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A Kajenje

A Alkohol

A HPV (oropharynxbnosnisinus)
A EBV (nasopharynx)

A Ostala reflux (GERB)

A Neznanqori nekaterihbolnikin



Uporabnostv diagnostik
zasevky bezgavkameznanegazvora(origo ignota)

Oropharynx
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Prekanceroze
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Sinonimi

A displazija

A skvamoznantraepitelijskaneoplazija(SIN)
A skvamoznantraepitelijskalezija (SILSs)
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Prekancerozegrading
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Skwamozneintraepitelijskelezije
(displazijg

1. Nizkestopnje: razvojkarcinomav 2%pac.
2. Visokestopnje: razvojkarcinomav 13%pac.

3. Carcinoma Iin situiitraepitelijski karcinom):
O A U 2 KaZiibin 2endarne segapreko
bazalnemembrane inzatone zaseva



Displazija
nizkestopnje visokestopnje
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Normalna Hiperplazija Displazija Ca in situ Invazivnica
sluznica

Y | Y &/ Zani@ Gale N. Epithelial hyperplastic lesions
of the larynx. Elsevier 1995
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Adenolarcinom
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Tvorbamucina(intra ali TvorbaO t S btyikkuK(tubuli,
ekstracelulano) acirug, resice




Tumorjio f sfifavk
- benigni - maligni

AdenoidnoO A & kakcidomA
Mukoepidermoidnica
Epitelijiskemioepitelijskica
Mioepitelijskikarcinom
Karcinomsalivarnegaroda
Polimorfniadenokarcinom
T 1 £y adersKarkidoyh
Sekretornikarcinom

Limfom

A Pleomorfniadenom
A Whartinovtumor
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Pleomorfniadenoma Karcinomsalivarnegazoda
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Limfomi

A HodgkinoyneHodgkindimfom,f A YT I U A
levkemije plazmacitom

A Bezgavkénodalnilimfomi)
Aadadz-ORa&d2OAl GSR f & YLK
(MALT)pridobljeniMALT ¢linavke,
prirojeni (Waldeyerjev2 6 NP 0
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Tumorjimehkihtkiv in kosti

A Benigni:lip

om,

hemangiom
schwannomfibrom,
lelomiom, hondrom

A Maligni (sarkoml):

nondrosar
eljomiosar

Iposarkom

KOM
KOM

miksoidnifi
MPNST

prosarkom

A Benigni:osteom
osteoblastom osteoid-
osteom3I A Il yi2O
tumor

A Maligni: osteosarkom

Ewingowsarkom PNET,
limfom, plazmaatom
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Tumorjevne moremoin nesmemoopredeljevatina
osnovimakroskopské 1 t A \slke vy S

BIOPSIJfe nujnazaopredelitevtumorjev
(citopatologija histopatologij3.

Biopsijene morejoin nesmejonadomestiti
molekularnogenetskepreiskave
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dTherapywith the right drug atthe right dosein the right
patiente

Personalized CancerTherapy M(é)
%% ':

Molecular Profiling <. Prognostic Markers <.«

Markers predictive of drug \
sensitivity/resistance E

Markers predictive of ¢«
adverse events

Vir: https://pct.mdanderson.org/



PD1 =programmeddeath
1 receptor

A akt. limfociti T

A NKcelice

A makrofagi

A dendritié yc8ice

Funkcija

PDL1 =programmeddeath
1 ligand

A normalnecelice
A Agpredst celice
A akt limfocitiB in T
A tumorske celice

ARegulaijavnetnegaodgovoranainfekt
At NB LINB avieigmlingké&g®dgovora



InterakcijaPDL1natumorskihcelicahin PD1 naT limfocitih

!

Tumorskecelicepreko PDL1inaktivirajoT limfocite, zavrejo
imunskiodziv kar2 Y 2 3 gaddljnorasttumorja.

Tumor cell

Inactive cytotoxic T cell




PD1 inhibitorji (immune checkpoint
Inhibitors)

pembrolizumabnivolumah
cemiplimab

inhibirajointerakcijoPDL1na
tumorskihcelicahz PD1
receptorjemnaT limfocitih

LINS I:ﬂmrfbrélo\mcelicam da
dzo SmuAskemsistemu

2017: PBEL/PD-L1inhibitor;i
odobrenizazdravljenje9 vrstraka

Tumor cell

Active cytotoxic T cell

Anti-PD-1
therapy
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DOI: 10.1002/anie.200901917
Cancer Research /

The Search for Infectious Causes of Human Cancers:
Where and Why (Nobel Lecture)**

Harald zur Hausen*

=

Angew. Chem. Int. Ed. 2009, 48, 5798 - 580

Haraldzur Hausenc Nobelovanagrada2009
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Characteristics HP\/positive SCC HPV{negaive SCC

Medianage 50-56 years 60-70 years
Risk factors Sexual behaviour Smoking and alcohol abus
Lymph node metastases Frequently cystic Uncommonly cystic

Reticulated epitheliunof

Postulated origin invaginatedcrypts

Surface epithelium

Dysplasia Rare Often present
Morphology Commonly norkeratinizing Conventional SCC
Grading Not applicable Applicable

pl6 " :
Immunohistochemistry Positive Negative

Overall survival (3 years) 82% 57%

EiNaggarAK, Chan JKC, GrandisTdéRataT, SlootwegPJ, eds. WHO
Classification ofleadand NeckTumours 4" ed. IARC: Lyo&017



HP\poz. karcinomustnegaO NB f

HPV16 (8%), 18, 31, 33, 35, 39, 45, 51, 52, 56, 59, 68, 69, 73,
35-80%vVv ZDA13-20 %V nekaterihevropskihnR NO I @1 K
priY{ | ®ahkiK

ni povezaves kajenjemin dzO A @ lakoBdaY

povezavas spolniminavadami

palatinalnain lingualnatonzila y’ S LJ2 N2 O SrgoSdibhijg 2 6
zgodajzasevar LJ2 R NBazgavke

2 Rt hdg&efnaobsevanje
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AngKK, Harris WheelerR etal. HPVand survivalof patientswith oropharyngeal
cancer NEnglJ Med 2010; 363: 235
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DiagnostikaHdP\/poz karcinomov
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Patogenez&lP\/poz karcinoma

HPVintegracijav genomgostitelja
ekspresijavirusnemRNA
translacijavirusnihonkoproteinov
p2 NHzQ@n6Hsupresoskapot
virusnaké6 in E7inhibicijap53 inRb
prekomernoA I NJ 16 y 2 S

DNA in-situ hybridization b/
5 JHU

fo o i P16 immunolwistochemistry:‘(H :




DiagnostikdHP\poz karcinoma

ES. Prigge et al /Mutation Research 772 {2017 ) 51-66
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HPV-induced tumor HPV-unrelated tumor
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HP\/poz karcinom
nosnevotline in obnosnihsinusov
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HPWin sinonazalnkarcinom

2.y I 2 LJ2 Jakadias 2IDR NFadethdzatu
HPW 20-30 %sinonazalnintumorjev

HPV16, 18, 3133

V' S LI2 N2 O SigoSagihi P44 %)

LJ2 N2 O S isogazahP k5 (5%)

Novaentiteta: HPVpoz Y dzf O A F SsgihanazalhiA
karcinom

ostalitumoriji (papilarnj bazaloidn)
adenoskvamoznnevroendokrinkarcinom



HPV irkarcinomgrlain ustnevotline



Prevalena HPW karcinomugrlain ustnevotline: <4%

J Cancer Res Clin Oncol
DOI 10.1007/s00432-017-2481-8

ORIGINAL ARTICLE - CLINICAL ONCOLOGY

Prognostic implications of human papillomavirus status
for patients with non-oropharyngeal head and neck squamous cell
carcinomas

Huaising C. Ko' - Paul M. Harari' - Ryan M. Sacotte? - Shuai Chen® -
Aaron M. Wieland* - Menggang Yu® - Andrew M. Baschnagel - Justine Y. Bruce® -
Randall J. Kimple' - Matthew E. Witek’

Overall survival was significantly higher for patientgh HP\
pos versusHPVneg. nonoropharyngealSCC






