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eukoplakia is the most common premalignant or potentially malig-
nant lesion of the oral mucosa.1 Leukoplakias with similar clinical ap-
pearances have presented with very different histopathological

characteristics.2

Epithelial dysplasia is a neoplastic transformation of epithelium with-
out invasion into the connective tissue.3-5 Oral pathologists use the term ep-
ithelial dysplasia to indicate microscopic features in a biopsy specimen that
are associated with a risk of malignant change and then assign a grade of se-
verity.6

Oral Leukoplakia: Case Report

AABBSS  TTRRAACCTT    The evaluation of the etiology of oral leukoplakia which is the most common prema-
lign or potentially malign lesion of the oral mucosa. A 39-year-old male patient who complains to
his gingiva was admitted to the clinic of periodontology. In his clinic examination, he has white le-
sions on the buccal mucosa and on his commisuras and also he has a tongue that was red, dry and
with ragads. In his medical history, he addressed that because of his psychiatric disorder, he has been
taking lithium for a long-term and has been smoking 50-60 cigarettes a day. Leukoplakia was de-
termined in the bilateral buccal mucosa and labial commissure on his examination. Lesions were car-
ried out by excisional biopsy. Smoking is the major etiologic factor for developing oral leukoplakia.
Xerostomia  resulted from using lithium for a long time may be considered as a triggering factor on
the side of  smoking in the development of oral leukoplakia in patients with bipolar affective dis-
order. 

KKeeyy  WWoorrddss::  Leukoplakia, oral; xerostomia, smoking

ÖÖZZEETT    Bu olgu sunumunda, oral mukozanın en yaygın premalign veya potansiyel malign lezyonu
olan oral lökoplakinin  etiyolojisinin  incelenmesi amaçlanmıştır. Diş etlerindeki rahatsızlık şikâ-
yetiyle periodontoloji kliniğine başvuran 39 yaşındaki erkek hastanın klinik muayenesinde bukkal
mukozada ve komissuralarda beyaz lezyonlar ve kırmızı, kuru, ragadlı dili olduğu tespit edildi. Has-
tanın medikal hikayesinden psikiyatrik tedavi amacıyla uzun dönem lityum kullandığı ve günde 50-
60 adet sigara içme alışkanlığı olduğu öğrenildi. Oral muayenesinde bilateral bukkal mukozasında
ve labial kommissurada lökoplaki tespit edildi. Bu lezyonlar eksizyonel biyopsi ile uzaklaştırıldı.
Oral lökoplaki gelişmesinde  majör etiyolojik faktörlerden  olan sigara alışkanlığının yanı sıra lit-
yum kullanımına bağlı ağız kuruluğunun da tetikleyici bir faktör olabileceği hatırlanmalıdır. 

AAnnaahh  ttaarr  KKee  llii  mmee  lleerr:: Oral lökoplaki; kserostomi, sigara
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Con ven ti o nally, dyspla si a is di vi ded in to gra-
des of mild, mo de ra te and se ve re.7 Pre do mi nant si -
tes of oc cur ren ce ha ve chan ged over the ye ars.The
man di bu lar mu co sa and the buc cal mu co sa ac co -
unt for al most half of the le u kop la ki es . 8

The most com mon si te of le u kop la ki a was buc-
cal mu co sa (28.5%), fol lo wed by al ve o lar mucosa
(18.7%) and ton gu e (16.3%). 9 The fre qu ency of
dysplas tic or ma lig nant al te ra ti ons in oral le u kop -
la ki a has ran ged from 15.6 to 39.2 per cent in se ve -
ral stu di es.10 Oral can cer most com monly oc curs in
midd le-aged and ol der in di vi du als, alt ho ugh a dis-
tur bing num ber of the se ma lig nan ci es has al so be -
en do cu men ted in yo un ger adults in re cent ye ars.
The re se arc hers conc lu ded that alt ho ugh oral can-
cer oc curs ear li er in men than wo men, the risk of
fe ma les tends to be si mi lar to that of ma les.11 Oral
le u kop la ki as are mo re of ten se en among he avy
users of to bac co and al co hol. Xe ros to mi a is an an-
ot her risk fac tor for oral di se a ses. A study sug ges ted
that sa li vary hypo func ti on ca u sed by sa li vary gland
di se a se, me di ca ti on, or ra di a ti on may pre dis po se for
se con dary oral mu co sal di se a se. In tho se pa ti ents
the pro tec ti ve co a ting of sa li va is re du ced or ab sent,
le a ving the oral mu co sa mo re vul ne rab le. Can di di -
a sis, bur ning mo uth syndro me, and whi te le si ons
of oral mu co sa are in cre a sed in fre qu ency.12 Lit hi -
um the rapy is a an examp le of the drug in du ced
xse ros to mi a that using in the bi po lar di sor der
which is  a psychi at ric ill ness.13,14 It is ef fec ti ve as an
an ti ma nic agent and al so pre vents re cur rent dep-
res si on and sta bi li zes mo od swings in this psychi -
at ric di sor der.15

CASE REPORT
A 39-ye ar-old ma le pa ti ent who comp la ins to his
gin gi va was ad mit ted to the pe ri o don to logy cli nic
of the Fa culty of Den tistry in the Dicle Uni ver sity.
In his cli nic exa mi na ti on, he had whi te le si ons on
the buc cal mu co sa and on com mi su ras and al so he
had a red, dry ton gu e with ra gads furt her mo re,
the re we re pus for ma ti ons aro und all his te eth (Fi -
gu re 1-4). The pa ti ent sta ted that he was awa re of
this le si on and did not eat me al ea sily, and had lost
his sen se of tas te for a month. In the me di cal his-
tory he sta ted that he has be en using lit hi um car bo -

na te for fi ve ye ars be ca u se of the psychi at ric the r-
apy. Al so it was le ar ned that du e to to xic ef fect of
the long stan ding use of lit hi um car bo na te, nep hro -
ge nic di a be tic in si pi dus we re oc cur red. In ad di ti -
on, he used to smo ke thre e pac kets of ci ga ret tes a

FIGURE 1: Before the therapy,right buccal mucosa.

FIGURE 2: Before the therapy,left buccal mucosa.

FIGURE 3: Dry, red tongue with ragads.
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day. The writ ten in for med con sent was ob ta i ned.
Af ter the non sur gi cal pe ri o don tal the rapy, ex ci si o -
nal bi opsy was per for med. In the exa mi na ti on of

bi opsy ma te ri al; mac ros co pi cally, the di men si on of
the bi opsy pi e ce was 1 x 0.7 x 0.2 cm and the co lo -
ur was gray. In the his to pat ho lo gi cally exa mi na ti -
on of the bi opsy ma te ri al, the tis su e which was
ex tre mely hyperp la sic, co ve red by squ a mo us epit -
he li al cells had hyper ke ra to sis and pa ra ke ra to sis.
The re was a pro li fe ra ti on by epit he li al cells with
nar row cytop lasm, in cre a sed mi to tic ac ti vity, and
in cre a sed cro ma si of the dis tal 1/3 epit he li al (Fi gu -
re 5,6). The di ag no sis was “mild epit he li al dyspla -
si a ”.

Af ter thre e months, we did not de ter mi ne  any
re cur ren ce at the ope ra ti on si te in the cli ni cal exa -
mi na ti on. In the se cond con trol exa mi na ti on af ter
se ven months, an early re cur ren ce was se en in both
right and left buc cal mu co sa (Fi gu re 7,8). 

FIGURE 4: Intraoral view.

FIGURE 5: Histologic examination reveals loss of polarity in basal layer of
stratified squamous epithelium and mononuclear inflammatory cell infiltration
is present under the epithelium (H&E x100).

FIGURE 6: Hyperchromatic atypical epithelium cells which show increased
mitotic activity and slight pleomorphism in basal layer of epithelium are pres-
ent (H&E x100).

FIGURE 7: After 7 months recurrence on the right buccal mucosa FIGURE 8: After 7 months recurrence on the  left buccal mucosa.
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DISCUSSION
Oral Le u kop la ki a is one of the to bac co-re la ted mu-
co sal le si ons.16,17 Le u kop la ki a was of ten as so ci a ted
with epit he li al dyspla si a. It is ge ne rally ac cep ted
that ma lig nant trans for ma ti on of oral le u kop la ki a is
mo re li kely to oc cur in smo kers than in non-smo -
kers.18 A re cent study sho wed the ma lig nant trans-
for ma ti on ra te of  oral le u kop la ki a was 7.9% (35 of
444 with oral le u kop la ki a.19

In one lar ge, well known ret ros pec ti ve study
that con sis ted of ap pro xi ma tely 3.300 bi op si es of
oral whi te le si ons, Wal dron and Sha fer de ter mi ned
that 19.9 per cent of le u kop la ki as sho wed so me de-
g re e of epit he li al dyspla si a. In this gro up, 3.1 per-
cent we re un sus pec ted squ a mo us cell car ci no ma,
4.6 per cent sho wed se ve re dyspla si a or car ci no ma
in si tu, and 12.2 per cent sho wed mild-to-mo de ra -
te epit he li al dyspla si a.10

Mel ro se sug ges ted that pa ti ents with mild or
mo de ra te dyspla si a ha ve a sig ni fi cant, but not ab so -
lu te po ten ti al for re ver si bi lity and can be ma na ged
with the eli mi na ti on of the sus pec ted eti o lo gic fac-
tors.5

In a re cent re vi ew it has be en conc lu ded that
nu me ro us stu di es ha ve exa mi ned the trans for ma -
ti on ra tes of oral le u kop la ki as; Pind borg and ot hers
fol lo wed 248 pa ti ents for a me an ob ser va ti on pe ri -
od of 3.7 ye ars; du ring this ti me, the pe ri od pre va -
len ce of ma lig nant trans for ma ti on in le u kop la ki a
was 4.4%. Ba nocz and Csi ba re por ted a 6% ma lig -
nant trans for ma ti on in 670 pa ti ents who we re ob-
ser ved over a pe ri od ran ging from 1 to 30 ye ars. In
ad di ti on, a study by Ro ed-Pe ter sen and ot hers fo -
und that the trans for ma ti on ra te for ma lig nancy or
epit he li al dyspla si a of oral le u kop la ki a was gre a ter
than 6%.20

Co wen et al sug ges ted that over the 20-ye ar
pe ri od the re we re 745 pa ti ents di ag no sed with pri-
mary in tra-oral squ a mo us cell car ci no ma, 165 pa ti -
ents with dyspla si a and 1182 pa ti ents with
‘non-dysplas tic’ le si ons (epit he li al hyperp la si a, hy-
per ke ra to sis epit he li al at rophy, lic hen pla nus and
lu pus ery the ma to sus). Ma lig nant trans for ma ti on
oc cur red in 15% of dyspla si as and in 1% of ‘non-

dysplas tic’ le si ons at ave ra ge in ter vals af ter di ag -
no sis of 48 and 65 months res pec ti vely.21 It is ac-
cep ted that the pa ti ents with epit he li al dyspla si a
must be con trol led pe ri o di cally.

Du ring a 13-ye ar pe ri od, 3256 spe ci mens cli n-
i cally di ag no sed as le u kop la ki a and it was fo und
that le u kop la ki a oc curs chi efly in the 5th, 6th, and
7th de ca des; abo ut half of the le si ons in vol ved the
man di bu lar mu co sa, man di bu lar sul cus, and buc-
cal mu co sa; le u kop la ki a was slightly mo re com mon
in men (54.2%). 22 Our ca se is com pa tib le for age,
sex and lo ca ti on of the le si on with this study.

In a study da ta from the oral mu co sal tis su e as-
sess ment of 15.811 par ti ci pants in the US Na ti o nal
He alth and Nut ri ti on Exa mi na ti on Sur vey (NHA -
NES II I) we re inc lu ded. Ac cor ding to the da ta of
this sur vey to bac co smo king was fo und as the
stron gest in de pen dent risk fac tor and di a be tes, age
and so ci o-eco no mic sta tus we re fo und as in de pen -
dent pre dic tors of oral le u kop la ki a. As a conc lu si -
on, the aut hors sug ges ted that the ro le of di a be tes
and es tro gen in the pat ho ge ne sis of oral le u kop la -
ki a sho uld be furt her in ves ti ga ted. 23 In this ca se,
oc cur ren ce of the nep hro ge nic di a be tes in si pi dus
ca u sed by using lit hi um for his psychi at ric di se a se
for a long ti me (5 ye ars), led to dehy dra ti on and al -
so to get her with he avy smo king trig ger red fac tor
for de ve lo ping of le u kop la ki a. 24-28

Lit hi um re du ces re nal res pon si ve ness to ADH
(an ti di u re tic hor mo ne) ca u ses to mo de ra te pol yu ri -
a and is as so ci a ted with in cre a sed plas ma re nin
con cen tra ti on le a ding to poly dip si a. But in ca ses
with ina de qu a te flu id rep la ce ment dehy dra ti on
may oc cur and he avy smo king al so in cre a ses dehy -
dra ti on in the oral mu co sa as in our ca se.

The most fre qu ent si de-ef fects of lit hi um the -
rapy we re: tre mor of bands, poly dip si a, pol yu ri a,
in cre a se in ap pe ti te, dryness of mo uth, ge ne ral
mus cu lar we ak ness and me mory re duc ti on.13

Ad di ti o nally,the re ha ve be en nu me ro us re-
ports of the oral si de ef fects of long-term lit hi um
the rapy, which can ha ve so me im por tan ce to den-
tal ma na ge ment. Lic he no id sto ma ti tis has be en re-
por ted as an ad ver se re ac ti on to lit hi um car bo na te
and  is tho ught to rep re sent a res pon se to al te ra ti -
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ons in im mu no re gu la ti on in du ced by the lit hi um
the rapy. Nons pe ci fic sto ma ti tis in as so ci a ti on with
lit hi um the rapy has al so be en re por ted.29 The re fo -
re, it is pos sib le that  lit hi um in du ced xe ros to mi a
may be a trig ge ring fac tor be si de the  smo king  in
our ca se.

It sug ges ted that dysplas tic le u kop la kic le si ons
must be comp le tely re mo ved by sur gery.  Ad di ti o -
nal tre at ment met hods inc lu de car bon di o xi de la -
ser, pho tody na mic the rapy, and cryot he rapy.30  

Se ve ral  stu di es ha ve re por ted that the re are
no ef fec ti ve tre at ment pro ce du res to pre vent ma-
lig nant trans for ma ti on of oral le u kop la ki a. The risk
of can cer de ve lop ment co uld not be sig ni fi cantly
re du ce by sur gi cal in ter ven ti on.19 The eti o lo gic fac-
tors must re mo ved for pre vent the re cur ren ce of
oral le u kop la ki a.

In the light of this da ta  we app li ed ex ci o nel
bi opsy to our pa ti ent. But we  co uld not with dra -

wel of the pa ti ents’ me di ca ti on for his he alt hca re.
In the con trol ses si ons, we le ar ned that the  pa ti -
ent was con ti nu ed to smo ke. Thro ugh the eti o lo -
gic fac tors co uld not eli mi na ted a  litt le re cur ren ce
of oral le u kop la ki a was se en af ter se ven month of
the sur gi cal the rapy. We tho ught that the pa ti -
ents’ dry ton gu e with ra gads is al so as so ci a ted
with dehy dra ti on du e to  the long-term lit hi um
using. 

In conc lu si on, alt ho ugh smo king is the ma jor
eti o lo gic fac tor for de ve lo ping oral le u kop la ki a, de-
hy dra ti on re sul ted from long-term lit hi um the rapy
may be con si de red as a trig ge ring fac tor in the de ve l-
op ment of oral le u lop la ki a in pa ti ents with bi po lar
af fec ti ve di sor der. It was ac cep ted that the se pa ti ents
must be fol lo wed up at le ast 6 month in ter vals.
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