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We appreciate the comment made by Chen et al. on our manuscript evaluating the
systemic treatment options for gastrointestinal stromal tumours (GIST) [1]. Their comment
serves as a reminder of the complexity and issues surrounding the treatment of GIST, and
we are thankful to the authors for carefully reading our manuscript.

Firstly, we agree with Chen et al. [2] that the European Society for Medical Oncology
(ESMO) Guidelines state sunitinib is the standard second-line treatment for patients with
advanced GIST [3]. However, the choice of the second-line treatment option depends on the
GIST mutational status and the availability of the drug. For example, for patients with GIST
with the PDGFRA D842V mutation progressing on avapritinib, sunitinib should not be used
as a standard second-line therapy due to inefficiency [4,5]. Patients with GIST harbouring
KIT exon mutations 11 demonstrated worse progression-free survival compared to patients
with KIT exon 9 [6], which could also play a role in deciding the subsequent lines of therapy.
Furthermore, Chefchaouni et al. demonstrated the profound impact of anti-cancer drug
shortages in Morocco, including sunitinib [7]. Hence, having several treatment options
upon progression to imatinib 400 mg daily dose is valuable in the real-world setting, as
imatinib dose escalation can result in a measurable clinical benefit, albeit at the cost of a
higher percentage of grade 3–5 toxicities [8].

Secondly, we concur with Chen et al. [2] that the table titled “Systemic Therapy
Agents and Regimens for Unresectable, Progressive, or Metastatic Disease” in the National
Comprehensive Cancer Network (NCCN) Guidelines does not explicitly mention imatinib
dose elevation in the second-line treatment [4]. However, we point Chen et al. towards the
treatment algorithm in the same guidelines (GIST-4 and GIST-5), which clearly state that
the dose escalation of imatinib is an option upon progression on imatinib 400 mg, along
with a switch to alternative tyrosine kinase inhibitors (TKI).

Thirdly, the authors comment that the dose escalation of imatinib does not fall under
the category of second-line treatment [2]. However, we disagree with such a statement due
to several reasons. As mentioned, the NCCN Guideline’s treatment algorithm considers
TKI a standard first-line therapy, while upon progression, a “Follow-up therapy” (which
we would define as second-, third-, fourth-line, etc.) is recommended, which includes dose
escalation of imatinib [4]. While the ESMO Guidelines do not explicitly define imatinib
escalation as second-line therapy in the text, the treatment algorithm for advanced or
metastatic GIST (Figure 1 in the same manuscript) clearly demonstrates the distinction
between the two doses and points to the imatinib dose escalation as a potential option upon
progression to the lower dose [3]. The categorisation of imatinib 800 mg as a second-line
treatment is mentioned in various research [9–11], including the manuscript co-authored
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by the writers of the ESMO Guidelines [3], which states that “. . . 2nd-line treatment with
either imatinib 800 mg/day or sunitinib may be considered as subsequent treatment...” [12]. The
rechallenge study from the same team also included patients who “. . .had received imatinib
(800 mg) as a second-line therapy” [13]. Finally, despite the limited success of the therapy, not
recognising imatinib dose escalation as a clear second-line therapy would complicate any
clinical trial challenging imatinib in the first-line and would give a disadvantage to any
tested medication.

We acknowledge that the treatment of patients with advanced GIST, which could
combine localised therapy, systemic therapy, and inclusion in clinical trials, can blur the
distinction between the lines of therapy. The categorization of the lines of therapy primarily
serves for learning and understanding purposes, and each patient with GIST should have
an individualised treatment plan made by a multidisciplinary team in the centre with
experience treating sarcoma.

Conflicts of Interest: The authors declare no conflict of interest.
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