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Metastasis cervical contralateral en el
carcinoma epidermoide de la cavidad oral.
Estudio clinico analitico retrospectivo en 315
pacientes primariamente tratados con cirugia

Contralateral neck metastasis in squamous cell carcinoma of the oral cavity.
An analytical retrospective clinical study of 315 patients primarily treated with

surgery
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Resumen: Objetivos. Existen en la literatura numerosos estudios en relacién
con los factores prondsticos implicados en la aparicién de metéstasis cervi-
cales ipsilaterales en el carcinoma epidermoide de cavidad oral. Sin embar-
go, no existen estudios clinicos amplios acerca de la asociacién de factores
clinico-patolégicos y la aparicién de metastasis cervicales contralaterales tras
la reseccién quirdrgica del tumor primario. El propésito de este estudio es el
andlisis de los factores implicados en la aparicién de metastasis cervical
contralateral en pacientes con carcinoma epidermoide de cavidad oral pri-
mariamente tratados con cirugia.

Pacientes y métodos. Se analizé una serie de 315 pacientes consecutivos con
carcinoma epidermoide de la cavidad oral no tratados previamente. Se
realizé un estudio complementario del subgrupo de 203 pacientes con
carcinoma epidermoide del borde lateral de la lengua libre, por tratarse de
un grupo muy prevalente en la serie analizada. Todos los pacientes recibie-
ron tratamiento quirGrgico con o sin tratamiento radioterapico adyuvante.
Varias fueron las variables clinicas e histopatolégicas analizadas, como son:
las caracteristicas clinicas del tumor, el estadio tumoral, el grado de dife-
renciacién histolégica, el tipo de diseccién cervical, la supervivencia enfer-
medad-especifica, los margenes quirdrgicos en la pieza resecada, la exten-
sién ganglionar extracapsular, la diseminacién perineural y la afectacion ésea.
Resultados. La duracién media del seguimiento de los pacientes que sobre-
vivieron fue de 70,9 + 49,6 meses. Ochenta y tres pacientes murieron a causa
de la enfermedad a lo largo del seguimiento. Cuarenta y siete de estos per-
tenecian al subgrupo de pacientes con carcinoma epidermoide de lengua.
Un total de 147 pacientes permanecia vivo sin evidencias de recurrencia de
la enfermedad al final del periodo de seguimiento, 116 de los cuales corres-
pondian al subgrupo de pacientes con carcinoma epidermoide de lengua.
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Abstract: Objectives. There are numerous studies in the literature
on the prognostic factors involved in the appearance of ipsilateral
neck metastasis in squamous cell carcinoma of the oral cavity.
However, there are no extensive clinical studies on the association
of clinicopathological factors and the appearance of contralateral
neck metastasis after the surgical resection of the primary tumor.
The object of this study is to analyze the factors implied in the
appearance of contralateral neck metastasis in patients with
squamous cell carcinoma of the oral cavity treated primarily with
surgery.

Patients and methods. A series of 315 consecutive patients with
squamous cell carcinoma of the oral cavity, who had not been
treated previously, were analyzed. A complementary study of a
subgroup of 203 patients with squamous cell carcinoma of the
lateral border of the mobile tongue was carried out, as this was a
very prevalent group in the series analyzed. The patients all received
surgical treatment with or without adjuvant radiotherapy treatment.
Various clinical and histopathological variables were analyzed, such
as the clinical characteristics of the tumor, tumor stage, degree of
histological differentiation, type of neck dissection, disease-specific
survival, surgical margins of the resected specimen, extracapsular
lymph node extension, perineural dissemination and bone
involvement.

Results. The mean follow-up of patients who survived was 70.9 +
49.6 months. Eighty-three patients died as a result of the disease
during the follow-up period. Forty-six of these belonged to the
subgroup of patients with squamous cell carcinoma of the tongue.
A total of 147 patients remained alive with no evidence of disease
recurrence at the end of the follow-up period, 116 of whom
corresponded to the subgroup of patients with squamous cell
carcinoma of the tongue. The mean rate of disease-free survival
was147+ 6 months. Twenty-nine (9.1%) of patients developed
ipsilateral neck recurrence, while 18 (5.69%) showed contralateral
neck recurrence. For patients with squamous cell carcinoma of the
tongue, and considering the percentages in relation to the 203
patients with this entity, these figures were 20 (9.8%) and 9 (4.4%)
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El tiempo de supervivencia medio libre de enfermedad fue 147+ 6 meses.
Veintinueve (9,1%) pacientes desarrollaron recurrencia cervical ipsilateral,
mientras que 18 (5,69%) mostraron recurrencia cervical contralateral. Para
los pacientes con carcinoma epidermoide de lengua, y considerando los por-
centajes en relacién a los 203 pacientes con esta entidad, estas cifras fue-
ron de 20 (9,8%) y 9 (4,4%), respectivamente. El tiempo medio de apari-
cién de las metastasis cervicales desde la cirugia fue de 12,52 meses (rango:
3-49), algo menor para el subgrupo de pacientes con carcinoma epidermoide
de lengua (11,4 meses, rango: 3-27). Dieciocho de los 29 pacientes con recu-
rrencia cervical ipsilateral murieron finalmente de la enfermedad. Siete de 18
pacientes con metéstasis contralateral murieron igualmente de la enferme-
dad. En el subgrupo de pacientes con carcinoma epidermoide de lengua,
estas cifras fueron: catorce de 20 pacientes con metastasis cervical ipsilateral
y ocho de 9 pacientes con metastasis cervical contralateral. Varios factores
clinicopatolégicos mostraron asociacién estadisticamente significativa (p<0,05)
con respecto a la aparicién de metastasis cervical contralateral, como: tiem-
po hasta el diagnéstico, estadio tumoral, diferenciacién histopatolégica, mar-
genes quirdrgicos en la resecciéon del tumor primario, espesor tumoral, tipo
de diseccién cervical e infiltracién perineural. Por el contrario, el estadio N
clinico ipsilateral no mostré una asociacién estadisticamente significativa
en el subgrupo de pacientes con carcinoma epidermoide de lengua llibre,
y si lo hicieron el grado histolégico tumoral y la inflamacién peritumoral.
Conclusiones. La demora de 12 meses o mas en el diagnéstico de carcino-
ma epidermoide de cavidad oral se asocia a un riesgo aumentado de metas-
tasis cervical contralateral. Otros factores predictivos de la aparicion de metés-
tasis cervical contralateral son el estadio tumoral IV de la clasificacion TNM,
la pobre diferenciacién histopatolégica del tumor primario, la presencia de
margenes quirlrgicos menores de 1 cm en la pieza de reseccién del tumor
primario, la realizacién de diseccién cervical funcional ipsilateral de modo
aislado y la afectacién perineural. La presencia de adenopatias cervicales ipsi-
laterales clinicamente positivas en el momento del diagnéstico se asocia con
una incidencia aumentada de recurrencia cervical contralateral en el carci-
noma epidermoide de cavidad oral. La aparicién de la mayoria de los casos
de recurrencia cervical contralateral en los dos afios siguientes a la cirugia,
hace precisa la realizacion de un seguimiento estrecho de estos pacientes.

Palabras clave: Carcinoma epidermoide; Cavidad oral; Lengua; Metasta-
sis cervical.
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Introduccion

Numerosos factores clinicos y patoldgicos han sido considerados
prondsticos de aparicién de recurrencia cervical en el carcinoma epi-
dermoide de la cavidad oral, como la localizacién del tumor prima-
rio, el tamano tumoral, el estadio tumoral, el grado de diferenciacién
histoldgica, el espesor tumoral y la invasién perineural.'-3 De igual
modo, se ha demostrado asociacion entre la aparicion de recurren-
cia cervical y mal prondstico.# Mas aln, la apariciéon de recurrencia
cervical tras la realizacién de diseccion cervical radical tiene casi inva-
riablemente una evolucién nefasta.s

Tradicionalmente, el carcinoma epidermoide de la cavidad oral
localizado en la linea media ha sido asociado con una tasa mayor
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respectively. The mean time it took for neck metastasis to appear
following surgery was 12.52 months (range 3-49), somewhat less
for the subgroup of patients with squamous cell carcinoma of the
tongue (11.4 months, range 3-27). Eighteen of the 29 patients
with ipsilateral neck recurrence finally died of the disease. Seven of
the 18 patients with contralateral metastasis also died of the disease.
In the subgroup of patients with squamous cell carcinoma of the
tongue these figures were: 14 of the 20 patients with ipsilateral
neck metastasis and eight of the nine patients with contralateral
neck metastasis. Various clinicopathological factors showed an
association that was statistically significant (p<0.05) with regard
to the appearance of contralateral neck metastasis such as: time
until diagnosis, tumor stage, histopathological differentiation, surgical
margins with regard to primary tumor resection, tumor thickness,
type of neck dissection and perineural infiltration. Only the ipsilateral
clinical N stage showed a statistically significant association (p<0.05)
in the subgroup of patients with squamous cell carcinoma of the
mobile tongue.

Conclusion. A delay of 12 months or more in the diagnosis of
squamous cell carcinoma of the oral cavity is associated with an
increased risk of contralateral neck metastasis. Other predictive
factors for the appearance of contralateral neck metastasis are stage
IV tumor by TNM classification, the poor histopathological
differentiation of the primary tumor, the presence of surgical margins
of less than 1 cm in the resection specimen of the primary tumor,
carrying out ipsilateral functional neck dissection in an isolated
fashion and perineural involvement. The presence of ipsilateral neck
nodes that are clinically positive at diagnosis is associated with
an increased incidence of contralateral neck recurrence of squamous
cell carcinoma of the oral cavity and mobile tongue. The appearance
in most cases of contralateral neck recurrence in the two years after
surgery, implied that carrying out a close following of these patients
is necessary.

Key words: Squamous cell carcinoma; Oral cavity; Tongue; Neck
metastasis.

Introduction

Numerous clinical and pathological factors have been
considered as prognostic factors in neck recurrence of squa-
mous cell carcinoma of the oral cavity, such as the loca-
tion of the primary tumor, tumor size, stage, degree of his-
tological differentiation, tumor thickness and perineural inva-
sion.™3 Similarly, the appearance of recurrence in the neck
after radical neck dissection invariably proves fatal.s

Traditionally, squamous cell carcinoma of the oral cav-
ity that is located in the midline has been associated with
an increased rate of bilateral and contralateral neck metas-
tasis.¢ This applies to the different sites: tongue, alveolar gin-
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de metastasis cervical bilateral y contralateral.s Esta afirmacion es
extensible a sus diferentes localizaciones: lengua, encia alveolar,
mucosa bucal y suelo de la boca. Con el objeto de evitar la posi-
ble explicaciéon de la apariciéon de metastasis cervicales contralate-
rales (MCC) por la localizacién del tumor primario en la linea media
de la cavidad oral, es mandatario la inclusion selectiva de tumores
que primariamente surgen en zonas laterales de la cavidad oral. De
este modo es posible el analisis de las caracteristicas primarias del
tumor y las derivadas de su manejo quirdrgico que puedan estar
asociadas con la aparicién de MCC.

En nuestro conocimiento, no existen series clinicas que estudien
los factores prondésticos especificos en relacion con la aparicién de
MCC procedentes de carcinoma epidermoide de cavidad oral pri-
mariamente tratados mediante cirugia. El propésito de este estu-
dio es determinar las caracteristicas clinicas e histolégicas que son
factor pronéstico en la aparicién de MCC en el carcinoma epider-
moide de la cavidad oral.

Material y método

La presente serie esta basada en 507 pacientes diagnosticados
de carcinoma epidermoide de cavidad oral que fueron primaria-
mente tratados en el Servicio de Cirugia Oral y Maxilofacial del Hos-
pital Universitario La Princesa, Madrid, Espafa, desde junio de 1979
a diciembre de 1999. Los pacientes fueron seleccionados a partir
de una base de datos recogidos prospectivamente. Los pacientes
fueron tratados con cirugia con o sin radioterapia coadyuvante.
La cirugia fue realizada en todos los casos por el mismo equipo qui-
rdrgico. Se considerd el estudio de factores relacionados con la ciru-
gia, y por tanto fueron desestimados aquellos pacientes que reci-
bieron tratamiento radioterapico o quimioterapico como trata-
miento primario. Solo una pequeia proporcién de los pacientes
(menos del 2%) de los pacientes con carcinoma epidermoide de la
cavidad oral no fueron incluidos en el estudio. Estos casos fueron
el resultado de enfermedad avanzada asociada a pobre estado gene-
ral del paciente en el momento del diagnéstico.

Se establecieron una serie de criterios de exclusion: (1) tumores
que aparecieron primariamente en linea media de la cavidad oral,
(2) pacientes con cancer oral o de cabeza y cuello miltiple (87 de
517 pacientes), (3) pacientes con recurrencia de un tumor prima-
rio previo (52 de 517 pacientes), (4) metastasis a distancia en el
momento del diagnéstico, (5) contraindicacion para la cirugia, por
tumor irresecable o paciente inoperable. La presencia de uno solo
de estos criterios fue suficiente para excluir el caso. Se selecciona-
ron los pacientes con tumores primariamente localizados en la zona
lateral de la cavidad oral. Dentro de estos quedan incluidos el car-
cinoma epidermoide del borde lateral de la lengua libre, encia alve-
olar distal a ambos caninos, suelo de boca distal a la altura marca-
da por la prolongacién hacia posterior de ambos caninos inferiores
y mucosa yugal. No se establecié limite alguno en el estadio tumo-
ral, incluyéndose pacientes con estadios | a IV en la clasificacién
TNM. Se establecieron los siguientes criterios de inclusién: (1) con-
firmacién histoldgica de carcinoma epidermoide de mucosa oral, y
(2) ausencia de tratamiento previo. El diagnédstico por imagen fue
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giva, buccal mucosa and floor of the mouth. In order to avoid
the possible explication for the appearance of contralateral
neck metastasis (CNM) as a result of the primary tumor site
being in the midline of the oral cavity, the selective inclusion
of tumors that arise primarily in lateral zones of the oral cav-
ity is mandatory. The analysis of the primary characteristics
of the tumor is in this way possible, together with those aris-
ing from surgical manipulation that can be associated with
the appearance of CNM.

To our knowledge, there are no clinical series that exam-
ine specific prognostic factors with regard to the appearance
of CNM from squamous cell carcinoma of the oral cavity that
has been treated primarily with surgery. The aim of this study
is to determine the clinical and histological characteristics
that are prognostic factors in the appearance of CNM in
squamous cell carcinoma of the oral cavity.

Patients and methods

This series is based on 507 patients who were diagnosed
with squamous cell carcinoma of the oral cavity and who
were primarily treated by the department of Oral and Max-
illofacial Surgery of the Hospital Universitario La Princesa,
Madrid, Spain from June 1979 to December 1999. The
patients were chosen from a data base and in a prospective
fashion. The patients were treated with surgery, with or with-
out coadjuvant radiotherapy. The surgery was carried out
in all cases by the same surgical team. Factors related to the
surgery were taken into account, and those patients who
had received radiotherapy or chemotherapy as primary treat-
ment were not included. Only a small proportion of patients
(less than 2%) with squamous cell carcinoma of the oral cav-
ity were not included in the study. These cases were the result
of advanced disease together with the poor general health
of the patient at diagnosis.

A series of exclusion criteria were established: (1) tumors
that appeared primarily in the midline of the oral cavity, (2)
patients with multiple oral or head and neck cancers (87
of the 517 patients), (3) patients with recurrence of a pre-
vious primary tumor (52 of 517 patients), (4) distant metas-
tasis at diagnosis, (5) contraindication for surgery, irremov-
able tumor or inoperable patient. The presence of just one
of these criteria was sufficient to exclude the case. Patients
were chosen with tumors that were primarily located in the
lateral area of the oral cavity. Within these, squamous cell
carcinoma of the lateral border of the mobile tongue, alve-
olar gingiva distal to both canines, floor of the mouth distal
to the height marked by the prolongation backwards of both
lower canines and jugal mucosa were included. No limit was
set for tumor stage, and patients with Stage | to IV by TNM
classification were included. The following inclusion criteria
were established: (1) histologic confirmation of squamous
cell carcinoma of the oral mucosa, and (2) absence of pre-
vious treatment. Diagnosis by imaging was established by
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establecido mediante tomografia computerizada (TC) y/o reso-
nancia magnética nuclear (RM). Se incluyeron un total de 315
pacientes con carcinoma epidermoide de cavidad oral y un sub-
grupo de 203 pacientes con carcinoma epidermoide de lengua.
El estadiaje cervical se realiz6 mediante exploracion fisica, TC y RM.

Las siguientes variables fueron analizadas para cada paciente:
edad, sexo, habitos toxicos, fecha del diagndstico, caracteristicas
clinicas del tumor, grado de diferenciacién histolégica, estadio
clinico de la clasificacién TNM, nimero y localizacién de las ade-
nopatias cervicales, tipo de reconstrucciéon quirdrgica, diseccion cer-
vical, administracién de radioterapia postoperatoria, recurrencia
local, regional y a distancia, y resultados de supervivencia enfer-
medad-especifica. El estudio histolégico incluyé las siguientes varia-
bles: clasificacion pTNM, tamafio tumoral, margenes quirdrgicos,
infiltracion perineural, inflamacion peritumoral y afectacién 6sea.

A todos los pacientes se les practicé reseccién quirdrgica del tumor
primario con margenes macroscopicos (mayores de 1 cm). Los tumo-
res fueron clasificados de acuerdo con la clasificacién de estadio tumo-
ral TNM.? Se realizaron diferentes tipos diseccion cervical: (1) disec-
cion cervical radical modificada tipo 3 ipsilateral en pacientes con
tumores (T2,T3,T4)NO o con tumores con adenopatias cervicales
menores de 3cm sin extension extracapsular (adenopatias no adhe-
ridas); (2) diseccion cervical radical modificada tipo 3 bilateral cuan-
do la invasién de la linea media de la cavidad oral estaba presente
como resultado de la extensioén desde la zona lateral de la cavidad
oral en pacientes NO y N1; (3) diseccién cervical radical clasica ipsi-
lateral cuando estaban presentes adenopatias de tamario igual y mayor
de 3 cm, adenopatias fijas o afectacion del nervio espinal; (4) disec-
cién cervical radical clésica ipsilateral junto con diseccién cervical radi-
cal modificada tipo 3 contralateral en pacientes con cuello N2 o N3
ipsilateral y cuello NO contralateral, pero con afectacién de la linea
media de la cavidad oral como resultado de la extension desde la
zona lateral; y (5) diseccién cervical radical clasica contralateral junto
con diseccién cervical radical modificada tipo 3 ipsilateral en 1 pacien-
te con adenopatia patoldgica contralateral mayor de 3cm (N2) en el
momento del diagndstico. A pesar del tratamiento agresivo inicial,
este Ultimo paciente presenté recidiva cervical contralateral durante
el seguimiento. Se consideré como una verdadera recidiva y fue inclui-
do en el estudio.

De acuerdo con el Servicio de Oncologia Radioterapica, se admi-
nistré tratamiento radioterapico coadyuvante entre 60y 70 Gy en
aquellos pacientes en quienes los margenes quirdrgicos fueron
menores de Tcm en la pieza analizada. Los tumores clasificados
como pT3 o mayores recibieron también tratamiento radioterapi-
co coadyuvante. Por lo tanto, la invasién de hueso (T4) se consi-
deré indicacion de tratamiento radioterapico. Otros factores tumo-
rales indicativos de tratamiento radioterapico complementario se
consideraron tras el analisis histol6gico: crecimiento tumoral radial,
displasia en los margenes de reseccion, invasion de vasos linfaticos
o sanguineos e infiltracién perineural. Se empleé asimismo radio-
terapia coadyuvante regional cuando se demostraron mas de 3 ade-
nopatias cervicales patoldgicas o extensién extracapsular. Solamente
aquellos casos con afectacion demostrada del cuello contralateral
fueron tratados mediante radioterapia coadyuvante en el cuello
contralateral tras la diseccién cervical.
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means of computerized tomography (CT) and/or nuclear
magnetic resonance (NMR). A total of 315 patients were
included with squamous cell carcinoma of the oral cavity
and a subgroup of 203 patients with squamous cell carci-
noma of the tongue.

The following variables were analyzed for each patient:
age, sex, toxic habits, date of diagnosis, clinical character-
istics of tumor, degree of histological differentiation, clinical
stage by TNM classification, number and location of neck
nodes involved, type of surgical reconstruction, neck dissec-
tion, administration of postoperative radiotherapy, local
regional or distant recurrence, and results of disease-spe-
cific survival. The histologic study included the following vari-
ables: pTNM classification, tumor size, surgical margins, per-
ineural infiltration, peritumoral inflammation and bone
involvement.

All patients underwent surgical resection of the prima-
ry tumor with macroscopic margins (greater than 1 cm). The
tumors were classified by TNM classification regarding tumor
stage.7 Different types of neck dissection were carried out:
(1) Ipsilateral Type 3 modified radical neck dissection in
patients with (T2,T3,T4) NO tumors, or with tumors with
neck node involvement of less than 3 cm without extra-
capsular extension (unattached nodal swelling); (2) Bilater-
al Type 3 modified radical neck dissection when there was
invasion of the midline of the oral cavity as a result of exten-
sion from the lateral area of the oral cavity in NO and N1
patients; (3) ipsilateral classical radical neck dissection when
there was swelling of 3 cm or more, attached nodes or spinal
nerve involvement; (4) ipsilateral classical radical neck dis-
section together with contralateral Type 3 modified radical
neck dissection in patients with N2 or N3 ipsilateral necks
and contralateral NO necks, but with midline involvement
of the oral cavity as a result of extension from the lateral
area; and (5) contralateral classical radical neck dissec-
tion together with ipsilateral Type 3 modified radical neck
dissection in one patient with contralateral pathological
swelling greater than 3 cm (N2) at diagnosis. In spite of ini-
tial aggressive treatment, this last patient showed con-
tralateral neck recurrence during the follow-up. It was con-
sidered a true recurrence and it was included in the study.

In accordance with the Department of Oncological Radio-
therapy, coadjuvant radiotherapy treatment was adminis-
tered that was between 60 and 70 Gy for those patients
whose specimen had margins of less than 1cm. Tumors that
were classified as pT3 or greater, also received coadjuvant
radiotherapy treatment. Regional coadjuvant radiotherapy
was used when more than three pathological neck nodes or
extracapsular extension were demonstrated. Only those cases
with contralateral neck involvement were treated by means
of coadjuvant radiotherapy of the contralateral neck after
the neck dissection.

The patients were grouped together and analyzed accord-
ing to the type of neck dissection carried out (Table 2). The
necks were classified as positive or negative for neck metas-
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Tabla 1. Pacientes con carcinoma epidermoide de cavidad oral. Recurrencia en relacién con el tipo de diseccién cervical

No. pacientes pNO neck

Tasa de recidiva Tasa de recidiva

pN+ neck
Tasa de recidiva  Tasa de recidiva

ipsilateral contralateral ipsilateral contralateral
No diseccion cervical 101 16/101 2/101 0/0 0/0
Ipsilateral radical modificada tipo 3 137 3/98 8/98 1/39 2/39
Bilateral radical modificada tipo 3 55 2/29 0/29 2/26 1/26
Ipsilateral radical clasica 13 0/0 0/0 1/8 1/8
Ipsilateral radical clasica + 5 1/2 0/2 0/3 0/3
+ contralateral radical modificada tipo 3
Ipsilateral radical modificada tipo 3 + 4 1/1(%) 1/1¢%) 0/3 0/3
+ Contralateral radical clasica
*El paciente presenté metdstasis cervical ipsilateral y contralateral al mismo tiempo.

Table 1. Patients with squamous cell carcinoma of the oral cavity. Recurrence in relation to type of neck dissection
No. patients pNO neck pN+ neck
Rate of Rate of Rate of Rate of

ipsilateral contralateral ipsilateral contralateral

recurrence recurrence recurrence recurrence
No neck dissection 101 16/101 2/101 0/0 0/0
Ipsilateral Type 3 modified radical 137 3/98 8/98 1/39 2/39
Bilateral Type 3 modified radical 55 2/29 0/29 2/26 1/26
Ipsilateral classical radical 13 0/0 0/0 1/8 1/8
Ipsilateral classical radical + 5 1/2 0/2 0/3 0/3
+ contralateral Type 3 modified radical
Ipsilateral Type 3 modified radical + 4 1/1(%) 1/1(%) 0/3 0/3

+ Contralateral classical radical

*The patient had ipsilateral and contralateral neck metastasis at the same time.

Se recogieron y analizaron los pacientes en funcién del tipo de
diseccién cervical empleada (Tabla 1). Los cuellos fueron clasifica-
dos como positivos o negativos para metastasis cervical tras su ana-
lisis histoldgico. Los eventos de recidiva cervical ipsilateral y con-
tralateral fueron registrados durante el sequimiento. Se evaluaron
las siguientes variables en relacién con una hipotética asociacién
con la aparicién de recurrencia cervical contralateral: edad, sexo,
tiempo de evolucién de la lesiéon hasta el diagnéstico, estadio cli-
nico T, estadio clinico N, estadio patolégico T, estadio patolégico
N (pN), estadio tumoral, grado de diferenciacién histopatoldgica,
margenes quirlrgicos tras la reseccion del tumor primario, espesor
tumoral (<2 mm o >2 mm), tipo de diseccién cervical, infiltracion
perineural, afectacién dsea, extension extracapsular de metastasis
por via linfatica y radioterapia postoperatoria.

El propésito del estudio es determinar aquellas caracteristicas
relacionadas con el tumor primario y su tratamiento que predicen
la apariciéon de metastasis cervical contralateral a partir de carci-
noma epidermoide de la zona lateral de la cavidad oral. Se empled
el soporte informéatico SPSS 13.0 (SPSS Inc, Chicago, IL) para el ana-
lisis de los datos. La posible asociacion entre las caracteristicas cli-
nicas y patolégicas del tumor primario con respecto a la aparicién

tasis after histological analysis. The incidences of ipsilater-
al and contralateral neck recurrence were registered during
the follow-up. The following variables were evaluated in rela-
tion to a hypothetical association with the appearance of
contralateral neck recurrence: age, sex, time the lesion had
been evolving until diagnosis, clinical T stage, clinical N
stage, pathological T stage, pathological N (pN) stage, tumor
stage, degree of histopathological differentiation, surgical
margins after resection of primary tumor, tumor thickness
(<2mm o >2mm), type of neck dissection, perineural infil-
tration, bone involvement, extracapsular extension of metas-
tasis via lymph vessels and postoperative radiotherapy.
The purpose of the study was to determine those char-
acteristics related with the primary tumor and its treatment
that can predict the appearance of contralateral neck metas-
tasis from squamous cell carcinoma in the lateral area of the
oral cavity. SPSS 6.12 (SPSS Inc, Chicago, IL) software was
used for analyzing data. The possible association between
clinical and pathological characteristics of the primary tumor
with regard to the appearance of contralateral neck metas-
tasis was determined by the Chi_square test for qualitative
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de metastasis cervical contralateral fue determinada por el test de
%2 para variables cualitativas y el test de t-Student para datos de
variables cuantitativas que seguian una distribucién gaussiana.
Las curvas de supervivencia fueron calculadas mediante el méto-
do de Kaplan-Meier. Se consideré como diferencia estadisticamente
significativa una p<0,05.

Resultados

Trescientos quince de un total de 517 pacientes con carcinoma
epidermoide de cavidad oral cumplieron los criterios de inclusion.
Doscientos tres pacientes de éstos presentaron carcinoma epider-
moide de lengua libre. La tasa hombre:mujer fue 10:7 (10:3,9 para
el subgrupo de pacientes con carcinoma epidermoide de lengua).
La media de edad fue 59,99, con un rango etario entre los 18 y los
90 afos. El tiempo medio desde la aparicion de las primeras mani-
festaciones clinicas hasta el diagnéstico fue 3,94 meses (4 meses
para el subgrupo de pacientes con carcinoma epidermoide de len-
gua), con una mediana de 2 meses y un rango de 0 a 84 meses.
Referimos los factores clinico-patolégicos y la apariciéon de metas-
tasis linfaticas contralaterales en la tabla 2.

Ochenta y tres pacientes murieron debido a la enfermedad
(26,34%), mientras que 27 lo hicieron por otra enfermedad no rela-
cionada con el carcinoma epidermoide de cavidad oral. Con res-
pecto al subgrupo de pacientes con carcinoma epidermoide de len-
gua, cuarenta y siete pacientes murieron debido a la enfermedad
(23,15%), mientras que 19 lo hicieron por otra enfermedad no rela-
cionada con la anterior. El tiempo de supervivencia medio enfer-
medad-especifica para todo el grupo fue de 147+ 6 meses (inter-
valo de confianza del 95%: 134 a 159 meses). En relacion al sub-
grupo de pacientes con carcinoma epidermoide de lengua este valor
fue de 149 + 7 meses ((intervalo de confianza del 95%: 135 a 166
meses). La tasa de supervivencia enfermedad-especifica al afo, 2
afos y 5 anos fue del 85,6%, 75,8% y 71,8% respectivamente para
la globalidad del conjunto (Figs. 1y 2).

A la mayor parte de los pacientes de la serie se les realizé disec-
cién cervical (n=214 (67,9%)): 137 (43,5%) diseccion cervical radi-
cal modificada tipo 3 ipsilateral, 55 (17,4%) diseccion cervical radi-
cal modificada tipo 3 bilateral, 13 (4,1%) diseccién cervical radical
clasica ipsilateral, 5 (1,6%) diseccion cervical radical clésica ipsila-
teral junto con diseccién cervical radical modificada tipo 3 contra-
lateral, y 4 (1,3%) diseccién cervical radical modificada tipo 3 junto
con diseccién cervical radical clasica contralateral. Con respecto
al subgrupo de pacientes con carcinoma epidermoide de lengua
estos fueron los datos: (n=141 (73,1%)): 80 (40,6%) diseccion cer-
vical radical modificada tipo 3 ipsilateral, 49 (24,9%) diseccion cer-
vical radical modificada tipo 3 bilateral, 5 (2,5 %) diseccién cervi-
cal radical clasica ipsilateral, 6 (3%) diseccion cervical radical cla-
sica ipsilateral junto con diseccién cervical radical modificada tipo
3 contralateral, y 1 (0,5%) diseccion cervical radical modificada tipo
3 junto con diseccion cervical radical clasica contralateral. Las tablas
3 y 4 sintetizan los datos referentes al tipo de cirugia cervical y la
aparicion de metastasis cervical contralateral durante el seguimiento.

Ciento seis pacientes recibieron tratamiento radioterapico (33,7%)
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variables and Student’s T- test was used for the quantita-
tive variables data following a Gaussian distribution. Sur-
vival curves were calculated using the Kaplan-Meier method.
A p<0.05 difference was considered statistically significant.

Results

Of a total of 517 patients with squamous cell carcino-
ma of the oral cavity, 315 met the inclusion criteria. Of these,
203 had squamous cell carcinoma of the mobile tongue.
The male/female rate was 10:7 (10:3.9 for the subgroup of
patients with squamous cell carcinoma of the tongue). The
mean age was 59.99 with ages ranging between 18 and
90. The mean time from the onset of the first clinical signs
until diagnosis was 3.94 months (4 months for the subgroup
of patients with squamous cell carcinoma of the tongue) with
a mean of two months and a range of 0 to 84 months. The
clinicopathological factors and the appearance of contralateral
lymphatic metastasis appear in table 1.

Eighty-three patients died as a result of the disease
(26.34%), while 27 died because of another disease that
was not related to squamous cell carcinoma of the oral cav-
ity. With regard to the subgroup of patients with squamous
cell carcinoma of the tongue, 47 patients died as a result of
the disease (23.15%), while 19 did so because of another
disease not related to the first. Mean disease-specific survival
time for the whole group was 147+ 6 months (confidence
interval 95%: 134 to 159 months). With regard to the sub-
group of patients with squamous cell carcinoma of the tongue
this value was 149 + 7 months ((confidence interval of 95%:
135 to 166 months). The rate of disease-specific survival at
1 year, 2 years and 5 years was 85.6%, 75.8% y 71.8%
respectively for all groups together (Figs. 1 and 2).

Most patients in the series underwent neck dissection
(n=214 (67.9%)): 137 (43.5%) ipsilateral Type 3 modi-
fied radical neck dissection, 55 (17.4%) bilateral Type 3
modified radical neck dissection, 13 (4.1%) ipsilateral clas-
sical radical neck dissection, 5 (1.6%) ipsilateral classical
radical neck dissection together with contralateral Type 3
modified radical neck dissection, and 4 (1.3%) Type 3 mod-
ified radical neck dissection with contralateral classical rad-
ical neck dissection. With regard to the subgroup of patients
with squamous cell carcinoma of the tongue, the data were
as follows: (n=141 (73.1%)): 80 (40.6%) ipsilateral Type
3 modified radical neck dissection, 49 (24.9%) bilateral
Type 3 modified radical neck dissection, 5 (2.5%) ipsilat-
eral classical radical neck dissection, 6 (3%) ipsilateral clas-
sical radical neck dissection together with contralateral
Type 3 modified radical neck dissection, and 1 (0.5%) Type
3 modified radical neck dissection together with contralateral
classical radical neck dissection. Tables 3 and 4 synthesize
the data referring to the type of neck surgery and the
appearance of contralateral neck metastasis during the fol-
low-up period.
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Tabla 2. Distribucién de factores clinico-patolégicos y aparicién de metastasis cervical contralateral

Pacientes (%) Pacientes con metastasis
cervical contralateral (%)
Sexo
Hombre 222 (70,4) 13 (4.1)
Mujer 93 (29,8) 5(1,5)
T
Tis 6(1,9) 0 (0)
T1 73 (23,1) 3(0,9)
T2 122 (38,6) 9(2,8)
T3 37.(11,7) 1(0,3)
T4 76 (24,1) 5(1,5)
N
NO 230 (73,0) 14 (4,4)
N1 (adenopatia ipsilateral < 3 cm) 53 (16,8) 3(0,9)
N2a (adenopatia ipsilateral 3-6 cm) 7 (2,2) 0 (0)
N2b (adenopatias ipsilateral maltiples < 6 cm) 10 (3,2) 1(0,3)
N2c (bilateral o contralateral) 8 (2,5) 0 (0)
N3 (multiples, una al menos > 6 cm) 3(0,9) 0 (0)
Diseccion cervical
No 94 (29,8) 2 (0,6)
Ipsilateral radical modificada tipo 3 137 (43,5) 13 (4,1)
Bilateral radical modificada tipo 3 55(17,4) 1 (0)
Ipsilateral radical clésica 13 (4,1) 1(0.3)
Ipsilateral radical clasica +
+ Contralateral radical modificada tipo 3 5(1,6) 0 (0)
Ipsilateral radical clasica +
+ Ipsilateral radical modificada tipo 3 4(1,3) 1(0,3)
Grado diferenciacién histolégico
Bien diferenciado 135 (42,8) 7(2,2)
Moderadamente diferenciado 139 (44,1) 7 (2,2)
Pobremente diferenciado 37 (11,7) 4(1,2)
Ausencia de datos 1
pT
pTO 12 (3,8) 0 (0)
pT1 93 (29,5) 4(1,2)
pT2 100 (31,7) 6 (1,9)
pT3 31 (9,8) 2 (0,6)
pT4 64 (20,3) 6 (1,9)
Ausencia de datos 15
Margenes quirdrgicos
Correctos (=1cm) 222 (70,5) 9(2,8)
Afectacion microscépica 46 (14,6) 4(1,2)
Afectacion macroscépica 3(1,0) 0 (0)
Libre insuficiente (<1cm) 28 (8.9) 4(1,2)
Ausencia de datos 16 1)
Espesor tumoral
<2 mm 35(11,1) 0 (0)
>2 mm 226 (71,5) 18 (5,7)
Ausencia de datos 54
Inflamacién peritumoral
No 180 (57,3) 12 (3,8)
Escasa 54 (17,2) 0 (0)
Moderada 54 (17,2) 2 (0,6)
Intensa 26 (8.3) 4(1,2)
(Ausencia de datos 1)
Infiltracion perineural
Si 48 (15,2) 8 (2,5)
No 167 (84,8) 6 (1,9)
Ausencia de datos 100 4
Afectacion osea
St 45 (14,3) 3(0,9)

No 270 (85,7) 15 (4,7)
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Table 2. Distribution of clinicopathological factors and appearance of contralateral neck metastasis

Patients (%) Patients with contralateral
neck metastasis (%)

Sex
Male 222 (70,4) 13 (4.1)
Female 93 (29,8) 5(1,5)
T
Tis 6(1,9) 0(0)
T1 73 (23,1) 3(0,9)
T2 122 (38,6) 9(2,8)
T3 37(11,7) 1(0,3)
T4 76 (24,1) 5(1,5)
N
NO 230 (73.0) 14 (4.4)
NT (ipsilateral adenopathy < 3 cm) 53(16.8) 3(0.9)
N2a (ipsilateral adenopathy 3-6 cm) 7(2.2) 0(0)
N2b (multiple ipsilateral adenopathy < 6 cm) 10 (3.2) 1(0.3)
N2c (bilateral or contralateral) 8(2.5) 0(0)
N3 (multiple, with one at least > 6 cm) 3(0.9) 0(0)
Neck dissection
No 94 (29.8) 2 (0.6)
Ipsilateral Type 3 modified radical 137 (43.5) 13 (4.1)
Bilateral Type 3 modified radical 55(17.4) 1(0)
Ipsilateral classical radical 13 (4.1) 1(0.3)
Ipsilateral classical radical +
+ Contralateral Type 3 modified radical 5(1.6) 0(0)
Ipsilateral classical radical +
+ Ipsilateral Type 3 modified radical 4(1.3) 1(0.3)
Histological differentiation grade
Well differentiated 135 (42.8) 7(2.2)
Moderately differentiated 139 (44.1) 7(2.2)
Poorly differentiated 37(11.7) 4(1.2)
Absence of data 1
pT
pTO 12 (3.8) 0(0)
pT1 93 (29.5) 4(1.2)
pT2 100 (31.7) 6(1.9)
pT3 31 (9.8) 2 (0.6)
pT4 64 (20.3) 6(1.9)
(Absence of data 15)
Surgical margins
Correct (= 1 cm) 222 (70.5) 9(2.8)
Microscopic involvement 46 (14.6) 4(1.2)
Macroscopic involvement 3(1.0) 0(0)
Insufficient free margin (< 1 cm) 28 (8.9) 4(1.2)
Absence of data 16 1
Tumor thickness
<2mm 35(11.1) 0(0)
>2mm 226 (71.5) 18 (5.7)
Absence of data 54
Peritumoral inflammation
None 180 (57.3) 12 (3.8)
Scarce 54 (17.2) 0(0)
Moderate 54 (17.2) 2(0.6)
Intense 26 (8.3) 4(1.2)
Absence of data 1
Perineural infiltration
Yes 48 (15.2) 8(2.5)
No 167 (84.8) 6(1.9)
Absence of data 100 4
Bone involvement
Yes 45 (14.3) 3(0.9)

No 270 (85.7) 15(4.7)
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Figura 1. Curva de supervivencia enfermedad-especifica de los pacien-
tes con carcinoma epidermoide de cavidad oral.
Figure 1. Disease-specific survival curve of patients with squamous cell
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Dos pacientes no recibieron diseccién
cervical primariamente y fueron some-
tidos a diseccion cervical radical modi-
ficada tipo 3 cuando finalmente apa- carcinoma of the tongue.

reci6é la MCC. En resumen, diez de los

18 pacientes con MCC fueron candi-

datos a cirugia de diseccién cervical posterior. Los restantes 8 pacien-
tes no fueron candidatos a cirugia y solamente se ofrecié tratamiento
paliativo o radioterapia. Al final del periodo de seguimiento, sola-
mente 7 de los 18 pacientes permanecia vivo sin evidencia de enfer-
medad (Tabla 5).

En relacién con los factores clinicopatolégicos analizados se
observé asociacion estadisticamente significativa con p<0,05 con
respecto a la aparicién de metastasis cervical contralateral para:
tiempo en meses hasta el diagnéstico, estadio tumoral de la clasi-
ficacion TNM, estado N clinico ipsilateral, grado de diferenciacion
histopatolégica, méargenes quirdrgicos en la reseccién del tumor
primario, tipo de diseccién cervical e infiltracién perineural. De este
modo se demostraron como factores predictivos de metastasis cer-
vical contralateral la demora de 12 meses o mas en el diagnéstico
(p=0,03), el estadio tumoral IV de la clasificacion TNM (p=0,03), la
presencia de N positivo ipsilateral en el momento del diagndstico

Figura 2. Curva de supervivencia enfermedad-especifica de los pacien-
tes con carcinoma epidermoide de lengua libre
Figure 2. Disease-specific survival curve of patients with squamous cell

12.52 months (with a
range of 3 to 49 months).
Most patients (72.2%) that
presented with CNM had
been managed initially with
a Type 3 modified radical
neck dissection. One of these cases received in addition a con-
tralateral classical radical neck dissection. This was due to the
absence of ipsilateral neck involvement but the presence of
CNM at diagnosis. Two patients did not receive neck dissec-
tion primarily and they underwent a Type 3 modified radical
neck dissection when CNM finally appeared. To sum up, ten
out of the 18 patients with CNM were candidates for later
neck dissection. The remaining eight were not candidates
for surgery and they were only given palliative or radiothera-
py treatment. At the end of the follow-up period only seven
of the 18 patients remained alive with no evidence of the dis-
ease (Table 5).

With regard to the clinicopathological factors analyzed,
a statistically significant association was observed with
regard to p<0.05 in relation to the appearance of con-
tralateral neck metastasis for: time in terms of months until
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Tabla 3. Pacientes con carcinoma epidermoide de lengua. Recurrencia en relacion con el tipo de diseccién cervical

No. pacientes pNO neck

Tasa de recidiva Tasa de recidiva

pN+ neck
Tasa de recidiva  Tasa de recidiva

ipsilateral contralateral ipsilateral contralateral
Ipsilateral radical modificada tipo 3 80 2/58 4/58 0/22 3/22
Bilateral radical modificada tipo 3 49 1/25 0/25 3/24 0/24
Ipsilateral radical clésica 5 0/0 0/0 1/5 0/5
Ipsilateral radical clasica + 6 1/1 0/1 1/5 0/5
+ contralateral radical modificada tipo 3
Ipsilateral radical modificada tipo 3 + 1 0/0 0/0 11 1/1(*)
+ Contralateral radical clasica
*El paciente presenté metdstasis cervical ipsilateral y contralateral al mismo tiempo.

Table 3. Patients with squamous cell carcinoma of the tongue. Recurrence in relation to type of neck dissection
No. pacientes pNO neck pN+ neck
Rate of Rate of Rate of Rate of

ipsilateral contralateral ipsilateral contralateral

recurrence recurrence recurrence recurrence
Ipsilateral Type 3 modified radical 80 2/58 4/58 0/22 3/22
Bilateral Type 3 modified radical 49 1/25 0/25 3/24 0/24
Ipsilateral classical radical 5 0/0 0/0 1/5 0/5
Ipsilateral classical radical + 6 1/1 0/1 1/5 0/5
+ contralateral Type 3 modified radical
Ipsilateral Type 3 modified radical + 1 0/0 0/0 1/1 1/1*

+ Contralateral classical radical

*The patient had ipsilateral and contralateral neck metastasis at the same time.

(p=0,04), la pobre diferenciacién histopatolégica del tumor primario
(p=0,04), la presencia de margenes quirdrgicos menores de Tcm
en la pieza de reseccién del tumor primario (p=0,007), la realiza-
cién de diseccién cervical funcional ipsilateral de modo aislado
(p=0,04) y la afectacién perineural (p=0,0002). En el subgrupo de
pacientes con carcinoma epidermoide de lengua libre, ni el estado
N clinico ipsilateral (N) ni el estadio N patolégico ipsilateral (pN)
mostraron asociacién estadisticamente significativa con la aparicién
de MCC, aunque si lo hicieron el grado histolégico pobremente
diferenciado del tumor primario y la ausencia de inflamacién peri-
tumoral.

Discusion

La recurrencia local y la recidiva linfatica cervical afectan el pro-
néstico y disminuyen la supervivencia de los pacientes con carci-
noma epidermoide de cavidad oral.'-3 Es conocido el devenir desa-
fortunado de los pacientes que desarrollan metastasis cervical con-
tralateral. Diversos autores han analizado los diferentes factores rela-
cionados con un riesgo aumentado de desarrollar metastasis cervi-
cal contralateral en tumores de cavidad oral, aunque no existen
series clinicas largas.

En relacion con el carcinoma epidermoide de la cavidad oral, se
han referido frecuencias de metastasis cervical contralateral com-
prendidas entre 0,9% y 34,7%.4,6 Kowalski y cols.” refirieron una

diagnosis, tumor stage by TNM classification, ipsilateral clin-
ical N stage, degree of histopathological differentiation, sur-
gical margins of the primary tumor resection, type of neck
dissection and perineural infiltration. In this sense predictive
factors for contralateral neck metastasis appeared to be a
delay of 12 months or more in the diagnosis (p=0.03), tumor
stage IV by TNM classification (p=0.03), the presence of ipsi-
lateral positive N at diagnosis (p=0.04), the poor histopatho-
logic differentiation of the primary tumor (p=0.04), the pres-
ence of surgical margins of less than 1 cm of the resected
specimen of the primary tumor (p=0.007), carrying out ipsi-
lateral functional neck dissection in an isolated fashion
(p=0.04), perineural involvement (p=0.0002). In the sub-
group of patients with squamous cell carcinoma of the mobile
tongue, only ipsilateral clinical N stage showed an associ-
ation that was statistically significant, to the extent that the
presence of ipsilateral pathological lymph nodes in the neck
at diagnosis was seen as a predictive factor for contralat-
eral neck recurrence.

Discussion
Local recurrence and recurrence in the lymphatic system

of the neck affect prognosis and reduces survival for patients
with squamous cell carcinoma of the oral cavity.1,2,3 The
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incidencia del 14%
para metastasis cervi-
cal contralateral, en
consonancia con los
datos publicados por
Kurita y cols.® Nues-
tros resultados
(5,7%) se encuentran
por debajo de estas
cifras. Es conocida la
influencia de ciertos
factores del tumor
primario en la apari-
cién de metastasis
cervical contralateral,
como la localizacién
del mismo en la linea
media. Se han referi-
do frecuencias
aumentadas de recu-
rrencia cervical con-
tralateral para aque-
llos pacientes con
tumores de la region
anterior del suelo de
la boca y tercio ante-
rior de la lengua. Sin
embargo, la existen-
cia de datos bien
contrastados acerca
de la mayor inciden-
cia de metastasis cer-
vical contralateral en
pacientes con carci-
noma epidermoide de encia inferior (25%) en comparacién con
aquellos tumores primariamente localizados en lengua libre (15,4%)
hace necesario un mayor nimero de series clinicas para determi-
nar el grado de influencia de la localizacién tumoral.

Considerando la localizacién del tumor primario, la importan-
cia de la invasion de la linea media ha sido enfatizada por Martin
y cols.# En su serie, 16% de los pacientes con tumores que cruza-
ban la linea media menos de 1 cm desarrollaron metastasis cervi-
cal contralateral. Este valor se incrementé a 46% en los casos en los
que la invasién de la linea media superaba el centimetro. Todos los
casos de la serie presentada por nuestro grupo afectaban prima-
riamente la cavidad oral en su parte lateral, descartandose expre-
samente todos aquellos tumores que se situaban en la zona com-
prendida entre ambos caninos. Esta seleccion se realiz6 en un inten-
to de obviar la influencia de la localizacién del tumor primario en
el desarrollo ulterior de MCC. Incidiendo en este aspecto, Kurita y
cols,® encontraron asociacion estadisticamente significativa entre la
extensién tumoral radiol6gica mas alla de la linea media y la apa-
ricion de MCC. Sin embargo, el analisis multivariante demuestra
gue este no es el Gnico factor destacable y que otros factores deben
ser considerados globalmente.?

laterales.

Recurrencia
Local
Ipsilateral cervical
Contralateral cervical
Local-cervical
Metastasis a distancia

Situacion al final del seguimiento
No evidencia de enfermedad
Vivo con tumor
Muerto por el tumor
Muerto de otra enfermedad
Ausencia de datos

Recurrence
Local
Ipsilateral neck
Contralateral neck
Local-neck
Metastasis at a distance

Situation at the end of following
No evidence of disease
Alive with tumor
Dead because of tumor
Dead because of another disease
Absence of data
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Pacientes (%)

Tabla 4. Caracteristicas de seguimiento de pacientes y presentacién de metastasis cervicales contra-

Pacientes con metastasis
cervical contralateral (%)

Tabla 4. Characteristics of patient follow-up and appearance of contralateral neck metastasis

unfortunate
outcome of
patients who
develop con-

tralateral neck
metastasis is
64 (20,3) 5(1,5) well-known.
il A 4(1,2) Various
18 (5,7) 18 (5,7)

20 (6,3) 0(0) authors have
25(7,9) 1(0,3) analyzed the
different fac-
177 (56,1) 721 tors related to
6(1,9) 2(0,6) a high risk of
83 (26,3) 7(2,1) developing
27 (8,5) 1(0,3) contralateral
32 1 neck metasta-
sis in tumors
of the oral
cavity,
Patients (%) Patients with Contralateral although
neck metastasis (%) there are no
lengthy clini-

&) (23)) 5(1.5) cal series.
29(.2) 4(1.2) With regard
;i gg Ii(é)’;) to squamous
25(7.9) 1(0.3) cell carcinoma
of the oral
cavity, recur-
177 5(5(7: g ; %:g rence of con-
83(26.3) 7(2.1) tralateral neck
27 (8.5) 1(0.3) metastasis has
32 1 been reported
between 0.9%

y 34.7%.4,6
Kowalski et al.7 reported an incidence of 14% for contralat-
eral neck metastasis in consonance with the data published
by Kurita et al. 8 Our results (5.7%) were below these figures.
The influence of certain factors in the primary tumor and
the appearance of contralateral neck metastasis, such as a
midline location are well-known. Increased rates of contralateral
neck recurrence for those patients with tumors in the anteri-
or region of the floor of the mouth and anterior third of the
tongue. However, the existence of properly contrasted data
on the greater incidence of contralateral neck metastasis in
patients with squamous cell carcinoma of the lower gingiva
(25%) compared with those tumors that were primarily locat-
ed in the mobile tongue (15.4) makes a greater number of
clinical series necessary in order to determine the degree of
influence of tumor location.

Considering the location of the primary tumor, the impor-
tance of invasion of the midline has been emphasized by
Martin et al.4 In their series, 16% of patients with tumors
crossing the midline by less than 1cm developed contralat-
eral neck metastasis. This value increased to 46% in cases
when invasion of the midline was over a centimeter. All cases
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Tabla 5. Resumen de pacientes con carcinoma epidermoide de cavidad oral que desarrollaron metastasis cervical contralateral

Sexo

8.
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9. M

10.

11.
12.
13.
14.
15.
16.
17.

18.

M
M
M
E

E

M
E

F

F

Edad
(anos)

53
57
75
39
47
66
46

76
57
42

56
57
45
46
58
71
76

45

pTNM

pT4 NO MO
pT4 NO MO
pT3 NO MO
pT1 NO MO
pT4 NO MO
pT3 N1 MO
pT4 NO MO

pT1 NO MO
pT4 N3 MO
pT2 NO MO

pT1 NO MO
pT2 N2b MO
pT2 NO MO
pT2 N2b MO
pT2 N2b MO
pT4 N2b MO
pT2 NO MO

pT1 NO MO

Diseccion cervical
primaria

Ipsilateral radical modif. tipo 3

Ipsilateral radical modif. tipo 3

Ipsilateral radical modif. tipo 3
No

Ipsilateral radical modif. tipo 3

Ipsilateral radical modif. tipo 3

Ipsilateral radical modif. tipo 3

No
Bilateral radical modif. tipo 3
Ipsilateral radical modif. tipo 3

Ipsilateral radical modif.
Ipsilateral radical modif.
Ipsilateral radical modif.
Ipsilateral radical modif.
Ipsilateral radical modif.
Ipsilateral radical modif.
Ipsilateral radical modif.

tipo 3
tipo 3
tipo 3
tipo 3
tipo 3
tipo 3
tipo 3

Ipsilateral radical modif. tipo 3

Radioterapia
post-op

Si
Si
No
No

No

Tiempo de
recurrencia

post-op (meses)

11
3
38

A O w

(9]

13

49
26
6
10
15
4
14

Abreviaturas: modif., modificada; NEE, no evidencia de enfermedad; ME, muerto por la enfermedad; MOE, muerto por otra enfermedad.

Table 5. Summary of patients with squamous cell carcinoma of the oral cavity that developed contralateral neck metastasis

Sex

8.
9

S

NN KA WwWwN =
T T"TXXXXXX

10. M

17. M
12.M
13. F
14. F
15. M
16. F
17. F

18. F

Age
(years)

53
57
75
39
47
66
46

76
57
42

56
57
45
46
58
71
76

45

pTNM

pT4 NO MO
pT4 NO MO
pT3 NO MO
pT1 NO MO
pT4 NO MO
pT3 N1 MO
pT4 NO MO

pT1 NO MO
pT4 N3 MO
pT2 NO MO

pT1 NO MO
pT2 N2b MO
pT2 NO MO
pT2 N2b MO
pT2 N2b MO
pT4 N2b MO
pT2 NO MO

pT1 NO MO

Primary neck
dissection

radical
radical
radical

Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.
No
Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.

radical
radical
radical

No
Bilateral Type 3 mod. radical
Ipsilateral Type 3 mod. radical

radical
radical
radical
radical
radical
radical
radical

Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.
Ipsilateral Type 3 mod.

Ipsilateral Type 3 mod. radical

Radiotherapy
post-op

Yes
Yes

Time of
recurrence

post-op (months)

11

49
26
6
10
15
4
14

Diseccion cervical Evolucion
secundaria
No NEE
Contralateral radical modif. tipo 3 NEE
No ME
Bilateral radical modif. tipo 3 NEE
Contralateral radical modif. tipo 3 MOE
No NEE
Ipsilateral modif. tipo 3 RND+ ME
+ Contralateral radical clasica
Bilateral radical modif. tipo 3 ME
No ME
Ipsilateral modif. tipo 3 RND+ ME
+ Contralateral radical clasica
Contralateral radical clésica NEE
Contralateral radical modif. tipo 3 ME
Contralateral radical modif. tipo 3 NEE
No ME
No ME
No ME
No ME
+Contralateral radical clasica
Contralateral radical modif. tipo 3 NEE
Secondary neck Evolution
dissection
No NED
Contralateral Type 3 mod. radical ~ NED
No DD
Bilateral Type 3 mod. radical. NED
Contralateral Type 3 mod. radical ~ DAD
No NED
Ipsilateral Type 3 mod. RND+ DD
+ Contralateral classical radical
Bilateral Type 3 mod. radical DD
No DD
Ipsilateral Type 3 mod. RND+ DD
+ Contralateral classical radical
Contralateral classical radical NED
Contralateral Type 3 mod. radical ~ DD
Contralateral Type 3 mod. radical ~ NED
No DD
No DD
No DD
No DD
+Contralateral classical radical
Contralateral Type 3 mod. radical ~ NED

Abbreviations: mod., modified; NED, no evidence of disease; DD, dead because of disease; DAD, dead as a result of another disease.



R.Gonzalez-Garcia y cols.

El estadio clinico de la clasificacion TNM y el tamafio tumoral
podrian considerarse factores pronésticos importantes en la apari-
cién de MCC. En relacién con el carcinoma epidermoide de cavi-
dad oral, el estadio tumoral de la clasificacion TNM fue predictivo
de recidiva cervical contralateral en nuestra serie, aunque no pudi-
mos demostrar asociacion estadisticamente significativa con res-
pecto al tamafio tumoral. Un 6,7% de los pacientes con estadio cli-
nico IV de la clasificacion TNM desarroll6 MCC, frente al 2,6% de
los pacientes con estadio tumoral |. De otro lado, no encontra-
mos asociacion estadisticamente significativa entre los estadios tem-
pranos (T1-2) y la recurrencia cervical contralateral en el subgrupo
de pacientes con carcinoma epidermoide de lengua. Otros autores
han obtenido resultados similares.”.

Se consideré la posibilidad de la influencia del espesor tumoral
en la aparicién de recurrencia cervical contralateral. En este senti-
do, no hallamos asociacién estadisticamente significativa entre el
espesor tumoral mayor de 2 mm y la aparicién de MCC (p=0,06).
Esta situacion puede ser explicable por un niimero insuficiente de
pacientes, ya que 7,1% de los pacientes con espesor tumoral mayor
de 2 mm desarrollaron MCC, en comparacién con la ausencia de
casos de metastasis cervical contralateral en pacientes con tumores
menores de 2mm de espesor. La infiltraciéon perineural, por el con-
trario, resulté fuertemente predictiva de MCC, en concreto 17,02%
de los pacientes con infiltracién perineural desarrollaron metasta-
sis, frente a Gnicamente el 4,1% de los que no la presentaron. De
otro lado, la presencia de margenes quirdrgicos menores de 1 cm
en el estudio histoldgico se asocié con la apariciéon de MCC de modo
estadisticamente significativo. Solo un 4% de los pacientes con mar-
genes de reseccién iguales o mayores de 1cm en el estudio histo-
l6gico desarrollaron MCC, frente al 11,6% de los pacientes que
experimentaron resecciones con margenes quirlrgicos menores de
1 ¢cm en el estudio histolégico.

El grado histolégico del tumor primario y el nimero de ade-
nopatias cervicales metastéticas ha sido referido como predictivo
de recurrencia cervical contralateral. Demostramos que el grado
histolégico tumoral es factor pronéstico de MCC. De hecho, un
13,5% de los pacientes con carcinoma epidermoide pobremente
diferenciado desarrolld recurrencia cervical contralateral, frente al
5,2% de los pacientes con carcinoma epidermoide bien diferen-
ciado. Con respecto a la afectacién ganglionar cervical, la presen-
cia de adenopatias cervicales ipsilaterales positivas ha sido referida
como un importante factor predictivo de la aparicion de MCC en
el carcinoma epidermoide de la cavidad oral.#69 Es mas, la apari-
cién de MCC ha sido descrita mayoritariamente en el contexto de
metastasis cervical ipsilateral (MCI) simultanea. En relacién con el
carcinoma epidermoide de cavidad oral, Chow et al, 10 en una serie
de 72 pacientes, demostraron una incidencia similar entre la apa-
ricion de MCI (n=7) y MCC (n=5). Nuestros resultados no suscri-
ben estos hallazgos, pues en nuestra serie la frecuencia de MCC
(5,7%, n=18) fue casi la mitad que la tasa de MCI (9,1%, n=29).
Demostramos la presencia de MCl al diagnéstico como factor pro-
néstico de apariciéon de MCC. Aunque no lo analizamos en nuestra
serie, serfa interesante realizar estudios histopatol6gicos en la regién
cervical que evaluaran la existencia de un patrén de diseminacién
desde el cuello ipsilateral al contralateral.

Rev Esp Cir Oral y Maxilofac 2008;30,3 (mayo-junio):157-171 © 2008 ergon 169

in the series presented by our group affected primarily the
lateral part of the oral cavity, and all those tumors that were
situated in the area between both canines were expressly
ruled out. This selection was carried out in an attempt to
obviate the influence of primary tumor location in the sub-
sequent development of CNM. With regard to this aspect,
Kurita et al,® found an association that was statistically sig-
nificant between radiologically observed tumor extension
that was over the midline, and the appearance of CNM.
However, multivariate analysis shows that this is not the only
factor that stands out and that other factors should be taken
into account globally.3

Clinical stage by TNM classification and tumor size could
be considered important prognostic factors in the appear-
ance of CNM. With regard to squamous cell carcinoma of
the oral cavity, tumor stage by TNM classification was pre-
dictive of contralateral neck recurrence in our series, although
we could not demonstrate an association that was statisti-
cally significant with regard to tumor size. 6.7% of patients
with clinical stage IV by TNM classification developed CNM,
as opposed to 2.6% of patients with a stage | tumor. Also,
we did not find a statistically significant association between
earlier stages (T1-2) and contralateral neck recurrence in
the subgroup of patients with squamous cell carcinoma of
the tongue. Other authors have obtained similar results.”8

The possibility of tumor thickness being influential in the
appearance of contralateral neck recurrence was considered.
In this sense, we did not find any association that was sta-
tistically significant between tumor thickness greater than
2mm and the appearance of CNM (p=0.06). This situation
can be explained by an insufficient number of patients, as
7.1% of patients with a tumor thickness greater than 2mm
developed CNM, compared with an absence of cases of con-
tralateral neck metastasis in patients with tumors of a thick-
ness of less than 2mm. Perineural infiltration, on the other
hand, was strongly predictive of CNM. Precisely 17.02% of
patients with perineural infiltration developed metastasis, as
opposed to just 4.1% of those that did not have it. On the
other hand, surgical margins of less than 1cm in the histo-
logical study were associated with the development of CNM,
in a statistically significant fashion. Only 4% of patients with
resection margins that were equal to or larger than 1cm in
the histological study developed CNM, as opposed to 11.6%
of patients who underwent a resection with margins of less
than T cm in the histological study.

The histological grade of the primary tumor and the
number of metastatic neck nodes has been reported as pre-
dictive of contralateral neck recurrence. We have been able
to demonstrate that the histologic grade of the tumor is a
prognostic factor of CNM. In fact 13.5% of patients with
poorly-differentiated squamous cell carcinoma developed
contralateral neck recurrence, as opposed to 5.2% of patients
with well-differentiated squamous cell carcinoma. With regard
to neck lymph node involvement, the presence of positive
ipsilateral neck nodes has been reported as an important
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El diagnéstico precoz es fundamental en aras de disminuir la
tasa de recurrencia cervical contralateral. En nuestra serie, 23,8%
de los pacientes que fueron diagnosticados con un lapso de 12 o
mas meses desde la aparicion de la lesién primaria presentaron
MCC, en comparacion con el 2,4% de los pacientes que fueron
diagnosticados con menos de 12 meses de evolucién. Con respec-
to al manejo quirdrgico cervical inicial, pudimos constatar que un
7,4% de pacientes con carcinoma epidermoide de cavidad oral que
recibieron diseccion cervical unilateral desarrollaron MCC, frente
al 1,8% de los pacientes que fueron sometidos a diseccién cervical
bilateral de modo primario. Probablemente debido a un menor
ndmero muestral, esta asociacién no fue significativa en el subgru-
po de pacientes con carcinoma epidermoide de lengua, en con-
cordancia con lo referido por otros autores.’ En cualquier caso,
parece fuera de duda la necesidad de realizar tratamiento cervical
bilateral en pacientes con carcinoma epidermoide de la cavidad oral
situados en la linea media.61%1" Algunos autores han demostrado
una asociacion estadisticamente significativa entre el estadio pN y
la MCC. Sin embargo, aunque la realizacién de tratamiento cervi-
cal bilateral en pacientes con N ipsilateral positivo podria derivarse
de este estudio, el escaso porcentaje de pacientes que finalmente
desarrollan MCC y la morbilidad asociada de este procedimiento,
hacen necesaria su aplicacién de modo individualizado.

De acuerdo con otras series, la mayoria de los pacientes con
MCC desarrollan el evento durante los dos primeros afios desde
la cirugia. En nuestra serie, 23,8% de los pacientes que fueron diag-
nosticados 12 o méas meses después de la aparicién del tumor pri-
mario, desarrollaron MCC, en comparacién con el 2,45% de los
pacientes que fueron diagnosticados en el primer afio. Siete de
18 pacientes con MCC tras carcinoma epidermoide de la cavidad
oral permancece vivo al final del periodo de seguimiento. Solo uno
de 9 pacientes con MCC tras carcinoma epidermoide de lengua
permanece vivo al final del periodo de seguimiento. Estos datos
confirman en la necesidad de realizar un seguimiento estrecho
durante este periodo de tiempo.

Conclusiones

La posibilidad de recoger informacién de caracter pronéstico
con respecto a la aparicién de MCC previamente a la cirugia podria
mejorar el pronéstico de los pacientes con carcinoma epidermoide
de la cavidad oral. Este precepto ayudaria al cirujano a decidir entre
diferentes opciones quirirgicas mas o menos agresivas. El retraso
diagndstico mayor de 12 meses desde la aparicion del tumor pri-
mario, el estadio clinico tumoral IV de la clasificacion TNM, el esta-
do N clinico positivo ipsilateral, el grado histopatolégico pobre-
mente diferenciado del tumor primario, los margenes quirdrgicos
menores de 1cm en el espécimen resecado, la realizacién de disec-
cion cervical ipsilateral de modo Unico vy la infiltracién perineural
del tumor primario son factores prondsticos de la aparicion de MCC
en el carcinoma epidermoide de la cavidad oral. La presencia de
metastasis cervicales ipsilaterales en el momento del diagndstico es
predictivo de MCC en el carcinoma epidermoide de cavidad oral.
El grado histolégico pobremente diferenciado y la ausencia de infla-

Metastasis cervical contralateral en el carcinoma epidermoide de la cavidad oral...

predictive factor for the appearance of CNM in squamous
cell carcinoma of the oral cavity.*¢2 Moreover, the appear-
ance of CNM has been described mainly in the context of
simultaneous ipsilateral neck metastasis (INM). With regard
to squamous cell carcinoma of the oral cavity, Chow et al
10 demonstrated, in a series of 72 patients, a similar inci-
dence between the appearance of INM (n=7) and CNM
(n=5). Our results do not support these findings, as in our
series the frequency of CNM (5.7%, n=18) was nearly half
the INM rate (9.1%, n=29). We were able to demonstrate
the presence of INM at diagnosis as a prognostic factor in
the appearance of contralateral neck metastasis.

Early diagnosis is fundamental for the purpose of reduc-
ing the rate of contralateral neck recurrence. In our series,
23.8% of patients who were diagnosed after a delay of 12
months or more from the appearance of the primary lesion,
presented CNM compared with 2.4% of patients who were
diagnosed with a development of less than 12 months. With
regard to the initial neck surgery management, we were able
to confirm that 7.4% of patients with squamous cell carci-
noma of the oral cavity who received unilateral neck dissec-
tion developed CNM, as opposed to 1.8% of patients who
were subjected to bilateral neck dissection. This associa-
tion was not significant in the subgroup of patients with
squamous cell carcinoma of the tongue, probably as a result
of the lower number of these patients, in concordance with
reports by other authors.’® In any event, there is no doubt
as to the need for carrying out bilateral neck treatment in
patients with midline squamous cell carcinoma of the oral
cavity, due to the lower rate of contralateral neck recurrence
in these patients.610.11

Some authors have demonstrated the association with
p<0.05 between pN stage and CNM. However, although
carrying out bilateral neck treatment in patients with posi-
tive ipsilateral N could arise from this study, given the scant
percentage of patients who finally develop CNM, its appli-
cation or not has to be established in an individual and per-
sonalized fashion.

According to other series, most patients with CNM devel-
op this during the first two years after surgery. Only one
patient presented contralateral neck recurrence after this
time, as opposed to the remaining 89.9%. These data clear-
ly indicate the need for a close following during this period
of time.

To conclude, the possibility of gathering information with
a prognostic factor with regard to the appearance of CNM
before surgery could improve the prognosis of patients with
squamous cell carcinoma of the oral cavity. This rule would
help the surgeon decide among the different surgical options
that are more or less aggressive. A delay in diagnosis of over
12 months from the appearance of the primary tumor, clin-
ical stage IV tumor by TNM classification, positive ipsilat-
eral clinical N stage, primary tumor with a poorly differen-
tiated histopathologic grade, resection specimen with sur-
gical margins of less than 1 cm, carrying out of ipsilateral
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macién peritumoral son factores pronésticos de MCC en el carci-
noma epidermoide de lengua libre. Es preciso un estrecho segui-
miento durante los 2 primeros afios desde la cirugia, debido a la
tasa de recurrencia cervical contralateral aumentada durante este
periodo en pacientes con carcinoma epidermoide de cavidad oral.
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neck dissection on its own and perineural infiltration of the
primary tumor, are prognostic factors for the appearance of
CNM in squamous cell carcinoma of the oral cavity. The pres-
ence of ipsilateral pathologic neck nodes at diagnosis is pre-
dictive of CNM in squamous cell carcinoma of the oral cav-
ity and tongue. A close following for the first two years after
surgery is necessary, due to the increased rate of contralat-
eral neck recurrence during this period in patients with squa-
mous cell carcinoma of the oral cavity.



