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Sazetak

Zaprimljen: 2. svibnja 2017.

Svrha ovog prikaza slucaja bila je opisati vrlo rijetku oralnu leziju kao posljedicu primarne pluc¢ne tu-
berkuloze. Prikaz slu¢aja: Opisan je bolesnik s refraktornom bezbolnom ulceracijom ventralne po-
vrsine jezika. Pacijentu je uzeta detaljna medicinska anamneza te obavljen klinicki pregled sluznice
usne Supljine i palpacija regionalnih limfnih ¢vorova. Klinickim pregledom ustanovljena je ulceraci-
ja na ventrolateralnoj povrsini jezika promjera oko dva centimetra. Palpacijom regionalnih limfnih
¢vorova nije otkriveno njihovo povecanje. Toluidinski test sumnjive lezije ucinjen je tijekom svako-
ga kontrolnog pregleda. Biopsijski uzorci za histopatolosku analizu uzeti su tri puta. Histopatoloska
analiza prvoga biopsijskog uzorka pokazala je nespecifi¢nu upalu, druga kazeoznu nekrozu bez po-
zitivnog bojenja prema Ziehl-Neelsenu, a tre¢a granulomatoznu upalu visoko sumnjivu na sarkoido-
zu. Pacijent je tijekom hospitalizacije obavio cjelovit fizikalni pregled, te laboratorijsku i radiolosku
dijagnostiku. Fizikalni pregled prsnog kosa pokazao je bilateralno prisutne grube krepitacije, a labo-
ratorijski nalazi krvne slike normocitnu anemiju kroni¢ne bolesti. Na rendgenskoj snimci pluca uoce-
ni su mali multipli ¢vorovi bilateralno, a nalaz direktnog sputuma bio je pozitivan. Zaklju¢ak: lako je
oralna tuberkuloza rijetko stanje, mora se uzeti u obzir u diferencijalnoj dijagnozi refraktornih bez-
bolnih oralnih ulkusa.
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Unato¢ napretku u dijagnostickim i terapijskim mogué-
nostima, tuberkuloza (TB) i dalje ostaje jedan od vodeéih
uzroka smrti diljem svijeta. Svjetska zdravstvena organizacija
(WHO) izvijestila je u 2014. godini o incidenciji tuberkulo-
ze u svijetu od 9,6 milijuna slucajeva, pretezno u jugoistoc-
noj Aziji i zapadnim pacifickim zemljama (1). U posljed-
njih deset godina prevalencija TB-a se smanjila. Incidencija
te bolesti u Hrvatskoj je niza od prosjecne u europskoj regi-
ji WHO-a (12/00 000 u 2013. godini), ali jos se ne uspijeva

Despite advances in diagnostic and therapeutic oppor-
tunities, tuberculosis (TB) still remains one of the leading
causes of death around the world. The World Health Organi-
zation (WHO) reported the incidence of 9.6 million global
cases of TB in 2014, predominantly in South-East Asia and
Western Pacific nations (1). In the last ten years, the preva-
lence of TB has decreased. The incidence of TB in Croatia is
lower than the average incidence in the European region of

the WHO (12.4/100 000 in 2013), but it still falls short of
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smanjiti morbiditet u razvijenim zemljama (2). Rizi¢ni ¢im-
benici za razvoj TB-a uklju¢uju medicinska stanja koja slabe
imunosni sustav domacina, kao $to su dijabetes ili rak, uzi-
manje imunosupresivnih lijekova, infekcija HIV-om i stari-
ja dob (3). TB je kroni¢na zarazna, granulomatozna bolest
uzrokovana Mycobacterium tuberculosis i obi¢no je ogranice-
na na pluca, iako moze biti zahvacen bilo koji organ u tijelu
(koza, bubrezi, zdrijelo, kosti, gastrointestinalni sustav, sre-
disnji Ziv¢ani sustav i limfni sustav) (4 ). Obi¢no se pojavlju-
je u seckundarnom obliku kao rezultat reaktiviranja latentne
infekcije. Procjenjuje se da je trecina svjetske populacije po-
godena Mycobacterium tuberculosis, a to su veéinom asimp-
tomatske infekcije (3). Primarni oralni TB rijetko je opisan
i taj je oblik obi¢no sekundarna manifestacija pluéne tuber-
kuloze posredstvom kontaminiranog sputuma ili hematoge-
nog Sirenja. Oralne lezije, kao pocetna manifestacija tuberku-
loze, takoder su opisane i smatraju se posljedicom aktivnoga
pluénog TB-a (5). Oralni TB vrlo je rijedak u Hrvatskoj, a
moze se takoder vidjeti u vedini drugih zemalja, poput Japa-
na (6). Oralne lezije TB-a pojavljuju se u 0,05 do 5 posto za-
razenih bolesnika, uglavnom kao bezbolni kroni¢ni ulkus (7,
8). Sekundarni oralni TB uglavnom se pojavljuje na jeziku,
usnama, sluznici obraza, nepcu, gingivi i jezi¢nom frenulumu
(9 = 11). Protokol lijecenja, kad je rije¢ o odraslima, sastoji
se od dvomjese¢ne intenzivne faze lije¢enja antituberkuloti-
cima, poput izoniazida, rifampicina, etambutola, pirazinami-
da, nakon ¢ega slijedi kontinuirana faza lije¢enja izoniazidom
i rifampicinom tijekom Cetiri mjeseca (12).

Svrha ovog prikaza slucaja bila je pokazati ekstremno ri-
jetku oralnu leziju kao posljedicu primarne pluéne tuberku-
loze koja je najprije pogresno dijagnosticirana kao prekance-
rozna oralna lezija.

Prikaz bolesnika

Pacijent u dobi od 68 godina upuéen je u Zavod za oral-
nu medicinu Stomatoloskog fakulteta SveuciliSta u Zagrebu
zbog bolne ulceracije jezika (slika 1.). Tijekom prvog pregle-
da uzeta je detaljna medicinska anamneza te obavljen klinicki
pregled sluznice usne Supljine i palpacija regionalnih limfnih
¢vorova. Toluidinski test sumnjive lezije ucinjen je tijekom
svakog kontrolnog pregleda. Histopatoloska analiza prvoga i
drugoga biopsijskog uzorka obavljena je u Zavodu za oralnu
kirurgiju. Histopatoloska analiza prvoga biopsijskog uzorka
pokazala je nespecificnu upalu, a drugoga kazeoznu nekrozu
bez pozitivnog bojenja prema Ziehl-Neelsenu. Tre¢a biopsi-
ja u¢injena je na Odjelu za kirurgiju glave i vrata Klinike za
tumore Klinickoga bolnickog centra Sestre milosrednice. Na-
kon uzimanja tre¢eg biopsijskog uzorka, histopatoloska ana-
liza pokazala je granulomatoznu upalu visoko sumnjivu na
sarkoidozu (slika 2.), a pacijent je nakon toga upuéen na dalj-
nje pretrage u Zavod za klini¢ku imunologiju i reumatologiju
Klinickoga bolnickog centra Zagreb, gdje je postavljena sum-
nja na aktivnu tuberkulozu.

Tijekom hospitalizacije u Zavodu za klini¢ku imunologi-
ju i reumatologiju Klinickoga bolnic¢kog centra Zagreb, pa-
cijent je bio podvrgnut cjelovitom fizikalnom pregledu te la-
boratorijskoj i radioloskoj dijagnostici. Detaljna medicinska
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morbidity in developed countries (2). Risk factors for devel-
oping TB include medical conditions that reduce host im-
munity, such as diabetes or cancer, taking immunosuppres-
sive drugs, HIV infection, elderly age (3). TB is a chronic
infectious, granulomatous disease caused by Mycobacterium
tuberculosis which is usually confined to the lungs, albeit it
may affect almost any organ in the body (skin, kidneys, phar-
ynx, bones, gastrointestinal tract, central nervous system and
lymphatic system) (4). Tuberculosis usually occurs in its sec-
ondary form, as a result reactivation of a latent infection. It
is estimated that one third of the world population, or about
2 billion people, have been affected with Mycobacterium tu-
berculosis, which are mainly asymptomatic infections (3). Pri-
mary oral TB has rarely been described and usually oral TB
is secondary manifestation of pulmonary TB through con-
taminated sputum or hematogenous spread. Oral lesions as
initial manifestations of TB have also been described and are
thought to be consequence of active pulmonary TB (5). Oral
TB is very rare in Croatia, as is the case in other countries
such as Japan (6). Oral TB lesions are found in 0.05%-5%
of infected patients, mostly as chronic painless ulcers (7, 8).
Secondary oral TB is usually seen on the tongue, lips, buc-
cal mucosa, palate, gingiva and lingual frenulum (9-11). The
preferred regimen for treating adults with TB consists of in-
tensive phase of antituberculosis agents with isoniazid, ri-
fampicin, ethambutol, pyrazinamide during two months fol-
lowed by a continuous phase with isoniazid and rifampicin
during four months (12).

The aim of this case report was to describe an extremely
rare oral lesion as a result of primary pulmonary tuberculosis,
which was initially misdiagnosed as precancerous oral lesion.

Case report

The present case report describes a 68-year-old male pa-
tient who was referred to Department of Oral Medicine,
School of Dental Medicine, University of Zagreb. He was
complaining about painless tongue ulceration (Figure 1). A
detailed medical history, clinical examination of the oral mu-
cosa and palpation of regional lymph nodes were performed
during the first examination. The toluidine test of suspect-
ed lesion was performed at each control examination. The
first and second biopsy samples for histopathologic analysis
were taken at the Department of Oral Surgery. The analysis
of the first biopsy sample for histopathology revealed a non-
specific inflammation, the second sample revealed caseous
necrosis without positive Ziehl-Neelsen staining. The third
biopsy was taken at the Department for Head and neck Sur-
gery, Clinic for Tumors, Clinical Hospital Center “Sisters of
Mercy”. After taking the third biopsy sample, histopatholo-
gy revealed granulomatous inflammation, which was high-
ly suspected to be sarcoidosis (Figure 2), and the patient was
further referred to the Department of Clinical Immunology
and Rheumatology, Clinical Hospital Centre Zagreb where
active TB was suspected.

During hospitalization at the Department of Clinical Im-
munology and Rheumatology, Clinical Hospital Centre Za-
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Slika 1. Ulceracija jezika pacijenta s aktivnom pluénom tuberkulozom
Figure 1 Tongue ulceration of the patient with active lung tuberculosis
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Slika 2. Histopatoloska analiza pokazuje granulom sa sredisnjom kazeoznom nekrozom
Figure 2 Microphotograph showing granuloma with central caseous necrosis

Slika 3. Rendgenska snimka prsnog kosa pokazuje male multiple ¢vorove bilateralno
Figure 3 Chest radiograph demonstrating multiple small nodules bilaterally

Slika 4. Anteroposteriorna (AP) rendgenska snimka prsnog kosa
Figure 4 Antero-posterior (AP) view of chest radiograph

Slika 5. Lezija na jeziku povukla se nakon lije¢enja antiburkulinskim lijekovima
Figure 5 Lesion of the tongue rapidly improved along with pulmonary status after therapy with antituberculosis agents.

anamneza pokazala je da je rije¢ o zdravom pacijentu koji ne
uzima nikakve lijekove i dosad nema zabiljezene alergijske re-
akcije, osim $to je pusa¢ i konzumira alkohol. Izvijestio je sa-
mo o laganom gubitku tezine, ali bez opéih simptoma po-
put vrudice, kaslja ili boli u prsima. Klinicki pregled sluznice
usne Supljine otkrio je ulceraciju na ventrolateralnoj povrsini
jezika promjera oko dva centimetra. Preostala oralna sluzni-
ca bila je uredna, bez ikakvih klinickih promjena i simptoma.
Palpacija regionalnih limfnih ¢vorova nije otkrila povecanje.
Toluidinski test sumnjive lezije obavljen je tijekom svakoga
kontrolnog pregleda, ali uvijek je bio negativan. Fizikalni pre-
gled prsnog kosa otkrio je bilateralno prisutne grube krepita-
cije tijekom hospitalizacije u Zavodu za klini¢ku imunologiju
i reumatologiju Klinickog bolni¢kog centra Zagreb, a labora-
torijski nalazi kompletne krvne slike pokazali su normocitnu
anemiju kroni¢ne bolesti. Na rendgenskoj snimci pluca uo-
¢eni su mali multipli ¢vorovi bilateralno, a pozitivan direkeni
sputum potvrdio je dijagnozu aktivnoga primarnog plu¢nog
TB-a (slike 3.1 4.).

Pacijent je lije¢en Cetirima standardnim antituberkuloti-
cima kako slijedi — izoniazidom (1x 400 mg), rifampicinom
(2x 300 mg), etambutolom (3x 400 mg) i pirazinamidom (3x
500 mg), pa se njegova ulcerozna lezija jezika brzo poboljsala
istodobno s plu¢nim statusom (slika 5.).

greb the patient underwent a complete physical examination,
and laboratory and radiological diagnostics. From a detailed
medical history of the patient, we found out that he was
healthy, was not taking any medication, and had no registered
allergy. He was a cigarette smoker and alcohol consumer. He
only reported a slight weight loss, but without signs of fever,
cough or chest pain. Clinical examination revealed ulceration
on his ventro-lateral surface of the tongue, approximate-
ly two centimeters in diameter. The remaining oral mucosa
was without any clinical changes and symptoms. Palpation
of regional lymph nodes has not revealed any enlargements.
The toluidine test of the suspected lesion was performed at
each control examination but it was always negative. During
hospitalization at the Department of Clinical Immunology
and Rheumatology, Clinical Hospital Centre Zagreb, physi-
cal chest examination revealed a bilaterally coarse crepitation
and laboratory findings of his complete blood count revealed
normocytic anemia of chronic disease. Radiographic exami-
nation of lungs showed multiple small nodules bilaterally and
positive direct sputum smear confirmed the diagnosis of ac-
tive primary lung TB (Figures 3-4).

The patient was treated with four standard antituberculo-
sis agents as following isoniazid (1x 400 mg), rifampicin (2x
300 mg), ethambutol (3x 400 mg) and pyrazinamide (3x 500
mg) and his ulcerated lesion of the tongue rapidly improved
along with pulmonary status (Figure 5).
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Rasprava

Tako se biljezi porast incidencije ekstrapulmonalnog TB-a,
zbog rijetkih klini¢kih prikaza ta je bolest i dalje nedovoljno
dijagnosticiran klinicki entitet (13). Ovaj prikaz slucaja opisu-
je bezbolan oralni ulkus kao sekundarnu leziju aktivnoga pri-
marnoga TB-a pluca, bez drugih specifi¢nih plu¢nih simpto-
ma. Na pocetku smo mislili da pacijent nije bio svjestan svoje
lose navike guranja jezika na preostali zub 33 i/ili na neodgo-
varaju¢u protezu, te je u terapiji dobio topikalnu kortikoste-
roidnu mast (betametazon) u orabazi koju je primjenjivao ce-
tiri puta na dan i lezija je zacijelila. Stovise, lezija je zacijelila
nakon dva tjedna lije¢enja topikalnim kortikosteroidima i po-
novno se pojavila nakon jednog mjeseca kada je uzet prvi bi-
opsijski uzorak. Ponovno je ordinirana ista topikalna korti-
kosteroidna terapija i lezija je zacijelila. Tada se opet pojavila
i uzet je drugi biopsijski uzorak. Zanimljivo je istaknuti da je
samo u drugom biopsijskom uzorku otkrivena kazeozna ne-
kroza, a bojenje prema Ziehl-Neelsenu bilo je negativno i nisu
bili identificirani acidorezistentni bacili. Nakon uzimanja tre-
¢ega biopsijskog uzorka, kada je identificirana granulomato-
zna upala koja je bila visoko sumnjiva na sarkoidozu, pacijent
je upucen na daljnju hospitalizaciju tijekom koje je postavlje-
na sumnja na aktivnu tuberkulozu. Tijekom boravka u bolnici
lije¢en je kombinacijom éetiriju standardnih antituberkuloti-
ka — izoniazidom, rifampicinom etambutolom i pirazinami-
dom. Nakon provedenog lije¢enja ulcerozna lezija jezika brzo
se poboljsala, istodobno s pluénim statusom.

Oralni TB rijedak je u klinickoj praksi i uglavnom se pre-
poznaje zahvaljujudi prikazima slucajeva. Infekcija se $iri res-
piratornim kapljicama. Mehanizam inokulacije u sluznicu
usne $upljine slabo je poznat (14). Ocito da intaktna sluzni-
ca, zajedno sa slinom i njezinim antimikrobnim enzimima,
moze djelovati inhibitorno na mnoge mikrobne tvari kao $to
je HIV i ostale. Klinicki ove promjene, poput ulceracija ili
¢vorova, nisu specifiéne, ali mogu se manifestirati i kao le-
zije Celjusti, poput osteomijelitisa ili radiolucencije (15, 106).
Biopsija oralne lezije ¢esto nije dovoljna za postavljanje dija-
gnoze jer granulomatozne promjene ne moraju biti prisutne
u ranoj fazi bolesti, a acidorezistentni bacili tesko se dokazuju
u uzorku (17). Podatci u literaturi pokazuju da se samo ma-
li broj histopatoloskih uzoraka oboji pozitivno za acidorezi-
stentne bacile, pa negativan rezultat ne bi trebao iskljucivati
dijagnozu TB-a (17).

Vecina ostalih prikaza slucajeva bila je visoko sumnjiva na
oralni TB zbog kroni¢ne prirode nezacjeljuju¢ih ulkusa, na-
laz koji je takoder vidljiv u ovom prikazu slu¢aja. Nadalje, u
vedini objavljenih prikaza slucajeva oralne tuberkulozne lezije
bile su bolne, no to nije bio slu¢aj kod naseg pacijenta.

Diferencijalna dijagnoza u ovom je slucaju obuhvacala
oralni karcinom, traumatsku leziju, veliku rekurentu aftoznu
ulceraciju, orofacijalnu granulomatozu, Wegenerovu granu-
lomatozu, lezije kao posljedicu samoozljedivanja, sarkoidozu,
reakcije na ozljedu stranim tijelom, tercijarni sifilis, duboke
gljivi¢ne infekcije (histoplazmoza), Behgetovu bolest i oralne
manifestacije Crohnove bolesti (18, 19).

Ovaj prikaz slu¢aja upucuje na nuznost da lije¢nici osta-
nu svjesni rijetke manifestacije oralne tuberkuloze. Kao sto se

Misdiagnosed Oral Tuberculosis

Discussion

Although there has been an increase in the incidence of
extrapulmonary TB due to rare clinical presentations, it is
still an underdiagnosed entity (13). This case report describes
a painless oral ulcer as secondary lesion of active primary lung
TB without other specific pulmonary symptoms. In the be-
ginning, we thought that patient was unaware of the tongue
thrusting either on remaining tooth 33 and/or inadequate
denture and he was given a topical steroid (betamethasone)
unguent in orabase to be applied four times a day and the le-
sion subsided. Moreover, the lesion subsided after two weeks
of topical steroid treatment, only to reappear again after one
month when the first biopsy was taken. The lesion subsided
again on the same topical steroid treatment. After that, the le-
sion reappeared and the second biopsy was taken. It is inter-
esting to mention that caseous necrosis was revealed only in
the second biopsy sample, while Ziehl-Neelsen staining was
negative and no acid-fast bacilli were identified. After taking
the third biopsy of the sample, it was confirmed that a highly
suspected granulomatous inflammation was sarcoidosis and
the patient was further referred to hospital where active TB
was suspected. During hospitalization the patient was treat-
ed by a combination of four standard antituberculosis agents:
isoniazid, rifampicin, ethambutol and pyrazinamide. After
the treatment, his ulcerated lesion of the tongue rapidly im-
proved along with pulmonary status.

Oral TB is rarely seen and mostly recognized through
case reports. This infection spreads via respiratory droplets.
The mechanism of oral mucosa inoculation with TB is poorly
understood (14). Obviously, an intact mucosa together with
saliva and its antimicrobial enzymes is known to inhibit ma-
ny microbial agents such as HIV. Clinically, these changes are
non-specific, such as ulcers or nodules, but can also manifest
as lesions within the jaw, such as osteomyelitis or radiolucen-
cy (15, 16). A biopsy of oral lesion is often insufficient to es-
tablish a diagnosis because granulomatous changes may not
be present in early stages of the disease and acid-fast bacil-
li are hard to prove in sample (17). The literature data show
that only a small number of histopathological specimens
stain have been positive for acid-fast bacilli, hence a nega-
tive result should not be exclusive for a diagnosis of TB (17).

Oral TB malignancy was highly suspected due to the
chronic nature of non-healing ulcers in a large number of
case reports on oral tuberculosis, a finding which was also
seen in the present case. Furthermore, oral TB lesions were
painful in most of the published case reports. However, in
our case, there was no evidence of painful lesions.

Differential diagnosis regarding this case was as follows:
oral cancer, traumatic lesion, major recurrent aphthous ul-
cer, orofacial granulomatosis, Wegener’s granulomatosis, self-
inflicted lesions, sarcoidosis, foreign body reaction, tertiary
syphilis, deep fungal infections (histoplasmosis), Behget’s dis-
ease, and oral manifestation of Crohn’s disease (18, 19).

This case report highlights the necessity for physicians to
remain cognizant of the rare manifestation of oral tubercu-
losis. As seen also in other case reports on oral TB, refracto-
ry ulcerative tongue lesions should be highly suspicious for
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vidi i u drugim prikazima sluc¢ajeva o oralnoj tuberkulozi, re-
fraktorne ulcerozne lezije jezika trebale bi biti vrlo sumnjive
za oralni TB. Detaljna medicinska anamneza, te klinicki i hi-
stopatoloski pregled, mogu biti nedostatni za postavljanje di-
jagnoze. Radiolosko ispitivanje i laboratorijska potvrda obve-
zni su u utvrdivanju dijagnoze (20).

Zakljuc¢ak

Mozemo zakljuditi da, iako je rije¢ o rijetkoj manifesta-
ciji tuberkuloze, oralne lezije treba ukljuciti u diferencijalnu
dijagnozu lezija u usnoj Supljini opéenito, posebno u sluca-
ju onih koje ne pokazuju odgovor na konvencionalni antibi-
otik, protuupalno lijecenje ili ¢iji biopsijski uzorci iskljucuju
zlo¢udnost. S obzirom na to da ukljucivanje tuberkuloze kao
dio diferencijalne dijagnoze kroni¢nih oralnih lezija moze re-
zultirati ranijom dijagnozom i lije¢enjem, time se otvara mo-
guénost prevencije daljnjeg Sirenja bolesti.
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oral TB. A detailed medical patient history, clinical and his-
topathological examination can be insufficient for establish-
ing diagnosis. Radiological examination and laboratory con-
firmation are mandatory for establishing diagnosis (20).

Conclusion

In conclusion, despite being a rare manifestation of tu-
berculosis, oral lesions should be included in differential di-
agnosis of lesions in the oral cavity in general, especially for
lesions not responding to conventional antibiotic, anti-in-
flammatory treatment, or for lesions with biopsy negative
for malignancy. Considering the possibility of tuberculosis as
part of differential diagnosis for chronic oral lesions may lead
to carlier diagnosis and treatment, thus preventing further
dissemination of disease.
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Introduction: The aim of this case report was to discuss an extremely rare oral lesion as a result of
primary pulmonary tuberculosis. Case report: In this case report, the patient with refractory pain-
less ulceration at ventral surface of the tongue was described. Detailed medical history was taken
followed by clinical examination of the oral mucosa and palpation of regional lymph nodes. Clinical
examination revealed ulceration on the patient’s ventro-lateral surface of the tongue, approximately
two centimeters in diameter. Palpation of regional lymph nodes has not revealed enlargement. The
toluidine blue test of the suspected lesion was performed at each control examination. Biopsy sam-
ples for histopathologic diagnosis were taken three times. The analysis of the first biopsy sample for
histopathology revealed a non-specific inflammation, the second biopsy revealed a caseous necro-
sis without positive Ziehl-Neelsen staining and the third biopsy revealed a granulomatous inflamma-
tion which was highly suspicious of sarcoidosis. During hospitalization, the patient underwent a com-
plete physical examination, and laboratory and radiological diagnostics. Physical chest examination
revealed bilaterally coarse crepitations and laboratory findings of his complete blood count revealed
normocytic anemia of chronic disease. Radiographic examination of lungs showed multiple small
nodules bilaterally and positive direct sputum smear. Conclusion: Although oral tuberculosis is a ra-
re condition, it must be taken into account in differential diagnosis of refractory painless oral ulcers.
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