
importance of mutational analysis for adjuvant treat-
ment of gastrointestinal stromal tumor (GIST). In 
particular, they suggested that the optimal dose and 
duration of adjuvant therapy could be defined by the 
mutational status of the primary disease. This topic 
represents a big challenge in GIST’s management by 
now, because even if the molecular analysis is strictly 
recommended in the work-flow of all GIST, its role in 
the adjuvant setting remains still unsettled due to the 
lack of prospective large clinical trials. In particular we 
pointed out the attention on the KIT/platelet-derived 
growth factor receptor alpha wild type GIST, that are 
extremely heterogeneous both in clinical and molecular 
background, making difficult their management also 
in the adjuvant setting. Our comment would underline 
the importance of centralised laboratories, given the 
increasingly important role of molecular analysis in the 
work-flow of all GIST, and the need of retrospective 
analyses for subgroups population stratified for the 
mutational status from the available studies in the ad-
juvant setting, in order to define the role of mutational 
analysis in choosing the optimal dose and duration of 
adjuvant therapy.
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TO THE EDITOR
We read with great interest the article by Sendur et al[1] 
entitled “Is exon mutation analysis needed for adjuvant 
treatment of  gastrointestinal stromal tumor?”, that has 
been recently published in the January issue (2013) of 
World Journal of  Gastroenterology. The authors pointed out 
the likely importance of  mutational analysis for guiding 
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Abstract
Sendur et al  pointed out the attention on the impor-
tance of mutational analysis for adjuvant treatment of 
gastrointestinal stromal tumor (GIST) in an article pub-
lished in World Journal of Gastroenterology . In particu-
lar, they suggested that the optimal dose and duration 
of adjuvant therapy could be defined by the mutational 
status of the primary disease. This comment would un-
derline the importance of centralised laboratories, given 
the increasingly important role of molecular analysis in 
the work-flow of all GIST, and the need of retrospec-
tive analyses for subgroups population stratified for the 
mutational status from the available studies in the ad-
juvant setting, in order to define the role of mutational 
analysis in choosing the optimal dose and duration of 
adjuvant therapy.

© 2013 Baishideng. All rights reserved.
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the clinicians in the treatment’s choice of  gastrointestinal 
stromal tumor (GIST) patients also in the adjuvant set-
ting[1]. In particular they suggest that the optimal dose 
and duration of  adjuvant treatment could be defined by 
the mutational status of  the primary disease. Their ac-
count comes from the consolidated evidence that the 
mutation status is predictive of  response to imatinib 
treatment in the advanced disease[2-5]. In fact it is well 
known that KIT exon 11 mutations are associated to 
the highest response rate to imatinib in comparison to 
patients exon 9 mutations[2,3]. On the contrary exon 18 
PDGRFA D842V point mutation confers primary re-
sistance to imatinib[4,5]. Furthermore it has been widely 
shown that the subgroup of  patients with KIT exon 9 
mutation treated with imatinib 800 mg had an higher 
progression-free survival in comparison with those treat
ed with the standard dose of  400 mg[6]. Translating these 
evidences from the advanced disease to the limited di
sease the authors suggested that it may be reasonable 
to assume that patients with a substantial risk of  GIST 
relapse harbouring KIT exon 9 mutation should be con-
sidered for higher dose of  adjuvant imatinib.

Moreover, in the last years the potential role of  mu-
tational status as a prognostic factor has been progres-
sively appeared[7]. In particular, it has been shown that 
deletions of  KIT exon 11, especially those involving co-
don 557 and/or codon 558 are associated with a shorter 
progression-free and overall survival whereas most plate-
let-derived growth factor receptor alpha (PDGFRA)-
mutant GISTs generally have a lower potential for malig-
nancy[8-15].

By now even if  the optimal duration of  adjuvant im-
atinib therapy is still unclear, adjuvant imatinib for three 
years of  duration as a standard of  care in high-risk oper-
able GISTs is recommended[16,17].

Whether the role of  mutational status as a prognostic 
factor should be confirmed in large series, the authors 
suggest that the optimal duration of  adjuvant treatment 
could be different in relation to the kind of  mutation 
found and not only to the standard prognostic factors.

Based on the above considerations, the mutational 
analysis is strictly recommended in the work-flow of  all 
cases of  primary GIST, because it provides information 
about tumour sensitivity to imatinib and, although not yet 
included in any risk stratification system, it may provide 
prognostic information[17-19]. However, the decision-mak-
ing on adjuvant therapy treatment based on mutational 
analysis alone is not still supported by consistent data, 
with the exception of  PDGFRA D842V mutation[17].

In particular, the adjuvant therapy in the KIT/PD­
GFRA wild type (WT) GIST, which notably may be less 
sensitive to imatinib than most mutated GIST, remains 
controversial. In fact, in recent years is emerging more 
and more the idea that KIT/PDGFRA WT GIST should 
be considered as a heterogeneous group of  disorders rather 
than a single molecular subtype of  GIST, both in clinical 
behaviour and molecular background[20-27]. For example, 
it has been recently identified a subgroup of  KIT/PDG­

FRA WT GIST, characterized by germline and somatic 
mutations in succinate dehydrogenase (SDH) subunits B, 
C and A and defined in different ways as SDH-decifient 
GIST, or type-2 or pediatric-type GIST[24-27]. These pa-
tients have in common several pathological and clinical 
features, such as the epitheliod pattern, the multifocal 
presentation, the female prevalence, the gastric primary 
tumor localization, and the indolent course of  disease 
despite the presence of  lymph nodes and liver metas-
tases up-front and independently to standard prognostic 
parameters. Moreover it seems that they have also a 
questionable sensitivity to imatinib. Given their indolent 
behaviour when metastatic, KIT/PDGFRA WT GIST 
SDH-deficient may not benefit from adjuvant treatment 
irrespective to the standard risk stratification, whereas 
more aggressive KIT/PDGFRA WT GIST without SDH-
impairment, may be probably considered as all mutated 
GIST. 

Therefore also the effect of  adjuvant imatinib on KIT/
PDGFRA WT GIST may be variable and clinical deci-
sion-making should be individualised case by case taking 
into account various molecular data and shared with the 
patient[17].

In conclusion, given the increasingly important role 
of  molecular analysis in the work-flow of  all GIST, 
centralised laboratories should be widely warranted. Fur-
thermore, the special attention pointed up by the authors 
on the “optimal dose” and the “duration” of  adjuvant 
treatment defined by the mutational status of  the primary 
disease should be used at first for the decision to suggest 
or not the imatinib treatment in this setting. Finally, since 
prospective clinical trials with large series for definitely 
defining the role of  mutational analysis for patients strati-
fication, dose selection and treatment duration in the ad-
juvant setting, are difficult because the rarity of  disease, 
retrospective analyses for subgroups population stratified 
for the mutational status from the available studies in the 
adjuvant setting are necessary.
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