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Kk peetn TMEPIAHWH: > korée: H mapouciaon piag ogipdg mepl-
Clinical study TMWOoEWY dTuUTING PUUATIWONG KEPANiG Kal Tpaxriiou,
ol oriofeq xapaktnpiotnkav anéd diayvwotkeg Suoko-

Nec.

AocbBeveic kai pgbodoc: ‘Eyive avadpopiki peétn twv
@akéAwv 4 aoBevav pe puuatinon Kepaig Kal Tpaxr-

Aou.

ArroteAéopuara: TNa empPePaiwon g KAvkAG urogiag
QuUUATiwong, og SAEG TIG TIEPITTTWOEIG SlevepyriBnKav o
efnc eetdoeiq Seppoavtidpaon eupativing, xpwon
Ziehl-Neelsen, kaMiépyeia yia pukoPBaktnpidia kai Bio-
Yia. Ta mapamdvw ouvdudoTNKaV We QTTEIKOVIOTIKEG
e€etdoeic. H Progia amodeixBnke n pdvn pébodog, mou
ave€alp€twg odrynoe og opIoTIKY SIAyvwor.

2upnepdouata; oe unoyia gupatinong Kepahig Kal
Toaxrjlou, n PBloyia eival pia moAdTPn Siayvwotikr

TIPOCEYYION.

AEZEI> KAEIAIA: EEwriveupovikr @upativon, umoyva-
Bia didykwor), oupiyyio, iotomaboloyikr e&étaon.
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SUMMARY: Aim: The presentation of a series of cases
with atypical head and neck tuberculosis that were
characterized by diagnostic difficulties.

Patients and Methods: Retrospective study of the files
of four patients with head and neck tuberculosis was
conducted.

Results: In order to verify clinical suspicion of tubercu-
losis, the following tests were undertaken in all cases:
tuberculin skin test, Ziehl-Neelsen stain, cultures for
mycobacteria and biopsy. These were combined with
imaging studies. Biopsy tumed out to be the only
method, which invariably led to a definitive diagnosis.
Conclusions: When there is suspicion for head and
neck tuberculosis, biopsy is a valuable diagnostic proce-
dure.

KEY WORDS: Extrapulmonary tuberculosis, sub-
mandibular swelling, fistula, histopathological examina-
tion.
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EIZAITQrH

H quuatiwon eivar kokkiwpatwdng, Aoidwndng, vooog,
opeINdpEVN ouVNBETTEPA OTO OPWVUPO PUKOBaKTnEi-
8o (Mycobacterium tuberculosis). Ta teheutaia xpd-
vig, TTapatnpeeftal avgnon g emfmwong g vooou
oto dutikd Kkéopo kai PEPaia kar oty EANGSa. To
yeyovog autd anodidetar otnv abpda eicodo petava-
OTWV amod XWPES TOU TPIToU KOGHOU, TTIOU N QUUATIW-
on evonpel. EmmAéov, au€npévn enimwon guuativong
€XEl OUOXETIOTEl PE KOIVWVIKOOIKOVOIKA TIPOPARNATa,
kabwg Kar pe to xapnhé Biotikd emfmedo (Ploubidis ka
ouv. 2012). H petddoon yivetalr kupiwg agpoyevag,
and avBpwro oe dvBpwro, péow otayovidiwv (Chigu-
rupati kai ouv. 2010). To épyavo, mou MpooBdetal
ouxvdtepa eival o TveUpovag, wotdoo omoIodAMoTe
opyavo propei mpaktikd va mpooPAnBel (Haas 2000,
Rapidis kar ouv. 2005). Ztnv mepIoxr] NG KEPANG Kal
Tou TPaxnAouy, N eupativon eyeaviCetar ouvrndwg we
QUUATIVONG Aeppadevitida rj xoipddwor), n omofa pdAi-
0Ta amoTeAE! Kal T oUXvVOTEPN EEWTIVEUHOVIKY EKONAW-
on (Kanlikama kar ouv. 2000, Neville kai ouv. 2002,
Rubinstein kar ouv. 2010). & tétoleg TEPMWOEIS, £TM0-
HEVWG, O yvaBompoowtkdG Xepoupyds ogeilel va
ouprepIAapBdvel T gupdtiwon otn Aiota tng diagopi-
kG S1dyvwong. To 10TopIkd Kal of KAVIKEG eKONAWOEIG
evég aoBevolg pmopel va eivarl evoeiktikd @uuatinuong,
Bétovtag £tol tnv uroyia tng véoou. Evtoutolg, yia v
opiotikomoinon g didyvwong andreftal n anopdvw-
on pukoPaktneidivv euuatinvong amd kdmoio PBloAoyi-
k6 Sefypa. a o okomd autd, éxouv xpnaolpomoinOel
ToIkiAeG SiayvwoTikég péBodol dMwe: KAAIEPVEIES, €101-
k| xpwon (Ziehl-Neelsen), n ahuoidwtr avtidpaon
moAupepdong (PCR) kai n kouavtipepdvn (Alleva kai
ouv. 1988, Manolidis kar ouv. 1993, Grzybowski ka
Allen, 1995, Penfold kar Revington, 1996, Prasad «ai
ouv. 2007, Raviglione kar O'Brien, 2008, Agarwal ka
ouv. 2009, Pandwarthan kai ouv. 201 1. Eviote, OAeg o
napandve eEetdoelg eivar apvnuikég, evw n Progia ava-
SeIkvUEl TUTTIKEG 10TONOYIKEG AMOIMOEIG QUUATILONG,
Bétovtag érol i didyvwon.

Ykondg: O okomdg NG mapouodag epyaoiag eivar n
avadpopikr Tapouciaon piag oelpdG TEPMTIWOEWY
acBeviyv pe duumn, eEwrmveupoviky @upatioon, e
ekONAWOEIG amd TV KEPAAr Kal Tov TPAxnAo.

MEPIFTPA®H MEPINTQXEQN

‘Eyive avadpopiki peAETn twv pakéhwy 4 aoBevawv e
QUUATILON KEPAAAG Kal TpaxiAou Kai KataypdenKkav
Ta KUPIGTEPA KAVIKA Kal gpyactnpiakd dedopéva kabe
TEPIWong.

AkoAouBel ouUVOTTTIKY) TTapousiaon Twv TEoodPwV TTEPI-
TWOEWV:

Hyoupevdkng A. kai ouv./Igoumenakis D. et al.

INTRODUCTION

Tuberculosis is a granulomatous infectious disease
caused primarily by Mycobacterium Tuberculosis. A
rise of the incidence of the disease in the western
world has been observed recently. This fact has been
attributed to the entrée of immigrants from the third
world, where tuberculosis is endemic. Furthermore,
the increased incidence of tuberculosis has been asso-
ciated with social and financial problems, as well as low
living standards (Ploubidis et al. 2012). Transmission is
mainly performed by aerosolized droplets from person
to person (Chigurupati et al. 2010). The organ mostly
involved is the lung, however any organ may virtually
be affected (Haas 2000, Rapidis et al. 2005). In the
head and neck region tuberculosis usually presents as
tuberculous lymphadenitis or scrofula, which actually
represents the most common extrapulmonary mani-
festation (Kanlikama et al. 2000, Neville et al. 2002,
Rubinstein et al. 2010). In such cases, a maxillofacial
surgeon should always include tuberculosis into the
differential diagnosis list. The history and clinical mani-
festations of a patient may be indicative of tuberculosis
and raise the suspicion for the disease. In establishing
the diagnosis though, the isolation of mycobacteria
from a biological sample is required. In order to
achieve this goal, various diagnostic procedures have
been introduced, including: cultures, specific stain
(Ziehl-Neelsen), polymerase chain reaction (PCR) and
quantiferon (Alleva et al. 1988, Manolidis et al. 1993,
Grzybowski and Allen, 1995, Penfold and Revington,
1996, Prasad et al. 2007, Raviglione and O'Brien, 2008,
Agarwal et al. 2009, Pantwardhan et al. 201 I). Occa-
sionally, all of them are negative and nevertheless a tis-
sue biopsy reveals typical lesions of tuberculosis, lead-
ing to the diagnosis.

Aim of the current study is the retrospective presenta-
tion of a case series of patients with atypical, extrapul-
monary tuberculosis, with manifestations from the head
and neck.

REPORT OF CASES

A retrospective study of the files of four patients with
head and neck tuberculosis was conducted and the
main clinical and laboratory data of each case were col-
lected.

A brief presentation of the four cases follows:

Case |

A 32 year-old male from Pakistan attended our outpa-
tient clinic with an enlarged submental lymph node and
multiple draining sinuses in the right submandibular
area (Fig. I). The patient reported that 3 weeks before,
a swelling had appeared at the same area and it had
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Mepimwon |

AocBevric 32 etwv and to [Nakiotdv mpoorABe ota efw-
TePIKE IATPEIA TOU TPAPATOS HAg, AOyw evog SIoyKwE-
vou uttoyeveidiou Aeppadéva kar ToAudpIBpwy cupiy-
yiwv otn 6e€1d umoyvdbia xwpa (Eik. 1). O aoBevrg avé-
oepe GT TPEIG £fOopddeC vwpltepa eixe epgaviotel d16-
ykwon oty idia mepioxr, n otofa eixe uoPAnBel o Sid-
voin kai mapoxéteuon aiou. ‘Extote, urrpxe pdvipn
expor] miou. O aoBevrig dev avépepe GMa oupmopata
kai To Aomd IotopIkd Tou fitav eAelbepo. H apxikr mpo-
oéyyion [e epyaotnpiakd éAeyxo poutivag, akuvoypa-
@ia Bupaka, kabuwg kar deppoavtidpaon euuativing dev
amédwoe kau maboroyikd. Ymoloyiotik Topoypagia
omhayxvikou kpaviou Kkai Tpaxihou Sev avédeiEe mado-
Aoyikd eupriparta, TAnv Tou Adn KAIVIKG epgavoug umo-
yeveidiou Aeppadéva. ‘Emerta am’ autd otdABnke kah-
Népyeia Tiou and ouplyyio (Kovr| kai yia JukoPaktnoi-
d1a), xpwor Ziehl-Neelsen kar téhog PCR, pe apvnukd
Opwg anoteéopara. TeAkd, anogaoiotnke n Ayn pio-
Yiag: otdABnkav o uroyeveidlog Aeppadévag kar Tpripa
evéG ouplyywdoug épou. H 1otooyikr| e&étaon avédel-
Ee uMmKEG aMoIwaoeg pupativong, dnAadry KoKKIKPATa
HE TUPOEION VEKPWON Kal TTOAUTTUPNVA YIyavtokUTtapd.

Mepimwon 2

AcbBeviiq 32 etwvy, emiong amnd to [Nakiotdy, maparép-
@Bnke oto TpANa pag, Adyw umoyvdbiag Sidykwong
Sebid. H Sidykwon rtav oagwg mepIyeyPappévn, okAn-
pr}, akivitn, avwduvn kai xwpig KAudaopod, pe euoiolo-
yIkO umepkeipevo Séppa. H diduetpdg g ritav mepi-
mou 4 cm. O aoBevric avépepe, St v eixe diIamoTw-
oel éva priva mpiv. [Napouoiale dekatikr UpETIK Kivn-
on, ev dev eixe dMa oupmopatd, oute dAa mpoBA-
pata uyeiag. O ouvriBng epyaotnEIakdg Kal aktivoypa-
QIKOC ENEYXOG EI0AYWYNG OTO VOOOKOEID rjTtav @uaolo-
Aoyikdg. Eheyxog tng PAABNG e umoAoyIoTikr Topo-
ypapia €deike du empdkerto yia SUo SloyKwUEVOUG
Aeppadéveg pe kevipiky iEn (Eik. 2). MNpoxwprjoape
O€ EKTOMI] TOU €vOG a1 autoUg, O oTToiog OTAABNKE yia
iotohoyikr] e€€taon kai emmAéov yia éheyxo pe PCR,
xpwon Ziehl-Neelsen kai kaMiépyeia. Or dUo teheutai-
€G Atav apvnukég. AviiBeta, n PCR rtav Oetikr yia
pukofBaktneidia gupatinong kai n 1oToAoyIky e&€taon
£0ei€e TUTIKG QUPATIOON KOKKIGHATA.

Mepimwon 3

MNakiotavég aobevig, 19 etwv, mapaméuednke oto
TPAMa pag, egartiag piag mpowtiaiag didykwong Segid.
O aobevr|g eixe apvnukd 1aTPIkS 1I0TOPIKS Kal Ogv avé-
eepe dMa oupmopata. And v kKhvikr e§étaon dia-
motwlnke pia paakr, avwduvn kar kKhuddlouoa dio-
ykwaorn, kabog kal @UOIOAOYIKY AEToUpyIKATNTA Tou
mpoowikou veupou. O1 ouvrBeIg epyactnpiakég eke-
tdoeig kal akuvoypagieg Atav apvnukes. Meparépw
Sigpelivnon pe ummohoyioTik Topoypagia avédeiEe pia
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Eik. I: dwtoypagia tou acBevolg tng mepimwong |
Fig. 1: Photograph of the case | patient

been incised and drained elsewhere. Since then, a con-
stant purulent discharge had been present. The patient
had no other symptoms and his medical history was
free. An initial evaluation with laboratory tests, chest
and panoramic x-rays as well as tuberculin skin test
revealed no pathology. A CT scan of head, neck and
thorax was also noncontributory, except for the clini-
cally obvious submental node. Pus from the sinus was
sent for: cultures, including mycobacterial ones, Ziehl-
Neelsen stain and PCR, with negative results though.
Therefore, a biopsy was decided. The enlarged sub-
mental node and a sample of sinus tract were sent for
histopathological examination, which showed typical
lesions of Tb, namely granulomas with caseating necro-
sis and multinuclear giant-cells.

Case 2

A 32 year-old male of Pakistani origin, as well, was
referred to our department, due to a right sub-
mandibular swelling. The swelling was, hard, fixed, non-
tender and without fluctuation. It measured approxi-

Ei. 2:
Yrohoyiotiki
Topoypagia
me
Tepfmwong 2
Fig. 2: CT
image of the
case 2 patient
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Eik. 3: Yrohoyiotikr} Topoypagia tng mepimwong 3
Fig. 3: CT image of the case 3 patient

KUOTOpOP®n aAloiwon, To Toixwua tng omofag
epmhouTiCoTay e evOOPAEPIO OKIAYPAPIKS, EVW TO
Teplexdpevd NG rfrav undmukvo uypd (Bik. 3). 2
OUVEXeIQ, €yIVE TTapakévtnon NG BAGPNG, avappdenon
uypoU kai e€€taor| Tou pe kaMigpyela, xpwon Ziehl-
Neelsen kar PCR. Ta amoteMdéopata, wotdoo, ftav
apvnukd. ‘Etol, anmogaciotnke pepikr) Plogia g PAd-
PnG, TTou TeAIKE, yia akdpn Pia eopd, amokdAuye turi-
K& KOKKIWHATa QuUUAtiwong.

Mepimwon 4

AcBevric 25 etwv, and to [Makiotdv, mpoorABe ota
eEwtepikd pag 1atpela, mapamovolpevog yia pia uto-
yvabia didykwon apiotepd, éva oupiyyio ot oeayrtdi-
kr) eviopn (Eik. 4), dekatikry TUpeTkr Kivnon kal amw-
Aeia Bdpoug, mepmou 10 kIAGY o€ 3 prves. To 10TopIkd
Tou ftav, katd ta Aoimd, ehelBepo. H khivikr e&€taon
Tou aoBevolq anédwoe ta &g A) Zupiyyio Pe ekpon
TUWSOUG UypoU Otn PESN YPAUHr Tou TpaxriAou, 2 cm
YnAdtepa amd tn opayudikry eviopr). B) Khuddlouoa
kar enoduvn Sidykwon otnv apiotepr| umoyvdbia
xopa, diapérpou mepfmou 3,5 cm. O ouvrbng epya-
OTNPEIAKOG KAl AKTIVOYPAPIKOG éAeyxog Oev avedelEe
maBoloyikd euprjpata. AvtiBeta, n e€€taon pe oAdow-
N uttoAoylotikr Topoypagia amokdAupe dIdoTiapteg
aMOIDOEIG. ZuykekpIgéva Ppébnkav: A) Alo KUOTIKEG
aMOIWOEIG e UTTOTIUKVO TTEPIEXOHEVO Kal TOXWHA,
gpmAouTICOpevo amd evbo@AEBIa oKIaypagikr ouaia® n
TIPWIN OtnVv apiotepr] uroyvdbia xwpa Kkar n deltepn
otV TUeAO, 0NV TIEPIOXT| TOU TTPooTdtn. B) MoAudpib-
MEG UTIOTIUKVEG AMOIWOEI OTOV EYKEPAAO Kal OTO
omiva. IN) HratoomAnvopeyahia. H digpelvnon ouve-
xiotnke pe Ayn Seiypatog uypou amd to cupiyyio Kai
amootoNy Tou yia kaMiépyela, xpwon Ziehl-Neelsen

Eik. 4: dwtoypagia tou aoBevolq tng mepimwong 4. Aiakpivovtal
uttoyvdBia 81éykwon kai o ouplyyio ot o@ayrudikr eviopr.

Fig. 4: Photograph of the patient of case 4, depicting a
submandibular swelling alongside a jugular notch fistula

mately 4 cm in maximum diameter. The overlying skin
was normal. The patient had noticed the lesion a
month earlier and also reported low grade fever, with-
out any other symptoms. The medical history of the
patient was negative. The routine laboratory and radi-
ographic control were normal. A CT scan of the lesion
revealed two enlarged lymph nodes with central necro-
sis in the right submandibular area (Fig. 2). One of them
was excised and sent for histopathological examination.
A sample of the specimen was additionally examined
with PCR, Ziehl-Neelsen stain and mycobacterial cul-
tures. The latter two were negative, whereas the PCR
was positive for Mycobacterium tuberculosis and the
histology showed typical tuberculous granulomas.

Case 3

A 19 year-old male from Pakistan was referred to our
clinic, because of a right preauricular swelling. The
patient was otherwise healthy and reported no other
symptoms. Physical examination revealed a soft, fluctu-
ating and indolent swelling. The function of the facial
nerve was intact. Usual blood tests and x-rays showed
no pathology. On CT scan the lesion was of cystic form,
had wall exhibiting enhancement by intravenous con-
trast material and contained hypodense fluid (Fig. 3).
Fluid from the lesion was aspired and investigated with
cultures, Ziehl-Neelsen and PCR. All the results were
negative though. So, we proceeded with an incisional
biopsy of the lesion. The histology revealed once again
the typical granulomas of tuberculosis.

Case 4
A 25 year-old Pakistani male presented at our outpatient
department, complaining of a left submandibular lump, a
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kai é\eyxo pe PCR, pe apvnuikd tehikd amotéreopa. O
idieq eetdoeig dievepyrnBnkav oe uypd amd mapake-
VINon NG umoyvdtiag KuoTikrG aloiwong, Ye emiong
apvnukd anoteAéopata. Kai og autr tnyv mepimwon, to
endpevo Pripa rtav n Afyn Piogiag, mou mepiehaBe
HEPOG TOU ouplyywdoug mépou Tou Tpaxiiou. To
népiopa tng maboloyoavatopikrg eE€taong Atav To
TUTTIKS 10TOAOYIKS TIPGTUTIO TNG PUHATIWONG.

Metd v opiotikoroinon g didyvwong, dhol ol Tapa-
mdvw aoBeveiq mapamépebnkav oto maboloyikd
TUAKA TOU VOOOKOEIOU pag, émou uttoPAiBnkav oe
avTIQUPATIKY aywyr), Y€ aTOTEAEOHA TNV faon, o' OAeg
TG TIEPITTIWOEIG,

Ta kupidtepa dedopéva amd ) digpelvnon g Kabe
mepimwong ouvoyiCovtar otov [Mivaka |.

2YZHTHZH

H oupatiwon ocuviotd ameiAr yia v maykoopia uyela,
TpooPdMovtag 1o éva Tpfto Tou MANBusHoU TG YNG
(Gordin kar Masur, 2012). To 2008, n emimwon g
vooou otnv EMdda rtav 6 véec meprmmwoeg avd
100.000 katoikoug (Papaventsis kar ouv. 2010). 3
yvaborpoowiky  Xwpa, N @uudtiwon pmopel va
mapouoiactel pe TANBwpa KAVIKWY ekdnAwoewv. [
autd To AGyo, HANOTA, €XEl XAPAKINPIOTEl WG «O peyd-
Aog pipog». Na mapddeiypa, otopatikd €Akn, urmouaon-
TpIo améoTNud, TAPWTTda, 0oTeopUEATIdA KovOUAOU
kal Cuywpatikoy ootoU kal Gykog olahoydvou adéva
éxouv avapepBel wg exkdnAwoeig pupatiwong (el-Hakim
kai Langdon 1989, Lype kar ouv. 2001, Suleiman 2001,
Baldwin kai Foster 2002, Sethi kar ouv. 2006, Mascaren-
has kai ouv. 2009, Helbling kar ouv. 2010). Emiong, éxe

Eix. 5: Ynohoyiotikr Topoypagia tng mepimwong 4. AmeikoviCovtal
BAdBeg otov eyképaro, Tov TPAxXNAo, To OTTAva Kal TV TTUEAO.

Fig. 5: Four images of the CT scan of the case 4 patient, depicting
lesions in multiple organs.

draining sinus in the midline of the neck (Fig. 4) and dec-
imal fever along with weight loss of about ten kilograms
in 3 months. The patient reported an otherwise free
medical history. The clinical examination of the patient
showed the following: A) A sinus tract, exsudating puru-
lent fluid was obvious 2 cm superiorly to the jugular
notch. B) A fluctuating and tender swelling with diameter
of 3.5 cm at the left submandibular area. Routine inves-
tigation with laboratory tests and plain radiographs yield-
ed no pathologic findings. The patient was further inves-
tigated with a total body CT scan, depicting disseminated

Mivakag 1
ZUvoyn Twv anoteAeoudTwy TWV dayVWoTIKWOVY eEETACEWY Yia KABe Tiep(Twon
NepimTwon CXR® Mantoux Ziehl-Neelsen Kahhigpyeia PCRP loTohoyiki
1 ApvnTikn Apvntikn Apvnikn ApvnTikn Apvnikn OETIKN
2 ApvnTikn Apvntikn ApvnTikn ApvnTikn O€TIKN OETIKN
3 ApvnTikn - Apvnikn ApvnTikn Apvnrikn OETIKN
4 ApvnTikn Apvntikn ApvnTikn ApvnTikn Apvnikn OETIKN
ACXR = aktivoypagia Bwpaka, BPCR= aAuodwt avtdpaon moAupepdong
Table 1
Summary of the utilized diagnostic examinations for each case
Case CXR2 Mantoux Ziehl-Neelsen Culture PCRb Pathology
1 Negative Negative Negative Negative Negative Positive
2 Negative Negative Negative Negative Positive Positive
8 Negative - Negative Negative Negative Positive
4 Negative Negative Negative Negative Negative Positive

aCXR =chest X-ray, BPCR =polymerase chain reaction
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dnpoaieuBel mepimuwon Aofuwéng and drumo pukofa-
ktnpidio (M. bovis), TTou gp@aviotnke WG 0OOVTOYEVESG
anéotnua (Maragou kar ouv. 2010). Meta&l twv mepr-
TWOEWY TIEPIPEPIKAG PUUATINOOUG Aeppadevitidag, n
ouxvaTtepn evtdTion eival otoug TpaxnAikolg Aeppade-
veg (Grzybowski kar Allen, 1995). 2tnv mapouoa epya-
ofa, TpaxnAikry eUUATINOSNG Aeppadevitda mapatnen-
Bnke og 2 and g 4 MePIMWOEIC.

O1 aoBeveic Twv mepimwoswy 3 kar 4 mapoucialav
KUOTIKEG aMOIWOEIG OtV TpowTidia kai umoyvalia
xpa avtiotoixa. 2t PiBANoypagia kataypdgovial
TIEQITTIWOEIG PUUATIWONG, EPPAVICOPEVNG WG KUOTIKA
BAGPNn ota ootd, tov olcoPdyo, TOUG TIVEUHOVEG, TO
ndykpeag, to omArjva kai tn odhmyya (Cheng kar ouv.
2008, Tripathy kai ouv. 2010, Huang kar ouv. 2011,
Sharma kai ouv. 201 |, Kaur kai ouv. 2012). MNapatauta,
QUUATIVOEIG KUOTIKEG AMOIWOEIG OtV KEPAA Kal Tov
TPAxNAo, OMWG QUTEG TIou Teplypdpnkay, eival eEaipe-
kG omdviec.

>e kapia and g MEPIMWOEIG Pag dev UTMPEe aktivo-
YPAQIKr) évOeIEn TIVEUHOVIKAG QUHATiwonG. Avtiotoixa,
o€ peAétn wv Penfold kai Revington (1996), avagépe-
Tal aKTVOypagIka TTPOQAVAG TIVEUHOVIKY (QUHATIWON
oto 55% twv aoBevav pe Qupatindn Aeppadevitida.
Mdvtwg, éxouv dnpooieutel kai akdua xapnAdtepa
mocootd Betkri¢ avtivoypagiag Bwpaka (Alleva kal
ouv. 1988, Manolidis kai ouv. 1993, Agarwal kai ouv.
2009).

H @uuatiwon ouvodeletal ouxvd amd ouotnuatikd
OUMTTTOMATA, oMW TUPETS, KAKOUXIA KAl aMWAEId
Bdpoug (Penfold kai Revington 1996, Menon kar ouv.
2006, Agarwal kai ouv. 2009). Ato amé toug aoBeveig
NG mapovoag epyaoiag mapousialav Sekatikr TUPET-
Kr] Kivnon Kkar emong évag am autols avépepe EMTAE-
ov anwAeia Bapoug.

H Seppoavtidpaon oupativng (e&€taon Mantoux)
XpNolpoTToINOnKe eUPEwG OTo TTAPEADSV Kal XpNoIHo-
TIOIETal akopn wg €éva dIayvwoTikd TEOT TG PUUATIL-
ong. Exer amodeixBel dpwg, du otepeital tv anapaftn-
™ Siayvwotikh eykupdtntd, Adyw XapnAig euaiobn-
olfag kai e1dikdtnTac. MNpdyuat, o OAeq TG TTEQITTTWOEIG
pag amodeixOnke Yeudwg apvnukr. MNpdogata, éxouv
yivel 81aBéoipeg dUo epyaotnpiakég dokipaoieg
(IGRAs), or omofeg petpolv v €kAuon IVTEPPEPOVNG
y ané T Aepgokittapa, wg andvinon o diéyepaon He
aviiyova eidikd yia gupatioon. O oUyKeKPIPEVEG SOKI-
paoieq exupdral, ot éxouv Touhdxiotov Ty idia sual-
obnofa pe T Seppoavtidpaon puuativng. H eidikdtntd
TOuG OpwG, Kkatd toug Raviglione kar O' Brien, eiva
oAU peyahutepn (Raviglione kar O Brien, 2008). Napd
Tauta, n unodopr yia tn Slevépyeia autwy Twv dokipa-
olwv dev UTTGPXEl OTO VOOOKOUEID Uag, omdte autég
Sev fitav duvatdv va xpnaoipgoroin8ouv.

H khaoikr| Siayvwaotikr] TPooéyyion TG TVEUHOVIKAG
pupatinong eival N KaAMIEpyela TTTUEAwY. 2& TTEPITTTW-
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lesions, as follows: A) Two cystic formations with hypo-
dense fluid and wall enhancement by intravenous con-
trast; the first in the left submandibular area and the sec-
ond in the pelvis at the region of the prostate gland. B)
Multiple hypodense lesions in the brain and the spleen.
C) Hepatosplenomegaly. A sample of purulent fluid from
the draining sinus was sent for cultures, Ziehl-Neelsen
and PCR. The outcome was negative. The same investi-
gation was carried out for fluid, aspired from the sub-
mandibular swelling, with also negative resufts. So, the
next step was an incisional biopsy of the neck sinus tract,
revealing the typical histological pattern of tuberculosis.

After the diagnosis, all four patients were referred to the
Internal Medicine Department of our hospital, where
they were treated with antituberculous chemotherapy.
The outcome was cure of the disease in all cases.

The main data from the investigation of each case are
summarized in Table |.

DISCUSSION

Tb poses a major threat to global health, infecting a
third of the world's population (Gordin and Masur,
2012). In 2008, 6 new cases per 100.000 inhabitants
were diagnosed in Greece (Papaventsis et al. 2010).
There is a great variation in the manifestation of Tb in
the maxillofacial region. Interestingly, it has been charac-
terized as the “great imitator”. Presentations as intraoral
ulcer, submasseteric abscess, parotitis, condylar infection,
zygomatic osteomyelitis and salivary gland tumor have
been described (el-Hakim and Langdon, 1989, Lype et al.
2001, Suleiman 2001, Baldwin and Foster, 2002, Sethi et
al. 2006, Mascarenhas et al. 2009, Helbling et al. 2010).
A case of infection by an atypical mycobacterium (M.
bovis), presenting as tooth abscess, has also been pub-
lished (Maragou et al. 2010). Cervical lymphadenitis is
the most common manifestation of peripheral lymph
node involvement in tuberculosis (Grzybowski kar Allen,
1995). In the present study, tuberculous cervical lym-
phadenitis was observed in two out of four cases.

The third of the presented patients exhibited a preau-
ricular cyst and the fourth one a submandibular cyst,
both of tuberculous etiology. In the literature there are
reports of Tb presenting as a cystic lesion in bones,
esophagus, lungs, pancreas, spleen and adnexa (Cheng
et al. 2008, Tripathy et al. 2010, Huang et al. 2011,
Sharma et al. 201 1, Kaur et al. 2012). However, tuber-
culous cystic lesions of the head and neck, as these of
our cases, are extremely rare.

None of the presented patients had radiographic evi-
dence of pulmonary tuberculosis. Likewise, in a previ-
ous study by Penfold and Revington (1996), who
reported radiographicaly demonstrable lung tuberculo-
sis in 55% of patients with tuberculous lymphadenitis.
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oeiG, BéBaig, efwmveudovikAG QUUATiwonG TO TIPOG
KaMiépyeia UNikd Ba mpémel va mpoépxetal amnd mpo-
oPePANpévo 10TO. 2TIG TIEPIYPAPOUEVEG TIEQITITIOEIG,
miapdAo mou katdMnho Sefypa utroPArBnie kdBe popd
og KaMI€pyela, TO amoTéAecpa ftav Tdvia apvnuKo.
Octkég KaMiépyeleg avapévovtal yévo oto 10-69%
Twv pukoPaktneidiakwy Aepgdevitidwv  (Chigurupati
kar ouv. 2010). Apa, éva apvnukd anotéAeopa Ka-
Népyeiag Sev pmopel omwodnmote va amokAeioe! pia
mBavr euuatinon, kabwg ol TPooPBePAnpévor Aeppa-
Séveg propei va pnv mepiéxouv (wvta pukopaktnpidia.
H kaBopliotikr onpacia twv JopIakwy TEXVIKOV YId TV
emPePaiwon g puuatinong €xel TovIoTel o TTOMEG
dnuooieloeig. O1 Goel kar ouv. perétnoav 142 acBe-
velg pe Aepopadeviuda kai og 52 am' autoug dievépyn-
oav PCR. Ta anoteéopata, wg mpog tnv euaiobnoia,
v edikdtntg, ™ Besukn mpoyvwotky afia kar v
apvnukr mpoyvwotiky agfa g PCR rjtav avtiotoixa
94,44%, 38,23%, 44,73% kai 92,85% (Goel kar ouv.
2001). Yotepa and digpetvnon pe PCR 65 Aepopadé-
vy, TpooBePAnpévav amd guuatioon, o Patwardhan
Kal ouv. KatéAngav og Mooootd euaiobnoiag tng pebo-
dou 90,1% kar eidikétnrag 100% (Patwardhan kar ouv.
2011). Efval, agloonpeiwto, éu mapd ta avagepbévia
uPnAd mocootd diayvwotikig eykupdtntag g PCR,
otV apouod HEAETN TIPOoEkuYEe YPeudws apvnuikr] o
3 and g 4 mepmwoelg. Autd propel va amodobel oto
HIKpS Oefypa TG MEAETNG HAG KAl TO OUYKEKPIHEVO
anotéheopa va BewpnBel éu epmimel oe Tuxaio otau-
otKS 0QAAUA. 2NHAVTIKO HEIOVEKTNHA TWV HOPIAKWOV
peBBSWY amoteel To UPNAS Toug KGOTOG, OTTWG ETTIONG
Kal n texvikd amarenukr dievépyeld toug.

MoAudpiBpeg epyaoieg éxouv katadeifel o onpavukod
pdro NG Plodiag ot didyvwon G eEWMVEUOVIKAG
@upatiwong. Emerta and perétn 20 mepimaoswy Qupa-
Twdoug TpaxnAkAG Aeppadeviudag, o Manolidis kai
ouv. katéAngav oto du o mAéov a&idmotog Selking
pukoBaknpidiakic Aofuwéng eivar to Sefypa 1otou
(Manolidis kar ouv. 1993). Emmpdobeta, o Alleva kai
ouv. die€rjyayav pia perétn 25 mepimuwoewy xolpddw-
ong. To oupmépaopa kar autig TG HEAETNG rtav, 6T To
mAéov a&idmoto otoixeio eivar to Sefypa ool (Alleva
kal ouv. 1988). O1 Mc Allister kai Mc Gregor umoAdyi-
oav TV edIKSTNTA TG HEPIKNG Kal OAIKAG Bloyiag Aep-
©adéva oe TEPIMTTWOEIG PUUATINOOUG TOAXNAIKNG Aep-
@adevitdag (Mc Allister kai Mc Gregor, 201 1. Ta aro-
TeAéoparta rfjtav avtiotoxa 95% kar 91%. H peta&u toug
dlapopd tou 4% dev rtav otauotkd onpavukr. Ol
TIapatnEAoEIS Pag eival oupPatég pe ta mapandvw. H
Bioyia 1oToU kai n 1otohoyikr| e&€taon rtav n pévn mpo-
OEyYION, TIoU g OAEG TG TIEPITTWOEIG €dwoe AJar oto
dlayvwotikd pag mpoPAnpa. H peydhn mbavdtnta oxn-
patiopoU cuplyyiou avapépeTal wg N KUPIGTEPN ETMMAO-
Kr) TG pePIKAG Proyiag Aeppadéva oe Tepimwaon Qupa-
Tiwong. AvtiBeta, n Ployia — extopr| e ouoxetiCetal pe
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On the other hand, there are studies suggesting even
lower percentages of positive chest X-rays (Alleva et al.
1988, Manolidis et al. 1993, Agarwal et al. 2009).
Tuberculosis is frequently accompanied by systemic
symptoms, as fever, malaise and weight loss (Penfold
and Revington, 1996, Menon et al. 2006, Agarwal et al.
2009). Two of the presented patients exhibited low
grade fever, while one of them additionally reported
loss of weight.

The tuberculin skin test (Mantoux test) has been
undertaken in the past, as a diagnostic test for tubercu-
losis. Yet, it has been proven, that it lacks adequate
diagnostic value, due to low sensitivity and specificity
rates. Indeed, in all of our cases it turned out to be false
negative. Recently, two in vitro assays (IGRAs), which
measure the release of interferon-gamma by T-lym-
phocytes, in response to stimulation with highly tuber-
culosis-specific antigens, have become commercially
available. The particular assays appear to be at least as
sensitive as the tuberculin skin test, while they are more
specific than it (Raviglione and O'Brien, 2008). Howev-
er, the infrastructure for these tests is not available in
our hospital and as a result an IGRA examination could
not be undertaken.

The classical diagnostic procedure for pulmonary tuber-
culosis is culture of expectorated sputum. Of course, in
extrapulmonary cases a sample to be cultured should
originate from the affected tissue. In the present series,
although an appropriate sample had been sent, no cul-
ture yielded a positive outcome. Positive cultures are
expected in 10%-69% of mycobacterial lymphadenitises
(Chigurupati et al. 2010). Therefore, a negative culture
should not exclude the diagnosis of Tb, since lymph
nodes may not contain living mycobacteria.

The paramount importance of molecular methods has
been addressed by numerous publications. Goel et al.
studied 142 patients with lymphadenopathy and per-
formed PCR in 52 cases. The estimated results for sen-
sitivity, specificity, positive predictive value and negative
predictive value of PCR were 94.44%, 38.23%, 44.73%
and 92.85%, respectively (Goel et al. 2001). After inves-
tigating 65 tubercular lymph nodes with PCR, Patward-
han et al. found 90.1% sensitivity along with 100% spe-
sificity values (Patwardhan et al. 201 1). It is noteworthy
though, that in the present study, PCR was false nega-
tive in three out of four cases. This may be attributed
to the small sample of our study and the particular
result may be regarded as haphazard statistical error.
The drawback of molecular methods is their high cost
and technically demanding application.

Multiple studies have indicated the key role of biopsy in
diagnosing extrapulmonary tuberculosis. In a study of 20
tuberculous cervical adenitises Manolidis et al. state, that
the most reliable indicator of mycobacterial infection
was the pathologic specimen (Manolidis et al. 1993).
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N ouykekpipévn emmiokr] (Cantrel kar ouv. 1975, Haas
2000). 2€ kapia amd g SIkéG Pag MePITTWOEIG, TIAVIWG,
Sev mapatnperBnke oxnuatopdg cuplyyiou.

2YMIMEPAXMATA

Alo amd toug aoBeveig tng mapouoag epyaoiag
mapouoialav QUUATIOSEI KUTTIKEG AMOIDOEIG NG
KEPAANG kal Tou tpaxniiou. H guuatiwon pe dtumeg
exkdnAwoelg kKaBiotd v opiotikr) didyvwaon TEdKANoN,
akdpa kai av n kAvikA unoyia eivar ioxupr}. Or oikiAeg
KAIVIKEG, QTTEIKOVIOTIKEG KAl €QYAOTNPIAKESG EEETATEIS
eviote amotuyxdvouv va Béoouv didyvwon. e Tepl-
TITWOEIG PUUATIWONG TNG KEPAA]S Kal Tou TpaxniAou ol
PAABec eival ouvABwe emM@AVEIaKEG KAl ETTOPEVWG
eUkoAa Tpooeyyiolpeg. Mpoteivetar Aomdv ) Ployia
w¢ pia aopaiis, taxela kal diayvwotikd ToATIUN

napépPaocn.

BIBAIOIPA®IA/REFERENCES

Agarwal AK Sethi A, Sethi D, Malhotra V, Singal S.: Tubercular cer-
vical adenitis: clinicopathologic analysis of 180 cases. | Otolaryn-
gol Head Neck Surg 38(5):521-5, 2009

Alleva M, Guida RA, Romo T 3rd, Kimmelman CP: Mycobacterial
cervical lymphadenitis: a persistent diagnostic problem. Laryngo-
scope 98: 855-7, 1988

Baldwin AJ, Foster ME: Tuberculous parotitis. Br ] Oral and Maxillofac
Surg 40: 444-445, 2002

Cantrell R, Jenson J, Reid D: Diagnosis and management of tubercu-
lous cervical adenitis. Arch Otolaryngol 101: 53-57, 1975

Cheng J, Tadi K, Halpemn M, Feurdean M, McNelis |, Brensilver J: Pan-
creatic tuberculosis in a human immunodeficiency virus positive
patient: a case report. World | Gastroenterol 14(6):939-40,
2008

Chigurupati R, Connelly ST, Cox D, Schmidt BL: Rapidly growing
neck swelling in the submandibular triangle, Oral Surg Oral Med
Oral Pathol Oral Radiol Endod 110: 4-10, 2010

El-Hakim IE, Langdon JD: Unusual presentation of tuberculosis of the
head and neck region. Report of three cases. Int | Oral Maxillo-
fac Surg 18(4):194-6, 1989

Hyoupevdkng A. kai ouv./Igoumenakis D. et al.

Furthermore, Alleva et al. have conducted a study
including 25 cases of scrofula. They concluded, that the
most reliable indicator of mycobacterial infection was
the pathologic specimen (Alleva et al. 1988). McAllister
and McGregor have calculated the diagnostic sensitivity
of core biopsy and excisional biopsy, regarding cases of
tuberculous cervical adenitis (Mc Allister and Mc Gre-
gor, 201 1). The values were 95% and 91% respectively,
with the difference of 4% being non-statisticaly signifi-
cant. Our findings are compatible with the aforemen-
tioned. Tissue biopsy and histological examination was
the only procedure, that in all cases solved our diagnos-
tic problem. High risk for draining fistula formation is
reported as a major disadvantage of incisional lymphn-
ode biopsy in cases of tuberculosis. On the contrary, the
excisional biopsy has not been associated with the par-
ticular complication (Cantrel et al. 1975, Haas 2000).
Nonetheless, no fistula formation was encountered in
our cases.

CONCLUSIONS

Two of the presented patients exhibited tuberculous
cystic lesions of the head and neck. Atypical presena-
tion of Tb renders diagnosis challenging, even when the
clinical suspicion is high. Multiple clinical, imaging and
laboratory diagnostic methods often fail to establish
diagnosis. In cases of head and neck tuberculosis the
lesions are frequently superficial and thus easily accesi-
ble. Hence, biopsy is advocated as a safe, quick and
diagnosticaly valuable procedure.

Goel MM, Ranjan V, Dhole TN, Srivastava AN, Mehrotra A, Kushwa-
ha MR, Jain A: Polymerase chain reaction vs. conventional diag-
nosis in fine needle aspirates of tuberculous lymph nodes. Acta
Cytol 45(3):333-40, 200

Gordin FM, Masur H: Current approaches to tuberculosis in the
United States. JAMA. 18(3):283-9, 2012

Grzybowski S, Allen E: History and importance of scrofula. Lancet
346 :1472, 1995

Haas DW: Mycobacterium tuberculosis, In: Principles and Practice of
Infectious Diseases. Churchill Livingston 2000, pp 2576-2063

Helbling CA, Lieger O, Smolka W, lizuka T, Kuttenberger J: Primary
tuberculosis of the TMJ: presentation of a case and literature
review. Int ] Oral Maxillofac Surg 39: 834-838, 2010

Huang TW, Huang HK; Hsu HH, Lee SC: Cystic pulmonary tubercu-
loma. Thorac Cardiovasc Surg. 59(4):255-6, 2011

Kanlikama M, Mumbuc S, Bayazit Y, et al: Management strategy of
mycobacterial cervical lymphadenitis. ] Laryngol Otol |14: 274,
2000

Kaur G, Bakshi P, Verma K, Kumar M: Esophageal tuberculosis: EUS
FNA diagnosis of uncommon presentation as a cystic lesion.
Diagn Cytopathol 40(4):352-4, 2012

Lype EM, Ramdas K, Pandey M, Jayasree K, Thomas G, Sebastian P,

Apxeia EMnvikig 2topatikrig & M'vaBompoowrikrig Xeipoupyikic/
Hellenic Archives of Oral and Maxillofacial Surgery




Awurm gupatiwon kepakijs kai tpaxriAou/Atypical Head and Neck Tuberculosis 83

Nair MK: Primary tuberculosis of the tongue: report of three
cases. Br | Oral and Maxillofac Surg 39: 402-403, 2001.

Manolidis S, Frenkiel S, Yoskovitch A, Black M: Mycobacterial infec-
tions of the head and neck. Otolaryngol Head Neck Surg
109:427-33, 1993

Maragou C, Theologie-Lygidakis N, loannidis P, Stenou A, Kanavaki
S, latrou |, Tsolia MN: Primary tooth abscess caused by
Mycobacterium bovis in an immunocompetent child. Eur | Pedi-
atr. 169(9):1143-5,2010

Mascarenhas S, Tuffin JR, Hassan |1 Tuberculous submasseteric
abscess: case report. Br | Oral Maxillofac Surg 47: 566-568,
2009

McAllister KA, MacGregor FB: Diagnosis of tuberculosis in the head
and neck. | Laryngol Otol. 125(6):603-7, 201 |

Menon K, Bem C, Gouldesbrough D, Strachan DR: A clinical review
of 128 cases of head and neck tuberculosis presenting over a
|0-year period in Bradford, UK. | Laryngol Otol. 121(4):362-8,
2007

Neville B, Damm D, Allen C, Bougouot J: Bacterial Infections, In: Oral
and Maxillofacial Pathology. Saunders 2002, pp 173-176

Papaventsis D, Nikolaou S, Karabela S, loannidis P, Konstantinidou E,
Marinou |, Sainti A, Kanavaki S: Tuberculosis in Greece: bacteri-
ologically confirmed cases and anti-tuberculosis drug resistance,
1995-2009. Euro Surveill. 15;15(28), 2010

Patwardhan SA, Bhargava P, Bhide VM, Kelkar DS: A study of tuber-
cular lymphadenitis: a comparison of various laboratory diagnos-
tic modalities with a special reference to tubercular polymerase
chain reaction. Indian ] Med Microbiol 29(4):389-94, 201 |

AielBuvon emkoivwviag:
AnpoocBévng Hyoupevdkng

Nikng 2,

145 61, Kngpioid.

TnA: 213 2086616, Fax: 213 2086540
e-mail: digoumen@gmail.com

Toépog 14, No 2, 2013/Vol 14, No 2, 2013

Penfold CN, Revington PJ: A review of 23 patients with tuberculosis
of the head and neck. Br | Oral Maxillofac Surg 34: 508-510,
1996

Ploubidis GB, Palmer M], Blackmore C, Lim TA, Manissero D, Sand-
gren A, Semenza JC: Social determinants of tuberculosis in
Europe: a prospective ecological study. Eur Respir |. 40(4):925-
30,2012

Prasad KC, Sreedharan S, Chakravarthy Y, Prasad SC: Tuberculosis in
the head and neck: experience in India. | Laryngol Otol.
[21(10):979-85, 2007

Rapidis AD, Faratzis G, Lagogiannis G, Koutsoubi K: Large Swelling of
the Lateral Neck. | Oral Maxillofac Surg 63:820-828, 2005

Raviglione MC, O'Brien RJ. Tuberculosis, In: Harrison’s Principles of
Internal Medicine, McGraw-Hil 2008, pp 1015

Rubinstein E, Levi |, Rubinovitch B. Lymphadenopathy, In: Infectious
Diseases, Mosby Elsevier 2010, pp 168

Sethi A, Sareen D, Agarwal AK, Bansal R: Primary tuberculous
osteomyelitis of zygoma. Int | Oral Maxillofac Surg 35: 376-377,
2006

Sharma JB, Karmakar D, Hari S, Singh N, Singh SP, Kumar S, Roy KK:
Magnetic resonance imaging findings among women with tuber-
cular tubo-ovarian masses. Int ] Gynaecol Obstet. | 13(1):76-80,
2011

Suleiman AM: Tuberculous parotitis: report of 3 cases, Br | Oral Max-
illofac Surg 39: 320-323, 2001.

Tripathy SK, Sen RK, Sharma A, Tamuk T: Isolated cystic tuberculosis
of scapula; case report and review of literature. ] Orthop Surg
Res 8(5):72, 2010

Address:

Dimosthenis Igoumenakis

2 Nikis street,

145 61, Kifisia, Athens, Greece.

Tel: 213 2086616, Fax: 213 2086540
e-mail: digoumen@gmail.com



