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I.1 Cancer medicines for children – anaplastic large cell lymphoma – EMLc 

Draft recommendation ☒ Recommended  

☒ Not recommended 

Justification: 

Cyclophosphamide 500mg powder for injection, cytarabine 25mg/ml, dexamethasone 
tablets, doxorubicin 2mg/ml, etoposide 20mg/ml, ifosfamide powder for injection 
(1000mg), methotrexate 25mg/ml and prednisolone 25mg powder for injection are 
standard of care and essential in the first-line treatment of ALCL in children and 
adolescents. Vinblastine 1mg/ml is essential in the treatment of relapsed/refractory 
disease. These compounds are already included in the WHO EMLc 2021 for other 
indications.  

It is therefore recommended that a new indication be included for all these 
compounds with Cyclophosphamide, cytarabine 25mg/ml, dexamethasone tablets, 
doxorubicin 2mg/ml, etoposide 20mg/ml, ifosfamide powder for injection (1000mg), 
methotrexate 25mg/ml and prednisolone 25mg powder for injection as first line 
therapy and vinblastine 1mg/ml for the treatment of relapsed/refractory disease. 

Insufficient evidence and toxicity concerns for crizotinib in the treatment of children 
and adolescents with refractory/relapsed ALCL exists, and therefore it is not 
recommended for inclusion at this time. 

Does the proposed medicine address a 
relevant public health need? 

☒ Yes 

☐ No 

☐ Not applicable 

Comments: Non-Hodgkin lymphoma (NHL) is the fourth most common type of cancer 
in children and adolescents with an incidence of about 0.7 – 1.5 per 100,000 per year 
in Europe. 10-15% of these are ALCL. 

It has been reported that over 80% of paediatric cancers globally occur in children 
who live in low and middle income countries (LMICs); it is estimated that 90% of 
children diagnosed with NHL live in LMIC.1  Anaplastic large cell lymphoma (ALCL) 
accounts for 10- 20% of pediatric and adolescent non-Hodgkin lymphomas (NHLs). 2 3 

Does adequate evidence exist for the 
efficacy/effectiveness of the medicine 
for the proposed indication? 
 
(this may be evidence included in the 
application, and/or additional evidence 
identified during the review process) 

☒ Yes 

☐ No 

☐ Not applicable 

Comments: These medicines are already included in the EML and EMLc for other 
indications. 

Crizotinib is a new recommendation and there is insufficient indication of 
efficacy/effectiveness currently. 
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Does adequate evidence exist for the 
safety/harms associated with the 
proposed medicine? 
 
(this may be evidence included in the 
application, and/or additional evidence 
identified during the review process) 

☒ Yes 

☐ No 

☐ Not applicable 

Comments: The medicines recommended for the new indication are already in the 
WHO EML and EMLc.  

However, toxicity concerns exist for Crizotinib . Although crizotinib induces remissions 
and extends the lives of patients, there have been reports of emerging resistance to 
Crizotinib therapy. Toxicity has been reported as well.4 

Are there any adverse effects of 
concern, or that may require special 
monitoring? 

☐ Yes 

☐ No 

☒ Not applicable 

Comments: For crizotinib side effects of grade III/IV occurred, including elevated 
transaminase levels, diarrhea, and prolonged QT intervals, in 8% patients, with dose 
reduction in six patients (15.8%). 5 

Are there any special requirements for 
the safe, effective and appropriate use 
of the medicines? 
 
(e.g. laboratory diagnostic and/or 
monitoring tests, specialized training for 
health providers, etc) 

☒ Yes 

☐ No 

☐ Not applicable 

Comments: Some of the medications are IV/IMI administered and therefore require 
skilled personnel for administration. Diagnostic capabilities are required as are skills in 
identifying the condition and managing side effects and toxicities. 

Are there any issues regarding cost, 
cost-effectiveness, affordability and/or 
access for the medicine in different 
settings? 

☐ Yes 

☒ No 

☐ Not applicable 

Comments: These medicines are available at affordable prices globally. Generics do 
exist, so competitive pricing exists. 

Are there any issues regarding the 
registration of the medicine by national 
regulatory authorities? 
 
(e.g. accelerated approval, lack of 
regulatory approval, off-label indication) 

☐ Yes 

☒ No 

☐ Not applicable 

Comments: These compounds are registered in many NRAs globally 
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Is the proposed medicine 
recommended for use in a current WHO 
guideline? 
 
(refer to: 
https://www.who.int/publications/who-
guidelines)  

☒ Yes 

☐ No 

☐ Not applicable 

Comments:  

Cyclophosphamide Powder for injection: 500 mg; 1 g; 2 g in vial; Tablet: 25 mg; 50 
mg.: Acute lymphoblastic leukaemia, Burkitt lymphoma, Diffuse large B-cell 
lymphoma, Ewing sarcoma, Hodgkin lymphoma, Low-grade glioma, Nephroblastoma 
(Wilms tumour), Rhabdomyosarcoma 

Cytarabine Powder for injection: 100 mg in vial: Acute lymphoblastic leukaemia, 
Acute myeloid leukaemia, Acute promyelocytic leukaemia, Burkitt lymphoma 

Dexamethasone  is found under antiemitic medicines, medicines for other symptoms 
common in palliative care, antiallergics and medicines used in anaphylaxis, as well as 
hormones and antihormones as injection; Oral liquid and solid oral dosage form. 

Doxorubicin Powder for injection: 10 mg; 50 mg (hydrochloride) in vial: Acute 
lymphoblastic leukaemia, Burkitt lymphoma, Diffuse large B-cell lymphoma, Ewing 
sarcoma, Hodgkin lymphoma, Kaposi sarcoma, Nephroblastoma (Wilms tumour), 
Osteosarcoma 

Etoposide Capsule: 50 mg; 100 mg; Injection: 20 mg/mL in 5 mL ampoule: Acute 
lymphoblastic leukaemia, Acute myeloid leukaemia, Burkitt lymphoma, Ewing 
sarcoma, Hodgkin lymphoma, Nephroblastoma (Wilms tumour), Osteosarcoma, 
Ovarian germ cell tumours, Retinoblastoma,  Testicular germ cell tumours 

Ifosfamide Powder for injection: 500 mg; 1 g; 2 g in vial:  Burkitt lymphoma, Ewing 
sarcoma, Nephroblastoma (Wilms tumour), Osteosarcoma, Ovarian germ cell 
tumours, Rhabdomyosarcoma, Testicular germ cell tumours 

Methotrexate Powder for injection: 50 mg (as sodium salt) in vial; Tablet: 2.5 mg (as 
sodium salt): Acute lymphoblastic leukaemia;  Acute promyelocytic leukaemia;  
Burkitt lymphoma; Osteosarcoma 

Prednisolone Oral liquid: 5 mg/mL, Tablet: 5 mg; 25 mg: Acute lymphoblastic 
leukaemia; Burkitt lymphoma, Diffuse large B-cell lymphoma,  Hodgkin lymphoma 

Vinblastine Injection: 10 mg/10 mL (sulfate) in vial, Powder for injection: 10 mg 
(sulfate) in vial:  Hodgkin lymphoma, Low-grade glioma, Ovarian germ cell tumours, 
Testicular germ cell tumours 
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