: Linear Mixed Model (LMM) of change from baseline (FAS) 

 

Mean morning PEF (L/min) during Weeks 1 - 52: Linear Mixed Model (LMM) of change from baseline (FAS) 

 

 
 



 

 

Page 13 of 28 

 

Overview of the number of patients with asthma exacerbations, by exacerbation category (FAS) 
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Rate of asthma exacerbations, by exacerbation category (FAS) 
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Cox regression of time to first asthma exacerbation, by exacerbation category (FAS) 
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Proportion of patients with an improvement of at least 0.5 units in the ACQ-7 score, by visit (FAS) 
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Asthma Quality of Life Questionnaire (AQLQ-S) overall score: MMRM of absolute value and change from baseline at Week 
52 (FAS) 
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Mean daily number of puffs of rescue medication during Weeks 1-52: Linear Mixed Model (LMM) of change from baseline 
(FAS) 

 

 
Percentage of rescue medication free days during Weeks 1 – 52: Linear Mixed Model (LMM) of change from baseline (FAS) 
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Percentage of nights with no night-time awakenings during Weeks 1-52: Linear Mixed Model (LMM) of change from 
baseline (FAS) 

 

 

 

Mean total daily symptom score during Weeks 1 - 52: Linear Mixed Model (LMM) of change from baseline (FAS) 
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Percentage of asthma symptom-free days during Weeks 1 - 52: Linear Mixed Model (LMM) of change from baseline (FAS) 
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Safety Results  

AEs (including asthma exacerbations) by primary SOC (Safety set) 
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Most frequent AEs (IR of at least 2.0 per 100 patient-years in any treatment group including asthma exacerbations) by PT 
(Safety set) 

/  
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AEs (including asthma exacerbations) suspected to be study drug-related (investigator reported), by PT, with an IR of at 
least 0.5 per 100 patient-years in any treatment group (Safety set) 
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SAEs (including asthma exacerbations) by primary SOC (Safety set) 
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SAEs (including asthma exacerbations) by PT, with an IR of at least 0.5 per 100 patient-years in any treatment group 
(Safety set) 
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AEs (including asthma exacerbations) leading to permanent discontinuation of study treatment, by PT with an IR of at 
least 0.5 per 100 patient-years in any treatment group (Safety set) 
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Other Relevant Findings 

AEs of special interest by risk category (Safety set) 

 

Conclusion: 

The totality of evidence for QMF149 demonstrates the benefit of adding indacaterol to mometasone furoate in a fixed dose 
combination therapy for patients with poorly controlled asthma. Both QMF149 doses (150/160 μg and 150/320 μg) demonstrated 
clinically meaningful improvements over corresponding MF doses and the persistence of efficacy for lung function, symptom control, 
and reduction of exacerbations. Improvements in adolescents were also observed and consistent with the overall population. 
QMF149 was well tolerated without evidence of an increased risk compared with the known safety profile of the individual 
monotherapy components or to salmeterol/fluticasone 50/500 μg b.i.d. 

Date of Clinical Trial Report 

24-Sept-2019 
 


