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Sponsor 

Novartis Pharmaceuticals 

Generic Drug Name 

Ruxolitinib 

Trial Indication(s) 

Myelofibrosis 

Protocol Number 

CINC424ADE05 

Protocol Title 

A prospective, two-arm, non interventional study of JAKAVI® (Ruxolitinib) in patients with myelofibrosis 

Clinical Trial Phase 

Phase IV 

Phase of Drug Development 

Approval 
 

Study Start/End Dates   

Study Start Date: September 20, 2012 (Actual) 
Primary Completion Date: September 19, 2022 (Actual) 
Study Completion Date: September 19, 2022 (Actual) 

Reason for Termination  

Not applicable 
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Study Design/Methodology 

The purpose of this non-interventional prospective observational study was to test myelofibrosis therapy with ruxolitinib in 
the daily clinical practice in a broad patient population whose composition reflected the real world situation without 
inclusion or exclusion criteria.  
This NIS also aimed to investigate the quality of diagnosis and therapy as well as the general health care of myelofibrosis 
patients in Germany. Of particular interest here was compliance with the DGHO (Deutsche Gesellschaft für Hämatologie 
und Medizinische Onkologie) guidelines for myelofibrosis, but also adherence to the specialist information and the drug 
application of ruxolitinib.  
In this NIS, the validated patient questionnaires MPN-SAF and SF-36 were used to assess changes in constitutional 
symptoms and changes in quality of life.  

During the course of this NIS, ruxolitinib was prescribed and administered according to the SmPC and clinical routine. The 
current standard dose was 5 to 25 mg twice per day. Patients were treated with trading goods. The treating physician 
could implement dose adjustments for individual tolerability/safety and effectiveness. Dosage, contraindications, warnings, 
protective measures and interactions with other medicinal products had to be considered in adherence to the SmPC. 

The treatment with ruxolitinib had to be documented over the planned observation period of 36 months. 

Centers 

Germany (122) 

 

Objectives: 

 
The following specific objectives were of interest:  
• Assessment of the drug application of ruxolitinib in daily practice - initial dosage and dosage in the course, potential 
therapy interruptions and their reasons, characteristics of the patients treated with ruxolitinib, reasons for the therapy 
decision and side-effect management. Description of the symptoms and treatment reality as well as the diagnostic 
procedure in patients with myelofibrosis.  
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• Evaluation of the effectiveness of ruxolitinib treatment in daily practice - change in spleen size (or volume), and 
constitutional symptoms, as well as overall survival in JAK inhibitor-naive (Arm A) and JAK inhibitor-pretreated (Arm B) 
patients.  

• Analysis of tolerability and safety in daily practice - assessment of the total number of adverse events (AEs) and serious 
adverse events (SAEs) with and without a causal relationship to ruxolitinib.  

• Assessment of QoL under ruxolitinib therapy before and during treatment in JAK inhibitor-naive (Arm A) and JAK 
inhibitor-pretreated (Arm B) patients.  

• Validation of the MPN-SAF patient questionnaire for the assessment of constitutional symptoms and QoL in patients with 
myelofibrosis in daily clinical practice.  

• Comparison of effectiveness, tolerability and safety of ruxolitinib in JAK inhibitor-naïve (Arm A) and JAK inhibitor-
pretreated (Arm B) patients.  

 

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

Oral ruxolitinib, 5 to 25 mg twice per day 

Statistical Methods  

 
The NIS was analyzed using epidemiological methods with primary use of descriptive statistical techniques.  
Categorical data were analyzed by presenting frequency tables (absolute and relative adjusted frequencies). For 
numerical data the sample statistics mean, standard deviation, median, minimum and maximum and quartiles were 
calculated.  
Data measured several times during the study were analyzed by visit presenting absolute and relative differences to 
baseline for numerical data and shift tables for categorical data.  
For the main analysis the visits were adjusted to the inclusion visit. The analysis was performed separately by Arm A and 
Arm B. Only baseline visit to Month 36 visit were displayed. Baseline and Day 0 was defined as inclusion visit. Post-
baseline visits were all visits after the baseline visit.  

Generally, missing values still missing after performing quality improvement measures (edit checks, queries), were not 
replaced. 
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Study Population: Key Inclusion/Exclusion Criteria  
Inclusion Criteria: 
- Male and female patients with Primary Myelofibrosis (PMF), post-Polycythemia Vera-Myelofibrosis (PPV-MF), or post-Essential 
Thrombocythemia-Myelofibrosis (post-ET-MF), for whom Jakavi® therapy is indicated. 
- Patients that were informed about all aspects of this NIS and provided written informed consent. 
 

 

Participant Flow Table 
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Baseline Characteristics  
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Primary Outcome Result(s)  

 

Ruxolitinib start and end dose 
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Abbreviations: P-MF = Primary myelofibrosis, PPV-MF= Post-Polycy-themia Vera Myelofibrosis , PET_MF = Post-Essential Thrombocythemia 
Myelofibrosis  
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Therapy discontinuation and dose adjustments  
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Number of patients with co-morbidities  
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Blood transfusion dependency  

Blood transfusions at baseline:  
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Blood transfusions – Post baseline, analysis based per patient 
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Blood transfusions - Postbaseline, analysis based per transfusion 
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Number of patients with concomitant medications 
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Eastern Cooperative Oncology Group (ECOG) performance status 
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Spleen size (or volume) reduction 
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Change in the number of patients with constitutional symptoms 
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Abbreviations: PMF = Primary Myelofibrosis, PPV-MF = Post Polycythemia Vera Myelofibrosis, PET-MF = Post-Essential Thrombocytemia Myelofibrosis  

 

Safety and tolerability 

Please refer to the safety section to see the number of Adverse Events, serious Adverse Events, Adverse Drug reaction 
and serious Adverse Drug Reactions.  
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Assessment of the Quality of Life (QoL) : Myeloproliferative Neoplasm - Symptom Assessment Form (MPN-SAF) 
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Assessment of the Quality of Life (QoL) : Short Form-36 (SF-36) 
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Overall Survival 

Full analysis set Arm A 

 

P-MF 

(N=325) 

PPV-MF 

(N=99) 

PET-MF 

(N=55)  

    6 months  275   86    46     

    12 months  230   75    38    

    18 months  187   69    34    

    24 months  169   61    30   

    30 months  142   60   29    

    36 months  83   41    21   

P-MF = Primary myelofibrosis,   PPV-MF = Post Polycythemia Vera-myelofibrosis 

PET-MF = Post essential thrombocytemia myelofibrosis 

 

Full analysis set Arm B 

 

P-MF 

(N=318) 

PPV-MF 

(N=99) 

PET-MF 

(N=47)  

    6 months  283   93    40     

    12 months  249   89    36    

    18 months  225   81    35    

    24 months  201   77    32   
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Full analysis set Arm B 

 

P-MF 

(N=318) 

PPV-MF 

(N=99) 

PET-MF 

(N=47)  

    30 months  174   70   30    

    36 months  111    43    16   

P-MF = Primary myelofibrosis,   PPV-MF = Post Polycythemia Vera-myelofibrosis 

PET-MF = Post essential thrombocytemia myelofibrosis 

 

. 

Secondary Outcome Result(s) 

No data identified. 

Other Pre-Specified Outcome Result(s) 

No data identified. 

Post-Hoc Outcome Result(s) 

No data identified. 
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Safety Results 
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All-Cause Mortality 

 

165 SAE not related with fatal outcome (experienced by 90 patients) were reported in Arm A 

48 SADRs with fatal outcome (experienced by 25 patients) were reported an Arm A: in 39 events the causality regarding 
treatment with ruxolitinib was assessed as “not assessable”, for 2 events causality was not reported, and in 7 events causality 
was assessed as “related”. The 7 related PTs were: “cerebrovascular accident”, “infection”, “septic shock”, “pneumonia”, “blood 
potassium increased”, “red blood cell count decreased”, and “myeloproliferative neo-plasm” 

110 SAE not related with fatal outcome (experienced by 69 patients) were reported in Arm B  
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23 SADRs with fatal outcome (experienced by 18 patients) were documented in Arm B: in 20 events the causality regarding 

treatment with ruxolitinib was assessed as “not assessable” and in 3 events causality was assessed as “related”. The 3 related 

PTs were: “C-reactive protein increased”, “infection”, and “hematoma”.  

 

 

Other Relevant Findings 

Not Applicable 

Conclusion: 

This large NIS confirms the safety and efficacy of ruxolitinib in a representative real-world cohort of myelofibrosis patients with 
or without prior treatment with a JAK-inhibitor. 

Date of Clinical Trial Report 

16 Aug 2023 


