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Role of KIT gene double mutation in gastrointestinal
stromal tumors

MENG Lin"*, ZHANG Sheng"’

(1. Department of Pathology, First Affiliated Hospital of Fujian Medical University, Fuzhou 350005;
2. Department of Pathology, School of Basic Medical Sciences, Fujian Medical University, Fuzhou 350005, China)

Abstract Gastrointestinal stromal tumors (GISTs) are the most common mesenchymal neoplasms of the gastrointestinal
tract. The KIT/PDGFRA gene is the driver gene, and imatinib is a first-line target drug for GISTs. Relapse, drug
resistance and metastasis of GISTs often occur in the long-term treatment of target drug. Molecule sequencing
shows the double mutation in KIT gene. The double mutation of KIT or PDGFRA in GISTs is about 61.3%.
The results of most studies suggest that double mutation of KIT gene inhibits the combination of imatinib and
ATP domain of KIT, which activates the proliferation pathways in downstream, and causes the drug resistance
and tumor metastasis. However, there are opposite conclusions that double mutation of KIT/PDGFRA gene is
more sensitive to imatinib or blocks the growth of GISTs. These results shows that the double mutation of KIT
gene has double phase effect on GISTs.
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Table 1 Specific double-mutant genotypes and biological behavior reported in literature
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V560D /A829P" ShRTF11/17 — it I 2 Je ARk
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553-559del+V654A " AR 11 M3 5%
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V559A+V654A AhEF11 HhEF13 IR

Ko BEWNRTHARRX K ELHREER

Table 2 Secondary double mutation hot spot and progression-free survival

FRAFL B ZRARNTI /% i UL LR A Toik A A/ A
AR F13 38.3 V654A 2.3
ST 14 13.4 T6701 2.3
ShET17 54.5 C809G, D816H, D820A/E/G, N822K/Y, Y823D 7.8




KIT 5 SR ASTE 5 s (8] B i) sk, 55

833

3.2 KIT EENRETE GISTs MM 2514
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it [X ) 45 4 B R A2 2 AR IO TG PR A 2, 410 ) s BEL DB
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