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{Cual seria su diagnéstico y tratamiento?

What would the diagnosis be and the treatment?

Paciente varén de 59 afios de edad,
con hipertension arterial y episodio de
Herpes zoster en los tres meses previos,
acude a la consulta de Cirugia Oral y
Maxilofacial por tumoracién submandi-
bular derecha de quince afios de evolu-
cién, que ha experimentado aumento
de tamafio e induracién progresivos en
los dos Gltimos meses. El paciente refie-
re ausencia de otro signo o sintoma.

A la exploracion fisica se objetiva una
tumoracion localizada en la celda sub-
mandibular derecha de 2,5 a 3 cm de dia-
metro, bien delimitada, mévil, de consis-
tencia dura y no adherida a piel ni a pla-

Male patient, 59 years old,
with arterial hypertension
and Herpes zoster episode
during the three previous
months, attended the Oral
and Maxillofacial surgery
because of a submandibular
tumor on the right side,
which had developed fifteen
years previously but which
had, for the last two months,
increased progressively in size
and in induration. The
patient reported no other
signs nor symptoms.

nos profundos. No se palpan adenopatias Figura 1. Resonancia Magnética del drea cervicofacial. Obsérvese physical exploration a

cervicales homo o contralaterales. gléndula submaxilar derecha.

la imagen heterogénea polilobulada en la regién posterior de la

localized tumor was noted in

Se solicita la realizacién de una Pun- Figure 1. Magnetic resonance or the cervicofacial area. Note the poli- the submandibular cell on
cién-Aspiracion con Aguja Fina (PAAF). lobulated heterogeneous image in the posterior area of the right sub-  the right side of 2,5 to 3 cm

En los frotis correspondientes a la pri- maxillary gland.

mera puncién se observa un fondo

hemético con material de aspecto necrético entremezclado con
grupos de células epiteliales que muestran atipia citolégica con ani-
sonucleosis y nucléolo prominente. En los frotis obtenidos tras la
segunda puncién (que se realiza en el polo anterior de la lesién) se
reconoce una tumoracién primitiva de glandula salival, sin objeti-
varse ninguna célula sospechosa de malignidad.

Ante estos hallazgos, se solicita una Resonancia Magnética Nucle-
ar (RM) cervico-facial en la cual se visualiza en la regién subman-
dibular derecha una imagen de aspecto polilobulado de 2,8 cm de
didmetro mayor de bordes bien definidos, en la mitad posterior de
la glandula submandibular derecha (Fig. 1). La sefal es heterogé-
nea en las secuencias potenciadas en T2, hipointensa en las secuen-
cias potenciadas en T1, y con realce irregular tras la administracion
de gadolinio. No se observan adenopatias en las cadenas ganglio-
nares cervicales. Tampoco se objetiva invasion de los vasos del espa-
cio carotideo o alteraciones de la sefial en el cuerpo de la mandi-
bula.

in diameter, clearly defined,

mobile, with a hard consis-
tency and not stuck to the skin nor to deep planes. No cer-
vical homo nor contralateral cervical adenopathies were
noted on palpitation.

A puncture with fine needle aspiration (FNA) was request-
ed. In the smear corresponding to the first puncture, a hemat-
ic base was observed with necrotic looking material inter-
mixed with groups of epithelial cells, having atypical cytol-
ogy with anisonucleosis and prominent nucleolus. In the
smears obtained after the second puncture (which was made
on the anterior apex other side of the lesion) a primitive tumor
of the salivary gland was observed, but no malignant look-
ing cell was observed.

With these finding, a cervicofacial Nuclear Magnetic Res-
onance (MR) was requested which showed that the largest
diameter of the polilobulated image was 2,8 cm, that it had
well defined borders and that it was situated on the poste-
rior half of the submandibular gland on the right side (Fig.
1). The signal was heterogeneous in the T2 weighted
sequences and there was a high signal intensity in the T1
sequences. After gadolinium administration an irregular sur-
face was also observed. No adenopathies in the cervical gan-
glion chain were seen. An invasion of the carotid space ves-
sels was not observed either nor signal alterations in the
mandibular body.
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Adenocarcinoma ex adenoma pleomorfo

de glandula submaxilar

Adenocarcinoma ex pleomorphic adenoma of the submaxilar gland

R. Gonzalez Garcia', A. Capote Moreno!, V. Escorial Herndndez!, S. Hyun Nam3,

F.J. Rodriguez Campo?

El paciente es sometido a intervencién quirlrgica para extirpa-
cién de la tumoracion, realizandose submaxilectomia derecha. Se
realiza biopsia intraoperatoria. Macroscépicamente se identifica una
nodulacién blanquecina de consistencia firme de 3,5 cm de dia-
metro con alguna zona de necrosis, que no alcanza los bordes qui-
rargicos de la pieza. Microscépicamente se observa un pequefo
grupo de células sugestivas de malignidad. Dado lo confinado de
este grupo de células, la existencia de margenes libres y la ausen-
cia clinica y radioldgica de adenopatias cervicales, se desestima la
realizacion de cirugia adicional.

En el estudio anatomopatolégico definitivo, al examen micros-
cépico, se observa la nodulacién con dos éreas bien diferencia-
das. Una de ellas esta formada por células epiteliales que se dispo-
nen formando glandulas y que se extienden sobre un estroma fibro-
mixoide, diferencidandose elementos miscondroides, sugestivo de
adenoma pleomorfo. En continuidad con estas éreas se identifica
una pequefia poblacion epitelial, marcadamente atipica, que pre-
senta nlcleos pleomorficos e hipercromaticos, aumentados de tama-
flo, con nucleolos prominentes y abundantes mitosis, que se dis-
ponen adoptando un patrén papilar o a modo de masas sélidas,
sobre un estroma hialinizado con zonas de necrosis y de intensa
fibrosis. El componente maligno infiltra la cadpsula del adenoma ple-
omorfo, sobrepaséandola en algunos puntos, sin alcanzar el borde
quirdrgico de la pieza. El diagnéstico definitivo es adenocarcinoma
poco diferenciado sobre adenoma pleomorfo de glandula subma-
xilar (Fig. 2).

Tras el informe anatomopatoldgico definitivo, se opta por el trata-
miento radioterapico local para evitar la recidiva a dicho nivel, asi como
el tratamiento radioterapico profilactico a nivel cervical homolateral.
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The patient underwent surgical removal of the tumor,
and a submaxillectomy of the right side was carried out. An
intraoperative biopsy was carried out. A whitish nodule was
macroscopically observed with a firm consistency, a 3,5
c¢m diameter, and some necrotic areas which do not reach
the surgical border of the sample. A small group of cells was
microscopically observed suggesting malignancy. Given the
confined area of the cells, the existence of clear margins, and
clinical and radiological absence of cervical adenopathies, it
was decided that no further surgery was required.

In the definitive anatomopathological study, with micro-
scopic examination, two well-defined areas of the nodule
were observed. One of the areas was formed of epithelial
cells which position themselves forming glands extending
themselves on a fibromyxoid stroma. Myschondroid elements
could be differentiated, suggesting a pleomorphic adenoma.
Next to this area there was a small, noticeably atypical,
epithelial colony, which showing pleomorphic and hyper-
chromatic nuclei, of a large size, with enlarged nuclei and
abundant mitosis, which were positioned in a papillary pat-
tern or as a solid mass, on a hyalinized stroma with necrot-
ic areas and intense fibrosis. The malignant component was
infiltrating the capsule of the pleomorphic adenoma, extend-
ing over it at some points, but without reaching the surgi-
cal border of the sample. The definitive diagnosis was poor-
ly differentiated adenocarcinoma over a pleomorphic ade-
noma of the submaxillary gland (Fig. 2).

Following the definitive anatomopathologic report, local
radiotherapy was decided upon so as to avoid recurrence at
this level, as well as prophylactic radiotherapy at a homo-
lateral cervical level.

Discussion

Pleomorphic adenoma is the most frequent type of tumor
of the salivary glands and it represents 3% of cervicofacial
tumors. It is a benign mixed tumor made up of epithelial and
mesenchymal cells. Following diagnosis, clinical evolution
can take months or years." The benign mixed tumor is classed
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Discusion

El adenoma pleomorfo es el tumor
mas frecuente de las glandulas salivares
mayores y representa el 3% de los tumo-
res cervicofaciales. Se trata de un tumor
benigno mixto formado por células epi-
teliales y mesenquimales. La evolucién
clinica es de meses a afios en el momen-
to de su diagndstico.! El tumor mixto
maligno es clasificado en tres entidades
clinicopatolégicas: 1. carcinoma ex ade-
noma pleomorfo; 2. tumor mixto malig-
no verdadero (carcinosarcoma); y 3.
tumor mixto metastatizante. Estos dos
dltimos son raros.2 El carcinoma ex ade-

ciada, que representa la mayor parte de

. . ¢ vo de adenoma pleomorfo.
los tumores mixtos malignos; las metas-

Figura 2. Imagen microscépica de gran aumento de la prepara-

. . cién histolégica. Se observa la existencia de un nido de células o )
noma pleomorfo, es una neoplasia malig- marcadamente atipicas con un centro de necrosis, en el seno de The majority of pleomorphic

na infrecuente, agresiva y poco diferen- un conjunto de células epiteliales que se disponen formando glan-  adenomas are diagnosed

Figure 2. Greatly augmented microscopic image of histological pre-
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in three clinicopathological
entities: 1. carcinoma ex
pleomorphic  adenoma;
2.true benign mixed tumor
(carcinosarcoma); and 3.
metastasizing mixed tumor.
These last two cases are
rare.2 The carcinoma ex pleo-
morphic adenoma is an
infrequent malignant neo-
plasm which is aggressive
and poorly differentiated,
representing most of the
malignant mixed tumors;
regional metastasis is com-
mon and mortality is high.3

dulas y que se extienden sobre un estroma fibromixoide, sugesti-  potween the 3¢ gnd 5th

decade of life, while carcino-

tasis regionales son comunes y la morta- paration. A nest of clearly atypical cells with a necrotic center is obser-  IMa ex pleomorphic adeno-
lidad es alta.> La mayoria de los adeno- ved in the middle of a group of epithelial cells which arrange them-  ma is extremely rare in

mas pleomorfos se diagnostica entre la
3%y 52 décadas de la vida, mientras que
el carcinoma ex adenoma pleomorfo es
extremadamente inususal en pacientes menores de 30 afios.*

En 1991, la Organizacién Mundial de la Salud (OMS) propuso
que el adenoma pleomorfo que muestra evidencia de maligniza-
cién, como caracteristicas histoldgicas y citolégicas de anaplasia,
mitosis anormales, curso progresivo y crecimiento infiltrativo, debia
denominarse carcinoma ex adenoma pleomorfo. La revisioén de la
literatura muestra que el desarrollo de un carcinoma en un ade-
noma pleomorfo preexistente tiene lugar en un 3-4% de los casos
(1,5% hasta los 5 afios y de 9,5% después de 15 afios de evolu-
cién),s y que supone el 5-15% de las neoplasias malignas de las
glandulas salivares.6

La etiopatogénesis de esta patologia resulta controvertida.
Gerughty y cols.” afirman que estos tumores son malignos desde el
inicio, ya que el 60% de los pacientes de sus series carecen de his-
toria de tumor previo, y tienen lugar principalmente en jovenes.
Por el contrario, autores como Beahrs y cols.8 sostienen que ocurre
una transformacién maligna de un tumor mixto benigno, debido
a que la edad media de aparicién de un adenoma pleomorfo es diez
afios menor que aquella para el carcinoma ex adenoma pleomor-
fo, y la mayoria de los pacientes tienen historia previa de masa duran-
te afos. Olsen y Lewis? se encuentran en esta misma linea de opi-
nion.

A la exploracion fisica se objetiva la presencia de una tumora-
cién indolora, firme y mévil.' Las caracteristicas clinicas de carci-
noma ex adenoma pleomorfo que se han descrito son: 1. larga his-
toria de adenoma pleomorfo; 2. edad avanzada; 3. localizacién
en una glandula salivar mayor; y 4. historia de crecimiento rapido
asociado ocasionalmente a dolor, afectacion neural o ulceracién.s®

El diagndstico anatomopatolégico de carcinoma ex adenoma
pleomorfo requiere la presencia de un tumor mixto reconocible en

selves forming glands and that extend themselves over a fibromyxoid
stroma, suggesting a pleomorphic adenoma.

patients under the age of
304

In 1991, the World Health
Organization (WHO) proposed that the pleomorphic ade-
noma which shows obvious signs of malignancy, such as
characteristics of histological and cytological of anaplasia,
abnormal mitosis, progressive course and infiltrative growth
pattern, should be called carcinoma ex pleomorphic adeno-
ma. Revision of the literature shows that the development
of a carcinoma in a pre-existing pleomorphic adenoma takes
place in 3-4% of cases (1,5% during the first five years and
9,5% after 15 years of evolution)* and which represents 5-
15% of malignant neoplasms of the salivary glands.s

The etiopathogenesis of this pathology is therefore con-
troversial. Gerughty et al.” claimed that these tumors are
malignant from the onset, as 60% of patients in their series
had no history of previous tumors and that these occurred
principally in young people. On the other hand, Beahrs et
al.8 claimed that a malignant transformation occurs in a
benign mixed tumor, because the average time that a pleo-
morphic adenoma takes to appear is ten years less than that
of a carcinoma ex pleomorphic adenoma, and that the major-
ity of patients have a previous history of a mass of several
years. Olsen & Lewis® are of this same line of opinion.

On physical exploration the presence of a painless, firm,
mobile tumor is observed.1 The clinical characteristics of a
carcinoma ex pleomorphic adenoma which have been
described are: 1. long history of a pleomorphic adenoma; 2.
elderly age; 3. localization in a major salivary gland; and 4.
history of rapid growth with occasional pain, neural inva-
sion or ulceration.**

The anatomopathologic diagnosis of carcinoma ex pleo-
morphic adenoma requires the presence of a recognizable
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asociacién con un carcinoma.2¢
Histol6gicamente las areas malig-
nizadas son adenocarcinomas
moderada o pobremente diferen-
ciados, o carcinomas indiferen-
ciados. Cuando existen zonas de
necrosis o hemorragia en un ade-
noma pleomorfo, la posibilidad de
transformacion maligna debe con-
siderarse.6 Auclair y Ellis,* consi-
deran que la hialinizacién y la acti-
vidad mitética moderada son los
Unicos factores histoldgicos de los
tumores mixtos atipicos que se
asocian significativamente con un
incremento del riesgo de trans-
formacién maligna. Para Spiro y
cols.’ la presencia de células
hipercromaticas con atipia en el
seno de un estroma hialino cons-
tituye la evidencia microscépica
mas precoz de transformacion
maligna. Eneroth y Zetterberg, "
sugieren que, a medida que los
tumores mixtos crecen, las células
pueden experimentar una trans-
formacién que induzca el com-
ponente carcinomatoso. Se basan
en el hallazgo de poblaciones de
células diploides en adenomas ple-
omorfos de menos de 1 afio de
evolucion y tetraploides en los de
mas de 5 afios de evolucion, de
modo similar a lo hallado en el car-
cinoma ex adenoma pleomorfo.2

Con respecto a la superviven-
cia, el estadiaje, el grado tumoral,
el indice de proliferacion, la pro-
porcién de carcinoma, y la exten-
sion de la invasion, son factores
pronésticos.s El factor pronéstico
aislado mas importante es la
extension del tumor fuera de la
capsula.2 Se ha sugerido que si el
componente carcinomatoso se
encuentra contenido en el inte-
rior de la cdpsula del adenoma

pleomorfo, el pronéstico es favorable. Se ha observado que la fija-
cién del tumor disminuye la tasa de supervivencia del 53% al 14%
y que en un 25% de los casos se producen metéstasis regionales
linfaticas cervicales.32 Diversos autores,s7.910 presentan tasas de
supervivencia globales del 30 al 65% a los cinco afios, con una tasa
de recurrencia del 40 al 50%. En una serie de siete carcinomas ex
adenoma pleomorfo de nuestro Servicio, se obtuvieron los resulta-

dos reflejados en la tabla 1.

Sexo

Edad media
Tamario tumoral
Localizacion
Extension regional

Afectacion ésea
Estadios
Cirugia
Cirugfa cervical

Mérgenes

Reconstruccién

Radioterapia postoperatoria

Tasa de recurrencia

Supervivencia a los 4 afios

Sex

Average age
Tumor size
Localization

Extension within region

Bone affectation
Stages

Surgery

Cervical surgery

Margins

Reconstruction

Postoperative radiotherapy

Recurrence level
Survival rate at 4 years

Adenocarcinoma ex adenoma pleomorfo de glandula submaxilar

Tabla 1. Estadistica descriptiva de una serie de 7 casos de carcinoma ex ade-
noma pleomorfo de glandulas salivares. DFH: diseccién funcional homolateral,
DRC: diseccién radical cervical.

42,9% V, 57,1% M.

65 anos (42-78).

100% de los casos >2 mm.

85,7% parétida, 14,3% paladar blando.
71,4% no extensién regional,

14,3% a nasofaringe, 14,3% a piel.
14,3%.

lenel 71,4%, Il en el 14,3%, IV en el 14,3%
Local 85,7%, local + hueso 14,3%

42,9% no, 14,3% DFH, 28,6% DRC,
14,3% perdidos

Correctos 28,6%, afectacién microscépica
42,9%, afectacion macroscopica 14,3%,
libre insuficiente 14,3%

Cierre directo 71,4%, microquirdrgica 14,3%,
osteomiocutaneo pectoral 14,3%

57,1%

42,8% en cuatro afios

57,1% sin enfermedad residual,

14,3% vivos con tumor,

28,6% fallecidos a causa del tumor.

Table 1. Descriptive statistics of a series of 7 cases of carcinoma ex pleomorphic
adenoma of salivary glands. HFD: homolateral functional dissection. RCD: radi-
cal cervical dissection.

42,9% M, 57,1% F

65 (42-78)

100% of cases >2 mm

85,7% parotid, 14,3% soft palate
71,4% no regional extension

14,3% to nasopharynx, 14,3% to skin
14,3%

lin 71,4%, 1l in 14,3%, IV in 14,3%
Local 85,7%, local + bone 14,3%
42,9% no, 14,3% HFD, 28,6% RCD,
14,3% lost

Correct 28,6%, microscopic affectation
42,9%, macroscopic affectation 14,3%,
insufficiently clear 14,3%

Direct closure 71,4%, microsurgical 14,3%,
pectoral osteomiocutaneous14,3%
57,1%

42,8% over 4 years

57,1% with no residual illness,

14,3% alive with tumor,

28,6% died because of tumor

mixed tumor in asso-
ciation with a carci-
noma.2¢ Histologi-
cally the malignant
areas are moderately
to poorly differentiat-
ed, or undifferentiat-
ed carcinomas. When
there are necrotic or
hemorrhagic areas in
a pleomorphic ade-
noma, the possibili-
ty of malignant trans-
formation should be
considered.s Auclair
and Ellis* consider
that hyalinization
and moderate mitot-
ic activity are the only
histological factors of
atypical mixed
tumors which can be
significantly associat-
ed with an increased
risk of malignant
transformation. For
Spiro et al.’” the pres-
ence of atypical
hyperchromatic cells
within the middle of
a hyaline stroma con-
stitutes immediate
microscopic evidence
of malignant trans-
formation. Eneroth
and Zetterberg'! sug-
gest that, as the
mixed tumors grow,
the cells can experi-
ment a transforma-
tion which leads to
the carcinomatosis
component. This is
based on finding
colonies of diploid
cells in pleomorphic
adenomas with an

evolution of at least one year, and tetraploid in those with
an evolution of more than five years, similar to the discov-
ery related to carcinoma ex pleomorphic adenoma.’2

With regard to survival rates, tumor grading and stag-
ing, proliferation rate, carcinoma proportion, and extent of
the invasion, these are prognostic factors.¢ The most impor-
tant isolated prognosis is the extension of the tumor outside

the capsule.? It has been suggested that if the carcinoma-
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Con respecto al tratamiento, éste debe ser individualizado, aten-
diendo a la localizacién, al subtipo histolégico y al grado tumoral.
El tratamiento de eleccién es la extirpacion de la glandula submaxi-
lar con reseccion total del tumor con mérgenes libres.! Algunos auto-
res recomiendan la diseccién cervical electiva para tumores de alto
grado. Segun diversos estudios, el tratamiento radioterapico puede
ser empleado como alternativa a la cirugia en el manejo del tumor
primario. Asi mismo, la radioterapia adyuvante postoperatoria (a la
que nos adscribimos en este caso) ha demostrado una mayor efica-
cia que la cirugia aisladamente,s y una disminucién de la tasa de recu-
rrencia locorregional.3 Por Ultimo, en los pacientes con recurrencia
de metastasis a distancia debe considerarse la quimioterapia.

Conclusiones

Como conclusién apuntamos que todos los tumores mixtos
benignos de glandulas salivares, y muy particularmente los que
ocurren en la glandula submaxilar, tienen la capacidad de malig-
nizar; que las diferencias morfoldgicas entre los adenomas pleo-
morfos que evolucionan a transformacién maligna y los que no lo
hacen, son minimas; y, finalmente, que la mejor prevencién del car-
cinoma ex adenoma pleomorfo consiste en la resecciéon temprana
de la neoplasia glandular benigna.
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tous component is contained within the capsule of the pleo-
morphic adenoma, the prognosis is favorable. It has been
observed that fixation of the tumor has reduced the survival
rate from 53% to 14% and that in 25% of cases cervical
lymphatic, regional metastasis is produced.3? Several
authorss7.210 present global survival rates between 30 to
65% at five years., with a recurrence rate of 40 to 50%. In
a series of seven carcinomas ex pleomorphic adenomas in
our Service, the results shown in table 1 were achieved.

With respect to treatment, this should be individual, tak-
ing into account localization, histological subtype and tumor
grade. The treatment of choice is the extirpation of the sub-
maxillary gland with total resection of the tumor with clear
margins.” Some authors recommend elective cervical dis-
section for high-grade tumors. According to several stud-
ies, radiotherapeutic treatment can be used as an alterna-
tive to surgery in the management of a primary tumor. Like-
wise, postoperative adjuvant radiotherapy (to which we sub-
scribe in this case) has shown a greater efficiency than surgery
on its own5 and a reduction of locoregional recurrence.3 Last-
ly, in patients with recurring metastasis in other organs,
chemotherapy should be considered.

To conclude we would indicate that all benign mixed
tumors of salivary glands have the capacity of becoming
malignant, particularly those is the submaxillary gland; that
the morphological differences between pleomorphic adeno-
mas that reach malignant transformation and those that do
not are minimal; and finally, that the best prevention of the
carcinoma ex pleomorphic adenoma consists in the prompt
resection of the benign glandular neoplasm.



