Evéiapépouvoa mepimwon
Case report

'latpdg [NaBoAoyoavars-
pog, A\éktopag lotorabo-
Aoyiag

*Metarrtuxiaxrj gortrjtoia
2toparoloyiag

’latpdg

*Emik. KaBnyntrig 2ITTIX
EKTIA

*Kabnyritoia Ztopatoloyiag
EKTIA

Apxeia EMnvikiic Ztopatikric kar ['vaBorpoowrikri Xeipoupyikiic (2012) 3, 167-173
Hellenic Archives of Oral & Maxillofacial Surgery (2012) 3, 167-173

167

"EAkog qatviakrig akpologiag tng kdtw yvabou:
MovokAwvikr AeppoimepmAactiki Siatapaxr petd
ané petapdoxevon veppou. [Napouasiaon nepimwong
kai avaokémnon tne PipPMoypagiag

louhia XATZHZTAMOY", Kwvotavtiva AEAAH?, Mapia ANAPIKOTTOYAQY?, ®gtiog TZEPMIMO,

Aregavdpa 2KNAABOYNOY?

Epyaotripio Baoikdyv latpofioroyikav Emotnudyv, Epyaotripio 2touaroloyiag, Khvikri 2touartikric kar ['vaBompo-
owrikric Xeipoupyikng, Odovtiatpikn 2xoAn, [Navemotriuio ABnvdv

Monomorphic lymphoproliferative disorder following
renal transplantation manifested as a gingival ulcer of the
mandible. A case report and review of the literature

loulia CHATZISTAMOU, Konstantina DELLI, Maria ANDRIKOPOULOU, Fotios TZERBOS,

Alexandra SKLAVOUNOU

Department of Basic Sciences, Department of Oral Medicine and Pathology, Clinic of Oral and Maxillofacial

Surgery, Dental School, University of Athens, Greece

TTEPIAHWH: O1 AepolmepmAdoTikEG S1atapaxég Hetd
and petapdoxeuon (AYAMM) eival pia etepoyevig
opdda dIatapaxwv Twv AePPoeIdwv KUTtdpwy TTou ava-
mmooovtal ota mAaiola TG Xpdviag avoookataoToAlg
Twv aoBeviyv. TG TIEPICOOTEPEG TIEPTTIWOEIG Ol
AYAMM oxetiCovtal pe mpwtonabry hofuwén 1| emave-
vepyoroinon mponynBeioag Aofpwéng amd tov 16
Epstein-Barr (EBV) Aoyw TG peiwpévng Kuttapikig avo-
olag Tou aoBevouc. 2T OUYKEKPIPEVN HEAETN TiEPIYPd-
(QOoVIal 1a KAIVIKG KAl I0TOAOYIKG XAPAKTNPIOTIKA [IAG
omdviag Tepimwong povokhwvikrg AYAMM mou epga-
viotnke oav é\og g eatviakig akpoAogiag NG KATtw
yvdBou, pe tv mbavr] kKhivikr] Sidyvwon tou akavBokut-
TAPIKOU KAPKIVWHUATOG, O 72Xpovo aoBevr| e Petapo-
OXeUpévo veppod. H ouvektipnon twv eupnudtwy odn-
ynoe otn Sidyvwon Tou SIAXUTOU AEHPOUATOS amod
peydha B-kittapa. 2upmepacpatikd, yivetar avuAnmtd
TIWG O TIPO-PETAPOOXEUONG TTPOOBIOPIOPAS TNG EMKUO-
Auvong tou aoBevry amd tov 16 Epstein-Barr, o omoiog
@aiverar va oxetiCetar pe v avdmuén AYAMM, Bonba
otnv mpwipn Sidyvwon Kar éykaipn avipeTwITor] TouG,

AEZEI> KAEIAIA: Aepgoimnepnhaotikry diatapaxr, a-
VOOOKATAGTOA, €AKOG, OTOHATIKY KOIAOTNTA

SUMMARY: Post-transplant lymphoproliferative disor-
ders (PTLDs) represent a heterogenous group of
abnormal lymphoid proliferations and lymphomas
developing within the context of chronic immunosup-
pression in recipients of solid organ, bone marrow or
stem cell allografts. In most cases, PTLDs are associat-
ed with primary or reactivated Epstein-Barr virus (EBV)
infection in a host whose cellular immunity is impaired.
In the present study we describe the clinicopathologi-
cal features of a rare case of monomorphic EBV-PTLD
manifesting as an ulcer in the mandibular gingiva of a
72-year-old man with renal trasplantation. Collectively,
findings were suggestive of a diffuse large B-cell lym-
phoma. Thus, it can be concluded that pre-transplant
determination of EBV serology, which appears to be
associated with the development of PTLDs, can con-
tribute to the early diagnosis and the most suitable
treatment of these disorders, extending the lifespan of
the recipients.
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EIZAITQrH

O1 AYAMM avumpoowTiedouv pia opdda Aeppoeidbwv
UTIEPTIAQOIWY KAl AEPPWUATWY TTOU avartiooovtal wg
OUVETTEID TNG dVOOOKATAOTON|G og aobBeveig Tmou
€XOUV UTIOOTEl PETAPGOXEUOn CUPTIayoUS opydvou A
pughou twv ootwv (Bruce kai ouv. 2006, Ojha kai ouv.
2008). 2tug mepioodtepeg mepmwoelg of AYAMM
oxetiCovtal pe mpwtomadn Aofpwén ry emavevepyorol-
non mahaidtepng Aofpwéng amd tov 16 Epstein-Barr
(EBV) Moyw peiwpévng kuttapikrg avooiag (Haque ka
ouv. 1996). 2uxvd avarmyooovtal OTo YAOoTPEVIEPIKO
owArva, kabwe kar oe dMa dpyava Peta&y twv ormoi-
WV TO KEVIPIKG VEUPIKG oUoTNHA. 2TnV TIEPIOXH KEPa-
MG kal toaxrdou N epgdvion Toug eivar omdvia, eve N
avdmugr) Toug otn otopatikr] kohdtnta eivar akdua
mo aouviong (Bruce kar ouv. 2006, Chang kar ouv.
1994). lotohoyikd, of AYAMM propel va agopouv ot
moAUKAwVIKEG  Siatapaxég B-Aepgokuttdpwy 1) o€
HOVOKAWVIKEG, TTOU OUXVA aQOpPOUV O AEPQOUATa
uPnAng kakonBeiag (Harris kar ouv. 2000). H mAsiové-
nta v AYAMM eival B-kuttapikric apxrig, wotdoo,
nepimwoelc. AYAMM  T-kuttapikg mpoéheuong 1
Hodgkin Aepeopata éxouv emiong avapepBei (Bruce
kai ouv. 2006, Harris kai ouv. 2000). H eupdvion piag
AYAMM petd and petapdoxeuon e§aptdtal anod moi-
Aoug mapdyovteg, peta&l Twv omoiwy ektdg amd tnv
€kBeon otov 16 EBV, mepihapfBdvetar n nAikia tou acBe-
voUug, o TUTTOG TOU PETAPOOXEUBEVTOG 0pydvou Kal TO
enfmedo g avoookataoto| (Shroff kai ouv. 2004).
H ouxvétnta twv AYAMM eivar 4 @opég upnAdtepn
oe maidid and 6,1 oToug eVAAIKEG TTOU €Kavav JETapd-
OXeuon VeEpPoU e Kahitepn Opwg ékBaon g vooou
(Shapiro kar ouv. 1999). ‘Etor @aivetal mwg n veapr| nA-
Kia katd TN PETAPOOXEUOH), TO dPPEV QUAO, N Aeukr
(QUA, N TAutoxpovn €muoAuvon armd Tov KUTIApOLE-
yaAoié kar amd tov 16 g nnatudag C Bewpoulvtal
mapdyovieg mou au&dvouv tov kivbuvo yia Ty avd-
mmuén AYAMM (Shroff kai ouv. 2004).

2Tnv mapouoa PeAETn, Teplypdpovtal ta KAIVIKO-IoTo-
maboloyikd xapaktnpeiotikd piag acuvrBiotng Tepi-
mwong povokhwvikig EBV-AYAMM, cupBatrg pe
Sidyvwon tou didxutou Aeppupatog and peydia B-
KUTtapd, Tou ekdnAwOnke oav €AkoG NG QATVIaKAg
akpoho@iag g kdtw yvabou.

MEPIFTPA®H MEPINTQXHX

Avdpag aoBeviic nAikiag 72 etdyv mpooniABe otnv K-
VIKrj TNG 2Topatkig kar ['vaBompoowikrig Xeipoupyi-
knG s Odovuatpikig 2xoAig tou [lavemotnpiou
ABnvwv, pe emigovo Tévo kai poudiaoua otn eatvia-
K akpohogia NG Kdw yvdbou apiotepd, Tou eixe
xpovikn didpkeia mepimou éva prjva (Eik. | ). >to 1atpi-
KO 10TOPIKO TOU QVAQEPOVIAV HETAUOOXEUTH VEQPPOU,

INTRODUCTION

Post-transplant lymphoproliferative disorders (PTLDs)
represent a group of abnormal lymphoid proliferations
and lymphomas developing within the context of
immunosuppression in patients who have undergone
solid organ or bone marrow transplantation (Bruce et
al. 2006, Ojha et al. 2008). In most cases, PTLDs are
associated with primary or reactivated Epstein-Barr
virus (EBV) infection in a host whose cellular immunity
is impaired (Haque et al. 1996). They often develop in
the gastrointestinal tract, as well as in other organs,
including the central nervous system. They rarely affect
the head and neck region, while their occurrence in the
oral cavity is even more uncommon (Bruce et al. 2006,
Chang et al. 1994). Histologically, PTLDs may involve
polyclonal or monoclonal B-cell lymphoproliferative
disorders, usually associated with highly malignant lym-
phomas (Harris et al. 2000). The majority of PTLDs are
of B-cell origin, however cases of PTLDs originating
from T-cells or Hodgkin lymphomas have also been
reported (Bruce et al. 2006, Harris et al. 2000). The
prevalence of a PTLD depends on many factors, includ-
ing exposure to EBV, the patient's age, type of trans-
planted organ, and level of immunosupression (Shroff
et al. 2004). The frequency of PTLDs is 4 times higher
in children than it is in adults who have undergone kid-
ney transplantation, but has better prognosis (Shapiro
et al. 1999). Thus, the patient's young age at the time
of transplantation, male gender, white race and con-
comitant Cytomegalovirus or hepatitis C virus infection
are believed to increase the risk of PTLD development
(Shroff et al. 2004).

In the present study we describe the clinicopathologi-
cal features of a rare case of monomorphic EBV-PTLD
manifesting as an ulcer in the mandibular gingiva of a
72-year-old man. Microscopic examination revealed
extensive ulceration of the squamous cell epithelium
with a dense diffuse infiltrate consisting of large
mononuclear lymphoid cells in the edematous submu-
cosal stroma.

Ei. I Khivikr eikdva eAKwTiKiG VEKOWTIKAG
aMoiwong, oe dvtpa acBeviy nAikiag 72
ETWV OTN Qatviakr} akpoloeia tng KAtw
yvdBou apiotepd.

Fig. 1: Clinical image of the necrotic
ulceration of the mandibular gingiva of a
72-year-old man.
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moiv 4 2 xpdvia kar oakxapwdng diaBritng trmou L.
Mpiv v petapdoxeuon o aoBevig Atav yia miepimou 7
xpovia og aipokdBapon. Ymmp&e emfong opoBetikdtn-
Ta yia tov 16 nratfudag B (HBV). Znv gappakeutikn
TOU aywyr] TepIAapfBdvoviav 1@ avoootpoTomoInTIKA
@dppaka, tacrolimus (Prograf®) kai mycophenolate
mofetil (CellCept®). O acbevrig AdpBave emiong @dp-
paka avuuteptaoikd, [eooivorpin (Monopril®) kai
aprodmivn (Norvasc®)], yia ta au€npéva emimeda twv
Amdiwv Tou aipatog, atopBaotativn (Lipitor®) kar avei-
Siafnukd [udpoxhwpikr petpoppivn (Glucophage®)
kal yAiempidn (Solosa®)]. H kAvikd e&étaon tng oto-
HaTIKAG KOIANGTNTAG Tou aoBevouq amokAAUYE EAKWTIKA
VEKOWTIKY PAABN otn @atviakr] akpohogia NG KAtw
yvabBou apiotepd, amnd v omofa eAedn pepikr Bloyia
Tou otdABnke yia 1otoraboloyikr e&étaon pe mbav
KAvIKR) Sidyvwon akavBokuttapikd kapkivwpa r eEEN-
kwon e mBavr artonaboloyikr cuoxétion e Ta avo-
0oKaTaotahtikd @dpuaka. H otopatik KoiAdTnta tou
aoBevols Sev mapouoiale dMeg PAGPes. Epgavrig
AeppadevoridBeia dev mapatnperibnke. Mia efdoudda
HETd ™ Myn g Bloyiag o aobevrig emavetetdobnke
Kal TTapatnPErBNKE PEPIKK UMTOXWPENON TOU EAKOUG, EVW
TpeIG eBOopddeq apydtepa n mepypageioa PAAPN dev
riapouaiale umooTPo.

a) lotomaBoloyikd euprjpata

H 1otohoyikr e€€taon tou IoTotepaxiou €deiEe otopa-
TIKS PAeVWOYOVO e EKTETApEVN EEEAKWON TOU KAAUTTT-
koU ToAUoTBou TAakwdoug emBnhou kar didxutn
mukvry &ibnon tou o1dnuatwdoug utokeievou ouvde-
TKoU 1otoU and  abpoioeig MAsIdpopPwyY  HeydAwv
povoripnvwy  Aep@oeIdwy KUTtApwy pe  au&nueévn
TIUPNVO-KUTIApONAQopatikr) avahoyia. Ta veomAaopa-
TKd kUttapa xapaktnpiovtav and MupAveg Je av-
HaAn maxid Tupnviky  pePPPEAdvn, TOManAd  pikpd
muprvia kai deBovo nwavogiho kuttapdmAaopa. Ava-
yvwpiotnkav emiong moManiég drumeg prtwoeig (Eik.
2). Ztnv dinBnpévn mepioxry Tou PAevvoydvou Tiapatn-
prionkav emiong dpBova ayyeia xwpig oagr ayyeioke-
vipikr) didtagn twv veorAaopaTtik®y KUTtdpwy 1 Tepio-
XEG VEKPWOEWS,

B) Avoooiotoxnpikn peAéTn

AVOCOIOTOXNUIKE, TA TTEQIYPAPEVTA VEOTIAACUATI-
Kd kUttapa frav Beukd yia TNV €KQEacn Tou
oupmAéypatog diapopomonong 20 (CD20), tou
oupmAéypatog diagpoporoinong 79a (CD79%, ot
€va uTTooUVOAO), TOU CUPTAEYpATog Siapoportoin-
ong 30 (CD30), tnv mpwteivn 6 Tou Aepe®PATog
B-kuttdpwv (bcl-6) kai Ttou oykoyovidiou Tou TToA-
Aarmhou pughwpatog | (MUM-1/IRF-4), eva umrjpe-
X€ €KAo Yoévo g A-ehappds aAdoou Twv avo-
oooQaIpIViV. Avixvelbnke emiong €kgpacn g
pepPpavikig mpwteivng-1 (LMP-1) Tou 10U

Toépog 13, No 3,2012/Vol 13, No 3, 2012

CASE REPORT

A 72-year-old man presented to the Oral and
Maxillofacial Surgery Clinic of the Dental School of the
University of Athens with persistent pain and numbness
in his mandibular gingival on the left, which had started
about a month earlier (Fig. 1). His medical record was
significant for noninsulin-dependent (type Il) diabetes
mellitus with dialysis (for 7 years), followed by renal
transplantation, 4 /2 years ago. The patient referred as
Hepatitis B virus (HBV) positive. His medication includ-
ed immunomodulatory drugs, tacrolimus (Prograf®) and
mycophenolate mofetil (CellCept®). The patient also
received antihypertensives, [fosinopril (Monopril®) and
amlodipine (Norvasc®)], atorvastatin (Lipitor®) and
antidiabetics, [metformin hydrochloride (Glucophage®)
and glimepiride (Solosa®)].

Clinical oral examination revealed ulcerative necrotic
lesion in the mandibular gingiva (left side). Clinical dif-
ferential diagnosis included drug-induced ulceration
possibly associated with the immunomodulatory drugs
or squamous cell carcinoma. An incisional biopsy fol-
lowed by histopathologic examination was performed
with potential clinical diagnoses including squamous cell
carcinoma or ulceration possibly associated with the
immunomodulatory drugs. Further oral examination
did not reveal any other pathologic findings. No region-
al lymphadenopathy was observed. One week after the
biopsy the ulcer showed a few signs of regression, but
three weeks later the residual ulceration was still in
place.

a) Histopathological findings

The histological examination of the tissue specimen
revealed extensive ulceration of the stratified squa-
mous cell epithelium and a dense, diffuse infiltrate con-
sisting of large atypical mononuclear lymphoid cells with

Eik. 2: lotohoyikég Topég xpwopéveg pe Alpato&uAivn kar Hwaoivn.
Aiakpivetar n mukvry Sidxutn dinénon tou oidnpatwdoug
ouvdetikoU 1oToU amd peydha druta Aepgoeidn kittapa pe
QVWHAAG TIUPNVIKA XAPAKTNEIOTIKA, ATt Xpwpativn, pikpd
TIUPAVIA KAl APKETO NWOIVOPIAO KUTTaPOTAAoHA.

Fig. 2: Haematoxylin and Eosin (H&E) stained histological sections.
Note the dense and diffuse infiltration of the edematous
submucosal stroma by large atypical lymphoid cells with irregular
nuclear contours, fine chromatin, small nucleoli and abundant
eosinophilic cytoplasm.
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Eix. 3: Avoooiotoxnpikr ékppaon (kagé xpwpa) tou CD20 kai tou
Seiitn kuttapikoU moMarAaoiaopoy Ki-67.

Fig. 3: Immunohistochemical expression (brown staining) of the
CD20 antigen and the Ki-67 cell proliferation index.

Epstein-Barr (EBV) (Eik. 3,4). H kukhivn-D1 (Cyclin
D1) ritav Betikry oe Aiydtepo amd to 0% twv Kut-
tdpwv. O &eiktng kuttapikoly ToAMamnAaciaopou
Ki-67 rrav 80-90% (Eik. 3). Aev mapatneribnke
€KPEAOon TOU KOIVOU AEPPOKUTIAPIKOU avtiyOvou
(LCA), 1} twv oupmieypdtwv diapoporonong 3, 5
kar 10 (CD3, CD5, CDI10), ting kivdong tou ava-
mAaotikoU Aeppwpatog (ALK), rj tng mmavkepativng
(pankeratin).

2YZHTHZH

O1 AYAMM agopouv oe pia opdda diatapaxwv twv
AEH@OKUTIAPWY 1| TwWV TAJOPATOKUTIAPWY TTOU avd-
mmooovial Adyw TNG 1atpoyevols Xpdviag avoooKd-
TACTOAAG otnv orola PBpiokovtal or acBevelg pe peta-
pOOoXeUon oupmayous opydvou, JUehoU Twv 0otV 1
BAaotkav kuttdpwy aMopooxelpatog. 2uvwg ol
AYAMM eivar Bavatnedpeg, av apeboulv xwpic Bepa-
nevtikr] avupetwmon (Bruce kar ouv. 2006, Ojha «kai
ouv. 2008). Avagépetal &g, iwg ol AYAMM &ldokoAa
UTTOOTPEQPOUV KAl N Bepdrmeutik] TOUG QVIIMETWTION
TIapapével aoaeng Kabwg dev éxouv oAokAnpwBer ol
anaroUpeveg KAVIKEG Sokipég tng edong Il (Parker kai
ouv. 2010). Ta péxpr orjpepa dnpooieupéva dedopéva,
apopoUV Og PEHOVWHEVEG TTEPITITWOEIG KAl WG €K TOU-
Tou TpETel va eppunvetovtal pe mpoooxn (Parker kai
ouv. 2010). ‘Etol, n 1oto)oyikr turomoinon kd&Be mepi-
mwong pe Bdon ta diayvwotikd kprtipla Onwg autd
opiCovtar and tov [laykdopio Opyaviopd Yyeiag,
kaBopiCer kal v mepartépw Bepameutiky NG avtide-
twmon (Swerdlow kar ouv. 2008).

H ouxvdtepn epgdvion AYAMM apopd oe acBeveig
pe petapdoxeuan veppou pe kipia B€on evidmong to
yaotpeviepikd ouotnua (Bruce kai ouv. 2006).
AYAMM éxouv emiong avagepBel kar oe dMeg avato-
HIKEG TIEPIOXEG, OTTWG OTO KEVIPIKO VEUPIKS oUotnua
Kal oTraviGTeEPA OTNV TIEPIOXT] TNG KEPAAG KAl Tou TPa-
xfhou. Qotdoo, N mpwrtomnabrig evrdmon twv AYAMM
OTnV TIEPIOXT] TNG OTOPATIKAG KoINGTNTag efval eEaipe-
tKkd omdvia (Shroff kar ouv. 2004, Gonzalez-Cuyar ka
ouv. 2007, Solomides kar ouv. 2002). >e mpdogatn

Eik. 4: Avoooiotoxnpikr] avixveuon (kagé xpwpa) tou EBV, tng
ékppaong tou MUM-1, bcl-6 kai tou CD30, ota dwuna Aepgoeidn
kittapa.

Fig. 4: Immunohistochemical detection (brown staining) of the EBV,
MUM-1, bcl-6 and CD30 expression in atypical lymphoid cells.

a high nuclear-cytoplasmic ratio in the edematous sub-
mucosal stroma. The neoplastic cells included nuclei
with a irregular nuclear contour, multiple small nucleoli
and abundant eosinophilic cytoplasm. Multiple atypical
mitoses were also identified (Fig. 2). In the infiltrated
area of the mucosa, there was also an abundance of
vessels, with no signs of angiocentricity or necrosis.

b) Immunohistochemical examination
Immunohistochemically, the neoplastic cells expressed
the CD20, CD79a (CD79%a subset) and CD30 differ-
entiation antigens, B-cell lymphoma 6 protein (bcl-6)
and multiple myeloma oncogene- | (MUM-1/IRF-4) and
were monotypic for lambda light chain expression. An
expression of the Epstein-Barr-LMP-1 membrane pro-
tein was also identified (Fig. 3-4). Cyclin DI was posi-
tive in less than 0% of the cells. The proliferation frac-
tion as determined by Ki-67 was high (80-90%) (Fig. 3).
No expression of the leukocyte common antigen
(LCA), CD3, CD5, CDI0, anaplastic lymphoma kinase
(ALK) or pankeratin was observed.

DISCUSSION

PTLDs represent a group of lymphocyte or plasma cell
disorders developing due to medically-induced chronic
immunosuppression in patients who have undergone
solid organ transplantation, bone marrow transplanta-
tion or stem cell allotransplantation. PTLDs are mostly
fatal if left untreated (Bruce et al. 2006, Ojha et al.
2008). It is also reported that PTLDs hardly ever
regress and their treatment remains unspecified as the
necessary phase Il clinical trials have not yet been com-
pleted (Parker et al. 2010). Published data refer to indi-
vidual cases and therefore need to be interpreted with
great caution (Parker et al. 2010). Thus, the histological
classification of each case on the basis of the WHO

Apxeia ENMnvikrig Ztopatikrig & Nvabompoowikrig Xeipoupyikig/
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avaokérmon g diebvous BiBNoypagiag avagépovtal
povo |l mepimioelg mpwtomadwy evOOOTONATIKWY
AYAMM peta&t twv omoiwv 9 rjtav o dvopeg kar 2 og
yuvaikec. Téooepig amd toug avapepdpevous aobeveig
efxav umoPAnBel oe petapdoxeuon kapdidg, 5 oe peta-
péoxeuon veeEoU, evey KdBe pia amd g umdloimeg
SUo TEPIWOEIG €ixav PETAPOOXEUON HUEAOU Twv
00TWV Kal TAPAdMnAn  petapdoxeuon veppou Kal
maykpéatog avtiotoxa (Bruce kai ouv. 2006). 2ta ava-
QePOPEVA oupmWHata mepiAapfdvoviav to oidnua-
Sidykwon g mdoxouodag TePIOXAG, N EAKWON, eVy) OE
HIkpSTEPO Pabud avagépovtav mévog Kar Poudiaopa.
2TV mapouca TEPITTIWOn avAPEPOUNE TNV EPPAVION
povorkhwvikig EBV-AYAMM, oupBatrc pe t didyvo-
on tou didxuTou Aeppwpatog anmd peydha B-kittapa,
TIoU ekdNAwBNKe oav ENKOG NG QATvIakAig akpoAopiag
MG kdw yvabou, oe aobevr] pe petapdoxeuon
veppOU.

O1 AYAMM mepihapBdvouv éva @dopa voonudtwv
TIoU apopolv ouvriBwg g TTOAUKAWVIKEG UTTEPTIAOTEG
wnou EBV- Moipwdoug povoruprivwong wg kar EBV
Betikd i EBV apvnukd Aepowpata kupiwg B- kar Aiyd-
TEPO OoUxVd T-KUTIAPIKAG TIPOEAEUONG, TIOU TTaPdtn-
poUvtal YeVIKATEPA O AVOOOKATEOTAAUEVOUG aOBEVEIG
(LaCasce kai ouv. 2006, Harris kar ouv. 1997). To 80%
opws Twv AYAMM oxetiCovtal pe v Aofpwén tou
aoBevoug amd tov 16 EBV (Ho kai ouv. 1998, Nalesnik
kai ouv. 1988). H ouxvdtnta epedviong twv AYAMM
kupaivetar and 1% éwg 10%, avdloya pe to petapo-
oxeubév Opyavo (Basgoz kar Preiksaitis, 1999). Ta
mapddeivua, éxel avapepBel epgdvion AYAMM oto
6,29% twv aoBeviyv petd and PHeTaPOOXeuon TIveUovd,
010 5,2% twv aoBevwv PETd T PETaPdoXeUon vepEoU
Kal TIayKEEQTog, OTo 2% Ttwv aobeviv Petd and peta-
péoxeuon kapdidg kar oto 1,4% petd and petapo-
oxeuon Amatog (Walker kai ouv. 1995). Eva ta akpifr
afua twv AYAMM mapapévouv adieukpiviota, n ouvo-
AR enfrrtwon yia v avdamun Twv OUYKEKPIEVWY
BAaBwv ota didpopa dpyava eEaptdtal and moAMoUg
mapdyovieg petall twv omoiwv TepIAapPdvovtar n
MoodTNTa Tou AeP@IkoU 10ToU OTo eKAOTOTE OPYavo,
Ta XopPnyoUpEVa avooOKATAOTAATIKG Bepareutikd oxr-
pata, n SidpKeia TG avoooKataotaAtikiig Beparreiag, n
nAikia Tou aoBevouc kabwg kai n ékBeon otov 16 EBV
(Bruce kai ouv. 2006, Ojha kar ouv. 2008). H ouxvdtn-
Ta eppdvions twv AYAMM ota maidid eival 4 gopég
peyahUtepn amd éu oe evihikeg e (Shapiro kai
ouv. 1999). @ewpeital mwg ol AYAMM eivar amotéhe-
Ola TNG AVOOOKATAOTOARG, TToU 0dnyel og PeEIwpévn
amndKpIon TwWV KUTIAPOTOEIKWY T -AeppoKUTIapwy Tou
ehéyxouv Tov oAMamiaciaopd twv EBV Bgtikwv B-kut-
tdpwv (Hasanono kar ouv. 2004). H mpo-petapdoxeu-
onG Kkatdotaon tou aoBevolg OXeTKd e Ty empod-
Auvon tou EBV eivar o kipiog aMd oxi kai o povadi-
KOG armoloyikdg mapdyovtag yid tnv  avdmuén
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diagnostic criteria determines its further therapeutic
treatment (Swerdlow et al. 2008).

PTLDs mostly affect renal transplant recipients and
most commonly occur in the gastrointestinal tract
(Bruce et al. 2006). PTLDs have also been reported in
other anatomical regions, including the central nervous
system and, less frequently, the head and neck region.
However, the oral cavity is a very uncommon primary
site of PTLDs (Shroff et al. 2004, Gonzalez-Cuyar et al.
2007, Solomides et al. 2002). A recent review of the
international literature reveals only || cases of primari-
ly intraoral PTLDs, including 9 men and 2 women. Four
of the reported cases involved heart transplantation
and 5 renal transplantation, while the remaining two
involved bone marrow transplantation with a simulta-
neous kidney and pancreas transplantation respectively
(Bruce et al. 2006). Among the reported symptoms
were swelling in the affected area, ulceration and, to a
lesser degree, pain and numbness. The case presented
here involves a monoclonal EBV- PTLD that was con-
sistent with the diagnosis of a diffuse large B-cell lym-
phoma and manifested as a mandibular gingival ulcer, in
a renal transplant patient.

PTLDs include a variety of diseases ranging from poly-
clonal hyperplasias associated with EBV/infectious
mononucleosis to EBV positive or negative lymphomas
of mostly B-cell origin, and less often T-cell origin,
which are generally observed in immunosuppressed
patients (LaCasce et al. 2006, Harris et al. 1997).
However, 80% of PTLDs are associated with EBV infec-
tions (Ho et al. 1998, Nalesnik et al. 1988). The occur-
rence rate of PTLDs ranges between 1% and 10%,
depending on the transplanted organ (Basgoz and
Preiksaitis, 1999). For instance, it has been reported
that 6.2% of lung transplant patients develop PTLDs, as
well as 5.2% of kidney and pancreas transplant patients,
2% of heart transplant patients and |.4% of liver trans-
plant patients (Walker et al. 1995). While the exact
causative factors of PTLDs remain unclear, the overall
impact of these lesions on the various organs depends
on many parameters, including the amount of lymphat-
ic tissue in the affected organ, the prescribed immuno-
suppressive treatment scheme, the duration of the
immunosuppressive treatment, the patient’s age and
exposure to EBV (Bruce et al. 2006, Ojha et al. 2008).
The occurrence rate of PTLDs is 4 times higher in chil-
dren than it is in adults (Shapiro et al. 1999). PTLDs are
believed to result from immunosuppression, which
leads to decreased responsiveness of cytotoxic T-lym-
phocytes that control the proliferation of EBV-positive
B-cells (Hasanono et al. 2004). The patient's pre-trans-
plant EBV infection status is the primary, but not the
only causative factor in the development of PTLDs.
When the lesions resemble the manifestations of early
infectious mononucleosis, they tend to heal with the
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AYAMM. Ortav o1 BAdBeg poidlouy e TG ekdNAVOEIG
MG TPWING AOIPWOOUG  povorupAvwong, ouvhBwg
TElVOUV VA UTTOXWPHOOUV [E TN Heiwon TG avoooka-
TAOTONG Kal av autod emteuxBel xwpig tv amdppiyn
TOU pooxeUpatog, N mpdyvwon eivar e€aipetikry (Lones
kai ouv. 1995). Miotevetal &t Pelwvovtag ta avoooka-
Taotahtkd @Appakd, To avoooTolntikd oUoTtnua Tou
aoBevouc pmopel va emavevepyoroinBel kar va odnyr-
oel oty e€dhen twv EBV-Betikdv kuttdpwv piag
AYAMM. Mia tétola dpwg Oepareia mpémel va Ppioke-
Tal ud otevr) iapakoiouBnon, e€artiag tou kivouvou
o&elag anmdéppIPng Tou HOOXEUPATOG,.

O1 AYAMM pmopel va eival kKA\wVIKES (HOVOKAWVIKEG 1
ONYOKAWVIKEG) 1IN KAWVIKEG  (TTOAUKAWVIKEG). O
HOVOKAWVIKEG Kal AlydTEPO OUXVE, Of TTOAUKAWVIKEG
AYAMM eival mBavdtepo va pnv urmoxwprioouv [E TN
Helwon Twy emMMESWY TG AvOOOKATATTOANG Kal UTTOPES
va anartolv Kuttapotofikr xnueiobeparneia (Nalesnik
kai ouv. 1988). Mpdopata, otoxeupévn Bepareia pe
Xpon HOVOKAWVIK@WY avTiiowpdtwy omwg To anti-
CD20 (rituximab) xpnoigoroifnke pe emtuxia Kai
NYOTEQEG TTAPEVEPVEIEG AT TNV KUTTAPOTOEIKH XNUEl-
oBepareia yia v QVUPETWITNON autwv Twv aoBevav
(Nowalk kai ouv. 2003). To mocootd Ovnoipdtnrag
Twv AYAMM eival peyaNitepo oe aMopetapooxeu-
O€IG JUEAOU Twv 00TWV arm ot oe aoBeveiG pe peta-
pooXeUon oupmaywv opydvwy Kai ivarl emong xapn-
Aotepn ota maidid amr 6t oe evihikeg (Swerdlow kai
ouv. 2008).

Ta kAvikd kai 1otoraBoloyikd xapaktnelotkd Twv
AYAMM eival moikiAa kai TTOAUTIAOKA Kal ouxvd odn-
youv og AavBaopévn Sidyvwon. Or aMolwoelg otn
oTopatiky KOIAGTNTA Pmopel va epgaviotolv oav dlo-
YKQOOEIG PE 1] Xwpig ouprmapata. g ex toutou, yva-
Borpoowrikol xeipoupyol kar maBohoyoavatdpol TTpé-
el va anokAeioouv to evdexdpevo piag AYAMM oe
TIEQITTTIWOEIG TTOU KATTOI0G aoBevrg TApousIdlel TAxEog
eEeNoodpeva kar Babid €hkn oto atopatikd PAevvoyd-
VO, TIOU avarmyooovial Oto TAQIoIo TnG Xpdviag avo-
OOKATAOTOAAG HETA amd WPETAPUOOXEUCH OUpTIAyous
opydvou 1| JETaPOOXEUON PUEAOU TwV OOTWV.
2upmepaopatikd, Oewpeftal mwg n Piogia kai n iotorma-
Boloyikr e&€taon twv aMoIoewy eival EMTAKTKY yia
v €ykaipn didyvwon Kar Tov TPocdiopiopd TG
KatdMnAngG Beparteiag mou propel va anotpéyel v
eEENEN g AYAMM og pia mo emBetikry kar duvnukd
Bavatnedpa acbeéveia. Emmiéov o mpo-petapdoxeu-
ong opoAoyikdg mpoodiopiopdg tou EBV, Adyw tng
armoAoyIKAG Tou ouoxétiong pe tug AYAMM, mapéxel
ONHAVTIKEG TTANPOPOPIEG OXETIKA e ToV KivOuvo avd-
TUENG TOUG OF JETAPOOXEUPEVOUG aOBEVELG,

Xat{notdpou I. kai ouv./Chatzistamou |. et al.

reduction of immunosuppression levels, and prognosis
can be excellent if that can be achieved without trans-
plant rejection (Lones et al. 1995). It is believed that by
reducing the amount of immunosuppressive drugs, the
patient's immune system can be reactivated and elimi-
nate the EBV-positive cells of a PTLD. However, this
type of treatment requires close monitoring due to the
high risk of acute transplant rejection.

PTLDs can be clonal (monoclonal or oligoclonal) or
non-clonal (polyclonal). Monoclonal, and less frequent-
ly polyclonal, PTLDs are likely not to heal with the
reduction of immunosuppression levels and may
require cytotoxic chemotherapy (Nalesnik et al. 1988).
Recently, targeted treatment with monoclonal antibod-
ies, such as anti-CD20 (rituximab), was successfully
used to treat these patients, with less side-effects than
cytotoxic chemotherapy (Nowalk et al. 2003). PTLD
mortality rate is higher in bone marrow allotransplanta-
tion than it is in solid organ transplantation, and lower
in children than in adults (Swerdlow et al. 2008).

The clinical and histopathological features of PTLDs are
varied and often lead to wrong diagnosis. Oral cavity
lesions can manifest themselves as swellings with or
without any other symptoms. Therefore, dental spe-
cialists, especially oral and maxillofacial surgeons and
oral pathologists must be very cautious to rule out
PTLD in cases of rapidly progressing deep oral ulcers
that develop in the context of chronic immunosup-
pression after solid organ or bone marrow transplanta-
tion.

In conclusion, tissue biopsy and histopathological exam-
ination are imperative for early diagnosis and determi-
nation of the mostly appropriate treatment in order to
prevent a PTLD from developing into a more aggres-
sive and fatal disease. Moreover, pre-transplant deter-
mination of EBV serology, because of the strong asso-
ciation of this infection with lymphoproliferative disor-
ders, may provide important information regarding the
risk of a PTLD development.
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