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Abstract A dedifferentiated acinic cell carcinomeacharacterized by its low-grade behaviour, although it has
(AciCC) of the right parotid gland with lymph node mean element of unpredictability in that it may recur many
tastases occurred in a 36-year-old woman. The tumgears later and metastasize. It has been said that there are
was associated with a bilateral well-differentiatedo histological criteria that allow prediction of the clini-
AciCC. The two components of this tumour had differentl outcome, but the evaluation of proliferative activity
(high and low) proliferative activity measured by Mib-bf tumour cells has been suggested as a prognostic factor
and different (aneuploid and diploid ) DNA content. Dg43].

spite the presence of a high-grade component, TP53 muRecently a variant of AciCC has been described [14],
tations, microsatellite instability (MSI) and/or loss ofharacterized histologically by the presence of a feature-
heterozygosity (LOH) at thp53 locus were not detect-less poorly differentiated component with a predictably
ed. Although the follow-up of the patient is very shorinore aggressive behaviour. This variant arises in conti-
the aggressiveness of the tumour is shown by a requity with typical low-grade AciCC, but shows a con-
rence in the right parotid within 4 months and by the ragpicuous pleomorphism and lack of differentiation. This

id development of regional metastases. is therefore regarded as an example of dedifferentiation
in a tumour.

Key words Dedifferentiated acinic cell carcinoma - We report here another example of dedifferentiated

Parotid - Ploidy - Proliferative activity - AciCC, which arose in the right parotid gland against a

TP53-MSI-LOF background of bilateral low-grade AciCC. In the present

case the morphological study has been complemented by

immunohistochemistry for Mibl to detect proliferative

Introduction cells, DNA ploidy by image analysi§,P53 gene muta-
tions by PCR-SSCP, presence or absence of microsatel-

Acinic cell carcinoma (AciCC) is a tumour of low-graddéite instability (MSI) and/or loss of heterozygosity

malignancy with a 5-year survival rate of over 80% arfHOH) by PCR analysis both in the dedifferentiated

metastases in nearly 15% of cases [7]. It is usuatlgmponents and in the well-differentiated AciCC of both

thought of as the least aggressive of all malignant salileft and right parotid glands.

ry gland tumours [11]. Histologically and cytologically it

shows a great variety of patterns ranging from a solid

well-differentiated appearance simulating a normal gla@éinical history

to a microcystic-papillary-follicular pattern causing it t% , : .
: . . 35-year old woman presented with a well-circumscribed nodule
resemble tumours of the thyroid [11]. AciCC is a|59.5 cm in diameter in the superficial lobe of the left parotid gland.

Superficial parotidectomy was performed with preservation of the
; ; - ; facial nerve. At follow-up 1 year later a similar mass was identi-
1. . .
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Fig. 1a Superficial left parotidectomy: 2.5 cm roundish, well-cir
cumsbribed tumour mass with surrounding adjacent normal pat%?—su'ts
id. H&E, x4. b High magnification showing well-differentiated
AciCC (“blue dot tumour”) with solid pattern. H&E, x 0 The superficial left parotidectomy specimen showed a
roundish, well-demarcated tumour 2.5 cm in diameter
(Fig. 1a). Histology revealed a well-differentiated AciCC
Materials and method sometimes known as “blue dot tumour” (Fig. 1b), with a
predominantly solid but focally microcystic pattern at the
All the surgical specimens were processed routinely. Sectiriphery without pleomorphisnit appeared completely
were preparﬁdticlglcthh:mqgtrrlvetﬂgog?llowi%rénggi ;g?ys;ﬂgggdﬁ;h&%ccised with a satisfactory margin of clearance.
or immunohistochemistry oodie The right parotidectomy specimen removed 1 year la-
cmployec M 1 (1100, Imunetec) p53,(007, 1400, viee: consisted of paroiid issu of 2x1.5xL cm containing
Wafl, (1:400; S. Cruz). a 1.5-cm well-circumscribed roundish nodule close to
Immunostaining was performed by a sensitive streptavidin—bite margin of resection. Histologically (Fig. 2a, b) the
O oaemy B o ot s ot comm o1l part of the tumour was necrotc and suriounded
gd. The antigen retrieval was carried out by pretreatingpsection (anm of viable tumo_ur. Th‘? latter was composed
95°C for 6 min in an autoclave. Ig. 2c) partly of well differentiated acinar-type cells
For Ploidy analysis, histological sections were used. After d&ith dark basophilic cytoplasmic granules and partly of
waxing and hydratation the specimens were Feulgen stained ¢mcytial-like sheets of cells with vesicular nuclei, prom-

cording to the directions of the ESACP Consensus Meeting [fent nucleoli frequent mitoses and necrosis. In this latter
Ploidy analysis was performed using the Cires-Vidas imagin

system (Zeiss, Kontron Elektronik, Oberkochen, Germany) as p?&mpone”t most tumour cell nuclei were immunostained
viously described [17]. The well-differentiated AciCC of the firsby Ki-67-related antigen (Mib-1) while in the former on-

surgical specimen (left parotid), the well- and dedifferentiatég occasional nuclei were labelled (Fig. 2d, e). There was
component of the second specimen (right parotid) and the defiy evidence of intermixture or transition between the

ferentiated cells of the first recurrence were all evaluated by im : . .
analysis. Results of the cytophotometric DNA measurements, components (Fig. 2c). Occasionally at the periphery

the basis of the histograms obtained, were expressed as diphfidhe sheets there were densely granulated cells closely
and aneuploid. resembling acinic cells. There were also small cells with
Molecular analysis of TP53 and p53-microsatellite markep/knotic nuclei suggesting apoptosis.

were performed as described by Lavarino et al. [10] and Thibod- ; ; ;
eau et al. [16] respectively, following microdissection under the The third surgical specimen removed 4 months later

microscope of methylene-blue stained sections obtained from d 16 months after that shown in Fig. 1) comprised a
malin-fixed paraffin-embedded tissues that allowed precise sepa#l cm ellipse of skin with a scar and underlying right
tion of dedifferentiated and well-differentiated tumour comp@arotid gland, which contained a tumour 2.3 cm in diam-
nents from normal tissue, which was used as a source of congdy with poorly circumscribed margins and a haemor-
DNA with minimal reciprocal contamination. rhagic, partly yellow, cut surface that involved both the
superficial and the deep lobe of the right parotid gland.
The tumour was composed of solid sheets with an oc-
casional cribriform pattern of cells showing vesicular nu-
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Fig. 2a—e Surgical specimen from right parotidectomy resected 1 The previous specimens from the left parotid and the
%éeagoﬁggggebwr;?i% %EO\‘/’;’;bilg FigléﬂTg?ﬁg‘?ggt?&'ugngS r':ecr;%téearlier right parotid resection were reviewed. The tumour
carcinoma sho)(/ving syncytial—likg angcribriform patten?&rgeas in the left pa_rotld was cpnflrmed as a IOV_V'grade AC'C.:C'
of well-differentiated AciCC adjacent to dedifferentiated carcind-nN€ tumour in the first right parotid specimen on review
ma with lymphocytic infiltrate drrows). d, e Most tumour cells was seen to be made up of two components correspond-
show nuclear Mib-1 immunostaining in the dedifferentiated corhg to a typical low-grade AciCC and a second tumour
gg??ﬁtfhlg \‘,’V%rl‘lt_zja}fsftérgﬂ'ﬁ’;gg‘gﬂg‘;gﬂg‘;”é?g%:lr)‘efx”if%e;gg? PSowing features identical to those seen subsequently in
e x40 the total parotidectomy specimen. Three of 14 lymph
nodes contained metastatic poorly differentiated carcino-
ma with the same features as the recurrent tumour of the
clei, prominent nucleoli and irregular chromatin. Thetetal parotidectomy specimen. The largest metastasis was
was severe nuclear atypia with mitoses and a great d&8&lcm in diameter.
of necrosis (Fig. 3a). The cells occasionally had moreKi-67-related antigen (Mib-1) stained the nuclei of
basophilic cytoplasm mimicking rudimentary acinar fomost tumour cells in the dedifferentiated component
mation. Only in these rudimentary acini was PAS-D po&-ig. 2c ) and only occasional cells in the well-differenti-

itivity identified (Fig. 3b). ated components, but they were not labelled by p53
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Fig. 3a b Histology of the
right total parotidectomy speci-
men removed 4 months after
the tumour shown in Fig. 2 and
16 months after that shown in
Fig. 1.a The tumour cells are
mostly composed of poorly dif-
ferentiated carcinoma showing
extensive necrosis. H&E, x50
b Tumour cells with PAS-D-
positive cytoplasmic granules
mimicking rudimentary acinary
formation. PAS-D, x5:}

(D0O7). There was focal positive immunostaining witan aggressive tumour, which was interpreted as dediffer-
mdm2 and p21. entiated AciCC. Such dedifferentiated AciCC have been
The well-differentiated AciCC of the first surgicadescribed by Stanley et al. [14], who reported 6 cases of
specimen (left parotid) had a diploid DNA content; then otherwise well-differentiated AciCC that harboured a
same was observed in the well-differentiated componeghchronous (5 cases) or metachronous (1 case) dedif-
of the second specimen (right parotid), while aneupldierentiated carcinoma. The clinical characteristics were
DNA was present in the dedifferentiated component different from those of an ordinary low-grade AciCC,
the same specimen and in the tumour cells of the first et were very similar to the present one in that there was
currence, which was composed entirely of dedifferentigtain, the deep and the superficial lobe were involved, the
ed cells. well-differentiated and poorly differentiated components
No evidence offTP53 mutation was observed in thewere synchronous, and the tumour mass developed rap-
exons analysed (exon 5-8), and nor was the presencllgfin the right parotid gland. However none of Stanley
MSI and/or LOHp53- dinucleotide alteration detected iret al.’s 6 cases had bilateral AciCC. As in the present
either the well-differentiated or the dedifferentiated comase, only 1 patient had cervical lymph node involve-
ponents of the tumour. ment. More recently Henley et al. [9] reported another
case of dedifferentiated AciCC in a 46-year-old man
with cervical lymphadenopathy similar to that seen in
Discussion our case, but without bilaterality. The histological de-
scription in both papers underlies the clear-cut separa-
The essentially nonaggressive behaviour of AciCC tisn between the low- and the high-grade components of
well documented [7]. In the past AciCC were thought #ciCC [9, 14], with no evidence of intermixture or tran-
be mostly benign, with only occasional cases showiajion between the two tumour cell populations. This
recurrences or metastasis, but Buxon [3] emphasizedfihding was also observed in our case, particularly in the
malignant potential and they have recently all been cléisst surgical specimen of right parotid gland, where the
sified as malignant tumours [11]. It is difficult to explaimedifferentiated component was already present, thus
why most cases of AciCC behave like benign tumoufslfilling the criteria for dedifferentiated AciCC. In addi-
whilst similarly classified cases behave aggressively. tion, most of the tumour was necrotic. This may have
The case we have described showed the typical feaen the result of an earlier FNA procedure as it is
tures of a low-grade AciCC with clear acinar formatioknown that total or subtotal tumour infarction can follow
and PAS-D-positive cytoplasmic granules and bilateraiNA [4]. However, in the first recurrence 4 months later
ty. It is known to be the second most commonly bilatetthle tumour was composed predominantly of poorly dif-
tumour after Warthin’s tumour [5]. In addition, in thderentiated carcinoma although rudimentary serous acini
right parotid gland it also showed a clear-cut severeliere intermixed with the dedifferentiated component
pleomorphic contiguous component with the featuresarid necrosis was still conspicuous, suggesting that the
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latter was an intrinsic feature of this tumour, rather th&nknowledgements This work was supported by grants from
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aggressive behaviour. In the present case there are nu-

merous features supporting the view that AciCC is a

highly aggressive poorly differentiated tumour. In addgeferences
tion to the poorly differentiated pleomorphic appearance
with necrosis and numerous mitoses, the tumour celis patsakis JG, Chinn EK, Weimert TA, Work WP, Krause CJ
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