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Oepareia Kapkivou Tou Aapuyya
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Oepaneia Kapkivou Aapuyya

/ / Xelpoupykn
|l AxktwvoBepancia y/

‘Xnuswespaneia /
- AvoooBspansia

MpwLpog Kopkivog MpoxwpnUEVOC KAPKIVOC

MpoANUATIOMOC



Tt elval 0 MPWLHOC KAPKLVOC TOu Adpuyya;

* Oykoc Tou Teplopiletal oto Adpuyya
— Xwpic doutkn n Asttoupykn dtatapoaxn
e Xwpic 6tnOnon xovdpou
e XwpLc TEPLOPLOMO TNC KLVNTLKOTNTOC

e [evika T1 kat T2 oykol




MpwLHoC Kapkivog Adpuyya

OEPATIEVUTIKEC
ETUAOVEC

XELPOUPYLKNA

EvSookorikn

XELPOU PYLKNA
(TLM)

AVOLKTEC
TUNUOTLKEC
AOPUYYVEKTOMEC

AktivoBepareia

w




Mpwlpoc kapkivoc Adpuyya

Single modality treatment (Xelwpoupyikni | AktivoBepaneia) Oswpeitat to standard
of care.

H Laser CO2 uwkpoxelpoupyikn (TLM) €xeL cuykpioyat OoyKOAOYLKA Kol TTOAU
OVWTEPA AELTOUPYLKA ATIOTEAECLOTOL CUYKPLTLKA LE TLG OLVOLKTEC XELPOUPYLKEQ
uebodouc.

Ta oykoAoyLka amoteAeopata epdavilovtal otabepd ouykplolpa avapeca otn
XELPOUPYLKN Kol TNV aktlvoBepareiaL.

Early Laryngeal Cancer

Karatzanis AD, Psychogios G, Zenk J, Waldfat different
available surgical appr ‘ Radiotherapy Transoral Excision )):1704-8.
Karatzanis AD, Waldfahrer F, Psychogio - ited laser
microsurgical operations ¢ |Syrlocal |T1 |85-95% T1 |83-93% (7):921-8.
Karatzanis AD, Psychogios G, Zenk J, W i | j—-8 e available
surgical management option: T2 |68-80% T2 |73-89% :1048-55.
Karatzanis AD, Psychogios G, WaldfahrerF | | | _| raryngeal
cancer treatn |5yrDSS T1 (93-98% (T1 96-99% [1)27-33
Karatzanis AD, Psychogios G, W , | ientofT1

T2 |70-88% T2 |83-97% 1277-82.

Feng ¥ et al (meto-onalysis] ORL 2011



MpwLHoc Kapkivog Adpuyya

H XElpoUupYLKA AVTLUETWTILON UTIEPEXEL EekaBapa armo MAEUPAC KOOTOUG.

OLKOVOULKO KOOTOC TN¢ Bepameiag

Aldpkela tng Beparmeiog

AnwAeLa xpovou arod tnv epyacia AOyw tng Beparmeiog Kal TNG CUVETTAYOUEVNC VOONPOTNTAC
KOOTOC HETAKIVAOEWY, TIAPAUOVAG OE QTOLOKPUCUEVO TOTIO, KA.

H XElpouPYLKA AVILUETWTILON ETUTPETEL oWOTH otadlomoinon kot kaAvtepo follow

up.

Me Tn XELPOUPYLKN OVTILETWTILON AtodEVYOVTOL OL LOLKPOXPOVLEC ETUMTWOELG TNC
aktwoBepareiag.

Me Tn XELPOUPYLKN OVTILETWTILON SLaTNPOUVTOL AVOLKTEC YLol TO LEAAOV OAEC oL
TBaveC BeparmeuTIKEC ETLAOYEC.

MNolotnta dWVAC;

Tomifuji M et al. ORL 2013;75(1):18-26

Van Gogh et al. Eur Arch Otolaryngol 2012; 269(6):1647-52
Van Loon et al. Head Neck 2012; (8):1179-89

Abdurehim Y et al. Head Neck 2012; 34(1):23-33

Higgins KM et al. Laryngoscope 2011; 121(1):116-34
Karatzanis et al. Laryngoscope 2009; 119(9):1704-8

Aaltonen L et al. Int J Radiat Oncol Biol Phys 2014;90:255-260

Greulich MT et al. Otolaryngol Head Neck Surg
2015:152:811-8109.



Mpwlpog kapkivog Adpuyya

Voice Quality Outcome

Systematic review of functional outcome TOLM & RT
880pts

Vocal outcomes (subjective analysis); 12 studies no
difference, 3 superior RT

Voice disability (patient perception); 5 studies no
difference, 3 conflicting results

Neither modality clearly superior

Spielmann P {Marton R) et al. Clin Otolaryngol, 2010

Voice Quality Outcome

* Meta-analysis Voice Handicap Index (VHI)
after treatment for T1 Glottic cancer with
either RT or Laser (299 pts) showed no
difference

* Regardless of treatment modality voice quality
is dependant on initial disease extent and
amount of tissue removed

Cohen 5 et al Ann Oncol, fhin & Laryngol, 2006



H aktwvoBeparneia dev pmopel mAgov va ival n mpwtn miAoyn
oTOV MPWLHO Kapkivo edoocov n TLM eival apeoca dStaBeotun

* H RT €xeL pOAo o€ ETUAEYUEVEC TIEPUTTWOELC:

— Mn guvoikni avatopia L
— Avtevdelln yla xelpoupyeio

— Ektetapévec in-situ aAAOLWOELG

— BabBuwa dtetodutikn voooc (Deeply infiltrative) ‘
— MoAAarmA£g amotuxnUEVeC laser emepBaocelg (>3) -
— EmBupia aocBevolg




MpwLHoc Kapkivog Adpuyya

* Precision medicine

—  EmayyeAuoa / popdpwtiko eninedo / ouvrBeleg / TOMOG KATOLKIAG
— AVOTOMLKA XOPOAKTNPLOTIKA / YEVIKH KATAoTaon aoBevolg

—  X0opaKTNPLOTLKA OYKOU




[MpoxwpPNUEVOC KAPKLVOC Tou Adpuyyya

OyKoL TTou EMEKTELVOVTOAL EKTOC OpLwV TOU Adpuyya

Oykol rtou npokaAoUv coBapec SOULKEC 7 AELTOUPYLKEC OLATAPAXEC
AwnBnon tou okeAetol TOU Adpuyya

KaBnAwon dwvntikAc xopdng

ATtodpaKTIKA daLvopeva

Fevika T3 kat T4 oykol




Salvage
Laryngectomy

CCRT (Laryngeal
preservation)

ELPOUPYLKI AVILUETWTILON
KOl LETEYXELPNTIKN RT

Mapnyopikn
Bepaneia




Ertthoyn kataAAnAnc Bepameiac

OykoAoyLKa
QTMoTEAECHATAL

/\eLTOUPYLKA
QTMoTEAECHATAL




Primary treatment dilemma

XELpoUpyLKN -

OVTLUETWTILON

XELPOUPVYLKN
QVTLUETWTILON




OL otpatnylkég Siatipnong tou Adpuyya
éywav to standard of care ywa Ttov
. MIPOXWPNHEVO KAPKIVO TOou AdpuyyaL.
‘E€ob0¢ NG

Current trends in initial management of laryngeal cancer:
the declining use of open surgery

XELPOUPYLKNG et
0 ilver CE, et al.
. Emkpdtnon S:I%Oftrfslaq Eur Arch Otorhinolaryngol 2009;266:1333-1352
TWV UN oU :
, YKPLTLKEG
ELPO .
° g , OTPATNYLKWY
Veterans Affairs  ©t@tNPNONG SLaTipnong
Study (1991) gf:&,vﬁou ot 0pyAvou oTovV
, T(POXWPNHEVO
BipAovpadia H&N cancer
* RTOG 91-11

Méxpt tn Sekaetio Tou * EORTC 24954

’90, 0 TPOXWPNMEVOC * GORTEC 2000-01

Kopkivog Adpuyya * TAX 323

gxgszgwgfomv HE * TREMPLIN * “induction chemo controversy”
HEV * etc. * POAo¢ avoooBepareiag

OEpPATEUTLKY OTPATNYLKN
(Xepoupyikn AKO +
XMO).

* KATT.




OykoAoyLKa armoteAeopata

Five-Year Survival Rates and Time Overall survival of patients surviving at

Trends of Laryngeal Cancer in the US Population Maura Cosetti, least 1 year
MD; Guo-Pei Yu, MD; Stimson P. Schantz, MD JAMA Oto 2008

Declining survival of glottic cancer

Dead/Total
No salvage laryngectomy 96/329
Yes salvage laryngectomy 48114
p=0.018 (log-rank )

Hoffman, H.T. et al. Laryngeal cancer in the United States: Changes in demographics, patterns of care, and survival. Laryngoscope
2006;116:1-13.

Olsen, K.D. Reexamining the treatment of advanced laryngeal cancer. Head Neck 2010; 32:1-7.



OyKOAOYLKQ QTtOTEAEO LT

e [Latl xelpOTEPO ATIOTEAECATOL

— EkmapaBupwon TNS XELPOUPYLKAC WC TTPWTNG OTPATNYLKAC
OVTLULETWTILONG TOU TPOXWPNUEVOU KapKivou Tou Adpuyya xwpic va
OUYKPLOEL TTOTE AECA PE TIC OTPATNYLKEC HLATPNONG OPYAVOU.

— «tooufBaAlacpa» acBevwyv og PpwTokoA o dtatApnong opyavou
Xwpic va opltoBouv kpLtipla Kat tpoUTtoBEoELC.

— H e€aywyn Ko YEVIKEUON TWV ATTOTEAECUATWY TWV TPWTOKOAAWV
dLatpnong opyavou armo ta KEvipa avadopas OTOV TTPOYHUATIKO
KOOMO UTtpéE TpoBANUATLKA.



OyKOAOYLKQ QTtOTEAEO LT

“It is not accepted that concurrent CRT is the only standard of treatment for
advanced laryngeal cancer, but is an alternative to total laryngectomy since
concurrent CRT has not yet been directly compared to total laryngectomy in
studies...”

Jenckel F, et al.
State of the art in the treatment of laryngeal cancer.
Anticancer Research, 2013;33:4701-4710.

“...0rgan preservation treatments depend on factors related to the physician and
the institutions providing healthcare, and also on patients and health systems and
socioeconomic factors that make it impossible to extrapolate these results. Only
after a meticulous evaluation of the final results of the application of these
protocols in each specific environment can they be recommended for carefully
selected patients...”

Sanabria A, et al.
Organ preservation protocols in developing countries.

Current Opinion in Otolaryngology & Head and
Neck Surgery 2010;18:83—-88.



Kootoc

To kOoTtOoC Beparneiog pe dtatripnon opyavou gival otaBepd PeyaAUTEPO CE OXEON
LE KAOQLOOLKEG OoTpaTNYLKEC cuvduacopoU surgery + RT

* Davis GE, Schwartz SR, Veenstra DL, Yueh B. Cost comparison of surgery vs organ preservation
for laryngeal cancer. Arch Otolaryngol Head Neck Surg. 2005 Jan;131(1):21-6.

H Owadopd KOOTOUG METAEU XELPOUPYLKWV KOL HN XELPOUPYLKWYV HEBOSWVY
Beparmeiac yivetol akopa PeyaAUTEPN OV CUVUTIOAOYLOEL KOWVELC KOl ETLKOUPLKA
g€oda T.X. HETAPOPA OTO VOOOKOLELO, QTWAELN TIOPOYWYLKOU XpOVOU armod Tov
aoBevn Kol TG UTtNPEODLEC LYELaC, KATT.

* Walvekar RR, Li RJ, Gooding WE, et al. Role of surgery in limited (T1-2, NO-1) cancers of the
oropharynx. Laryngoscope 2008;118:2129-2134.



/\ELTOUPYLKA ATTOTEAECLATA

Y€ TIPOXWPNHUEVO OTASLA LOVO N XELPOUPYLKEC HEBOSOL IpoodEpPOUV TN
duvatotnta datripnong opyavou
 Ouwc:
— Awatipnon opydvou 6g cuvenayetal kat dtatipnon Asttoupylag
— Ot emuthokéc tng AKO ko tng XMO eivat ToAAEC Kal coBapEC

— “Late toxicity” - avaykn Xpoviag yaotpooTouiag /Kot TpaxelooTopiag
* Machtay M, Moughan J, Trotti A, et al. Factors associated with severe late toxicity after concurrent

chemoradiation for locally advanced head and neck cancer: an RTOG analysis. J Clin Oncol.
2008;26:3582-3589.

* Timmermans A.J. et al. T3-T4 laryngeal cancer in The Netherlands Cancer Institute; 10-year results of
the consistent application of an organ-preserving/-sacrificing protocol. Head Neck 2015;37:1495—
1503.

* Timme D.W. et al. Treatment Selection for T3/T4a Laryngeal Cancer: Chemoradiation Versus
Primary Surgery. Ann Otol Rhinol Laryngol 2015;124:845-851.

— TeAkad, n molotnTa {WNG o APKETOUC aoBevelg Umopel va elvol onUAVTLKA
XELPOTEPN OUYKPLTIKAL HE AAAouC Tou €xouv umoPAnBel oe oAwkn
AQPUYYEKTOUN KOl KATATiVOUV PUCLOAOYLKA EVW TAUTOXPOVA ETILKOLVWVOUV

LKOVOTTOLNTLKA YE TNV TotoBETnon npoBeonc 1 AAANG nebodou.

*  Dworkin JP, Hill SL, Stachler RJ, Meleca RJ, Kewson D. Swallowing function outcomes following
nonsurgical therapy for advanced-stage laryngeal carcinoma. Dysphagia. 2006; 21:66-74.



A\eLToUpyLKA amoTteAEopaTA

[ Laryngo-esophageal |
dysfunction free
survival

Laryngeal

preservation




ErtitAoyn aoBsvwy yla datripnon opyavou

* ‘Eywe otadlokd epdavic n avaykn TPOoeKTIKAC EMIAOYAC TwWV aoBevwy e
TMPOXWPNUEVO KAPKiVo TOU Adpuyya Ttou UropouV va ELOAYOVTOL O
TIPWTOKOAAQ dLatripnong opyavou.

* Tormukn €MéKTACN TNG VOOOU

* T[evIKN KatdoTtoon Tou acBevoug

— TALK (T stage, Albumin, Liquor consumption, Karnofsky performance scale), Sherman et
al. Laryngoscope 2012;122: 1043-1050.

— LFS (Laryngectomy Free Score), Winchman et al. Eur J Cancer 2017;72:144-155.
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O ocuyxpovoc pOAOC TNC XELPOUPYLKNG OTOV TIPOXWPNUEVO
Kapkivo Tou Adpuyya

Aldyvwon kot otadlomnoinon

Mpwtn oplotikn Beparmneia o T4a Oykoug (Kal o€ EKTETAUEVOUC T3)
Salvage

AVTLUETWTILON TPOXNALKWY UETAOTACE WV

AvTIUETWTTILON EMUTAOKWYV TG AKO / XMO




AktwvoBeparmeia

MeBoboc aktivoBeparmeiog e
¢ ITpOTNYLKA aKTwoBepameiog -
* Adon aktwvoBepameiog

Dynamic Modulated RT

« VMAT/ Tomotherapy/Rapd Arc
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[MpwtokoAAa xnueloBepameiag

How Aggressive Should We be For Larynx
Preservation?

-
'SCRT: ICT followed by CCRT
substancial toxicity
| best protocol still unknown
|- place of biotheraples

CCRT: RT + Px3

substancial toxicity

around 80 % larynx preservation
no impact on survival

| triplet ICT: TPF followed by RT
still good tolerance/compliance to Tx
around 70 % larynx preservation
no impact on survival

doublet ICT: PF followed by RT
good tolerance/compliance to Tx
around 60 % larynx preservation
no impact on survival

Current Standard, High-dose Cisplatin

Absolute contra-indications to cisplatin'

- Both high- and low-dose regimens excluded
- Carboplatin/5-FU schedule (GORTEC)?

- Cetuximab?, docetaxel/cetuximab

- Radiotherapy alone

Relative contra-indications to cisplatin’ (
- Lowering the cisplatin peak concentration
- see under absolute contra-indications

No contra-indications
- HD-Cis during conventional or altered fractionation RT




BloAoyLkol topayovTeC

Immune Checkpoint Inhibitors (ICls) Under
Development for SCCHN

1. Nivolumab 2. Pembrolizumab
— 1gG4 - 1gG4
— Fully human — Humanized
— High Affinity for PD-1 — High Affinity for PD-1
(KD ~ 2.6 nM) (KD ~ 29 pM)

o Moy 3. Other PD-1/PD-L1 agents in
development:

e PD-L1 agents — Atezolizumab (I1gG1), Durvalumab
(lgG1), Avelumab (IgG1)

4. CTLA-4 agents:
* |pilimumab (IgG1), Tremelimumab (IgG2)

Cowrtesy from Semwert (modihod)




BloAoyLlkoL tapayovTEeC

Baranns KNGS £SO 010

kMate 141: Overall Survival Summary and Conclusions:
s Pembrolizumab Monotherapy vs EXTREME

+ Pembrolizumab significantly improved OS vs EXTREME in the PD-L1

Median 05, HR

5 "I months (5% Cl  (S7.73%CI) P Value CPS 220 (HR 0.61, P=0.0007) and CPS 21 (HR 0.78, P= 0.0086) populations
g i m: mm”m :: :i: :;: 070(051,096) 0101 - No PFS benefit for pembrokizumab
§ 7 s - Athough pembrolizumab had a lower ORR, responses were substantially
E : 1-year OS rate (95% CI) [ .
2 o B o + Pembrolizumab had a favorable safety profile vs EXTREME
§ 2 ) - Lower incidence of any-grade, grade 3-4, and grade 5 treatment-related AEs
g: 10 m“ St - Lower incidence of treatment-related AEs leading to discontinuation
. 3 i 5 = ¥ m - Safety profiles as expected for pembrolizumab and EXTREME
et R 2 = Mo:m i : + Data support pembrolizumab monotherapy as a new first-line
It 1 0 2 1 5 \ g standard-of-care for R/M HNSCC that expresses PD-L1

Furinoss B of of Presentod of ESMO 22 10 218

Ferris RL, et al. N Engl J Med. 2016;376:1856-67
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