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Abstract

Introduction: Gastrointestinal stromal tumor (GIST) is the most common
non-epithelial, mesenchymal tumor of the digestive tract. Targeted therapy has
improved the prognosis but the diagnosis must be accurate before using the ex-
isting drugs. Aim: To report the diagnostic difficulty in our context through the
clinical polymorphism and define the position of targeted therapy in the man-
agement of GIST metastatic stomach. Casuistry: We report 3 cases of gastric
GIST with liver metastasis in different circumstances of discovery. Patients
were 21, 45, and 73 years old. Discovery circumstances were respectively diges-
tive hemorrhage, severe clinical anemia, abdominal tumor and gastric tumor.
There was hepatic metastasis in the three cases. The three patients received Im-
atinib treatment, adjuvant treatment for the first two cases, and neo-adjuvant
treatment for the third case, with a very good clinical response and CT response
on metastases. Conclusion: Because of their rarity, GISTs are often difficult to
diagnose, and necessarily require immunohistochemistry which is not available
in our work context. The effectiveness of targeted therapy even on metastasis
needs a rigorous diagnostic approach to improve patient survival.
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1. Introduction

Gastrointestinal stromal tumor (GIST) is the most frequent mesenchymal tumor
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of the digestive tract with 0.1% to 3% of all gastrointestinal cancers [1] [2] [3]
[4].

Gastric location is the most common site, followed by the small intestine, co-
lon, rectum, and esophagus [2] [3] [5]. Gastric GISTs have variable clinical ex-
pression [2] [3] [4]. From non-painful form with low metastatic risk, some may
remain stable for years whereas others, very symptomatic, progress rapidly and
already metastasized at the time of the diagnosis [2] [6]. Local forms treatment is
essentially based on surgery RO [2] [5], however advanced gist (metastatic and/or
unresectable from the outset) has an improved prognosis by the addition of the
Imatinib, and treatment target of the CD117 receptor expressed by these tumors
[1] [2] [4].

We report three cases of gastric GIST metastasized to the liver to show the
importance of the rigorous diagnostic procedure and the contribution of the
targeted treatment to tumors whose prognosis is often considered pejorative

from the beginning in our context.

2.Case 1

A21-year-oldfemale student, consulted in cancer unit in October 2015, referred
by the gastroenterology department for Gastric Tumor. She had history of gas-
tric ulcer diagnosed three months before consultation by upper GIT endoscopy
and was receiving a treatment. No malignant cells or helicobacter Pylori were
found on histology. Because of persistency of symptoms, a second endoscopy
was requested and described a bombing tumor with a central crater in the lumen
of the small gastric curvature (Figure 1(a)). A histology of a biopsy taken from
this indurated lesion was not contributing. Further investigations revealed he-
patic localization of secondary metastasis on segment II and IV. Due to the se-
verity of anemia at 5 g/dl, 4/5 gastrectomy was performed on 19/10/2015 and
took out a tumor of the small curvature with parietal development in the gastric
lumen without breaking the mucosa (Figure 1(b)). The Post-operative evolution
was non-complicated and the patient was discharged after 6 days. Weight gain
and disappearance of anemia were noted after the surgery. The histology of the
operative specimen was compatible with a gastrointestinal stromal tumor (Figure
1(c), Figure 1(d)). The immunohistochemistry investigation performed con-
firms the diagnosis with CD34 labeling and CD117. An abdominopelvic CT scan
of 29/01/2016 before the start of the treatment found a new hepatic location of
segment IV (Figure 1(e)). An adjuvant palliative treatment by Imatinib was in-
stituted since February 2016. After 21 months of treatment, a good clinical evo-
lution was noted and a CT scan showed a near complete resolution of hepaticle-

sions (Figure 1(f)).

3. Case 2

A 72 years old, housewife, was received in cancer consulting unit in September

2015 for huge mass occupying the entire abdomen with dyspepsia and weight
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Figure 1. (a) Endoscopic image of the tumor lesion non-ulcerated crater form that bomb
in the light of the small gastric curvature; (b) Part of gastrectomy 4/5 is performed with a
tumor depends on the small curvature with bulging wall development in the gastric lu-
men without breaking the mucosa; (c) Histological samples stained with Hemein-eosin.
Low magnification: Gastric wall with sub-mucosal tumor proliferation, well limited and
encapsulated; (d) Histological samples stained with Hemein-eosin. Magnification 400:
cellular details, large nuclei and sometimes nucleoli; (e) Abdominopelvic CT showing the
evolution of the hepatic lesion of the segment IV before treatment; and (f) After 7 months
of treatment with Imatinib.

loss for more than a year. There was a previous history of epigastric pain. The
abdominal examination found the mass mainly located in the left quadrant with
no evidence of ascite. The abdominal CT scan described a tissue-like mass pre-

dominantly marked by areas of necrosis (hypodensity) measuring 15 cm x 10
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cm, sheathing the spleen without invading it (Figure 2(a)), and associated with
multiple mesenteric, pre-pancreatic adenopathies and hepatic lesions secondary

to the segment VI. This tumor evoked first a retroperitoneal lymphoma or sarcoma

(a) (®)

spleen

(e) ®

Figure 2. (a) Pre-pancreatic mass engulfing the spleen without invading it 25 X 30 cm
evoking Lymphoma (a) with intrahepatic metastasis (b); (c) In surgical exploration there
is an irregular fleshy bulky mass encapsulated in several places and invading the large
gastric curvature and the splenic hila; (d) That explains the partial atypic spleno-gastrectomy
(operative specimen); (e) Low magnification: nodular proliferation of mucosa fasciculate
architecture; (f) Magnification 400 showing cellular details: large fusiform, hyperchro-
matic nuclei and nucleoli.
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with metastasis to the liver (Figure 2(b)). Ultrasound guided biopsy of this ac-
cessible mass was made and suspected a benign fibrous lesion. A laparotomy
performed in September 2016 (Ze. 1 year after initial consultation) found a vo-
luminous irregular and fleshy mass, encapsulated in some areas, invading the
large gastric curvature (Figure 2(c)) and the splenic hila, explaining atypical
partial spleno-gastrectomy (Figure 2(d)). The anatomo-pathology examination
identified aGIST (Figure 2(e), Figure 2(f)) with positivity of CD117 receptors.
Treatment with Imatinib 400 mg started in November 2016.

Digestive intolerance at the beginning was noted and a control after a year of
treatment noted a clear clinical improvement with weight recovery and regres-

sion of metastatic lesions.

4. Case 3

A 44-year-old man, consulted in October 2015 for abdominal pain, severe anae-
mia treated by multiple transfusion without success. He had a previous history
of iterative laparotomy in 2014 for attempted extirpation of an abdominalmass.
He had multiple blood transfusions. An endoscopy was performed and showed a
voluminous burgeoning tumour mass occupying the antrum and the greater
curvature of the stomach. The histology of the biopsy was in favour of prolifera-
tion fusiform cells with inflammatory necrotic tissues (Figure 3(a), Figure 3(b)).
Immunohistochemical complement confirmed gastrointestinal stromal tumour
expressing CD117 but not expressing actin or PS 100. Further investigations
found multiple hepatic lesions. The general state gradually deteriorated but re-
mains 1 - 2 of WHO classification. Neo adjuvant treatment with Imatinib started
in January 2016. After 12 months of treatment there was a complete clinical res-

olution of the mass, anaemia improved to 10 g/dl and weight gain was also

noted.

lsﬂ%%\hl >

(b)

Figure 3. (a)-(b) Spindle cell proliferation accompanied by necrotic reworking inflammatory.
Immunohistochemical complement confirms stromal tumor Gastro-intestinal expressing CD117
but do not express actin or PS 100.
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5. Discussion

GISTs are rare pathologies since they represent 0.1% to 3% digestive cancers and
10% sarcomas [1] [2] [3] [4]. A systematic review [2] from 2000 to 2014 reported
13,550 cases from 19 countries and gastric localization accounted for 55.6% of
cases. In our series, they occur at variable ages as reported [2] with extremes of
10 to 100 years. No sex specificity was noted.

We reported three cases of hepatic metastasis from GIST in the same year.
That demonstrates that the pathology is relatively rare in our working context.
Actually, the frequency may be underestimated due to the diagnostic difficulties
[7]. One of the causes of this difficulty is the delay in consultation, related to the
variability of symptoms. Dyspepsia is found in almost all cases at the beginning.
In advanced forms, anaemia or bulky mass are the most common manifestations
found in other series [1] [2] [3] [4]. Nevertheless, the incidental diagnosis was
reported in 18.7% of cases [2]. In our context the delay diagnosis can be ex-
plained by unavailability of endoscopy (poorly equipped centres), available only
in the two major cities of the country and also the lack of compliance of patients
who have the fear of the procedure.

Sometimes, the lesion has an exotic luminal development and can spare the
gastric mucosa, and then biopsies may not be contributory. However, the typical
endoscopic picture can strongly suspect the diagnosis and requires the indica-
tion of atypical partial gastrostomy for diagnostic and therapeutic purpose in
some cases, after multidisciplinary consultations [2]. Indeed in one of our cases,
endoscopic biopsy performed twice did not allow the diagnosis. The typical im-
age was not enough for the diagnosis in the absence of a concerted opinion. The
surgery was needed before repeated severe anaemia despite multiple blood
transfusions.

The diagnosis delay can be also connected with the misdiagnosis in front of
the big size of the mass suggestive of retro-peritoneal sarcoma or lymphoma.
Echo-guided biopsy that we carried out for this case did not allow to make the
diagnosis because it found a benign fibrous lesion; endoscopy was not requested
due to lack of gastric symptoms. The absence of immunohistochemical study
contributes to the underestimated frequency. The diagnosis was confirmed in
our three cases because immunohistochemistry was performed in France by
Cerba laboratory in Paris and the bill was supported by patients (100,000 CFA
francs or 150 Euros). The phenotypic expression was the presence of receptors
CD117 or Kit found in 75% to 85% of cases in the literature in cases against
PDGFRA receptors found in 5% to 10% of cases [6] [8]. The evolution to metas-
tases is frequent since 15% to 50% of the cases are metastatic at the time of di-
agnosis. In one of our cases, general state OMS stage 1 - 2 contrasted with the
chronic evolution of the huge mass and hepatic metastasis (Ki, MMu low). This
further proves the insidious nature, the variability of clinical presentation of this
pathology. Hepatic metastases are classically described [2] [9].

In the absence of metastasis, RO curative resection of lesions larger than 2 cm
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is the rule. Advances in molecular research have allowed the identification of
mutation activating tyrosine kinase-related Kit or PDGFRA receptors in the
mutagenesis of Cajal cells [4]. Therefore the addition of the molecule (Imatinib,
monoclonal antibody) inhibiting this pathway signal, has radically changed the
prognosis, even for metastatic GISTs [10]. Indeed overall survival goes from 41%
without Imatinib to 72% with Imatinib or 85% for the Imatinib arm and resec-
tion RO [2]. The effectiveness of the contribution of Imatinib in neoadjuvant
treatment in the management of GISTs locally advanced unresectable from the
outset is demonstrated in several series [4] [5]. The cost of treatment remains
expensive for our poor patients in Burkina Faso without health insurance. Nev-
ertheless, because of North-South cooperation, our patients have been included
in the GIPAP program and received this treatment. We found a good clinical
and CT scan response and in all three cases. However resection of residual tu-
mor in one case, the patient refused the third surgery because he felt cured. As
for the tumour response on Hepatic metastasis, we find like other authors a
clinical response almost complete on these locations [4] [9] [11]. The necessity
of metastasectomy is still being discussed, without a consensus [2] [12]. While
waiting for conclusive randomized studies, some studies seem to point pro-
longed survival associated with resection RO coupled with intake of Imatinib [4].
Because of high risk of secondary resistance to Imatinib due to second mutations
described by some authors [10] [11] resection of a persistent metastasis would be
indicated as well as the tumour residue of more than 2 cm after neoadjuvant

treatment.

6. Conclusion

Gastric Gist is the most common digestive mesenchymal tumour. It has to be
kept in mind before any gastrointestinal bleeding and gastric mass or bulky me-
so-colic with non-contributory endoscopic biopsy. The diagnosis of certainty by
Immunohistochemistry is necessary in view of the interest of Imatinib in taking
metastatic forms or unresectable from the outset.
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The patients have given their consent for the Case reports to be published.
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