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MEPIAHWH: To mhaopaPAactikd AMpewpa eivar pia ond-
VIa HOP®r AePHQWOUATOG, TO OTTOI0 epgaviCetal ouxvdte-
pa og HIV(+) dppeveg aoBeveic pe ouxvdtepn Béon ep-
@dviong t otopatikr koidtnta. KAivikd epgavitetar ou-
vnBéotepa ota oUAa, Tn okANPEd UTTEP®A KAl TO €6apog
TOU OTOHATOG WG eMWOUVN, TAXEWG AVATTTUCOOHEVN
d1dykwon n omoia mBavwg eivar eAkwpévn kar Propef va
8InBrioel To UTToKE(pEVO 00TOUV. 2 € APKETEG TIEQITTIWOEIG
10 MAaopaPAaoTikd AMpewpa pmopel va anotehéoel T
TPWTn KAVIKA exkdAAwon g HIV Mofuwéng.
[Napouaidletarl mepimwon mAaouapAacTikoU Aepeaa-
TOG 0Ta OUAQ, TO OTTOI0 APXIKA AVTIETWTTIOTNKE WG aTo-
otnpa odovuikAg armioAoyiag kal TNy artia yia mepaépw
digpevvnon kai Sidyvwaon HIV- Aofuwéng.

BAdPec otn otopatikr kohdtnta propel va oxetitovtal
pe HIV- hofpwén. O Odovriatpog Ba mpémel va g ava-
ywpiCel kal va kateuBuvel katdMnha tov aoBevr.

AEZEX KAEIAIA: TThaopapiactikd Aépowpa, HIV Aoi-
HwEn

SUMMARY: Plasmablastic lymphoma is a rare type of
lymphoma and occurs more frequently in the oral cavity
of HIV(+) male patients Clinically, it usually appears in
the gingiva, hard palate and floor of the mouth, as a
painful, rapidly expansive swelling which is often ulcer-
ated and can infiltrate the subjacent bone. In many cases
plasmabilastic lymphoma is the first clinical manifestation
of HIV infection.

We present a case of gingival plasmablastic lymphoma,
which was initially treated as a dental abscess and was
the reason for further investigation and confirmation of
HIV infection.

Lesions in the oral cavity may correlate with HIV infec-
tion. Dentist must be able to recognize them and direct
properly the patient.
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EIZAIQrH

Ta Aepewypata ouviotolv mepimou to 5% tou cuvdiou
TwV KakorBwv VEOTAAOATWY NG TTEPIOXAG KEPAAG-
Tpaxrjhou kai to 75% eivar pn-Hodgkin Aepowpata (Za-
pater kai ouv. 2010). To mhacpaBAactikd Aéppuwpa te-
plypdenke yia mpwtn @opd to 1997 and toug Delecluse
kat ouv. (Delecluse kar ouv. 1997) wg Apewpa mou ep-
@aviCetar amokAeiotikd otn otopatikr] kohdtnta HIV(+)
atOPWV Kal €xel XapnAd moooatd empiwong. 2Ty mpod-
0patn Ta&vounon Twv GyKwV TOU IOTTOINTIKOU Kal Aep-
@ikou 1otol tou [Maykdopiou Opyaviopol Yyeiag
(MOY) mepiypdoetal wg xwpiotdg tinog un-Hodgkin
Aepowpatog twy wpldwy B kuttdpwy (Swerdlow kai ouv.
2016). 20pgpwva pe tnv avackdémnnon twv Castillo kai
ouv. (Castillo kar ouv. 2015) ané 1o 1997 w¢ 1o 2014
éxouv avagepBel atnv Ayyhopwvn BiBAioypagia 260 me-
PITIWOEIG eVOOOTOUATIKWY TTAAOHABAACTIKWY Aepwpd-
Twv. Extote éxouv dnpooieutel |8 emmAéov avdloya te-
pIoTAtKA.

AV kal avamtyooeTal oUXVATEPA OTh OTONATIKY KOINSTNTa
HIV(+) atopwy, propel va eugaviotel téco og HIV(-)
dropaq, 6oo Kkai eEwotopatikd (Castillo kai ouv. 2015).
O aoBeveig eival ouxvdtepa dvipeg, otnv 5n kar 6n de-
Kkaetia NG Cwrg, kar n PAGPN exdnAdvetal kupiwg ota
oUAQ, TV oKkAnpEr urepwa Kai To €6agog Tou OTOPATog
WG TAXEWG avarmuoodpevn SIGYKWOT), CUXVA EAKWEVN,
Tiou 8inBei To umokeiuevo 0otd (Tzankov kai ouv. 2005,
Tsachouridou kai ouv. 2012, Castillo kar ouv. 2015). loto-
Aoyikd xapaktnpiCetar and povépopen dirénon ano pe-
ydAa veomAaopatikd kittapa pe dpBovo kuttapdmia-
Ola Karl KEVIPIKO 1] EKKEVTPO TIUPrva TTou eival HeydAog,
OTPOYYUASG 1 WOEIBNG, Kal UOANIDWOONG HE EpPavr TTU-
prvia. 2uxvd yUpw amd Tov Tuprjva mapdatneeital mepi-
TupnVIKr dAwg. Avayvwpilovtal, emmiéoy, pIkpd wpipa
Aepgokittapa, anomwtikd cwyudtia, augnpévog apib-
HOG HITWOoEwY KAl pakpo@dyd, Ta omoia divouv eikéva
«évaotpou oupavouy (Sarode kai ouv. 2010, Castillo kal
Reagan 201 |, Choi kai ouv. 2014).

[Napouacidletal mepimwon m\aopapAactikol Aepgewua-
TOG TWV OUAWY WG TTPWTN KAIVIKY ekdridwon HIV-Aofuw-
&ng oe veapd &vdpa kai avaokomouvtdl ta dedopéva
and ) olyxpovn PiPAioypagpia yia autr tv acuvritn
Hop®r) AeppwHATo,

MAPOYZIAZH MEPINTQZHZ

Avtpag 34 etwv mapamépednke amd odovtiatpo yia
S1dykwon otnv mepioxr] Tou #28, cuvodeuduevn amd
«EVOXANONY», TTOU €yIVE avTIANTTLA TTPIV ard éva priva e-
1d ané anotplywon. O odovtiatpog xoprynoe apogu-
KIMivn-khaBoulavikd oEU (625 mg, 3 popES v nuépa
yia 2 eBdopddec), oe cuvduaopd We VIHEGOUAdN Kal Vi-
@houpikd o0&y, xwpic Bertinon. O acBeviig avépepe, emi-
ONG, OUXVEG KOUATIOESY [e TTOVO Kal aioppayid, Kai
«OTIUPAKIa» OTN YAWOOQ TToU TTAPdTiPNoE TTPIV 3 HrVeg
Kal QVTIJETWTIOE P TOTIKY XPron YEANG HIKovaloAng.

TapiwAdkng 1. kar ouv./Tamiolakis P. et al.

INTRODUCTION

Lymphomas represent approximately 5% of all malignant
neoplasms of the head and neck area, with 75% of them
being non-Hodgkin lymphomas (Zapater et al. 2010).
Plasmablastic lymphoma was first described by Delecluse
etal in 1997 (Delecluse et al. 1997) as a lymphoma that
occurs exclusively in the oral cavity of HIV(+) persons
and has a low survival rate. In the latest World Health
Organization’s Classification of Tumours of Haematopoi-
etic and Lymphoid Tissues, plasmablastic lymphoma is
classified as a subtype of mature B cells lymphoma
(Swerdlow et al. 2016). According to the review of
Castillo et al. (Castillo et al. 2015), in the English literature
from 2007 to 2014, there have been reported 260 cases
of oral plasmablastic lymphomas. Since then, an addi-
tional 18 cases have been published.

Although plasmablastic lymphoma occurs more fre-
quently in the oral cavity of HIV(+) persons, it can also
affect HIV(-) persons, and it may be found in extraoral
sites (Castillo et al. 2015). It has a predilection for male
patients, in the 5th to 6th decade of life and occurs more
frequently in the gingiva, hard palate and floor of the
mouth. Oral plasmablastic lymphoma present as a rapidly
expansive swelling that is often ulcerated and can infil-
trate the subjacent bone (Tzankov et al. 2005, Tsachouri-
dou et al. 2012, Castillo et al. 2015). Microscopically, it is
characterized by monomorphic proliferation of large
neoplastic cells with abundant cytoplasm and a big round
or oval, foamy, centrally or eccentrically located nuclei
with prominent nucleoli. Occasionally a perinuclear halo
can be observed. Small mature lymphocytes, apoptotic
bodies, mitotic figures, and macrophages, which impart
a “starry-sky” appearance are also recognized (Sarode et
al. 2010, Castillo and Reagan 201 |, Choi et al. 2014).

A case of gingival plasmablastic lymphoma that was the
first clinical manifestation of HIV infection in a young
male patient is presented and a comprehensive litera-
ture review about this uncommon type of lymphoma is
performed.

CASE REPORT

A 34-year old male patient was referred by his general
dentist in order to evaluate a swelling in the region of
the upper left third molar, accompanied by a “nasty sen-
sation”. The swelling presented a month ago, after pe-
riodontal tratment. The dentist subscribed amoxicillin-
clavulanate potassium (625mg, t.i.d for 2 weeks) in com-
bination with nimesulide and niflumic acid, without im-
provement. The patient also mentioned frequent
“episodes of gingivitis” with pain and bleeding, as well
as “pimples” on his tongue which were discovered three
months ago and treated with topical use of miconazole
gel. In his medical history cocaine use “in the past” was
mentioned and in the latest blood test anemia was dis-
covered.
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Eik. 3. Mikpég Aeukég mAdkeg oto &e€id mAdyio
XeNog TG YAwooag, cUPPBATEG pe TIXWTH
AeukortAakia.

Fig. 3. Small white plagues on the right lateral
tongue, consistent with hairy leukoplakia.

Eik. 2. Emmedwpéveg pecoddvuieg Bniég ota
0UAa, OUPPATEG pe EAKOVEKPWTIKY OUATTISA.
Fig. 2. Flattened interdental papillas, consistent
with necrotizing ulcerative gingivitis.

Eik. 1. Akavéviotn didykwon otnv mepioxr] Twv oUAwY, avtiotoixa
twv Sovuwy #27-#28.
Fig. . Irregular swelling in the gingiva of teeth #27-#28.

Katd t Myn tou 1atpikol IoTopikoU avépepe KAtdxpn-
0l KOKdvNG «oTto TTAPeABSV», kaBwG Kkal T o€ TTPOoQa-
N vevikrj afyatog diamotwnke avaipia.

Katd v khvikr eE€taon mapatneribnke akavoviotn
S16yKwon otnv Teploxr) Twv oUAWY avtiotoxa twv Sov-
TV #27-#28 pe epubpEC TIEPIOXEG, EAKWOEIG Kal Ve-
KOWTIKEG eoxdpeg. Eixe umdorAnen clotaon), ritav eAa-
PPWG eMWdUVN Katd TNV YnAdenon, kar drnw £dive eikdva
«Kkpatjpa» pe Aeukd oxBo (Eik. I). O #28 efxe kivnu-
kétnta Babpou lll. MapatneriBnkav emiong, MOMEG eri-
edwéveg pecodoviieg BnAég ota ovha (Eik. 2) kar i-
KOEG AeUKEG TIAAKeG oTo Oe&1d TAdyIo Xeihog NG YAWO-
oag (B 3), eve) and v eEwotopatikr e&gtaon mpo-
gkue avaduvn Sidykwaon Tou aplotepoy umoyvabiou
Aeppadéva. Ze mavopapikr] aktvoypagia mou eixe o
aoBevric diamotwbnke évtovn @atvioAuoia TepIQePIKA
Tou #28 (Eik. 4).

O ouvbuaopdg twv BAaPwyv ota oUAg, TTou Atav oupPa-
TEG pe mponynBeioa eAkovekpwTik oUATISA, Kal otn
yAWOOA TToU Atav CUPBATEG e TPIXWTH AeukoTAakia, ou-
vnyopouoav unép mbavrig HIV-Aolpwéng. Me autd to
dedopévo n Sidykwon ota ouAa BewpriBnke oupPatr pe
AMpowpa. O aoBevric apvribnke katnyopnuatikd va
urtoPANBel oe alpatoloyikd éleyxo karl Eheyxo yia HIV-
AofHWEN, OTwG Tou UTTOSEXBNKE, KAl ETTEUEIVE Va avTIe-
TWMOTEl POVOV TO TPOPANKa» ota olAa.

Me autd ta dedopéva €yive Ayn pepikng Brogiag amd
NV Teploxr} NG SiIdykwaong Ke Totikr avaiobnoia. Adyw
NV UPNAAG KAVIKAG utrogiag yia HIV Aofpwén, xopnyn-

Topog 17, No 3,2016/Vol 17, No 3,2016

Eik. 4. Kataotpogr ootou
TTEPIPEPIKG Tou 0ddvTog #28.
Fig. 4. Bone destruction around
tooth #28.

On clinical examination, an irregular swelling was ob-
served in the gingiva of teeth #27-#28, with red areas,
ulcerations and necrotic areas. The swelling was in-
durated in consistency, mildly painful upon palpation,
while distally it had a crater — like appearance with white
margins (Fig. ). Tooth #28 had grade Il mobility. Nu-
merous flattened gingiva interdental papillae were also
noticed (Fig. 2) and small white plaques on the right lat-
eral border of the tongue (Fig. 3). The extraoral exami-
nation revealed an indolent swelling of the left sub-
mandibular lymph node. The patient has brought a
panoramic radiograph with him, in which bone destruc-
tion around tooth #28 was observed (Fig. 4).

Gingival lesions were consistent with prior ulcerative
necrotizing gingivitis and the tongue lesions with hairy
leukoplakia. The combination of those lesions was highly
indicative of a diagnosis of HIV infection and, conse-
quently, the gingival sweeling was suspected to be a lym-
phoma. The patient rigorously refused to do blood test
and screening for HIV infection as was proposed, and in-
sisted on treating only the gingival lesion.

Under local anesthesia an incisional biopsy was per-
formed on the swelling. Due to high clinical suspicion for
HIV infection, the patient was medicated 2 grams of
Amoxicillin per os one hour before the procedure. The
tissue was fixed in 10% neutral buffered formalin and
submitted for pathologic examination. Microscopic ex-
amination of paraffin sections stained with hematoxylin
and eosin showed diffuse infiltration of large immunoblast
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TapiwAdkng 1. kar ouv./Tamiolakis P. et al.

Bnke xnueiomPo@UAatn e 2 ypappdpia apogUKIMNIVIG
pia wpa mpiv v enéufaon. O 10Td¢ povigotoIBnke o€
oudgtepn popuohn 0% kar otdAOnke yia 1oTohoyiKA
etétaon. H pikpookomiky e&étaon Topwv mapagivng
XPWOPEVWY HE AINaTogUAivn Kal nwaoivn €5eiEe didxutn
avdmmuén peydAwv KUTtdpwy Tou TUTToU TNG avoooBAd-
otng 1) mhaopaprdotng (Eik. 5), ta omoia epgdvicav avo-
ooiotoxnpikg eotiakr) avocogkppaon CD |38 kai mApn
avoooékppaon CD79 (Eik. 6a), ouvékppaon Kuttapo-
nmhaopatikig IgA kar upnvikig MUM-1/IRF4 (Eik 6B),
kaBwg kar EBV (ISH EBER+). Aev mapatnpribnke éxkppa-
on wv CD20, PAX -5 kai tou gpmmrtoiold HHV-8. H te-
Nk} didyvwon Atav pn-Hodgkin AMpowpa B kuttapikig
TipogheuonG, MAaoPAPAaoTIKoU TUTTOU OTOPATIKAG KOIAG-
ntac.

AkoAoUBnoe opohoyikdg EAeyxog Tou ritav Betikdq yia
HIV-hofpwEn pe apiBud T4 Aepgokuttdpwy 370 kitta-
pa/mm?. O acBeviic mapanépednke oe aipatoloyIkr
KAIVIKF] yIa TTapartépa €Aeyxo Kal avTIETWITon,

2XYZHTHZH

2NV Tepfmwon mou Teplypd@eTal n Iapousia oto oto-
pa onpeiwv oupBatwy pe ponynBeioa eAKoVEKOWTIKT
ouNtida kal Tpixwtr Aeukomakia, BAaBwv 1oxupd oxe-
TCSpevwv pe ) HIV-hofpwgn (EC-Clearinghouse 1993),
€0eoav v mbavr) Sidyvwon Aepewuatog yia ) didy-
Kwon ota oUAd, amd tnv TeKPnpeiwon TG omoiag €yive n
Tehikr) Sidyvwon tng HIV-Aolpwéng. Ta pn Hodgkin Aep-
QWpata, padf pe v kavuvtiaon, to odpkwpa Kaposi, kai
TIG GMeG TrepIodOVTIKEG VOOOUG (YPAPHOEIBES TTAPUPK-
8ec epUbnpa Kar eAkovekpwTkr Teplodovtitida) anote-
Aoy, emiong, PAABeg 1oxupd oxetildpeveg pe v HIV
Mofpwén (EC-Clearinghouse 1993). H ouxvétnta eped-
VIONG TwV oTopatkav ekdnhwoewv g HIV-Aoluwéng
otg SIAQOPEG HENETEG TTOIKIAEI QVAAOYQ PE TNV TIOOEAEU-
on aMd kai petagl epeuvawv otnv idia eBvik opdda
(Patton kar ouv. 2002), kaBwg emfong kai and to av ol

- A . W

apxikr| pey€Buvon a)x200, B)x 100)

Eic. 6. Avoomoxqpn«j elkéva. OeTikr éK(por] v Seiktwv (a) CD79 kai ([3) MUM-I/IRF4 (avoooiotoxnpikr xpwon aBidiv

- i) LR SR
Eik. 5. Mikpookorikr eikéva. Aidxutn avarmugn peydAwv KUTtdpwyv
Tou TUmou TG avoooPAdotng 1 macpaBAdong (xpwon
aipato€uAivng kar nwoivng, apxikr peyébuvon x200).

Fig. 5. Diffuse infiltration by large immunoblast or plasmablast like

cells is observed (hematoxylin-eosin stain, original magnification
x200).

or plasmablast like cells (Fig. 5) that were positive for
CD79 (Fig. 6a) and focally for CD138. The cells also co-
expressed IgA on their cytoplasm and MUM-1/IRF4 on
the nucleus (Fig. 6b), as well as EBV (ISH EBER+). Cells
were negative for CD20, PAX-5 and HHV-8. The final
diagnosis was non-Hodgkin B- cell plasmablastic lym-
phoma of the oral cavity.

Serological test was then performed and confirmed the
presence of HIV infection with T4 cell count of 370
cells/mm?. The patient was consequently referred to a
specialized haematology clinic for further evaluation and
management.

DISCUSSION

In the case presented herein the presence of signs con-
sistent with prior ulcerative necrotic gingivitis and hairy
leukoplakia, lesions strongly associated with HIV infection
(EC-Clearinghouse 1993) directed the clinical diagnosis

RN ]
ne-protivng,

Fig. 6. Immunohistochemical features. Positive expression for markers (a) CD79 and (b) MUM-1/IRF4 (abiding-biotin immunohistochemical

stain, original magnification (a) x200, (b) x100).
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aoBeveic AapBdvouv avupetpoiky Bepameia uPnAig
dpaotikdtnrag (HAART) i oxi (Patton kai ouv. 201 3).
levikd, oe aoBevei mou &g AapBdvouv HAART ol ou-
xvOTePEC ekdnAwoelg tng HIV-Aolpwéng otn otopatiki
KOINOTNTa efval n Kavoiviiaon kai n TeIXwTr AeuKoTTAakia
(Patton kar ouv. 2002). To mhacuaPractikd Apewpa ei-
var n mpwtn ekdidwon g HIV-hoipwéng oto 7% twv
aoBevav (Castillo kai ouv. 2015).

To mAaopaPiactikd Aépgwpa cuviotd mepimou to 2%
Twv oxetldpevwy e tov HIV Aepgpwpdtwv (Carbone
2002) kai amotehel To ouvnBéotepo pn-Hodgkin Aépow-
pa otnv otopatoppiviki repioxr (Kane kar ouv. 2009).
Mropefl va eppaviotel kal oe avoookataotahpéva HIV(-)
dropa, kupiwg aoBeveig pe petapdoxeuon (Castillo kai
ouv. 2015) 1} dropa tpitng nAikiag (Liu kai ouv. 2012), A
avoooenapkr] (Scheper kai ouv. 2005, Rao kar ouv.
2010). "Exouv, enfong, eplypa@el MeQIMWOEIS TAACA-
BAaoTikoU Aepoopatog oe €dagog mpolmndpxouoag
Aep@IkAG 1} autodvoong véoou (Castillo kar ouv. 2015).
2Uppwva e TN MAéov TPdo(Atn CUCTNHATIKY avaokd-
mnon twv Castillo kar ouv. (Castillo kai ouv. 2015) 63%
TV TTAAOPAPACOTIKOV AeHPWUATWY £PQAVIOTNKE O€
HIV(+) dropa kai 28% oe HIV(-) dtopa.

H akpiBrg enfrmwon tou m\aopaBAaoTiKoU Aepewuatog
dev eival yvwotr| (Castillo kar ouv. 2015). 2T PipAioypa-
@Ikr) Bdon PubMed amd to 1997 wg to 2016 eivar kata-
XwpnUéveg 548 peAéteg oXetikéG Pe To TAAOPaPAaoTIKG
Aépowpa, amd Tig omoleg 268 éxouv dnpoaieutel ta Te-
Aeutaia 5 xpdvia. H katakdpuen avénon twv dnpooi-
eloewv avtavakAd efte Tnv adgnon g yvwong vyia
ouykekpipévn ovrotnta (Castillo kar ouv. 2015), efte
TIpaypatikr) avgnon tou enfimwaong g vooou (Riedel
kai ouv. 2008, Sarode kai ouv. 2010).

To 78% twv HIV(+) acBeviv pe mhaopaBractikd Aép-
owpa eivar dvdpeg, ouykpItikd Pe To 66% twv HIV(-)
aoBevav (Castillo kar ouv. 2015). O1 Adyor tng mpoti-
pNONG OTouG avOpeg dev elval oageig, eve yia Ta TAG-
opaBAaotikd Aeppwpata og HIV(+) aoBeveig éxel uro-
otnpIxBel WG opeiletal oto peyalitepo Tocootd av-
Spwv oto olvoro HIV(+) atépwv (Riedel kai ouv.
2008). H péon nAikia epgdviong otoug HIV(+) aoBeveig
eival Ta 42 xpoévia kai otoug HIV(-) ta 55 xpdvia, evd
eival omdvio oe maidid (Castillo kai ouv. 2015). H oto-
paukr koihdtnta eivai n ouxvotepn B€on epgdviong tou
mAaopapAaotikoU Aepgapatog og HIV(+) kar HIV(-)
aobBevelg, ue mooootd 48% kai 40%, avtiotoixa, kal ako-
AouBoulv og ouxvdtnta 1o yaotpeviepikd olotnua, ol
Aeppadéveg kai to &éppa (Castillo kar ouv. 2015). Zu-
XVOTEPEG £VOOOTONATIKEG BETEIC evrdmong eival Ta ou-
Aa, N okAnpd uMepwa Kai To €6aog Tou oTépatog (Sar-
ode kai ouv. 2010). >ta HIV(-) dtopa epgaviCetar ou-
xvOtePa otnV kdtw yvdbo, evw ota HIV(+) dropa &¢
@aivetal va undpxel mpotipnon (Sarode kar ouv. 2010).
H mpotipnon tng véoou yia tn otopatiky KOIAGTNTa, 161-
aftepa yia ta oUAg, dev eival katavontr (Sarode kar ouv.
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of the gingival swelling to a lymphoma, and its confirma-
tion set the final diagnosis of HIV infection. Non-Hodkgin
lymphomas, candidiasis, Kaposi's sarcoma and the other
periodontal lesions (linear gingival erythema and ulcera-
tive necrotic periodontitis) are also strongly associated
with HIV infection (EC-Clearinghouse 1993). The preva-
lence of oral manifestations of HIV infection varies
among studies according to the ethnicity (Patton et al.
2002), although studies have also reported different re-
sults in the same ethnic groups (Patton et al. 2002), as
well as by the use of highly active antiretroviral therapy
(HAART) or not (Patton et al. 2013). In patients who
are not subjected to HAART, candidiasis and hairy leuko-
plakia are the most common oral manifestations of HIV
infection (Patton et al. 2002). Plasmablastic lymphoma is
the presenting clinical manifestation of HIV infection in
7% of patients (Castillo et al. 2015).

The incidence of plasmablastic lymphoma is estimated
to approximately 2% of all HIV-related lymphomas (Car-
bone 2002) and it is also the most frequent non-Hodgkin
lymphoma involving the orosinonasal region (Kane et al.
2009). Plasmablastic lymphoma can also occur in HIV(-)
persons who have some sort of immunosuppression,
mostly in the context of solid organ transplantation
(Castillo et al. 2015), in elderly patients (Liu et al. 2012)
or even in otherwise immunocompetent patients
(Scheper et al. 2005, Rao et al. 2010). Plasmabilastic lym-
phoma can also arise on preexisting lymphoproliferative
or autoimmune disorders (Castillo et al. 2015). Accord-
ing to Castillo et al,, 63% of all plasmablastic lymphomas
arose in HIV(+) persons, whereas 28% in HIV(-) persons
(Castillo et al. 2015).

The actual incidence of plasmablastic lymphoma is un-
known (Castillo et al. 2015). In the PubMed database,
548 studies about plasmablastic lymphoma are registered
from 1997 to 2016, 268 of them during the last 5 years.
This increase in published studies could reflect either an
increasing awareness for this entity (Castillo et al. 2015)
oratrue increase of its incidence (Riedel et al. 2008, Sar-
ode et al. 2010).

Male patients comprise 78% and 66% of HIV(+) and
HIV(-) patients with plasmablastic lymphoma, respec-
tively (Castillo et al. 2015). The reason for the over-rep-
resentation of male patients with plasmablastic lym-
phoma is not clear, but for the HIV(+) patients, this can
be attributed to the over- representation of HIV infec-
tion in men compared to women (Riedel et al. 2008).
The median age at presentation is 42 years in HIV(+)
patients and 55 years in HIV(-) patients, whereas it is rare
in children (Castillo et al. 2015). The oral cavity is the
most common site of occurrence of plasmablastic lym-
phoma in both HIV(+) (48% of cases) and HIV(-) pa-
tients (40% of cases), followed by the gastrointestinal
tract, the lymph nodes and the skin (Castillo et al. 2015).
The most common intraoral sites of involvement are the
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2010, Castillo kar ouv. 2015). ‘Exel unmootnpixBei 6t ta
TAQopaBAaoTIKd AegQWPATa Tou oTOPAaTog amoteAoly
Eexwplotr| KAvikorraBoloyikr) ovtdtna and ta eEwoto-
patikd (Hansra kar ouv. 2010), aMdé autr n Bewpia éxel
amoppigBel (Qing kai ouv. 201 1). Aev éxel Bpedel dia-
@opd otnv nAIkia kar oto @UAo Twv acBevav avdyeoa
ota evoootouatikd kal Ewotopatikd mhacpaBAaotika
Aepowpata (Rafaniello Raviele kar ouv. 2009), oute ot
@UAeTIK A €Bvikr MpoéAeuon Twv acBeviv (Castillo kal
Reagan 201 1).

KAvikd epoaviCetal ouvibwg wg emwduvn, Taxéws ava-
mmuocdpevn didykwaon n omoia mBavag eivar eAkwpévn
Kkal uropel va dindrioel To umokeipevo ootolv (Sarode
kai ouv. 2010, Tsachouridou kar ouv. 2012). Mmopefl va
OUVUTTAPXOUV TUTTIKE ouptmpata B Aepgopartog, émwg
TIUPETAG, VUXTEPIVY £Qidpwon Kal akovola anwAeia Bdé-
POUG, XwpIiG kavéva amd autd va eivar e18ikd yia To TAa-
opaphaotikd AMpgwpua (Sarode kar ouv. 2010). Mmopef
emiong va ekdnAwBel wg kabuotepnpévn emovhwon Ye-
te€aktikoU garviou (Lee kar ouv. 2006), kivukdtnta
kal anwAeia dovtiwv (Porter kar ouv. 1999, Desai kar ouv.
2007) kai mévog mou poidel pe odovrogatviakd amd-
otnua (Riedel kai ouv. 2008). H eikéva autr eival un-ei-
Sikr, HIKetal ToMd voorjuata kai ol moavég diayvaoeig
miepIAapPdvouy eupl @dopa ovIoTATwy, MW 0doVTO-
YEVEIG AOIPWEEIG, TTUOYOVO KOKKIWUA, TTEPIPEPIKS YIyav-
TOKUTIAPIKG KoKKiwpa, odpkwpa Kaposi, akavBokutta-
PIKO KapKivwpa, adevokapKivwpata, kal dha kakorion
veomAdopata Tou aipatohepgikoy 1otou (Desai kar ouv.
2007, Rao kai ouv. 2010, Tsachouridou kai ouv. 2012,
Da Cruz Perez kai ouv. 2015). 2nv mapouoa mepfmmwon,
N BAGPN oto apxikd tng otddio BewpriBnke ot Atav Te-
PI0SOVTIKAG QUOEWG Kal xopnyrnBnke avifiwon yia v
QVTIPETWION TG, N ottoia, dev eixe kavéva amoOTEAECHAL.
Avoooiotoxnpikd (Riedel kar ouv. 2008, Castillo kar Rea-
gan 2011, Yan kai ouv. 2014, Castillo kai ouv. 2015) otnv
TAsloPn@ia Twv TEPIMWOoEWY Ta KUTIapd oTo MAdopa-
BAaotikd AMéppwpa eival Betikd otoug deikteg CD 138
(90% twv mepimwoewv), IRF-4/MUM-1 (puBpiotikdg ma-
pdyovtag VTeppePdVNG 4/oykoyovidio TToAarhoU pue-
Awpatog 1) (100% twv mepmwoewy) Kal oe PIKPSTEPO
moocootd otoug deikteg CD38 kar VS38c. Aev ekppd-
Covtal ol Seikteg Twv B kuttdpwv CD 19, CD20 kai PAX
-5, av kai éxouv avapepBel Mepmwoelg pe ehappd Be-
Tkdtna oto Seiktry CD45. EmmAéoy, o deiktng kuttapl-
koU moMamAaaciacpou MIB-I/Ki — 67 eival au€npévoc.
Katd toug Montes-Moreno kai ouv. (Montes-Moreno kai
ouv. 2010) apvnukn xpwon 1 acBevrig yia PAX-5 kai
CD20, og ouvduacpd e Betikr xpwon yid TIG TTPWTEVES
PRDMI/BLIMPI kai XBP| ouvnyopouv umiép tng di1d-
yvwong mhaopaBAaotikol Aepeapatog. Or Kane kai ouv.
Bewpolv w¢ ta eAdxiota dlayvwoTikd eupripata yia
v6o0 (@) TV Mapouoia Taxéws auEavdpevng SIdyKwong
Katd TPOTiUNon oto otopatikd PAewoydvo Tou (B) éxel
KUTtapa pe MAQopaPAacTIkr] Hop@oAoyia, X GG Ve-

TapiwAdkng 1. kar ouv./Tamiolakis P. et al.

gingiva, hard palate and floor of the mouth (Sarode et al.
2010). In HIV(-) patients it has a higher predilection for
the mandible, whereas in HIV(+) patients it appears with
the same frequency in both jaws (Sarode et al. 2010).
The reason for the preference of plasmablastic lym-
phoma for the oral tissues, in particular for the gingiva,
has yet to be explained (Sarode et al. 2010, Castillo et
al. 2015). It has been claimed that oral and extraoral plas-
mablastic lymphomas represent two distinct clinico-
pathologic entities (Hansra et al. 2010), but this theory
has been rejected (Qing et al. 201 1). There is no differ-
ence in age and gender of patients with oral and extra-
oral plasmablastic lymphomea, as well as in their race and
ethnic origin (Castillo and Reagan 201 1).

Clinically, it usually appears as a painful, rapidly expansive
swelling that is often ulcerated and can infiltrate under-
lying bone (Sarode et al. 2010, Tsachouridou et al. 2012).
Patient can have typical B symptoms of lymphoma like
fever, night sweat and unintentional weight loss, none of
which is quite specific for plasmablastic lymphoma (Sar-
ode et al. 2010). It can also manifest as delayed healing
of extraction site (Lee et al. 2006), mobility or/and early
loss of teeth (Porter et al. 1999, Desai et al. 2007) and
toothache mimicking dental abscess (Riedel et al. 2008).
Its clinical appearance is non-specific and imitates many
lesions of the oral cavity such as odontogenic infections,
pyogenic granuloma, peripheral giant cell granuloma, Ka-
posi sarcoma, squamous cell carcinoma, adenocarcinoma
and other hematolymphoid malignancies (Desai et al.
2007, Rao et al. 2010, Tsachouridou et al. 2012, Da Cruz
Perez et al. 2015). In the present case, the lesion was
originally thought to be of periodontic origin, therefore
antibiotics were prescribed to treat it, without result.
Immunohistochemically (Riedel et al. 2008, Castillo and
Reagan 2011, Yan et al. 2014, Castillo et al. 2015), in the
majority of cases, the cells of plasmablastic lymphoma
are positive for CD 38 (90% of cases), IRF — 4/MUM-|
(interferon regulatory factor 4/Multiple myeloma onco-
gene 1) (100% of cases) and at lower rates for CD38
and VS38c. B-cell markers CD19, CD20 and PAX-5 are
not expressed; however cases slightly positive for CD45
have been reported. The proliferative marker MIB-/Ki-
67 is also highly expressed. According to Montes-More-
no et al. (Montes-Moreno et al. 2010), negative or weak
staining for PAX5 and CD?20, coupled with positive stain-
ing for PRDMI/BLIMP | and XBP| reliably identifies cases
of plasmablastic lymphoma. Kane et al. proposed the fol-
lowing minimal criteria for the diagnosis of plasmablastic
lymphoma: a) rapidly growing lesion with predilection for
the oral mucosa, b) cells with plasmablastic morphology
with lack of neoplastic plasma cells and c) cells with
CD20 negativity and positivity for CD |38, CD38 and/or
IRF — 4/MUM-I, along with a proliferation rate based on
Ki-67 expression of >60% and positivity for EBV's DNA
(EBER) (Kane et al. 2009).
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omAaopatikd mhacpatokUttapa kai (y) ta kittapa eival
apvnuikd oto CD20 kai Bstikd ota CD 138, CD38 ry/kal
IRF — 4/MUM-1, padi pe Ki-67>60% xai DNA tou EBV
(EBER) (Kane kar ouv. 2009).

H 1otoAoyikg Siapopikr| didyvwon yivetar and xapnAng
dlapopotoinong kKapkivwpa, KakdnBeg HeAdvwua, 1) dA-
Aa veorAdopata tou Aepgikou 1otou (Sarode kai ouv.
2010). H mapouoia veomAdopaTikOV TAQOPATOKUTIAPWY
efval Slayvwotikr oTdviag Hop@rG TTAAOPATOKUTIOHATOG
e mhaopaBAiactiké otoixelo (Kane kar ouv. 2009), kai
OxI TAaoPaBAaoTikoU AePQOUATOC [e TTAQOPATOKUTTA-
pIkr) dlapoporoinan, émwg éxel unootnpixBel (Colomo
kai ouv. 2004).

H maBoyéveon tou mhaopaPiactikol Aeppwuatog dev
éxel katavonBel. O avooopaivaTumiog Twv KUTIdpwy Tou
TautiCetal de autdv TwV TTAAOPATOKUTIAPWY, AAd yovi-
diakd eival meploodtepo dpola pe Ta kuttapa tou did-
xutou B Aepowpatog anéd peydha kittapa (Chang kai
ouv. 2007). 2uvenwg, ta kittapa oto mhacpaBAactikd
Apowpa eival tehikag dlapoporoinuéva B kittapa mou
€Xouv TTapapeivel 0To oTddio PETATPOTTG amd avooo-
BAdotn oe MAaopatokyTtapo, autd tou MhacpaBAdotn.
O 166 Epstein Bar (EBV) éxel aveupebel oto 66% twv
aoBevav pe MAaouaBAaoTIkG AEPewua pe TO TOOOOTS
Tou va eivar geyalitepo otoug HIV(+) aoBeveig (75%)
ouykprukd pe ta HIV(-) dropa (50%) (Castillo kar ouv.
2010a, Castillo kar ouv. 2011). EmmAéov, avadiatdeig
oto yovidio Tou petaypapikou mapdyovia MYC kuping
e 1o yovidio g Bapidg aAioou tng avocooeaipivng
(IgH) (Valera kai ouv. 2010, Boy kai ouv. 2011, Castillo
kai ouv. 2015) avayvwpiCovtal oto 57% twv acBeviv
pe mAaopapAactikd Aépewpa Je To Tooootd va eival
AN uPnAdtepo oe HIV(+) dropa (78%), ouykpitikd pe
ta HIV(-) (44%) (Castillo kar ouv. 2015). Qotdoo, undp-
XOUV Kal TIEPITTWoEIC omou dev avayvwpiCetal EBV kai
Sev undpxouv avadiatdEeig tou MYC. Téhog, Sev umdp-
Xel oxéon pe tov avBpwmvo eprintoid 8 (HHV-8), o
omoiog oxetiCetal Pe To odpkwua Kaposi (Ferrazzo kai
ouv. 2007, Rafaniello kai ouv. 2009).

H mpdyvwon twv aoBevwv pe mAaopaBAaoTiko Apewpa
eival kakr, ave&dptnta amd to €idog g Oepareiag
(Castillo kai ouv. 2015). O péoog xpdvog CUVONKAG ETTI-
Blwong pe Bepameia oe HIV(+) dropa eivar 10-15 prjveg
(Castillo kar ouv. 2008, Morscio kai ouv. 2014), oe HIV(-)
9-11 pnveg (Castillo kar ouv. 201 I, Morscio kar ouv.
2014) kar oe aoBeveic mou eixav umoPAnBel oe petapd-
oxeuon 7 prves (Morscio kai ouv. 2014). O péoog xpod-
vog empiwong peinveral onpavikd av dev yivel Bgpareia
otouq 3-4 prjveg (Castillo kar ouv. 2010a). O kUpior ma-
PdyovIeg TTou oxetiCovtal Pe TN TEdyvwaorn tou acbe-
voUg €ival To TTPOXWPENHEVO KAIVIKO OTddIO TOU AePpw-
patog katd Ann Arbor, n kakrj katdotaon amédoong
katd ECOG «ar n mapouoia avadidta&ng tou yovidiou
MYC (Castillo kai ouv. 2012). MNepioodtepo amd to 65%
Twv HIV(+) aoBevav éxel miaopaPAractikod Aéppwpa
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The histological differential diagnosis of plasmablastic lym-
phoma includes poorly differentiated carcinoma, malig-
nant melanoma and other types of malignant neoplasms
of lymphoid tissue (Sarode et al. 2010). The presence of
neoplastic plasma cells represents a rare plasmatocytoma
with plasmablastic component (Kane et al. 2009) and not
plasmablastic lymphoma with plasmacytic differentiation
as described by some authors in the literature (Colomo
et al. 2004).

The pathogenesis of plasmablastic lymphoma is not well
understood. The immunophenotype of cells is the same
with the one of plasma cells, but their genetic profile is
much more common to cells of diffuse large B-cell lym-
phoma (Chang et al. 2007). Thus, the cells of plasmablas-
tic lymphoma are terminally differentiated B cells, in a
transisional state from immunoblast to plasma cell, that
of plasmablast. EBV was discovered in 66% of patients
with plasmablastic lymphoma, and was more commonly
seen in HIV(+) patients (75%) compared to HIV(-) pa-
tients (50%) (Castillo et al. 2010a, Castillo et al. 201 1).
In addition, rearrangement of the gene of transcriptional
factor MYC, mostly with the immunoglobulin heavy chain
gene (IgH) (Valera et al. 2010, Boy et al. 2011, Castillo
etal. 2015) is found in 57% of patients with plasmablastic
lymphoma, and like EBV, is more common in HIV(+) pa-
tients (78%) than HIV(-) patients (44%) (Castillo et al.
2015). However, there are cases where EBV can't be
identified and there are no MYC rearrengements. Finally,
Human Herpesvirus-8 (HHV-8) that is related to Kaposi
sarcoma, is not associated with plasmablastic lymphoma
(Ferrazzo et al. 2007, Rafaniello et al. 2009).

The prognosis of patients with plasmablastic lymphoma
is poor regardless of the kind of treatment (Castillo et
al. 2015). The median overall survival in patients who
have received treatment is 10-15 months in HIV(+) pa-
tients (Castillo et al. 2008, Morscio et al. 2014), 9-1 |
months in HIV(-) patients (Castillo et al. 201 I, Morscio
et al. 2014) and 7 months in posttransplant patients
(Morscio et al. 2014). The median overall survival in pa-
tients who have not received any kind of treatment, de-
creases to 3-4 months (Castillo et al. 2010a). The main
factors related to prognosis are an advanced clinical stage
of lymphoma according to the Ann Arbor staging system,
poor ECOG performance status and presence of MYC
gene rearrangement (Castillo et al. 2012). More than
65% of HIV(+) patients have stage Il or [V plasmablastic
lymphoma upon diagnosis whereas the percentage drops
in HIV(-) patients to 25%. It seems that patients who fully
correspond to their treatment have better prognosis
(Castillo et al. 2010b, Castillo et al. 2012).

There is no standard of care for the treatment of plas-
mablastic lymphoma. The main treatment is chemother-
apy (Castillo et al. 2010b), whereas radiotherapy has
been used in few patients (Castillo et al. 2015). 77% of
patients respond to chemotherapy, and that response is
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otadiou Il 4 IV katd Ann Arbor katd tn Sidyvwaon, evad
To avtiotoxo mocootd otous HIV(-) fitav 25%. daivetal
ot ol HIV(+) aoBeveic pe mhaouaPraotikd Aépewua
TIou avtanokpivovial M\fpwg otn Beparieia €xouv ka-
Atepn mpdyvwon (Castillo kar ouv. 2010b, Castillo kai
ouv. 2012).

Agv uTIdpXel OUYKEKPIPEVO BePaMeUTIKO TTPWTOKOAO
yIa TNV QVTIPETWTION Tou TTAAoPaBAaoTikoU Aegowua-
10G. H Upia Bepareia eivar n xnueiobepareia (Castillo
kar ouv. 2010b), eve) aktivoBepareia éxel epappootel
oe Aiyoug aoBeveiq (Castillo kai ouv. 2015). To 77% twv
acBeviv aviamokpivetal otn xnueioBepareia, 10 46%
mAfpwg (Castillo kar ouv. 2010b). Ze mepioodtepoug
and TG HIOEG SNHPOCIEUPEVEC TIEQITTIDCEIG EXEI XPNOI-
poroinBef to xnueioBbeparneutikd oxrjpa CHOP (kukho-
Qwoeapion, dogopoupikivn, Bivkpiotivn, TEedvICévN)
f OXrjuata mou poidlouv pe autd. Adyw OpwG PEIWE-
VNG avIamokpIong Twv aoBeviv Kal PEIWPEVWY TTOCO-
otwv emPiwong ouotiBnkav mo emBetikd oxrjpdta
omwg ta EPOCH, HyperCVAD kai CODOX-M/IVAC,
aMd be Bpednke diagopd otnv anoteAeopatikdtnta pe-
TaU Tou oxrjpatoc CHOP kai twv mo évtovwy, ol omoi-
€G, WOTO0O, EXOUV EQAPHOOTEl HONG OTO V4 Twv dnpo-
oleupévav mepmwoewy (Castillo kar ouv. 2010b). Auo
HEAETEG peta-avdiuong Berikav ot to oxripa EPOCH
urieptepel Tou CHOP otnv avupetwmon HIV-oxetdd-
pevwv Aepowpdtwy (Barta kar ouv. 2012, Barta kar ouv.
2013). Ta HIV(+) dtopa mpénel va apxioouv va Aap-
Bdvouv kal ouvbuaopévn avtpetpoikr) aywyr (CART),
kaBwg éxer @avel ot au€dvel To MooooTd emPinong
(Castillo kar ouv. 2010b), mBavwg Adyw g BeAtiwong
NG avoooAoyIKAG Katdotaong Tou opyaviopoy (Castillo
kai Reagan 201 1, Igawa kai ouv. 2015). "Exouv avagep-
Bel duo MePTTOEIG UTTOOTPOEHG TAAopaBAacTikoy
Aepowpatog petd tyv évapén g cART (Nasta kai ouv.
2007, Armstrong kai ouv. 2007) kar éva mepiotatikd
uTtooTPOoPAG Xwpic xnueloBeparneia oe HIV(-) aoBevh
HETA TN peiwon g 8dong tng pebotpeEdtng mou Adp-
Bave yia avuipetmon peupatoeidolg apbpitidag (Gar-
cia-Noblejas kai ouv. 2013). H petapdoxeuon BAacto-
Kuttdpwv éxel dokipaotel o aoBeveic pe ehmdopdpa
anoteAéopata av Kai Xpeldovtal epIocOTEPES KAIVIKEG
peréteg (Liu kar ouv. 2011, Cattaneo kar ouv. 2015).
‘Exouv xpnoiporoinBef kar dAor papuakeutikol mapd-
YOVIEG, AMA N oUPTIEPIPOPA TOUG TiEpIopietal oe bn-
pooleloelc pepovwpévay mepiotatikwy (Castillo kal
Reagan 201 1, Castillo kai ouv. 2015).

2YMIMEPAXMATA

* BA&Peg otn otopatikd kohdtnta pmopoulv va anote-
AEOOUV TNV TTPWTN KAIVIKY] EKSHAWON CUOTNHATIKOU VO-
oAHatog,.

» O odovtiatpog Ba mpémel va yvwpiel moleq BAGPeg
oxetiCovtal ioxupd pe v HIV hofpwén, va eivar ikavog
va TG avayvwpioel Kal va kateuBuvel kKatdMnAa tov
aoBevi).

TapiwAdkng 1. kar ouv./Tamiolakis P. et al.

complete in 46% of them (Castillo et al. 2010b). More
than half of the cases reported have been treated with
CHOP regimen (cyclophosphamide, hydroxydaunoru-
bicin, vincristine, prednisone) or CHOP-like regimens.
Due to disappointing response and survival rates, more
intensive regimens have been recommended such as
EPOCH, HyperCVAD and CODOX-M/IVAC. How-
ever, these regimens have not been shown to be more
efficient than CHOP although only a quarter of patients
reported within the literature have been treated with
them (Castillo et al. 2010b). Two meta-analysis studies
identified a survival benefit of using EPOCH over CHOP
in patients with HIV-associated lymphoma (Barta et al.
2012, Barta et al. 201 3). HIV(+) patients should also ini-
tiate combination antiretroviral therapy (cART), because
it improves survival rates (Castillo et al. 2010b), probably
due to improvement of the immune condition of the pa-
tient (Castillo and Reagan 201 |, Igawa et al. 2015). Spon-
taneous regression of plasmablastic lymphoma after ini-
tiation of cART was noted in two case reports of HIV(+)
patients (Nasta et al. 2007, Armstrong et al. 2007), as
well as regression of plasmablastic lymphoma after de-
creasing the dose of methotrexate in a HIV(-) patient
with rheumatoid arthritis (Garcia-Noblejas et al. 2013).
Stem cell transplantation has been tested in patients with
positive results although more clinical trials are needed
(Liuetal. 201 I, Cattaneo et al. 2015). Novel agents have
also been used, but their efficacy is limited to case re-
ports (Castillo and Reagan 201 |, Castillo et al. 2015).

CONCLUSIONS

¢ Lesions in the oral cavity may be the first clinical man-
ifestation of a systematic disease.

¢ The dentist should know the lesions strongly associat-
ed with HIV infection, be able to recognize them, and
direct the patient for proper management.

* The clinical differential diagnosis of plasmablastic lym-
phoma includes common inflammatory lesions of the
oral cavity and diagnosis is based on biopsy and histo-
pathological examination.

* Due to poor prognosis of patients with plasmablastic
lymphoma and its common occurrence in the oral cav-
ity, the dentist has a crucial role in its diagnosis, as well
as the diagnosis of HIV-infection.
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* H khivikr} Siagopikr didyvwon tou mhacpaBiactikou
Aepowpatog mepiAapBdvel ouvrBeig PAdBeS TG oto-
HaTIKAG KOINOTNTAG pAeypovOdOUG artioAoyiag, kar yia
T Sidyvwon eivar armapafty n Pliogia kar iotomabo-
Aoyikr) eE€taon).

* ASYW TNG KAKrC TPAYVWong Twv acBevwy Pe TAaopa-
BAaoTikS AMpewpua Kal G UPnArg ouxvatntag epgd-
VIONG TOU 0T OTOHATIKA KOIAGTNTA, 0 pAAOG TOU 080V-
TdTpou otV €ykaipn didyvwan Tou AepQoPatog, G
kar g HIV-hoipwéng eival kaBopiotikdc.
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