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To the editor,

The introduction of tyrosine kinase inhibitors (TKIs) in 2001 rewolutionised the treatment of CML in
adults, largely supplanting blood and marrow transplantation (BMT). Within 5 years these
revolutionary drugs had also been approved for use in pediatric patients with CML. However, due to
the low disease incidence and subsequent lack of robust clinical trial data in pediatric CML, the

management of pediatric CML is largely extrapolated from adult data.

Hijiya et al. [1] outlined how paediatric CML exhibits more aggressive clinical features than adult CML,
demonstrating accumulating evidence of the unique biology of the pediatric CML stem cell and host.

This suggests a different approach may be required within the pediatric population.

With this in mind, Andolina and colleagues [2] designed and distributed a survey to pediatric hemato-
oncologists/BMT consultants in the US/Canada to assess their willingness to recommend BMT for a

patient with CML, based on various clinical scenarios. The results of this survey were then published

in Biology of Blood and Marrow Transplantation. In accordance with adult practice and pediatric CML
recommendations [3], their suney found that the majority of physicians only tend to recommend BMT
after failure of first- and second-generation TKIs. In addition, they found there was significant interest
in performing _a clinical trial evaluating the safety and efficacy of stopping TKIs in children with CML

who achieve and maintain a deep molecular response.

In light of these important findings and with permission from the authors we sent out this same suney
to 140 pediatric haemato-oncologists and pediatric BMT specialists in the UK. We received 34
responses (24.3% response rate). The responses from the UK physicians were largely similar to
those from the North American surwey, although UK respondents showed an increased tendency to
recommend BMT across all scenarios presented in the survey (see table 1). In line with current
guidelines and the US surwey, the majority of UK respondents recommended against BMT until failure

of second TKI, with one notable exception. The majority 58.9% of UK respondents opted for BMT in a
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2 year-old patient who relapsed during initial TKI therapy. Presumably this reflects the perceived
lifetime burden of TKI therapy in such a young child and highlights the need for clear, age-specific
criteria on when to proceed with BMT in young paediatric patients. Although there were no data
presented from the US suney to compare against, UK respondents were more likely to recommend
BMT (in the presence of a MUD donor) at an early stage in patients presenting in CML- Acute Phase

(61.7%) and CML- Blast Crisis (84.8%).

North American | UK Survey

Surnvey
Recommend BMT for a patient with optimal response to MSD: 8.0% MSD: 0% (16 yr old)
initial TKI therapy
MUD: 1.9% 11.8% (2 yr old)
MUD: not assessed*
Recommend BMT for a patient with an initial poor response | MSD: 40.2% MSD: not assessed*

to TKI
MUD: 31.4% MUD: 35.1%

Recommend BMT for a patient who relapsed during initial MSD: 36.5% MSD: 48.6% (16 yr old)

TKI therapy
MUD: 23.3% 58.9% (2 yr old)

MUD: not assessed*

Recommend BMT for a patient who met the response MSD: 81.7% MSD: not assessed*
criteria for treatment failure during a second course of TKI
therapy MUD: 69.8% MUD: 85.3%

Table 1: Comparison North American vs UK responses across four clinical scenarios.

* not assessed in 4 specific scenarios (included in supplementary table 1).

We postulated that the propensity for BMT in UK respondents may be due to a higher proportion of
BMT specialists and/or physicians in senice for >10 years, a correlation observed by Andolina et al.

in the North American Study [2]. Howewer, demographics between the suneys were comparable
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(BMT specialists: 11.8% vs 13.8%, physicians in practice > 10 yrs: 44% vs 51% in the UK and North

American surveys respectively).

Another interesting comparison to draw between the two surveys was the choice of initial TKI at
diagnosis. Andolina et al. [2] found whilst the majority (67.4%) chose to start with imatinib, a
significant minority (30.1%) chose to start with dasatinib. In contrast, 100% of respondents in the UK
suney chose to start with Imatinib. This is most likely reflective of the cost restraints presented in the

NHS.

Glven the universal concern over long term TKI toxicity in children it is not surprising that the majority
(86.7%) of North American respondents and 100% of UK respondents would consider participating in
a clinical trial to assess the feasibility of stopping TKI therapy in children and adolescents with CP -

CML who achieved a sustained MR 4.5 for >2 years.

A number of questions within the UK suney elicited a heterogeneous response. As an example,
32.3% of respondents said they routinely administer TKlIs post-transplant for CML, whereas 36.2% do
not, highlighting one of the existing controversies in managing paediatric CML.MThe heterogeneous
responses within the UK survey, and the subtle but important differences observed between the two
suneys confirms the need for further research and evidence-based, pediatric specific guidelines for

the optimal management of children and adolescents with CML.
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