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Sponsor 

Novartis Pharmaceuticals 

Generic Drug Name 

Ruxolitinib 

Trial Indication(s) 

Polycythaemia vera 

Protocol Number 

CINC424BDE12 

Protocol Title 

A prospective, non-interventional study of JAKAVI® (ruxolitinib) treatment in patients with polycythemia vera (PAVE) 

Clinical Trial Phase 

Phase IV 

Phase of Drug Development 

Approval 

Study Start/End Dates   

Study Start Date: August 17, 2015 (Actual) 
Primary Completion Date: May 03, 2023 (Actual) 
Study Completion Date: May 03, 2023 (Actual) 
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Reason for Termination (If applicable) 

NA 

Study Design/Methodology 

Data on efficacy and safety of ruxolitinib for patients with PV are largely from clinical trials. Thus, the prospective 
recording of daily practice reality was the main aim of this project and could only be done by the study design of a NIS.  
This NIS was planned to be conducted in a multicenter setting at approximately 125 hematology/ oncology practices and 

hospitals in Germany, thus ensuring the representativeness of the population of the involved study centers to the greatest 
extent possible. 
A maximum of 500 male and female patients with PV treated with ruxolitinib according to routine medical practice and 

according to the manufacturer's instructions were prospectively observed in this NIS. The frequency of visits per patient 
was not fixed but should be in line with current practice. 
 

Patients were divided into two groups: 

• Patients without prior treatment with ruxolitinib or other JAK-inhibitor (about 250). 

• Patients pretreated with a JAK inhibitor (ruxolitinib or other JAK-inhibitor, about 250). 

Centers  

Germany(103) 

Objectives: 

The following specific objectives were of interest: 

• Investigation of the effectiveness of ruxolitinib in daily practice based on the hematocrit value, phlebotomy need, 
spleen size and constitutional symptoms. 

• Investigation of the use of ruxolitinib in daily practice: initial dosage, dose adjustments and their reasons, therapy 
pauses and discontinuations (and their reasons), side effect management, concomitant medication. 

• Extended investigation of the tolerability and safety of ruxolitinib in daily practice based on the total number of 
adverse events (AEs) and serious adverse events (SAEs, with and without causal relationship to ruxolitinib). 

• Assessment of QoL before and during ruxolitinib therapy. 
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• Comparison of the effectiveness, tolerability and safety of ruxolitinib in Janus Kinase- (JAK-) inhibitor naive and 
JAK-inhibitor pretreated patients. 

• Stratification of patients according to the presence of risk factors: 
o Age > 60 years, 
o prior thromboembolic event; and 

o comparison of the efficacy of ruxolitinib between the different risk groups. 

• Documentation of patient care and patient satisfaction. 

• Assessment of symptom burden and QoL (MPN10 and SF-36 questionnaires). 

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

Ruxolitinib or other JAK-inhibitor 

Statistical Methods  

Parameters which were at least interval scaled were tabulated by the following sample statistics:  
Number of non-missing data, mean, standard deviation, minimum, median and maximum. 
Parameters which were nominally or ordinally scaled were tabulated by absolute and relative frequencies. In general, 

missing values were not considered for calculation of percentages (i.e., adjusted percentages were calculated) if not 
otherwise specified. 
The analysis set (AS) comprised all patients who fulfilled all inclusion criteria (diagnosis of PV, treatment with ruxolitinib 

indicated, written informed consent), received at least one dose of ruxolitinib during the study and performed the BL-visit. 
Patients that were locked in the eCRF are not regarded as “enrolled” and therefore excluded from the AS. 
All variables collected in this NIS were analyzed and reported using adequate statistical methods. The NIS was primarily 

analyzed using descriptive methods. Where confidence intervals (CI) or p-values are given, these are also purely 
descriptive. Due to the exploratory nature of the analysis, no alpha adjustment was made for multiple comparisons. 
Variables at least at the interval level were tabulated with their sample characteristics (number of valid and missing 

values, minimum, maximum, 5%-percentile, 1st quartile, 3rd quartile, 95%-percentile, median, mean, standard deviation). 
For variables at nominal and ordinal levels, distributions of absolute and relative frequencies were output.  
 

For AEs, incidences based on the included patient population and incidence densities (number of events/sum of person-
times in years) were reported according to Medical Dictionary for Regulatory Activities (MedDRA) System Organ Class 
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(SOC) and Preferred Term (PT) for AEs, serious adverse events (SAEs), adverse drug reactions (ADRs), and serious 
adverse drug reactions (SADRs). 
All patients who had received at least one dose of ruxolitinib and for whom at least one followup documentation was 

available were included in the analysis. 

Study Population: Key Inclusion/Exclusion Criteria  

Inclusion Criteria: 

- Adult male and female patients with PV for whom Jakavi® therapy is indicated according to the European summary of product 

characteristics 

- Patients who have been informed about this NIS and gave written consent 

 

Participant Flow Table 
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Baseline Characteristics  

 

Presence of risk factors at Baseline 

 

 

 

 

 

 



 

 

 
 
 

Page 7 
 

Demography and smoking status at Baseline 
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Blood values at Baseline  
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Phlebotomies prior to Baseline 
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Spleen examinations at Baseline 

 

MPN10 questionnaire at Baseline 
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Molecular results at Baseline 

 

 

Constitutional symptoms at Baseline 
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ECOG performance status at Baseline 
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Bone marrow aspiration 
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Primary Outcome Result(s)  

 

 

 

 

 

 

 

 

 

 

 

Dosing 
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Initial and last daily dose of ruxolitinib 
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Average ruxolitinib dose per day and treatment duration 

 

 

Adjustment of the dose of ruxolitinib 
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Overall survival 
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Interruption of ruxolitinib therapy 



 

 

 
 
 

Page 20 
 

 

 

 

 

Hematology 
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Course of hematocrit levels (%) and difference to BL for JAK-inhibitor naïve and JAK-inhibitor pretreated patients 
(adjusted by 1st visit in the study) 

 

 

Course of hematocrit levels (%) and difference to BL by risk classification (adjusted by 1st application of ruxolitinib) 
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Course of erythrocyte counts (106/μl) and difference to BL for JAK-inhibitor naïve and JAK-inhibitor pretreated 
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patients (adjusted by 1st visit in the study) 

 

 

 

Course of erythrocyte counts (106/μl) and difference to BL by risk classification (adjusted by 1st application of 
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ruxolitinib) 

 

 

Course of thrombocyte counts (103/μl) and difference to BL for JAK-inhibitor naïve and JAK-inhibitor pretreated 
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patients (adjusted by 1st visit in the study) 

 

 

 

Course of leukocyte counts (103/μl) and difference to BL for JAK-inhibitor naïve and JAK-inhibitor pretreated 
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patients (adjusted by 1st visit in the study) 
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Course of leukocyte counts (103/μl) and difference to BL by risk classification (adjusted by 1st application of 
ruxolitinib) 
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Number of phlebotomies 

Total number of phlebotomies per year stratified by JAK-inhibitor naïve and JAK-inhibitor pretreated patients 
 

 
 
Total number of phlebotomies per year stratified by risk classification 
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Number of phlebotomies within the last 30 days for JAK-inhibitor naïve and JAK-inhibitor pretreated patients 
(adjusted by 1st visit in the study) 
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Number of phlebotomies within the last 30 days stratified by risk classification (adjusted by 1st application of 
ruxolitinib) 
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Spleen palpation 
 
Change in palpable spleen in JAK-inhibitor naïve patients (adjusted by 1st visit in the study) 
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Change in palpable spleen in JAK-inhibitor pretreated patients (adjusted by 1st visit in the study) 
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Sonography 
 
Change in spleen length (by sonography) in JAK-inhibitor naïve patients (adjusted by 1st visit in the study) 
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Change in spleen length (by sonography) in JAK-inhibitor pretreated patients (adjusted by 1st visit in the study) 
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MPN10 questionnaire 
 
Course of MPN10 TSS and difference to BL for JAK-inhibitor naïve and JAK-inhibitor pretreated patients (adjusted 
by 1st visit in the study) 
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Course of MPN10 TSS and difference to BL by high risk classification (adjusted by 1st application of ruxolitinib) 
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Thromboembolic events 
 
Number of thromboembolic events 
 

 
 
 
 
 
 
 
 
 
 

Secondary Outcome Result(s) 
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ECOG performance status 

ECOG performance status per visit 
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Constitutional symptoms 

Course of constitutional symptoms 

 

 

SF-36 questionnaire 
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Difference to BL for SF-36 physical and mental component summary for JAK-inhibitor naïve and JAK-inhibitor 
pretreated patients (adjusted by 1st visit in the study) 
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Difference to BL for SF-36 physical and mental component summary for patients younger and equal/older than 60 
years (adjusted by 1st visit in the study) 
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Difference to BL for SF-36 physical and mental component summary for patients with/without spleen enlargement 
(adjusted by 1st visit in the study) 
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Bone marrow aspiration and biopsies 
 
Number of biopsies by visit and overall (adjusted by 1st visit in the study) 
 

 
 



 

 

 
 
 

Page 46 
 

 
 

 

 

 

 

 



 

 

 
 
 

Page 47 
 

Molecular results 

Number of performed assessments of JAK2V617F mutation by visit and overall Visits adjusted by 1st visit in the 
Study 
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Other Pre-Specified Outcome Result(s) 

No data identified. 

Post-Hoc Outcome Result(s) 

No data identified. 

Safety Results 

 

Summary of adverse events by JAK-inhibitor pretreatment 
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All-Cause Mortality 

4 SADRs with fatal outcome (experienced by 4 patients) were reported: in all of them the causality regarding treatment with ruxolitinib was 

not reported. The 4 PTs were: “death” (thrice) and “chronic lymphocytic leukaemia”  

Serious Adverse Events 

Overall 8.5% of the patients (n=37) suffered from at least 1 SADR. The incidence of all SADRs (if present in 0.5% or more of the patients) 

by MedDRA SOC and MedDRA PT is presented below 
On SOC level, the most frequent SADRs (≥ 0.5%) were: 

o “Investigations” (2.8%, n=12) 

o “Infections and infestations” (2.1%, n=9) 

o “Neoplasms benign, malignant and unspecified” (1.2%, n=5) 
o “Blood and lymphatic system disorders” (0.7%, n=3) 

o “Cardiac disorders” (0.7%, n=3) 

o “Gastrointestinal disorders” (0.7%, n=3) 

o “General disorders and administration site conditions” (0.7%, n=3) 
o “Nervous system disorders” (0.7%, n=3) 

o “Renal and urinary disorders” (0.5%, n=2) 

o “Respiratory, thoracic and mediastinal disorders” (0.5%, n=2) 
On PT level, the most frequent SADRs (≥ 0.5%) were: 

o “Hemoglobin decreased” (0.9%, n=4) 

o “Death” (0.7%, n=3) 

o “Weight increased” (0.7%, n=3) 
o “Pneumonia” (0.5%, n=2) 

o “Weight decreased” (0.5%, n=2) 

 

 

All Adverse Events by primary SOC and most common PTs (≥ 1.0% in any AE, by patient, AS) 
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No data identified. 

Other Relevant Findings 

Not applicable 

Conclusion: 

This large NIS demonstrated effectiveness and safety of ruxolitinib in patients with PV regardless of prior JAK-inhibitor 

treatment or BL risk status in a representative real-world cohort. 
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Date of Clinical Trial Report 

9 April 2024 


