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[Abstract] Objective To investigate the clinical efficacy of ripretinib dose escalation for
the treatment of advanced gastrointestinal stromal tumors (GIST). Methods The retrospective and
descriptive study was conducted. The clinicopathological data of 14 patients with advanced GIST
who were admitted to 12 medical centers, including The First Affiliated Hospital of Sun Yat-sen
University et al, from January 2020 to October 2022 were collected. There were 9 males and 5 females,
aged 63 (range, 40—-73)years. All patients underwent ripretinib dose escalation treatment. Observa-
tion indicators: (1) clinical characteristics of patients; (2) clinical efficacy of ripretinib treatment.
Measurement data with skewed distribution were represented as M(range), and count data were
described as absolute numbers. The Kaplan-Meier method was used to draw survival curve and
calculate survival time. Results (1) Clinical characteristics of patients. Of the 14 patients, cases
with primary tumor located at small intestine, stomach and others were 8, 4, 2, respectively, and
cases with tumor metastasis to liver, peritoneum, bone and lung were 13, 9, 4, 2, respectively (one
patient may experience more than one type of metastasis). Cases with number of metastatic tumor
as 1-5, 6-10 and >10 were 2, 8, 4, respectively. There were 11 patients with a history of surgery or
local ablation treatment for metastatic lesions. Cases with previous treatment lines as <2 and >3
were 3 and 11, respectively. Cases with previous treatment drugs as imatinib, sunitinib, regofinib
and atorvatinib were 14, 13, 9 and 2, respectively (one patient may have more than one type of
medication). All 14 patients underwent genetic testing, including 5 cases of KIT exon 11 combined
with exon 13 gene mutation, 4 cases of KIT exon 11 combined with exon 17 gene mutation, 2 cases
of KIT exon 11 combined with exon 13 and 17 gene mutation, 1 case of KIT exon 9 combined with
exon 17 gene mutation, 1 case of KIT exon 11 mutation and 1 case of wild-type gene type. There
were 12 cases with secondary gene mutations. (2) Clinical efficacy of ripretinib treatment. All 14 patients
were followed up for 17.3(range, 4.4-30.0)months. (1) Standard fourth-line treatment with ripretinib.
All 14 patients underwent standard fourth-line treatment with ripretinib, with a treatment duration
of 6.0(range, 2.0-17.0)months. Cases achieved complete remission, partial remission and stable
disease were 1, 2, 11, respectively. The objective response ratio and disease control ratio were 3/14
and 14/14. The median progression-free survival time was 6.0 months. Of the 14 patients, 11 cases
experienced grade 1-2 adverse events. None of patients had grade 3—4 adverse events. (2) Ripretinib
dose escalation therapy. With disease progression after standard fourth-line treatment with ripretinib,
all 14 patients underwent ripretinib dose escalation therapy, including 12 cases received escalated
therapy of 2 times of ripretinib in 150 mg daily and 2 cases received escalated therapy of one time of
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ripretinib in 200 mg daily. The treatment duration was 5.2(range, 1.5-12.0)months. Twelve patients
were evaluable for efficacy, and cases achieved partial remission, stable disease and disease progre-
ssion were 1, 10, 1 respectively. The objective response ratio and disease control ratio were 1/12 and
11/12. The median progression-free survival time and median overall survival time were 11.0 months
and 23.0 months. Of the 12 patients, 10 cases experienced grade 1-2 adverse events and 1 case
experienced grade 3 adverse event of anemia. (3) Ripretinib combined therapy. Seven of the 14 patients
had disease progression after ripretinib dose escalation therapy, and 3 of them underwent ripretinib
combined with other drug treatments, including 1 case of one time of ripretinib in 100 mg daily
combined with one time of imatinib in 200 mg daily, 1 case of ripretinib standard fourth-line treat-
ment combined with one time of sunitinib in 25 mg daily, 1 case of ripretinib standard fourth-line
treatment combined with one time of apatinib in 250 mg daily. The progression-free survival time of
the 3 patients were 7 months, 5 months and not yet evaluated, respectively. Conclusion Ripretinib
dose escalation therapy can bring survival benefit for patients with advanced GIST and has good

safety.

[ Key words ] Gastrointestinal stromal tumor; Ripretinib; Dose escalation therapy; Efficacy;

Safety
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