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To the Editor: On behalf of our fellow authors, we thank Drs Totadri and Bansal for their 

thoughtful comments1 on our study2 describing the population‐based stage distribution 

among Australian children with hematologic malignancies. Their main point focuses not on 

our study specifically but rather the appropriateness of staging acute leukemia using central 

nervous system (CNS) involvement, as recommended by the Toronto Paediatric Cancer 

Stage Guidelines.3 They have two main arguments: that there are stronger prognosticators 

in acute leukemia and that CNS involvement is rare.1 

We agree that there are many important prognosticators in acute leukemia in addition to 

CNS involvement. However, as Drs Totadri and Bansal themselves state,1 stage is defined as 

the anatomic extent of disease. Thus, factors such as age, immunophenotype, leukemia 

genetics, and treatment response are all important prognosticators that nonetheless cannot 

be considered part of any staging system. Whether population‐based registries should 

collect important nonstage prognosticators is a question of increasing importance that will 

be discussed in an upcoming meeting of cancer registrars, epidemiologists, and clinicians. 

Indeed, this is relevant for not just acute leukemia but many other malignancies. One could 

plausibly argue that N‐myc status in neuroblastoma, or molecular subtype in 

medulloblastoma, play as important of a prognostic role as stage. 

Drs Totadri and Bansal1 also point out that in a large Children's Oncology Group study of 

children with acute lymphoblastic leukemia (ALL), only 1.5% had CNS3 status. In the same 

https://onlinelibrary.wiley.com/doi/full/10.1002/pbc.27756#pbc27756-bib-0001
https://onlinelibrary.wiley.com/doi/full/10.1002/pbc.27756#pbc27756-bib-0002
https://onlinelibrary.wiley.com/doi/full/10.1002/pbc.27756#pbc27756-bib-0003
https://onlinelibrary.wiley.com/doi/full/10.1002/pbc.27756#pbc27756-bib-0001
https://onlinelibrary.wiley.com/doi/full/10.1002/pbc.27756#pbc27756-bib-0001
https://onlinelibrary.wiley.com/doi/full/10.1002/pbc.27756#pbc27756-bib-0001


study however, another 10.2% of children had CNS2 status. The 5‐year event‐free survival 

associated with both CNS2 and CNS3 status was identical at 76%, as compared to 85% 

among children with CNS negativity.4 Both CNS2 and CNS3 status are recommended to be 

collected by the Toronto Guidelines, whether separately or collapsed into overall CNS 

positivity. 

We again thank Drs Totadri and Bansal for the discussion they have initiated. Collecting the 

most relevant childhood cancer data on a population‐based level will help inform 

researchers, clinicians, and health policymakers, and ultimately lead to improvements in 

cancer outcomes for this population. 
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