
 

 

 
 
 

Page 1 
 

Sponsor 

Novartis Pharmaceuticals 

Generic Drug Name 

Nilotinib 

Trial Indication(s) 

Chronic myeloid leukemia 

Protocol Number 

CAMN107ADE23 

Protocol Title 

Nilotinib for patients with chronic myeloid leukemia in first line and any subsequent line – a non-interventional study on the 

assessment of deep molecular response in CML patients in daily routine. 

Clinical Trial Phase 

Phase IV 

Phase of Drug Development 

Approval 

Study Start/End Dates   

Study Start Date: June 28, 2016 (Actual) 
Primary Completion Date: September 08, 2022 (Actual) 
Study Completion Date: September 08, 2022 (Actual) 

Reason for Termination  

Not applicable 
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Study Design/Methodology 

This was a non-interventional observational study within the routine chronic myeloid leukemia (CML) treatment practice; 
no further tests were required apart from the assessments routinely performed for CML patients treated with nilotinib.  

All patients were treated with nilotinib in accordance with the clinical routine at the respective institution and the summary 
of product characteristics (SmPC). 

The observation interval were not fixed and should have been aligned with the regular treatment schedule and the clinical 
symptoms of each patient. The medical decision about the schedule as well as therapeutic and diagnostic measures was 
made solely by the responsible physician. Patients who discontinued treatment within two years of the observation period 
were followed until starting a new tyrosine kinase inhibitor therapy line, however with a maximum time period of six 
months. All other patients that reached the official end of treatment after completion of the 24-month observation period 
were followed up for 28 days. 

 

Centers 

Germany(78) 

 

Objectives: 

The aim of this NIS was to document the Deep molecular response (DMR) and the time to achieve a DMR in Philadelphia 
chromosome positive (Ph+) CML patients with prescribed nilotinib therapy in routine medical practice in the German 
population. To this end, the study captured both the proportion of patients in MMR, MR4.0 and MR4.5 at 24 months as 
well as the time to achievement and duration of an MR4.0 and MR4.5.  

Additionally, the quality and frequency of molecular monitoring as well as the safety and efficacy of therapy with nilotinib in 
routine medical practice was documented. This NIS documented the proportion of patients whose molecular response 
was routinely analyzed by a MR4.5-certified laboratory as well as the proportion of patients analyzed in European 
Treatment and Outcome Study for CML (EUTOS)-qualified laboratories that perform qRT-PCR. 
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Using validated questionnaires, data on individual QoL and patient compliance were documented within this NIS. On this 
account, the EORTC QLQ-C30 questionnaire in conjunction with the EORTC QLQ-CML24 module was used to assess 
patient-reported QoL. Furthermore, patient adherence was documented using the MMAS-8 patient questionnaire. Overall 
safety and tolerability of nilotinib therapy were measured by frequency and severity of AEs. Moreover, the proportion of 
patients who discontinued tyrosine kinase inhibitor (TKI) therapy were documented. In particular, it was recorded whether 
therapy discontinuation was due to good or poor molecular response. 

 

Test Product (s), Dose(s), and Mode(s) of Administration 

Nilotinib, in any line of therapy and in accordance with the current version of the SmPC.  

Statistical Methods  

Statistical analyses were purely exploratory and descriptive. The study was not aimed to confirm or reject predefined 
hypotheses. The statistical evaluation was performed using the software package SAS release 9.4.  
Variables, at least at the interval, level were tabulated with their sample characteristics (number of valid and missing 
values, minimum, maximum, fifth percentile, first quartile, third quartile, 95th percentile, median, mean, standard 
deviation).  
For nominal and ordinal level variables, distributions of absolute and relative frequencies were given.  
Data were analyzed for all patients, and separately for patients who were being treated with nilotinib in first-line treatment 
or in second- or subsequent-line at study inclusion visit. Results were summarized in total and by treatment line.  

The main analysis set for this NIS was the Full Analysis Set (FAS). All tables, figures and listings (TFL) except for AEs 
were analyzed for the FAS. All tables for AEs were calculated for the Safety Analysis Set (SAF).  

 

Study Population: Key Inclusion/Exclusion Criteria  
Inclusion Criteria: 
-  Adult patients diagnosed with Ph+ CML (or evidence of BCR-ABL transcript) treated with nilotinib under routine medical practice 
and the SmPC, as amended, in first or any subsequent line, if the current therapy with nilotinib has not been in place for more than 
twelve months. Retrospective documentation of patients for up to one year will be permitted. 
- Patients who have already had an interruption/discontinuation of nilotinib therapy. 
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- Patients who have been informed about this NIS and have personally dated and signed their informed consent form. 
 
Exclusion Criteria: 
- There are no exclusion criteria, apart from the contraindications mentioned in the SmPC. Participating patients are not allowed to 
take part in a clinical trial in parallel, 

 

Participant Flow Table 
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Baseline Characteristics  
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Primary Outcome Result(s)  

 

1. Proportion of patients in major molecular response (MMR), and Deep molecular response according to 

international standard (MR^4.0 and MR^4.5). 
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2. Time to achievement of an MMR, MR4.0 and MR4.5 

 

 

 
 

 



 

 

 
 
 

Page 13 
 

 

 
 

 



 

 

 
 
 

Page 14 
 

3. Duration of an MMR, MR4.0 and MR4.5 
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4. Proportion of patients whose molecular response is routinely analyzed by a MR4.5-certified laboratory 
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5.  Proportion of European Treatment and Outcome Study for CML (EUTOS)-qualified laboratories that perform qRT-PCR. 

 

 

 

6.  Patient-reported QoL - EORTC QLQ-C30 and EORTC QLQ-CML24 
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7. Patient adherence - Morisky Medication Adherence Scale (MMAS.8)
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8. Proportion of patients who discontinue Tyrosine kinase inhibitor (TKI) therapy 
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Secondary Outcome Result(s) 

Not Applicable. 

Other Pre-Specified Outcome Result(s) 

No data identified. 

Post-Hoc Outcome Result(s) 

No data identified. 



 

 

 
 
 

Page 27 
 

Safety Results 
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AE: Adverse event, MedDRA: Medical dictionary for regulatory activities, N: Number of patients in analysis set, n: Number of patients 
with observation, nsADR: AE classified as non-serious and causality in regard to Nilotinib documented as yes, not assessable or 
missing, nsAE: AE classified as non-serious and with no causality in regard to Nilotinib, SADR: AE classified as serious and causality 
in regard to Nilotinib documented as yes, not assessable or missing, SAE: AE classified as serious and with no causality in regard to 
Nilotinib, SAF: Safety analysis set, SOC: System organ class. 
 

All-Cause Mortality 
There was no death in this study 

Other Relevant Findings 

Not applicable 

Conclusion: 

 
This study provided valuable insights into the utilization, effectiveness, safety and tolerability, as well as patient-reported 
quality of life (QoL) in daily medical practice of treating chronic myeloid leukemia,. A large proportion of patients reached 
major molecular response (MMR) or deep molecular response (DMR) by the end of the observational period. The scores 
of the global health status of QoL assessed in the EORTC QLQ-C30 questionnaire improved by the end of the 
observational period. The observed ADRs were in line with the known safety profile. 

Date of Clinical Trial Report 

05 June 2023 


