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uvod

* Pri radikalni resekci se standardni adjuvantni
chemoterapii 30%-55% pacientu recidivuje prevazné
s organovu diseminaci

» 5-leté preziti podle klinickych stadii

 77-92% st |
* 53-60% st I
* 36% st A

Carnio S Transl Lung Cancer Res. 2013 Uramoto H Transl Lung Cancer Res. 2014 NSCLC Meta-analysis Collaborative Group. Lancet. 2014



Nutnost inovace postupu lécby ¢asnych stadii NSCLC

Cil Iécby Casnych stadii je kurativni = inovace léCebnych postupu je
klinickou urgenci

Klicova inovace:
Zarazeni imunoterapie do algoritmu |écby casnych stadii NSCLC



Evoluce systémové Iécby nemetastazujicich NSCLC stadia I-ll|

* Adjuvantni chemoterapie na bazi cisplatiny jako standard lécby casnych
stadii NSCLC vysokého rizika metastatické diseminace po radikalni
resekci.

* Anti-PD-L1 imunoterapie s durvalumabem po chemoradioterapii je
novym standardem |écby u neresekabilnich nebo medicinsky
inoperabilnich nemetastazujicich NSCLC

* Adjuvantni podani osimertinibu po dobu 3 let po standardni
chemoterapii prodluzuje DFS u NSCLC s EGFR mutaci a je budoucim
standardem lécby u této podskupiny nemocnych

* Novou perspektivni moznosti Iécby ¢asnych stadii NSCLC perioperacni
podani imunoterapie



budoucnhost

* Posun neoadjuvantni a adjuvantni imunoterapie do |écby Casnych
operabilnich stadii NSCLC

Stage | Stage Il Stage Il Stage IV

@ Tumors @ MNonmetastatic lvmph nodes @ Regional/local metastatic lymph nodes/distant metastases



Imunoterapie ,,check point” inhibitory (ICl)

ADJUVANCE



Adjuvantni chemoterapie casnych stadii NSCLC

>-Yr OS W Death (%)
with/without
B Survival without
chemotherapy
JBR.10 -+ )
B Survival due to
chemotherapy
ALPI -+ - 76 kBl W Death due to
chemotherapy
IALT

stage | (IB*) stage I ' stage I

*Trials that only included stage 1B; ALPI and IALT included both 14 and IB.

Kris. JCO. 2017




i Klinické studie adjuvantni monoterapie ICl v |éCbé
NSCLC

Primary endpoint: DFS in PD-L1+ stage II-IlIA, all stage II-11IA, and ITT

...............................................................................................................................................................
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. Tthedition after complete : MNSCLC per AICC Cisplatin CT -~ 03w x 16 Lo
©+ surgical resection with or 7th edition after — % four 21-d Lo
- without adjuvant platinum CT ~ Placebo complete surgical cycles .
o (N = 1360) x1yr | resection o
L ; (N =1280) Lo
im: | dIT



Klinické studie faze Ill soucasny stav

IMpower010 ukoncen
(N =1280)%2 nabor
< > publikace
ANVIL ukoncen
(N =903)34 nabor
PEARLS ukoncen
(N=1177)>5 nabor
BR31 ukoncen
(N =1360)’ nabor
ALCHEMIST CT-ICI probiha

(N=1263)2

IB-111A (7th)
IB-111A (7th)
IB-111A (7th)
IB-111A (8th)
IB-111A (7th)

1-4 cykly of cis +
pemetrexed, gem,
doc, vin

CT a/nebo RT mozna
CT mozna

CT mozna

1-4 cykly carbo nebo
cis + pemetrexed, ptx,
gem

1. NCT02486718. 2. Wakelee. ASCO 2021. Abstr 8500. 3. NCT02595944. 4. Chaft. ASCO 2018. Abstr TPS8581.
5. NCT02504372. 6. O’Brien. ASCO 2016. Abstr TPS8571. 7. NCT02273375. 8. NCT04267848

sekvencné DFS
atezolizumab vs BSC

sekvencneé DFS, OS
nivolumab vs observation
sekvencné DFS
pembrolizumab vs placebo
sekvencné DFS
durvalumab vs placebo
konkomitantné DFS, OS

pembrolizumab nasledné
pembrolizumab vs sekvencni
pembrolizumab vs observace



IMpower010: Adjuvantni Atezolizumab vs BSC u radikalné
resekovanych NSCLC st IB-IlIA nasledné po adjuvantni CT

»  Randomized, open-label phase Il trial {(data cutoff for interim analysis: January 21, 2021)

Stratification by sex, stage (1B vs Il vs [lIA], histology, PD-L1 tumor expression per
5P142 assay (TC2/3 and any IC vs TCO/1 and IC2/3 vs TCO/1 and 1C0/1)

Atezolizumab 1200 mg Q3W
for 16 cycles Survival
(n = 507)

Patients with

completely resected Adjuvant
stage IB-1IIA NSCLC; chemotherapy’

—
tumor tissue for PD-L1 for 1-4 cycles
analysis required (n = 1269) ~ BSC
(N =1280) “Per UICC/AICC v7 (includes stage |B (n = 498)
tumors =4 cm). Cisplatin + pemetrexed,

gamcitabine, docetaxel, or vinorelbine.

follow-up

—

MNo crossover
allowed

»  Primary endpoint: hierarchical evaluation of inv-assessed DFS in 3 populations: stage II-I1IA with
PD-L1 TC 21%* = all randomized stage II-IlIA = ITT population (stage I1B-111A)

» Key secondary endpoints: OS (ITT); DFS in stage ll-1lIA with PD-L1 TC =50%%*; 3-yr and 5-yr DFS in
all 3 populations; safety

Wakelee -ASCE-2021 -Abstr-8500.




IMpower010: DFS St II-1lIA NSCLC PD-L1 TC 21% (primarni cil)

1004 Atezolizumab BSC
(n =248) (n=228)
20 Median DFS, mo (95% Cl) NE (36.1-NE)  35.3 (29.0-NE)
Stratified HR: 0.66 (95% Cl: 0.50-0.88; P = .004)
60.6% (crossed significance boundary)
— . D
R 60+ Median follow-up: 32.8 mo (range: 0.1-57.5)
T
40+ 48.2%
204
0 T T T T T 1T T T T T T 1T T T T T1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54
Patients at Mo
Risk, n
Atezolizumab 248 235 225 217206 198 190181 155 134111 76 54 31 22 12 &8 3 3 PD-L1 expression by SP263 assay.

RSC_ 228 212 186 169160 151 142135117 97 80 59 38 21 14 7 &6 4 3

Wakelee A5C0 2021 Abstr B500



IMpower010: DFS

57283 PD-LL satus
T040% 0
T2t i
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Stage lI-1IIA NSCLC With PD-L1 TC 21%
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Mo
Atezo BSC
(n=248) (n=228)
Median DFS, mo ME 35.3
HR* (95% Cl) 0.66 (0.50-0.88)
Pvalue 004

All Randomized Stage II-1IIA NSCLC

100+
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il
=) 401
204
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03 6 912151823 24273033 363504245485154
Mo
Atezo BSC
(n=442)  (n=440)
Median DFS, mo 42.3 35.3
HR* (95% Cl) 0.79 (0.64-0.96)
Pvalue 02

DFS (%)

ITT (Stage IB-1IIA NSCLC)

Mo
Atezo B5C
(n=507)  (n=498)
Median DFS, mo ME 37.2
HR* (95% CI) 0.81 {0.67-0.99)
P value .04 (did not cross
prespecified boundary

for significance)

= DFS benefit seen across subgroups, but primarily:in patients with stage II-IlIA NSCLC and PD-L1 TC 21%

Wakelee -ASCO-2021-Abstr-B8500.

*Stratified.

OS data immature at pre-planned interim DFS analysis, not formally tested




IMpower010: DFS benefit ve vSech podskupinach v klinickych
stadiich [I-IlIA

Subgroup M HR [95% CI) Subgroup N HR [95%: Cl)
All patients 882 '-#J 0.79 (0.64-0.56) All patients BEZ 0.79 (0.64-0.96)
Age : Stage
<65 yr 544 \ ‘ 0.79 (0.61-1.03) A 295 0.68 (0.46-1.00)
Z05yr 338 -+ 0.76 (0.54-1.05) 1[5} 174 0.88 (0.54-1.42)
Sex ! [T 413 0.81 (0.61-1.06)
Male 589 0.76 (0.55-0.99) Regional lymph node stage (pN)
Female 293 3"’ 0.80 {0.57-1.13) MO 229 0.88 (0.57-1.35)
Race ! M1 348 0.67 (0.47-0.95)
White 631 ..". 0.78 (0.61-1.00) N2 305 0.83 (0.61-1.13)
Asian 227 — 0.82 (0.55-1.22) SP263 PD-L1 status
ECOG P5 ' TC 250% 229 0.43 (0.27-0.68)
!
0 451 ' 0.72 (0.55-0.95) TC =1% 476 0.66 [0.45-0.87)
1 388 m 0.87 (0.64-1.18) TC <1% 383 0.97 (0.72-1.31)
Tobacco use history i EGER mutation status
1
MNever 136 —— 1.13 (0.77-1.67) ves 103 0.99 (0.60-1.62)
Previous 547 - 0.62 (0.47-0.81) No 463 0.79 (0.58-1.05)
Current 139 ——— 1.01 (0.58-1.75) Jnknawn 310 0.70 (0.48-1.01)
Histology : ALK rearrangement status
Sguamaous 294 ._$... 0.80 (0.54-1.18) Yes 31 1.04 [0.38-2.90)
Nonsguamous S8R vy 0.78 {0.61-0.99) Mo =07 0.85 (0.66-1.10)
: : Unknown 344 0.66 (0.46-0.93)
0.1 1.0 10.0
i , HR - r T —r—r-rrrrt
Aterolizumab Better BSC Better D.:HL }-IE{ 12_1]

Atezhlizumah Better BSC Better

iVakelee. ASCO 2021, Abstr B500.




IMpower010 - zavery

 Signifikantni zlepseni DFS po pridani atezolizumabu nasledné po
chemoterapii na bazi cisplatiny u pacientt po radikalni resekci PD-L1-
pozitivnich, NSCLC st II-lllA (7. vydani)

* Nejvétsi prinos pri expresi PD-L1 250% (HR: 0.44)

* IMpower010 je prvni klinicka studie faze lll prokazujici ucinnost
adjuvantni PD-(L)1 blokady po kompletni chirurgické resekci a
adjuvantni chemoterapii NSCLC



Imunoterapie ,,check point” inhibitory (ICl)

NEOADJUVANCE



Neoadjuvantni vs adjuvantni terapie

neoadjuvance poskytuje vyhody ve srovnani s adjuvanci : lepsi tolerance pri
nacasovani pred chirurgii, downstaging, casna eradikace mikrometastaz, Casné
vyhodnoceni ucinnosti lecby

Neoadjuvant Adjuvant

* Provides earliest opportunity to = Allows the fastest time to surgery®

eradicate micrometastatic disease’ . L
= No risk of presurgery complications

* |ncreased treatment compliance? from systemic therapy®

* Pathologic response provides early = Enables longer treatment duration for
indicator of outcome? systemic control®

* In place” tumor could serve as a = More flexible timing postsurgery
Iarge antlgen TILIEE to drive provides more recovery time for
antitumor immunity* patients’

Perioperative treatment

1. Lewis. Front Oncol. 2018;8:5. 2. Felip. JCO. 2010;28:3138. 3. Hellmann. Lancet Oncol. 2014;15:e42. 4. Zhang et al. Clin Can
Res 2020; 26:1327-37. 5. McElnay. ] Thorac Dis. 2014;6 Suppl 2:5224. 6. Yuan. Signal Transduct Target Ther. 2019;4:61. 7.
Owen. J Thorac Dis. 2018;10(Suppl 3):5404.



Pfedoperacni (neodjuvantni) imunoterapie u primarné
resekabilnich NSCLC - proc

* Vice nez 50% pacientu st |- lll po resekci NSCLC recidivuje

* Chemoterapie pred (neoadjuvantni) nebo po (adjuvantni) chirurgické intervenci :
absolutni zlepseni 5-letého preziti = 5% pfri klinicky nezadbatelnych NU
r

Events Totals
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i — v
Y
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Rt
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3 4 5 7
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Klinické studie s neoadjuvantni imunoterapii
u operabilnich NSCLC

Huynh. Transl Lung Cancer Res. 2021



‘Neoadjuvantni ICl casnych stadii NSCLC

All Stages, %
ORR Resected

Neoadjuvant Regimen

' Forde et al’ 21 -lIA Nivolumab x 2 45*" 15* 10 95
| LCMC323 181 IB-lB Atazolizumab x 2 21t 7+ 7 28
NEOSTAR*S

- " ArmA 23 S Hiunlumahi X3 22% 10* 22 9g
5 Arm B 21 Himlumabﬂpilin‘:ﬁumah %3 38 38 19 21
| MK3475-223¢ 15 I Pembrolizumab x 1-2 31* 15* NR 87
Li et al’ 40 IA-11IB 5intilimah§xz 405*  16.2* 20 93
" NADIM® 16 A Nivo + carbo/pac x 3 83 63* 76 89
Shu et al? 30 IB-1IA Atezo + carhnfnat;'p-pac x 2-4° 57% 334 63 87
SAKK 16/14%C 68 A Cis/doc x 3, then duirvalumab X 2 62* 18*% 58 21

. *Calculated from patients who had complete surgical resection. "Stage 1A MPR: 2/9 (22%). "Calculated from patients in efficacy population who had intended surgery and |

E MPR assessment. *ITT. *Patients without PD after 2 cycles received 2 additional c',rtlee:.. '6/10 patients with pCR had stage |14 disease. Caution should be used with cross tr'lali

. Comparisons. ' '

T ‘:L: Fifl rda. MEINM. 20083781976, 2. KEwiatkowskl. A5C0 2019, Abstr 85037 37 Cee, WCLC 2021 Fc.h'sfr'il’ﬁﬂl'.ﬂﬁ-.'#.'l:a'stl':lﬁé.'AE-ED
2019, Abstr 3504, 5. Cascona. Nat Med. 2021;504. 6. Bar.-ASCO 2019. Abstr 8534, 7. Li. JT0.-2020;15:816. 8. Provencio.Lancet - - - l._l__
- - Dingol2020;21:1413. 9 Shu.Lancet Onzol. 2020;21:786. 10_Bothschild JCO.2029:38:2872 L ... Joooen

.............................................................



MPR : Novy koncept hodnoceni lécebné odpovedi

MPR,, = Major pathologic response (MPR, <10% residual
viable tumor) assessed on biopsy, rather than
definitive surgical resection

irPR score=10% RVT irPR score=10% RVT

Biops g
/7 Psy Regression

bed

N

Residual tumor 6

Residual tumor

JTO 2020; 15(5):709-740



Pro¢ kombinace imuno a chemoterapie: biologicky pohled

‘Some chemotherapies, optotic anticancer

microenvironment

Imunoterapie zvysuje sensitivitu k
chemoterapii

« Ovliviéni MDSC/ makrofagu

Th1/Th17/
yo T cells

Tregcells . ™

Suppressed |

&
« Reprogramovani nadorovych Lol WNo actvation
ceév — .,z‘;‘:zz*zs.s')

Chemoterapie potencuje imunitni mm":“:;;’;';','fc,‘;;‘“"l:\.’%ﬁ?ox‘c * Apoptotc \ Neutophis B3
odpovéd e\ g Ce'('lg;?ath e

* Imunogenni bunécna smrt - Poronire O/ o na

» Deplece MDSC a Treg \ Mocropheges QP i/ |-

+ Influx TIL, inflamace i Ty e

. ik allE Pathogen / ‘ antigens & suppressloln of
\ an |getns. ’c; iva lgﬁo response-like mnate immune cells
) S il chemokines -
. K_/ b
& ; _v ~

MDSC myeloid-derived suppressor cells
Historicky byla chemoterapie spojovana s imunosupresi, a proto byla povazovana za inkompatibilni s imunoterapii.

Emens, Cancer Immunol Res 2015; Galluzzi, Cancer Immunol Res 2016; Peters, ASCO 2017; Garg, Immunol Review 2017



NSCLC : neoadjuvantni CT + ICl : klinické studie faze Il

Study Title - Disease Stage
(Planned Accrual) Status (TNM Edition) SULEEELLCNGE
CheckMate 816 Completed IB-IIIA (7th) 3 cycles of cis/pemetrexed, carbo/pac,
(N =358)12 accrual cis/gem, carbo/pac (nivolumab arm) or
C——l cis/pemetrexed, cis/vin, cis/doc,
cis/gem, carbo/pac (CT arm)
KEYNOTE-671 Accrual [I-111B (8th) >4 cycles of cis/(gem or pemetrexed)
(N=786)3 ongoing
IMpower030 Accrual [I-111B (8th) 4 cycles of carbo/pemetrexed,
(N = 450)* ongoing carbo/nab-pac, cis/pemetrexed, or
cis/gem
AEGEAN Accrual [IA-111B (8th) 4 cycles of carbo/pac,
(N = 800)>° ongoing carbo/pemetrexed, cis/gem, or
cis/pemetrexed
CheckMate 77T Accrual [IA-11I1B (8th) >4 cycles carbo/pac, cis/doc,
(N =452)78 ongoing carbo/pemetrexed, cis/pemetrexed, or

carbo/pac

1. NCT02998528. 2. Spicer. ASCO 2021. Abstr 8503. 3. NCT03425643. 4. NCT03456063.
5.NCT03800134. 6. Heymach. WCLC 2019. Abstr P1.18-02. 7. Cascone. ASCO 2020. Abstr TPS9076. 8. NCT04025879.

Neoadjuvant
Intervention

+ Nivolumab

Pembrolizumab
or placebo

Atezolizumab or
placebo

Durvalumab or
placebo

Nivolumab or
placebo

Adjuvant 10
Treatment

No

13 x 3-wk cycles of
pembrolizumab or
placebo

16 x 3-wk cycles of
atezolizumab or
BSC

12 x 4-wk cycles of
durvalumab or
placebo

Nivolumab or
placebo for 1 yr

Primary
Endpoint(s)

pCR, EFS

EFS, OS

EFS

pCR, EFS

EFS

*As of September 2021. *Nivolumab + ipilimumab arm closed.



CheckMate 816: Neoadjuvantni lé¢ba kombinaci
nivolumab + CT na bazi platiny u resekabilnich NSCLC st IB-IlIA

¥ Randomized, open-label phase Iil trial (data cutoif: September 16, 2020; min f/u: 7.6 mo)
Stratified by stage (I1B/11 vs IA), PD-L17 {21% vs =1%), and sex Radiologic restaging

l Nivelumab 360 mg El31:u"lu" + l
Patients with newly diagnosed,

CT Q3W x 3 cycles:
resectable, stage IB (24 cm) / (n = 179)
to 1A NSCLC*; '

no sensitizing EGFR mutations or .
ALK alterations \ CT Q3W x 3 cycles
(N = 358) (n=179)

Optional
adjuvant CT | Follow-up
TRT

el (within 6 wk e

*By TNM 7th edition. 'PD-L1 28-8 pharmDx IHC assay.
Arm evaluating nivolumab (2 mg/kg for 3 cycles) + ipilimumab (1 mg/kg for 1 cycle) not shown.

* Primary endpoints: pCR (by BIPR), EFS (by BICR)
® Key secondary endpoints: OS, MPR (by BIPR), time to death or distant metastasis

*» Key exploratory endpoints: ORR (by BICR), surgery feasibility, peri/postoperative surgery-related AEs

Forde- AACR 2021- AbstrETBO3- Spicer-ASEE0-2021 -Abstr-B503 -NETB2398528:




CheckMate 816: pCR Rate (Primarni cil)

Primary Endpoint: ITT (ypTONO)* Patients With Resection® (ypTONO)
404 OR: 13.94 (99% Cl: 3.49-55.75; < 40 -
P <.0001) < 55 30.5
]
304 Difference: 21.6%" e 20 4
o
< 24.0 (95% CI: 18.0-31.0) 9 10 - 32
= 0
3 20- Nivolumab + CT CT
< nIN=  (43/141) (4/126)
o
2 10 Primary Tumor Only in ITT (ypTO)
7 . 40-
3
2.2 (95% CI: 0.6-5.6) < U1 25.7
0- 5 20-
Nivolumab + CT CcT x 104 238
n/N = (43/179) (4/179) 2 ] :
= pCR rate in exploratory nivolumab + ipilimumab arm (ITT): ) Niu?;';?;z;' T {5;1;9]
20.4% (95% Cl: 13.4% to 29.0%) n/N =

pCR defined as 0% residual viable tumor cells in primary lung tumor and sampled LNs. *In ITT population, those who did not undergo surgery categorized as nonresponders in
primary analysis. 'Calculated using stratified Cochran—Mantel-Haenszel method. *Patients who underwent definitive surgery with evaluable pathology sample.

Forde-AACR 2021- Abstr-CTOB3.



CheckMate 816: Shrnuti

* Klinicka studie splnila primarni cil pCR p¥ri pridani nivolumabu k
neoadjuvantni CT u resekabilnich NSCLC, st IB (24 cm) - IlIA
(OR: 13.94; 99% Cl: 3.49-55.75; P <.0001)

* Neoadjuvantni kombinovani lécba nivolumab + CT je klinicky
bezpecna a tolerovatelna bez negativniho ovlivnéni nasledné
chirurgické intervence

* CheckMate 816 je prvni klinickou studii faze Ill prokazujici ucinnost
neoadjuvantni imunoterapie + CT u resekabilnich NSCLC



Imunoterapie v |é¢bé ¢asnych stadii NSCLC
shrnuti soucasného stavu dukazu

* Adjuvantni podani atezolizumabu po radikalnim chirurgickém vykonu a
adjuvantni chemoterapii vyznamné zlepsuje DFS u nemocnych s PD-L1
pozitivnimi nadory, stadium II-1lIA (7th edition) NSCLC

* Pridani nivolumabu k neoadjuvantni CT zvysuje pocet objektivnich
(zobrazovacich) odpovédi a pCR bez narustu toxicity

e Zarazeni perioperativni imunoterapie do lécby NSCLC v klinickém stadiu II-
Il je klinickou urgenci



st il

neresekabilni

St iIv Stiv
PD-L1 250%: PD-L1 < 50%:

PD-(L)1i PD-(L)1i +
nebo chemoterapie t
PD-[L}li + CTLA-4i




Budoucnost
Nové postupy v |écbé ¢asnych stadii NSCLC

* |Cl se stane definitivni soucasti standardnich Ié¢ebnych algoritmt |écby ve
vsech stadiich onemocnéni

* |Cl prestane byt |écbou s paliativhim zamérem
* ICl bude ve vybranych indikacich lécbou s dlouhodobym kurativhim zamérem
* Budoucnost je v precizni sofistikované imunopredikci




* Dékuji za pozornost



