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SrUDlES IN ORAL LEUKOPLAKIAS 
V. C1,INICAL AN11 HISTOLOGIC SIGNS OF MALIGNANCY 

For many years, 1eukopl:ilti:i has  been recognized :IS ;in i t i i -  

portant precancerous condition of the or:il cavity. Figures for 
estiiiinting the rate of iiin1ign:int tr:itisfoi.iii~itioii of these lesions 
niay be obt:iined in either of two w:iys: 1 )  i 11 d i r e c t 1 y hy : I )  

establishing the  nuiiiber of  leul<opl:ilti:ts associated with oral 
carciiroiiia in  large series of p t i e n t s  (Siluermtrn, Kens f rup  k 
Pintlborg, 1963) or b)  by deteritiining l h e  number of  c:ircinotii:ic 
found in  a series of histologic iii:iterinl, which was clinically clas- 
sified a s  leultoplaltias, or 2)  d i r e c t 1 y by following :I number 
of leukoplnltias over :I period of  tiiiie :ind deterinining the iiici- 
d ence of in d i g  nun t t r a n sf or iiia t i 011. 
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1 !)58 80 ‘2.2 04 prenialignant changes 

1961 152 10 % 

1961 fifi 1 0 %  

1953 3.5 7.3 % preninlignant 
7 .3  ‘4 inalignant 

14.6 yo 
I S ( i 3  183 12.4 %epitlieli:il atFpia 

3.2 %carcinoma 

13 6 % 

1 !) (i 1 332 7 . 8  % focal atypi:i 
1.8 % carcinonia in  s i tu 
8.1 % carcinoma 

7 .  1 he percentage of 1n:rlignancies occurring in various inaterials 
of leukoplakins is tabulated in  Table I. Table 11 coinpiles nvail- 
able r e p r t s  on inalignant transformation of oral leukoplaliias, 
that have been followed over a period of tiine. The figures within 
each table cannot be directly coinpared due to the fact that  the 
criteria for the diagnosis of leulcoplnl<i:is and the satiipling of 
iiiateri:il w r y  froin one invesligntion to the other. For figures he- 
fore 1930 the reader is referred to H m s e ,  1931 who compiled :ill 

d:tt:i u p  till that tiiiie. 
The sources of iiiaterial for the present study were patients 

with oral leukoplnl<ias seen in the I k p r t i i i e n t  of 0r:d Surgery, 
Koy:il Iknto l  College :ind Dental Depnrtiiient, University Hospital, 
Copen1i:i~;en. The lesions were classified :is 1eultoplnki:i if the 
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I’oland 1960 71 1.4% 3-6 yrs. 

Hungary 1959 X6 6 %  1 1  yrs. 

I’.S.A. 1934 2YX 12 % 5 yrs. 

1 montli- 
Italy 1950 268 20 % 13 yrs. 

1 ‘ S . A .  1957 22 3 G  % 1 yrs. 

white patches could not be scraped off :ind they could not be at- 
tributed to ;ins other di:ignosable disease. I n  exaiiiiniiig the pa- 
tients it became apparent t h t  soiiie leukoplnlcic lesions had ch:i- 
rncteristics of white patches on :in eryt1ieiii:itous h:~clegro~nt l  giv- 
ing ; I  ”specltled” :ippe:ir:iiice. These c1inic:il changes were often 
:issocinted with epithelial :itypi:i and some were carcinoiiias. T h e  
purpose of this report is to discuss the clinical and hislologic 
f e:i t u re s i t i  t hi s g r ou p of I e ulc 01’1 :t I t  i a s . 

In a iii a t  er i :i 1 of 1 83 or a1 le 11 lc op 1 :I I< ia s ex:i nii netl hi s t olog ic :i 1 1 y , 
35 lesions in 29 patients ( A  occurred bi1;iter:illy) were biopsied 
from clinical changes resetnbling speckled type of leukoplaltias. 
Table 111 gives inforniation :IS to location of the lesions. The coiii- 

niissures were the sites for the lesions in :iliiiost two-thirds of the 
cases. The zivernge age of‘ the patients w:is 54 ye:irs and 59 per 
cent were men. 

The c1inic:ll appenraiice of the leu1copl:ilcias revealed the s:iiiie 
basic pattern in  al l  patients. The affected niiicosa showed the 
presence of white patches, soiiietiiiies nodules, on an erytheiiiat- 
o u s  background. This sitiiu1t:tneous occurence of white and red 



areits eiitlowed the lesions with :I speckled ;ippe:iixnce, Figure 4, 
A -F. 

‘I’lie histologic stctions o f  thesc 35 lesions were ew1u:iteti with 
regard t c ~  Iiy~~erortliolter:itosis, hyi)erI)ar:ilterntosis, epithelial hy- 
perplasia, ; i trophy,  epitIie1i:il 3typi:i mid carcinoma. Epitlieli:il 
:itypia is ;I histologic term used t o  designate ;in epithelium tha t  
c1ispl:iys prciii:ilign:int c1inr:icteristics. Epithe1i:il :itypi:i is fen- 
turetl by :I disorderly iii:iliir:itioii o f  the  epitheliuin. The  c1i:iiiges 
coliiprisc one or iiiore of  the  following features : irregul:ir epi- 
thelial str:itific:ition, increased density of the 1,as:il hyer  or spin:il 
cell layer or both, tliicl<ening o f  the b:is:il cell layer, increased 
n u mbcr I )f I 11 i to tic fig11 re s , :I 1 t er :it ion s in t 11 e n u  cl e:i r-c y t o p 1 :is iii ic 
ratio, loss of 1)ol:irity of cells, liy~)ercliroiii:itisiii :iiid nucle:ir :ityp- 
ism, Figure 1, A-1%. Ahnorii1:il mitoses :ire never observed in  
epitheliu I :itypi:i :ind the 1):iseiiient i1ieinbr:ine is :ilw:iys intact .  

In  5 (14 $ ) of t h e  35 lesions of  the  specltlect type leukoplaltia, 
the histologic findings revealed :I carcinoina. Eighteen (51 % ) of  
the lesions showed histologically the occurrence of  epit1ieli:il 
:itypi:i. ‘I’he histologic ex:iinin:ition disclosed, in : i l l  3.5 cases of 
t h e spec I d  e d type 1 e u It of) I :I I< in, a sin1 11 I tan eou s occ LI r re t i  c e o f  11 y - 
I)erl):ir:ilter:itosis, cpit1ieli:il hyperp1:isi:i :ind epitheli:il :ilrophy, 
Figure 2, A 1%. All hio1)siit.s rrvc:iled infl:iniiiiatory reactions i i i  
t h c c o ii 11 ec t i YC t i  s s 11 e.  



Cytologic scrnpings were obt:iined frotii 5 ixitients with speckled 
type leukoplnltia. Siiiears from two o f  these p t i e n t s  showed 
nuclear changes that were interpreted :is suspicious for Iiinlig- 
nnncy, Figure 3, A- H.  Histolxithologic sections from both o f  
these patients de1iionstr:ited epithelial iitypin. The stiie:irs froiii 
the  other three patients yielded nucleated cells which showed no 
:i hn or1 n a 1 it ie s ex ce 1) t for i t i  c r ea sed c y t opl as 111 ic :I c i do p hi I in. The  
morphologic :ippe:ir:ince o f  these cells was consistent with the 
tissue sections, which showed norni:il individual cellul:rr ch:ir:ic- 
t eri  s t i c s super i I i i  posed on :I 111 :it 11 rat  ion 1) at  t e r 11 of hyper 1’1 a si : I ,  

atrophy and hy1’erp:ir:ilterntosis. 

I)Is(: l~ssIoN 

While the majority of investigators 1i:ive not been able to cor- 
relate the histologic changes with the clinical :ispects o f  leuko- 
plakias, :is pointed out by Siluprnicrn, Kenstrrrp & Pindhorg, 1963, 
:I few authors ( R o f t r r ,  1957, Shnrp, 1848, Htrhn, MorgPnroth & 
Thrnirinn, 1 9 0 1  ) :ire of tlie opinion that  verrucous 1eukopl:iki:is 
:ire often :issoci:ited with e1)itheli:il atypia. Other authors (‘4 cker- 
nitinn & Johnson, 1952 and Shrifer CC Wrrltlron, 1961) have e m -  
p h :I sized that 1 e ult 01) I nlt i c 1 e sio t i  s ex h ihi t i n g a pin 1< i sh -gra y or :I 

red gr:inul:ir :ippe:ir;ince :ire often :issocinted with c:irciiiotii:i in 
situ. The present investigntion confirins tlie point o f  view that 
leu1toplaki:is c1i:ir:icterizetl by the presence of white patches, 
either in :I nodular foriii or a s  iiiore diffuse, white lesions inter- 
sl’ersed with erytheiiiatous nre:is, :ire often :issoci:ited with epi- 
thelial :itypi:i or carciiioiiia. Therefore, the speckled type of oral 
leukop1:iki:i should he excised or followed with the utiiiost care. 
A great nuinher (Table 111) of the specltletl type 1euliopl:ikia w a s  
locntetl t o  the coiiiiiiissures. ‘l’liis i \  reiii:wltahle, : I S  the  latter loca- 
tion is not :I c0111111011 site for oral c:ircinoiii:is. 

Since exfoliative cytology h:is proved to be a reliable reflector 
of abiioriiid cellu1:ir changes, it should be utilized :is :in adjunct 
to  c I i 11 i c :I 1 oh se r w  t i on s and biop sic s, S il i )e  rni (1 n & Wtr re ,  1 9 60. 
This  is p;irticularly etiiph:isized because o f  the innocuous :ippe:ir- 
nnce of some of these speckled-type lesions, which i i i q  not en- 
courage frequent or :idequate follow-up biopsies. 
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I n  the oral c:ivity, the 1ii:ijority of the lesions with epitheli:il 
:it y pia :I re  speck 1 ecl 1 e ill< 01) I :i I< i :i s c I i nica 1 1 y . 111 t h e u t e ri ii e ce rvix, 
however, which possesses : i n  epithelial structure similar to  that  
of the  oral iiiucosa, epit1ieli:il :itypi:i is not :issoci:ited with leuko- 
pl;il<ic c1i:iugcs. Here, the clinic:iI picture is one of erosion or 
noriiially looking iiiucosa. 

According to Schiller, 1938, Ieukoplal<ins on t h e  cervix, which 
liistologic:illy s h o w  either 1iy~~erortliolter:itosis or 1iyperp:ir:iltern- 
tosis :ire not  related to  the genesis o f  cervic:il c:ircinoin:i. However, 
I~'riedell, 1960 11:)s reported one cervical 1eultopl:iIti:i exhibiting 
foci of e:irIy inv:isim gr:ide I squ:iiuous cell carciiioiiia. hloreover, 
:ill gr:itl:itions o f  epit1ieIi:il :ityl)i:i in:iy 1~ seen in hiopsies of' clini- 
c : ~  I I eu I< 01) I:\ I< i:i on col I u i i i  11 t eri. 

The literature is reuiewcd with regard to prewlence figures for 
iii:ilign:incy :ind m:ilign:int tr:i~isforin:~tion of or:il leukopl:ilti:is 
(Tables I :ind 11). In  :I iii:iteri:il of  185 oral leultopl:il<i:is, 35 le- 
sions reve:iletl :I picture of white, nodular p t c h e s  intermingled 
with erytheiiintous ;ire:is (:I specltled :ippe:ir:ince). 51 % of these 
cases were :issoci:itetl with epitheli:il :itypi:i :ind 14 with carci- 
110111:1. 
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E:s wild eirie iibersichL gegeben iiber &is Sclirifttuiii irii Hin- 
b 1 i cli a ti f Fr e (pi  enza ng :he 11 de r hln  I ig n i t ii 1 LI nd d e L’ hii s:i r t i gen 
Entar tung von 1,eultopl altien der Mu ntlsch 1eiinh:rut T:il)eI 1 en  
I und T I ) .  

Aus einein Moterial von 183 1,eultopI:rltien der Mundsclileini- 
hatit zeigten 35 ein Bild voii weissen, Itnotigen Fleclten iiiit ein- 
gemischten erytheinatiisen I3ereichen (ein ’fleckiges’ Aussehen 1. 
51 % der Fiille wiesen Epi1hel:itypie und 14 54 die Entslehnng 
vo 11 Karzi n o ni e n :it1 f . 






