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Dear Joao, 
 
In response to the issues raised by Novartis and the Royal College of Physicians (RCP)  in their 
responses to the Appraisal Consultation Document (ACD), we would like to make the following 
points. We appreciate that as this is a written response, you may need to make this document public 
if requested for this information. 
 
Firstly, with regard to the RCP response: 
 
Our interpretation of the appraisal objectives 
We wish to point out that the appraisal objectives as stated in both the draft and final scopes for this 
review stated clearly that the objective was to: 
“appraise the clinical and cost effectiveness of imatinib within its licensed indication for the 
treatment of unresectable and/or metastatic gastrointestinal stromal tumours which have 
progressed on treatment at a dose of 400 mg/day”.1 2 Thus, the ERG report concentrated on 
those progressing at a dose of 400mg/day and hence would disagree that this is a restrictive 
interpretation of the review objectives. 
 
We also note that the RCP were consulted on the development of the scope for this appraisal 
and state: “The nature of the problem is well described, i.e. GIST progressing after a period of 
time on imatinib 400 mg daily”.3 However, both scopes indicate that the original remit from the 
Department of Health/National Assembly for Wales was "To appraise the clinical and cost 
effectiveness of imatinib in its licensed indication for the treatment of gastro-intestinal stromal 
tumours". This was altered before the draft scope was issued by NICE, but the ERG are not 
aware of the reasons for this change.  
 
The 600mg/day dose was included as an intervention in the scope, which NICE consulted on and 
the possibility of its clinical irrelevance was not noted by consultees at that stage. It was 
therefore necessary to include this dose in the assessment report. In revisions to our ERG report 
following peer review we have added additional comments on this as we appreciate that some 
of the care pathways are more plausible than others. 
  
Data on the effectiveness of imatinib for those patients without CD117 expression were not 
considered as the scope population is stated as “People with KIT (CD 117) positive unresectable 
and/or metastatic malignant gastrointestinal stromal tumours (GIST) whose disease has 
progressed on treatment with imatinib at a dose of 400 mg/day”. Methods for diagnosing GIST 
were not part of the objectives for this appraisal, although the ERG report does make reference 
to PDGFRA and DOG1 in the background section (page 2). 
 
Included and excluded evidence 
The reasons for exclusion of the Meta-GIST data were discussed at the first Appraisal Committee 
meeting. This is noted in section 4.3.4. and relates to the appraisal objective (above) of 
considering only those patients who had progressed on the 400mg/day dose.  
 
The Debiec-Rychter paper referenced in the RCP response was included in our ERG report. Only 
p-values were reported for the population of interest. Page 32 of the ERG report therefore 
states that this study showed that response following crossover to the 800mg/dose was 
significantly more likely to occur in patients with wild-type GIST than exon 11 mutation 
(p=0.0012) and also significantly more likely to occur in exon 9 mutation compared with exon 11 
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mutation (p=0.0017). This information was presented during the 1st Appraisal Committee 
meeting and is noted in section 4.1.8 of the ACD.  
 
Page 19 of the ERG report makes reference to study A6181112 but no published data were 
available for this trial.4  
 
With regard to imatinib blood level testing, thresholds for imatinib blood levels were not a 
stratification factor for this review because none of our included studies reported them, and the 
studies that did report this outcome did not meet the inclusion criteria for this review for other 
reasons. However, we do appreciate it could be a clinically important factor in terms of the 
decision to dose escalate, and also that it may have an impact on the model in terms of cost-
effectiveness with regard to the timing of costs and benefits and the subsequent discounting 
required.  
 
Economic Model 
The majority of the population (>80%) in the randomised controlled trial considered in TAR179 
had predominantly progressed on previous doses of imatinib >400mg/day. As this appraisal was 
concerned with those progressing on the 400mg/day dose, the study populations are different. 
Very sparse data were available for those progressing on the 400mg/day dose, and so it is 
repeatedly stated in the ERG report that the results are surrounded by considerable imprecision 
and are potentially unreliable (see pages 69, 70, 81, 89, and 90 of the ERG report). We also note 
that the sensitivity analyses reported for TA179 provide estimated ICERs in excess of the 
£272,365 figure in our ERG (see page 90 of TAR179).5 This illustrates the considerable 
uncertainty that surrounds the estimates of cost-effectiveness, which in the case of TA179 were 
caused by differing methods of estimating hazard ratios, and assumptions about whether the 
NHS would incur the first cycle costs of sunitinib. 
 
With regard to utility scores, data on the quality of life for people who had progressed on 
400mg/day were sparse. The 0.935 score for imatinib was taken from the previous HTA.6 As 
pointed out, this may be too high for patients who have already progressed. Should this utility 
value be reduced and other utilities remain unchanged, then the ICER of any treatment 
compared with best supportive care will increase. However, it would be expected that the 
quality of life of those who progress after further treatment would then also be lower than the 
0.577 used in the model.7 The net impact of reducing both pre and post-progression utility 
scores is uncertain, and depends on the magnitude of the absolute reduction in both scores. We 
anticipate that there may be a floor effect for utility following further progression. If this were 
the case, it is more likely that the absolute difference between utility scores pre and post-
progression would be reduced. The impact of this might be expected to be an increase in the 
ICER. Table 20 of the ERG report sensitivity analysis (page 78) explores the impact of increasing 
or decreasing the absolute difference between pre and post-progression utility.  
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