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Vétsina NSCLC je diagnostikovana jako neresekabilni st. lll nebo IV,
které jsou spojeny se spatnou prognézou

~85 % pripadi rakoviny plic je Pétileté preziti u NSCLC stadia lll
klasifikovana jako NSCLC.! je nizké.®"
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Priblizng 30 % pacienti se dostavi s lokalné pokrocCilym
onemocnénim, které je neresekabilni (stadium IlIA nebo I1lIB).2

) 0% -
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*Véetné jedincd, ktefi zemfou z jinych nez onkologickych pficin.
NSCLC = nemalobunéény karcinom plic.

1. Zappa C and Mousa SA. Transl Lung Cancer Res 2016;5:288-300; 2. Provencio M, et al. J Thorac Dis 2011;3:197-204; 3. Scorsetti M, et al. Radiat Oncol 2010;5:94-102; 4. Fournel P, et al. J Clin Oncol 2005;23:5910-5917; 5. Johnson DH. Chest 2000;117:123S-126S; 6. American Cancer Society.
NSCLC survival rates by stage. https://www.cancer.org/cancer/n all-cell-lung-cancer/detection-diagnosis-staging/survival-rates.html. Accessed November 2017; 7. Cancer Research UK. http://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-

ancer/non-sm
type/lung-cancer/incidence#heading-Three. Accessed November 2017.
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Proces stagingu vyZzaduje radu diagnostickych kroku a spolupraci v ramci multidisciplinarniho
tymu !
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Lécba

Definitivni CRT je standardem péce u neresekabilniho NSCLC stadia Il

Konkomitantni chemoradioterapie > Sekvencni chemoradioterapie

*Podle doporuéenych postup NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®), by stanoveni resekability, chirurgického stagingu a plicni resekce mélo byt provedeno hrudnimi chirurgy s patfiénym osvédéenim,
kteri provadéji operace plicniho karcinomu jako béznou soucdst své praxe.

CRT = chemoradioterapie; CT = vypocetni tomografie;
NSCLC = nemalobunécny karcinom plic;
FDG PET = pozitronova emisni tomografie s fluorodeoxyglukézou.

1. Uvedeno se svolenim z doporugenych postupt NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) pro nemalobunéény karcinom plic V.1.2020. © National Comprehensive Cancer Network, Inc. 2019. Viechna préva vyhrazena. Chcete-li zobrazit nejnovéjsi a Giplnou verzi NCCN
Guidelines, prejdéte online na adresuNCCN.org. NCCN neposkytuje Zadné zaruky jakéhokoli druhu tykajici se obsahu, pouZiti nebo uplatnéni uvedenych postupl a odmitd jakoukoli odpovédnost za jejich uplatnéni nebo pouziti jakymkoli zptisobem.



Inoperabilni NSCLC Ill. stadia

NSCLC Ill. st. je velmi heterogenni skupinou onemocneéni.

Cast nemocnych je resekabilnich, pFiblizné 30 % nemocnych
stadia IlIA a llIB je neresekabilnich.

Zlatym standardem lécby u této skupiny byla doposud
konkomitantni chemoradioterapie (CHT/RT).

U casti nemocnych s resekabilnim ca st. IlIA Ize uvazovat o
neoadjuvantni lécbe.

Presto takto |éCeni nemocni se ve vétsiné pripadu doziji relapsu
onemocneni.



Patterns of failure in LA-NSCLC
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7 (6.9%)

Distant Failure



Evidence pro konkomitantni CHT/RT

 RTOG 7301 Perez 1982 prokazal zlepseni vysledku s davkou 60 Gy
ve srovnani s 40-50 Gy
* Tri nasledujici studie ukazaly lepsi vysledky s pouzitim CHT ve

srovnani se samostatnou RT — sekvencni podani (piiman caics inci 1996,
Sause RTOG/ECOG JNCI 1995, LeChevalier JNCI 1991)

» Dalsi studie ukazaly lepsi vysledky s konkomitantni CHT/RT (curran r106
9410, Furuse JCO 1999, Furnel JCO 2005)



Rada studii prokazala pfinos konkomitantni chemoradioterapie
vs. samostatné RT u neresekabilniho NSCLC stadia Ill

Priklady klinickych studii, které pomohly ustavit konkomitantni chemoradioterapii jako standardni peci
u neresekabilniho NSCLC stadia I11.24

Konkomitantni chemoradioterapie vs. samotna radioterapie?

Studie Lécba Trileté preziti (%) Hodnota P
(pocet pacienti)

EORTC (1992)2 Cisplatina jednou denné 16 % 0,009
(N=331) Cisplatina jednou tydné 13 %

TRT 2%
Jeremic et al. (1995)3 Hyperfrakcionovana TRT 6,6 % 0,0024
(N=169) Hyperfrakcionovanda TRT s CB/etoposidem 23 %

Hyperfrakcionovana TRT s CB/etoposidem 16 %
Jeremic et al. (1996)* Hyperfrakcionovana TRT 9% 0,021
(N=131) Hyperfrakcionovana TRT s CB/etoposidem 23 %

Hyperfrakcionovana radioterapie je Iécba, pri které je celkova davka zareni rozdélena na malé davky a lécba se poddava vice nez jednou denné.
Hyperfrakcionovana radioterapie se podava ve stejném casovém obdobi (dny nebo tydny) jako standardni radioterapie.

CB=karboplatina; EORTC=European Organization for Research and Treatment of Cancer; TRT=hrudni radioterapiel. Stinchcombe TE, et al. The Oncologist 2006;11:809-823; 2. Schaake-Koning C, et al. N Engl J
Med 1992;326:524-530; 3. Jeremic B, et al. J Clin Oncol 1995;15:452-458; 4. Jeremic B, et al. J Clin Oncol 1996;14:1065-1070.



Metaanalyzy potvrdily prinos konkomitantni chemoradioterapie
z hlediska preziti u NSCLC stadia lll

Studie nebo Konkomitantni Radioterapie Log Hmotnost Pomeér rizik
. chemoradioterapie samotna [pomér rizik] Pomeér rizik (95% Cl) o o
podskupina (%) (95% CI)
(N) (N) (SE)
Blanke (1995) 104 1M1 -0.13 (0.14) —t 17.1 0.88[0.67-1.16]
Cakir (2004) 88 88 -0.61 (0.16) —= 13.1 0.54 [0.40-0.74]
Clamon (1999) 130 120 -0.12 (0.37) -1 24 0.89[0.43-1.83]
Huber (2003) 99 113 -0.27 (0.16) —H 13.1 0.76 [0.56-1.04]
Jeremic (1995) 52 61 -0.61 (0.2) —— 8.4 0.54 [0.37-0.80]
Jeremic (1995) 56 0 -0.28 (0.21) — 7.6 0.76 [0.50-1.14]
Jeremic (1996) 65 66 -0.44 (0.19) = 9.3 0.64 [0.44-0.93]
Schaake-Koning (1992) 217 114 -0.25 (0.12) —H 232 0.78 [0.62—0.99]
Soresi (1998) 45 48 -0.39 (0.29) B 4.0 0.68 [0.38-1.20]
Yadav (2005) 15 15 -0.59 (0.42) B 1.9 0.55[0.24-1.26]
Celkem (95% ClI) 871 736 ¢ 100 0.71 [0.64-0.80]
Heterogenita: Tau2 = 0,0; Chi2 = 8,77, df =9 (P=0,46); P-0,0%
Test na celkovy Ucinek: Z = 5,84 (P<0,00001)
Test na rozdily v podskupinach: Neuplatfuje se
Ve prospéch \Ve prospéch
konkomitantni motné
chemoradioterapie radioterapie
Cl=interval spolehlivosti; IV=inverzni rozptyl; NSCLC=nemalobunéény karcinom plic \/

O’Rourke N, et al. Cochrane Database of Systematic Reviews 2010, Issue 6. Art. No.: CD002140 and references cited therein



Konkomitantni chemoradioterapie poskytuje pacientum vétsi
klinicky prinos nez sekvencni lécba

Retrospektivni srovnani mezi sekvencni a Metaanalyza 6 randomizovanych studii (n = 1205) pfimo
konkomitantni CRT na jednom pracovisti v porovnavajici sekvencni a konkomitantni CRT?
letech 2003-2010*
4 N
o Vy,sledky u sekveném’ CRT (n=90) lSequentiaInCRT(n=602) m Concurrent CRT (n=603) - M Sequential CRT (n=589) m Concurrent CRT (n=595)
o Median OS: 17,4 mésict 2% = -
o Pétiletad mira preziti: 17 % 5 2% ° 160%
:g). 15% %) 15%
«  Vysledky u konkomitantni CRT (n=190) 3 =
o Median OS: 18,6 mésic( g >
o Pétiletda mira preziti: 19 % 5% 5%
K j 0%

0%

3 Years 5 Years 3 Vears 5 Vears

U pacientd, u nichZz neni mozna konkomitantni CRT (napr. oslabeni pacienti), je vhodnou alternativou sekvencni
chemoterapie nasledovana definitivni radioterapii.3

CRT = chemoradioterapie; NSCLC = nemalobunéény karcinom plic; OS = celkové preziti; PFS = preziti bez progrese
1. van Reij EJ, et al. Acta Oncol. 2014;53:316—323; 2. Aupérin A, et al. J Clin Oncol. 2010;28:2181-2190; 3. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Small Cell Lung Cancer V.3.2020..



Zvysena toxicita pri konkomitantni chemoradioterapii ve srovnani
se sekvencni chemoradioterapii

. . Sekvencni
Konkomitantni . . . e ‘.
Nezadouci pfihoda chemoradioterapie chemoradioterapie Pomeér rizik Hmotnost Pomeér rizik
(N) (N) (95% CI) (%) (95% Cl)
Umrti souvisejici s Ié&bou
Mezisouget (95% Cl) 470 480 - 100 2.02[0.90-4.52]

Akutni pneumonitida
Mezisoucet (95% Cl) 469 478 <+ 100 0.99[0.51-1.91]

Akutni ezofagitida

Mezisoucet (95% ClI)
469 478 - 100 496 [2.17-11.37]
Neutropenie

Mezisoucet (95% ClI)
Anémie 469 478 L 100 1.18 [0.90-1.55]
Mezisoucet (95% ClI)

Neutropenie 144 148

100 0.95[0.41-2.21
Mezisoucet (95% Cl) -~ [ ]

T T | 1
0.02 0.1 1 10 50
Ve prospéch Ve prospéch
konkomitantni  sekvenéni
chemoradioterapie  radioterapie

Cl=interval spolehlivosti; NSCLC=nemalobunécny karcinom plic
O’Rourke N, et al. Cochrane Database of Systematic Reviews 2010, Issue 6. Art. No.: CD002140.



Strategie zlepseni vysledku

1. kombinace cytostatik
* jako nejlepsi se jevi ,,doublet” s platinovym derivatem.

* Prace srovnavajici radikalni radioterapii a rezim cisplatina s
etoposidem (EP) s radioterapii a karboplatinou a paklitaxelem (PC)
prokazala superioritu prvné jmenovaného. Median celkového
preziti s cisplatinou byl signifikantné vyssi (23,3 m. vs. 20,7 m.).

* rezim EP je vSak zatizen vyssi morbiditou



Konkomitance s cetuximabem
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Cetuximab 237 225 200 190 175 160 141 121 103
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Walraven et al. Radiother Oncol 2016,118:442-6. Bradley et al. Lancet Oncol . 2015;16:187-199



2. indukcni CHT

Strategie zlepseni vysledku

Induction carboplatin+paclitaxel

Probability
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Concurrent chemoradiotherapy
Induction followed by chemoradiotherapy

20

40 60

Survival Time (months)

Vokes et al. J Clin Oncol 2007; 25: 1698



Strategie zlepseni vysledku

3. konsolidacni systémova lécba po konkomitantni CHT/RT.

e Studie PROCLAIM srovnavala kombinaci pemetrexed s cisplatinou
podanou soucasneé s radioterapii a konsolidacni aplikaci
pemetrexedu s rezimem cisplatina etoposid. Kombinace
s pemetrexedem nebyla ucinnéjsi a studie byla predc¢asnée uzavrena.

* RTOG 0617 pridani cetuximabu jako konsolidacni |[écby nevedlo ke
zlepseni vysledku, ale naopak ke zhorseni toxicity.



Studie PROCLAIM — konkomitantni CHT u neskvamozniho
NSCLC

1.09 Grade 3-4 neutropenia
Pemetrexed-cisplatin: 24%

Etoposide-cisplatin: 45%

> 0.8+
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Time from randomisation (months)

301 282 268 239 221 194 178 157 145 126 98 75 67 56 46 42 33 25 19 14 10 3 1
297 278 262 232 216 201 179 164 140 113 97 82 69 56 49 46 31 26 22 16 10 6 3

Senan et al. J Clin Oncol. 2016,;34:953-62



Konsolidacni terapie s docetaxelem
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Hanna et al. J Clin Oncol. 2008;26:5755-60




Konsolidacni terapie s vinorelbinem a cisplatinou

overall survival (proportion)

0 10 20 30 40 50 60

, . time in months
patients at nisk

am A: CC Qe 68 48 21 11 7
am B: BSC 105 78 47 24 1S5 7

N -

Flentje et al. Strahlenther Onkol 2016,;192:216-22



Konsolidacni terapie s gefitinibem

b Median

100 g Events/N  In Months

e G efitinib 71/118 23 (17,29)

80 - Placebo 54/ 125 35 (25,40)
60 -

=
T 40+
20 -
P=.013
0 12 24 36 48 60

Kelly K et al. J Clin Oncol 2008,26:2450-2456



Studie za poslednich 10 let nedokazaly modifikovat ani zlepsit konkomitantni
chemoradioterapii jako standard péce u pacientu s neresekabilnim NSCLC stadia lll

Studie

(datum
uverejnéni)

Lécebna ramena

Populace
pacientt

Ukazatele

CALGB Rameno A: CRT s karboplatinou Stadium |l Medidn PFS: Medidn OS: Induk¢ni terapie pred
39801 AUC 2 a paklitaxel 50 mg/m? neresekabilni * Rameno A: 7 mésicll * Rameno A: 12 konkomitantni CRT zvysila
(2007)? Rameno B: Dva cykly karboplatiny AUC (N =366) * Rameno B: 8 mésicl mésicl toxicitu a neprodlouzila
6 a paklitaxel 200 mg/m? a * Rameno B: 14 preziti oproti CRT samotné.
konkomitantni CRT mésicl
HOG/USO Cisplatina 50 mg/m? a etoposid 50 Stadium Il Zadny signifikantni Median OS: Konsolidacni lécba
(2008)3 mg/m? nasledovany radioterapii neresekabilni rozdil v PFS mezi * Observace: 23.2 docetaxelem zvysila toxicitu a
Pacienti bez progrese byli nahodile (N =203) obéma rameny mésicl nezlepsila preziti oproti
pridéleni k 1é¢bé docetaxelem (P =0,960) * Docetaxel: 21.2 samotné CRT.
75 mg/m? vs. observace. mésicu
(P=0.883)
SWOG Uvodni kohorta: Cisplatina 50 mg/m?, Neléceni Median PFS: Median OS: Pridani konsolidacni Iécby
S0023 etoposid 50 mg/m?, konkomitantni pacienti * Gefitinib: 8,3 mésicli | * Gefitinib: 23 mésicl gefitinibem v neselektované
(2008)* hrudni ozarovani nasledované stadium Il * Placebo: 11,7 * Placebo: 35 mésicl populaci pacienti zkratilo
docetaxelem 75 mg/m? (N=672) mésicl dobu preziti oproti

Gefitinib 250 mg versus placebo

kontrolnimu rameni.

AUC=plocha pod kfivkou; CALGB=Cancer and Leukemia Group B; CT=chemoterapie; CRT=konkomitantni chemoterapie a radioterapie; FFS=preziti bez selhani; HOG=Hoosier Oncology Group; NSCLC=nemalobunéény karcinom plic;

0S=celkové preZiti; PFS=preZiti bez progrese; SWOG=Southwest Oncology Group; USO=US Oncology
1. Hanna. Am Soc Clin Oncol Educ Book 2015:e442-e447; 2. Vokes EE, et al. J Clin Oncol 2007;25:1698-1704; 3. Hanna N, et al. J Clin Oncol 2008;26:5755-5760; 4. Kelly K, et al. J Clin Oncol 2008;26:2450-2456.




Studie za poslednich 10 let nedokazaly modifikovat ani zlepsit konkomitantni
chemoradioterapii jako standard péce u pacientu s neresekabilnim NSCLC stadia lll

Studie

(datum
uverejnéni)

Lécebna ramena

Populace
pacientt

Ukazatele

KCSG-LUO5-04 Observacni rameno: Inoperabilni Median PFS: Median OS: Konsolidace docetaxelem a
(2015)1 Konkomitantni CRT stadium IlIA * Konsolida¢ni rameno: 8,1 * Konsolidacni rameno: 21,8 cisplatinou neprodlouzila
(cCRT) samotna nebo IIIB mésicl mésich preziti po pFidani k CRT.
Konsolida¢ni rameno: (N =459) * Observacni rameno: 9,1 mésicu ¢ Observacni rameno: 20,6 mésicu
cCRT plus docetaxel a * (P=0,36) * (P=0.44)
cisplatina
RTOG 0617 Nahodile ptirazeni k Neléceni Median PFS: Median OS: Pridani cetuximabu ke
(2015)2 lécbe pacienti * CRT (60 Gy): 11,8 mésicl * CRT (60 Gy): 28,7 mésicl konkomitantni CRT
o CRT (60 Gy) stadium Il * CRT (74 Gy): 9,8 mésicl * CRT (74 Gy): 20,3 mésicl neprodlouZilo pFefiti oproti
o CRT (74 Gy) (N = 544) * CRT (60 Gy) s cetuximabem: * CRT (60 Gy) s cetuximabem: 25 Vs e s (T
o CRT (60 Gy) plus 10,8 mésicd mésicd ;
cetuximab . . samotne.
* CRT (74 Gy) s cetuximabem: * CRT (74 Gy) s cetuximabem: 24
o CRT {74 Gy) plus 10,7 mésicd mésicl
cetuximab
CALGB 30605 Karboplatina, nab- stadium IIIA Median PFS: Median OS: Pridani erlotinibu k RT
(2015)3 paklitaxel 100 mg/m?2 nebo IIIB e 11 mésicu e 17 mésicu neposkytlo zadny
nasledované erlotinibem neresekabilni vyznamny pfinos z hlediska
150 mg s CRT (N=75) preziti oproti samotné RT
po indukéni CT.

CALGB=Cancer and Leukemia Group B; CT=chemoterapie; cCRT=konkomitantni chemoradioterapie; CRT=chemoradioterapie; NSCLC=nemalobunécny karcinom plic; OS=celkové preziti; PFS=preZiti bez progrese;

RT=radioterapie; RTOG=Radiation Therapy Oncology Group.

1. Ahn JS, et al. J Clin Oncol 2015;33:2660-2666; 2. Bradley JD, et al. Lancet Oncol 2015;16:187-199; 3. Lilenbaum R, et al. J Thorac Oncol 2015;10:143-147.




Strategie zlepseni vysledku

4. Eskalace davky zareni

* Predpoklad lepsich vysledku v pripadé eskalace davky zareni se
vSak zcela nepotvrdil ve studii RTOG 0617. 74 Gy (2 Gy/frakci)
nezlepsilo celkové preziti se srovnani s 60 Gy.

* Prace z National Cancer Database (NCDB) z roku 2016. S lepsim
orezitim byla spojena aplikovana davka vyssi nez 60 Gy (2 Gy/fr.).
Dalsi zvysovani nad 70 Gy uz ale zlepsSeni neprineslo.




Standard-dose versus high-dose conformal radiotherapy
with concurrent and consolidation carboplatin plus

paclitaxel with or without cetuximab for patients with
stage IlIA or IlIB non-small-cell lung cancer (RTOG 0617):
a randomised, two-by-two factorial phase 3 study :

Jeffrey D Bradley, Rebecca Paulus, Ritsuko Komaki, Gregory Massters, George Blumenschein, Steven Schild, Jeffrey Bogart, Chen Hu,
Kenneth Forster, Anthony Magliocco, Vivek Kavadi, Yolanda | Garces, Samir Narayan, Puneeth lyengar, Cliff Robinson, Raymond B Wynn, 10 4
Christopher Koprowski, Joanne Meng, Jonathan Beitler, Rakesh Gaur, Walter Curran Jr, Hak Choy

o

1 1 1 ! 1 1

|
0 3 6 9 12 15 18 21 24

Number at risk
60Gy 217 212 194 181 169 160 142 129 116
74Gy 207 198 180 162 142 126 112 95 87

Bradley et al. Lancet Oncol . 2015 16: 187

For 40 years and still 60 Gy/30 fractions
constitutes standard dose in stage Ill NSCLC



Technika RT

* Vroce 2018 byla publikovana prace Liao a kol., ktera randomizovala
pac. mezi IMRT a protonovou RT. Selhani terapie ve 12 m. byla
nesignifikantné horsi po protonové RT (21.1 vs 17.4% po fotonové

RT). Stredni davka na srdce byla nizsi u protonové RT, ale zatim se
to neodrazi ve vysledcich.

Liao Z et al. Bayesian adaptive randomization trial of passive scattering proton therapy and intensity-
modulated photon radiotherapy for locally advanced nonsmall-cell lung cancer. J Clin Oncol (2018)

* Protonova RT teoreticky muze minimalizovat davky na kritické
organy — srdce, plice, jicen. Zda-li se teoretické predpoklady
transformuji v klinicky benefit osvétli studie RTOG 1308.



IMRT vs. Proton Therapy
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Number at risk Number at risk Number at risk
— MRT 92 (1) 8 (3 78 (2 74 (0 72 —  |[MRT 92 (10) 66 (11) 38 (1) 21 (0) 14 (1) 6 (1) O IMRT 92 (16) 76 (21) 46 (12) 24 (2) 16 (0) 7 (2) O
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Liao et al. J Clin Oncol 2018; 36: 1813-1822




Priklad tolerancnich davek na kritické organy

Organ at risk tolerance doses and target volume dose criteria

Organ at risk

Spinal cord PRV

Lungs (excluding gross tumour volume)
Brachial plexus PRV

Proximal bronchial tree and great vessels PRV
Target volume

Clinical target volume

Planning target volume (or PTV85% if there was
overlap between the planning target volume and a serial organ at risk)

Tolerance dose

<50 Gy to 1 cm’

Mean lung dose 20 Gy

<66 Gy to 1 cm’

<75.1Gyto 1 cm’

Dose objective

Minimum dose to 1 cm® >90% of prescribed dose
Dasg (volume) >95% of prescribed dose

Maximum dose to 1 cm® <107%

Minimum dose to 1 cm? >80% of prescribed dose
Dgs% (volume) >907% of prescribed dose

Maximum dose to 1 cm?® <107%

PRV, planning organ at risk volume.

V20 < 35-30% - objem plic bez PTV, které obdrzi 20 Gy



Zakladni principy pro pouziti RT

Rutinni integrace 4D CT a PET pro planovani RT
Presnost vypoctu davky

Presné zobrazeni a verifikace na ozarovaci (IGRT)
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Strategie zlepseni vysledku

5. kombinace radioterapie s imunoterapii

* Myslenka to neni nova, ale k dispozici jsou nové |éky, tzv. check
point inhibitory.



Immune-checkpoint blockade

ESTRO2020'&

References Phase NSCLC setting (accrual) Immunotherapy Radiotherapy Design Primary outcome
IMMUNE CHECKPOINT BLOCKADE
Antonia et al. (31) (PACIFIC) Ml Stage lll, unresectable (N = 713) Durva 54-66 Gy, concurrently with ¢ CRT > durva Median OS NR vs. 28.7m (HR 0.68;

Durm et al. (54) Il

Lin et al. (55) (DETERRED) I

Peters et al. (56, 57) 1A/l
(NICOLAS)

Sequential

Concurrent

CT
Stage lll, unresectable, Pembro 59-66.6 Gy, concurrently
CR/PR/SD after CRT (N=92) with CT

Stage lll, unresectable (N = 40) Atezo 60-66 Gy/30-33 fx,

concurrently with CT

Stage lll, unresectable (N = 79) Nivo * 66 Gy/33 fx, concurrently

with CT
* 66 Gy/24 fx, sequentially
after CT

Durvalumab
Pembrolizumab

Atezolizumab
Nivolumab

Spaas & Lievens, Front Med 2019

e CRT > placebo

CRT > pembro

e CRT > CT + atezo
e CRT + atezo > CT
+ atezo

CRT + nivo > nivo

p = 0.0025); median PFS 17.2 vs.
5.6m (HR 0.51)

Median TMDD 22.4 m (95% CI
17.9-NR)

>@G3 atezo-related toxicity in 6 pts;
G5 TE fistula (n = 1). G3 radiation
pneumonitis (n = 1)

No >G3 post-RT pneumonitis, 1-year
PFS 50%



Konsolidacni terapie s durvalumabem - studie PACIFIC
Aktualizované OS (ITT)

Aktualizované vysledky hodnoceni OS a PFS ve studii PACIFIC, provedené v odstupu ~4 rokd od randomizace posledniho zafazeného pacienta, véetné prvého odhadu

medianu OS v |éCebné skupiné durvalumabu Po&et udalosti / Celkovy Median OS
podet pacient (%) (95% ClI), mesice

10— Durvalumab 2471476 (51,9) 47,5 (38,4-52,6)

09— 149/237 (62,9) 29,1 (22,1-35,1)
v 0.8— Stratifikovany HR, 0,71 (95% CI, 0,57-0,88)
O 07 66,3% Stratifikovany HR v primarni analyze,*? 0,68 (95% ClI, 0,53-0,87)
n o=
2 o6 56,7%
o 49,6%
S 05
’% I |
b e 0’4_ T T e T T 1 1
>
©
a 03—

0,2 | _

OSHR=0,71
0,1 (95% ClI, 0,57-0,88)
0
1 I I I I I I I I I I I I I I I I I I I I I
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Pocet pacientt v riziku Doba od randomizace (mésice)

Durvalumab 476 464 431 414 385 364 343 319 299 290 274 265 252 241 235 225 195 138 75 36 15 2 0

Faivre-Finn , et al. Durvalumab after chemoradiotherapy in stage Ill NSCLC: 4-year survival update from the phase 11l PACIFIC trial.
Annals of Oncology (2020) 31 (suppl_4): S1142-S1215. 10.1016/annonc/annonc325. Presented at Virtual ESMO Congress 2020.



Strategie st. IIIA N2 NSCLC

e 20 % NSCLC
* Definitivni konkomitantni CHT/RT zUstava standardem lécby

* U potencialné resekabilnich Ill A (N2) muze byt alternativou
indukcni terapie pred chir. vyvkonem

Majem M. Multidisciplinary consensus statement on the clinical management of patients with stage Il non-small
cell lung cancer. Clinical and Translational Oncology 2019



Indukéni terapie?

* Ve studii Intergroup 0139 bylo zarazeno 400 pac. s konkomitantni
CHT/RT. Byli randomizovani do ramene s operaci nebo dokonceni

RT. Pouziti chirurgie nebylo spojeno se zlepsenim preziti (5-OS 27%
vs. 20%).

Albain KS, Swann RS, Rusch VW, et al. Radiotherapy plus chemotherapy with or without surgical resection for stage
lIl non-small-cell lung cancer: a phase Ill randomised controlled trial. Lancet 2009; 374:379

e EORTC 08941 studie také neprokazala rozdil v OS u pac. s indukcni

CHT a RT nebo operaci. Obé skupiny (RT vs. CH) mély podobné PFS.
Pouze ale 50% pac. s operaci mélo kompletni resekci.

van Meerbeeck JP, Kramer GW, Van Schil PE, et al. Randomized controlled trial of resection versus radiotherapy
after induction chemotherapy in stage 1lI1A-N2 non-small-cell lung cancer. J Natl Cancer Inst 2007; 99:442



Indukcni terapie?

* Neexistuji prospektivni studie, které by potvrdily benefit operace

Faktory, které mohou vést k uvaze o operaci po indukcni terapii

e Postizeni pouze jedné stanice N2 do <3 cm pred indukcni [écbou,
* Nutnost pouziti lobektomie ne pneumonektomie,

* Odpoved na indukcni terapii

©2020 UpToDate



Indukcni terapie

 Studie faze Ill srovnavajici CHT/RT vs. CHT u pac. IlIA (N2) neukdazaly
benefit pridani RT

Pless M, Stupp R, Ris HB, et al. Induction chemoradiation in stage IlIA/N2 non-small-cell lung cancer: a phase 3
randomised trial. Lancet 2015; 386:1049-56.



Metaanalyza: indukéni CHT vs CHT/RT (A) ORR; (B) pCR
mediastinalnich uzlin

ChRT+S ChT+S Odds Ratio Odds Ratio
A
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed. 95% CI . o,
Girard 2010 27T 31 8 14 54%  5.06[1.14, 22.49] Mediastinalni
Katakami 2012 r 28 7 28 19.8% 1.00 [0.30, 3.35] T downstaging ie
Pless 2015 71 17 50 115 74.8% 2.01[1.19, 3.39] = i g %J
spojen s lepsi
Total (95% CI) 176 157 100.0% 1.97 [1.25, 3.10] R ,
Total events 105 65 prognozou
ihye 12 = = - - 12 = 279, I i } i
Heterogeneity: Chi? = 2.75, df = 2 (P = 0.25); I? = 27% 0.01 01 1 10 100
Test for overall effect: Z = 2.93 (P = 0.003) Favours [ ChT+S] Favours [ ChRT+S]
B ChRT+S ChT+S Odds Ratio Odds Ratio
—Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% Cl M-H. Fixed. 95% CI
Girard 2010 6 31 1 13 9.0% 2.88[0.31, 26.68] a
Katakami 2012 9 26 3 25 159%  3.88[0.91, 16.58] -
Pless 2015 * 16 99 11 94 75.1% 1.45 [0.64, 3.32] —1il
Total (95% Cl) 156 132 100.0% 1.97 [1.00, 3.86] ==
Total events 31 15
. Chi2 = - - 2= 00 [ : : |
Heterogeneity: Chi?=1.47,df =2 (P =0.48); I?= 0% 0.01 01 1 ; 100

Test for overall effect: Z = 1.97 (P = 0.05)

Favours [ ChT+S] ¢avours [ ChRT+S]

Tong S. et al. Induction chemoradiotherapy versus induction chemotherapy for potentially resectable stage IlIA
(N2) non-small cell lung cancer: a systematic review and meta-analysis. J Thorac Dis 2018;10(4):2428-2436



OS a PFS

e Bezrozdilu v OS (A)
e Bez rozdilu v PFS (B)

A Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight |V, Fixed, 95% CI IV, Fixed, 95% CI
Girard 2010 0.3577 0.4313 7.2% 1.43[0.61, 3.33] e
Katakami 2012 -0.2614 0.3087 14.1% 0.77[0.42, 1.41] < il
Pless 2015 0 0.1717 457% 1.00[0.71, 1.40] Ea
Thomas 2008 -0.2485 0.2025 32.9% 0.78[0.52, 1.16] —=T
Total (95% CI) 100.0% 0.91[0.73, 1.14] ¢
4 Chi2 = - - 12=00 b } - - i
;—_Ietfrfogeneltyl.I Cfl’;l t'22.2_7(,)(:;0 g(_P0 4(;.52).I 0% 0.01 0.1 1 10 100
e Favours [ChRT+S] Favours [ChT+S]
Hazard Ratio Hazard Ratio
B
—Study or Subgroup __log[Hazard Ratio] _ SE Weight V. Fixed, 95% CI IV, Fixed, 95% Cl
Girard 2010 -0.4463 0.7382 2.3% 0.64[0.15, 2.72] -
Katakami 2012 -0.3857 0.294 14.6% 0.68[0.38, 1.21] ol 1
Pless 2015 0.0953 0.123 83.1% 1.10[0.86, 1.40]
Total (95% CI) 100.0% 1.01[0.81, 1.26]
e 2 = - - . |12 = 9E0 : } t } {
Heterogeneity: Chi? = 2.67, df = 2 (P = 0.26); I> = 25% 0.01 0.1 1 10 100

Test for overall effect: Z=0.11 (P = 0.91) Favours [ChRT+S] Favours [ChT+S]



Adjuvantni lécba (CHT) po indukcni terapii

* Neexistuji data podporujici pouziti adjuvantni CHT po indukcni
terapii a operaci u st. IIIA-N2 NSCLC.

* Proto by podavani CHT mélo byt zvazeno u kazdého pac. na zakladé
patol. nalezu a odpoveédi.

Majem M. Multidisciplinary consensus statement on the clinical management of patients with stage Il
non-small cell lung cancer. Clinical and Translational Oncology 2019.

* Adjuvantni terapie je spojena s lepSim OS u pacientu s yp stage Il po
chemoradioterapii.

Shin, Sumin, et al. Adjuvant therapy in stage [IIA-N2 non-small cell lung cancer after neoadjuvant concurrent
chemoradiotherapy followed by surgery. Journal of Thoracic Disease, 2020, 12.5: 2602



Adjuvantni lécba (RT) po indukcni terapii

* Pooperacni RT (PORT) po kompletni resekci neprokazala
statisticky signifikantni zlepseni 3-letého DFS (studie Lung ART
ESMO 2020).

 RT na oblast mediastina u pN2 neni tedy standardem péce v
pripade RO resekce.

* Je mozné ji zvazit v pripade R1 a R2 resekce.



Budoucnost

 NADIM Study (CA209-547) studie faze Il, multicentricka, bezpecnost, uc¢innost
neoadjuvantni CHT a imunoterapie

NSCLC
A FOLLOW

patients with . SURGERY |— upP

resectable (3 years)

disease (In the 3rd or 4th week from
day 21 cycle 3 of
neoadjuvant treatment)
(N2 or TANO/N1) I
exglggt?on ex?rlggt(llon Tumor B|°°"’
extraction
€ @) Block (every 6 months)

Tumor block

Downstaging dosazen u 90% pac.!
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* Vlednu 2020, median sledovani 24 m., 35 ze 41 pac. meélo
resekci tumoru bez progrese.

* PFS 77,1%



Faze lll studie s neoadjuvantni imunoterapii

Trail NCT Stage Phase  Size Treatment Cycle Adjuvant therapy I/O Primary Endpoint

CheckMate816 02998528 1] Ib—Illa 350 e Nivo + platinum doublet 3 No MPR, EFS
* Platinum doublet
* Nivo + Ipi [CLOSED 12/2018]

KEYNOTE-671 03425643 Il lIb-llla 786 * Pembro + platinum doublet 4 Yes EFS, OS
* Platinum doublet

IMpower030 03456063 1] [-llb 374 e Atezo + platinum doublet 4 Yes MPR, EFS
* Platinum doublet

AEGEAN 03800134 1] lla-lllb 300 e Durva + platinum doublet 4 Yes MPR

¢ Platinum doublet

MPR, major pathological response; EFS, event-free survival; OS, overall survival.

Predbéezné vysledky potvrzuji bezpecnost a ucinnost neoadjuvantni imunoterapie.
Nacasovani operace po imunoterapii je stale predmétem vyzkumu.

Ren et al. Neoadjuvant immunotherapy with NSCLC. J Thorac Dis 2020;12(4):1615-1620



Klicova doporuceni pro radikalni lecbu inop. NSCLC

Pro |écbu lokalné pokrocCilého onemocnéni s kurativnim cilem je
doporucovana konkomitantni CHT/RT ktera zlepsuje lok. reg.
kontrolu i OS ve srovnani se sekvencnim podanim CHT a RT nebo
samostatnou RT.

Standardni je normofrakcionace 60-66 Gy, techniky IMRT, IGRT.
Maximalni doba lécby by neméla presahnout 7 tydnu.

Neni ddvod pro rutinni pouzivani indukéni CHT pred CHT/RT.

ldealni rezim pro konkomitanci neni znam, nejcasteji se pouziva
cisplatina+etoposid (vinorelbin) a karboplatina+paklitaxel.

U pac. bez progrese na konkomitantni CHT/RT, u nichZ je exprese
PD L1 > 1%, je indikovana konsolidacni |écba s durvalumabem.




Klicova doporuceni

* Predoperacni CHT je alternativou u pac. st. IlIA (N2), CHT/RT pouze
u sulcus superior tumor (Intergroup trial 0160).

e Pokud pac. neni vhodny k operaci, jak bylo puvodné planovano,
mela by byt provedena RT v radikalni davce.



Dékuji za pozornost




