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Very good review. Methodology is rigorous, all the relevant papers have been included

in the analysis. Results are concise and straightforward. Discussion is clear and well

organized. Few words are misspelled.
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Interesting and well written paper. Some minor points be helpful to clarify. 1. Over what

time frame are the tumours

that patients lifetime? Please clarify.

being considered as a second neoplasia. Is it any within

2. Please give the numbers and rate of
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synchronous tumour (?10%) as this is of clinical relevance for patients diagnosed with
GIST and if we should be considering further investigation for a second lesion at time of
diagnosis. Please also specify rates of GI-Tract and urogenital tract synchronous rates.
3. In discussing the 4 studies with mutational status of the patients with a second
neoplasia please specify that this is in keeping with normal GIST mutational frequency
or add a sentence on this in the discussion. 4. Please make the discussion more concise
and in particular needs reference to the clinical relevance, especially in the context that
multiple  primary  tumours are known to occur in @ 2-17%  of
patients. (https:/ /esmoopen.bmj.com/content/2/2/e000172.info) of patients and is
already known to be highest in genitourinary and GI tract malignancies. I would focus

on the synchronous tumours as this is interesting and clinically useful.
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