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SUMMARY
For finding mure explapation about the behavior of
oral  squamous  cell {OSCC)  memy
praghostic factors are being evaluated. Among these,
tumor grade and Stage are most widely accepted
anes. Herein, i an attenpt to fiivd featurey correlated
with tumor grade and stage, 16 histopathologic
foamires | which may have prognostic significance,
casify identifiable by light micrascopy have been
evptieated (n a series af 36 cases.
The parametery we mvestigated fn this snady are,
{argest tumar dimension, depth of invasion, swrface
wleration,  degree ol keraninization,  wuclear
pleamorphism, — chromatine  pattern,  nucleolus
prominence. mitolic and apoptotic indexes, growth of
piargin, necrosis. umor vascularisation; peritumoral
mftammation,  desmoplasio, Kollogylosis at the
marsin gnd pericapswlar  vasion N
metastatic fvmph nodes.  These were soored  and
SPSS statistical prograit was performed for analysis
af the relatinn pf the above mentioned parametars
with mor grade and UICC stage, The statistical
analvsts showed sirony correlation between UICC
lvmph node  stage  and  pericapsular  Smvasion
(o= 000), also infiltrattve growth pattern (p=0.048)
Additionally, we wobtained significant resuwlts in
benwesn some minor paramerers, These findings
suggest growth paitern at mvasive margin shonld be
described constantly for OSCC and a detailed search
far metastatic foci ar lymph nodes should be
performed for cases with infiltrative growth patiern.
Alser perinadal invasion should not be neglected. As
ihe waries studied [y osmall, other parameiers needs
Surthed investication.
Key wards:  Histopathologic  parameters. oral
sgnamans cell earcinomas,
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OrET
vl skwamis  huerell kovsinomalarm (OSHEKS

devraniyt ile il daha gok bilgl edinmen ameocyla
hirgok progrostik fakior araguedengor. Buanlardan
Himar evre ve derecesi en jozla kabul gorenlerdir.
Burada, timear evee ve derecesi tle slgill, daka fazia
prognosiih bilgt saglayabilecek, ik mikroskabi ile
kolayea tarmmionabileced 16 histopmolofih ozellic 36
alfuda incelenmisliv,

Incelenen paramervelar: En Bk dmiic qape,
frvazvon derinlifi, vizey fdserasyomi. keratinizasvon
dergcesi,  miklear pleomorfizm, Kromalin palterni,
nnklealis belirgindigs, mitork ve apoptottk indeksler,
imvazyon  patern, nekros, VSR Qe Iz Yo,
perittimdral inflamasyon, desmoploz( tdmdrde ve
coveede  kodlositoz,  pértkapsiilers  fvazvon  ve
metastantk fent diggimlerivdl, Parametreler skorlanp
SPSS istatistik programy ile timdy evee ve derecesi ile
iiskis! dederlendivildi. UICC lenf nodu evresi ile
perinadal invazven (p=0000) ve infilrratit bindime
paterni (p=0.048) Highili Fulundu Ayrica miniie
parameireler arasinde da anlamiy sonuglar elde
edifdi Bu  bubmlar  invaziv kenardak!  pateranin
CSHE 't daima ranmlanmass gerekiigini ve  bu
patern infiliratif oldugunda da lenf digimierinde

merastarik odadin ayrnit arasurilmasin
viegnlamaktadir. Perinodal  tnvazvonds  dnemie
arastirdmalidie. Caligrlan serinin kiiguk olmas)

nedenivie, difer parametrelerin vorumlammias: (s
dafia geniy seriler gereklidir

Anahtar sozeitkler: Histopatolofik parameireler, oral
shuamiz fereli karsinoma

Prognostic factors are being searched for oral
cavity squamous cell carcinomas (OSCC) like

many other organ systems, in addition to

arading and staging which are known to have
prognostic  significance (). Amongst these

many histopathologic features have been
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evaluated. And there is an ongoing search for
finding parameters having ‘prognostic value by
sophisticated  methods,  like  immunohisto-
chemistry, molecular or cytogenetic studies (2).
But still. most widely accepted method for
routing  diagnostic  investigation s light
microscopic examination by Hematoxylen and
cosin (H&E) So, herein, in an attempt to find
features correlated with wmer grade and stage
{which have been accepted valuable for
prognosis) for OSCC, we evaluated 16 features
casily identifiable by light microscopy in a

series of 36 cases.

MATERIALS and METHODS
36 patients with OSCC, who underwent radical
surgery  and  neck dissection were studied
retraspectively by means of examining the H&E
stained slides from the archives of Dokuz Eylil
Unwversity, School of Medicine, Department of
Pathology. Site of origin were ‘as follows;
Tongue 18, buccal mucosa 8, gingiva 3, flaor of

the mouth 6, retromolar trigon 1.

Agesex, UICT staging (3), arading (4) into

well, moderate, poorly  differentiated  group

depending upen degree of keratinization, pear]
formation, presence of intercellular bridges
tormed by cancer cells, site of origin, the largest
dimension of tumor {mm), depth of invasion
using DBreslow-type  measurements  excluding
surface Keratin laver (mm)(1), mode of invasion
(infiltrative  or  expansive), tumor  surface
uleeration, lymphoplasmoeytic infiltration and
(scored O 1o 4

desmoplasia  near  wmor

subjectively) were noted.  Mitoses  and

apopiloses close to infiltrative margin  were

counted i 1000 cells-HPF x400 (score 1= 0-10
mitoscs, 2=11-20, 3= 21-30, 4=31-40, 5 =40 and
more] as described previously (6). Degree of
keratinization was scored as deseribed by Brvne
et al, as 0 for no keratinization, | for minimal
keratinization (0-10 % of the cells ). 2 for
maoderately keratinized ( 10-20 % of 1he cellsy, 3
for Keratinized (20-30 % of the cells ). 4 for

highly keratinized ( for >30% of the cells).

Nuclear pleomorphism was scoréd from 1 1o -
increasing with anaplasia. Chromatine pattern
{coarse- fine), prominence of nucleelus {scored
I when < 1/3 of nucleus, 2 when equal to 173 of

e

diameter and 3

=

nuelear when = 148 of
nucleus).Necrosis was scored as 0=no necrosis.
I=focal ncerosis, 2=Necrosis larger than 1/2
HPF,3=Necrosis larger than | HPI d4=Extensive
necrosis. Neovascularization in 10 HPFx00
{score 1=0-2 microvessels, score 2=3-3, score 3
=6-8, scorc 4=9-11, score 3 =12 microvessels)
wits noted. Koiloeyvtosis was also observed at the

tumor and neighbouring mucosal epithelium

Pericapsular lymph node invasion in metastatic

lymph nodes was also determined

Histologic grade, tumor stage and lymph node
stage have been suggested to have prognostic
significance (1}. So, all the deseribed parameters
were analyzed in relation to grade and stage and

berween each other.

STATISTICAL ANALYSIS
The SPSS for windows statistical programme
was used to analyze the results. The basic
parameters (UICC twmor stage |, node stage and

histelogic: grade) were compared with other
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possible parameters listed above. Also relation
alall the parameters with each other were tested
{p < 0.05).

RESULTS
The mean age of the palients was 55,33

jrange 38 1o 700 Twenty-four (66.66%) were

males. 12 (33.33%) were famales. Tumor stage
was as follows: pTI= 11 cases (30,55%), pl2
=11 cuses (30.55%0, pT3 = 4 cases (11.11%),
plhd =10 cases (27.77%%). Twelve patients were
at the pN2, 5 tases pNLL19 casgs pNOD (3),
Momor grade wias as Tollows: Grade 1 21 cases
(F8.33%). Grade 1L 7 .ecases {19:44%), Grade [T1
8. cases (22.22%), The mean tumor diameter
wis caleulated as 2930 mm (range. 5 to 70)
I'he mean depth of tumer was 1244 (range.2 to
400 Perinodal invasion was encountered in 12
paticnls (33.33%). Most of the tumors showed
miiltrating margins (22 cases-61.11%%). Surface
ohserved  in

ulceration  was 16 patients.

Roiloeytosis was: found in only 4 cases
(17.11%).

Statistical analysis revealed strong  positive
correlation between nodal  stage  and
pericapsular invasion (p=0.0000) and weak with

infiltrative growth pattern (p=0,048).

Among the other paramelers, depth of invasion
and apoptosis(p=0,014) perinadal invasion and
desmoplasia  (p=0.005), nuclear pleomorphism
and  wleeration  (p=0,0437,
keratinization and inflamation (0.018) showed
positive, growth of margin and koilogytosis
(p=0.018) and  chromatin  pattern and
prominency of nucleolus (p=0,029) showed

negative correlation (Table | ).

degree  of

Table I: Statistical data of the paramerers found 1o be
correlated with each other analyzed by SPSS for
windows statistical programme.

Histopathologic parameters r [
UICE Ivmph node stage-
pericapsular inv., L0000 | 8659
UICC Ivmp node stage - growih
of margin | 048 | 3314
Depth of invasion- apoplosis :__‘._IJ 14 | 3036
Pericapsular invasion- | i
desmioplasia NS 616
Muclzar pleomorphism-
ulceratien A3 33593
Growih of margin- koiloeytosis | 007 | -4432 |
Degree of keratinization- I
irdlammation | D18 5924 |
Chromatin pattern- B [
': prominency of nucleolus 29 - 3656 |

DISCUSSION
Mumerous studies of histopathologic features of
tumor and patient respenae OSCE have shown
variable prognostic sigmbicance {141 Broders el
al (4} initiated the quantitative grading of wimors
and  applicd  those  resulls @ syoamous
carcinomas of the lip using parameters such as
degree of  Kerabnization, mtercellular
relationships, nuclear pleomaorphism and number
of mitoses. But later Brvoe et al (6) found that
invasive cell grading is a better independent
prognestic parameter than conventional Broders”
grading that is by grading only the deeper

invasive marpins of OSCC.

Jakobsson et al{7) recently proposed a scheme

for laryngeal carcinomas including  eight

parameters; four reflecting tumor architecture
(structure, differantion, nuclear polymarphism
and number of miteses) and  hest response
(mode of invasion, depth of invasion, vascular
Jakobsson

mvasion and  cell  responsej

concluded  that  this  scheme had  greater
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prognostic value than TNM  staging. It s
generally believed that mode of tumor invasion
within the stroma and depth of tumor are the two
important histopathological parameters (4,89,
Crissman et al. (4) found when subjected to
multivariate analysis, the pattern of invasion is a
significant histologic feature that was more
important than conventional tumer grade ds a
prognostic  indicator.  Consistent with  this
finding, the onlv parameter we could determine
in this OSCC series about tumor morphology
correlated to nodal stage is the invasion pattern
S0 when  nfiltrative pattern of growth s
vbserved at the primary tumor, a detailed search

for multiple metastases should be performed.

Klijanienko et al (2) studied in 114
consecutively recruited primary tumors (SCC) of
Tumor

head  and neck

prospectively.

vasculanization, differentiation  and  tumor
emboli in the peripheral microvessel network
were  revealed as  important  histological
paramaolers

Guzman et al{10) revealed that capsule rupture
and the number of metastatic lymph nodes were
the only two paramcters refated to survival
Adding  the

significantly, finding of the

correlation  between lymph node stage and
perinodal invasion in this series, we can
conclude that nedal staging of the TNM along
with perinodal invasion determination are very
important findings while, tumor stage is not

constant prognostic factor for QSCC.

Alaong with these features found prognosticalls
significant in series concerning either oral or
head and neck ecarcinomas, others not found
important for patient survival have also been
evaluated i this series including necrosis.
ulceration. apoptosis, diameter of the nucleali.
nuclear chromasia, koilositosis, desmoplasia.
wmor diameter. Although significamt results
been  found miner

have these

between
parameters, none of these have been found to be
correlated with UICC stage or grade. These can
be evaluated in larger series correlated with
prognosis, but from the results of these series.
we only want to point out w the positive
moderate correlation between perinodal invasinn
and tumor desmoplasia (p=0.005). As perinodal
invasion is accepled as a poor prognostic factor.
extensive desmoplasia may also be refferred as
an important feature about 1umor morphology.

related 1o prognosis

We herein from a practical point of view.

applied  many  possible  histopathologic
prognostic parameters easily identifiable by light
microscopy to 36 OSCC and

uice

compared the

results  with staging and histologic

grading.  Infiltrative  growth  pattern  and
perinodal invasion of tumor were significantly
correlated with UICC lymph node staging, We
strictly suggest description of the growth pattern

for OSCC and detailed evaluation of lvmph

nodes  for metastatic foci in cases  with

infiltrative growth pattern,
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