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Abstrakt

Pr8gaozdel en8 na dv el Vykmansat at m@neg triedire
gt %di u na 22y 9Ptaicd keinmioc metsast §z ami skvam
(SCC) voblasti hlavy & r k u . CieOomilsoloooz fesxip-rieishiia pr
pl6, HPV &EBV status i gpur edpoveda$S pri m8&rQrigobblmkal i z
identifi2k@av2an®r vgah®RRalao orofarynx), (14
nazofarynx (traja pacienti, 13,6%) pO¥%ca (dvaja pacienti, ¢
zvukovodu (1Ppr mpealdiaz BApibev)astdaloxz hnezid paa
(9%). 16 zo 17 metast 8§z (WaAdaykrévho prstencdoBad z a | Yac
pr2pandeyzn8§mym origom mal.i mor f ol - giu ne
nekeratini zwy Ziaciedhwa r52Cre. 9V gveotdlapfaryngudoba vy s
pr2paeyn8§mym origompbpi tPFP¥pe® Zuahevpdb VJge
metast 8zyngeagWACdrkar ci n:- mu -pbal t pPNZHFV a

negatz2vne. Met ast §zlampdi¥c-nmge hk ke cmal imo mec
di ferencovan®ho, resp. nz2zko kbliHPE/EBR/nCc OV art
negatPwotner. di | i smmet agd 8§ z ghlRIBIGHEMNY @l r k u S Ya
asoci ookkaun® nd mooofgomnygu. Orofarynge8l ny

podporenl vyget rHMm¥® ny peexcpirfeiscikel np 1t6e sak o m, p
|l okal2t sa migu prezentoamiSecFEBYit&astmu mt
ple/HPVMn egat 2 vnycdhabi % mazdfaygmgu.o v

(i) NPCa jevL es k8 owmenske|j republ IEBRMHPW z 8c n a
status tlchpodsgdbedW¥megmemyekt 2 wiygjet gt bid
pr 2t omyabP uB2Bpacientov PCaavy konal i sme met aan
ktor® ud8vali -ppast Lparyiceh -pERRPYCa2 vNHRW N
detekovanlch PCR-pwoy§dtrveirycrm &P Bowcalet e k o
expresie pl6 alebo vygkiteleamj? m( k auls &1z uk djy)
pr2padov mal o mor f ol - gjieud enne kbeorla tki enri aztuij nviacze
jeden NPCa bol pl6 aHPV-p 0 z i ;tp2owroyc o u PCR wvygetreni a
pro2ntnosS typ HPV18. Pr2t@8Bn&«S (EBV.6WRII prd
rozdi el od ud8vaneHPV poriteity aviNRQa cvkaekazdkdp V. a
popul 8§ci i, v 2 | g iznamendemicke] olilastip &BVipeorztid ¢ vny c |
am* gu byS vhotdmil mhakandi d8% | ielbu zamer
HPV-pozitivita je vn a § e j populz&c8i isav,z 8 cenaHRV nezohr
“ul ohpatwgeNP®z eer avdepodobnop®zitgenaHPMet ¢
znezn8meho oriokal po®h gatafagngugeavn @ g € | popul 8
mal 8PVjpozi ti vita by mala zameraS diagnost i



Abstract

This doctor thesis comprises two studieg. A retrospective study was
performed on 22 patients who presented with cystic head andsaeeknous cell
carcinoma $CQO metastases. The purpose of the study was to find out whether
histomorphology p16 protein expression, HPV arBVstatus could be useful in
predicting the localization of the primary tumor. The primary site was identified in 20
of 22 patients and included the oropharynx in 14 patients (63.6%), the nasopharynx in
3 patients (13.6%), the lungs in 2 cases (9%), and the skin of the auricle in one case
(4.5%). No primary was found in two patients (9%). Sixteen of 17 cases (94.1%)
origi nating in Waldayeros ring, and both
morphology of norkeratinizing SCCor nonkeratinizing SCC with maturation. All
tumors with oropharyngeal primary and both cases with unknown primary showed
diffuse pl6 staining angresence of HPV DNA. All three cystic metastases of
nasopharyngeal carcinom@®PCg were EB\tpositive and pl6/HPV negative. In
contrast, cutaneous and pulmonary metastases showed morphology of a well
differentiated keratinizing SCC and poorly differentiated keratinizing SCC,
respectively, and were HPV/EBNegative. We confirmed that cystSCC lymph
node metastases of the head and neck region are strongly associated with the occult
oropharyngeaprimary. The oropharyngeal origin should always be corroborated by
pl6 immunohistochemistry and HFpecific testing because SCC arising in other
sites may manifest with cystic neck metastases as well. Addition of EBV testing in
pl6/HP\tnegative cases can disclose the nasopharyngeal origin of the cystic neck
metastases in a subsetcakes.

(i) NPCa is a rare malignancy in the Czech Republic aralagia and
EBV/HPV status of NPCa is currently unknown. In a retrospective study, we evaluated
the presence of EBV and HPV in 62 NPCa cases and performedanadyais
separately for proportion of EBYositive cases, PCGRetected HPYpositive cases
and pl@n situ hybridization-detected HPYpositive cases in the Caucasian patients
with NPCa.Sixty-one studied cases showed #@matinizing morphology and one was
keratinizing SCC. Only one nekeratinizing SCC was pl6/HPVpositive and the
DNA PCR confrmed th presence of HPV18 type. EBV was detected in 85.5% (53/62)
of cases. In contrast with previous reports on the prevalence ofpeBMvity in
Caucasian patients with NRChe majority of patients coming from this nendemic
region show EBWpositivity; therefore, they may be candidates for novel EBV
targeting therapies. Conversely, Hipdsitive NPQ@ is very rare and HPV does not
seem to play a signifcant role in the etiopathogenesis ofaNiP@ese populations.
The probability that HP\positive cervicaimetastasis from an unknown origin comes
from an occult nasopharyngeal primary is very low in our population and HPV
detection should direct attentiom oropharynx.
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Zoznam pouzitych skratiek

DNA deoxyribonukl eov8 kyselina
EBER Epstein Barr virusencoded small RNAs

EBV EpstemBar rovej v2rus

HPV Human papillomavirus

HPV+ ORSCC HPV-asoci ovanl orofarynge8lny ka
ISH insituhybri di z8ci a

MRNA messengerovs8 ribonukleovs8 kyse
NK-SCC nekeratinizuj % ci skvamocel ul 8r
NPCa nazofarynge8lny karcin-m

OP-SCC orof ar ysrkgreaSriocyge hu c § nn yn

PCR pol ymer §zovsg reSazov§ reakci a
RNA ri bonukl eovs8 kyselina

RT-PCR pol ymer §zov § rrev&maudranskripcicia k ci a

SCC skvamocel ul 8rny karcin-m



1.Uvod

1.1. Epidemi ol 6gia malignit oblasti hl av

Kar ci n- my hlaw bdkrius tpatria celosvetovo medziy e s S
naj |l astej,s?P nbi dhah ¢ ig@@&o0tOpOr ichp v Fgmzadok
so st wpaj Ycriend otvrgeaft kd g2 ovh v e k o fHunteh k at
2005, Duvvuri 2009, Curado 2009Warnakulasuriya 20Q9 V o viskyte
karcin:- mokr khu avy% wlrazn® geom§sadbhmrm®RW,
prilom rizi ko vzni kuarykga jeueiunr--npus k¥#esjt npeojp
1,85% umu g o®37% ugi eVrE.ur - pney yjgeg i a i m@8cpi addennecji a
Eur (meaj viyeg gv aa skurhtavne wze ver nl clhanbhpet ggch
Viju gepaseverneje u re- p( Gr ®c k o, FSnddpa, 6a®d nilco )
nnj vyggi asEmo rj fea Irietpeok rt ajv2am §ajlzcc howdineh odn
Eur - (MsNarsko, Slovensko,L e s k § ika, eSbouintskq Rumunsko,
Bulharskg [Warnakulasuriya 20Q9 Napriek pokrokom chirurgickej a
onkol ogi cje enprtalifaivied jbteo skupine ngdorov
vysoKagdorol ne na mal 2 gnlkku nofudeo i mc olnle @ s
350000 pacientov a-o|l n® preg2pasi edmisalBvpr ivbl
desaSroliach nezmenen®, [Mile 2042, Gonleyi I ba
2006 Freedman et al., 20P8

12. Epi demi ol 6gi a mal ikdwnV € e sokb&lpaengkej hl a
republike

PodO Y“daj ov N8rodn®ho onkol ogi ck®ho
[N8r odn?2 zdravotni cikRegiimsftarymal| M2| Ss yRd
(09/2016) dostupn® n a http:// www. uzi
statistika/novotvary b o | i n8dory hilana denmajon &gt asf ejag
malignitou umu § o(siedmou W o r apdo2d (nartality) asedemn§st ol
naj |l astej gogi émad d emn@Baortyodid reeatality). P o d Oa
wwdaj ov PzbstalWR z@dravotni cskifacth sJiinkiyor
spracovanich webowvdwmodpaorzt §( Bpni dveww ol o
nN8dolLEsk® r g ppPwhyleikc eg t bola vroku 20040vékpvo
gtandardi zovan8 incidesocila) (an@qé 2 ghgaod
duti ny s¥stnmd|jct6@ aportalimz226na 100, 000 obyyv
Hr ubg& i nci de nmoitalita 918nad 08, 80 aoHywm§ e Oc
incidenciaanor t al i ta v rovnakej] (sdkamginneay mal
CO8) vypol 2¥,daj@bivzodn®ho onkol ogi ck®ho |
republiky pre rok 2009[Dida et al. 205] bola 10,35 &,9 na 100,000
obyvatve@®omw.o gtandardmab?an§c hifanyngeden o v
(mimo nazofarynguv roku 2014vLlL e s k e | botaB,2&d mokasta 1,74
na 100, 000OHobly¥% ait @ ©ib,&8earmorialita 312 rb0H,000
obyvatfbBPOWgpek e.tHralb§ 2 0 mdthitawnrovinakejskupine
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mal 2 gnych(dn&dgoar ey Cae4) vSiovkrtskej republke
vroku 2009 bola 8,73, 94 na 100, 000 obyvateOov.

L asov I hubeyiocjdencie amortality apomeru mortality k
incidenciizhubd ch§ dwdrut i nyas¥%snméjcthi @ggmn-£28) COO
ahltanu pkrem nazofaryngud i agn - zy CG[:SM)vL(é]s(keJ CrZ2pub
ukazupsGrafyla §.Z4gr afov je zjavn®, ¢Jge zatiaO
Yas t ngdinnl cdliaz j e rel at?2vne S tniarbei Mpr & ,pades
karcin-mov faryngu doglo xdr pmail edhk®m
n8r aMsotrut.al ita pre obe skupiny @B®%or ov
2014)pohybuje medzi 5&0%.

~

Porovnani e vivoj a vekovo gt andar di

dutiny fadysgumeljvog a mortality na karcin
afarynguvl. e s k®ljovwens ke republ i ke podOa %d
organi z8ci e ukiatp:Ugcodarc®) afy | .5 a 6

Graf-léaslovl vIivoj hrubej incidencie (p

obyvatenOo vl iat y n a mal 2gne | n8dbcl g u
vieskej republike

Ce8-Cce8 - ZH dutiny Gstni -4 Incidence
YWOwoj v Gase -4 Mortalita
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Graf-Eaovl vIivoj pomeru
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Graf-léasdovi méwvwjmepotal ity a hrubej in
(okrem nazofaryngw L e s k e | republ i ke
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Graf-Rorsovnanie vivoja vekovo gtandar c
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Graf -FBomovnani e mortality na fangguci n- m
vL e s kRovenskej republike

Mortality from Cancer of the lip, oral cavity and pharynx
Age-standardised rate (World), all ages
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13. Ri zi koveée faktory karcinomov hlavy a

Skupinan § d or ovkrknz awRRa@ mal i gnity hor n®Fr
traktu (t.jpr2nddovychmosdat 2n a nazof
aorofaryngu anypofaryngu, hrtanu atracheyna8 dory sl innlch ¢l
90% tlTchto mal i gn?2t tvoria vakhkvhReamptekb
vsl i zni ci jednotlivich | ok §uradoet llpr n®h
2009]lapr S&tveeg t 0 skupine n8dorov sa venuj e

Aj k e\t i jodp-agdiomgap®pgn- za Kardnion | mov
l okal 2t odlign8,r imaijkow® of @Rk tn®r n.i ekt or
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1.3.1.Vek a pohlavie

Rizi ko karcikkkumavt ihd avy at “phgisonam
pr2padov sa vyskytujeVovgevbkaonmdbgrnak
kraj2n sveta skar Kkar|cansutgeojwg detkeow yu Mapr 2 k
vpr2pade karcin-movgpeEBwm pei puwpmé npeandieg &
karcin- mu orofaryngu mavdegndobngh a s t2¢ j8¢ 21
rizi koviZmumpg@&wanggou expoz2ciou ultr.
pr2pade k ar ¢Wwamakolasuriyp €009 Gurado et al. 20Q9
| nci dencia karcin-mov orpbpuVyB8gui rast
me n e | ako 45 rokov, |l o je d8van® do s’
infekcie[Curado et al., 20Q9

1.3.2. Tabak a alkohol

Naj zn§meljagg®miimia rhi zi kov T milavy akrkut o r mi
j e f akloemziuen8 c i Ha \Aetchiadt all99r7,Hunter et al. 2005,
Rodriguez et al. 20Q4Vyss et al. 20130 r d --Memaet al. 2016 Rizikom je
aj g ualebod in @ p #ahakueato aj upaci ent v kdkt mre® aj
[Sapkota et al. 2001.ee 2013,Khan et al. 2014Wyss et al 2014, fajl eni
vodnej fajky[Al-Amad et al. 201pag u v abeteludARC 2004]

Faj |l iari, ktor 2 niplbdyYan ¢ pidlnzievjT ajlzknoRhyd
rizi ko kar ci n(ORL35DUWCION2.0 fatymyE PR 2.02,
95% CI 1.343.05) alaryngu (OR 6.84, 95% CIl 4.29.1.01) [Hashibe et al.
2007] Naopak,vpo p u |, BaS8inii k d y amalke pila alkbhol| bolo riziko
vzni ku karcin-mu orbfaaywgagu,z vphrg?ppoaRdaeri y
| ast ej konzum8wei ac ahRBp h@Rb=u2.04 858G a
1.29-3.21) [Hashibe et al. 2007

PodOa metmanrd8emkt2zvnych fajliarov
vzni ku karcin-mu | aryngu 6, 9&arizikoi zi ko
kar cin- mu du tGandigi et'®s2008 e | 3,43 |

NedobrovoOn® ( pas?2ganseoc i foprjain®nisgng e

n§sobnT mvznkik a k®imn - mdkrku, & trvalapya sa@ewrp caz 2 c i
tabakov ®mu nm8ycmuw sti al ebo [pee®tadl2008i ac a
Jzn§8me, ge pri k pitia alkohofucsa rizikof vanjkli e ni a
kar ci n- mokvr klul awzy§ j Rk Oan §jseobrtej] zo gt Y
fajliar:i vo veku mene@pn8skdn®6 rr pkhu

karci nSamuk2a konzument i anl 8ksoohbonl ®u  rpi rzii bkl

13



Kkombi n8ci i Sapk®ha &bhkbbkaola hBbBolo rizi
d ut i neyafabgrsgti takmer 5 § s o Rodri®uef et al. 2004

Vi znamn¥ ¥l olasakdhauyp @tno gem®ze karcin
akrku nepriamo potvrdzuj % bgneWddieani ma d ng
al alebo pitia alkohol u nlakufOir di--Mleazv z ni k
etal. 2016.Vt al | andsakeojk ugt29 07 bol o kumul at 2 v
horn®ho aerodigest2vnehfoajtl rinak}id®dtyv o v e
at ot o ri zi kpr ishal i ZM2e@Bd%Wpluoau gou, ( kt or 2
fajli S vo vekuUmugbiijpykeesaBadl ir dkagv i S v
30 rokovbolo riziko dokonca ibd,2%, t ak ge ppap Wplr§ diliz,giHKtio
nef a(riziko D,8%) [Bosetti et al. 2007 Anal Iz agt %di 2 sk Ym
vplyyv ukon| eh8a gt#dinmaniuai ch v piliay v u Kk
al koholu na rizi kopokarrcdivp rampaghed awv g o rkl
f aj | e n iriako keas| & S aut gokophdevb boch pr2padoch k
na W oveR popul 8cie kt or&dornviakako20 nef a |
rokoch[Marron etal. 2010Q.

1.33.Uroven or &l stmtpzuboy gi eny a

V japonskejepidemiologickejg t Yad i i bol pozorovanl
viskgtcin- mov &blkast ippl@asadgntaasa stratou
zubov.Asoci 8ci a sntarlaitgyn ? zkikibhoblaapvayt vaafg@on §
zohOadnen2 Nal g2ch ri zi kkoovnl zcuhm§&fca ket oarlok
at T kal a sa mug menej wkovav g k t k 17 fHiraki ¢t aé n

2008] Podobne, mu |l t i @aciantoy | dcatnske] Afmebtkg i a
aCentr 8l ne|j Eur-py dok8zal dnaporcdgB\can
Zzubnej kef ky, chl bani e zubplahki deerl eV

poug2vanientmteef ovadgkv)acrhdjpbasi ar aatt
skarcin ma mi dutiny Ystpaper T 8taon aa s ohcrit8ac
nez8visl 8 od kofnzjuliiietal. 2007k o hol u a

Uvagujwi ascaerd ch mo g n Tacsho cmeScchi aen i nz2nzokce
hygieny astraty zubovsmallgnltamlhlavy ak r kK u. Predovget kT m,
] e begnlilm d!sl edkom chronlpcel«lla)rdorh)talkﬁ
achronickda z@mpadukci ou rimizqpacci e ©OpSo ke
patogen®ze malign2t. Aal g2 m ndokgial m m
karcnomg@bak(p@edamgetkzncm) Sntirtart-az amubov
Nal ej zvni2egseSn i ku schopﬂno§sstllepﬂg1@8nvmnenejravu
zdravich poeh@wvani ea val| g2 ane c hkaunsiocvk T 1t
pogkodzovadAhmkehieamn2cperiodontit2zda m
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I muni ty, kt or 8§ t ak tni8djo rhorvS j[Milakirebaymnes i U
2008 Guha et al. 20QMeyer et al., 2008

1.34Soci oekonomicky status

N2zka YWstna hygiena | i &sati gk me s x &ana d
rizi kovim faktor om, ktorTm je n2zky
metaanal Tzy 41 pr §8c sk ¥ma jstewmunacrigikov pl y v
vzni ku karcin-mu dutiny Ystne,] bol i r
status na z &kdmasthenamddkyt €énnan|l nl pr 2|
s18424n&§8sobnTm rizikom vzniku karcin- mu
pre bohat @ kdgjnyspi 0§ 2 @ik donwayjeinah, 8008 [

1.355Transplanacia hematopoetickych kmen

Pacienti po transplant 88cii hemat op
zvligen® rizikmalsglkuernd8rMyjclhastejgie ¢
alebol y mf ,-amye j e zvligen® saj 2dnydhkion &d cri

predovgekkbhmocel ul §r nedutny Ysatrroc@ joj- mfu
jazykg,k arcin- mu sl paglkecB k.gl Riazibko kiongie f a|
chemoterapiasa |l e b o bez cel otientuonvo®&huopr e g? anail
aktivs8§cia v2ruspivyrcht § nd e kapirded otvrgeert kd
c hr o nfi ccrknga Agr aft veprsajsavhug svic a d issae amu
Xxer ost licmnoiud nd mi z me n a miDemarasi et &l.i2005,i ci a
Kruse et al. 2009Chen et al. 2011Yokota et al. 2012Atsuta et al. 2014,

Adhikari et al. 201k

1.36.Z1l ozeni e stravy

Stravasn2 zkym obsahom ovoci a, zel eniny
faktoromprev z ni k Kk ar c i krku fha Vecchid ed a1p97,&etridou
et al. 200 Naopak,mn e k o Oko gt %di 2 dok&vhsbkyi ame
karcin- mov okrkuaasta b shlladmMynym mnogstvom
zeleniny aovocia akoajk o n z u mgic & o uloa A k rh &t knuypsdiaia
azeleniny(napr . strukoviny, j abl k§, br osk:
papriky, paradajky, mrkya | i s t) fFreédman @tlalg 2008laasland et al.
201§. Potenci 81l nym protekt?2vnym mec hani
antioxapdaltmn@glpad owv®st | mnohl chovooyi e
azel eni ne, naj m2 vitam?2nov,karotehogdevni ny ,
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[Maasland et al. 2015 Met aanal 1 za gt “adivplyvom aober
karotenoidovp r i j wapotragema riziko k a r ¢ évilavgna krkupotvrdila
virarzenduk ci u r i zdiuktai nkya r¥sitnn-emo,v | aryngu
celej skupiny karotenoidofLeoncini et al. 201p A |j keN vysok§8 k
zel eniny a ovoci a m! g e odr § gmiSg goaill k
tendenciou fajliS a ning@gkua ok®n Hgu M8l ¢ ie
protekt?2vny efeptopahgcoki dantdowaray al/
alkoholu [Suzuki et al. 2006]Vi nT ch gt . B ol eBOPVvNy V¥
konzum8cie zeleniny a ovocia vynul ova
[Peters et ak008]

Kontrovevz$dh jkeemdzuwm@ti el nych avirokt
rizi kom karcin.-Zradv apt oy i aP&t ustg ean s
ml i el nych virobkov a gi voeygdgghmch i z2iul
karcin- mov [RPdteaswveyal a008kir kluc h dto¥%dipHahvr de
inverznl vzSah medzia kvlnszkuyniSocm o & a rnciier
ml i e| ny c h[Sapkbta et &l.lR@08, Kawakita et al. 212

1.3.7Tel esn&da konsStitucia (body mass i nde

~

Zauj 2mavl je vzSah medzi telesnou Kk
ari zi kom kar cikrku: Vnioarc ehrl® vyt Yadli gee ndRo kr§iz zai
karcinpomuvTwi venich Oulj2 a(BM 04dj8, o kag.
fajlenia alebo &oznd & o®e raakkveEBiMddluu Qu d
>25.0'30.0kg/nT) alebo obezitouR M|  KiArf) [Peters et al. 200&audet
et al. 2010 Petrick et al. 20J4Pod Oa ni ekt or T cbht gk &4V A"
efektBMI>25. 0 mt ge tT kap®zihadvpopul &gil ¢ as s
al al ebo konzul[BG8udet et al. 28]Caleloibak an kej @y n
(napr. Afrcame r ioV) @Petrick et al.2014. AkTm mechani zmom
alebo obezita chr 8ni prkerdk uv nnikeo mj & aj a
uvaguje s ge myaq gmad ieféilekkaswn&ESah mo ha@ g ®
met abol i c [Patefrsestkal 20080 x 2 no v

7
T

a
k

1381 nfekcia Tllulderkgwi papom ( Human papil

LasS pakbentovmami loko(adtdohpaivlhl iag
nem&namn®ze fajlenid,jipitvileg nalmne®h aliwi
VNaka Yasi | i u ver eaphk®hoi tz=&dm awvwat ngrcd weal
vposl ednlich tridsiatich rokoch cel osvV:¢
[Ng et al. 2014Li et al. 2016ast T mt o pokl esom kl es§ aj
hlavy ak r k u asoci ovanTlNahdruhsj stfarmejincigendd m

16



orofarynge8l npgbdobar cnedzmov ok mi 1973
r§stl aolr @lne( karci n- Jnyespb®@z ¥ % d Kyaka i n

podnebnejmandle) zatra®@nhkom obdob2 incidenci
Yast nej 1lOWECBatutveri etoal. 2008, Wilczynski et al. 1998a tento N
nN8rast i ncidencie orofarynge&ldowglet k &

i nfekci a Oumaw? rmu spd@ipatuiiveidPer dl. 2013, Gillison et
al. 2015].

Na mogn¥ % ohu HRKWrwieat i mbywvatodhhd ears®z e
po prvIli kr 8t pouk §&kwl1983[Syrj®mem J&t s@d
Vnasl eduj %ci ch rokoch mno h ® gt Yadi e
askvamocel ul 8rnym kar ckikkn,-amom polkeldasget
v oblasti oro&ryngu[Gillison et al, 2000,Tran et al., 2007, Chaturvedi et al.
2011,Abogunrin et al. 2014, Tinhofer et al. 2015, Garnaes et al.]20ABC
(International Agency for Research on Cancesrganz 8 ci a Sveto
zdr avot n?2 c k)eugnalaowoku@mi0zZ78 ciinef ek ci u HPV al
nez8visll rizikovl dvalKastohavy gkrke [IARZ ni k |
Working Group on the Evaluation of Carcinogenic Risks to Humans] 2007

2. HPV-asoci ovany skvamocel ul aHPWwvndaar ci n
orof arynlg&amrad¢inyemoch hlavy a kr ku

21. Epi demiHPV-dgo@ai ovaného karcindmu oro

Orofarynx je |lasS hltana, kt or 8 | e
m& k k ®h o podnebi a a hor nou pl ochou 0 !
vallecula epiglottica. Sk vamocekat r memyf ar y nega S Ya
| okali zovan® na (1) na zadne| tretine
(ii) podnebnich mandliach, fossa tonsi
spodnej strane m2 k k ® h o (ivp pad zadnbj stene vVr 8
orofaryngu Patel et al. 2009PrevalenciaHPM s oci ovani ch or of a
skvamocel ul 8rnych”™ OPSCQ ijre- mowe |l a(tHRW e
predovgetkim na koreni ppdergknal df) amghkd
vporovoahat sl mi alysys[Gaanaes et al.r2016, Abogunrin et
al. 2014.

PodOa pr&8c zo Spojenlch gt &§t8o% | e
OP-SCC [Chaturvedi et al. 2011Singhi et al. 2014 Lewis et al. 201D
Prevalencia HPVOP-SCC VEur - pied §jveam 8 vgeobecnost.i
rozmedz-279 B) [Radrigo et al. 2014N2 s man eft], apr.i | 200
virazne z8vis2 od gtudovanejYisppoepdun o8sctii
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I mpl ement 8§ci e progr amokvonhk a®tzmejgoe ki aj

vgeobiecpbatvty,ggge pjo@®P-SCC vkHPaV i miSe ha js¥ci r
poltom f ajploipaurl 8w.i 8kjh,v kde je st 8le v i

zaznamenanl S|gn|fCDP4S@G1tnNapm§1d{ah1cmltéj, HRV

gt Yadi i st Yup | d& ORSCE v &,1% wokui 1890 RED% v roku

2010 [Rietbergenet al. 2013 Podobne, e mec kebpbolgt 24dZ na me n
signifikant h DP-SBGE 2% tobddhie \2002006§ na 59%

(obdobie 20122013)[Tinhofer et al. 20lbMet aanal T zou gat Y%di 2
eur - pskych kr-2a)0 22) (bolky 2i092en8 cel kc
vkarcin- mokhkbhbmay%d 0 %, prilom najvyg:¢
zi stlkalBcivn - mo b ztyo n aizly W7286)(ABAgundn%t ah

2014. Vne d § vadeg p o :iag O 2negdezji n §g toWeheelj RRa | Yc e
celkom?29 k r a3z Bwr - Sewernej AmerikyC e n t r a8 lurgeAjeeriky,

Afriky aCz ibelaz i s tHPW ozitivita v 271 z 1090 (24,9%) OP-SCC,

pri lzoam t YipPYNn®PSCC bolo naj v wd g § dmegrike (48,4
53,6%),StrednejaVi ¢ h o B o e j(4g,8 50%)aSevernejE u r «(2pi B0%)

anaj nvlJggnej E u94%)Gastelsdag®ei al. 2016].

P o d&rmrickejgt %di e Chatpwil v e disvaengasHPV a
vOP-SCC z 16.3% v ob d o b 21982 98 41.7% w b d o b 22002 @0 O
incidencia. HPVasoci ovanl ch or of ar ywpgpeaull r8ycad h
nar 8§ sotbldao b ¢ med zi r o ktakimer 22%%(4 0.8ang 2.2 0 0 4
/100,0000 b y v a)f perOiolvom i nc-ndgat?anyH®PW orof al
karcin - mevovnakom obdobd50&heAdtaor i predpc
ge ak tento trend rimkdie 20ROr ady vp &l e tt
di agnosti kb@PsSICICc motRPY predsti hn%S pol
maternice[Chaturvedi et al. 20J1 lba vs a mocthn TSpoj enT ch Gt
aktug8lne rolne diagnostikovanlch prit
asociovanlich orofargdlgedldjng chakageitnot
vioku 2030 na ©pribligne 16, 000, pril o
zvr8§trerdlyl mkti ckou v aku2060[@ilisbnoetial. 20kE r  a k
St Yapaj Yc a | r&s deinecvy an®M®V skvamocel ul
orofaryngu je zpaobemerbhamn8 mhagdmiegdu ako
vekovej s k uppriineemed oo ®manu B 8 rreedddmu 2v medz
r ok mi 1973 ag 2004ostmitinflem il okriaud é n &ic
viovnakomrobdalkzjvvekovej skupine zost
[Sturgis et al., 2097

PodOa (gv®dsk®pl agt sedciedenci 28kk &t ci n
vobdob?2 meld@2002r\vrkominakom obdob?2 s-t¥%pl a
asociovan®ho kakc8@tn. mDi stomizh¥gi &, APV p
bola 23,3% v70. rokoch,29% v80. rokoch 57% ®0. rokoch &8% vo b d o b 2
medzi rokmi 20002002 [Hammarstedt et al. 20p6Vnas | eduj Yacom o
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med z i r ok mi 2003 pogzi 2 hypddikealr cHRY mc
st Yup al a preadbsd alv 20RO G8 % dpvd © B 32002 0 0 6
[N2 sman et al . 2009

Zvyggi e prezentovanlch #eajedwviget kb
viozvinutiedzvikgajien@mifi alreyncdgeas§| mowho ka
predovgetkli m mi adm@gyyov wekwvhchmisektupr h
miestach (napr. USAAu st rs&lviea,n8 &urrz-8pa)d nt@rdod o b ¥%d
trendag charaktezaebpt d®¥i ee zodpovedn§ pi|
incidenciaHPV" OP-SCC[Chaturvedi et al. 2013illison et al. 201p

22. Epi demi blPVéagsioaci ovaneého skvamocel ul a
orofarynguvCe s k e j a Sl ovenskej republ i ke

PodOa vudaj ov Pzl S LwkR boswirma c qpwa nt
www.svod.czc Pu ge k. 2804 botalvi oku 2014 vekovo gt
incidencia (age standardized rateo r | d) mal 2 gnych n8doro
100, 000 o bry&vdactrecOo v oraof ar yngu 0, 5 na
Ukarcin- mov traurbRBi | iyn3h7anl@an c1hGa0 , 000 o0by\
amortalital,42na 100, 000 Ukbbyeiane@owv orofarync
incc dencia 0, 84 na mb0G,a00dQa ao Oy, \sat en@o V1 0D

Lasovl vIivoj h r rooptadity apormer i nbeatity ke  a
i ncidencii z honzilynabrofdryngungLdeosr koevj republ i ke
Grafy 7 a §10. Zgr af ov | ehruzbj8a vin®c i dgeenci a mal 2
tonzi |l yr osztmepd za2 vROdAktakmer &k 9 Biincai denci a n8§
orofaryngu mimo tonzily takmer -B r.S8Mortalita je napr i ek St Yap e
i ncidenci i relat2vne stabil ng, resp. r

Hr ub8 i ncidenci atonziha(COO)g ryymH 2Yadaah&a vav
N8rodn®ho onkol ogick®ho regi s[Dideeet S| ov
al. 2013 bola 2,77 n a 100, 000 anolajita @38 exd® 400,000
obyvattem@owdenci a rn 8kuo2003 bolagritom ibd 1,8y na
1000000 by v a.tHe QOdE& i mEidobe mnwi a(ClO)fviaku R00g u

bola 2,28 na 1@r®qrt£1itaﬂ),6lnbyvla)th@)d)\D obyv
Incidencia woku 2003 bolaba 1,41 nal00000o by v a.tVvee®aw b2 200 <
2009 teda na Slovenskw zr 8atl denci a mal trgilyyc h n ¢

orofar yngu pr-kbBt gne 1,5

VI eskej a slovenskej popul 8SECCi s¥
tradilne povalovanms diad H & jpesdemwl HPV
VORSCC v | eskefjaplbipmiltSscvian®& Ymal T m pol t
pacientov Publ i kovan®az®ga lauwjekgsakke j pohuBgaili
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infekciaHPV v T zYlaoviplat o g e RSEC.Kloz&Rs p o | . dok 8§z
pr2tomn oS00 HRN%)OS CC, prilom najvygag?
dok8§8z&atrcivn- moch tonzily k@4l b §wpy hpa
j azyka (5/ 10%) [Wozat ptaald2009; VNoa | g e j gt Yadi i
skupiny autorov bolo HPYozi t 2 vnych 91r afoarly3n9g e(84 s
kar ci fKlomaoet. al 200BV Nal g e | | eskejpogt Yaddioik 81z
pr2tomnosS HPV p ohnyobcroi ud RIxa§22 ORSCCOvfsacot u
aspol. 201L. Podobng gt %dia tlkaj %ca sa slove
publ i kovans§g.

Graf-léastovl vIivoj hrubej incidencie (p
obyvatm®otal iaty na mavl2egrkes jn § dqruy | ti krez

CA9 - 7H nandle - tonzily -4 Incidence
Wiwoj v Gase —-# Mortalita

4.0
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23
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. T
A ] Py k55 o b S Ty {-3(_?"\ i AT ] in o L T T T
Ab 4B A & o o ot o o o 4P o
SEEESEEEELSEESESESTESTESSIESESESETSESS
Analyzovana data: Niinc)=8866, Nimor)=3890 it p: ffwww. s od.cz
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Graf-las8ovl vIivoj pomeru mortality a &
vieskej republike
CA9 - 7H nandle - tonzily
Yiuoj v Caze -4 Mortalita/Incidence |
090
o 0.80
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En.m
En.sn
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Graf-lasovli vIivoj hrubej incidencie (p
obyvat m@owval aty na mal 2dakrenetonzihdvd ersyk eg r o
republike
C18 = 7N istni £asti hltanu - orofaruyngu -4 Incidence
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Graf -¢.alsbovl v voj pomeru mortality
orofarynguokremtonzilyvl e s k e | republ i ke

C18 = 7N istni £asti hltanu - orofaruyngu

Yiuoj v Caze |+ MortalitasIncidence
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1.0

0.s

Index mortalitasincidence

Zdroj dat: 0z15 Er
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http: fwww.svod.cz

23. Ri zi kové f-akooirgvad®P&ho karcindmu or

Zamj s i2| md jaktdr presviznikHPV  OP-SCCjep o v a Bo v a n
or 8l na HPV infekcia, kt ornn8§ex e8lvine V22 g
[DO Souza etGilisoh et al22ZDTEQ A | keMNkazy dl i mi to
ainkonziexedtn®, kegnkv@&mnaegi wotsrelx ugbhgth
partnerov @ ol ®@nt 8l s b8l nychsYmaggdomeam® za h
rizi kov® fC@-ES(tOc[He%etthPMlO]nalgou rizi kovou
by mo h | i by S mugimalkt okdchi npar thelk
[Chancellor et al. 206Dl ohu sexu8l neho prehbkam ne
konkordanae HPV-typovu part ner ov pr ik rplokrao vimaatne?r nvi
v¥%s t n e j[Mullavtaietnak 2014, Vogt et al. 2J13PV-asoci ovanl (
SCC sa | astejgie vyskmitmijm@m8lunand,adgl?zeh
expoz2ciou t ab aksignifiaritel abbejajikeohpeu,yge
marihuany [Gillison et al. 2008].Vp or o v HBWArte gsaat 2 v45@0dni OP
maj ¥ paci'®@m3IqC s| asPtVo | epg?2 cel kovI zdr
astav chrupu a vygg2 sNoamirdekkonoomimne kT
vgeobecnost.i vi skyt krikar ¢ v pipamenckej h| av
populHPYOPSCC sa signi fi kan tielganlericlef ej ¢ i
pop u | §HPV ipozitivita v34% ORSCC ubielych pacientov &a 4% u
afroamérilanowvysvet Ouje | e{5GG abielyed s| ed
Amer i |[[Satteetal. 2009].
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VzSah medzi i N&akegembuvHPNamnl mi
faktormii f a ] | ealkéholomajest predmet om di skusi e.
O spoluptsoben®konfzajm8emniea ad kohol u a
vkarci nogé@®PSLCeC BPAV nejanjoeghmeé n®s trane
ktor® podporuj % (pediat 2svpnoul ups coib®ani &
faktorov)[Schwartz et al. 1998, Herrero et al. 2003, Smith et al. 2004, Ribeiro et
al. 2011, Anantharaman et al. 20[L6va duhejstranes g @ K i st uj Y4 gt %di
asoci 8ciubDb&dak 8z & applebpum et2al0 20§7,Podobne
nejednoznal n® s% dl'!kazy o spolup?sobe
gt “adi e p odp ol[Schyavicetal 2998 Kerregocet ali 2003, Smith et
al. 2004] aka | gt “udi e, kt or Pppelsaoncatl.2004u n e do k

ChTbanie jednoznal nej f aphbeas®Bmi e
ug2van2m al koholu mogno t eorve®t ifckkyt owry
odligniTm mechani zmomcivep®dw® | ¥eoelse kSucl oy v
z a h r n uptalt cohg ewrS®Q (@aprOpB3 a pRChaturvedi 201P

Preval encia or 8l nej
25-30. r okom-6@i.v atok oan 5 .v
58rokov[ Chat ur vedi et al . 2
OP-SCC je teda 130 rokov [Gillisan et al. 2015].

onkog ®meds | HP\
o tHRV @P-SGE®i &§n v
011]. Odhadova

24. Kl inické char-akberiosankyhwoHRYr ci ndému

HPV-negat 2 6&C€ ©OPs charakterizovan® v\
typicky 7.), dredonSirreciougaiuvgootvgd ,( 3sill nou aso
sfajlen2zm a konzum8anieouw T alak olla bagstanti 5 §
rizi kovTl mi fakt or mi ako nalpgho nf2zxklay Yp
zeleniny a ovocia[Chaturvedi 2012]. Naproti omu, HPMVMa s oci ovanea
orof arynge8bteckarakhemyzovan®pigky g2 m
<60 rokov), asoci 8ci oinkonastentrow atebosslaboy m s |
asoci Faijdwensdlmsergaasn@.vnou f ajl,iadmoskou
najd!tlegitejgie, Ssigpof Dk BHRVINnfegxalt é y@gyun
OPSCC a to mapeialslt {gmfmad ivc kT ch uzlinS§c
g t 8[dicitna et al. 2006 Ragin et al. 2007Haftkamp et al. 200&:akhri et al.

2008, Ukpo et al. 2009Chernock et al. 2009, Ang et al. 20IDayyani et al.
2010,Chaturvedi 201R

Vprvej p r ogstplkedd t paciemay j so stage Il alebo IV
k ar camn orofaryngu alebo laryngu mali pacienttH®V-pozi t 2 vnym
ng§do(HRV-asoci ovanlch bol o caevl gkeotvkoy  4b0o%
| okali zovan®ywygygo uo foampy v gémnoterapiui(82%su k | n ¥
55%), Vyggi u apakroaleldN] Yat u c hemost a78), ot er &
signifikanmntoone® epdkov® spRW%)grivadiie rni9b
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progresie ochoreniarai z i k oza%mrj tkiodD v @ko pazieritsHPWA y
negat 20P-8CCIRakhri et al. 200B

Podobne, mo h® Nparlejviaegne r)edttr¥odsipee kd 8 kk Hrza
HPV-pozit2vne orofarynge8lne karcin- my
preg? signifikantne n § g2 Ivdlskryegi on&l nych ,a di
| epgi u odpoveN, ndeprgadii otodmpanpwiedov aaV
chemoradioterapitako ajl e pgi u o0 d*pzonvee Nmondgit fainkd8acriden e
chemo/radioterapiflindel et al. 2001Ragin et al. 2007Sedaghat et al. 2009,
Rischkin et al. 201)ayyani et al. 20Q, Lorch et al. 2011Granata et al. 2012,

Laco et al. 2012Huang et al. 2012Norsham et al. 2013Bledsoe et al. 2013,
Melkane et al. 2014vlizumachi et al. 2014NguyenTan et al. 2014lyer et al.
2015,Rosenthal et al. 2016

P16HPV status jesignifikanti m nez 8vi sl T m predi kt
preg2vania ajrogr pdaj &o [Venmokenhtebal. 2014, m
Fakhri et al. 2014 Vgt Yad i i Fakhrivhoj rao| si®o Ip.r elgé Iv
progresii ochorenia 54,6% u pacientopl® (HPV}p o & inty2mi nNgror mi
27,6% u pacientovigle (HPVn e gat 2 v ny fRakhritetiamz0itPmi

Zvyggie wuveden®ho-asvsg@pildwanl ¢gskvHMY
karcin-m oro%aaymgstij enwtn® povagovas
j ednot ku, kKt-oe § aeterad@RScCAC HRIV i guj e , et i of
prirodzeni m priphelygomzoucbadpernidpu n
chemoterapiu a radioterapild HPV-negat 2 vnych karcin- mo
viskum mal z a oedengg Bteyrpay noev@pi e, iakeNge
s %| asnej gt anpgae dhwenai teeoNga gribe] strane,
vs Y4l asnost ik up a tcheinwradio®rapia so sebou nesie riziko
v1r amaoredity mukozit?2da, desoOSygiraj adent 8§l
hypotyre-:zaYzHiOddomana skuHR/ OPBES, (e
maj % |l epdgisu¥% pmlogchgZua preddiwcapybndc k@
kompl ilkiSedsibg namnl Ppetoovb¥:®ams nosti prebie
ktor® hOadaj ¥ mognost i dapié¢, ecti eezOofm kzonvzag
vi skyt k & e beb i 8 ¢ § terapeudickejefektivity abe zpel nost
pacienta[Bhatia et al. 2015]Akt u81l ne pr ebi ehaj Yace gt
| i e HAWYOP-SCCs k uma j YskrSvtpel ngiwag e & § yaladioterapie,

vynechania, zr® g e naleko B menwryadi osenzi bilizal nej
(cisplatinavs. cetuximab v. r 1 znych kombi n)8cpioaucghi t i &0
mi ni m8Il ne ibotigkej zchinurgie sjpou @92t 2 m al ebo vV

adjuvantnej chemo/radioteraffighatia etal. 2015, Kelly et al . 20165 pr 8v ny
viber pacientov na d&édirmt adkaisdtics m§aa Vs
k O%| ov ou math&zkne ui ORSCE.P V
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Viacer® ¢gtwdie potvrdili, ge fajl e
at er apeut i ck ZOPRSEP[Ang et dl. 2B1PNaxwell et al. 2018,
Gillison et al. 201B, Ward et al. 20lpMa x we | | a spol . sk¥wma
na rekurencie a kompletn¥%s odpoHPY¥'N na
OP-SCCPaci entii b ol ia kktlua8slinféilkivoavj afni hikewi k)oi a r

nef aj@lipackyear) Akt uS8§l ne fajliaci pa C|ent|
riziko rekurencie IR, 52. Ag 35% fajliarov (blTvalTec
rekurenciu ochorenia, na rozdiel od 6faci ent onvi,k d ytllonrer aj
[Maxwell et al. 2018]. Pod o b n e, Gillison a spol

alebo smrti*"OBR$CZpa jedpd6 percen-yearmfa |
[Gillison et al. 2018).

nal g2enz §wirs kT mov 1 mizfhok tgup /g 2mtgumi e
byS okr ena viyagjgtgeenside um [Meckeozieeeh al.a2014,
NguyenTanetall]al eb o vysokl][Livetd 2013alcji [eknjteolv et
2014].

Ang aspol. vi et rospekt2vnej gt Yachi iNaz lgé a i
faktorov (fajl eni e, nsat age.,ognnaed8l mpy
sorofarynge8l ny mi kar ci n- mami2yvdvdch or 2
r a me n Skcélerovanou frakcionovanou radioterapiou alghoa ndar dno
frakcionovanou radioterapiou, oboch pr 2 padoch kombir
schemoterapiou cisplatinou. Tr oQocho| n®
ramen8Sch 70t B.&oi ev s . 64, 3%) , rovnako ak
neskorej toxicity. 206323 (63, 8%) orofyranges8l nyc!
pozi th2vanytc2t o pacient.i ma l i signifika
HPV-negat 2vni pacienti BV, 0&Z it S vnymil¥)s
mal i o 58% redukovan® riziko smrti a
smrti. HPV st at ukt obholm rcajl kiolv®d @2 nmp r fee
nasl edovanl fajliar sk dpackyaarsh mm® zroaud §(1 Ol
gt 8di om-pporze t HRW e-NZa&ysl N2bNG) résplFgt 8di om prr
HPV-negat2vneTBS8dery TAYT2 Na z8klade tTec
paci entov klasifikovaS do tr-pehi trad wnykm
n8dor mi patrinlaij ndggsmkmupi gy kpsong i tf2a/jnlyim
ng&dor mi a vysokim N gt8&diom patrild:i C
negatz2vnymi n § dhoerf mij |rfizazrkoyivm istnk gu§di o m,
stredn® riziko)vpsokliir doiokkkmpn®y ps
vt Tchto skuping8ch bdAng et &I3 201D VINIla% ga | 4
retrospekt? veQ lgiteddé T c ®BP samot nou r
kombinovanou chemoradioterapiboli pacienti SHPV ' OP-SCCst r at i f i k 0\
do skupiny :12 z ky m r i-T8,i NO-bB2u) akebbdo skupiny sv y s o k T m
rizikom (N3 alebo N4)sr i zi kom di statntnlch metast
24% Kontrola di st atvskdugine HRwp b ast ¥ n \YooH an ¢
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sn2zkym r i-KJaklebon< 10M@ackyearsi s N2 p o d o prih §

p o r o sanwirejradioterape schemoradioterapiquale bola njj g v saupine
vysoko rizi koN2DdH e p esaniomdutradioterapiou T2 t o
pacienti teda pravdepodobne[ G Su lsl¥% wahn
al 2013]

Aj KsPhM| asnosti nie je Yaplne jasn®
pacientov HPV'OP-SCC na dei nt e n zdioftiekroavjagmr¥e hl ipeol
je jasn®, § epacibnti goko2k rfodji Il il ar iocdor en2 m
kandi d8t mi na menej i ntenz2vnu | iel bu.

OkremORSCC mogno HPV det ekroo/fasdr yarjgevs ||
SCC. Ud8wvsakmnylt je vgak znalne variabil
| okal i z8ci e, etnicity gt udoovda nkeyj ppooupgu l
na detekciu HPV [Isayeva et al. 201P]r ognosti ckl viznam p
vhonor of arynge 8§l ny cjhmeShGyCo ni[RagpvedmdnkDOR.r i n a

25. HPVvnonor of aryngedal nych krleur ci ndmoch h

Aj keN'S@GCHPWskynilic%Ww apdobl astiact
mi mo orofaryngu, s k ud rod fna8r y ni gnec8i | dneyncchi
asoci ovanbomhvs tSaCrCg2 chprmav8epold obne nad
[Westra 2015] Po@@&vno publi kovan®ho preh
repor tpewlantig detekcie HPVkar ci n- moc h ast nej
vkarcin- moch | aryngu 2 4 %, \Y; k%, r ci n -
vhazofarynge8lnych Kamtcin ol $noft ho 8 1 z dor aan
7 %, prilom jednotliv® pobhmekgeoi%¥ uds
[Isayeva et al. 2012] Za nadhodnot @ond e o f/d royhryg eHsAV
SCC | e pravdepodobmeerozofdepkotvoerdvachNa/p|
asociovanl nazof amiyelgte®&d hgh kmr Zp ad anc hv
g2renipozHRVY v n e hzorofanmgulSinghi-etrall 2012]Na druhej
strane, pebei owaRavi oharnyjonnge 8§81 nyc h SCC
poji tie vysoko citlivich PCR met - -d, kt
relevantn% HPV i nf ekci ibakoodntianmd knt82cv ree jv
Pri pougit? gpeci fickejg2ch met - d, k
infekciu HPV(naprk o mbian §anunohi st BCGRp®migdPY in k6 a
Ssitu hybar ipdd zgygli Yl en? ng8dorov, ktor ®
oblastir ev2 zi ou radi ol @gs&kt ohn® §LSILCEO Vap er
vobl asti Yas t ne | dutiny, hypof[&mafyeh gu a
al. 2012, Singhi et al. 2012, Lewis et al. 281Bishop et al. 2012 v oblasti
sinonaz8I| n-23%¢Alos at a.RO08SinghDet al. 2012Chernock et
al. 2013, Ligen et al. 2013, Bishop et al. 2013, Larque et al. 2D4do et al.
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2015, Thavaraj et al. 2016& v oblasti nazofaryngu-50% [Robinson et al.
2013, Lin et al. 2014, Dogan et al. 2014, Stenmark et al. 2014]

Zd § sa t a& doadjel oder of arynge&8l nych k
pr2tomnanssSkr i p|HRWinfekcletv Bormregf ar ynge 8§l nyc
hlavy akrku jepodst at mleo ns g gdaposi aO predpokl
aktu8lnych poznat knowo,r ograztyomgreds Sy BBV k
niej e asocieogvyaonu8 psr o g n %d azunea lanje kleifdni st % v @
potvrdeni e al ebo vyl Yl ebnuideYs pprootgrnecbsnt® ¢
g t YJRdgia et al. 2007sayeva et al. 2012, Salazar et al. 2014]

Rut2nne te®rovanliya C&hsvllanyy akrku n&
pr2tomnos%| dPwvo vt i nie je doporul] ovan(
neovpl yvRuje splsob terapie a ani nemsé

VIini mkyumohblyiS bpyBSY i kavoken- my sinons:
traktuni elkotdpdrahccihz by mohl a byS pr2tomn
infekcie HPV vsi nonaz 8l nych kar diemp-gmaic hp raogmc
Vgt Yadi i fslpoosli.ovbeg| aa pr2tomnosS transkr
(p16+, HPV DNA4 dok 812 am&® (20%0si nonaz8l nych ka
Pacienti HPV-asoci ovanl mi karcin- mamir oma®i
preg2vanie bez progr e skoajcedt k oy ®n gpai € 6
(80% vs. 31%]JAlos etal. 2000V Nal ge|j gt Yadi i bol o HP
70(020%) sinon8&z8l nych SCC (pl16+, .HPV D
Priemern® preg2vaniE@6hheg Hrog8emeei @c
4,9 mesiacov) ako aj cel kov® preg2van
mesiacovlb ol o signi fi kantnpozieppggvey ovh sKkiurmpo
SCC ako v skupine HRY e g at 2 v fbharque et&lCC14V | es k e | gt
Laca a spol . bol a transk rHPYDNAe HRWVkt 2 v n
MR NA + HPV i n s)dou 8h whrli8d izzo§8 c7i3a +( 2 5 %)
kar ci nMemdoive.n preg2vantassomgaoivamt onv & a H|
bolo 30 mesiacov ame di 8 n p pacignov ssnHPsh egat 2 vny m
kar ci n- mami 14 mesiacov. Aj keN tento
zaznamena | trend k | epgi emu pr-e@z2ivtanvy my m
ng§dormi [ LacRestetviaznamOofdnytso monsuatzi§l HF
kar ci n-vmpackh sjte§| & emNdje@ssyl Zznmzkygmap®| t
pacientov, veOkou het er ozgaerna deonul chhi sd oo |
gt Yadioz | i | nTmi met - -dami pougitimi na |
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26. Mor f ol 6giraas ocHROW an é ho skvamocel ul at
orofaryngu

26.1.Mor f ol 6gi a t y msocidva B b o HeNVofarynge
skvamocel ul darneho karci nomu

Vdr vi vej val gi ORSCE mérfplayidky rekapikiruye

mor fol -giwu epiteluwu tonzil 8rnych krTp
naj |l astejgi e’ GPSICICk and:.y tAfivcaki oi dnT @ v
n&k eratinizuj %ceho SCC (NKSCC), char alk
vieteni s®vysokdmunukl eocytopl azmati ck
splsobom rastu, bez identifiGdateOnT c

Last 8 j e centr 8l na nekr - za, ni e

Cytoplazmati ck 8§ al ebo extracelul 8rna
zast i hn tdom iroesahu (<10% buniek). p/r 2 pad e, ge | e
keratiniz8cia na >10% pmoch!| assimbr kov
nekeratini matf @ac 8 c iSCCWC, sal eb[&l-Mafty et alhny br i
2006] Kol oni z8ci a povrchov®ho epitelu t
Prechod medzinoka8d iny-mmemid el om j e abr

al ebo | g drekarzorowe] imtraepitelovan situl ®z i e . Karcin-
invaduje vpodobe hniezd s Aemsnsuhhiranicpdh medz r aj r
epiteloma t r - mou, ktor8 je | asto prekryts s
na invgziu | astechimbai mPreap alelbam

j e

spoOahlivo posw%di § moment, kedy je ug
navyge nem8 kontinu8lnu baz8l nu membr
prerugi S a je dobr e lzim8 ntek,y ¢oek udjk @R Cknai
| asto iba niekoOko mili met insii, kmiodgd®
maS uzlinov® metastg8zy. P rea xviy gnye deo puovre
pokw%ugaS sa odlz2gi S insBtva®2ZVAYy ldreciwng
di agnost i komBh&visatklo201d aMestra 2015{Obr. 2).
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Obr dzokNekerati ni-@ud ¢icaivaWPV orofaryng
tvorenl ovoi dsnlwy smhkiknnkeaomiyt opl azmati c
syncyci 8l nym spltsobom rastu, Ab ez

S

e
Kk
I i
| munohi stochemicky typick§8 dif¥YB.na sil
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Obr dz20-kNeker at i ni-@sug &icdav alpVv orofarynge

Charakteristickl Apushingh splsob [
' ymf ocyt §r nsotur -reeed.lackimeu wemogn® spoOah
kar c Amsitiek de ug i nvaz2vny.

2.6.2.Grading, histomor f ol ogi c k é pr edi k tdtagimge h
HPV-asoci ovaného orofaryngeal neho sk

Grade n8doru je semikvantitat?2vne
ako sa tumor podob&tma @hor m&Inn Kkig¢ k #Proid
krit®ri2 poug?2vanl chs knvaa ngorcaedliunl g§ rkneyrcaht i
(podOa Brodersa)socjevadhl ghnar BPY¥r ynge
kl asi fi kovang akporesmr?edciof edriefnecroevnacnolv ahd (
vibec nepoda)rb(akjél/xantai$1|d'xczwnjn1/42crhy epitel.
va!glnasoHcPNovaSnGQ:hszﬁ’okﬁoIvoglcky odl i ¢
tonzil 8rnych krIpt,OFR-SCDCE@h%Ignorrdwlrgk
nekeratiniOPSC%cimt BV by S povagovanl z a
tumor [Westra 2015] |l nf or m§ci a o] An2zkom st uyg
tradi| n®ho gr aaporegu ijnég chkawmy geprgvan2m
ngdorov. Pr et med ovg carclelr ®j Ya uvt Yol dyrading a S f

nekeratini ZQRS#cCe hoalHPVani Nal@PSE® podt
keNge pr2tsnmands8 HEWigmkédmkantne zI| epg
i nak kIl iniclkiystaglresgsidwmiyoih SCqlLewisvet N n i
al. 2014, Westra 201p

Ako bol o spomé¥aa®nouytgigi e elvi eha
ktor ® pakPVeOPS@ponWkaj % deinteci éO&mv a

30



zn2gi S viskyt posttHWRirapeget ckl ‘ghck e mp
SCC vgak maj % dobiy® pditbengit® ademtif
svysokIm rizikom, u ktorTch by dNai nt en
Yar ov ni hi sspm@ahbi v@®i ebi omar’k@*SEC agr e
vs ¥4l asnost.i ni e s%¥% zn§8me. PodOg ajde &n e j
ng§dorovichprbemeebmsO 5 jadier | y mf o
vkt oromkoOvek zornom pol i x40) alebo n

3 ng§dorow® altenmK yniktjoardormekmiOvve k zornom |
asoci ovam@2 nms pr e@?vian2em, odneo st atnlch
pr 2t omn o[lsewis et &l.P2018]. Podobne ezxgteiraOneinh & |

rovine zost8va pokus o identi fiaP8ci u
SCC pomocou kvantitat?2vne) [Lewasrefa@.met r i
2014). Pad Oa Nal ge] pr&8§ce Dby mohol ma S
z8pal ovej ni8ndfoirlet,n 8 d @ B p Vve | s-it mf imet r(ut &

lymfocyty). HPV-asoci ovan® vkyasracki Tnm myst isp Ro m Z
i nf i l(tprrS8ocmienent n8 cytmif> 80 n 8 d o a u)lmamf-omy
trojpoledg®vani e 962 kay mn ScourpyRrosn i nf i |t
lymfocytmi<20% n §dor u/ sprre griyv) a nneadeiliod@i 16 D pba z n ¢
od preg2vaniHeV-nepaaite vtngwumi sl e 8 dbtarawi z

zodpovednich za I|"®RBSCChy preda- mohH®Vby
protin8dorovej [Wardu eti dl. n2034] At eekoaimaée?2vou
stratifik8ciu rizika a v Ilbhuedrsac b ®dinej
mol ekul 8r na s-{sO0Nakasoiehl.i2Ki§gci a OP

Akt ug8l nAICQTNM ns y(E. tvy@anie)pr e or of ar yng
karcin-m bovl soldevdokdoewrSIC Cze & ¢ ¢ iDdavj al neBhh2zom  s¢
bez asdHPIVSCcCIExistuj % | oraz presvedlive]
syst®m j e neatloidn® mrae dsppoovCe d @OR-EGC pr o g
[Ward et al. 2015uang et al. 2015V novom A JCC/NM st agi ng syst
vydanie,s%| i nnosSou od 1."DP20Q 8 ) Agdaedu g H
(pl6+)or opharynye &l asahc &of annle goadid?@A neen i e
SCC (kNgiaapdN kpos&g!l i amrf)vVéu dachwR Ll 7
pravdepodobn@ TNM k| a HPV ODRSCEP © u § 2 vnaena®n aatjo mi ¢ k
ri zifkokwt® ry (v,ekktaorfilach emate@ad semiOa hl i
predpoveduapgebaly 2015¢ u

2.6.3.Histomor f ol ogi cké -asochaoavgnéHhPV orofar
skvamocel ul darneho karci nomu

Menej | astOBS@€ iH®P¥% morfol -giu ako
SCC. Varianty HPVOPSCC zahRRaj % keratini zuj Yc
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adenoskvam:-zny, | ymf oepiteli 8l ny, vr
mal obunk ov[EI-Mofgy204d5] n - m

26.31. Keratinizujuakarsgxvkmociehom

Keratinizuj Yci SCC j e kompl et n
skvam:- znymi bunkanneik elreazz i mn Z tOprivdc djcthi o b
keN drvikerat| gs@@j ducotcdr yngu HRVe | e
vmal ej | asti pr2padov mogno dok&8&za$S p
infekcie. Vd o posi aO n akjevr2al tgien $SCEujoidpgu,csadem
z54 pr2padoyv di f Yazne exprimovalo pro
dok8&8zpn8tivch zo (i espadziht 2vvyngyect hricamn % h a
vijedinom plenegat 2 vnom pr2padmeal TAjs “boeoN iplc
expresia plé k¥ er at iich BCChjo¥a@a asociovan8 so si
pr og nCazebal 2014]

Obr da3okobre diferencovaad$okieoaanini kaij &
kompl et ne tvorenl vyzrievaj ¥ci mi s kv
nekeratini zujlaci cNla o bolzadsi te?l (od neker
vkeratinizuj %cich karci B8 - mealkcjB. bast
| munohi stochemicky twapicka&?2(@.ufpsztha si.l
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2632. Papl arny skvamocel ul arny karcinom

~

Papil 8rny SCC je charakterizovanl
splsobomxcadsdtemtamou progn-zou, naaj m2 al
komponenta SCCJbr. 4).

Obraz odk-Papi |l 8rny SCC s exofytickAy,m pap
typicky tvorenl nelkBeratinizuj Yaci mi bur

Val ginapoHPtV2Zvnych papil 8rnych S
vorofaryngu, | aryngu al ebYs tsiien o ndauzt 8 | nne
hypofaryngu. N8 dtoy mive®k doma nikry?2 pread €4 ivmat ¥
vzhOad nekeratinizuyj¥ehozmlByYCst wvgz&R nlee
et al. 2009, Yang et al. 2013, Mehrad etal. 2013Vo v geobecnost.
SCC obl asti hl avydoabrloruk up raiggenc ig@wainsit @
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pr2tomnosS HPV signifikantne m&mna&l apr o
trendkl epgi emu pr épr 2 mdMenadlet al. @IS

2633. Bazal oidny skvamocelul arny karciné

Nekeratinizuj Yci joe oflaarsytnog e lamy e F
bazal oidnlT skvamocel ulb&rzay okdntisB-E€EB.ne
podob8Bekenaat i ni zyuj pciedSC&vuUuj e samostatn’
high grade variantu SCC olazsatlioi dind v S
vyskytuje v laryngu a hypofaryngu,orr of aryngBagal oz @gahy SC
charakterizovanl s olAjdngysna wa | peubzoz | | eofib) u | s¢
nieckedy peri f ®  nym pal iM§do vbayn® mplrfitdoi nenk®
| ogikek &ti wpegEctcbhowom epit &h¥dkyjsepul By n G
Pomerne| asjevT skyt -nkeokmadral T ch cystickTIch
smaeri 8l om pozit2vnym v far b.en7Ty PiASK &z
jepr2tomnosS strom§l nej hyaliniz8cie al
pripom2naj Yaceho muc?n. N 8§ dtoyr poivcRk @huon kH/F
asociovan®ho nekmetaita hnni iztu® hoc eahga | vVBrCeSt¥e n
prevagnea onikaryplelrexlndg (6n. 5 aObr. § [Westra 2015,

Lewis et al. 2014).

P
|
0

val gina (~ 75%) orofarynges8lnych L
HPV-p 0 z 2 t 2 vproyr colv HeR YWV n e g abbzaleidh ynmi  &kE &
bazal oidnTmi SCC inlch opdaist2yne&,t omap
signi fi kant n ¢Bedura @tgli2008, Chemacket a&. 2D10

Obr dz®Bkazxal oi ¢mlara®€eri zovanl | obul §rn
splsobom rastu, so strom8l nou hyalini z
materi 8l om pripom2naj %%ci m muc?2n.
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= R

Obrazo& - Bazal oi dnN§d & CEv ® bunky Ss¥% na
nekerat ni zuj saceho SCC prevagne okr %hl e.
komedon e ky (A,B). Na rozdiel od HPYasoci ovan®ho neker
SCC mogomwr «hovom highpgradee ¥ $ pukC8 s S
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26.34. Adenoskvambézny Kkarcinom

Adenoskvam-zny karcin-m je vz8cny

podtyp SCC, charakterizovanl bif8zick:¢
adenokarcin- mu, prilom jednotliv® zI
premi egan®, bez pr2tonmmebsfa rozdelt er m
odmukoepi der moi dn®ho klaarcyinngumug . Ysslten dja
v orofaryngu[Cardesa et al. 2005, Masand et al. 20Kbmponenta SCC je

vpodobein stukarci n- mu alebo invaz2vneho SC
bT v a pr2hlolbngp&y8chv | astiach tumor u a

tubul 8rnou/ dukt 8l nou intchii dleelemciekdiraw.el

produkci dQardeseuet &l. 12005V jednej zn aj v 2plugrlcihk ov an T
sS®ri 2, Masaygetari bpol pr2tomnos§S HPV
adenoskvam- z nylbldsti hkaw a &rku{l&ma v i tarymyo a

hypofaryngu, 4 Yast ne | dut i rkya,r c 3.n -onmmyo f
Pr2tomnossS repl i kalinnef e kack te2 v ndegch § zHP VY

orof arynged®inag e hosakvam- znamosodejadutmy. n - me
Obaja pacienti er of ar y n g ea8sl oncyino vthmM mb & lair ¢ h a § mu
abez zn8mok oZhomesiacdwW3o@d stanoveni a
SY% znalineovian® n2zkym poltom pacientov
orof aryngedd mgichivadPiVceh adenos Masamd: znyc
etal. 2011]

26.35. Adenoskvamoézny karcindm s riasi nka

RadkayGonzales & po | . ned8vno pop2sal.i z
asocovan®ho adenamgkyvanmimaus ésh & o ik T[Radkayb u n k a
Gonyalesetal .2015] | gkedem pr2padov morfologic
(4 orofarynege@®Iimyen coBlisggsotm vhl avy a Kkr ki

od kl assideh®sdavam- znephdt bmnosBomu zI| og|
vyzeraj Y“%ceho prevagne snmekkr eorcaytsatethaczku jnia
kribriformnT mpruesnpg cergitmand®simd md u k uj ¥%c i mi

(pri pom2naj %c t ak mukoepi der2meSmhml |
tubul oglandul 8Frawc h8Ifnoyyrmrm8ckdl usmn8r nym
mu c 2 npr oadbul kucmien 8a ny mi nekeratini zuj Yci

Vo vgetkTch pr 2 pagddaczho obagloin emit @o mpir2n e
sriasinkami QObr. 7).
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Obr d4zok Adenoskvam:- z n yriasirkami. cNiknocysticky s

usporitadanl tvorenl nekeratinizuj%cim
pri mieganl m bunkami k't oN8Rd o Ip r otdaokind n &

mukoepi der moi dA).] Kok aamai§m nrariasipkami kB). s

| munohi stochemicky dif ¥zna s(C)l.n8D?pkoazz
pr2tomnost.i HPV pomoD)oQub ri8nz ksyi tlu§ shkyabvroi
Raja R. Seethal®resbyterian University Hospital, Pittsburgh, USA.

Vget ky tporh?tpoa dp/o z or u h ondanl®h omuklatricli onk:

al ebo makrocyst iymk@®@t imeklasthh §myg !l ivh&§ch.

poltu pacientov nemogno zo (¢gt¥die vy

progn-zy t oshdoe mo spkovddt ry-paun, enth arsut upnil ch  Yd

saal e zd§ -asocigev &PV adenosrkivast- reknaymik am
I

maS r e atzvne dobr¥% progn- zu, keNge
smet ast pO&mach.
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2636. Nedi ferencovany (lymfoepitelialny)

Nedi f erencovanl (Il ymfoepiteli 8l ny)
tumor , mor fol ogi cky podobnl neker at
nazofarynge8l nemu karcin- momu. Je
svezi kul 8r ny mi j adr ami S ng§padnl mi ] €

snejasnimi skpnpoyé&r 8mhym sp¥sbbocm, r men
sol 2dnych hni ezdach al ez@p ploovjled npa 2 -
t vor enlooytmil agpmfaz mat i ¢ k1 [E-Moftp 201k, aPerez

Or doZ2p@7g D'l egipadi o manbfizyem ge 81 nehlor Kar c
EpsteinRBar r ov e j V2r5us (emBIN)Mi ckhahm?2 obV
avnazofarynge8Shreadmrilaain oi pPerge®ic & vZp@/2 y p u
Peterrson 2015, Tsao et al. 20184 rozdielodhazof ar ynge 8l nych
s¥% | ymf oepi t eorofar§riginkenzigtemtnecEBW e gng t 2 0% e a

j e as oc iirekcaou HPY/ [Singhi et al. 2016, Carpenter et al. 2011]
Napri ek Anedi ferencovan®mu fi-asocioza®Oa d u
lymfoepiteil 8| ne karofarmpgu maj ¥ dobr % pro
si nT mi "ORSCC.

26.37.Vretenobunkovy (sar komatoidny) skyv

Vretenobunkovl (sarkomatoi dnT) S
v z § oariant SCC, charakterizoverb i f § zi c ko u prolifers$§
SCCaretenobunkove]j Kkomponenty, ktor 8
pripom2naS reaktz2vnu fibroblastick¥ |
spektr a, mt ge i mit ¢Weatrd 2005 &Modtyj 2015h T s a
Vpr pade, ge je zastYpen8 iba vretenob
navyge pomer ne | ast o str8ca expresi
sarkomatoi dwnd®hmenS@@IlyTdnya h mezenchyms§
pr obl e Bshop etlkal®2014]Bishop aspd . zistili pr2tort

vtrochzdesi ati ch orsafr&roynadSs@ddmy@iliame n z

or of ar y nsgaer8kl onnyact86C debdl ERVW o0 z i t[Biskop et al.

2014] Naopak, Wat son a spol. nNeelmbm k 8 z a |
zpiatich ord ar yng es&lrkyammatSodcd nd clai stil i pr2t
vijednom zd v an §sd ri kkdima tSaCiCd ndiucthi ny %st nej a

z hypofaryngu/laryngyWatson et al. 2013] Na =z 8kl ade mal ®ho
asociovanlch s & o matod iad ryInmlo & & ] ardem
kprogn- zd atnd jyt.o VwarvgeobecnosSCCoblas§ v ga
hlavy a krku progn-zu podobn%% konvenl
HPV viazan8 na epitelov® bunky, d! k a
konven| nej akove]j svalrekpptmaotd@mi@dn @Hage sl ?
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ako diagnosti ck§8 Ilpamé icokda mperzie nacdclyinggd wmayi
orofaryngu[Bishop et al. 2014, Watson et al. 2013].

26.38. Mal obunkovy karcindom

Mal obunkovl karcin-m orofaryngu
mor f ol ogi c knyaliodeumtkiocvklimis kar ci n- ma mi [
nzzko di ferencovanlil neuroendokrinnl

pr2tomnomgalchetlRRW ivati ch prdgpurdowh pripaad
karcin-m pr 2t onm¥® hzod sHIPEMU o nkepkme®rteadt | ni z U |
kar ci [Bishou et al. 2011] Kraft a spol . popz2s
mal obunkov®ho karcin- mu or ofpaorzyngw,nyz
jeden pr2pad mal zachyten¥% z|l ogkmwu kon
a jeden pr2pad zlogku stredne diferen
[Kraftetal. 2012] Kl i ni cky sa jednal o o agres?2)

met ast 8z ami v | dsmal pbemkovBcikar cHRVmM
teda prognogtmazlkygybuwmekéy®ho karcin:- mu v
Rozpoznani e mal obunkove|j zl ogky ] e p
mor fol -gie ni e vgdy jednoduch®. | n
komponent a vgdy vykazuj e pozitivitoa
(synap of y z2 n, chromogran?2n) a stratu m
(CK5/6, p63)[Westra 2015]

3. Met as tnézy azne h mblastr hlagy akrka , cystické met

adi agnoapliicka@auinaohi st ochemi pl@HRY vySe
testovania

VeOklYas S malign?t obl ast i hlavy
viymfatickl cnhezwnZdm®mM®chorz ga9 Rredget &V «
mal i gn2t tejto oblasti a vo vi{oB-P0O ne pr

%) [Layfield et al. 2007Park et al. 2010Strojan et al. 2013, Arrangoiz et al.
2014] Val gina cervi k8l nych met ast 8z j

prstenca vgak | asto vytvs8raj¥ objemn
radi ol ogicky a dokonca aj histomorfolc
(Il ymfoepiteli 8l nu) cystu. PodOa dvoch

kar ci nolmloas tzi Wal dayer ovho20puoas6tl,8 oc a i
p r 2 p[Regauer et al. 1999, Goldenberg etal. 2088 pal n®h o pohOa
val gine pr 2 pmaedtoavs tczs tS @& Tjcen bprofaeyngu,i f i k o
n a j npddnebnej mandli aa koreni jazykdRegauer et al. 1999, Goldenberg

et al. 2008 Gr anstr°m et al . 1989, FI anagan
Thompson et al. 1998, Verma et al. 1p95 J e e ,z n § é1 ORI si
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vmet ast §8zach zachov8va pr2tomnosS tran
overexpr esi [Goldemberd et &l.r2Q08, Méhead et al. 2014, Morani

et al. 2013, Yasui et al. 2014 mnoh® gt %di e dok8zali,
vplepozi t 2y mled dalebp cystickej met as t fvysekou
pravdepo dgabendmpsofgoeubrdfaryngu[Yasui et al. 2014, Begum

et al. 2003, EMofty et al. 2008, Weiss et al. 2011, Park et al. 2012]

Nie vget ky c vy s toblastkhi@vy emkrkwagsankgjz or i g c
v orofaryngu [Regauer et al. 1999, Thompson et al. 1998 Vz §c n e m?1
cystick® metast88zy vytvori S karcin- my
Yast ne | dutiny, p r 2 n a[6aunnietcah2008, Thothpsona | e b
et al. 1998, Verma et al. 1995, Zhang et al. 2014

Ak o n§hr a dighrisk BV ikfekeie ve er vi k81 nyc h
orofarynge8l nych karcin-moch je | asto
pr ot e ?[Bergergn &t@&I2015, Venuti et al. 2012 Aj keN m8 expl
takmer 100% senzitivitu pre detekdnigh-risk HPV v ORP-S C C , gpeci fic
I ba na Yar ovonni ~ 8Pz i(tt3 v-B89@& geaHRPO % p
negat?2[GnYah)}j gt Mdpri2ekl4t omu,medge kol
expresiou plé6 digh-rigkr HPVo mn @s S ¢ & dokor
I munohi stochemi ck® vygetrenie expresi
samostatnl a | edighrnsk HRValsit i miac ld%t etkrcatui f
SCCJLewis et al. 2010, Lewis 20tP

Senzitivita a gpecificita samotn®
plé6vpr2pade mezma$m®lZzo zoriga vgak nie |
met asne§zn 8Zm®ho origa je nutn® pam?tas
pl6 bola pop?2-asaciogmh otk r emoMH®&NVynge &l nych
vi nT ch ben2gnych a mal 2 gnyaihf elr@mic§ gH

di agn- ze Cao a spol .43/00 p(tls@l/l37) polzdn
' ymf oepiteli 8l nS/cih2 ccystto |l oaktelkchhgtho v vezlosi
Gimadkt | chto | ®zi 2 -pwgad Cavet @oA0EH]JAHP Y od Oa

nagi ch sk¥“senost ? j e expreshan2mgmgytcd?
| ymf oepiteli 81 nyrckhu.cyBx B8rcehs ihu 8QvzZb as me
(81,8%) pt padov vyhplenskemRgh st r i ngdrkur ov h
(2015, nepubli kovan® %Ydaje). Vo val| gi.
af ok §lnikdy nabol o pozit 2 S0myepiteb v icdc .bako e
Expresia pl6 pjOguchylcdj mae ob& nWxuanlet h Kk a
al. 1999] kton® egg BR-p 0 5 iVufHartley et al. 2015Jako aj

orofarynge8lnych mal obunkovIich karcin-
pozit?2vne [Rishap Mt alv30flgHKradt)et al. 20012 Di f izlnm8 a
pozitivita pl6 bezas oci BRVibelaNsal zijst epmn&tivch pr2p
sinonaz8l neho nedi f eWadsworthv etnak h2011] k ar c
Signifikantn(8 p»xi%iwvgdar @ullch buni ek)
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ezofage§lnych SCC, 7/ 20 pOi%cadnighaisk SCC
HPV bol detekovanl | ba v [Jodadler mtoalm e z o
2012 Vned8vnej pr 8cdi fbYozimaan a@likBtzamnBe mi ¢ k

pl6 (> 70 % n8dorvwvBeh bmhieakkdjo®hanet .
skvamocel ul 8r nw bbtasti lkksku,clion ! e by S pr 2|
di agnosti ck@led ketmyt| me t a boli HPW n evggaatk? v n e
vygetren2m pomocou mibDowell etal.2016]dighhy br i
risk (a lowrisk) HPV typy samtw@ypodi eOat |mast VvznSiCku kc
pr2tomnovsgSakHPz2vege) mea rozdi el od karin
vNal g2 ch f §8zach nre&ddriuaigeisl. p0ld Quineesal. e
2015,Gvaj dl er aetGvalj.d| 2. Pé@domne, 2|10d6S ur ¢
kar ci nummomtvelai 8l nych karcin-mov so skva
plépozi t i vi t u higheigkHRVdAderand®reet ak 20§2

Pretoge | e -mmzeictiifviictiyt avop 16z Sahu k
pozit2vnych ngdorov rel at 2 klmieky nzzi
naj pravdepodobnej gi ehopoziotf2awrrnyenjg erBé thae g
znezn8meho origa je vgdy nutn® vykona
Ako bolo diskutpvan®2 wiygggSe€C BRV vzS8c
vi nT ch podoblakstkiuac hnahlpavawdepodobnej g
pozitmervnneajt 8zkl jaeicggkokul tnom karcin- |

4, Metody detekcie klinicky relevantnej |

HPV statusVOP-SCC poskytuje dillegit¥ pr oc
pravdepodbbh®kejgebwd¥%cnostspbaudkee rouzt?

pougz2iviamlehy, napr . O pougit?2 deintezi
testovanie OF5CC | e v s¥|l asnost.i nevyhnutnool
pacientov do kl-ponitiviak ine & s ) §rveazcrAS. m@hPoV o r
navyge umogRuje zacielenie di agnost i c

orofaryngu a vo vybranlTch pr2padoch
t Yat 0 obplr@spSadaej, Wye sa prim8rne loa@® s
je zahrnut® vo viacerTch viznamnTch
(napr. College of American pathologists, the Royal college of pathologists,
NCCN guideline} . Napriek zjavn®mu viznamu a
neexi stuje wgashbeckni sktomaste®agd rul cah kdtoosrt
met -d na d?! kaz [KEPP? rtkroevb8 epto uayli.S R0 13,
Viber metodi ky by mal vych8dzaBPVzo zi
asociovan®ho orofasymgea&)zSEEme hlpia miptr & \p:

u
k o
k |

41



i ba na tnr8dnosrkyr ipl ne akt[RagpéukoelPy¥ enf al
Bishop et al. 2015 |l de8l ny test by mal masS Vys
primeran% cenu a mal by byS ®ostat ol ne

VHPV-asoci okantich- moch v2rusov® onk
high risk HPV typov funk| ne inaktivuj ¥ pr ot
protein), | o n8sl edne vedie k overexp
Ni ekt or 2 aut or i mrdetekduhightdsk HRV j % (ko u dii $
strati f-3&BcgamdPNn® i munohi stochemick®
pl6, ktor® jJe najl acnej glbhewis @ al.n2810,d o st u
Lewis 2012]. Naj |l epgia korel 8ci a eOPSCEsSsiI e
(nepl @detptenotwr of aryngesSvpné pdS€€ ak sa za
visledok povaguje jadrov§§ a cytoplazrt
buni ek. Samotn8 imunohistochemick§g8 ex|
za z8stupnl Klesruralotgzav redj midrr\2 piamdfee k ca ke
karcin-m charakter i snteikcekrVa tatne tzaulj Wocibw |
SCC ( s mat uvY@®Brcid mad e, ge $paozijteddnBy ok ap
svariantnou mor f ol - gipog@d p & o eidtochemicgeg h e )
negativity vne k er at i ar et atsgoge 8l,nojme kmutcm @ - th
HPV gpecifickl test.

Za Azl atl g¢gtandardin dtkazu biologi
dt*kaz E6/E7 mMRNA met -dou reverzne,j tr .
reakcie (RTP CR) . Toto vygetrenie je vgak t
m:ge byS kvplartad 2 mBNMNAmvmateri §I i ; na

visledkov je nutn® [Hagp3stkovgmeazah® 2
al. 2013.

PCR dt*kaz HPV DNA fylogeneticky Kk
(pr2padne vdygeeltmrem® e ot ypovo gpeci fi c|
met od-vdyosuo ksou senzitivitou, ktorg8 je
pougiteln§8 aj na [Kagp arf Rtaw 8003m MBamet n 8
detekcia HVP DNA je vgak pomerne neg
infekciu od inakt2vnej i nfekcie (tzv.
vzorky. VK o mb i niSmuiniohs st ochemi ckim vygetren
HPV DNA nagmu g2 vanej g2 m splsobom detekci e
plép o z i /IHRVWRCRpozitvnet umory m®* gu byS povago

asocifagpAa®kovs8§]l.et al. 2013
Vysoko gpecifickl dtkaz rpribreov ant ne
vi zual inz8dcoircdolk awmi ve poskytuje DNA in s

Probl ®mom DNA | SH je vgak relat?2vne n?
70% [Kagp2rkovsg et al . 20D RE8| atB?Zwrheop Pkas
probl ®my erspr et 8ci ou prez pvkhasmmejs S s la’
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Vieme, ge na dosiahnutie optim8lych
spracovanie tkaniva.

N8dej nou alDINAr nnaStH vjoas Ky getreni e
RNA ISH (Obr.8) [Lewis et al. 2012, Bishop et al. 204 2.aco et al. 2015]
Senzitivita a gpecificita vygetrenia
s¥% zatiaO mane® osk Kieenosteil as2vna techn
cena.

Obr. 8-Pozit2vny visledok RNA in situ |
vhekeratinizuj %com karcin-me tonzily.
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5. Pbvod cyst i c kgblasihlameatkrius t & z

51. Ci el e préace

Ci eOoent rospektz2vne,] gt “udi e bol o Z i
charakteristiky, expresia proteznu pl
origo cysticklch wuzlinovlch mebtastit 8z s
hlavy a krku.

52. Materi 4l a metodi ka

521.Vybeci pat ov, hi stol ogické a i munohi

Pacienti £ ystickTI mi uzlinovi mi met ast ¢
rci nobmuasu i hl avy ad&trkRSghes!ltir an $8de
innTch ¢l i aBioptickihhbhoupawo&K.nédBt a&BY ach
t ol ogi c ktfochh e e # 8 e h e ma 2nselnoovtem?sekil &rhn e h o
N Pl zeR, FN J. A. Rei mana Pregov, |
Kogi Bekopy bol o i denti fdikoagmms tciik o/2a n
rokoch19952012.Na potvrdenie diagn-zy bol i z
hemat exyzIl?22nmov® prepar 8ty. Met ast8zy bo
) nekeratini fuj %cine8€C€Cat mataupBticou SE&C
keratinizuj Yci SCC. hal gaper . v zbBaczneael o j
sarkomatoidnl, adexmntsdevyshytavalz ny at N. ) s é

k a
s |

p a
( F

PrvIim krNklognomv vygetrovan? bol o
treni e expraesdet ekrcoitae 2 p u 2ptpoindnaodset |
HPV negat2vnych nerntearsite8 zp rb2otl ommrdoptl

KI'inick® inform8cie boli zpskpa®e o
konzultalnlch vygetren?2 od odosi el aj ¥%c

Na i munohistochemkag®Cvygpbitpanlde| &d
reprezentat2vny paraf2novl bl ok a b
vygetrenie pr(ocliNt8tckEo u p 1p6lHGi s t Bakeh g vy ,
Gvajl) spekipi ta2ut omati zovan®ho syst ®mu
(Ventana Medical System) podOa ¢opdmoklodbwan®ho v
protil 8tky. Vgdy bol i pougit® pozit?2yv]
kl asi fikovan8 parklopagpe®,zi tFevngdabvaov@r 2 a
cytoplazmat i&7k0B% pro&Zdarioviitcatr ebogieek 8§t o
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pozitivitynaj | ep gi ep rk?otroemhnuojseSosu transkripl ne
[Gr BnhBj Jet al. 20114

522PCR vySetrenie

Na molekuloveg enet i ck® vygetreni etkanibao | a i
pomocou QIAsymphony DNA Mini Kitu (Qiagen, Hilden, Nemecko)
spougit2m ¢omdroklodwiarndbrcponugat2 m zar i
Ql Asymphony SP. Kvalita izolovane,|] DN
amplifikuje s¥bo[van Romgen et@ll 2003blah detgk@wun o v
HPV bol i pougit ®cvViedcd B®PRakE@®ETBblagt HPVme r y
gen-mdk 8l ovg eV¥ sakratzk0el,3]boli pougit @
GP5+/ GP6+ zaciielEln®a nlal oBMPMsgen:- mu ( c
spektra higkrisk a lowrisk HPV typoyame zv i geni e senzitiv
i ntegr 8ci i HKR\h od g @ Im @ nw iatt @ OBL 10 Ella gpRMWY
typovo gpeci fick 87daegtieksctiiac h olaHjPavy tgtgyoplo
prevalenciou IPV16, 18, 31, 33, 35, 45n a | e | bol RHAGUHPY t T ki
SPF10LiPA25, version 1 (Biomedical Products, Rijswijk, Holandskag
odhal eni e mognej i nf Dled iek cV iaa EBVI rhio | H
pomocou Real Ti me PCRVazimgenetala20(d j na g®r

52301 n situ hybridizéaci a

Detekcia HPV bola vykonaB pomocou DNA Z&ci®it
pougit2m koK tdetegkug HPVsypynl@, 18, KL.138, 135, 39, 45, 51,
52, 56, 58 &6 (INFORM HPV lll Family 16 Probe (B) s pdegekt m®ho
syst®mu i Vii&wBltaemapl Roche,aaBasemhti Gk@®
farbiaceho syst ®ni\entaha MedieahSgsteB)e nc h mar k

Detekcia EBV RNA b ol a vykonans§ pomocou S
EBER s peugegikt2n®ho syst®mu i Vi ewBl ue p
Gvajl| iaauskmati ck®ho farbiaceho syst ®mt
Medical System).

524Vysl edky

Svibmaol tvorenl {i6e snuigmi 3Yeayiaokeik ua
Pri emer nlaseekdi a§8#- rakgv (mbd@l 59,5 rokoy. V 17
pr2padoch Dbol i cystick® metast8zy pr 21
vdvoch pr2epabdmamdi bvul 8r ndejoc hob |l pmrs2pad
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preauri kjuée &8m o @oldeptetthe krkkum vsupr akl avi kul
oblasti. Origo bolo identifiko v a npRo mo ¢ o u kIl inick®ho
panendoskopi ck®poobaygenyenni abi ®psi ami
tonzil ekt - mie al ebo pomocv@W rpacdipaldog
(909%9.Vpi ati ch (Q2r1%paldogthi m8rny tumor | ok
jazyka (] azydkewi§a tmaan (10 iapadaebnej mandl,
vt r oc h p rnazpfayhgud36%yvdv och prp @&EdO@Ba Vv
viednom pr2pade na kogi WVadvachpar j2goiaedhooc hz v
prim8rnu | okalitVWjedomnszti Shtmeppdapatov
nespolupracuj aceho pacienta, ktorl ne
odmi et ol a k ¥ak o Ov e Kapriekntdmu Ibad tgi rokykpéireskkicie | b u
met ast 8zybenzagz we@moak Varcihlao mn ba papientd e

l i el enT kombinovanaubaehemagiadé oberaph !
16 rokov od diagn:-zy.

Me t a s torgganyvo ¥aldayerovom prstenf@rofarynx a nazofarynx)
mali vdrvive] vV | gi(l®ezo 17pr 2 padov, 94, 1 %) typi
nekeratinizuj Y“%ceho sk@armdpdelduhn8r mehaoas
tonzil 8rneho karcin:- mu mal &bapagacikeril - gi |
smet astngezzonu8 neke ho or i gnar mal i g n @ d/acneghkos r a
SCC, resp. nekematium i®orulfp.hc d ho SCC s

Met ast8za karcin-mu zvukovodu a | ed
mor fiod - keratinizuj Y%gehoDr 868€ m®bast 81z1
karcin- mu mal a mor fol -giwu oy z k & o vbiuf

keratini z8ci ou.

Obr azokCy9stimek& st 8§z a
karci @) muEpitel m8 typr
Charakteristick8 (Be in

nekeratinizuj %ce
eclkd b ¥ Amamd | ovi z7dmn(
iltr8cia | ymfoc

[
f
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Obr azokCys0 i c k8 enkee raasttalgykiazrugudgmarh ur 8ci o u
(hybrid® h 8CC) (A). N§d@®r tjvorenlAbpraVvagdel mi i |
ovs8l neho ag vieremi e@hal mivatl ogi-ssk ami
hniezdami buniek Bojnou eozinofilnou cytoplazmoutav or bou i nt er ce
most Bkov

ObrazbKystickS8keeabshBazn¢imemd8dor | e
t vor enl dbjenmn&uaeozinofilsou cytoplazmouisnt er cel ul 8r ny
most2e&xnir acel ul 8rnNB.u keratini z8ci ou

| munohi stochemicky bolpomzlié {78 padoyv
(Obr. 12. Origo vpeozkteéwnypdB metast §z b
vorofaryngu ayi adn a mexastgaaymsge8l nym orig
pozit2vna. n@kzar §pniyamp aody gwpmo zh alzivristei. e Hi
HPV typy bol5zoldplle@aint® wny c hednpm 1 ado v .
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t2vnom pr2pade nebopro2tmannmo® SP GHRPV
zang§ pomocou Rm2 tsonnudskhByPBhedadlaz § c i e
zang§ vo-pwgetRVvVaogchbilpr2padockm. EBE
pogd yleovn 8 d 6 ¥ o vidkcvlt r b6 h ch pl6/EPV-e s t |

egat2vnych p)2p@rdiogygo (Wbr vgedatdkl ch tr
ot vr deaz® f ar yngu. Origo vo zvygnTlch

r2padoch bop ©@Y%cpaoythva d2a>a ® k v ¢ i vonkaj g
Klinicko-p at ol ogi ck® charakt draibutOklky 1s %bor

T T S0 QQT™T

i
u

Obrazak Cyusticks med acdciSavak e | miez uj ¥
karciwim&zeou sil|l nou plépoatiatbui st oc he mi ¢l

Obr az®kKkEBER in situdhybuazindi zp8strcket i v i t
met ast 8zasocEBoW ak®mha@at i miezuj Yaceho naz
karcin- mu.
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Tabu

Klmickd-p at ol ogi ck ®

charakteristiKky

Vek a Lokal i zaci a | Origo P16 | HPV HPV | EBER1 Li e ¢ b| Follow-up
pohlavie PCR ISH /[EBV
PCR
1 | 57/M kr k | aNKBGC&I N Nezn§g&n+ HPV16 | N N NED, 3roky
2 |67/ G|lkrk | aNKBGCE8I nB§za HPV16 | N N RT,CHT |[Ned§&vn
jazyka pr2zpad
3 67/ G|kr k | aNK8CC#I n BJ NA + N Res, RT NED, 4roky
4 | 46/G kr k | aNKBCGC8 | n Tonzila HPV16 | N N TE, RT, NED, 4roky
CHT
5 | 51/M kr k | aKSEQ, 81 n Zvukovod | - - N -/ - Res, RT, | NED, 4roky
dobre difere€ CHT
6 | 62/M kr k | aNK8CGC8 | n Nazofarynx| - - N EBER+ | RT,CHT | DWRD, 8
/N mesiacov
7 |62/ G|lkr k | aNKeGC8 | n Tonzila + HPV16 | N N TE, RT, NED, 6
CHT rokov
8 | 61/M kr k | aNKBCGC8 | n Tonzila + HPV16 | NA N Res, RT NED, 7
rokov
9 | 57/ M kr k | aNK8CGC8I n B&z a + HPV16 | N N Res, RT, | NED, 6
jazyka CHT rokov
10 | 50/M supr akl aKSC® U POYc a | - - N -/- RT DOMD, 1
obre difereg rok
11|55/ G|submandNKaAC§ B8 z a + HPV16 | N N Res, RT, | DOMD, 1
jazyka CHT rok
12139/ G| kr k | aNK8CC8 | n Nazofarynx| - - N EBER+ | NEZ NEZ
/N
13 | 55/M kr k | aNK8CC8 n Tonzila + HPV16 | N N TE, RT NED, 9
rokov
14 | 63/M kr k | ant2ezrk8d n P O%c a | - - N NA / CHT DOMD, 1
di fer eB8@Covan PCR + year
sl ogi skovou
keratiniz8ci
15| 71/M kr k | aNK8CGC& | n Tonzila + HPV16 | N N TE, RT NED, 13
rokov
16 | 62/M kr k | aNK8CGC& | n Tonzila + HPV16 | N N TE, RT NED, 15
rokov
17 | 58/M Submandi bul §Nezngi + HPV16 | NA N RT, CHT | NED, 16
NKSCCM rokov
18 | 74/M kr k | aNK8CGC&I| n Bg&z a + HPV16 | N N Res, RT, | DOUC, 6
jazyka CHT rokov
19|54/ G|pr eaur jKE@A 8§ rl Tonzila + HPV16 | N N TE, RT, NED, 4roky
CHT
20073/ G| pr eaur iNKSACE r| Tonzila HPV35 | N N TE, RT NED, 2roky
21139/ G| kr k | aNKBGC8 | n Tonzila HPV16 | N N TE, RT Ned8vn
pr2pad
22 | 61/M kr k | aNKBCC8 | n Nazofarynx| - - ND EBER+ CHT AWRD, 8
/N rokov
NKSCCi nekeratinizuj %ci skMNkSOOMEhek 8 r may i rkiaz wji Yacim,

mat ur K8dCeluer at i ni zuj Yaci

evidence of diseasedWRD i na g irveez Isd y B
0 ¢ h o r(eigd with residual diseaseDOMD i ¥amr tmieet asst at i c kT m
Yamr tiineejz pr 21 iny

(died

of

unrelated
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5.2.5.Diskusia

Met aszn@zyw 8§meho or i gal podielonail a gs @ ¢ niofil
hlavy akrku-pr edst a9 u pp%vget kT ch malign2t tej
pr2padov sa hi st ol @g4d][lcaldfigld et ad. @00 Paok etS CC
al. 2010, Strojan et al. 2013rrAngoiz etal. 201450l i t 8r ne cyst i ck
m2 gu Kkl inickydokroandciaol amjgi kkyt al ogi cky
branchiog®nnu <cystu, pretoge metastat
pri pom2naj %ci nor m8 | pOnbegetiak 182, Flamagan i | § r
et al. 194, Thompson et al. 199&Regauer et al. 199%ourin et al. 2000,
PietarineARuntti et al. 2010Zhang et al. 204Ag 22 % c 1 skiinicky kt or ®
povagovan® jze Ithiemt2aglnegi cky akdo aggesirck
me t a sstk8vzaamo c el ul 8§ r [Rieblkrg et &l.al®8&Gr na-nnset al.© m
1989, Flanagan et al. B8, Gourin et al. 2000PietarinerRuntti et al. 201
Incidencia malignityvc y st i c kT ch kjre né @thephciepay Gicd |
starg2ch ako 40apremkowac ¢ matit Tacanttd®roioplaci e
doporulupsVsi S okul t n® pr i m8pred sambtrmg i s k o
resekciou cystyGr a n set al. 1989Flanagan et al. B3}, Gourin et al. 2000
Zhang et al. 204 Samot n 1 vek vgak nemus? by S
odl 2genie ben2gnych a mal2gnych kr| nl

metast 8z a branchiog®nnych clstPsa vzt
vygetrovan? patnheuant onet a®t 8szuosup e k nezn
nedoporul uje ot vorens chirur giizikdk 8 b i
di seming8§cie n8§dorovich buniek, naruge
konelnom dtsledku mtge viesS k eutnos
radioterapie [Arrangoiz etal. 2014)opor ul enl di agnosti cklI

zkl i ni ce&knedhoos k@ pi ck ®h o vygetreni a sl iz
trakt u, radi ol oenkoiblave) ioipsi®(ANAR) {Balm ptiala a
2010, Arrangoiz et ak014, Strojan et al. 201.3

Cystick8 kketasj84dgmivati ckej uzline
hi stomorfol -giu nekeratinizuj “%ceho S
tonzil 8rneho krypt 8l neho epitelu ] e
prim8rneho orfofargngus k[Bhompsen et al. 1998.

Naj pravdepodobnejgZm zdrojom metast 8§z
karcin-m podnebnej nGar nadnl set alAD80Managdn8 z vy |
et al. 194, Verma et al. 1995, Thompson et al. 1998, Regauer et al. 1999,
Gourin et al. 2000Goldenberg et al. 2008/lorani et al. 2013, Yasui et al.

2014.

| munohi stochemickS§ expresia prote?
n8hr adnl higmigkr KR rinfekcie vor of arynge8l nych Kk
[Venutietal. 20lPPozi t2vna expresia pl6 vgak

~

pre HPMas oci ovanl orof avyNg&&lpriPkto aa i n -
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podporenie predpokl adanp®&h?op aodreo fcyyrsatni gcek
metast8zy potrebn8 dieNekapat phrdt d mno¥
potvrdili, ge poégFainty?2 vahlek azkrHm\é | v c

sol 2dnej met ast 8ze skvamocel ul 8rnehc
v orofaryngu[Begum et al. 2003, BMofty et al. 2008, Weiss et al. 2011, Park
etal. D12, Yasuietal.20}4. V zhode s publi k8ci ami

nagej gtwdii potvrdiploizip2vagcwgetylsi ¢l
v orofaryngu. Navyge, u oboch pacient
ng§jdenl nebol B®Bogme ramdpeadkntalldon dsni m
orofaryngu, keNge iglo o pl6/ HPV poz
priazni vl priebeh dphdeemndiok,onva jedno
onkol ogi ckej i el by.

Ni e vge y cystick® metians-tnsoblagstr s kv a
hl avy a Kk u  vogfarkngup(o ckhp8othz3pg se z vget ky
met ast8zy orofarynges8l nyc fThol8pSdd etmah | Y4 t
1998 Regauer et al. 1999Pr eval enci a kr | nT chnoncyst i
orofarynge8l sé&hasmwmos$ gkt vipemygsu§imakT ch me:

vobl asti nazofaryngu bnoilekaodkd ciha On§p @p
[Gourin et al. 2000, Regauer et al. 1999, Verma et al. 18%mg et al. 2014

Vnajval gej gt Ydi i krl nlch cystickTl
nazofarynge8l neho kar cil[ihhompson8t@. 10981 =z o
Vnage,] gt Yadi i (s omnoho meng?m s¥boror
nonor of ar y nkgaer8&clovry -ghid %, prilom 12%so( 3 pt
zn8mym )ortgomil i metast §zy nHlzavmalrmng

etiologickIm faktorom naz? feanrdyemyg ec&llnce
oblastiach aanazof arynge8l nywelkkekaticninz mo¥bteh
infekcia EBV [Petersson et al. 20l56hsoci 8cimazBoBEVar gnge 8|
karcin-mom vgaknonereddgmi ckalkcS§pWestrdldnals tvi a c
2015, Petersson et al. 2015Navy gee k c @k §dh blod |t |
nazofarynge8l nydcdk § kmmEti ommos S HPV,
znazofarynge8l neho karci n:- mup oNzaiydlg2iv np o1
cystick cime t a @yag et al. 1993, Hording et al. 1994, Giannoudis et al.

1995, Rassekh et al. 1998, Punwagaeal. 1999, Tung et al. 1999, Mirzamani et

al. 2006, Maxwell et al. 2010 Lo et al. 2010, Laantri et al. 2011, Huang et al.,

2011, Deng et al. 2011, Barwad et al. 2012, Singhi et al. 2012, Robinson et al.
2013, Lin et al. 2014, Dogan et al. 2014, Starkret al. 2014]JU d § v dRVS
pozitivitavhaz of arynge8l nom karcin-mezmeda?ges
0-100%) a je z8visl8§& od gtudovanej pop
HPV. Akvip &l ohpeen®ze nazofarynge8l neho |
vs ¥l asnosti niepagej Yol vueéi ) asSd®prawnga § lo
karci n- mami sme dok8zal. pr2tomnosS t
viedinom pr2pade (vi N kapitol a 6) . P
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cystickg s met astn8azzao f a8y nm'e\8d chom kar ci

mi ni m&lage jv popul 8ci i, veOmi nzzka.
5.26.Zaver

Viretrospekt?2vne,|j gu 4dg ii n as mey sptoitcvkride
skvamocel ul §r neblash hldvyaa krku ne- amw a gve | popul
asociovkani8ni cky WPV-alkoeocl mvanl m orofar
karci nPmbdani e testu EB&ER dt kazsi EBV hyl
vpr 2 p E6MHBV-npga 2ey aystickejme t aysnt! amav e j | ast i p
odhal i ShazofanyinguBk vamocel ul 8rne karci n:- my

koga) sa migu vz8cne prezentova$S cyst.i
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6. HPV aEBV vnazofarynd&eadalcn o dnoreendemickej
vwchodoeur 6pskej popul aci i

6.1. Ci el e préace

Nazofarynge§INP@a) jkear tant & nmael kitgonriltcat
| asti atBbulseoetahodng Czi Sevetrmé&d mf rvika
srol nou i nrii@letnar Towh vo b [Thosnpsona200, Lietg 1 : 4
al. 2007, Carle et al. 2012, Petersson 20d5].k ar ci nogen®ze nazo
karcin- mu hr S8EpsteinBa gi ¢ Vie(FBY)0lh pagientov z
endemi ckTmohg®®Y ad bR §AWHBp rv2 pdadb majm v
nazofaryrka@ae&limyano c h n etikpa MParez0ONn d @ §§ g Z:c eBh
2007,Petersson 2019;sao et al. 2015Na r oz di e | od endemi
nazofarynge8l ny kA Bpiannichoz § poy-ulvgci
endemicklc,s obl a®tui ankti de.MAsioci §<ih ©Ia
vkr aj i nn&czhk o uws I ncvik@demdcii mu zug Yci ch na:
karcin-moch ni eenjdee nmiackks cgwesrigt alafkil®, avc h
Petersson et al. 2015]Na vy goel,et p® @& damiec k4 € h a |
endemi ckT eh stoibll iaksa rjicei ndypest ®z enazof ar yn
karcin-mov mohl a zoh(T§an at®l. 1993}dordimg et n f e k .
al. 1994,Giannoudis et al. 1999Rassekh et al. 1998, Punwaney et al. 1999,

Tung et al. 1999Mirzamani et al. 2006, Maxwe#t al. 2016, Lo et al. 2010,
Laantri et al. 2011Huang et al., 2011Deng et al. 2011, Barwad et al. 2012,
Singhi et al. 2012, Robinson et al. 2013, Lin et al. 2014, Dogan et al. 2014,
Stenmark et al. 2014

Nazofarynges8l ny k a r ctumor- anradjoterapia gdi 0 S
gtandardnou s% asSou terapie vo vgetk
et al. 2014 Lee et al. 2015 Viac ako 30%p aci ent ov vgak mS§
| i el be | akaorekgirem&linu al e bo k@il ntea mtork® ¢

ochoreni e j e | i el en® k ombi nowaaantoiuc k ®h
ochoreni e paliat2vnou chemoterapiou.
ochorenia je vgak nz2zke, progn-za | e

[Tsang et al. 2014, Hutajulu at. 204, Lee et al. 2015RibassinMajed et al.
2014.

Prognezapetuti ck® postupy a preven
bud¥%cnosti mohli 12giS podOa toho, |i
jeHPV-asoci ovarsio,ci BRAaNT , alw?brou sboerm. aMaopri
pr2tomnosv® BERWtklich ng§doroabolki dwarkigo
karcin-moch poskytuj e i ehliekeSibbmatznar 21 e g
EBV (napri munoterapi a, @ouisegtaln2010,Lcekag 2005 e | b ¢
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Lee et al. 201p HPV-asoci ovandfmar yhkge &8l nymom by
mo hl o pred?2 s St aonlokvoevnaine2 mpr 2t omnost i E

y ge 8§l ntakmv khudorgoedtyiIt megi tT m
2ynym a prognostickIm parametrc

Nazofarynge8lny kakejnam]|ijekadjcspop
ochorenies o gt andar di z ov¥lana ©00,0000 b g iv ch dGeaDio o/ u

| . 1w gek et al . 200%As0bi Bai @t nadaf ax
kar ci ieBWwaHP$jeV es k e a sl ovmdswmtnejz nBon@u |
Vretrospekt 2 pratevjy goett*adilii  spme? t osmthb e Se HF

| eskT ch a s ovse nnsakzlocfha rpyancgi ee§nltnoyvm Kk ar c i

Za Yl el om porovnaniia emd&@ginymi v I¥sllag drk
zistili | i m8 metodi kasodamnék dinec-i Y c |
asociovan®ho nazof ar wrnydgkelan @ h om ekivaaraciian
kt ou ®8vzad st “apepioa i EBWnycCh nazofaryngesé
HPV-pozit2vnych karcin- mov detekovanT'c
pozit2vnych koavracniinc-hmow 1l 6d kislep kaukarskej) 2 m v
popul 8ci i

Grafll-Easovi vIivoj hrubej incidencie (f
obyvat maalityn azaof arynges8l he@ekareipumbmu k
C11 = ZH nosohltanu = nazofaryngu —-# Incidence
Miuoj v Caze - Mortalita
080
Zomo |
I:. -
SoED

1
= =
= o
o b

T T

Pocet pfipadd na 100
o
[ ]
T

EdPDJ dat 0z1s Cr
T 17T 1T 17T 17T 17T 1T T 1T T1 T 1T 171
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6.2. Mat e r mefotlika a

6.21.Vy ber pahciisetnotloovg,i cké a i munohi stoche

Pacientii mmazof arynges8l nym ki adrecnitni -f mokno v
vdat abgatachogi ckdebchhdslebemdskichterci
typu (FN J. A. aUeiivnearnzai t FhrS8e gnoevmoc naca L.
privs8tne{Mpaitoyt gspokol v&KogieeyeOk¥ | a
ng§dorov hIavy a kr kdiokdpgyh odh ®hro? Bd do\e)
Krg§lov® (19 msipgddovpy alivhnlich glia:
(Bioptick§o|aBszaRmeroﬂwb«bryo I dentél f i k o\
pr2padov di agnosi997zR0d4 aNbhclpovvrdkoch d
zrevi dovan® ®&hjeemaktyeexodzd?sntrouvp® NoSrdeopwdyr 8t vy .
kl asi fi kodvam @ k udp nnek(ir)at i ni zuy SatanesS
diferencova® h onedderencova®@h o v pa(iiant ker atn anli ggiug Yac
vzg8§cne podtypy SCC (napr. bazal oi dnT ,
savs Yabor e nevyskytoval.

N a imunohistochemka@@@Wg@pbﬁme@j@@
reprezentat2vny paraf2novl bl ok a b
vygetreni e pootup &mkakio kdpitble 52.luveden® v

6.22PCR vySeitm esniiteu hybridizaci a

Vygetreni e bol o vykonan® rovnakIl m
vk api th@P.§52I8.

6.23.Met aanal yza

Gt Ydi e ktor ® r eap 6 r b U e REBV a ptdB V
vhazofarynge8l nych karcin-moch ndbol i
str 8§rmkEaDdH NE/ PubMed pougit2m rt*znych |
Aasopharyngeal carcinofjatuman papillomavirug a AEpsteinBarr virusi .
hal gie relevantn® pr8&ce bolvingijdemticthi
publ § &«la bpdhad prevalencie EBF soci ovan®ho nazof e
kar ci rk-amik avz s k e j popul 8ci i bol i do met
ktor® udgval. v e Otk Yo s eSmiosz Yk B WIN v @ h kar
vkaukazske] Prgvadepciel BRMiazi t 2 amyae¢m - nkov b
stanoven8 samaetfatmme aplVse HMHE\Rpoatizitu t i v i t
defi novangd @/oimo coiueeu hybridiz8ci
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u nazofaryngesS§
i

Prevalence EBVaHPY oz i ti vi ty
odhadnut § paomelcloa gnep @u ¢ i-effecs” atrardlen ov "
effects" implementovanlch v SW MedCal c
Sofware, Ostend, Belgium). "Fixedf f ect s" model j e zal og
ge jednotliv® gtvdi e poukazuj ¥% na S

pomocou semad§tz,§c kim "random effect
geskut ol n® jedcerkatgltizsdiicshch odl i guj % a ¢
v8genim priemerom hodntt zistenlch v
jednotlivich gt¥di?2 a odhtadwa n®%hs mnall

hodnot ami Cl 95 pomocCOou Ie~snTch graf o
v8gen®mu vplyvu jednotlivlich gt¥%di?2.
gt “udi ami zahanatl mi bobameéeatovang8 s pi

Q a 12, V Kredpyadbooclha pr 2t omns§ het er o
vi sl edkaonwvalmez apougi |-effecsbdel vy "random

Na zhodnotenie ¢gtati st iprevalengi HPM z n a m

aEBV medzi §mun@ mi & ol pvoexdi it nT . NBiesher
zhodnoteniggt at i sti ckej vbenemeoas®horeekliem
a genami ap areeidtz? v nEyBWig ad 2 EBY mi pacient |
Welchovtt est . -Ngeénha&awyyps%u dvojstrann® a r (

signifikantn® ak je hodnota p < 0, 05.

6.3. Vy sedky

SWwbor tvorilo 62 pacventeky 48 &g ed
Priemernllaswekdivagn:-zy bol 64, 2 6lr okov
karcin- movma( 8, éhéon f ol - gi u nekeratini:
karcin-m mal mor f ol - dnunohistoehenaiaky boliilba u j %c
jeden pr2pad pl6 Poztomumygnd ¢ HP¥ R pade
dok8zans§ pomocou DNA i n situ hybrid
pr2tomnos Bo rHPOM1gi cky sa jednalo 0 n
Rev2ziou rhadin®&ll egiowvkT bol a potvrdens§
vhazofaryngu. Zvygnlchne®ght 2pwrryald oy 3 b
vykazovali f 0 K78% nluu neixepkr)e.sni adg &t Kwnep 1Br -
bol i z8§roveR HPV negat2vne proi vyget

pomocou PCR.

EBER in situ hybridoz®&aojiea kboha ngo
bunk853h pvr 2 padoHPY-p dBiSt, 5Wa)y p rnPepgaadt 2bvanly .
HPV/ EBV status agdekbghapregbk@®doehar akt
zhr viia®u @k eTaduOke 3
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Tabul k-aDe2nogr afi ck ® a kIl inickopatol og
pacientov

Mu 7 i Zeny P-hodnota
N 49 13
Pri emeNSD vek|45 5N13|535N18, 4/0.18
PleGpozi t2vne 0 1
Pléenegat 2 vne 49 12 0.21
HPVISHpozi t 2 vne|l0 1
HPVISHnegat 2 vne|l49 12 0.21
EBERpozi t2vne 43 10
EBERnegat ?vne 6 3 0.38

Tabul k&i 8t ol ogi ckkHV/E®BWN yspt ag us 62 naz
karcin:- mov

WHO typ EBV-pozi ttHPV-pozi t i VEBVIHPV-negat i
Keratin z uj %c|O 0 1(1,6%)
Neker at i n|53(855%) 1 (1,6%) 7 (11,3%)

Mugsk?2 pacient. mal i asne gdg i agpnr-izeyme a
avyggi e zasipdpiemdenykeBV karcin- mov, to
gtatisticky -nelganamm®. pBEM ent i vgak ba
rokov) ako EBVp o ani t(30,2 rokov) & ent o rozdi el bol

signifikantnl (p=0,0298).
Zhrnuti e publ i k8ci 2 ktor® zodpov

(popisuj ¥%ce vi-skogdi aPavnlacjh EnBavz of ar yng e
vi §mci jednevT pubOKk «t§kdhel_@as|SI §nkov, kt
viskyt EB&soacidRMnl chk&akaiskenovpawpul
pougit8 na Nal gie spracovanie metaanal

Met aanallzou 1'smych gt Yad-pozitivitu kt or
vhazofarynge8l nom kar cilancianEBVphoozlia 2 wcly &
karcinkmokawzmskej poplwmlb&icdkiar abfa). damiP 26 (
zi stem®®»zEBV Vita v 85,5% nazofarynge§8lI
signifikjamtske! rl 2pygddmken8emi ekhkcbanobil asgt

Metaandl za piatich gt ¥%di-poziktiovi® up oge fs
pomocou PCR(Gryleagtenoah gt ¥%di ?, -ktor G
pozitivitu definovan%u p dmddGeald i1HEBIcd /ei
vnhnazof ar y nkgaerS8clinny-gploientov kaukazskej ars y dok 8z al
signifikantn¥% het en*dodeotoi>F5% ampodnptami ¢t Yad
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0,

0018 a

vkaukazskej

Tabul

0,
p olpud 8kcy S

k-aPr € h Oad
vhazofarynge§I

0001.

| 1 8n
ny &€ mc

Sk tptoalint ® v nzyacsht Yakearn
.@d lkeda dn nte@n

oV popi
ajednemophbV

Suj Yci

c h
k §8ci

Autor Pocet pr i pad| Metodiky detekcie EBV pozitivita (%) HPV pozitivit a (%)
popul dci e) EBV/HPV
Tyan 1993 [ 30(VT chodn § PCR/PCR 30/30(100) 14/30(47)
C z iTaiwan
HRr di n| 38 (23D § nlb Inuii) PCR/PCR 10/23(45)D& no v 4/15(27) D8 no v
1994 15/15 (100)nuitov 0/15 (0)Inuitov
Giannoudis | 63(Gr ®c i PCR/PCR 20/63(32) 12/63(19)
1995
Rassekh 17(n e z nN)§ ma PCR/PCR 15/17(88.2) 9/17 (52.9)
1998
Punwaney | 30(6k a u k aZ s2kn8 k PCR/PCR 10/13(77) celkovo 7/30(23) celkovo
1999 amer,i2Z k 8 5/6(83)k aukazsk§g36(B0Okaukazsks§
korejsR8/12n 57(71)8zi j sk§ 424 (17)8zi j sk §
Tung 1999 [88(VT chodn§ )CZ PCR/IPCR 73/88(83) 45/88(51)
Mirzamani | 20(Z§8padn§ )Czi| ISH/ISH 19/20(95) 2/20(10) HPV 6/11
2006 2/20(10) HPV 16/18
Maxwell 5(@k auk ak8szki § s| ISH/PCR, p16 IHC 0/AO0)k aukazsk§8|44(100)kaukazsks§
2010 1/1(100)§ zi j sk§ |0/1(0)8zi j sks§
Lo 2010 30(19k a u k at5s k § | ISH/ISH,PCR, p16 14/28(50) 15/28(54)
§zi j Bikngg + IHC
Laantri 70(Severng Af r PCR/IPCR 70/70(100) 24/70(34)
2011 /Maroko)
Huang 2011 43 (PCRskupind + 46 ISH, PCR/ISH, PCR | 43/43(100) PCRskupina | 15/42(35) PCRskupina
(ISHskuping (VT chod 43/46 (94) ISHskupina 19/46 (41) ISHskupina
C z iTawan)
Singhi 2012 | 45(20k a u k alds k § | ISH/ISH, p16 IHC 34/45(76) celkovo 4/45(9) celkovo
§zi jlsakf& oa mar 10/20 50k au k az s k| 42020k auk az s k §
StrednT,1VTch 11/11 (1008 z i j s k §
hi spBnsk§ 10/11 (Q1)a f r o a mer
2/2(100)St r ednT
1/1 (100hi sp8nsk
Robinson 6734k au k a¥’s k 8 | ISH/ ISH, PCR, p16 | 47/67(70)celkovo 11/67(16) celkovo
2013 82z i jl14akf8 o a m2r| IHC 17/34 50k au k az s k| 9/34(26)k auk az s k §
severogafrick 16/17(94)8 zi j sk 8 |[2/14(14)afr oamer i
12/14 (86)a f r o a me r
2/2(100)s everoaf
Lin 2014 868 z i /L 3 ki1B8 ISH, PCR/ISH, PCR, | 83/86(97)¢ i ns k a 0/86(0)¢ i nsk a
amer (7t8z8 25 k § pl6IHC 93/104 (89p mer i c k| 5/104 (5)amer i c k &
kaukazasfkr8 a me 74/74 (1008 zi j sk 8|5R24(21)k aukazsks§
3hi sp8meka§m 14/24 58k au k a z s k
2/2(100)af r oamer
3/3(100hi sp8&nsk
0/LOnezn8ma
Dogan 2014] 90 (56k a u k a4 s k § | ISH/ISH, p16 IHC 53/92(58) 6/63(10)vgetci ka
af r oa mskupina k 8
1981-2012;n e z nana
skupinu 19561977)
Stenmark 61 @5k au k a2 s k 8 | ISH/PCR, p16 IHC 26/61(43) celkovo 18/61(30) celkovo
2014 afr oam®e8zicjRs8k 16/45 36k au k az s k| 17/4538k au k az s k &

StrednT) Vich

5/9(56)af r oamer i
4/5@80)8 zi j sk §

12(50)St rednT

1/9(10)af r oamer i @
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Tabul kZast Yupepiogi EBVYVnych nazofarynges§
kaukazskep opul §8ci i

Studi a StandgzZast Gpeni|l95%Cl
4 odchpozitivny

pripadov

(%)
Hording, 1994 23 43.5 23.2-65.5
Giannoudis, 1995 63 31.7 20.6-44.7
Punwaney, 1999 6 83.3 35.9-99.6
Maxwell, 2010 4 0.00 0.00- 60.2
Singhi, 2012 20 50.0 27.2-72.8
Robinson, 2013 34 50.0 32.4-67.6
Lin, 2014 24 58.3 36.6-77.9
Stenmark, 2014 45 35.6 21.9-51.2
Celkovo (fixed effects) 219 41.9 35.4-48.6
Celkovo (random effects) | 219 43.8 33.4-545

Graf -EMeltzaanal 1l za preval ennaczioef aEB Y g @®l:

karci kam& awz s k e j

Meta-analysis

po

Hording, 1994 — .
Giannoudis, 1995 ——
Punwaney, 1999
Maxwell, 2010 =
Singhi, 2012 —_—a—
Robinson, 2013 ——
Lin, 2014 e —
Stenmark, 2014 —B—
Total (fixed effects) B
Total (random effects) i
| i | s | L | 1
0.0 0.2 0.4 0.6 0.8
Proportion
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pul §ci i

Test for heterogeneity

Q 16.2669
DF 7
Significance level P=0.0228
I* (inconsistency) 56.97%
95% CI for I* 5.41 to 80.42




Grafl1l3éd Met aanallza preval emmziod aHPNVg el

karci kam& awvz s k e j popul 8ci i detekovanej
Meta-analysis
Hording, 1994 _—
Giannoudis, 1995 ——
Punwaney, 1999 -
Test for heterogeneity
Maxwell, 2010
Lin, 2014 —a—
Q 17.1450

Total (fixed effects) - DF 4
Total (random effects) ——— Significance level P =0.0018

. | | . | . I? (inconsistency) 76.67%

0.0 0.2 0.4 06 0.8 1.0 95% CI for I? 43.26 t0 90.41

Pronartion

Gr af ¢ Metlstanal Tza preval emraziod a HPWVg el

karci kam& awz s k e j popul 8ci i sdettue khoyvbarniedji
Meta-analysis
Maxwell, 2010 -
Singhi, 2012 ——
Robinson, 2013 —
Test for heterogeneity
Dogan, 2014 E =
Q 21.2752
Total (fixed effect
otal (fixed effects) ‘ DF 3
Total (random effects) —el— Significance level P =0.0001
T N T R I? (inconsistency) 85.90%
0.0 02 0.4 08 0.8 10 95% CI for I? 65.47 t0 94.24

Proportion

6.4. Diskusia

Dt | egiettlimil o daktorkiinmiz of ar ynge&§!| rseh o k
environment 8l ne kar ci npoogl®ncyy,k | ma& xk®. uii
vyskytujpseccer azan§ch konzervovanitczhnepor
chemi ckr® (napi gommaldehyd avi pary vzni kaj %ce

vpodmienkach s edost at ol nou ventil 8ci ou, proi
artzne bylinkov® pakpargay? vmneyg? mad®:
sur |l it 1l mi HLA hapl otypmi maj %2 zvl gene

karcin - m{Thompson 2007Liu et al. 2007 PerezOr d o 1 e zPet@&<3dh7 ,
2019. HI avni m eti ol ogi c kihfekciafEB\K atoa o ma jj re2
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vendemi ckTch oblastiach (Juhovichodng§
vicj8dverng AfJi ka,k ahrcknrelksrat i ni zuj %
AsociNBGQasEBY vgak nie pomemndd&mdi oHiralkn&b v
avkarcinvamo¢clmRnsnou morfol - -giou. §lavyge
vkarcinogen®ze | asti nazofarynges8l nyc
infekcia HPV [Tyan et al. 1993, Hording et al. 1994, Giannoudis et al. 1995,
Rassekh et al. 1998, Punwaney et al. 1999, Tung et al. 1999, Mirzamani et al.
2006, Maxwell et al. 2016) Lo et al. 2010, Laantri et al. 2011, Huang et al.,

2011, Deng et al. 2011, Barwad et al. 2012, Singhi et al. 2012, Robinson et al.
2013, Lin et al. 2014, Dogan et al. 2014, Stenmark et al. 2Rld]por t ov a n :
HPV-pozitivita v nazofajregengge8knyoaldl kar c
( Yd arjoez nve-10@%) O

Pl el omet aanal l z bol o odpaodn%S vnyae
nazofarynge8lnkaebk&askejn:- mopulv8ci i a
vud8vanejpozHRVvVvite ] e zodpovedns8 me
Met agmaniT (pougit2m Arandom efect s m

pozit2vne karcin-my detekov3®h®(CIp5o mo c o
16.958.0%) aHPV-pozi t 2 vne dehekowmwam® pomocou

hybridiz8gci e t 6Fri6&) .31 KeNgedd® bé k@ iur
publik8ci? vykazovails Wi%apmé: tlee emety
visledky naznaluj %, e existuj¥% dve a
| 2 gi ace vi znlaamomi nld@¥ n ®&z e nazofaryng

Zast YVapenpoezi HRWnych karcin-mov dgetekov
v g avke O mi p @dad oondrel® vreportovanej prevalencii HP\preto
pravdepodobne nie g odpovens§ met o d, dteaza balielg k ci e
vpreval enci i bud?¥s zodpojveedma&®p ri .n ®e tf mikd i
p op u lalgbo bbelobiekt or om bol a ./t %diea kgyty Yndsirgeer) |
naznal un®%gejge popul 8ci i I nfekci a HPV
vpat ogen®ze nazofar gmmgettd medhoS8HGEHr EB Vi -
pr2padov sa nsSghapaéientove e npdoednoibcgk T Temto o b | a ¢
z8ver (aj keN vych8dza z Yem8t pPvmkt m
vizndmmy pgepadeozHPtV2 vnejnemert§any tm§ oy i g 0
pt vomlet aysvin®&z of ar yngu m8 |aadiagmostikivldiegelobdu b n
nutn® zameraS na2dhliaaSnagofchr pyagu .ent
vhodni mi kamdi®d $tprhis adicker® | p eEBBY.Z § zo v e R

j e mogn® val|l ginu bpyacimoemti dwr opvod Sas k M a
vygetr en?2 nEBY DNAtvp exn D § ® [Patergson RO15] |

Prognost i ck I-poziiitgvnaamz oHRY ynge 8l nych |
j e na rozdi el od kar cHuanga@w!| or diok 8y m@ag
v35% nazofarynge8l nych karcin:- mov, al
HPV-pozitiviiou agt 8di om ochoreni a, rekurenci uae
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[Huang et al. 2011]. Robinson a spdd. k § z a FpozithitPWL 6 % pr 2 pad o\
[ m

HPV-st at us nebol asociovanl s cel kov

VNal gej gt Yadi i porovn8vaj %cej | dvekipo
pacient) bolaHPMp oz i t i vi t apizaitsitcenn 8 oi bla0O 5v a mer i
(1l 2nski paci enRVvin e gbaotlaiopnv)y etebiol aH asoc
Spr oguw - Americkk pacientt EEBV-negat 2 vnymi vkgaarkc i n -
vykazovali trend bhor gi emu [pim etk 20B4n V@t Yadi i Doga
aspol. bolo HP¥Ypozi t 2 vmyoOc hkaY czn- mov (3 al e
orofaryngu) . Cel wow®t pvegeé khampiaeci eiRPVoOV

HPV-negat?2vnych, EBV/ HPV negat?2vni pac.i
preg?2[@aganieeal 2014). VNal g e | pr 8po zibto?l von yHdmhV
kar ci 1118 poo6y. Pacienti HPV-po zi t 2 EBVHRN-neagat 2 vny m
ng8dor mi ma l i hogiu | okoregion8l nu Kkor
cel kov® preg?2 veEBu-pezakdv pymi[Sténaniak istn - ma r
al. 2014]. Vi sl edky t T cht o §getHRApozitivitanva z na |
nazofarynge$8Il myiceh jkea racsionc-i nmovcahnSp rs§ vineyp g
staging ochorenia (nazofarymowzvs?2voel
karcin-mu prognos8tia kd¥% vi ganka m. i riii tedt wa I
z§8veryrognostickom vizname pe&WVvIvdinSs du
valg2ch gt ¥di 8ch.

6.5. Zaver

Zd8 san,ag®e¢ wopul §ci i infekcia HPV
vpatogen®ze nazof arNaaopeaSk ,nerma rkazdciial r
endemicklch obl ast 2, sme vo va&|lgine p
pad ent i sY% potenci 8l nymi kandi d§&8t mi n a

[Louis et al. 2010, Li et al. 2015, Lee et al. 201Biiebeh ochoreniatuT ¢ ht o
pacientovj e mogn® monitorovaS kvantitat?2
DNAvper i f ®r[Reterssonk2016]i Pr avdepodopobpisiS2 v
met as tnSzzan § me h o o r i gblasti pazafahyiggd Zzea nw azy e |
popul 8cii mal §.
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