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DANES

* Lokalno/regionalno napredovali tumorji: *60%

e Standardno zdravljenje:
* operacija — RT (+/- KT) IMRT
* soCasna radiokemoterapija Cisplatin
* (indukcijska KT — socasna radiokemoterapija) TPF

TERAPEVTSKI KONCEPTI NESPREMENJENI =10-20 LET!

EORTC 22931 MACH-NC (meta-analiza) TPF vs. druge sheme
Bernier et al, N Engl ] Med 2004 Pinon et al, Lancet 2000 Blanchard et al, J Clin Oncol 2013 (meta-analiza)
Pignon et al, Int J Radiat Oncol Biol Phys 2007 .
RTOG 9501 Pignon et al, Radiother Oncol 2009 SKRT vs. iIKT—cRT A
Cooper et al, N Engl ] Med 2004 Blanchard et al, Radiother Oncol 2011 Vidal et al, Cancer 2017 (meta-analiza)
. . . Lacas et al, Radiother Oncol 2021 IMRT vs. 3DCRT/2DRT
Primerjalna analiza: ) ,
Bernier & C Head Neck 2005 Marta et al, Radiother Oncol 2014 (meta-analiza)
ermer ooper et at, Head Nec Pow et al, Int J Radiol Biol Phys 2006

Nutting et al, Lancet Oncol 2011 (PARSPORT)

5-letno preZivetje: p16/HPV- tumorji OF, ostali ne glede status p16/HPV, <50%
p16/HPV+ tumorji OF (nizko/srednje tveganje), >60%

Chow LQM, N Engl ] Med 2020
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JUTRI

* Inhibitorji kontrolnih tock

* Modulacija apoptoze

e SBRT
* Protonska RT

| T: NEOADJUVANTNA/PERIOPERATIVNA

STUDIA FAZA/N/TU IT>KRG sODG/mpODG | TX G=3
NCT03144778 [1/28/OF (p16+86%) | 2XDURVA 43% 14%
Ferrarotto et al. 2020 2xDURVA+TREMELI 43%29%
NCT02919683 11/29/UV 2xNIVO 50%/7% 13%
Schoenfeld et al, 2020 2XNIVO+1xIPILI 53%/20% 36%
NCT02296684 11/36/HPV- 1xPEMBRO 44%/0% 0%
Uppaluri et al 2020

IT>RT+IT
NCT03426657 11/57/UV,0OF HF,L 1xDURVA/TREMELI+ 43% 68%
Hecht et al, 2020 (p16+ 25%) CP/DOCE (pCR 48%)

? Napoved patoloskega odgovora (RECIST/PET-CT)
? Vrsta (definicija) patoloSkega odgovora, ki sovpada s prezivetjem

? Kateri pODG napoveduje dobrobit (onkolosko): min, vecji, popoln
? Casovno okno za oceno odgovora na IT
Pojav toksi¢nosti IT mesece po aplikaciji!

v" $tudije neustrezno nacrtovane za statistiéno oceno ucinkovitosti IT
v zmerno visok deleZ patoloskih odgovorov po IT
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|T: SOCASNO Z RT (+ VZDRZEVALNA IT)

STUDUA FAZA/N/stadij RT+IT 1ZID TX G=3
NCT02609503 11/29/111-IV 3xPEMBRO—adj 24-PFS: 71% 59%
Weiss et al, 2020 (3xPEMBRO) 24-0S: 75% (limfopenija)
NCT 02952586 1/697/1-1v AVELU/21+CP/2T PFS: HR 1.21 p=0.92 88%
Cohen et al, 2020 PLACEBO/21+CP/3T 0S: HR 1.31, p=0.94 82%
JAVELIN HN 100 (+/- uvodni krog & vzdrzev.) (v korist placebo roki)

NCT02999087 11/688/I11-1V CP/31 £ AVELU/2T1 G>4
Tao et al, 2020 »safety phase«: 82 CMby/T + AVELU/2T Eksp: 12%
GOTRC 2017-01 REACH Stand: 15%,
10%
NCT03040999 1/780/11-1v CP/3T+PEMBRO/3T
KEYNOTE-412 PLACEBO/31+PEMBRO/3T
(+/- uvodni krog & vzdrzev.)

Nacrtovane raziskave faze Ill:

IMvoke010 N=400: atezolizumab kot vzdrzevalna TH (1 leto)

KEYNOTE-689 N=704: pembro—>KRG—>RT+KT+pembro

ADHERE (EORTC) N=650: KRG—durva—>RTZKT+durva—durva (re-evaluacija protokola)
MK-3475-689 N=704: pembro—>KRG—RTEKT+pembro

NIVOPOSTOP N=680: KRG—RTxKT+nivo

IMSTAR-HN N=276: nivo—KRG—STH+nivotipi

Debio 1143 and high-dose cisplatin chemoradiotherapy in
high-risk locoregionally advanced squamaoas cell carcinoma

MODULACIJA APOPTOZE of the head and neck: a double-blind, multicentre,

randomised, phase 2 study Lancet Oncol 2020

* DEBIO 1143 = oralni antagonist inhibitorjev proteinov apoptoze

Toksi¢nost:
G=>3 85% vs. 87%
G5: 0% vs. 4%

mterpretation To cur knowledge. this is tee firsl beatment regimen o achisve superior efficacy i ithis disease setling

pealisd @ liiph-idose chglaiin «hemorsd idiberagpy oomparator e o saislondssd Brisl, These |‘||||||:|;-;\. sippesl tlual

imhibitbon of Inkibitor of apoptocls probelns B 8 novel and promilalng sppeaach In thls poor prognostie paopielation amd

warrant confirmation in il'-.'l the aim of expanding the ther peutic options for these patients.
gy .

LRC po 18 mes po TH:

A:54% ) o
er.  B:33%
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Stereotactic Radiation Therapy for De Novo Head =
and Neck Cancers: A Systematic Review and -

Meta-Analysis

SBRT: 1°TU Nauman H. Malik, MD," Michael S. Kim, MD," Hanbo Chen, MD," Ian Poon, MD,"
: Zain Husain, MD," Antoine Eskander, MD,* Gabriel Boldt, MLIS,"
Alexander V. Louie, MO, PhD,” and Irene Karam, MD™* Adv Radiat Oncol 2021
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Kang et al, IJROBP 2019,
Sher et al, JROBP 2019,

s woa "B
Kang, 2019 NP — 8.102% 0.333 (0.046, 0.722)
Sher. 2019 B 16.727% 0.069 (0.007, 0.187]
Karam, 2012 o 12 486% 0000 (0 000, 0072)
Kodand 2011 ® 17.435% 0000 [0.000, 0.028]
Amrars, 2014 — 3.522% 000010000, 0.40€)
Vargo, 2014 o~ 12.004% 0,000 (0,000, 0.078)
Sicdiqui, 2009  —e—s 10 948% 0200 (0 023, 0 488)
Al-Assal 2020 B 18.793% 00420004 0116)
RE Model - 100.000% 0.033 (0.002, 0.102)
T G23 =3.3%
00 05 10 G5=0.1%
Grade 34 Toxicey Proportion

A systematic review and practical considerations of
sterectactic body radiotherapy in the treatment of head
and neck cancer

SBRT: reRT O S e T —

ICE W LI SEenns M AR, "GOUsE PADCE, TFURSERA CEMSE, TIEDH PALDE i TCRAEL B ERLET

NAJVECIA STUDWJA (retro): N=291

Ling et al, Int J Radiat Oncol Biol Phys 2016 (Pittsburgh)
PTV, .4 29 cm3(0,8 — 209), TD,,,.q 44 Gy/#5
Toksi¢nost:

G>3, akutna =11,3%

kasna = 18,9% — HF/Lx : drugo = 50% : 6-20%

Late Toxicity

BOS/Nasal Cavity/
Pacanaral Sinus
" (- - 2)
Nasogharynx
Oral Cavity ] 27% (n = 4)
7% (n=3)
Salivary Gland Ovopharynx
% (ne1) 19% (n«7)

Larynx/Hypopharynx
50% (n « 16)

Lymph Node
20% (n = 10)

Br J Radiol 2020

Fazal=1

Fazall = 2

Register (prospektiven) = 1
Retrospektiva = 17

21 porocil, 1381 bolnikov
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First experienoe with model-based selection of head and neck canger 1
patients for proton therapy

P ROTO NSKA RT Makbule Tambas**, Rool M, Seenbakkers*. Mars I van der Laan®, Atje M. Wallers

L
i

ol G Kierkeds *°, Dan Scandwra ®, Erik W, Korevaar °, Edwin Oldehinked . Tineke W4, wan Zon-Neijer
Stefam Bath ., Johanng G, van den Boek ', fohanmes A Lisgendigk Radiother Oncol 2020
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Xerostomia G=>2 (pt-rated) —> =210%
Dysphagia G>2 (ph-rated) > >10%
Dysphagia & xerostomia — >15%
Tube feeding dependance — >5%

PROTONSKA RT

G DL LR VLT Tumorji IZVEN ustne votline, Zrela, grla

et |ocation® = T e
E (n=28, 12%) i
L] [l
i Sinhroni ne-ORL tumor, hiter progres, !
] [ ]
. Linssitatin for psiholoski razlogi, kovinski vsadki — CT H
HNC ey Protons artefakti, nezmoznost hiperekstenzje ~~ 77T T
5 I [n=27, 12%)
patients
n:zz? NEGATIVE ANTCF « thrashald
( ) (n=31. 14%) (=61, 27%) Photons
L (n=147, 65%)
Preselection
Tool
Plan
POSITIVE comparison
1 | Protons
ANTECP & threshald {n:Eﬂl 35%}
(=B, 35%)

Tambas et al, Radiother Oncol 2020
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