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Rezumat

Fibrozd asociati cu abces retroperitoneal dupd tratamentul multimodal
al carcinomului cervical - raportarea unui caz si scurfd revizuire a literaturii

Tratamentul multimodal al cancerului de col uterin cuprinde
histerectomia radicala asociatad cu limfadenectomia, radioterapia
pelvina si chimioterapia. Fibroza postinflamatorie si postcancer,
asociatd cu sindromul de fibroza post radioterapie (RFS) si
limfedemul pot fi cauza unor complicatii severe si a alterarii
calitatii vietii.

Cazul clinic - Prezentam cazul unei paciente de 40 ani, dupa 7 luni
de la terminarea tratamentului standard pentru carcinom scuamos
epitelial de col uterin stadiul IIA1 FIGO, care, datorita fibrozei
abdominale si retroperitoneale importante manifestate prin simp-
tomatologie digestiva, a prezentat o alterare a calitatii vietii dupa
tratament. O colectie abdominala simptomaticid si un abces
retroperitoneal au fost tratate in departamentul de chirurgie prin
drenaj percutanat i multiple laparotomii exploratorii de mai multe
ori, pe durata unui an. S-au identificat obstructie intestinala, tumora
pelvica abcedatd, fistuli colo-cutanata si colo-colica stinga, aderente
intraabdominale si ureterohidronefroza stanga. Evolutia post-
operatorie a fost nefavorabild cu hemoragie digestive superioara,
probabil prin fistula entero-mezenterica cu decesul pacientei.
Concluzie: fibroza poate contribui la evolutia clinica nefavorabila,
cu complicatii multiple si management dificil. Tratamentul
chirurgical este ingreunat de fibroza intra si retroperitoneala,
fibroza postneoplazie, si cea post enteropatie radicd, asociatd cu
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boala inflamatorie pelvina. Diagnosticul de abces retroperitoneal poate fi dificil, datorita simpto-
matologiei nespecifice.

Cuvinte cheie: fibroza, cancer col uterin, radioterapie, complicatii gastro-intestinale, enteropatia de
iradiere, sindromul de fibroza radici

Abstract

Background: The multimodal treatment options for cervical carcinoma are represented by either
radical hysterectomy associated with pelvic lymph node dissection, pelvic radiation therapy or
chemotherapy. Inflammatory and post-neoplasia fibrosis associated with post-radiation fibrosis
syndrome (RFS) and lymphedema may cause severe complications and quality of life alteration.
Case report' Here we present a case of a 40-year-old woman, seven months after completing
standard treatment for squamous cervical cancer FIGO ITA1 with a negative impact on the quality
of life due to an important abdominal and retroperitoneal fibrosis leading to significant gastro-
intestinal symptoms. Over a year, a symptomatic intraabdominal collection and a retroperitoneal
abscess were managed in the surgery department by percutaneous drainage and exploratory
laparotomy. Bowel obstruction, abscessed pelvic tumor, left colocutaneous and colocolic fistula,
intra-abdominal adhesions and left uretero-hydronephrosis were found. Postoperatively, the
evolution was unfavorable with upper gastrointestinal bleeding probably due to entero-mesenteric
fistula followed by death.

Conclusion’ Fibrosis can contribute to unfavorable clinical evolution with multiple complications
and difficult management. Intra- and retroperitoneal fibrosis, neoplasia and post radiation
enteropathy associated with pelvic inflammatory disease make the surgical approach difficult.
Diagnosis of retroperitoneal abscess may be challenging due to nonspecific symptoms.

Key words: fibrosis, cervical carcinoma, radiation therapy, gastrointestinal complications, radiation
enteropathy, radiation fibrosis syndrome

cancer and allows for a higher dose of RT to
the cervix while sparing the surrounding
normal tissue. Modern technology allows the
therapeutic ratio to be optimized minimizing

Introduction

Cervical carcinoma is the second leading cause
of morbidity and mortality of women in

Romania and an important morbidity related
cancer in the world. In 2018, Romania reported
3308 new cases of cervical cancer which
represented 8.6% of all types of cancer (1).

The multimodal recommended treatment
in FIGO IIA stage of cervical cancer is either
radiation therapy or radical surgical inter-
vention with or without associated radiation
therapy (RT) combined with chemotherapy
(2). Brachytherapy will be followed approxi-
mately 1-2 weeks after the end of external
radiation therapy. It is an essential component
of treatment for locally advanced cervical

the dose to surrounding tissues and maximiz-
ing the dose applied to the target tissue, while
also dividing the total dose of radiation into
smaller daily doses, thus trying to avoid
major side-effects of radiation (intensity-
modulated radiotherapy optimization) (3).
However, radiation therapy administered in
the pelvic area usually causes some immediate
side effects like gastrointestinal motility
disorders (GI), dysuria, and vaginal bleeding,
as well as long-term effects such as fibrosis in
all tissues and lymphedema. Late stage
symptoms that affect different systems
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(gastrointestinal tract, genitourinary tract,
derma and the osteomuscular system) like
enteritis, proctitis, enteral fistula, strictures,
obstructions in the gastrointestinal tract,
cystitis, vaginal stenosis, skin ulcerations,
osteopenia, avascular necrosis are reported.
Chronic enteropathy usually occurs 3 months
or more after radiation therapy and is charac-
terized by mucosal atrophy, vascular sclerosis,
and progressive fibrosis of the intestinal wall.
The symptoms are chronic and progressive
and are characterized by malabsorption of
nutrients and gastrointestinal motility
disorders (4-6). The quality of life can be
affected by these complications, sometimes
requiring additional investigations, surgical
reinterventions and palliative treatment. The
Multinational Association of Supportive Care
in Cancer (MASCC) has published strategies
to minimize the effects of radiation based on
literature review (7).

We report a case of unfavorable outcome
due to side effects of radiotherapy seven
months after management of cervical cancer.
Fibrosis and severe gastrointestinal symp-
toms affect quality of life and causemultiple
surgical interventions and death.

Case Report

A 40-year-old woman is admitted to the
emergency department for diffuse abdominal

pain over the previous 24 hours. She was
treated seven months before for FIGO stage
ITA 1 of keratinizing squamous cell carcinoma
undergoing neoadjuvant radiation therapy
(RT) along with chemotherapy followed by
radical surgery. Neoadjuvant 3D conformal
radiation therapy was performed at the level
of a pelvic target volume of DT=50Gy/25fr,
together with chemotherapy (cisplatin 40
mg/ m? weekly during RT) followed by endo-
cavitary HDR brachytherapy at the utero-
vaginal level DT=15Gy/2fr. After the radia-
tion therapy, the patient presented cervical
bleeding and severe anemia and had under-
gone radical surgical treatment (Wertheim
Meigs operation type III) with a favorable
postoperative evolution.

In the emergency unit, clinical and labora-
tory tests show fever (38°C) and hyperleuko-
cytosis; the CT scan reveals intra-abdominal
collections corresponding to the left flank
(#ig. 1. A4) and left iliac fossa, fibrosis and left
ureterohydronephrosis. An ultrasound guided
percutaneous drainage of the intra-abdominal
collections was performed. The intra-abdomi-
nal collections were filled with a serous fluid
of citrine color. The improvement in the
general condition, permanent afebrile, minimal
drainage are favorable and allow the patient
to be discharged from hospital. Fig. 1B shows
the correct position of the percutaneous drain
left in place.

Figure 1.

(A) Axial CT imag : left retroperitoneal collection, with mixed water and air content that extends to the ilio-psoas muscle
and to the left external iliac artery and retro parietal pelvis, with fibrosis of the left anterior pelvic wall. (B) Axial CT
images: Percutaneous drainage of left retroperitoneal abscess with infiltration of the left anterior pelvic wall.
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Two months later, the patient complained
again of pain in the right flank, fever, shivers,
dysuria, and gastrointestinal motility disor-
ders. The native CT scan (chest, abdomen,
pelvis) along with the clinical examination
diagnosed a retroperitoneal abscess.
Exploratory laparoscopy was performed and
severe pelvic and left parieto-colic adhesions
with the appearance of enteral fibrosis were
diagnosed (Fig. 2 A, B). Adhesiolysis was
difficult, classifying the adhesion syndrome as
Hobson stage V. The appearance of the tissues
was modified, making it difficult to visualize
the anatomical elements. Surgical drainage of
the retroperitoneal abscess was performed. A
post-operative lymphedema in the left limb
after exclusion of a deep vein thrombosis had
occurred.

The patient is discharged five days post-
operatively, with favorable evolution, but is
readmitted one month later for pain in the left
flank and hypogastrium, altered general
status, fever, and gastrointestinal motility
disorder. Clinical and imaging exams (CT
examination of the abdomen and pelvis)
established the diagnosis of parietal abscess of
the left iliac fossa and retroperitoneal abscess
(compared with the previous examination, an
evolution of the retroperitoneal collection can
be observed). A percutaneous incision of the

Figure 2. ] ( Histopathology othe large mtestln wall: post

radiation lesions — fibrosis

parietal abscess at the level of the left iliac
fossa with evacuation of gas and purulent
liquid was done. After multidisciplinary
decision, an expectative follow-up with com-
plete blood count, renal and hepatic function
monitoring was decided for the retroperitoneal
collection. The regulation of hydroelectrolytic
balance and hemodynamics was associated
with antibiotics (Metronidazole 500mg/ 100 ml
intravenous infusion every 8 hours plus
Meropenem iv 1000 mg every 12 hours), anti-
inflammatory, analgesic, antisecretory, anti-
spastic, prokinetic, and low molecular weight
heparin for preventing deep vein thrombosis.
Due to the persistence of the abdominal pain
and the left iliac mass associated with fever
and absence of gastrointestinal motility a new
drainage of the abscess containing fecaloid
fluid was performed. A new laparotomy was
performed due to the unfavorable postopera-
tive evolution with fever and persistence
of absence of gastrointestinal motility symp-
toms. Intraoperatively, bowel obstruction and
abscessed pelvic tumor, colocutaneous fistula
in the left flank area, colocolic fistula, left
ureterohydronephrosis, and severe adhesion
syndrome are noted (Fig. 2 A and 2 B). We
performed extensive enterectomy with ileo-
stomy, sigmoid colectomy with colostomy,
evacuation of psoas abscess, peritoneal lavage,
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with moderate polymorphic inflammatory

infiltrate affecting the adipose tissue of the subserosa. Sections of HE-staining: Magnification x 25. (B) Histopathology of the
large intestinal wall: post radiation lesions - extensive fibrosis with polymorphic inflammatory process and neoformation

vessels. Sections of HE-staining: Magnification x 100.
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multiple drainage, dual-mesh and reinforce-
ment, polypropylene mesh of the anterior
abdominal wall.

The immediate postoperative recoverywas
slowly favorable; the worsening of the lym-
phedema in the lower left limb occurred, also
the development of a dehiscence at the lower
pole of the mid abdominal wound, treated
with active aspiration drainage for 6 days. The
patient is discharged two weeks postopera-
tively, with an improved general status, and to
continue wound care treatment.

Two weeks later, the patient presents
increased fatigability and externalization of
blood and clots at the ileostomy level.
Hospitalization is decided for further investi-
gation and treatment. Hydroelectrolytic and
acid-base balance is established along with
prophylaxis of stress ulcer and deep vein
thrombosis. Digestive endoscopy does not
detect pathological modifications up to the
level of the duodenum II. Two days later, the
patient presents massive hematemesis with
hemodynamic instability and she was
admitted to the Intensive Care Unit. High
dose vasopressor treatment is established
along with hydroelectrolytic and acid-base
rebalancing treatment. Blood products are
administered. The patient’s condition worsens
under maximal treatment. Emergency upper
digestive endoscopy is performed for diagnos-
tic purposes. It detects large amounts of blood
and clots in the stomach. When passing from
the duodenal bulb to the second duodenum, a
voluminous clot is detected that does not allow
the passage of the endoscope. After the proce-
dure, the patient is under cardiac arrest by
pulse-free ventricular tachycardia, and was
resuscitated for 2 minutes. Orotracheal
intubation is decided, the vasopressor treat-
ment is maintained in maximum doses and
surgery is decided for hemorrhagic shock with
upper digestive hemorrhage of uncertain
etiology. Exploratory laparotomy reveals
distended stomach and jejunal loops, mesen-
teric inflammatory block, and intense perivis-
ceritis. Gastrotomy and wide duodenotomy is
performed with aspiration of blood and clots.
The duodeno-jejunal flexure is taken off, with

blood externalization from the distal level,
jejuno-ileal take-off is attempted, but it turned
out to be impossible due to the inflammatory
process. A superior mesenteric fistula was
diagnosed, unmanageable due to the mesen-
teric aeropathic fibrosis. Exitus on day 1 post-
operative was reported. All pathology reports
confirm tissular fibrosis with inflammatory
cells without malignancy.

This report follows the ethical norms of
scientific research and the principles of
anonymity and confidentiality for case reports
approved by the local Ethical Committee. The
patient acknowledged and signed the Informed
Consent for the treatment and for using this
case for educational and scientific research
purposes.

Discussions

Intra- and retroperitoneal fibrosis make
surgical management difficult. Retroperitoneal
fibrosis may result from the local spread of
infection from inflammatory pelvic disease,
secondary to malignancy or post radiation (8,9).
Post radiotherapy hypoxia may induce the
activation of the tumor microenvironment,
modulating immune reaction, and promoting
inflammation and fibrosis (10). CT is useful for
differentiating malignant from non-malignant
fibrosis using the signal intensity (11) as is
retroperitoneal soft tissue. It is well-known that
radiation may produce local injury of tissue and
fibrosis 4-12 months after radiation therapy
(12), chronic radiation enteropathy remains an
important issue due to the long term effects
of pelvic radiotherapy (13). Diagnosis of retro-
peritoneal abscess can be difficult mainly due to
nonspecific symptoms (14). The treatment of
choice is radiologically guided percutaneous
drainage, although there is still some contro-
versy over the superiority of surgical drainage.
Modern interventional technology makes
percutaneous drainage a safe and a feasible
intervention (14,15). For the reported case, an
ultrasound-guided percutaneous drainage was
initially chosen and maintained for three
months. Although the collections initially
decreased in size, they did not recover
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completely, later highlighting their evolution.
However, the surgical drainage was difficult
due to the fibrosis and intense adhesion
syndrome and radiation enteropathy.

In this case, the fibrotic retroperitoneal
appearance and the intense enteral adhesion
process were detected intraoperatively
approximately 7 months after radiotherapy.
The reported incidence of post-radiotherapy
gastrointestinal damage is between 8% and
50% in the case of radiotherapy for cervical
neoplasm (16-19), associated with obstruc-
tions, fistulas, perforations or hemorrhage,
requiring surgical treatment (20). Retro-
peritoneal fibrosis associated with radiotherapy
and chemotherapy are very rarely reported.
Takahashi et al. reported a case of retro-
peritoneal fibrosis (RPF) following radiotherapy
with ureteral compression and urethero-
hydronephrosis managed successfully by stent
placement and corticotherapy (21).

Lower limb lymphedema is mainly due to
lymph node dissection and to radical surgery
(22,23); post-radiation fibrosis may exacerbate
the symptomatology (24).

The patient returned several times to the
emergency unit, required multiple surgeries
with complications due to fibrosis. Tissue
fibrosis and chronic enteritis determine
extensive adhesiolysis and difficult surgery. In
this case, the complications found were:
retroperitoneal collections, colocolonic fistula,
colocutaneous fistula, and possibly enterome-
senteric fistula. All the surgical interventions
were difficult and although the immediate
postoperative response was favorable, the
long-term status of the patient worsened.

Conclusion

In conclusion, when treating patients with
cervical cancer, the multidisciplinary team
and the surgeon must be aware of dealing with
complex fibrosis due to cancer (fibroblasts), to
pelvic inflammatory disease, and post-radio
and chemotherapy.
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