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Date: 15th April. 2012

The CMLSg will not appeal the NICE FAD which refuses recommendation of dasatinib for first line use in CML.

After careful consideration and much discussion we have decided not to enter the 

appeal process.

This was a decision taken with reluctance and was based on two arguments.

Firstly, as some of you may be aware, entry into the appeal process is constrained by a requirement to satisfy at least one of the three Grounds for appeal.    

The situation we are confronted with in this (1st line) appraisal is very different from the previous appraisal involving 2nd generation TKIs, including dasatinib, and HD imatinib as (2nd line) treatment for CML patients resistant to or intolerant of imatinib. 

This time the Appraisal Committee responded very positively to the requests we made in our response to the Appraisal Consultation Document.

We asked that substantial re-modelling be carried out on the economic model constructed by PenTag (the Assessment Group commissioned by NICE).

We did so because we wanted the model to reflect the actual 'clinical experience' of CML patients in chronic phase.

NICE accepted this point and asked for the re-modelling work to be carried out.

Ground 1, which covers issues of fairness, was therefore closed off to us even though the re-modelling exercise exposed a state of disarray in the modelling of CML which we discuss below in the second of the arguments that dissuaded us from appealing.  

We also felt we could not realistically appeal on Ground 2 which broadly confines itself to questioning the Committee’s competence in their appraisal of the evidence. 

This is because the debate only concerns the cost effectiveness of dasatinib 

and, even after re-modelling, dasatinib remained outside the upper limits of the NICE cost effectiveness threshold in all the additional analyses undertaken.

We have been advised that there are highly technical arguments that could 

rebut these analyses.

However we are not in a position to be able to articulate them in the course of an appeal and they therefore remain unavailable to us.     

Ground 3, that the Committee had acted outside its remit, was simply not available.

The second reason for our decision not to appeal was based on a perverse 

outcome of the remodelling exercise which produced analyses which suggested all three TKIs (dasatinib, nilotinib and dasatinib) were not cost effective in second line treatment.  

Since the same Committee had found, in their previous appraisal at the end of last year, that nilotinib was cost effective in second line, this anomaly lead them to conclude that the evidence is:

“insufficient and conflicting” and  “.... more data was needed to fully assess the cost effectiveness of first and second line TKI treatments.”   

Their conclusion was no doubt also influenced by the fact that comparatively small changes to the modelling parameters (in this case, dose intensity and time on treatment) “reversed the relative cost effectiveness of nilotinib and imatinib.”

These outcomes, which we prefer to describe as confusing, have produced what we consider to be two significant gains for CML patients.

1.The promise of a review of 1st line TKIs in two years (2014) 

2.This highly unusual sentence which is worth quoting verbatim:

“...meanwhile it considered the implication of this appraisal, that both imatinib and nilotinib (with an agreed discount under a patient access scheme) should be available first and second line, to be reasonable.” (our emphasis)

In our opinion this amounts to a strong endorsement for the use of imatinib in second line and would make two TKIs available in both first and second line. 

In cases where clinicians recommend dasatinib as a treatment for CML patients who have not received it before, we believe we have secured a compelling rationale for a successful application to the Cancer Drugs Fund because of the Committee’s acknowledgement that:

“.... for a small group of people with specific kinase domain mutations that would make their CML resistant to nilotinb dasatinib should be offered as a second line treatment.”

In the circumstances we feel we have done all we can and that an appeal is not a 

positive option for us. We feel our focus must now shift to ensuring that applications to the Cancer Drugs Fund are successful on every occasion a clinician selects that 

option to access dasatinib for patients in need.

We continue to urge BMS to submit a Patient Access Scheme to the Department of Health.  


