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ABSTRACT

Background: Carcinosarcomas are rare, complex,
poorly understood mixed malignancies, characterised
by carcinomatous (epithelial) and sarcomatous (mes-
enchymal) differentiations. Although carcinosarcomas
can occur in various organs, their occurrence in the
colon and/or rectum is exceedingly rare, with only a
limited number of cases reported in the literature,
none occurring in the context of Crohn’s disease.
Herein, we describe (to our knowledge) the first re-
ported case of carcinosarcoma of the rectum in a pa-
tient with Crohn’s disease.

Case report: A 62-year-old man with Crohn’s disease
presented with abdominal cramps, weight loss and
diarrhoea. Physical examination revealed tenderness
of the stomach and hypotension, unresponsive to pa-
renteral hydration. Abdominal ultrasound and com-
puted tomography were performed and showed a
large tumour at the rectosigmoid junction, multiple

Kljuéne besede: karcinosarkom, rak debelega crevesja in
danke, Crohnova bolezen

IZVLECEK

Ozadje: Karcinosarkomi so redki, kompleksni in
slabo razumljeni mesani malignomi, za katere je zna-
cilna prisotnost karcinomatozne (epitelijske) in sar-
komatozne (mezenhimske) diferenciacije. Ceprav se
lahko pojavijo v razli¢énih organih, izjemoma vznik-
nejo v debelem ¢revesu in/ali danki. V literaturi je
navedeno le omejeno Stevilo primerov, pri ¢emer se
nobeden ni pojavil v okviru Crohnove bolezni. V tem
¢lanku opisujemo (po nasem vedenju) prvi opisani
primer karcinosarkoma danke pri bolniku s Croh-

novo boleznijo.

Opis primera: 62-letni moski s Crohnovo boleznijo
je bil sprejet zaradi trebusnih kréev, hujsanja in dri-
ske. V klini¢nem statusu je izstopal ob¢utljiv in napet
trebuh ter vztrajajoca hipotenzija, neodzivna na pa-
renteralno hidracijo. Opravljena sta bila ultrazvok
trebuha in racunalniska tomografija, ki sta pokazala
velik tumor na rektosigmoidnem prehodu, Stevilne
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abscesses and bowel obstruction. Emergency surgery
with the resection of the rectosigmoid colon was per-
formed. Histopathology revealed two cellular compo-
nents, a high-grade adenocarcinoma and a rhabdo-
myosarcoma, leading to the diagnosis of rectal carci-
nosarcoma. The patient received adjuvant chemothe-
rapy. The progression of the disease was rapid and
unfavourable, with local recurrence in the pelvis and
multiple metastases in the liver, leading to death 4
months after the initial surgery.

Conclusion: Rectal carcinosarcomas are very aggres-
sive tumours with unclear histogenesis and poor pro-

gnosis. The optimal treatment strategies are still a

subject of debate.

abscese in obstruktivni ileus. Opravljena je bila nujna

operacija z resekcijo rektuma in sigme.

Histopatoloski izvid je pokazal mesan tumor, sesta-
vljen iz dveh komponent - adenokarcinoma visoke
stopnje in rabdomiosarkoma. Postavljena je bila dia-
gnoza karcinosarkoma danke. Bolnik je prejel adju-
vantno kemoterapijo. Bolezen je hitro napredovala,
z lokalno ponovitvijo tumorja v medenici in stevil-
nimi metastazami v jetrih. Bolnik je 4 mesece po

operaciji umrl.

Zakljucek: Karcinosarkomi danke so zelo agresivni
tumorji z nejasno histogenezo in slabo prognozo.

Smernic zdravljenja zaenkrat e ni.

INTRODUCTION

Patients with Crohn’s disease are known to have an
increased risk of small intestine and colorectal (CRC)
adenocarcinoma, as well as other intestinal neoplasms
such as lymphoma and carcinoid tumours. (1-3) Car-
cinosarcomas in the context of Crohn’s disease remain
an exceedingly rare phenomenon, with only a hand-
ful of cases reported. Most studies of CRC in inflam-
matory bowel disease only briefly mention the spora-
dic occurrences of carcinosarcomas. (4) Only one
case of carcinosarcoma in a patient with Crohn’s
disease has been thoroughly documented, and it
occurred in the small bowel (5). Therefore, no patients
of colorectal carcinosarcoma in the context of Crohn’s
disease have been reported in the literature as far we

are aware.

Carcinosarcomas are rare biphasic tumours, charac-
terised by the existence of both epithelial and mes-
enchymal malignant differentiation. They have been
described in various organs, most frequently occur-
ring in the female urogenital tract (6-8), the respiratory
tract (9-11) and in the head and neck (12, 13). Carci-
nosarcomas of the gastrointestinal tract are extremely
sparse and arise predominantly in the oesophagus
(14-17), the gallbladder (18), the stomach (19-22)
and rarely in the large intestine. Till present, only

twenty-six cases of large intestine and rectal carcino-
sarcomas have been reported in the English literature
(23-47). Herein we present a 62-year-old patient with
Crohn’s disease, who developed a rectal carcinosar-
coma and review the relevant literature on this rare

malignancy.

CASE REPORT

A 62-year-old male was transferred to our tertiary
centre because of a suspected sigmoid tumour. He
was previously treated at a secondary hospital due
to septic shock. The patient had been experiencing
malaise, abdominal cramps and diarrhoea without
traces of blood or mucus. Additionally, he had unin-
tentionally lost 10 kg in the last three months. Pre-
vious medical history revealed Crohn’s disease of the
large intestine, diagnosed 25 years ago, which had
been treated with biologicals (adalimumab) for the
past three months and mesalazine beforehand. The
last colonoscopy was performed 11 months ago and
showed active disease with ulcerations in the left
colon. Their family history was negative for colorectal
cancer. The patient was hypotensive and did not re-
spond to parenteral hydration. Subsequently, vaso-
active support with noradrenaline was needed. An
abdominal CT with contrast showed a formation in

the pelvis, dubious of an abscess. The patient was
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transferred to our tertiary centre, where another ab-
dominal ultrasound and CT were performed, showing
a lobulated, heterogeneous tumour at the rectosig-
moid junction, measuring 13 x 6.8 x 8 cm. In addi-
tion, multiple abscesses and an obstructive ileus were
also seen. The patient underwent emergency surgery.
Resection of the rectosigmoid colon by Hartmann’s

procedure was performed.

Histopathology revealed a carcinosarcoma of the rec-
tum, stage pT4a Nla (1/16) MO, with heterologous
rhabdomyosarcomatous differentiation and a high-
grade (III) adenocarcinoma component, which com-
prised only about 5% of the tumour. The tumour was
overgrowing the muscularis propria, invading the
perirectal fat and extending to the free serosal surface
of the bowel. Adjuvant chemotherapy with capecita-
bine was started. In the 3™ postoperative month, the
patient was hospitalised twice due to general weak-
ness, vomiting, obstipation and anuria. He was cac-
hectic and immobile, with a distended abdomen and
peripheral oedema. Follow-up abdominal CT revealed
local recurrence of the tumour, which was filling the
pelvis, impinging on both ureters and causing bilateral
hydronephrosis. In addition, multiple hepatic meta-
static foci were found. Anuria was resolved with bila-
teral nephrostomy insertion. The patient received pal-
liative care and succumbed to his disease at the 4
postoperative month.

ANALYSIS OF CASE REPORTS

We reviewed clinical and pathohistological features
of all 26 reported cases (23-47) including ours (Table
1). The average age of occurrence was 68 years with
extremes of age between 13 and 83 years. Both sexes
were equally affected (13 males vs 14 females). The
most common location of the primary tumour was
the left colon (17 patients) including rectum, sigmoid
colon, and descending colon, respectively. Only one
case occurred in the transverse colon. All patients,
except for one, underwent primary tumour resection
with curative or palliative intent, while the remaining
patients received only palliative chemotherapy due
to advanced disease. Twelve patients received pre-
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operative or postoperative adjuvant chemotherapy
and three patients received radiotherapy. Local recur-
rence in the pelvic cavity was common (30%) (24,
26, 28, 30, 32, 38, 40), and carcinosarcoma showed
a tendency of distant metastasis, with 13 cases repor-
ted. The most common metastatic sites were the liver
(8 cases), (24, 28, 29, 31, 32, 39, 42) lungs (6 cases),
(24, 32, 33,41, 42, 45) and the peritoneum or omen-
tum (6 cases) (24, 32, 38, 41, 44, 45). Ten patients
also had metastases in regional lymph nodes (24, 28,
29, 33, 40-42, 45, 48). Overall, the prognosis was
poor, with most patients dying within 1 to 49 months
(mean survival: 8.8 months). Twelve patients were
lost to follow-up with the longest recorded survival
reaching 24 months (mean survival: 9 months). Pa-
tients who received adjuvant therapy (chemotherapy
or radiotherapy) had a mean survival of 12.0 months.
It was almost twice as long as the 6.8 months obser-
ved in patients who did not receive adjuvant therapy.
This comparison suggests that adjuvant therapy may
have a considerable impact on survival, potentially
improving outcomes for those who undergo additio-
nal treatment before or after surgery.

DISCUSSION

Carcinosarcomas of the colon have previously been
referred to by various names (sarcomatoid carcino-
mas, spindle-cell carcinoma, pseudosarcomatous car-
cinoma, pleomorphic anaplastic carcinoma, small-cell
carcinoma, etc.), leading to uncertainty regarding
their classification (37, 38, 40, 42, 49), Carcinosar-
comas are rare malignancies, first described in the
colon by Weider and Zekan et al in 1986 (28). Since
then, 26 (23-47) additional cases including ours

have been reported and are summarised in Table 1.

Histologically, carcinosarcomas consist of an epithe-
lial component, typically a mid- to high-grade adeno-
carcinoma, and a sarcomatous component of mesenc-
hymal origin, which can be differentiated or unditter-
entiated (44). Differentiated sarcomatous components
are classified as homologous if they contain elements
typically found in the colon (e.g., fibrosarcoma, leio-
myosarcoma) or heterologous if they contain elements
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Table 1. Summary of the reported cases of colonic carcinosarcoma

No. | Author Age/ | Location Differentiation of | Local Adjuvant Survival
Sex sarcoma recurrence; treatment post-surgery
distant or LN
metastasis
1 Weidner 73/M | Sigmoid Osteosarcoma, Pelvis; Liver, | Postoperative | 49 months
and colon chondrosarcoma, LN CTX (DOD)
Zekan undifferentiated
(1986) spindle cell sarcoma
2 Chetty 72/F | Cecum Rhabdomyosarcoma| Liver, LN None Alive at
(1993) 3-month
follow-up
3 Roncaroli | 71/F | Rectum Rhabdomyosarcoma| Pelvis Preoperative | 6 months
(1995) RT (DOD)
4 Bertram 79/F | Cecum, Unknown Liver Postoperative | 5 months
(1996) ascending CTX (DOD)
colon
5 Isimbaldi | 86/F | Ascending | Undifferentiated None None Alive at
(1996) colon 24-month
follow-up
6 Serio 69/F | Descending | Leiomyosarcoma or | None None Alive at
(1997) colon malignant fibrous 6-month
histiocytoma follow-up
7 Shoji 78/M | Descending | Undifferentiated None Postoperative | Alive at
(1998) colon sarcoma CTX 16-month
follow-up
8 Nakao 60/F | Transverse | Neurofibrosarcoma, | None Postoperative | Alive at
(1998) colon rhabdomyosarcoma CTX 14-month
follow-up
9 Takeyoshi | 82/M | Rectum Spindle cells Skin None 6 months
(2000) sarcoma (DOD)
10 | Shah 57/F | Sigmoid Chondrosarcoma Pelvis; Liver, | None 5 months
(2001) colon, peritoneum, (DOD)
rectum spleen, lungs
11 | Kim 41/F | Sigmoid Undifferentiated LN, liver, Postoperative | 4 months
(2001) colon sarcoma lungs, brain CTX (DOD)
12 | Ishida 80/F | Sigmoid Leiomyosarcoma Pelvis None 6 months
(2003) colon, and (DOD)
rectum rhabdomyosarcoma
13 | Aramendi | 84/M | Descending | Osteo- and None None Died 4 days
(2003) colon chondrosarcoma post. surgery
(splenic
flexure)
14 | Kim 71/M | Ascending | Fibrosarcoma, Abdominal None Lost to
(2005) colon, osteosarcoma, wall, extensive follow-up,
duodenum, | histiocytoma carcinomatosis probably
gallbladder DOD
(unknown
site of
origin)
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Table 1. Continued

No. | Author Age/ | Location Differentiation of | Local Adjuvant Survival
Sex sarcoma recurrence; treatment post-surgery
distant or LN
metastasis
15 | Ambrosini | 81/M | Ascending | Leiomyosarcoma, Liver Postoperative | Alive at
-Spaltro colon osteosarcoma CTX 24-month at
(2006) follow-up
with liver
metastases
16 | Tsekouras | 60/M | Rectum Undifferentiated Pelvis; Liver, | Postoperative | 6 months
(20006) sarcoma lungs, CTX and RT | (DOD)
peritoneum,
LN
17 | Lee (2008)| 52/F | Rectum Undifferentiated None None Alive at
sarcoma 8-month
follow-up
18 | Jeon 13/F | Sigmoid Undifferentiated Pelvis, LN Postoperative | Alive at
(2008) colon, sarcoma CTX 2-month
rectum follow-up
19 | Shim 65/M | Ascending | Rhabdomyosarcoma| Peritoneal None 1 month
(2010) colon carcinomatosis, (DOD)
lungs, LN
20 | Mori 65/M | Sigmoid Undifferentiated None Postoperative | 10 months
(2010) colon sarcoma CTX (DOD)
21 | Ryu 72/F | Cecum Undifferentiated None None Alive at
(2012) sarcoma 20-month
follow-up
22 | Kolodziejc | 83/M | Rectum Leiomyosarcoma None None 5 weeks
zak (2013) (DOD)
23 | Sudlow 80/F | Rectum Leiomyosarcoma Lungs, LN Preoperative | 25 months
(2015) RT (DOD)
24 | Osholowu | 68/M | Rectum Undifferentiated Omentum, Only Unknown
(2017) sarcoma lungs, LN palhative
CTX, no
surgery
25 | Kyriakos | 67/M | Cecum Chondrosarcoma LN None Alive at
Saad and 1-month
(2020) leiomyosarcoma follow-up
26 | Maskrout | 58/F | Cecum Undifferentiated Aortic arch, Postoperative | 4 months
(2022) sarcoma both adrenal | CTX (DOD)
glands,
peritoneum,
bones
27 | Present 62/M | Rectum Rhabdomyosarcoma| Liver, LN Postoperative | 4 months
case CTX (DOD)
(2024)

Abbreviations: LN, lymph nodes; CTX, chemotherapy; RT, radiotherapy; DOD, died of disease
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not typically found in the colon (e.g., chondrosarcoma,
osteosarcoma, rhabdomyosarcoma, etc.). The sarco-
matous component is heterogeneous as multiple ele-
ments in one tumour have been reported (23, 25,
26, 28, 36, 38, 39, 48). Characterisation of carcino-
sarcomas has been accomplished through immuno-
histochemistry, which confirms the presence of both
distinct components. The adenocarcinomatous com-
ponent typically shows reactivity to epithelial markers
such as cytokeratin 20 (CK20) and carcinoembryonic
antigen (CEA). (34, 40) The sarcomatous cells stain
positively for vimentin, desmin, and smooth muscle
actin (SMA). (28, 34, 37, 42, 44, 47) In our patient,
immunohistochemical stains demonstrated spindle
cell rhabdomyosarcoma with neural differentiation.

The histogenesis of carcinosarcomas also remains a
subject of debate. Some researchers (50, 51) argue
that the carcinomatous and sarcomatous components
arise from separate and distinct malignant cell clones
(multiclonal hypothesis), pointing out that carcino-
sarcomas display clearly defined biphasic epithelial
and mesenchymal components, with no malignant
cells showing transitional or shared characteristics.
On the other hand, other researchers (8, 39, 42, 52,
53) support the hypothesis of a common cell precur-
sor (monoclonal hypothesis), as they have identified
common features (e. g. mutation R282W in exon 8
of the p53 gene, the loss of 18¢21, etc.) and transi-
tional cells between the two components. The monoc-
lonal hypothesis has been explained either by conver-
sion theory (i. e. metaplastic transformation of one
neoplastic cell (e.g. carcinoma) into the other (e.g.
sarcoma) as reported by Delahunt (53)) or by the
combination theory (. e. a stem cell origin for both
cell components) (40). Given the controversy, the di-
agnostic term carcinosarcoma was chosen as it does
not imply that the tumour originates from either a
carcinomatous or sarcomatous source, nor does it
imply that the tumour arises from one or two distinct
malignant cell clones (28).

Carcinosarcomas of the lower gastrointestinal tract
are typica]ly aggressive tumours with a poor prognosis
(38). They are characterised by quick growth, exten-

sive local invasion and frequent local or hematoge-
nous recurrence.(44) In addition, their symptoms
(rectal bleeding, weight loss, abdominal pain and
signs of obstruction) usually emerge at the advanced
local stage of the disease or after distant metastases
have developed, resulting in a late diagnosis and a
poorer prognosis (41, 44). They most frequently meta-
stasise to the liver, lungs, peritoneum or omentum.
Metastases in regional lymph nodes are also common.
Similarly, the tumour was highly invasive and demon-
strated widespread dissemination to the lymph nodes
and liver. However, short survival and poor prognosis
are not typical for all gastrointestinal carcinosarcomas.
Tumours of the oesophagus or stomach tend to have
a better prognosis because their intraluminal growth
often results in early obstructive symptoms. This leads
to quicker diagnosis and the possibility of curative
treatment before deep invasion occurs (5, 41).

The aggressive behaviour of carcinosarcomas mirrors
that of adenocarcinomas. Namely, the carcinomatous
components usually are more liable to metastasize to
lymph nodes and distant sites than the sarcomatous
components of carcinosarcomas (5, 29, 30, 33, 40).
The lymph node metastasis in our patient likely ori-
ginated from the adenocarcinomatous component,
despite the carcinoma making up only about 5% of
the tumour. However, further pathohistological exa-
mination would be required for confirmation.

Because colorectal carcinosarcoma is extremely infre-
quent, the factors affecting the prognosis are still
not fully understood (40). Suggested prognostic indi-
cators include tumour size, stage, lymphatic or vas-
cular invasion, and histology of the carcinomatous
component.

The analysis of carcinosarcomas can be difficult, par-
ticularly when dealing with small biopsy fragments or
undifferentiated spindle cell tumours without clear
glandular differentiation. Immunohistochemistry and
electron microscopy can aid light microscopy in con-
firming the diagnosis (42). Surgical treatment remains
the standard of care and comprises surgical resection

of the primary tumour (colectomy) and its regional
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draining lymph nodes (23-30,33). The optimal adju-
vant chemotherapy or radiotherapy regimen has yet
to be determined as no specific treatment guidelines
for carcinosarcomas exist. Chemotherapy regimens
involving 54luorouracil, leucovorin, doxorubicin, and
cisplatin have been explored and show some poten-
tial, though their true effectiveness has not been
established. While our review suggests that chemot-
herapy may improve survival, most studies report no
convincing benefit, as the 5-year survival rate remains

dismal (5, 48).

CONCLUSION

In summary, this report highlights the first case of
colonic carcinosarcoma in a Crohn’s disease patient.
Colorectal carcinosarcomas are rare tumours with
only twenty-six examples reported in the English lit-
erature. While their pathogenesis remains poorly
understood, they typically follow a highly aggressive,
rapid course, marked by fast growth, extensive local
invasion and a high tendency to metastasise, leading
to a dismal prognosis. While no specific treatment
guidelines have been established for these tumours,
surgery, close monitoring and possibly even adjuvant
chemotherapy are essential. However, most patients
succumb to the disease within months despite appro-
priate treatment.
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