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EIZACQrH

O kapkivog kepaArc kai TpaxnAou amoreAel 1o 4% Twv KapKivwy Tou avBpwrivou
OWHATOG, YE AQUTOV EK TAakwdoug emBnAiou va guviatd >90% Twv TEpITTTWTEWY. O)
KUPIEG QuTieg ival To Kamvioua, n KaravaAwan aAkodA kai n Aoipwén armé Tov 16 Tou
HPV. To kamviopa giva evag avegaptnrog TTapayovTag Kivduvou Trou OUOXETICETQI pE
TIS METG TNV Beparreia ETITTAOKES Kall £xel duopevA emidpaon ora OYKoAoyIKG
amoreAéopaTta. To ahkoodA eival kai autog avegdpTtnrog TTapdyovTag Kivduvou, e m
OUVEXION TNG KatavaAwane aAkodA va EXEl apvnTIKn EMidpaon atnv emBiwon. O
UYnAoU KIVBUVOU UTTOTUTION TOU 10U Ty avBpwrivwy BnAwpdrwy HPV 16 Kal 18
EXOuv avayvwpioTei 6T TTPOKaAOUV BuvnTiKA KapKivo ek TTAQKW30ug £TMBnAiou aTov
gToparo@dpuyya.

Ta mepioTamkd axengépeva HE T KATIVIOa epavidouv TITWTIKA TA0N aTig SUTIKES
XWPES Kal eIdIKG og 006 N QVTIKATIVIOTIKT) KapTravia €xel 0dnynoel o peiwon mg
XPnon karmvou. Tautéxpova OTIG £V AQYW XWpeg Adyw Twv oe§ouaAikwv
OUHTTERIPOPWV EPPQVIZEl QuénTIKES TAOEIS 0 OXETICOMEVOC pe HPV KapKivog kard
Baon Tou OTOHATOQAPUYYQ, WE TOV TUTTO aUTO va EHQaviCel kaAUTepn mpdyvwon. H
OUVOAIKA TTPOYVWON WoT600 TuVOAIKE oAU Alyo €xer aAAager arré ™ deKaeTia Tou
'90, pe v TPOYVWON Twy TTPOXWPNHEVOU aTadiou Kapkivwy va TTUPANEVE]
oUTIaOTIKG aUETARANTN TTapd TNV mpoodo 1600 aTIg dlayvwoTikég MEBOBOUG doo Kal
OTIg BepaTTeuTIKES TTPOCEYYITEIC.

H emrimrwon g HETAOTATIKAG AEUQPABEVIKIC VOTOU egapraral og peydAo Babuo armo
TNV EVIOTTION Kai TO péyeBog e Tpwrotraboug eoTiag. Erol Kupaiveral amé 1o 1%
yia évav apxikou otadiou YAwTTIBIKG Kapkivo Ewg kal 80% yia KQpKivoug Tou
pPIvo@apuyya. To otddio NG Aep@adevikrig METAOTATIKAG VOOOU atroTeAEi Tov TTI0
ONUavTIKG TTPOYVWATIKG TTapdyovTa oToy KapKivo KeQaArc kai TpaxnAou. Me tnv
Tpoyvwaon va eTrnpeaderal 1600 amo Tov apiBud Twv aBoAoyikwy Aeppadévwy, To
EUTTAEKOUEVO avaTopIkd £TTimedo 600 Kal armd To (poprio Tou dykou, TNV TTapouaia
ESWKAYIKAC ETMEKTAONG , TNV TTEPIVEUPIKT Kl ayyelakr dInénon kabux kai TIG
TponynBeioeg Bepareieg (Xelpoupyikn i akTivoBeparmeia).

Or aAAayég oy emodnuioAoyia, oe ouvbuaoud pe T pn ouaglaaTikr BeAtiwan Trg
OUVOAIKAG emBiwong Ta TeAsuTaia XPOvia 0dnyouv Ty épsuva 0TV KaAUTEPN pEAéTN
™S BroAoyiag , g KAIVIKAG CUUTTEPIQOPAC Kal TOU HIKpoTTEPIBAAAOVTOS TOU Kapkivou
NS KeQaANG kal Tou TpaxrAou, KaBuwg kar gty avagnTnon UTToouGEdSWY aoBeviy ME
dla@opeTik TPOYVWon TTou mlavug va xprouy TPOTTOTTOINUEVNG BEPaTTEUTIKNC
avTiMeTwmiang. Mpog Tnv karevBuvan autr oTpdenkav kai ol TeAEuTaiEG aAAayég luls
8™ éxdoonc ¢ Kara TNM Tagivounang Tou kapkivou NS KEQAANG Kal Tou TpaxnAou,



HE TO BIaxwpIopo ot HPV BeTikd Kai apvnTIKO KApKivo Tou oTopaTOQApUYYQ, KABL)C
Kai pe TNV Tpoabrikn Tou Trapdyovra NG EGWKAYIKAG ETMEKTAONG oto N oTddIo Twy
HN OXeMJOpEVWY pe I0Yevr) Aoipwén kapkivwy.

YAIKO-MEQOAOZX

21V kooptr Ba evraxBouv T6oo avadpouikd 600 Kal TTPOOTITIKG agBeveic pe
TAGKWOES KapKivwpa KEQaARG kal TpaxriAou kal Aep@adevikr METQOTATIKA VOTO
(Tpwrodidyvwora TTEPITTATIKG KABWGS Kal TrEpIoTATIKA HE TOTTOTTEPIOXIKN UTTOTPOTTH) |
0! oTToiol Ba £xouv ougnmeei oTo aykoAoyikd gupBouAIo Tou lMevikoU Noookopeiou
ABnvwv Imrokpdreio. H Beparreutikn AVTIHETWITION TwV aoBevay (eite XEIPOUPYIK),
EiTe akTIVOBEpaTTEia pe N Xwpig xnueioBepareia, eire QuVBUaop6 auTwvy) TTou Ba
evraxBouv otn peAémn, Ba TTRETTEI vl EXEI EEKIVATEI TO TTOAY EVTOG 12 eBdouddwy amo
TNV OTIyA TN Sidyvwang kai ol ev Adyw aobeveic Ba TTapakoAouBnBouv yia xpoviké
OldoTnpa TouAdyioTov 18 HNvwv. Q¢ anueia €xBaang Ba opioTouy N €AeUBepN véoou
EmBiwon kai n OUVOAIKH emiBiwon amé TN OTIyur oAokArpwang NG BeparreuTikrig
QVTILETWITIONG,

Ta pop@oAoyikd XAPAKTNPIOTIKG TTou Ba peAsTnBoUY Ba QapopouV T600 ATTEIKOVIOTIKA
(CT, PET-CT) XAPaKTNPIOTIKA, 000 Kal XAPAKTNPIOTIKG TNG IGTOAOYIKAC £g€Taonc Tou
XEIPOUpPYIKOU TTAPACKEVAOUATOS TOU AEppadEevIKoU KaBapiguou.

EK Twv aToixeiwv mrou Ba HeAETNBoUV Ba gival o Oykog (volume) NG Aepadevikrg
HETAOTATIKAG VOOOU, N e§wkayikn ETIEKTAON (extra-nodal extension - ENE), o
apIBuog Twv TraBoAoyikwv Aeppadévwy kaBuig kal o OUVOAIKGG apIBuag Twy
ESQUPEBEVTWY Acppadévwy OTTWg Kkai o Adyoc autwy (lymph nodes ratio - LNR) , 1o
QvaTopIko eTTiTedo (AvwBey r KATweev Tou WHOUOoEIBOUG PUGE) Twy TTaBoAoyikuwy
Aeppadévwy, n TTEPIVEUPIKN Kal ayyeiakn dinenon eviw Ba yiver kai EAEYXOG pOpPIaKWV
OEIKTWV aTTd TO TIEPIPEPIKG aipa. ATTEIKOVITTIKG 0 Oykog Tng Aep@adevikric
HETAaTaTIKNG VOoOU (nodal volume) 8a utToAoyioTei MEOW EIBIKWY OuUOTNHATWY
Oxedlagpou amé v mpo EVapews g Bepareiag CT (nodal gross tumor volume -
nGTV) f PET-CT ( nodal metabolic tumor volume — MTVn). Zroug aoBeveic TTou Ba
utToBAnBouv og XEIPOUPYIKG Aeppadevikd kaBapioud o OYKOG Twv TTaBoAoyikwy
Aeppadévwy Ba UTTOAOYIOTE! pE TutroTroInuévn péBodo yia 6Aoug Toug aoBeveig Eviog
WpWv amo Ty OAoKArpwon Tng XEIPOUPYIKNAG eTTéuBaanc.

Ztnv TTOAUTTapayovTIKA avdAuon Tou 6a yivel 8a OUPTTERPIANYBOUY Ta KaTwe) aToIxeia
Twv aoBeviv: n nAikia, To pUAAO, To oTddIo kard TNM, To kdmrvioua | N KaravaAwon
aAkooA, To HPV status, N BpEwn (Aeukwparivn, aipoc@aipivn) |, n evromaon mg
TTpwrotraboug eartiag kal To €idog ng BepatreuTikrg QVTIMETWTTIONG TTOU
akoAouBriBnke.

ZTn oTaTIgnIKA avaAuon Tou Ba yivel N OUVOAIKA emIBiwon Kai N eAeUBEPN vogou
€mBiwan Ba utroAoyioTouv HE TN péBodo Kaplan-Meier. Oa Yivel HovoTTapayovTiki
Kai TToAuTTapayovTikn avaAuon pe xprign Cox proportional hazards HOVTEAWV pe
95% oxeTiIKG Opia aglomiariag. v avdAuan ol OYKOMETPIKES (volumetric)
TapdaueTpol Ba XPNolpotroInBolv wg guvexeic HETARANTEG. P value<.05 8a BcwpnBei
WG aNUAvTIkr.



ITOX0Z

©@a avalntnBouv HOPPOAOYIKG XapPaKTNPITTIKG TTOU meavwg va oxetiovral ME TNV
avrammokpion oTn Beparreia, NV EAEUBEPN voaou emPBiwon kai OUVOAIKH eTTIBiwan.
Z1dxo¢ eival va diepeuvnBei n Utrapén mbaviy UTTOOUAdWY aoBeVV pE diapopeTiki
TPOYVWaN TTou mBavws va xpridouv TROTTOTTOINUEVNG BEPaTTEUTIKIG QVTIMETWTTIONG
(eTTPOOBETNC Beparreiac, EVTATIKOTEPWY BEPATTEUTIKLIV OXNHATWY 1} akoun kai
AlYOTEPO EVTATIKWY).
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BACKGROUND

Head and neck cancer accounts for 4% of all human body cancers whereas
Squamous-cell carcinoma accounts for over 90% of all head and neck cancers. The
main causes include tobacco and alcohol use and HPV infection. Smoking is an
independent risk factor, associated with post treatment complications and has an
adverse effect on oncological outcomes. Alcohol is another independent risk factor
for head and neck cancer and continued drinking has a negative impact on survival.
High risk human papilloma viruses (HPV 16 and 18) are recognised causative agents
for oropharyngeal squamous cell carcinoma.

Smoking related cases are gradually decreasing in western countries, especially in
these countries where the anti-smoking campaign has led to decreased tobacco use.
At the same time in western countries, probably due to sexual behavior, the number
of HPV related cancer cases, mainly of the oropharynx, is increasing, with this type of
cancer showing better prognosis. However, prognosis in general has been slightly
changed from the 90s, and prognosis of advanced carcinomas has basically
remained the same despite the progress in both diagnostic methods and treatment
modalities.

The incidence of metastatic nodal disease depends on the site and the size of the
primary tumour and varies from 1% for an early stage glottic cancer of the larynx to
as much as 80% for cancers of the nasopharynx. Nodal stage is considered to be the
most important prognostic factor in head and neck cancer. The number and anatomic
level of metastatic lymph nodes, the tumour volume, the presence of extranodal
extension, perineural or vascular invasion as well as previous treatments (surgery or
radiotherapy) affect prognosis.

Changes in epidemiology in combination with lack of improvement in overall survival
in the past few years, have led research towards the better understanding of the
biology and the microenvironment of head and neck cancer, and the search for
patient subgroups with different Prognosis, who might need modified treatment. That
is the reason why the 8" edition TNM classification for head and neck cancer was



modified accordingly. The main modifications include the division into HPV positive
and HPV negative oropharyngeal cancer and the addition of the presence of
extranodal extension in the N staging of cancers not related with viral infection.

MATERIALS AND METHODS

In the study's cohort patients with head and neck squamous cell carcinoma with
metastatic nodal disease (newly diagnosed cases as well as cases with locoregional
recurrence) will be added bath prospectively and retrospectively and all of them will
be thoroughly discussed at the oncology council of the General Hospital of Athens
Ippokrateio. Treatment (either surgical, or radiotherapy with or without chemotherapy,
or combination of the above) must have started within 12 weeks from the time of the
diagnosis and patients will be followed-up for a minimum of 18 months. End points
will be disease free survival (DFS) and overall survival (OS) and these will be
assessed from the point at which therapy ended.

The morphologic parameters that will be studied will be both imaging parameters
(CT, PET-CT) as well as histopathological parameters from the neck dissection’s
surgical specimen.

Among the data that will be studied there will be the metastatic nodal volume (MNV),
the extra-nodal extension (ENE), the number of positive lymph nodes, the total
number of harvested lymph nodes as well as the lymph nodes radio (LNR), the
anatomic level of the involved nodes (above U or below L the lower border of the
cricoid), the perineural and perivascular invasion, whereas blood biomarkers will also
be assessed. From the pretreatment imaging the metastatic nodal volume will be
calculated through the use of specific delineation programs. Nodal gross tumor
volume (nGTV) will be calculated for pretreatment CT and nodal metabolic tumor
volume (MTVn) will be calculated for pretreatment PET-CT. In surgically treated
patients undergone neck dissection the volume of positive lymph nodes will be
calculated with a standardized method within hours from the end of the surgical
procedure.

The multivariate analysis will include the age and sex, the TNM stage, the smoking
status, the alcohol consumption, the HPV status, the nutrition status (albumin,
hemoglobin), the primary site and the therapy followed.

OS and DFS will be calculated using the Kaplan-Meier method. Univariate and
multivariate analysis will be performed using Cox proportional hazards models with
corresponding 95% confidence intervals (Cl). For analyses volumetric parameters
will be used as continuous variables. P value<.05 will be considered significant.

OBJECTIVE

Morphologic characteristics possibly corelated with response to therapy, DFS and
OS will be investigated. The aim is to search for potentially subgroups of patients
with different prognosis who will possibly need modified treatment (additional
treatment, intensified or even de-escalated therapy)



