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PRIKAZ SLUCAJA
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Primarni ekstranodularni Non-Hodgkinov
limfom usne Supljine prikriven boli nakon

vadenja zuba

Pain After Tooth Extraction Masking Primary
Extranodal Non-Hodgkin’s Lymphoma of the

Oral Cavity

Zavod za oralnu kirurgiju Stomatoloskog fakulteta Sveucilista u Zagrebu
Department of Oral Surgery School of Dental Medicine University of Zagreb

Sazetak

Maligni su limfomi u usnoj Supljini rijetki i ¢ine priblizno 3,5 posto svih malignih pro-
mjena u oralnoj regiji. Opisan je slu¢aj primarnog non-Hodgkinova limfoma na lije-
voj strani mandibule. Nakon sto je pacijentu izvaden doniji lijevi umnjak, perzistirala
je spontana i intermitentna bol na lijevoj strani donje ¢eljusti. Intraoralnim pregle-
dom ustanovljeno je da sporo cijeli postekstrakcijska alveola. Panoramska radio-
loska snimka pokazala je radiolucenciju s nepravilnim rubovima u straznjoj mandi-
bularnoj regiji na lijevoj strani. Nakon desetodnevne terapije antibiotikom, bol se
smanijila, ali postekstrakcijska je alveola jos neadekvatno cijelila. Inicijalno je bila
pogresno postavljena dijagnoza kroni¢nog osteomijelitisa. Na temelju histoloskog
i imunohistokemijskog nalaza postavljena je konacna dijagnoza - difuzni velikosta-
ni¢ni limfom B-imunofenotipa. Nakon kombinacije radioterapije i kemoterapije, kod
pacijenta se postigla potpuna remisija te su se povukli svi klinicki znakovi bolesti.
Dijagnosticiranje ekstranodularnog limfoma celjusti je izazov, jer gotovo uvijek po-
stoji sumnja na malignu tvorbu, a ¢esto je prikriven oralnim i dentalnim patoloskim
stanjima. Stomatolog je vrlo vazan u ranom otkrivanju malignih limfoma usne $u-
pljine.
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Uvod

Maligni limfomi su neoplazme limfopoetske gra-
ne retikuloendotelijalnog sustava (1). One nastaju
iz B- i T- limfociti¢nih stani¢nih linija koje, ovisno
o njihovu stupnju razvoja i aktivacije, daju spektar
tumora razliCite zlo¢udnosti (2). Tradicionalno se
limfomi dijele na Hodgkinovu bolest (HD) i non-
Hodkinove limfome (NHL), s obzirom na razlici-
tost u histoloSkom nalazu i njihovo ponaSanje (3).
Maligni limfomi oralnog podrucja rijetki su i Cine

Introduction

Malignant lymphomas are neoplasms of the lym-
phopoietic portion of the reticuloendothelial sys-
tem (1). These malignant lymphoid neoplasms arise
from B- or T- lymphocytic cell lines that, accord-
ing to their stage of development or activation, give
rise to a spectrum of tumors that exhibit varying be-
haviors (2). Lymphomas have been traditionally di-
vided into Hodgkin disease (HD) and non-Hodg-
kin lymphomas (NHL) because of their difference

-
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priblizno 3,5 posto svih malignih promjena u toj re-
giji (4, 5). Limfomi su naj¢es¢i neepitelijalni mali-
gni tumori u usnoj Supljini i maksilofacijalnom po-
drucju, te prema tome koliko se ¢esto javljaju, treci
su u skupini malignih promjena u tom podrucju, na-
kon planocelularnog karcinoma i neoplazmi Zlijez-
da slinovnica (6, 7).

NHL-i su heterogena skupina limfoproliferativ-
nih malignih promjena koja je mnogo manje pred-
vidiva od Hodgkinove bolesti te znatno ¢es¢e ma-
tastazira u ekstranodularna tkiva i to nakon duZeg
razdoblja bez simptoma bolesti (3, 7). Razliciti su
podaci vezani za Cestocu ekstranodularne pojave
non-Hodgkinova limfoma i krecu se izmedu 24% i
40% (4, 5, 7-9). Vecina slucajeva NHL-a, pa cak i
gotovo svi, mogu se naci i u nodularnim i ekstrano-
dularnim podruc¢jima. U podrucju glave i vrata naj-
¢esca primarna ektranodularna lokacija je Waldeye-
rov prsten (2).

Uzrok NHL-a jo§ je nejasan (7). Iako je etiologi-
ja bolesti kontroverzna, nekoliko prikaza istie po-
vezanost NHL-a s virusnim infekcijama te razlici-
tim imunosupresivnim bolestima i stanjima, osobito
s infekcijom humanim virusom imunodeficijencije
(HIV-om) (1, 8, 9). U nekim sluc¢ajevima, NHL se
povezuje s autoimunim bolestima, kao Sto su Has-
himotov tireoiditis i Sjogranov sindrom (7). Tako-
der se smatra da postoji povezanost s gastritisom
uzrokovanim mikroorganizmom Helicobacter pylo-
ri (10). U gotovo svim zemljama za koje su poda-
ci dostupni, povecava se godi$nja stopa incidencije
za NHL. (11, 12). U posljednja dva desetljeca broj
ekstranodularnih oblika bolesti raste vise u odnosu
prema nodularnim lokalizacijama (13).

Povremeno se maligni limfomi mogu pojaviti u
tijelu mandibule (14, 15). Takva dosta rijetka lezija
tada stvara velik dijagnosticki problem i uglavnom
se pogresno dijagnosticira (16, 17). U diferencijal-
noj dijagnostici posebnu pozornost treba posvetiti
dentalnoj boli nepoznatog uzroka i oteklinama pro-
nadenima kod prvog pregleda (18). Vazno je ista-
knuti kako je vecina oralnih karcinoma bezbolna,
pa infekcija ili sli¢na stanja Cesto prikrivaju njihovu
klinicku sliku. Takoder je iznimno vazno da je sto-
matolog obavijeSten o razli¢itim klini¢kim manife-
stacijama NHL-a u usnoj Supljini i maksilofacijal-
nom podrucju, kako bi brzo i pravodobno mogao
dijagnosticirati maligno stanje (3).

U ovom prikazu je opisan slucaj primarnog non-
Hodgkinova limfoma lijeve strane mandibule pri-
kriven klinickom slikom komplikacije nakon ek-
strakcije zuba.
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in histology and patterns of behavior (3). Malignant
lymphoma of the oral region are uncommon and ac-
count for approximately 3.5% of all oral malignan-
cies (4, 5). Lymphomas are the most frequent non-
epithelial malignant tumors in the oral cavity and
maxillofacial region and represent the third most
common group of malignant lesions in the site, fol-
lowing squamous cell carcinoma and salivary gland
neoplasms (6, 7).

NHL are a heterogenous group of lymphopro-
liferative malignancies that are much less predict-
able than HD and have a far greater predilection to
disseminate to extranodal tissues but often after a
long disease free interval (3, 7). Various data ex-
ist regarding the incidence of extranodular occur-
rence of non-Hodgkin lymphoma, which ranges be-
tween 24% and 40% (16/1, 1/3,4, 9, 12). Majority of
NHL cases, and most probably all of them, may be
observed in both nodal and extranodal sites. In the
head and neck region, the most common primary
extranodal sites involve Waldeyer ring (2).

The cause of NHL is still unclear (7). Although
the etiology of NHL remains controversial, several
reports suggest an association between NHL and vi-
ral infection as well as a variety of immunosuppres-
sive diseases and treatment states, notably human
immunodeficiency virus (HIV) infection (1, 8, 9).
In some cases, NHL has been related with auto-im-
mune based diseases, such as Hashimoto thyroiditis
and Sjogren syndrome (7). It has also been hypoth-
esized that there may be a correlation with Helico-
bacter pylori- induced gastritis (10).

In almost all countries in the world for which
good registry information is available, the average
annual incidence rate of the NHL has been increas-
ing (11, 12). Extranodal disease increased more
rapidly than nodal disease over the past 2 decades
(13).

Occasionally oral malignant lymphoma appears
in the body of the mandible (14, 15). This uncom-
mon lesion can pose significant diagnostic problems
and is frequently misdiagnosed (16, 17). Particular
care should be taken to consider it in the differential
diagnosis when unexplained dental pain and swell-
ing are present from the first visit (18). It is impor-
tant to note that the majority of cases of oral cancer
are pain free, and it is often infection or a coinciden-
tal finding that reveals them. It is important for the
dentist to be aware of the various clinical manifes-
tations of NHL of the oral cavity and of the maxil-
lofacial region to diagnose this malignant condition
quickly and appropriately (3).
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Pacijenta u dobi od 52 godine njegov je stomato-
log poslao u Zavod za oralnu kirurgiju Stomatolos-
kog fakulteta SveuciliSta u Zagrebu radi pregleda i
obrade neobic¢ne i prolongirane boli nakon ekstrak-
cije umnjaka i parestezije brade. Bolesnik nije imao
priloZenu medicinsku dokumentaciju. Izgledom je
bio dobrog zdravlja i normalnog statusa. Oko Sest
tjedana prije dolaska u Zavod, poceo je osjecati
spontanu i intermitentnu bol na lijevoj strani man-
dibule te je Cetiri dana nakon toga upuéen stoma-
tologu. No, bol se nije smirila ni nakon pulpekto-
mije treCega donjeg lijevog molara, obavljene zbog
sumnje na ireverzibilni pulpitis. Zato je donji lijevi
umnjak ekstrahiran otprilike deset dana nakon en-
dodontskog zahvata. S obzirom na to da je spontana
bol u podrucju lijeve mandibule i dalje perzistirala,
pacijent je poslan u Zavod. Medicinska anamneza
bila je bez osobitosti. Pacijent nije naveo je li imao
vrudicu, gubi li na teZini ili da li se noc¢u znoji.

Pacijent je istaknuo da je oko Cetiri mjeseca pri-
je ekstrakcije donjega lijevog umnjaka poceo osje-
¢ati utrnuée brade na lijevoj strani. Ekstraoralnim
pregledom nisu pronadene nikakve vece promjene.
Nije bilo ni palpabilnih limfnih ¢vorova u podruc-
ju glave i vrata. Intraoralnim pregledom je otkrive-
no da neadekvatno cijeli postekstrakcijska alveola u
podrucju donjeg lijevog umnjaka (Slika 1.).

Na ortopantomogramu je bilo vidljivo podrucje
radiolucencije s nepravilnim rubovima u lateralnom
podruc¢ju mandibule (Slika 2.), ali nije bilo znatnih
promjena na radiogramu. Magnetska rezonancija
nije obavljena.

Zbog sumnje na kroni¢ni osteomijelitis mandi-
bule, prepisali smo desetodnevnu terapiju antibio-
ticima. Nakon toga se spontana bol smanjila, ali je
postekstrakcijska alveola i dalje neadekvatno cijeli-
la. Pregledom usne Supljine pronadena je ekstenziv-
na egzofiti¢na sivo-bijela lezija u postekstrakcijskoj
alveoli donjega lijevog umnjaka. Nije bila mekana,
bila je fiksirana za podleZece tkivo i ¢vrste gumaste
konzistencije. Pacijent je joS imao paresteziju lije-
ve strane mandibule, ispitanu stimulacijom ubodom
igle. Zahvacala je usnu i vrh brade, pokazujuéi ta-
ko zahvacdenost donjeg alveolarnog Zivca. U lokal-
noj anesteziji bila je obavljena inicijalna biopsija le-
zije u postekstrakcijskoj alveoli. Nakon histoloSke
analize uzorka prve biopsije, nalaz je bio suspek-
tan na maligni non-Hodgkinsov limfom. Pronade-
na je promjena viseslojnoga plocastog epitela, ra-
hla i edematozna stroma proZeta obilnim mijesanim
upalnim infiltratom. U jednom su ZariStu bile lim-

Non-Hodgkinov limfom usne Supljine

In this report, a case of primary non-Hodgkin
lymphoma of the left mandible that manifested clin-
ically as a complication after tooth extraction is pre-
sented.

Case Report

A 52-year-old man was referred to the Depart-
ment of Oral Surgery University of Zagreb by his
dentist for investigation and treatment of unusual
and prolonged pain after third molar extraction and
paresthesia of the chin. The patient’s medical histo-
ry was not contributory. He appeared to be in good
health and was of normal stature. About 6 weeks be-
fore visiting our department, he had noticed sponta-
neous and intermittent pain of the left mandible and
had been reffered to a dentist 4 days later. Although
pulpectomy of the third left lower molar had been
done under the working diagnosis of irreversible
pulpitis, the pain had continued. Therefore the third
left lower molar was extracted about 10 days after
the endodontic treatment. The spontaneous pain of
the left mandible had continued and the patient was
then reffered to our department. Past medical histo-
ry was unremarkable. He did not complain of fever,
weight loss or night sweats.

The patient stated that approximately 4 months
before extraction of the wisdom tooth he had be-
gun to feel ,,numbness* on the left side of the chin.
Extraoral examination revealed no remarkable fea-
tures. No palpable head and neck lymph nodes were
present. Intraoral examination revealed healing re-
tardation of the postextraction socket at the left low-
er third molar region (Figure 1).

A panoramic radiograph revealed a radiolucen-
cy in the posterior mandibular region with irregu-
lar margins (Figure 2), but there were no significant
changes on the radiograph, and magnetic resonance
imaging was not performed.

Because chronic osteomyelitis of the mandible was
suspected, we prescribed a 10-day course of antibiot-
ics. After that, although the spontaneous pain dimin-
ished, inadequacy of the healing at the extraction site
was still present. Examination of the oral cavity dis-
closed extensive exophitic gray-white lesion emanat-
ing from left lower third molar extraction site. The le-
sion was nontender, was fixed to underlying tissue and
had a firm rubbery consistency. The patient still had
parasthesia to needle-prick stimulation on the left side
of the chin. The parasthesia involved the lip and the
tip of the chin indicating the involvement of the infe-
rior alveolar nerve. An incisional biopsy of the lesion
in postextraction socket was performed with the use
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Slika 1. Intraoralna fotografija koja prikazuje neadekvatno
cijeljenje postekstrakcijske alveole u podrucju
donjeg lijevog treceg molara.

Figure 1 Intraoral photograph shows healing retardation
of the postextraction socket at the left lower third
molar region.

CD20 antigen, marker B stanicne diferencijacije.

Figure 3 Immunohistochemistry reveals significant
positivity for CD20 antigen, a marker of B-cell
differentation.

fati¢ne stanice atipi¢nog izgleda s krupnim jezgra-
ma te izraZena mitoticka aktivnost stanica. Pacijent
je tada poslan u Zavod za hematopatologiju, gdje je
obavljena kompletna dijagnosticka obrada (ponov-
na biopsija s patohistoloSkom obradom, ultrazvuk
abdomena, CT toraksa i abdomena te citopunkcija
palpabilnog limfnog ¢vora). CT toraksa i abdome-
na pokazao je laterotrahealni limfni ¢vor na lijevoj
strani u podru¢ju gornjeg medijastinuma uz arteri-
ju subklaviju, promjera jedan centimetar i povecan
limfni ¢vor promjera dva centimetra retrokruralno
u visini hijatusa aorte, te povecane retroperitoneal-
ne limfne ¢vorove lumbalnih regija. Nativni presje-
ci jetre pokazali su niZi koeficijent apsorpcije, Sto
govori u prilog difuzne lezije jetre. Citoloski nalaz
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Slika 2. Panoramska snimka pokazuje radiolucenciju s
nepravilnim rubovima u molarnoj regiji donje
Celjusti.

Figure 2 Panoramic radiograph shows radiolucency in
the molar region of the mandible with irregular
margins.

Slika 4. Inspekcijom usne Supljine nadena je potpuna
remisija bez ikakvih klini¢kih znakova bolesti.
Figure 4 During a further inspection of the oral cavity,
the patient showed complete remission with the
disappearance of all clinical evidence of disease.

of local anesthesia. Histological findings: after analy-
sis of the specimen of the incisional biopsy, malignant
non-Hodgkin lymphoma was suspected. Changes were
found of the stratified squamous epithelium, dense and
edematous stroma, permeated with abundant mixed
inflammatory infiltrate. In one focus atypical lymphat-
ic cells were found with large nuclei and marked my-
totic cellular activity. The patient was transferred to
the Department of Hematopathology where complete
diagnostic analysis was performed (a further biopsy
with histopathological analysis, abdominal ultrasound,
computed tomography (CT) of the thorax and abdo-
men, cytopuncture of the palpable axial lymph node).
CT of the thorax and abdomen showed a laterotracheal
lymph node on the left side in the area of the upper me-
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punktata pokazao je mnogobrojne nezrele limfatic-
ne stanice tipa blasta s izrazito vaskulariziranom ci-
toplazmom. Na osnovi druge biopsije, obavljena je
patohistoloska analiza. Histoloski se radilo o tumor-
skom tkivu gradenom od krupnijih, atipi¢nih limfa-
ti¢nih stanica s umjereno obilnim citoplazmama i
vezikularnim jezgrama, u kojima su se isticali jedan
do dva nukleola. Pronadene su mnogobrojne mito-
ze 1 apoptoze te vidljiva slika ,,zvjezdanog neba®.
Imunohistokemija je obavljena na parafinskim pre-
sjecima, uz pomo¢ spektra monoklonalnih antitijela
kao markera. Imunohistokemijska analiza je poka-
zala da su tumorske stanice bile pozitivne na anti-
gen CD20, marker B-stani¢ne diferencijacije te na
proteine BcL-2 i BcL-6 (Slika 3.).

Postavljena je dijagnoza primarnog non-Ho-
dgkinova limfoma mandibule, difuznog velikosta-
ni¢nog limfoma B-imunofenotipa. Ta vrsta ubraja
se u limfome visokog stupnja malignosti, a javljaju
se u srednjoj 1 starijoj Zivotnoj dobi, a u tu se skupi-
nu ubraja i nas pacijent. Poveéani limfni ¢vorovi na
svim lokalizacijama karakteristi¢ni su za limfome
visokog stupnja malignosti, §to je takoder utvrdeno
u opisanom slucaju. Difuzni velikostani¢ni B non-
Hodgkinov limfom moZe biti lokaliziran, ali ¢esto
se infiltrira u gastrointestinalni trakt i srediSnji Ziv-
¢ani sustav. Nakon potpune klinicke obrade i verifi-
cirane dijagnoze malignog limfoma te primijenjene
kombinacije kemoterapije i radioterapije, kod paci-
jenta je postignuta kompletna remisija i nestali su
svi klinicki znakovi bolesti, Sto je bilo uocljivo i ti-
jekom ponovnog pregleda usne Supljine (Slika 4.).
Nikakvih rekurentnih znakova nije bilo godinu da-
na nakon tretmana.

Rasprava

lako vedina non-Hodgkinovih limfoma nastaje
u limfnim ¢vorovima, od 24 do 40 posto tih mali-
gnih promjena moZe imati ekstranodularnu lokali-
zaciju (7, 19-22). Primarni ekstranodularni limfomi
glave i vrata razmjerno su rijetki (22). Zahvacenost
usne Supljine dosta je rijetka i otkrije se tek u 0,1%
do 5% slucajeva (18, 19, 23, 24). Najcesce zahva-
¢eno podrucje usne Supljine i maksilofacijalne re-
gije NHL-om jest Waldeyerov prsten (tonzila, na-
zofarinks, baza jezika, nepCana tonzila), a tonzile

Non-Hodgkinov limfom usne Supljine

diastinum by the subclavian artery, 1 cm in diameter,
and an enlarged lymph node 2 cm in diameter retrocru-
rally at the height of the hiatus aorta, and also enlarged
retroperitoneal lymph nodes of the lumbar region. Na-
tive cross sections of the liver showed lower coeffi-
cient of absorption, indicating diffuse hepatic lesion.
The cytological finding of the needle aspiration of the
lesion showed numerous immature lymphatic blast
type cells with markedly vascularised cytoplasm. On
the basis of the second biopsy histopathological analy-
sis was performed. Histologically it showed tumorous
tissue consisting of large, atypical lymphatic cells with
moderately abundant cytoplasms and vesicular nuclei,
in which 1-2 of the nuclei were prominent. Numerous
mitotic figures and apoptosis were found and visible
starry sky pattern. Immunohistochemical studies were
performed on paraffin sections using a panel of mono-
clonal antibodies for the markers. Immunohistochemi-
cal analysis showed that the tumor cells were positive
for CD20 antigen, a marker of B-cell differentiation,
BcL-2 and BcL-6 proteins (Figure 3).

The diagnosis was primary non-Hodgkin lym-
phoma of mandible, diffuse large B —cell type. This
type of lymphoma has a high degree of malignancy,
which occurs in middle and older age, and the pa-
tient belongs to this group. The occurrence of en-
larged lymph nodes on all locations is character-
istic of highly malignant lymphomas, which was
determined in this case. Diffuse B large-cell non-
Hodgkin lymphoma may be localised, although it
frequently infiltrates into the gastrointestinal tract
and central nervous system. After complete clinical
treatment and verification of the diagnosis of ma-
lignant lymphoma, and application of a combina-
tion of chemotherapy and radiotherapy, the patient
showed complete remission with the disappearance
of all clinical evidence of disease, which was visible
during a further inspection of the oral cavity (Figure
4). One year status post treatment, he continues to
do well, with no evidence of recurrence.

Discussion

Majority of non-Hodgkin lymphoma arise in
lymph nodes, but 24%-40% of these malignancies
arise in extranodal locations (7, 19-22). Primary ex-
tranodal lymphomas of the head and neck are rela-
tively uncommon (22). Involvement of the oral cav-
ity is particularly rare and accounts for only 0.1% to
5% of cases (18, 19, 23, 24). Most commonly affect-
ed site of NHL of the oral cavity and maxillofacial
region is Waldeyer ring (tonsil, nasopharynx, base
of the tongue, palatine tonsil) and the tonsils are the
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su pritom najcesce zahvacene (12, 25, 26). Primar-
ni limfomi kosti ¢ine oko 5% svih ekstranodular-
nih limfoma (20, 27, 28). Prema misljenju Rinna-
gia i njegovih suradnika, kad je rije¢ o ¢eljustima
maksila je mnogo ¢escée zahvacena od mandibule te
su posteriorna podrucja mnogo ¢esce zahvacena od
anteriornih (20). Iako su primarne intrakosStane lezi-
je NHL-a rijetke, 13% je otkriveno u celjusti (29).
NHL-i ¢eljusti obi¢no nemaju specificnih znakova
i simptoma. Na limfom celjusti treba posumnjati
ako postoji dentalna bol nepoznatog uzroka, utrnu-
¢e, pokretljivost zuba, oteklina, ulceracije sluznice,
tkivo u postekstrakcijskoj alveoli, liticke promjene
kosti, parestezija ili anestezija alveolarnog Zivca te
cervikalna adenopatija (28, 30-37). Rane lezije mo-
gu se povezati s odontogenom upalom ili parodon-
tnim stanjima, pa se u tom sluc¢aju primjenjuju ne-
potrebni ili lokalni tretmani (endodontski tretman,
ekstrakcija zuba, antibiotska terapija) Sto produZu-
je vrijeme do dijagnoze na osnovi biopsije (3, 20).
Zbog spomenutih ranih simptoma najprije smo po-
sumnjali na osteomijelitis ¢eljusti, Sto je i bila prva i
pogresna dijagnoza, pa je terapija samo prolongirala
postavljanje konacne dijagnoze. Lezije primarnog
limfoma kosti znatno su impresivnije klinicki nego-
li radioloski. Radioloski nalaz nije specifican, obic-
no pokazuje difuznu koStanu destrukciju, izgleda
poput solitarnog defekta ili nedostatka lamine du-
re ili sniZenog ruba alveolarne kosti, aludirajuéi na
stanja poput parodontitisa ili parodontnog apscesa
(20, 37, 38). lako tradicionalni filmovi mogu poka-
zati destruktivnu koStanu leziju, uporaba magnetske
rezonancije omogucuje klini¢aru znatno precizniju
sliku destrukcije trabekularne kosti i promjenu ko-
Stane srZi, Sto je svojstvo agresivnih tumora (39).
Kod nasSeg pacijenta takoder nisu pronadene vece
promjene na rendgenskoj snimci, a magnetska rezo-
nancija nije bila obavljena.

Dijagnostika ekstranodularnog limfoma celjusti
izazov je zbog uobicajeno niskog stupnja sumnje na
takvu promjenu i prikrivenosti malignog tumora uo-
bicajenim oralnim i dentalnim patoloskim stanjima.
Dijagnoza NHL-a moZe se postaviti samo na teme-
lju nalaza biopsije. Za to je nuZna adekvatno uzeta
biopsija te bliska suradnja klinicara i patologa. Uzo-
rak uzet biopsijom mora sadrZavati bazu lezije, jer
periferni dijelovi mogu imati izgled normalnog tki-
va, mora biti uzet oprezno i odmah dostavljen pato-
logu - svjez ili u mediju koji odreduje patolog (1).
Uzorci obi¢no nisu adekvatni za imunohistokemij-
sku analizu, jer se oni uzeti biopsijom iz usne Su-
pljine rutinski stavljaju u formalin (35). Zbog istog
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most frequent site (12, 25, 26). Primary lymphomas
of bone compose about 5% of all extranodal lympho-
mas (20, 27, 28). According to Rinnagio et al, among
jaw lesions the maxilla is more frequently involved
than the mandible, with posterior locations favored
over anterior sites (20). Although primary intraosse-
ous lesions of NHL are rare, 13% reportedly occur
within the jaws (29). NHLs arising in the jaws fre-
quently present with non-specific signs and symp-
toms. Lymphoma of bone should be considered when
there is unexplained dental pain, numbness, tooth mo-
bility, swelling, overlying mucosal ulceration, a mass
in the post-extraction socket, lytic osseous changes,
inferior alveolar nerve paresthesia or anesthesia and
cervical adenopathy (28, 30-37). Early lesions may
be attributed to inflammatory odontogenic or peri-
odontal conditions, resulting in unnecessary or in-
fective local treatment (endodontic treatment, extrac-
tion, antibiotics) and protected delays before biopsy
diagnosis (3, 20). Because of the aforementioned ear-
ly symptoms we first suspected osteomyelitis, which
was the initial misdiagnosis, the its therapy merely
prolonged the period to the final diagnosis. Lesions
of primary lymphoma of bone are more impressive
clinically than radiographically. Radiologic findings
are not specific, commonly exibiting diffuse bone de-
struction, appearing as a solitary defect or as disap-
pearance of lamina dura or lowering of the alveolar
bone margin to a condition resembling periodontitis
or periodontal abscesses (20, 37, 38). Although tradi-
tional plain films can disclose destructive osseous le-
sions, the use of magnetic resonance imaging has al-
lowed clinicians to visualize more clearly the pattern
of trabecular bone destruction and marrow replace-
ment, characteristic of this aggressive tumor (39). In
the case of the patient presented we also did not find
significant changes on the radiograph, and magnetic
resonance imaging was not performed.

The diagnosis of extranodal lymphoma of the
jaw may be challenging, because frequently there is
a low index of clinical suspicion and malignant tu-
mor may mimic common oral and dental pathologi-
cal conditions. The diagnosis of NHL can be made
only by means of biopsy. The importance of an ad-
equate biopsy and close cooperation between clini-
cian and pathologist is stressed. The biopsy speci-
men should include the base of the lesion because
peripheral portions of the lesion could represent
normal tissue response to the malignant tumor. The
specimen should be handled gently and delivered
immediately to the pathologist, fresh or in a medi-
um ordered by the pathologist (1). Specimens suit-
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je razloga kod prezentiranog pacijenta i ponovljena
biopsija na osnovi koje je postavljena konac¢na dija-
gnoza, temeljena na histoloSkom i imunohistolos§-
kom nalazu. Sigurno otkrivanje neoplazme temelji
se na kombinaciji pazljivog histopatoloskog nalaza i
trenutacne imunohistokemijske analize (20). Kriti¢-
ni ¢imbenik u dijagnostici ekstranodularnog limfo-
ma celjusti jest odredivanje je li lezija kosti rezultat
primarnog limfoma celjusti ili koStana manifestaci-
ja ve¢ diseminirane bolesti (16). Kod naseg pacijen-
ta dijagnosticirali smo primarni limfom mandibule
zbog parestezije i prije ikakva stomatoloskog za-
hvata. Pacijent nije imao cervikalnu adenopatiju ka-
da je doSao u Zavod, niti bilo kakve druge simptome
diseminacije. Nakon gotovo tri mjeseca od trenut-
ka pacijentova prvog dolaska do kona¢ne dijagno-
ze, moZze se zakljuciti da je rasap metastaza nastao u
tom razdoblju, Sto je i otkriveno CT dijagnostikom.

Terapijske mogucnosti za lije¢enje NHL-a su ke-
moterapija, radioterapija ili oboje, Sto ovisi o stup-
nju malignosti tumora. Kod prezentiranog pacijenta
primijenjena je kombinacija kemoterapije i radiote-
rapije, s obzirom na visok stupanj malignosti, Sto je
na kraju rezultiralo potpunom remisijom bolesti.

Prognoza i rezultati lijeCenja ovise 0 mnogo ¢im-
benika, kao Sto su histoloski tip, stadij bolesti, vrsta
terapije, simptomatologija, primarno ZarisSte, velici-
na tumora, starost pacijenta i, vjerojatno na prvom
mjestu, diferencijalna dijagnostika svake sumnjive
oralne promjene (26, 40, 41). Prema tim kriterijima,
nas je pacijent trebao imati losu prognozu s obzirom
na visok stupanj malignosti limfoma, starosnu sku-
pinu i kasno postavljenu konacnu dijagnozu. lako je
nakon terapije postignuta potpuna remisija bolesti,
pacijenta je potrebno jo§ dugo pratiti i kontrolira-
ti (7). Ako nastupi recidiv bolesti, prijeko je potre-
ban detaljan pregled radi rane detekcije tumorskog
relapsa (19).

Zakljuc¢ak

Sumnja u maligni limfom treba biti neizosta-
van dio diferencijalne dijagnostike svake oralne le-
zije. Stomatolog je vrlo vaZzan u ranom otkrivanju
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able for immunohistochemistry analysis are usual-
ly unavailable because oral biopsy specimens are
routinely submitted in formalin (35). For this rea-
son we repeated the biopsy, on the basis of which
the final diagnosis for the patient was made, based
on histological and immunohistochemical analyses.
Careful histopathological review should be coupled
with current immunohistochemical analysis to en-
sure detection of neoplastic features (20). A critical
factor in the diagnosis of extranodal lymphoma in-
volving the jawbone is determining whether the le-
sion actually represents a primary lymphoma of the
jawbone or is instead an osseous manifestation of
more disseminated disease (16). We diagnosed pri-
mary lymphoma of the mandible in the presented
patient because of the presence of paresthesia prior
to treatment by his dentist. The patient did not have
cervical adenopathy on admittance to our Depart-
ment nor did he have any other symptoms of dis-
semination. As almost three months passed from the
moment the patient was first admitted up to the final
diagnosis, we can conclude that during that period
dissemination of the metastases occurred in the or-
gan which were revealed during CT diagnostics.

Treatment options for NHL cases are chemother-
apy, radiotherapy or both, depending on malignan-
cy grade. In the presented patient chemotherapy and
radiotherapy were applied because of the high de-
gree of malignancy, which resulted in the complete
remission of the disease.

Prognosis and the treatment outcome depend on
many factors, such as the histologic type, the stage
of the disease, the type of treatment, the presenta-
tion of symptomatology, the primary site, the size of
the tumor, the age of the patient, and, maybe at the
first place, differential diagnosis for any oral pre-
sentation (26, 40, 41). According to this criteria the
patient in the case presented should have had poor
prognosis because of the high degree of malignan-
cy of the lymphoma, risk age group and late final
diagnosis. Although remission of the disease took
place after therapy, this patient still needs long-term
follow-up. Local recurence is frequent, including
several years after the first diagnosis and long-term
follow-up is necessary (7). When minimal residual
disease is present, a close follow-up is needed for
the early detection of a tumor relapse (4).

Conclusion

Malignant lymphoma should be part of the dif-
ferential diagnosis for any oral lesions. By taking a
rigorous medical history, making a differential di-
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malignih promjena jer uzima detaljnu medicinsku
anamnezu, diferencijalnom dijagnostikom istraZuje
svaku oralnu promjenu, poduzima potrebne pretra-
ge te prepoznaje znakove limfoma B stani¢nog ti-
pa. Postoji li bilo kakva sumnja da konacna dijagno-
za nije to¢na, potrebno je pacijenta hitno uputiti na
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agnosis for any oral presentation, undertaking ap-
propriate investigations, and knowing the signs of
B-cell lymphomas, dentists can play the important
role in the early detection of these malignancies. If
there is any suspicion that the definitive diagnosis is
incorrect, then prompt refferal for specialist advice

specijalisticku obradu. is essential.

Abstract

Malignant lymphoma of the oral region are uncommon and account for approxi-
mately 3.5% of all oral malignancies. In this report, a case of primary non-Hodgkin
lymphoma of the left mandible is presented. The spontaneous and intermittent pain
of the left mandible had continued after third left molar extraction. Intraoral exam-
ination revealed healing retardation of the postextraction socket. A panoramic ra-
diograph revealed a radiolucency in the posterior mandibular region with irregular
margins. After the 10-day course of antibiotics the spontaneous pain diminished,
but the inadequacy of the healing at the extraction site was still present. We initial-
ly misdiagnosed it as chronic osteomyelitis. Based on the histological and immuno-
histochemical examination, we made the diagnosis of diffused large cell lymphoma
of the B-cell type. After the combination of chemotherapy and radiotherapy patient
showed complete remission with the disappearance of all clinical evidence of dis-
ease. The diagnosis of extranodal lymphoma of the jaw may be chalenging, because
frequently there is a low index of clinical suspicion and malignant tumor may mim-
ic common oral and dental pathological conditions. Dentists can play the important
rule in the early detection of the malignant lymphoma of the oral cavity.
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