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Carcinosarcoma of the gallbladder
—Report of a case—
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INTRODUCTION

Carcinosarcoma, often referred to as “malignant
mixed tumor” is a rare neoplasm, but this tumor
occurs in various organs, including the gallbladder.
We report herein a carcinosarcoma of the gallblad-
der which consisted of adenocarcinomatous and
undifferentiated sarcomatous ares, the latter differ-
entiating towards abundant osteoid and calcified
but nonlamellated bony trabeculas formation.
There are 18 reported cases of this type tumor of the

gallbladder in the literature'®,

CASE REPORT

A T0-year-old korean woman was admitted to the
hospital because of a week of intermittent right
upper guadrant abdominal pain, radiating to the
back. There was no chill, fever, jaundice or urinary
abnormality. About 15 days prior to admission, she
had noted a palpable right upper quadrant abdomi-
nal mass. Physical examination disclosed a smooth,
round, firm, nontender, movable mass in the right
upper quadrant of the abdomen,

Laboratory examinations revealed a hemoglobin
of 11.2 mg/dl and a white cell count of 5,400/mm?.
Total bilirubin was 0.3 mg/dl. Alkaline phosphatase
was 101 [U/dl, the glutamic oxalacetic trans
aminase 24 I, the glutamic pyruvate transaminase
13 IU. Ultrasonogram revealed an enlarged gall-
bladder replaced by echogenic huge mass. Abdomi-

nal computed tomogram disclosed an intraluminal
gallbladder mass without pericholecystic invasion,
Upper gastrointestinal series were wiremarkable,
An  electrocardiogram revealed possible left
ventricular hvpertrophy.

A diagnosis of gallbladder cancer was made
precperatively. At laparotomy, the gallbladder was
found to be enlarged and firm. Liver, stomach, colon
and other abdominal organs were within normal
limits. No ascites was found. Cholecystectomy was
performed. The post-operative course was unevent-

ful and she discharged 16 days later.

PATHOLOGIC FINDINGS

The gallbladder measured 13x4%3 em and 95
gm. Its serosal surface revealed a focal, gray white,
puckering site in the fundic portion. There was a
huge, polypoid tumor, protruding into the cavity.
The tumor arose from the fundic portion. It was 9,
X 25x 20 em. Its cut surface was mostly spongy,
friable with foci of necrosis and hemorrhage. There
was an ill-defined, whitish, firm area in the base of
the tumor (Fig, 1), The wall of the gallbladder away
from the tumor was white granular. There was no
gallstone within.

Microscopically the polypoid tumor consisted of
an admixture of adenocarcinomatous and undiffer-
entiated sarcomatous areas, the latter containing
calcified or non-calcified osteoid tissue. Because of
the rarity of such a lesion in the gallbladder, map-
ping of the entire gallbladder specimen, including
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polypoid tumor was done and serially numbered
blocks were prepared. The carcinomatous Compo-
nents predominated in the tumor base and also
scattered in the polypeid body of tumor embedded
in the sarcomatous stroma, where numerous neo-
plastic glands of varying sizes were lined by mostly
stratified atypical epithelial cells with considerable
erythrophagocytosis and atypical mitotic activities,
The carcinomatous components were sharply

delineated from the sarcomatous portion (F g, 2, 3.
Whereever they are seen together, both components
are intimately mingled with each other (Fig. 4).
Some dilated lymphatics are filled with clumps of
carcinoma cells (Fig. 5). The musle coat and serosa
of the tumor base was invaded by adenocarcinoma.
The wall of the gallbladder away from the tumor
revealed usual well differentiated adenocarcinoma
with focal invasion to the muscularis and serosa

Table 1. Carcinosarcoma (Malignant Mixed Tumor) of the Gallbladder

N E_ﬁ'ﬁg f Author H?ig?-lf_ed Aﬁxﬁ Stones J‘.pg:a?rsgn ce Microscopic Findings Diagnosis

1 Lazarevic® 1942 43F — NS ﬁm&?’nﬂc:;n-, myxao-, Colligion tumor

2 Klein'™ 1961  56F @ + NS i:ﬁﬂé%ginngle-and Riant Carcinosarcoma

3 Knore'" 1963 73F + N5 iﬁf fg&fnﬁiﬂﬂ? e Carcinosarcoma

4 Edmondson®® 1967 68F + NS ADC /focal SCC/SCS Carcinosarcoma

5 Edmondson'® 1967 NS NS NS ADC/SCS/Cartilage Malingnant mixed
6 Sagi'® 1970 79F + NE gﬁégF;P;;m Ei:il-mm:lrn.'.u-. mzllégrn ant mixed
i Wolfensberger'™ 1971 T4F + N5 %ﬁﬁ;ﬁiﬁg'ﬂg‘xr Carcinosarcoma

&  Mehrotra™ 1971 45F + Polvpoid ggﬁ;,g %aféﬁg;ﬂfta' Carcinosarcoma

8 Roth™ 1972 B3F + NS iﬁﬁ:ﬁﬁﬁ;mund cell, Carcinosarcoma
10 Higgs' 1973 7M. 4 Extensive  {sDC/SCS+osteoid, carti Malignant mixed
11 Stempinski™ 1974 §9F NS Abv/SCC/Retieulum sar- ¢y inocarcoma

12 Mansori, Cho' 1980  8IM  +  Filled ¢ tumor ADC/SCS- Cartilage Malignant mixed
13 Cardia™ 1981  G3F  + NS o o o fibros ipo ¢y rcinosarcoma
14 g:?ﬁcnﬁ“}'!'m“' 1982 91F " Polypoid ﬁﬂLfHECS. osteoid, carti- Eﬁiéﬁnam mixed
15 gﬁ?eﬁﬂm‘ 1982 TTF N Polypoid ﬁﬁ'!mfﬁfﬁﬁ ::Er,as rti- Eﬁ:ﬁnant mixed
16 Aldovini® 1982 75F  +  Filled € tumor ADC/SCS Osteoid fﬂﬁﬁf““m mixed
17 Miyvamoto®? 14983 G1F + Polypoid EEAZISCS. Osteoid, carti- Carcinoma

18 Inoshita® 19286 RaF . Polypoid ﬁgngfi?mgﬂ;?.ﬂa?;“ Carcinosarcoma

19 Present casze 1986 TOF - Polypoid ADC/SCS Osteonid
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{Fig. 6).

The undifferentiated sarcomatous components
(Fig. 7) were made up of bizarre pleomorphic poly-
hedral or spindle cells with marked nuclear
pleomorphism, erythrophagocytosis, and frequent
atypical mitotic figures, admixed with heavy infil-
trates of plasma cells and lvmphocytes. These cells
had abundant pericellular reticulin fibers (Fig. 3).
The striking feature of the growth was the forma-
tion of osseous tissue, varving from relatively
mature, nonlamellated, calcified bony trabeculae
(Fig. #) to barely identifiable osteoid tissue sur-
rounded by atypical osteoblasts merging impercep-
tibly with pleomorphic cellular tissue (Fig. 9, 10).
Mowhere was dystrophic calcification without ossi-
fication. There was, however, abundant osteoid
tissue without calcification. The calcified bony
trabeculae intermingled with uncalcified osteoid
areaz. In other areas, there was a myxomatous
appearance (Fig. 11). Among the fascicular spindle
cells, there were some multinucleated osteoclastlike
giant cells which did not appear anaplastic (Fig. 12).
There were large areas of necrosis and hemorrhage.

Immunoperoxidase stain with antibody for cyto-
keratin was strongly postivie in the cytoplasm of
these tumor cells in the epithelial element, but
negative in the stromal element.

COMMENTS

Carcinosarcoma is a controversial tumor, partic-
ularly as to whether a true carcinosaroma really
exists”. Sarcomatous metaplasia of a spindle cell or
pleomorphic carcinoma and florid sarcomatous
reaction in a carcinoma are somtimes confused®.
Osteoid and cartilage, which appear to be malig-
nant, may be present in a spindle or pleomorphic
carcinoma in certain organs, such as the breast,
esophagus, and larynx®*. There are 18 reported
cases of this type of tumor in the literature™®,
Present case is very similar to the reported case of
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carcinpsarcoma of the gallbladder by Mehrotra et
al™ and Aldovini et al®.

The clinical and pathological features of theze 18
cases and our own are listed in Table 1. There are
no substantial differences in the clinical and path-
ological aspects. They occurred in those over 40 and
mostly in females. Gallstones are commonly as-
sociated with this type of tumor. It 18 unique but
present case did not contain gallstone, It is of inter-
est that 6 cazes showed a polypoid growth in con-
trast to carcinoma which commonly grows diffusely
in the wall. This polypoid or exophytic growth is
also a hallmark of pseudosarcomatous carcinoma in
the ezophagus, bronchi, and larynx, which had more
favorable outcome than the carcinoma®™®', Thirteen
cases had heterologous components, such as carti-
lage and ostecid. Rhabdomvosarcomatous differen-
tiation was documented in 2 cases.

The histologic diagnosis of carcinosarcoma may
be open to question. Before the tumor in the present
case can be accepted as a further example, the
various histological appearances that can simulate
a carcinosarcoma have to be ruled out®. The possi-
bility to be considered are (a) an undifferentiated
carcinoma growing in a sarcomatoid manner: (b)
exuberant benign stromal reaction with osseous
metaplasia in a carcinoma; (¢) 4 $arcoma incorpor-
ating benign non-neoplastic epithelial structures as
inclusion; and (d) collision of an adenocarcinoma
with an independant osteosarcoma. In the present
case the sarcomatous element consisited not only
spindle and pleomorphic cells but had differentiated
into neoplastic osteoid tissue and nonlamellar bony
trabeculae, leaving little reason to doubt that a
malignant mesenchymal component 15 present. In
the present case, the epithelial element was frankly
carcinomatous and invaded lymphatic channels.
The possibility of a carcoma with benign epithelial
inclusions can therefore be excluded. Calcification
or even ossification of the gallbladder is not an
uncommon sequel to chronic cholecystitis and may
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also be found in association with a carcinoma. This
possibility is excluded by the presence of neoplastic
osteoid tissue and the complete absence of dystro-
phic calcification. In the present case carcinomatous
element was found to be sharply delineated from the
sarcomatous component. No transition is seen
between the two types of tissue, so we can rule out
an adenocarcinoma growing in the sarcomatoid
manner. There was also intimate mingling of sar-
comatous and carcinomatous tissues and the two
elements were clearly distinguishable from each
other. A collision tumor does not show widespread
mixture of sarcomatous and carcinomatous ele-
ments.

It is interesting to note that the epithelium of
urinary bladder and gallbladder has been found
experimentally to act as a stimulus to heterotopic
ossification. In view of the capacity of the epi-
thelium of the gallbladder to induce bone formation,
it is not surprising that a composite tumor with
carcinomatous and osteosarcomatous elements
should occur in this site®,

Classification of those tumors that appear to
contain  fissue of endodermal (epithelial) and
mesodermal origin is difficult. Tumors of this type
have been reported as either malignant mixed
tumors or carcinosarcomas. Proper designation of
this type of tumor is open to discussion. The term
carcinosarcoma 18 confusing and is loosely applied
to heterologous groups, often synonymously to
pseuciﬂsarmmat_ﬁus carcinoma. The term malignant
mixed tumor 18 usually used in case of uterus, where
multipotential cells, probably of Miillerian origin
are capable of differentiating to both epithelial and
mesenchymal cells with heterologous elements, such
as cartilage, bone and striated muscle®®. However,
because such primitive cells have not been seen in
the gallbladder, “carcinosarcoma”™ seems to be self-
explanatory, favorable term when restricted to a
true carcinosarcoma appending the heterologous

elements®’.

SUMMARY

A case of carcinosarcoma of the gallbladder in
70-year-old korean woman is presented, the tumor
consisting of adenocarcinomatous and undiffer-
entiated sarcomatous elements, differentiating
towards osteoid and calcified, but nonlamellar bone
formations. The problem of the histologic diagnosis
and terminology of carcinosarcoma is discussed and
the literature is briefly reviewed.
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Fig. 1. Gallbladder showing a polypoid tumor aris- Fig. 2. Adenocarcinoma clearly seperated from the
ing from the fundus. surroconding stromal element. (H&E, x 20)

NP A A v e e, !

Fig. 1. Adenocarcinama clearly seperated from Fig. 4. Adenocarcinoma in small glandular pattern

the surrounding stromal element, in which intermingled with the sarcomatous element.
individual stromal cells are wrapped by (H&E, = 100)

reticulin fibers, (Reticulum, > 100)

B T e e o g Ty ; i R ey P o T ot A
Fig. 5. Scattered tumor emboli by carcinoma cells Fig. 6. Gallbladder wall away from the polvpoid
in the base of tumor. (H&E, = 100) tumor showing infiltrating papillary
adenccarcimoma. (H&E, = 20)
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Fig. 7. Sarcomatous area showing anaplastic spin- Fig. 8. Calcified bony and uncalcified osteoid
dle cells with large hyperchromatic nuclei. trabeculae seperated by spindle cells. (H&
(H&E, »400) E, = 400)
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Fig. 9. Delicate osteoid formation and intervening Fig. 10, Osteoid trabeculae surrounded by active
osteohlasts and pleomorphic cellular tissue.

atvpical cells suggestive of chondroid
(H&E, = 400)

differentiation. (H&E, > 400)

ol . - ekl

g, 11. Myxomatous foci in the sarcomatous ele- Fig. 12. Ostecclastic-type giant cells in the sar
ment, (H&E, * 400) comatous area. (H&E, =400)
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