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Surgical treatment of gastrointestinal stromal tumor
and implications of neo-adjuvant treatment

Personal evidence
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Aémp. Gastrointestinal stromal tumore is not
frequently type of sarcoma found in the di-
gestive system, often arise in the wall of the
stomach or stromal cells of the intestinal
wall. They are peculiar 1o extreme cellular
variability and uncertain malignancy Cheters
geneous group of mesenchymal cells, non ep-
ithelial tamors, of the gastrointestinal tract).
In our experience, the sargical treatment is
the anly procedure ta the cure of the patient.
Metbodds, The authots report two cases of ve-
cent observation of Gastrointestinal Stromal
Tuamar (GIST) arising foom the wall of the
small intestine, and disouss on the biologi-
cal behaviour of these mmores. Till now they
are abject of disoussion about their origin,
diagnostic standards, prognastic factors, his
topathological classification.

Resnlts. Our patients had a good response ta
surgery, with almost complete resalution of
their sympitoms.

Conclnsion. The authors believe in the suregi-
cal treatment as the ficst and only procedure
ta the cure of the patient. A lang-term fol bow-
up abservation is needed for the cases.

KEY woEDs: Gastrointestingl stmomal tumeors - In-
testine, small - saronma. - Surgery.

Clinical series

w0 recent cases come to o obser-
vation hawe allowed us to draw aome
considerations on the clinical behaviour of
these neoplasms, ofien completely diffe-
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rent, lindamentally linked to the different
orowth patterns. Our padents presented si-
ens like typically constipation and abdorni-
nal distensicn.

Gase I—In 2008 we admited a Gd-yearold
WOLTIALL, S gery about S wears before otal hystersc-
thmy with salpingo-cophorectonmy and appendec-
Ty for uterine Abrorne osis.

For about a ywear referred occasional pain, op-
pressive type, the lower abdomen, often accormpa-
nied by nausea, never melena and presented a few
gastrointestingl  swoptoms. Routine  nvestigations
were negative. Mo signs of anemia.

Ultrasound  abdomen was  perfonmed  which
showed the presence of a neoplasm in the pelvis
e irregular contours of the maxinmim diameter of
abeonit G am, which seermed o impress the bladder.

A cystoscopy  showed: bladder capacity with
good notes on exertion, The bottorn and the right
emitrigong were macked and raised but with appar-
ently normal bladder rmicosa.

A CAT sman abdomen mde showed the pres-
ehce, in the median-paramedian pelvic, right mar-
gins of a regular fonmation oval mExium rans-
verse dismeter of 0.5 cm, with a gross density
sovrafluid =olid chips inkernally with inhorosgene-
s contrast enhancement post-con trast-evaluation,
the a bove lesion contracted relationships with some
af contiguity ileal loops displacing cranially, with
part of right ureter and the bladder dorre (Figure 1.

Mot showeed also significantly increased lymph
oy e,
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Figure 1.—& CAT scan abdomen md.c show the pre-
sence, in the median-paranedian pelvic, of a regular
cval formation, maximum traEvere diameter of &5 co
The lesion contact relationzhips with some of contiguity
ileal locps, right ureter and the bladder

Figure 3. —Intracperative innges of exoplntic necforna-
tion that develops relatiorehipe with the ileal loop.

It was decided to procesd with exploratory
laparatomy The endocavitary exploration  showed
the presence of a neoplast located in the sioall ba-
sin of about & cm in dismeter This necforoation
after developing exophytic, criginated from the wall
af the ileal lonp about 70 o fovn Treitz and con-
tracted relationships with ather viscera (Figures 2, 30

It was decided o proceed with resection of the
affected bomel =egent, bringing the section o
about 10 crn froen the area of the nmer and recon-
struction with termino-terminal anastormic.

Histological examination hesitated 1o elastic sof
nnor, definited  “gastrointestingl  strormal oot
trpe of simooth rmiscle (actin +), with uncertain ma-
lignant potential (barderline); maximoum diameter =
& cim, presence of necrosis and hasmorthage, dis-
crete cellularity and moderate nudear atypia, miteo-
sis: 4 x 10 HEFE.

The tumor cells were positive for staining of
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Figure 2 —Intracperative images of exophytic necforna-
tion that dewelops relationzhips with the ileal loop.

Figure £ —Small irtestine barium X-ray that show a re-
gular progression of barum through the fiet pjunal lo-
ope, sudden imerruption in the progress of the cormrast
mean associated with smooth mrowing of the lumen
of the bomel.

CDA4 and C-kit protein, negative for HEF-35, neu-
monspecific enolase, and 5-100 protein. The o
up after three wears showed recovery of the dissase.

Ciase 2. —A Sl-wearold patient in gond general
condition, was admitted (o our departiment in uly
2000, Approximately 1 wear, complained of sudden
ons=t of abdominal pain trpe cramping spread with
ransient constipation, and rare episodes of wormnit-
ing. Mever hermtemesis or melena.

The sporadic pains had no relation o the in-
take of food, weeight loss about 18 kg in the last six
tronths, Turing the hospitalization the patient under-
went routine tests, chest X-ray, abdominal ultrasonnd
(e gative) and the sl intestine barium X-ray that
showeed a regular progression of bariorn through the
first junal loops, sudden interription in the progress
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Figure 5 —Imtestinal imussusceptions of the small bomeel.

of the contrast mean associated with stooth naroe-
ing of the lumen of the bowel (Figure 4).

Within the ileal loops was reoognized a bulloy
intraluminal Alling defect o about © cr in length,

The striking Anding was the presence of ilen-ileal
intssusception, CAT abdomen with barium showed
the himen of the ileal loop, increased in size, oval
with a margin clean (diatmeter up o 4 o, in-
mssusception often ileal =egment. e proceed (o
explomEtory laparotonmy surgery that showed ileal
distension of the loops with thideened leum and
bomwel-bomel intissusception (Figures S and ). We
proceeded 10 a resection of the affecked area and il-
eo-ileal anaskormosis. Pathological report of excised
spedmen showed: 10 oo length of bowel resected,
with invagination of the wall, in the hvaginaked
tract is present a poliposy lesion size 3.2 x 3.5 x3
ctm, the surface mostly simooth, compact showing
at the cub browny aolour, morphological and im-
mminchistochemical characteristics of (GIET), with
benign Abrous histiocytoma, Histologically consist-
ed af spindle-shaped cells Cimrminohistochemically
defined as the nmor lacking differsntiation kowards
either lelonmyormEions normeor of schwannoma) with
muclear atypia. The mikotic count was highly and
the tmor cells were positive oo staining of CDA4
and c-kit protein, while the lesions were negative
fror d-stmooth ruscle actin, HHE-35, neuronspecific
enolase, and 3-100 protein, The wall summounding
the Mo appears hyperemic

The mllowup after four years showed recovery
of the disease.

Discussion

The term “gastrointestinal stromal tumor
(GIST)" was adopted in 1983, and it has re-
cently been propozed for mesenchymal -
mor and tumor arizing from the interstitial
cella of Cajalt
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Figure & —Intestimal inmizsnece ptions of the small bome]
with endopletic fornmtion.

Colorectal GIST  accounts for only 0.1%
of all colorectal cancers, and its annual in-
cidence has been estimated at 0.4% per mil-
lion persons ? These numaors ocour in people
betereen 50 and 70 years old, frequently in
crer 40 years old people with no differen-
cg in sex and in youngz man suffering from
HIV.2 rarely, GIST can develop in children.
13T is not [frequentdy type of sarcoma
found in the digestive system, often arise in
the wall of the stomach or stromal cells of
the intestinal wrall (about & out of 10 of the-
a8 tlmors start in the stomach (G0-70960, but
they can begin anywhere in the digestive
aystermn, small intestine [20-2%26], colon and
reciumn [5%] and esophagus [=534] rarely,
they develop cutside the gastrodintestinal
tract4

Studiez hawe shown that GIST from dif-
ferent anatoric sites hawe different clinical
complications, histologic, immunchistoche-
mical, and genetic characteristics.

Afrer the adwent of immuneostaining and
electron MIicroscopy, Some gastrointestinal
zarcomas were found to exhikbit both myo-
genic and neurogenic featires % ¢ GISTs are
composed of spindle (70940 or epithelioid
(A cells and are posittve for C-kit (CD
1173, some cells are alzo positive for CD
34 and sometimes for actin, but always ne
gative For desmnin, 3MMA and 5100 protein,
in contrast to other mesenchymal mmaors 4
& likke l|eiomvyoma, leiomyosarcoma, and
schwrannoma® C-lkit (CD 1170 is the most
important marker, amongst others like TK
(tranzamembrane receptor tyrosine kinase).
The mutation also results in constitutive ac-
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TaErE I —Corsensus crideria for assigring Fisk of pe-
sroimdestingl strowma! Mmoues nationa! insiitues
aof bealth,

zhe MG Sount
Risk (cm) [HFF)
Wy lowr <2 =550
Lomr 2-5 <550
Intermediate 5 #1050
5-10 5450
High =5 550
=10 ANy mitctic rate
Ay size =10,/50

HFPF=hlgh- powaer f=ld.

tivaticn of the G-k protein in the abszence
of itz ligand, which leads to twmor prolife-
ration or inhibition of apoptosis. In clinical
practice, C-kit positive tumors respond ex-
tremely weell to necadjuvant chemotherapy
with Imatinib (Glivecr, Gleevecr)” In some
cazes a single agent cannot act therapeuti-
cally in such types of cancer and a combid-
nation of inhibitors may be needed to make
a umor swrgically remowable thish risk m-
FroEs)®

In 2001 the Maticonal Institutes of He-
alth (MNIH) wotkshop proposed a scheme
of estimating the clinical behaviow based
on tumcor size and mitctic count, also de-
fined the role of Gkit immunopositivicy
in the diagnosis of GIST (Table I, other
criteria that may be considered for risk of
malignant are cellular plecmaorphism, de-
velopmental stage of the cell and quantity
of cytoplasm.

Some GISTS are benion Cwery lowr or lowr
risk), not cancercus, but they can become
cancerous if not surzically weated. General-
Iy speaking the larger the GIST, the more
likkely i= to be cancercus, disease like Meu-
rofbromatosis (MNP can increase the risk of
developing it, but =we do not really knowr
the cause. In patients with resectable pri-
mary GIST rintermediate risk), surgery has
been the mainstay of therapy

Tumors with a high mitotic activity and
zize above 5 om are considered malignant
(high risk).

The authors beliewe in the chemoaotherapy,
only if performed as necadjuvant, therefore
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capable of making a cancer high-risk resec-
table (humor may regress to an intermediate
risk), and potentally curable by surgery

In trials phase weith Imatinib, patients writh
advanced GIST (unresectable hish risk or
metastatic) were found to have zicnifcant
tumaor regression of stable disease (objecti-
Ve response to more than 5086 of patients)
with generally mild-to moderate side-effects
(positive for C-kif), making the tumors re-
zectable 4

Chemeotherapy administrarion may ren-
der laroe nunors rezectable, and potentially
curable by surcery, if positibve For C-it o
other markers, and also control metastatic
disease, seen that systernic micrometastasis
are previcusly present at dnitial diagnosis.

Making only chemotherapy writhour sur-
gery, median survival wras of 2 years in high
grade tamors and & years in low grade, de-
pending on tumor location, gastric tumors
(low grade) shomr 74% S-year survival, in
contrast to 1586 of the amall intestine to-
mors (lowe grade) Mewvertheless, treatment
of chaoice for both GIST and leiomyosarco-
ma is radical surgical excizion.

In case of use neocadjuvant chemaotherapy,
in potentially resectable numors, would be
nseful detect the presence of the deletion
exon 11 (microdiszection genotyping), de-
letion in exon 11 or rarely @ and 130 pre-
dicts for response with Imatinib treatment.
Current siadies are underwray that may help
us optimize the necadjuvant treatmment for
patients with gastrointestinal stromal -
mors. e

The prosnoszis of GIST i= generally poor,
complete surgical excizion being the only
effective therapy, ofien preceded by neca-
djuvant chemctherapy, even for metastatic
oo ¥ L

Imaging =midies are expected to play a
rapidly expanding role in the manasement
of patient writh G15Ts, like Transrectal sono-
graphy and a computed tomography (21712

Conclusions

Althoush the data are short teom data,
the authors strongly beliswve in surgery as
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frar choice wreatment against the resecable
515T=

A resection of the mass, either by laparo-
tomny that, where poszible, by laparoscopy,
in compliance writh safety margins, resolves
the dizease.

With the inrroduction of medical therapy
necadjuvant with Imatinib-resylate, surgi-
cal weatment of advanced GI5Ts, no longer
remains palliative cure, the dmg, in fact, is
highly critical in their proghosis, resulting
in a net improvernent in life expectancy for
all patients.

Riassunto

Thattamento chirurgico del humore pastroinbestinae
strowale e le impliceziond della terapia neoadiv-
Ve, Nostnag esperiensa

Obigtve.  Gastrointestinale  strommale  himore
hon & una henplasia riscontrata con frequenza
tel sisterna digestivo, spessn insorge nella parste
dello stomaco o nelle cellule stromali della parete
intestinale. Mella nostra esperienza, il trattamento
chirurgica & |"unica procedura per la cura del pa-
Ziente.

Metodi, GL aukori fporano due casi di recente
osservazione di tumore gastioinbestinale stropmle
(GIET) sviluppakosi nella parete dell'intestin temie,
e discutono sul o comportamento biologioo,

Rislgzt, T neostri pagientl hanno aito una buo-
ha risposta al tratiareen o chirurgico, oon risohizis-
fe quasi totale della sintormatologia.

Conchesiond Gl autori ritengono che il tatta-
mentn chirurgicn sia da attuare corne prin proce-
dura, la =ola capace di portare cura al paziente. I
o up & tutt'ara in ooren, e lo sl ritiens necessa-
rie vista la natura della neoplasia,

Parole cEiave: Tumore gastiointestinale strommle -
Intesting temie - Sarcours - Interrento chirirgicn.
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