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authorization, whether or not the study is conducted in compliance with an agreed pediatric 
investigation plan. 

2.3.2.  Short description of the medicinal product 

Nilotinib (Tasigna®, AMN107) is a selective inhibitor of both wild-type and imatinib-resistant forms of 
the tyrosine kinase activity of the BCR-ABL oncoprotein both in cell lines and in primary Philadelphia-
chromosome positive (Ph+) leukemia cells. BCR-ABL is a constitutively active tyrosine kinase and 
drives the pathology of chronic myelogenous leukemia, a myeloproliferative disorder characterized by a 
clonal expansion of hematopoietic stem cells expressing the BCR-ABL gene. The therapeutic concept of 
BCR-ABL tyrosine kinase inhibition is an effective treatment modality for Ph+ CML as inhibition of BCR-
ABL kinase activity with nilotinib results in apoptosis of Ph+ CML cells.  

 

Nilotinib is an oral TKI which is active against the tyrosine kinase activity of the BCR-ABL protein, the 
key oncogenic driver in Ph+ CML. 

Tasigna is currently indicated for the treatment of: 

• Adult and pediatric patients with newly diagnosed Ph+ CML in the chronic phase 

• Adult patients with chronic phase and accelerated phase Ph+ CML with resistance or 
intolerance to prior therapy including imatinib 

• Pediatric patients with chronic phase Ph+ CML with resistance or intolerance to prior therapy 
including imatinib 

CHMP’s comment: 

The approved posology for paediatric patients in the Tasigna SmPC (4.2.) is: 

Posology for Philadelphia chromosome positive CML paediatric patients  

Dosing in paediatric patients is individualised and is based on body surface area (mg/m2). The 
recommended dose of nilotinib is 230 mg/m2 twice daily, rounded to the nearest 50 mg dose (to a 
maximum single dose of 400 mg). Different strengths of Tasigna hard capsules can be combined to 
attain the desired dose. 

There is no experience with treatment of paediatric patients below 2 years of age. There are no data in 
newly diagnosed paediatric patients below 10 years of age and limited data in imatinib-resistant or 
intolerant paediatric patients below 6 years of age. 

Furthermore the Tasigna SmPC includes this paragraph in 4.2: 

Paediatric population The safety and efficacy of Tasigna in paediatric patients with Philadelphia 
chromosome positive CML in chronic phase from 2 to less than 18 years of age have been established 
(see sections 4.8, 5.1 and 5.2). There is no experience in paediatric patients below 2 years of age or in 
paediatric patients with Philadelphia chromosome positive CML in accelerated phase or blast crisis. 
There are no data in newly diagnosed paediatric patients below 10 years of age and limited data in 
imatinib-resistant or intolerant paediatric patients below 6 years of age. 

2.3.3.  Study rationale, study design and study results 

The study design and rationale for Study A2409 are summarized in Table 2-1. 
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2.3.3.1.  Results 

2.3.3.1.1.  Recruitment 

In total, 57 patients were transferred from the CML, ALL, GIST, and KIT mutated melanoma parent 
studies to this roll-over study. Of the total 57 patients enrolled and treated in the study, 7 patients 
were below 18 years of age; 4 patients were rolled over from CAMN107A2120 parent study and 3 
patients from CAMN107A2203 parent study. Of these 7 patients, four patients completed the study as 
per the protocol and three patients discontinued the study (one patient due to disease progression and 
two patients as per physician decision). 
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CHMP’s comment: 

Currently, the Tasigna SmPC includes these paragraphs in 4.8: 

Paediatric population  

The safety of nilotinib in paediatric patients (from 2 to <18 years of age) with Philadelphia 
chromosome positive CML in chronic phase (n=58) has been investigated in one main study over a 
period of 60 months (see section 5.1). In paediatric patients, the frequency, type and severity of 
adverse reactions observed have been generally consistent with those observed in adults, with the 
exception of hyperbilirubinaemia/blood bilirubin increase (Grade 3/4: 10.3%) and transaminase 
elevation (AST Grade 3/4: 1.7%, ALT Grade 3/4: 12.1%) which were reported at a higher frequency 
than in adult patients. Bilirubin and hepatic transaminase levels should be monitored during treatment 
(see sections 4.2 and 4.4). 

Growth retardation in paediatric population 

 In a study conducted in the CML paediatric population, with a median exposure of 51.9 months in 
newly diagnosed patients and 59.9 months in imatinib/dasatinib-resistant or imatinib-intolerant Ph+ 
CML-CP patients, growth deceleration (crossing at least two main percentile lines from baseline) was 
observed in eight patients: five (8.6%) crossed two main percentile lines from baseline and three 
(5.2%) crossed three main percentile lines from baseline. Growth retardation related events were 
reported in 3 patients (5.2%). Close monitoring of growth in paediatric patients under nilotinib 
treatment is recommended (see section 4.4). 

The observed AEs are generally in line with previous reported AEs for Tasigna and are in line with the 
current SmPC.  

It is supported that this submission recommends no changes to the SmPC.  

2.3.4.  Discussion on clinical aspects 

Study A2409 was conducted in adult and pediatric patients to characterize the long-term safety of 
nilotinib in patients who were on nilotinib treatment in Novartis-sponsored studies and were benefiting 
from the treatment as judged by the investigator. The safety profile of nilotinib in pediatric patient 
population with Ph+ CML-CP from 2 to less than 18 years of age have been established. There is no 
experience in pediatric patients below 2 years of age or in pediatric patients with Ph+ CML-AP or blast 
crisis. Data reported in this study are consistent with the known safety profile of nilotinib in the parent 
studies and other nilotinib clinical studies. No new safety signal or changes in the frequencies of known 
risks were identified in the pediatric patient population treated with nilotinib. Based on the results of 
Study A2409, the favorable benefit-risk profile of nilotinib in pediatric patients with CML remains 
unchanged. 

Based on the results from Study A2409, no changes to the pediatric information of the current Tasigna 
SmPC are proposed.  

CHMP’s comment: 

The MAH’s conclusion is supported. The benefit-risk profile of nilotinib in its approved indication 
remains positive and no changes to the SmPC are required.  
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3.  Overall conclusion and recommendation 

The MAH’s conclusion is supported. The benefit-risk profile of nilotinib in its approved indication 
remains positive and no changes to the SmPC are required. 

  Fulfilled: 

No regulatory action required. 
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Annex. Line listing of all the studies included in the 
development program 

The studies should be listed by chronological date of completion: 

Clinical studies 

Product Name:   Active substance:  

Study title Study number Date of completion Date of submission of final study report 
An open 
label, multi-
center 
nilotinib roll-
over protocol 
for patients 
who 
have 
completed a 
previous 
Novartis 
sponsored 
nilotinib study 
and are 
judged by the 
investigator 
to benefit 
from 
continued 
nilotinib 
treatment 

CAMN107A2409 7 July 2023 15 December 2023 

    
    
  




