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HPV (p16) pozitivita

Lepsi odpovéd na lécbu
Delsi doba do progrese
Delsi preziti



PD-L1 status

1% pozitivita
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cetuximab vs. cisplatin

odhad OS (5 let) 77-0% vs 84-6%

PES (5 let) 67-3 % vs 78-4% (p=0,0002)

locoregionalni relaps 17-3 % vs 9-9 %

acute moderate to severe toxicity

77:4% vs 81:7%, (p=0-1586)

late moderate to severe toxicity 16-5% vs 20-4%
(p=0-1904)



Cisplatin versus cetuximab with definitive
concurrent radiotherapy for head and neck
squamous cell carcinoma: An analysis of Veterans

Health Affairs data.
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Radiotherapy plus cisplatin or cetuximab in

low-risk human papillomavirus-positive
oropharyngeal cancer (De-ESCALaTE HPV): an

open-label randomised controlled phase 3
trial

et al.
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RT + cisplatin je standardni terapii pro pacienty
s HPV+ oropharyngedlnim karcinomem



Klinicka studie Extreme - design

cDDP + 5FU nebo CBDCA
+ 5FU

cDDP 100mg/m2 + 5FU 4x1000mg/m2 & 21 dni do 6 cykl{

CBDCA AUC 5 + 5FU 4x1000mg/m2 & 21 dni do 6 cykld

Cetuximab + cDDP [
(CBDCA) + 5FU
cDDP 100mg/m2 + 5FU 4x1000mg/m2 & 21 dni do 6 cykld
CBDCA AUC 5 + 5FU 4x1000mg/m2 & 21 dni do 6 cykld
G

Cetuximab 400/250 mg/m2 tydné




Studie Extreme - vysledky

Table 2. Responses to Treatment and Survival.*

Cetuximab plus
Platinum-Fluorouracil ~ Platinum-Fluorouracil Alone Hazard Ratio or Odds Ratio
Variable (N=222) (N=220) (95% Cl) P Value

Survival — mot

Overall 10.1 (8.6-11.2) 7.4 (6.4-8.3) Hazard ratio, 0.80 (0.64-0.99)  0.04%

Progression-free 5.6 (5.0-6.0) 3.3 (2.9-4.3) Hazard ratio, 0.54 (0.43-0.67) <0.001%

Best response to therapy — %
Overall 36 (29-42) 20 (15-25) Odds ratio, 2.33 (1.50-3.60)  <0.001§
Disease control| 81 (75-86) 60.0 (53-67) Odds ratio, 2.88 (1.87-4.44)  <0.001§
Time to treatment failure — mot 4.3 (4.0-5.6) 3.0 (2.8-3.4) Hazard ratio, 0.59 (0.48-0.73)  <0.001%
Duration of response — mo| 5.6 (4.7-6.0) 4.7 (3.6-5.9) Hazard ratio, 0.76 (0.50-1.17)  0.21%




TPExtreme (ASCO 2019)

Extreme - 6 cyklt PF q3w
+ cetuximab (400 mg/mz2- 250 mg/m2)
maintenance cetuximab 250 mg/2 qw do progrese

TPEx - 4 cykly q3w

cDDP 75 mg/m2 + taxotere 75 mg/ m2

+ cetuximab (400 mg/mz2- 250 mg/m2)
maintenance cetuximab 500 mg/2 q2w do progrese



OS

Vyssi nez ocekavano

Extreme 13,4 mésice
TPEx 14,5 mésice

pP= 0,15

NU niz$i TPEx




e, SUKL

Statni ustav pro kontrolu léciv

UHRADA od 1. 10. 2016

CETUXIMAB (ERBITUX) INF SOL
1X100MLX5MG/ML

Lécba relabujiciho a/nebo metastazujiciho SCCHN - nador dutin

ustni

V kombinaci s chemoterapii na bazi platiny

SRerux 5
—\ mo/miy

Karnofsky skore je vétsi nebo rovno go 6 o i

L‘Etuximab

Do progrese onemocnéni.
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[munoterapie

Nivolumab

PD-1 checkpoint inhibitor
humanni protilatka

Pembrolizumab

PD-1 checkpoint inhibitor
humanizovana monoklondlni protilatka



CheckMate 141

Nivolumab vs. CHT podle vybéru investigatora
Selhani cDDP do 6 mésicti
OS 7,5 vs. 5,1 meésice, p= 0, 010L.

Odpovéd na nivolumab neni zavisla na stavu p16 ani
na stavu PD-11

Nivolumab - ac¢inny je pfi expresi PD-L1 = 1%
Davka 3 mg/ kg qaw.



Pembrolizumab - studie Keynote-048

> Randomizovana studie, faze 11, 2015-2017
> R/M SCC oro, oc, hyp, lar, =882, 21% p16+

pembro 6xPF 6xPF

200mg gq3w x24m + pembro +CTX
200mg gq3w x24m (EXTREME)

Burtness, ESMO 2018



pembro vs EXTREME
OS 14,9 vs 10,7M (PDL1 >20%, HR 0,61), 12,3 vs 10,3m (PDL1 >1%,

HR 0,78) PFS NS, |ORR, 1TTP
20,9 VS 4.5m (PD-1>1%)

G3-5 17% vs 69%
pembro + CHT vs EXTREME
OS 13 vs 10,7m (HR o0,77)
PFS NS, ORR NS, TTP 6,7 vs 4,3m

G3-5 96% vs 70%




Toxicita pii kombinacich terapie
Vyraznéjsi nez u unimodalnich pristupt
Kombinace toxicit pouzitych modalit

Nejde vzdy jen o aditivni efekt toxicit
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