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ABSTRACT

Introduction: Gastrointestinal stromal tumors (GISTs), are the most common mesenchymal tumors of the
gastrointestinal (Gl) tract, but are rare accounting approximately 1-3% of all gastrointestinal tumors. About 50-
75% of GIST originates in the stomach and about 20% in the small bowel, while less frequent sites include the
colon and rectum. In this case report we present a patient with GIST of small intestine with liver metastasis and
regional lymphadenopathy. Case Presentation: A 55-year old male presented with complaints of pain abdomen
and constipation from 4-years. Contrast-enhanced computed tomography (CECT) abdomen revealed a focal,
eccentric mural thickening of small intestine loop with regional lymph nodes and liver metastases. Patient received
tab Imatinib mesylate 400 mg to which he showed symptomatic relief; later the patient lost to follow-up.
Conclusion: GIST of the small Intestine with regional lymphadenopathy is a rare condition and attention should be

paid to patients presenting with complaint of malena or obstruction; keeping GIST in the differential diagnosis.

INTRODUCTION

Gastrointestinal stromal tumors (GISTs), are the most
common mesenchymal tumors of the gastrointestinal
(GI) tract, but are rare accounting approximately 1-3% of
all gastrointestinal tumors. Mazur and Clarke coined the
term GIST in 1983 for a distinct set of mesenchymal
tumors of the GI tract having no ultra-structural or
immunohistochemical features characteristic of smooth
muscle differentiation. GISTs originate from the
interstitial cells of Cajal (ICCs).”” Mutations involving c-
KIT and PDGFRo are known to be involved in the
pathogenesis of GIST.®! Malignant GISTs show gain-of-
function mutations in c-KIT (receptor tyrosine kinase)
gene, which leads to ligand independent activation of the
tyrosine kinase resulting in uncontrolled proliferation. In
this case report, we present a patient with GIST of the
small intestine with metastatic lymphadenopathy and
liver metastasis.

CASE PRESENTATION

A 55-year old male presented with complaints of pain
abdomen and constipation from 4-years. Pain was
insidious in onset, progressive, not associated with any
aggravating factors, relieved by oral analgesics, localized
in epigastrium and was non-radiating. No significant past
or personal history was noted. General physical
examination and systemic examination was normal. Ultra
sonogram (USG) abdomen showed multiple cystic
lesions in liver and a mass in pelvis measuring 7.7 x 5.2
cm. Contrast-enhanced computed tomography (CECT)
of the abdomen revealed a focal, eccentric mural

thickening of ileum of small intestinal stromal tumors,
loop with 2.7 cm wall thickness and extending up to a
length of 5.0 cm. Multiple enlarged perifocal lymph
nodes were seen, largest measuring 1.8 x 1.2 cm, and
multiple heterogeneous lesions with necrotic centre were
also seen in both lobes of liver; largest measuring 4.8 x
2.9 cm in left lobe showing peripheral enhancement.
USG guided fine needle aspiration cytology (FNAC)
from the lesions in the liver revealed metastatic deposits
from GIST. Patient was diagnosed as a case of GIST of
the ileum part of small intestine with metastases to
lymph nodes and liver. Patient was started on oral
therapy with tablet Imatinib Mesylate 400 mg for 14-
months and subsequently patient developed progressive
disease and presented as severe pain abdomen and
bleeding micturition. USG abdomen showed markedly
enlarged liver with multiple cystic lesions largest
measuring 8.9 x 7.9 cm along with significant fluid in
the peritoneal cavity. Patient received symptomatic
treatment but later lost to follow-up.

DISCUSSION

About 50-75% of the GISTs originates in the stomach
and about 20% in the small bowel, while less frequent
sites include colon and rectum.” Jejunum is the most
common site of small intestinal stromal tumors with
duodenum being the rarest. (Table-1)®
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Table 1: Primary incidence site distribution of small intestine stromal tumors.

Site Number of cases % Z value P
Duodenum 8 10.7

Jejunum 43 57.3 14.059 <0.001
lleum 24 32

GIST occurs marginally frequent in males as compared
to females, both in the fifth and sixth decades of life.
There is no racial or geographical preponderance.®
Clinical presentation varies from an incidental
radiological finding, intestinal obstruction, upper or

Table 2: Various case reports on small intestine GIST.

lower gastro-intestinal (GI) bleeding or melena, and also
spontaneous intra-abdominal hemorrhage, some may
present with a palpable abdominal lump./? Table -2
depicts various case reports on small intestine GIST.

S. Clinical . Lymphadeno
No. Author presentation Site _pathy / Mets Treatment Response
1 | Serban et al™ Pain abdomen lleum - Surgery NA
2 | Mitura et al®® Pain abdomen Meckel’s - Surgery NA
Diverticulum
3 | Lutz et al™ Painful lump lleum Mandible Imatinib Death
[11] Inguinal, Surgery f/b
4 | Vassosetal Lump abdomen | lleum Axillary LN | Imatinib f/b Sunitinib | V2
lleum with
5 | YuCH etal™ Bladder symptoms, | 1o onteric - Surgeryf/b Imatinib Stable
weight loss invasion disease
6 | Choi WH et alt* Pain abdomen Duodenum Liver IS#];gtﬁ:?; RFAf/b NA
7 | Mirakhor E etallt | Sastrointestinal lleum - - NA
bleeding
8 | Matteo D et al™® Lump abdomen lleum - Laparotomy NA
and pelvis
9 | Efremidou El et al™ | Pain abdomen lleum - Laparotomy f/b NA
imatinib
Intestinal
10 | lusco D et al*”! subocclusionand | leum - Laparotomy NA
haemoperitoneum
11 | Pfeffel F et al'™ Bowel obstruction | Ileum - Surgery NA
12 Ml]%lllg?ruSIC Sinci¢ B Pain Heum ) Segment_al resection NA
etal and hemicolectomy
13 | Furuya K et al"™” Peritonitis lleum - Segmental resection NA
[21] . . - Progressiv
14 | Han SH et al Abdominal pain Small bowel - Imatinib .
e disease
15 | Akiyoshi T etal® | Abdominal pain Small Peritoneum Imatinib #/b surgery /b | Complete
intestine imatinib regression
16 | Tanaka J et al’® ;I':;T)]/iztools and Stomach Liver Surgery f/b Imatinib Death

SIST (Small Intestinal Stromal Tumors) as a part of
GIST has are biologically more aggressive. The
prognosis of SIST is worse than GIST of stomach. The
recurrence rate of SIST is much higher than GIST in
other parts of the gastrointestinal tract (24, 25). Lymph
node metastasis is rare in GIST patients in comparison to
SIST patients. About 10-15% of SIST patients may
present with lymph node metastasis (26, 27). GIST
expresses CD117 (c-kit), which helps in differentiating
GIST from other GI mesenchymal tumors.”® KIT is
negative in a minority of GISTs, especially in platelet-
derived growth factor receptor alpha (PDGFRa) gene

analyses of ¢-KIT and PDGFRa genes may be required
for a definitive diagnosis.”” CD34 is expressed in 70%
of GISTs and indicate the probability of a lesion being
malignant or not. Presence of CD44 indicates a better
prognosis./®! Peritoneal and hepatic metastases are the
main routes of spread of GIST. The curative intent is
operative excision with a clear RO margin.’! Complete
resection of the tumor with negative margins is the
surgical treatment of choice.” Adjuvant therapy should
be reserved only for patients having significant
prognostic indicators for disease recurrence.* Small
intestine GISTs are treated by a segmental resection and

mutation harboring GISTs; in that cases mutational anastomosis. Lymphadenectomy is not routinely
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performed because of less frequent involvement.
Unresectable tumors are treated with imatinib.®® For
completely resected primary GISTs, mitotic rate, tumor
size and tumor location are important risk factors for
recurrence. However, molecular markers for recurrence
are still lacking.®? GIST often recurs within first year
post surgery, or sometimes it may take upto 10 years post
surgery. The recurrence rate is 40-50% post surgery and
the most common sites are liver and peritoneum. The 5 —
year survival rate in patients with liver metastasis is
249% .53

Therefore, a careful long-term following-up after surgery
is advised (34). With the advent of imatinib mesylate
since 2000, targeted molecular therapy has made
successful inroads in the management of patients with
operated GIST having no clear margins, tumors which

are unresectable, or those with recurrences. The drug was
approved by the FDA for use against metastatic GIST in
2001 and for prevention of recurrences in operated GIST,
for intermediate and high risk groups in year 2008.1%
Response to imatinib in patients with GIST mainly
depends on the mutational status of KIT or PDGFRa.
Imatinib targets both of these mutated genes and block
cellular communications that result in tumor growth.™
Sunitinib treatment may be one of the most important
therapeutic options for unresectable imatinib-resistant
GIST.B®! Better understanding of the cell of origin and
immunohistochemical markers has made timely targeted
therapy possible in GIST.B4 Table -3 depicts the 5 year
survival rate of GIST as per SEER analysis.*” Further
improvements in GIST treatment may require targeting
GIST stem cell populations and/or additional genomic
events.?!

Table 3: 5-Year Relative Survival Rate as per SEER analysis.

SEER Stage 5-Year Relative Survival Rate
Localized 93%

Regional 80%

Distant 55%

All SEER stages combined 83

SEER= Surveillance, Epidemiology, and End Results

CONCLUSION

GIST of small intestine is a rare condition and attention
should be paid to patients presenting with complaint of
malena or obstruction; keeping GIST in the differential
diagnosis. Small intestine being a rare site for GIST;
emphasis should be given to investigate its pathogenesis

and potentially more specific treatment.
Lymphadenopathy and liver metastasis at presentation
makes the prognosis worse; thus, multiagent

chemotherapy and/or targeted therapy in combination
with surgery may be investigated in further trials. More
detailed research papers should be published for in depth
understanding of the disease.
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