Carta al director
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Estadios precoces de cancer oral: prondstico en relacion con gradacion
histoldgica, linfangiogenesis intratumoral y expresion de factor de
crecimiento endotelial vascular tipo-C (VEGF-C)

Estimado director:

He leido con gran interés la discu-
sién de nuestro articulo “Estadios pre-
coces de cancer oral: pronéstico en rela-
cién con gradacién histolégica, linfan-
giogenesis intratumoral y expresién de
factor de crecimiento endotelial vascu-

lar tipo-C (VEGF-C)" Rev Esp Cir Oral y |

Maxilofac 2006; 28:25-40. Para nuestro
grupo de investigacién ha sido un honor
el merecer la atenciéon de uno de los
mas prestigiosos cirujanos de cabeza y
cuello a nivel mundial, como es el caso
del Prof. Jatin P. Shah. De hecho, con-
sideramos todo un acierto su reciente
nombramiento como Presidente de la
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Internacional Academy of Oral Oncology (IAOO). Sin embargo, cre-
emos que algunas de las apreciaciones indicadas en la referida
discusion no se corresponden con la intencién de nuestro trabajo:

1.

El Prof. Shah indica “dado que este estudio trata de evaluar
LI+ como un predictor de pN+, la cohorte es inapropiada”. En
la introduccién del trabajo sefialamos que el propésito del tra-
bajo es buscar una correlacién entre LI y pronéstico. El objetivo
es relacionar linfangiogénesis con presencia de recidivas a nivel
local o cervical, asi como con supervivencia. Si utilizamos un
grupo de pacientes con tumores <4 cm y ausencia de afecta-
cién cervical constatada anatomo-patolégicamente (pNO), ;qué
sentido podria tener el evaluar el hallazgo con la presencia de
afectacion cervical (pN+)?

En otro de los parrafos indica que “los autores no logran demos-
trar la utilidad clinica global de los sistemas de gradacién”. Nos
parece bastante l6gico este resultado, de hecho, esa era nues-
tra hipétesis inicial. Los diferentes sistemas de gradacién histo-
I6gica no nos parecen excesivamente Utiles desde un punto
de vista clinico. Estudios como el de Dantas y cols.," asi como el
de Crisman y cols.2 avalaban dicha hipétesis.

El autor norteamericano indica que habria sido més apropiado
seleccionar pacientes sometidos a diseccion cervical electiva.
Pues bien, como claramente queda reflejado en la seccion Mate-
rial y Métodos de nuestro trabajo, todos los pacientes del estu-
dio fueron sometidos a diseccién cervical electiva. Shah indica
posteriormente “la ausencia de afectacién nodal en este grupo
es inusual”. La ausencia de afectacién nodal es bastante I6gica

Dear director:

I have read with great inter-
est the discussion of our arti-
cle “Early stage oral cancer:
prognosis with regard to his-
tological grading, intratu-
moral lymphangiogenesis,
and the expression of vascu-
lar endothelial growth factor-
C (VEGF-C)” Rev Esp Cir Oral
y Maxilofac 2006,;28(1):25-
40. For our investigation
group receiving the attention
of one of the most prestigious
head and neck surgeons of
the world, such as Prof. Jatin

P. Shah, is indeed an honor. Moreover, we consider his being
recent appointment as President of the International Acad-
emy of Oral Oncology (IAOO) an excellent choice. Howev-
er, we believe that some of the appraisals made in the dis-
cussion do not reflect the purpose of our work:

1.

Prof. Shah indicates that “given that the study at hand
wishes to evaluate LI+ as a predictor of pN+, the cohort
is inadequate”. In the introduction to the study we indi-
cate that the aim of the study was to look for a corre-
lation between LI and prognosis. The object was to relate
lymphangiogenesis with the presence of recurrence at a
local or cervical level, as well as with survival. If we use
a group of patients with tumors < 4 cm, and if no neck
involvement has been verified anatomically and patho-
logically, what sense would there be in evaluating the
findings with the presence of neck involvement (pN+)?
In another paragraph he indicates that “the authors
failed to demonstrate overall clinical utility of the grad-
ing schemes”. We find this result quite logical, in fact,
this was our initial hypothesis. We do not find the dif-
ferent histological grading systems particularly useful
from a clinical point of view. Studies such as those car-
ried out by Dantas & cols.,” as well as Crissman & cols.,2
support this hypothesis.

This North American author indicates that selecting
patients undergoing elective neck dissection would have
been more appropriate. Now then, as is clearly reflect-
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desde el momento en que se trata de un factor obligado para
la inclusion en la cohorte de estudio. Precisamente, queriamos
elegir casos T1-T2 pNO porque son los mas susceptibles de tra-
tamiento curativo y donde puede ser mas trascendente el hallaz-
go de nuevos factores prondsticos.

. Enla discusion de Shah se indica que la pregunta que deberia-
mos intentar contestar es si los neo- linfaticos se anastomosan
con el sistema linfatico primitivo. En nuestra opinidn, esta cues-
tion no es especialmente trascendente; la principal duda debe
ser si las células neoplasicas invaden mediante linfaticos primi-
tivos o bien lo hacen por intravasacion a través de neolinfaticos
y asi ha quedado reflejado en publicaciones previas.3 En relacién
con ello, Shah se muestra acertado en el dltimo péarrafo de su
comentario donde indica la trascendencia que puede tener el
hallazgo de émbolos tumorales. Nuestro grupo ha mostrado en
trabajos previos la presencia ocasional de celularidad en el inte-
rior de neo-linfaticos (Fig. 1) pero, de forma llamativa, no hemos
sido capaces de relacionar estadisticamente este hallazgo con
una evolucién desfavorable en dichos casos. De hecho, ni siquie-
ra hemos sido capaces de demostrar de forma fehaciente si se
trata de células neoplésicas u otros componentes del sistema
inmunitario.

Espero que estos puntos hayan aclarado el propésito de nues-

tro estudio.

Sin otro particular,

Mario F. Mufioz Guerra
Servicio de Cirugia Oral y Maxilofacial
Hospital Universitario de la Princesa, Madrid, Espafia
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ed in the section Material and Methods of our work,
all patients in the study were subjected to elective neck
dissection. Shah later indicates that “the absence of
nodal metastases in this population is somewhat unusu-
al”. The absence of nodal involvement is quite logical as
from the moment that we are dealing with a factor that
must be included in the cohort of the study. We precisely
wanted to chose T1-T2 pNO cases because they are the
most susceptible to curative therapy, and because find-
ing new prognostic factors would be more transcendent.
In the discussion Shah indicates that the question that
we should be trying to answer is if these new channels
are interconnected and if they anastomose with native
lymphatic networks. In our opinion, this question is of
no particular transcendence. What we should really be
questioning is if there is invasion by neoplastic cells
through the primitive lymphatic system, or if this is
achieved by new channels that are interconnected as
has been reflected in previous publications.3 In this
respect, Shah correctly points out in the last paragraph
of his comments, the transcendental importance of find-
ing tumor emboli. Our group has shown in previous works
the occasional presence of cellularity in the interior of
new lymphatic vessels (Fig. 1) but we have not been able
to significantly relate these findings statistically with an
unfavorable outcome in these cases. In fact, neither have
we been able to demonstrate in a reliable manner if these
are actually neoplastic cells or if they are other compo-
nents of the immune system.

I hope these points have served to clarity the purpose of

our study.

Yours faithfully.



