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Epidemiologie, rizikové faktory
Rozdily v bunecnem cyklu
Rozdily v imunitni odpovedi

Klinicke vyuziti
- deeskalace lecby u HPV pozitivnich
tumoru orofaryngu
- markery HPV pozitivity
- vyber |eCebne modality



Rozdéleni dlazdicobunécnych karcinomu
hlavy a krku (HNSCC) podle etiologie

* Hlavnim rizikovym faktorem je koureni a
konzumace alkoholu

» Typicky HNSCC pacient: kurak, pijak, nizsi
socioekonomicka skupina

* Relativhe novym faktorem jsou viry, predevsim
HR HPV (EBV u endemického NPC)



Sifeni HPV méni epidemiologii HNSCC

HR HPV dnes souvisi s vetsinou
orofaryngealnich karcinomu (OPHC)

Role u jinych lokalizaci nejasna
Stoupa incidence OPHC,
stoupa podil HPV+ pripadu ve skupiné OPHC

Stagnace nebo pokles incidence tabakem
indukovanych nadoru
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HR HPV onkoproteiny

Interakce onkoproteinu s ostatnimi bunécnymi
proteiny
— kontinualni bunecna proliferace
— neschopnost opravit moznem chyby v
genetickém materialu
— akumulace, aneuploidit, preskupeni a
mutaci

Kontinualni transkripce genu EG, E7 je
podminkou udrzeni maligniho fenotypu



Zpusoby uplatneni HR HPV
v kancerogenese

Integrace do oblasti E2
(ztrata funkce E2)

Jina modifikace se ztratou funkce E2
(mutace v E2BS, epigenetické modifikace E2BS)

Nahodna (?) integrace do hostitelského

genomu

(modifikace exprese genu spojenych s kancerogenezou,
delece tumor supresorovych genu, chromosomailni
prestavby, chromotripsis)



Klinicka charakteristika HPV pozitivnich
OPHC

Odlisny typ pacienta: mladsi, zdravejsi,

AL a4

Primarni HPV+ tumor ¢asto mensi

Prvnim pfiznakem muze byt zvétSena uzlina
(,neznamy primarni nador®)

Regionalni metastazy casto vetsi



Klinicka charakteristika HPV pozitivnich
OPHC

Pacienti s HPV pozitivnimi OPHC maiji lepsi
prognozu
LepSi prognéza nezavisla na zpusobu léCby

AL AN 4

Role ostatnich prognostickych faktoru nizsi
nebo chybi (regionalni metastazovani)



Straetmans JM1, Olthof N, Mooren JJ, de Jong J, Speel EJ, Kremer B
Human papillomavirus reduces the prognostic value of nodal

involvement in tonsillar squamous cell carcinomas.
Laryngoscope. 2009 Oct;119(10):1951-7

Sinha P1, Lewis JS Jr, Piccirillo JF, Kallogjeri D, Haughey BH.
Extracapsular spread and adjuvant therapy in human
papillomavirus-related, p16-positive oropharyngeal carcinoma.
Cancer. 2012 Jul 15;118(14):3519-30

Dahlstrom KR1, Calzada G, Hanby JD, Garden AS, Glisson BS, Li G,
Roberts DB, Weber RS, Sturgis EM.
An evolution in demographics, treatment, and outcomes of

oropharyngeal cancer at a major cancer center: a staging system
in need of repair. Cancer. 2013 Jan 1;119(1):81-9

Klozar J1, Koslabova E, Kratochvil V, Salakova M, Tachezy R.
Nodal status is not a prognostic factor in patients with HPV-
positive oral/oropharyngeal tumors.

J Surg Oncol. 2013 May;107(6):625-33



https://www.ncbi.nlm.nih.gov/pubmed/?term=Straetmans%20JM%5BAuthor%5D&cauthor=true&cauthor_uid=19650127
https://www.ncbi.nlm.nih.gov/pubmed/?term=Olthof%20N%5BAuthor%5D&cauthor=true&cauthor_uid=19650127
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mooren%20JJ%5BAuthor%5D&cauthor=true&cauthor_uid=19650127
https://www.ncbi.nlm.nih.gov/pubmed/?term=de%20Jong%20J%5BAuthor%5D&cauthor=true&cauthor_uid=19650127
https://www.ncbi.nlm.nih.gov/pubmed/?term=Speel%20EJ%5BAuthor%5D&cauthor=true&cauthor_uid=19650127
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kremer%20B%5BAuthor%5D&cauthor=true&cauthor_uid=19650127
https://www.ncbi.nlm.nih.gov/pubmed/?term=Straetmans+JM+et+al.+Laryngoscope.+2009
https://www.ncbi.nlm.nih.gov/pubmed/?term=Klozar%20J%5BAuthor%5D&cauthor=true&cauthor_uid=23192334
https://www.ncbi.nlm.nih.gov/pubmed/?term=Koslabova%20E%5BAuthor%5D&cauthor=true&cauthor_uid=23192334
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kratochvil%20V%5BAuthor%5D&cauthor=true&cauthor_uid=23192334
https://www.ncbi.nlm.nih.gov/pubmed/?term=Salakova%20M%5BAuthor%5D&cauthor=true&cauthor_uid=23192334
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tachezy%20R%5BAuthor%5D&cauthor=true&cauthor_uid=23192334
https://www.ncbi.nlm.nih.gov/pubmed/23192334
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sinha%20P%5BAuthor%5D&cauthor=true&cauthor_uid=22086669
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lewis%20JS%20Jr%5BAuthor%5D&cauthor=true&cauthor_uid=22086669
https://www.ncbi.nlm.nih.gov/pubmed/?term=Piccirillo%20JF%5BAuthor%5D&cauthor=true&cauthor_uid=22086669
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kallogjeri%20D%5BAuthor%5D&cauthor=true&cauthor_uid=22086669
https://www.ncbi.nlm.nih.gov/pubmed/?term=Haughey%20BH%5BAuthor%5D&cauthor=true&cauthor_uid=22086669
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sinha+P+et+al.+Cancer.+2012+Jul+15%3B118%2814%29%3A3519-30
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dahlstrom%20KR%5BAuthor%5D&cauthor=true&cauthor_uid=22736261
https://www.ncbi.nlm.nih.gov/pubmed/?term=Calzada%20G%5BAuthor%5D&cauthor=true&cauthor_uid=22736261
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hanby%20JD%5BAuthor%5D&cauthor=true&cauthor_uid=22736261
https://www.ncbi.nlm.nih.gov/pubmed/?term=Garden%20AS%5BAuthor%5D&cauthor=true&cauthor_uid=22736261
https://www.ncbi.nlm.nih.gov/pubmed/?term=Glisson%20BS%5BAuthor%5D&cauthor=true&cauthor_uid=22736261
https://www.ncbi.nlm.nih.gov/pubmed/?term=Li%20G%5BAuthor%5D&cauthor=true&cauthor_uid=22736261
https://www.ncbi.nlm.nih.gov/pubmed/?term=Roberts%20DB%5BAuthor%5D&cauthor=true&cauthor_uid=22736261
https://www.ncbi.nlm.nih.gov/pubmed/?term=Weber%20RS%5BAuthor%5D&cauthor=true&cauthor_uid=22736261
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sturgis%20EM%5BAuthor%5D&cauthor=true&cauthor_uid=22736261
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dahlstrom+K++An+evolution+in+Demographics

Dusledky odliSnosti HPV pozitivnich OPHC

« Zmena N klasifikace pro HPV+ OPHC od
roku 2018

« 8. vydani UICC (AJCC) klasifikace

* Diskuse o desintenzifikaci (deeskalaci) leCby
u HPV pozitivhich OPHC



Oropharynx p-16 Positive
Clinical
/X Regional lymph nodes cannot be assessed
No regional lymph node metastasis

N1 Unilateral metastasis, in lymph node(s), all 6cm or less in greatest

dimension

N2 Contralateral or bilateral metastasis in lymph node(s), all 6 cm or less
in greatest dimension

N3 Metastasis in lymph node(s) greater than 6 cm in dimension

Note
Midline nodes are considered ipsilateral nodes.




Oropharynx p-16 Positive
pNX Regional lymph nodes cannot be assessed
pNQ No regional lymph node metastasis

pN1 Metastasis in 1 to 4 lymph node(s)
pN2 Metastasis in 5 or more lymph node(s)
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Stage (Oropharynx —p16 Positive)

Clinical

Stage 0 ] NO
Stage I NO, N1
Stage II N2

NO, N1, N2
Stage III N3

Any
Stage IV Any N

Pathological
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Stage IV




Tonsillar cancer, N=109,

HPV DNA+ . . .
Disease Specific Survival

“1 . HPV DNA-

I HPV+ nonsmokers

HPV-}- smokers

1. HPV-smokers

00DSS

I I | |
000 500,00 1000,00 150000

Rotnaglova et al. Int J Cancer, 2011




Lepsi prognoza HPV pozitivnich
OPHC

Patrne dana rozdily genetickych drah
kancerogenezy u HPV pozitivhich a tabakem
indukovanych tumoru.

HPV pozitivni tumory mohou mit méne nebo
odlisné geneticke alterace, které mohou vest

K lepsi odpovedi na leCbu.



Seiwert TY et al. Intergrative and comparative
genetic analysis of HPV-positive and HPV-
negative head and neck squamous cell
carcinomas. Clin Cancer Res. (2015)

e —

: '.r'.:'-ll L JI:IIE:IIIIEI w1 1 el el _ -_ -

H w_ N I | .
1% ] 1Y i | | |
1 AEN | il

The mutational makeup of HPV-positive and HPV-negative HNSCC
differs significantly, including targetable genes



Lepsi prognoza HPV pozitivnhich
OPHC

Muze byt zalozena na stimulaci imunitni
odpovedi nhamirené proti virovym
antigenum na nadorovych burikach

Experimentalni vysledky ukazuji nezbytnost
imunitnich mechanismu pro zlepSenou
odpoved na radio a chemoterapii u HPV
pozitivhich tumoru

Williams R, Lee DW, Elzey BD, Anderson ME,

* Hostager BS, Lee JH

Jul;31(7):911-8

Head Neck. 2009


https://www.ncbi.nlm.nih.gov/pubmed/19283850

Rozdily v imunitni odpovedi mezi
HPV+ a HPV- OPHC

OdlisSna systemova odpoved i mikroprostredi v
nadorech HPV+ a HPV-

HPV+ nadory maji silnéjsi imunitni odpoved’

HPV16 specificke vyssi infiltrace CD8+
CD4+ a CD8+ jsou T-bunkami

casteéjsi v periferni Heterogenni infiltrace
krvi pacienti s HPV+ radou T bunék
tumory nez u HPV- reaktivnich na rizné

nebo kontrol epitopy HPV EG6 E7



PD-L1 exprese u SCCHN

« U nadort hlavy a krku byly pozorovany rizné hladiny exprese PD-L1 [']
— silny trend smérem k vyssi PD-L1 expresi u HPV+ nadoru (P=0.08)[

Nadory s PD-L1 expresi*

Studie Primarni misto
Celkové HPV+ pripady HPV- pripady
Strome et al Ul Eevfiny hypoph_arynx, 24 66% NA NA
larynx, paranasal sinus
Ukpo et al Oropharynx 181 46% 49% 34%
Badoualetal ~ Ordl cavity, oropharynx, ¢, 52% 63% 40%
hypopharynx
Lyford-Pike et al Oropharynx 27 59% 70% 29%
Cho et al Oral cavity 45 87% NA NA
Zhang et al Nasopharynx 59 68% NA NA
Hsu et al Nasopharynx 25 100% NA NA

* Variability may be due to differences in detection methods, as well as differences in anatomic sites.

Abbreviations and reference can be found in the speaker notes.
Adapted from Zandberg et al, 2014, Oral Oncology. [l



PD-1 a HPV u nadoru hlavy a krku

HPV+ nadory HPV- nadory
> Il '+ Exprese PD-L124 + Horsi Klinicky \
vysledky!'] "+ TILs exprimuji PD-1124! vysledek!"

 PD-1+ TILs jsou
spojeny s lepsSim
prezitim[!

 Inhibitory drahy PD-1
prokazuji i¢innostl67]

« Existuji dukazy, které podporuiji roli drahy PD-1 v perzistenci HPVI2]

« HPV status se stava dtlezitym faktorem ve studiich s inhibitory PD-1/PD-
L1 (napf. pro analyzu podskupin pacientu, kritéria pro prijeti atd.)":8l

1. Ang KK et al. N Engl J Med 2010;363(1):24-35. 2. Mirghani H et al. Int J Cancer. 2014. doi: 10.1002/ijc.28847. 3.
Feldman R et al. Poster presentation at ESMO 2014. 1019P. 4. Malm |-J et al. Head Neck. 2014. doi:
10.1002/hed.23706. 5. Badoual C et al. Cancer Res. 2013;73 (1): 128-138. 6. Chow LQ et al. Poster presentation at
ESMO 2014. LBA31. 7. Fury M et al. Poster presentation at ESMO 2014. 988PD.



Klinicka relevance lepsi kurability
HPV pozitivnich tumoru

!

Desintenzifikace (deeskalace)
terapie

Aniz by doslo ke zhorseni zatim velmi dobrych
vysledku IéCby HPV pozitivnich nadoru



Duvody snizovani intenzity leéCby

* Dnesni standardy vychazeji ze starsich
studii, ktere zahrnuji prevazne HPV
negativni populaci

» Toxicita akutni a pozdni (mucositis,
dysfagie, xerostomie, zubni komplikace,
hypothyroidismus, fibrosa)

* NizSi vek pacientu, delsi preziti



Vyber pacientu pro snizeni intenzity leCby

» Definice HPV poazitivity, standardy
* Rizika z nespravneho zarazeni

* Markery HPV infekce
- vhodné pro klinickou praxi (invazivita,
obtiznost provedeni, naklady)

- nejlepsi mozne vyjadreni zapojeni viru
do kancerogenezy



Markery HPV infekce

the fact that HR HPV DNA is
present in the tumor does not

necessarily imply the etiological
involvement of the virus in the
cancerogenesis



RELEVANCE HPV INFEKCE

The theoretical ‘gold standard’ test for
oncogenic HPV infection is the
demonstration of

transcriptionally active high-risk
HPV
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Zjistovani pritomnosti
(transkipcne aktivniho) viru

PCR HR HPV DNA detection (tumor,
oral rinces)

In situ hybridization

Overexpresion of p16 (IHC)

Absence of detectable p53 (IHC)
Presence of HR HPV E6, E7 mRNA

Seropositivity for HPV 16 E6 /E7
specific antibodies



Detection of mMRNA

* Difficult in routine biopsy samples that
contain degraded RNA molecules.

 RT-PCR assay for HPV16 E6*| mMRNA
developed specifically for FFPE material

(Smeets SJ, 2007)

* In clinical practice, an HPV testing strategy
needs to be effective on formalin fixed
paraffin-embedded (FFPE) tissue samples



p16 jako marker HPV infekce

E7 protein inactivates the retinoblastoma
tumor suppressor proteins pRb.

p16 is regulated by pRb protein, probably by
a negative feedback mechanism (p16 also
functions as a tumor suppressor),

consequently the inactivation of pRb results
In up-regulation of p16. Protein p16 can be
detected by immunohistochemistry



p16 jako marker HPV infekce

» Suboptimal analytical performance

* \WWhen used in isolation, increased p16
expression is highly sensitive (94—-100%),
but lacks specificity (79-82%).



NejCasteji pouzivane
samostatne markery

 PCR for HPV DNA using consensus primers
(GP5/GP6)

« HPV16/18 fluorescent in situ hybridisation
(ISH) and

* p16 immunohistochemistry (IHC)

All these methods have sub-optimal
performance when used as stand alone
tests



Specificity and sensitivity of different

tissue and serological markers

Antibodies

HPV 16 HPV 16
HPV DNA E6*I mRNA | p53IHC p16IHC | HPV 16 E6! HPV 16 E7! E6/E7!

29/45 27/45 27/45 24/45 23/45 28/45
positive (64,4%) (60%)  9/45 (20%) (60%) (53,3%) (51,1%) (62,2%)
16/45 18/45 36/45 18/45 21/45 22/45 17/45
negative (35,6%) (40%) (80%) (40%) (46,7%) (48,9%) (37,8%)
27/27 27/27 26/27 26/27 23/27 21/27 26/27
specificity (100%) (100%) (96%) (96%) (85%) (78%) (96%)
16/18 18/18 10/18 17/18 17/18 16/18 16/18
sensitivity (89%) (100%) (56%) (94%) (94%) (89%) (89%)

Rotnaglova et al. Int J Cancer, 2011



Detekce klinicky relevantni HPV
infekce

* The combination of p16 IHC and HPV
DNA by PCR seems to be nowadays
reasonably sensitive and specific to
detect HPV related SCC

(Smeets et al. 2007, Rotnaglova et al. Int J Cancer, 2011)

* Developement of affordable methods of
MRNA detection in the future. Depends
also on quality of the FFPE material




Mene invazivni metody
detekce HPV

1. Detection of HPV-specific

antibody levels in sera of patients
- Antibodies specific to HPV viral oncoproteins

- Antibodies against capsular antigens (VLP)

2. Presence of HPV DNA in cells
of oral rinses



1

J J J J

. Markers of HPV infection and survival in
patients with head and neck tumors.
2013 Oct 15;133(8):1832-9.

* The presence of antibodies in serum and
presence of HPV DNA in the lavage of oral
cavity is closely related to the presence of
HPV DNA in tumor tissues.

 These markers appear to be specific and
sensitive to identify HPV presence in the tumor


https://www.ncbi.nlm.nih.gov/pubmed/?term=Koslabova E[Author]&cauthor=true&cauthor_uid=23564321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hamsikova E[Author]&cauthor=true&cauthor_uid=23564321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Salakova M[Author]&cauthor=true&cauthor_uid=23564321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Klozar J[Author]&cauthor=true&cauthor_uid=23564321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Foltynova E[Author]&cauthor=true&cauthor_uid=23564321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Salkova E[Author]&cauthor=true&cauthor_uid=23564321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rotnaglova E[Author]&cauthor=true&cauthor_uid=23564321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ludvikova V[Author]&cauthor=true&cauthor_uid=23564321
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tachezy R[Author]&cauthor=true&cauthor_uid=23564321
https://www.ncbi.nlm.nih.gov/pubmed/23564321

U : , et al
Evaluation of human papillomavirus antibodies and
risk of subsequent head and neck cancer.

2013 Jul 20;31(21):2708-15

HPV16 E6 seropositivity was present in
more than 10 years prediagnostic samples
for 34.8% of patients with oropharyngeal
cancer and 0.6% of controls (OR, 274;
95% CI, 110 to 681)
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L 2 et al, Kinetics of the
Human Paplllomawrus Type 16 E6 Antibody Response
Prior to Oropharyngeal Cancer. 2017
Aug 1;109(8)
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. Markers of HPV infection and survival in
patients with head and neck tumors. 2013
Oct 15;133(8):1832-9.

On follow up the E6 and E7 antibody
levels declined except for those with
recurrent disease
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Séerologie ve sledovani
pacientu

Snizeni OD indexu hladiny HPV-specifickych
protilatek po lécbheé

HPV11 HPV16 HPV18 HPV31 HPV33 HPV16 HPV16
VLP VLP VLP VLP VLP E6 E7

2<FU<5 m5<FU<10 FU=10

Simonidesova et al., odeslano k publikaci



Jak bezpecne de-eskalovat lecbu?

» Desinenzifikace chemoterapie
RTOG1016, TROG12.01, DeESCALATE

» Desinenzifikace radioterapie
ECOG 1308

» Desinenzifikace chemo a radioterapie pomoci

chirurgie
ECOG 3311, ADEPT trial, SIRS trial, Orator

* Nizce davkovana samostatna radioterapie
NRG HNO0O02



Desintenzifikace chemoterapie

Trial Phase M Inclusion criteria Treatment
Chemotherapy de-intensification trials

FTOG 1016 Il fOb T1-2, N2a—=3, or T34, any M, Cetuximab versus high-dose

(MCTO1302534) HF-positive OPSCC cizplatin concurrent with
accelerated IMRET (70 Gy in b
weeks)

De-ESCALATE Il stage [I-MA HPY:positive Cetuximab versus high-dose
HFY OFSCC [TaM0-TAND, cizplatin cancurrent with BT
(MCTD1E74171) TIM1-T4N3). Excludes = N2b, (70 Gy)

=10 PY

TROG 12.01 stage Il {excluding T1-2, M1) or - Cetuximab versus weekly
(MCTO1855451) % (excluding T4, N3, ar M1) cizplatin cancurrent with BT
HF positive OPSCC if210 PY. 70 Gy) ance per week
If =10 PY, only MO-2a

(Bhatia and Burtness 2015, Kelly et al. 2017)



Radiotherapy de-intensification trials

NRG HR-002
(NCTOZ254275)

MCTO1 530957

ECOG 1308
(NCTO1084083)

The Quarterback
Trial
(MCTOT 0BS5S

296 T1-2, M1-=2b, or T3, NO-2h

disease and <10 PY
HF%-positive OFLC

T1=3, NO-2c HF%-positive
DPSCC I <10 PY or =5 years
of abstinence

Feszectable stages IIASIE and
A E

HF%-positive OFPSCC (p1B-high
or HPAA1E [SH positive)

=tage Y (MO)
HF%~assaociated
DFSCCiunknown

primary/nasopharynx. Excludes
active smokers/=20 PY

Desintenzifikace radioterapie

Feduced-dose IMRET (B0 Gy)
withfwithout weekly cisplatin

IMRET (2460 Gy) with weelkly
cisplatin (30 mgfm)

IC, then response-adapted BT
(54 or BE—70 Gy) with
cetuximab

IC with TPF: patients with
CR/PR randamly assigned 21
to carboplatin with BT (5B
versus 0 Gy) per week,
Man-responders receive
standard RET.

(Bhatia and Burtness 2015, Kelly et al. 2017)




De-intensification of surgery/adjuvant therapy

ECOG 3311
(NCTO 1895454

PATHOS tria
(NCTO2215265)

ADEPT
(NCTO1BE7413)

MCTO 932657

114111

377

242

Feszectable stage lII-VEB
plb-positive QP SCC

Hesectable T1-T3, NO-Zh
HF:positive OPSCC. Excludes
actve smokers with NZb
disease

Transoral resected plb-positive
OPSCC (RO marging, T1-4a, ph
positive with ECE

F1B-positive OPSCC (RO
margin), stage I-B. Excludes
=10 PY ar smaking within 5
yEars

ry v

Desintenzifikace chirurgie /adjuvantni lecby

TORS then nsk-adapted
post-operative treatment
(observationSl versus

bUAE Gy with weekly platinum)

TORS then re-adapted
post-operative treatment
(observation/Sl versus
BOGyw/BO Gy with or withaut
weekly cisplatin
Fost-operative adjuvant BO-Gy
T with ar without weekly
cizplatin

surgery followed by
hyperfractionated IMET

(db Gy/20 fractions
BIDY +weekly docetaxel

Bhatia and Burtness 2015, Kelly et al. 2017)
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Vliv na volbu IéCebné metody?

* Rizikové modely
* Postup k individualizaci lecby
« Zapojeni dalSich faktoru do klasifikace



AJCC Vision

...and Where It Fits in the 8t Edition:

Cancer Stage }ﬁ Comprehensive Cancer Profile

Definitions of ‘ Population
TNM

Prognostic Factors

Clinical Trial Stratification

8th Edition Chapter Headings

Prognostic and Risk Assessment Models

Personalized

23 Copyright ® 2013 AJCC Al Rights Reserved

Source:https://cancerstaging.org/About/news/Documents/NCRA%20AJC
C%20Cancer%20Staging%20Manual%208th%20Edition%20Update.pdf
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Treatment-related outcome of oropharyngeal cancer
patients differentiated by HPV dictated risk profile:
a tertiary cancer centre series analysis

P. Bossi'*, E. Orlandi?, R. Miceli, F. Perrone?*, M. Guzzo®, L. Mariani®, R. Granata', L. Locati',
C. Fallai¢, B. Cortelazzi*, S. Pilotti4, G. Scaramellini®, A. Gloghini* & L. Licitra’

! Head and Neck Cancer Medical Oncology Unit; “Radiotherapy Unit; 3 Epiderniology and Trial ( tion Unit; “Laboratory of Experimental Molecular Pathology.
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Cox proportional hazards model for

N=234 the survival analysis. The Akaike
Surgery N=136 (58%), 79/136 HPV+ information criterion (AIC) for the
CRT N= 98 (42%) 25/98 HPV+ model selection

Survival analysis: interaction
between treatment and HPV status

— HPV-, Surg.
=== HPY-, Non-Surg.

=== HPV+, Surg.
-=== HP\+, Non-Surg.
|| RS

Data pfipravovana
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EBM — randomizovane studie

Phase Il Randomized Trial for Early-stage Squamous Cell

Carcinoma of the Oropharynx: Radiotherapy vs Trans-oral
Robotic Surgery (ORATOR)

Phase lll Study The "Best of" Radiotherapy vs the "Best of"
Surgery in Patients With Oropharyngeal Carcinoma (EORTC-
1420-HNCG-ROG



Zavery
» HPV meni epidemiologii HNSCC

» Rozdily mezi HPV pozitivnimi a tabakem
indukovanymi nadory
Odlisny postup kancerogenezy

LI " 4

Silngjsi imunitni odpoved
Klinicke vlastnosti — lepsi prognoza

De-eskalace leCby

Vyznam markeru
Nejsou dukazy pro volbu Ié€ebné metody
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