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Nemalobunécny karcinom plic (NSCLC):
negeneralizovana stadia

Stadium | -> chirurgicka |é¢ba (+ pfip. reresekce v pripadé R1 nebo R2)

IB s vysokym rizikem rekurence (napt. angioinvaze, invaze pleury, klinova resekce a pNX) -> adjuvance CHT
IB EGFRm po uplné resekci -> adjuvance osimertinib (ADAURA)

Stadium Il -> chirurgickd |écba (+ prip. reresekce v pripadé R1 nebo R2)

Vysokeé riziko recidivy & PD-L1 > 1 %: neodjuvance nivolumab s CHT (Pt) (CheckMate 816)
EGFR & ALK neg. & PD-L1 > 50 % & vysoké riziko rekurence po RO resekci a CHT (Pt) -> adjuvance atezolizumab (IMPower010)
EGFRm po uplné resekci -> adjuvance osimertinib (ADAURA)

Stadium IlIA -> chirurgicka lécba

Neoadjuvance CHT (Pt) / cCRT (Pancoast)

Vysoké riziko recidivy & PD-L1 > 1 %: neodjuvance nivolumab s CHT (Pt) (CheckMate 816)

Adjuvance CHT (Pt) / RT

EGFR & ALK neg. s vysokym rizikem rekurence, po RO resekci a CHT (Pt), PD-L1 > 50 % -> adjuvance atezolizumab (IMPower010)
EGFRm -> adjuvance osimertinib (ADAURA)

Stadium IlIA a llIB inoperabilni (l1IC ... 8 edice AJCC)

cCRT / sCRT/RT

EGFR & ALK neg. & PD-L1 > 1 % bez progrese po CRT (Pt) -> durvalumab (PACIFIC) ... po konkomitantni CRT
EGFRm -> osimertinib (FLAURA), erlotinib, gefitinib, afatinib

KRAS (G12C) -> sotorasib, a dalsi viz. cilena lé¢ba u stadia IV ...

Hrazeno

Modra kniha COS, 29. Vydani

Dostupné v ramci bridging programu https://www.linkos.cz/lekar-a-multidisciplinarni-tym/personalizovana-onkologie/modra-kniha-cos/aktualni-vydani-modre-knihy/
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AEGEAN: a phase 3, global, randomized, doubl

Perioperacni

pfiprave

study

Study population

Treatment-naive
ECOGPSOort

Resectable NSCLC*
(stage IIA-IIIB[N2]; AJCC 8! ed)

Lobectomy, sleeve resection, or
bilobectomy as planned surgery*

Confirmed PD-L1 statust

No documented EGFR/ALK
aberrations*®

N

N=802
randomized

: Study Design

Durvalumab 1500 mg IV +

platinum-based CT+
Q3W for 4 cycles

Randomization stratified by:
« Disease stage (Il vs Ill)
« PD-L1 expression (21% vs <1%)

Placebo IV +
platinum-based CT*
Q3W for 4 cycles

podani imuno / cilené léCby: v

KEYNOTE-671 Study Design

Randomized, Double-Blind, Phase 3 Trial

Key Eligibility Criteri.

« Pathologically confirmed,
resectable stage Il IlIA, or IlIB
(N2) NSCLC per AJCC v8

« No prior therapy
« Able to undergo surgery

« Provision of tumor sample for
PD-L1 evaluation®

« ECOGPSOor1

IMpower030

Pembrolizumab 200 mg IV Q3W
+

Neoadjuvant Atezolizumab + Platinum-based Chemotherapy

Double Blinded Unblinded

Atezolizumab +
Atezolizumab

Platinum-based
chemotherapy Q3W x 16 cycles

Q3W x 4 cycles*

Cisplatin and Gemcitabine®
or
Cisplatin and Pemetrexed®

for up to 4 cycles

Resectable
Stage I, llIA, or
select llIB (T3N2)
NSCLC

ECOG PS 0-1

ALK-/EGFR-
(NSQ only)

Placebo IV Q3W
+

Cisplatin and Gemcitabine®
or

Cisplatin and Pemetrexed®

for up to 4 cycles

Surgery
and

Stratification Factors
« Disease stage (Il vs Ill)
« PD-L1 TPS? (<50% vs 250%)

«+ Histology (squamous vs nonsquamous)

Note: PORT required for patients

Dual primary end p« with N2+ disease at resection or

pathological
response

N=302 Survival

Key secondary end | Follow-up

pathology review, ant

+ G ic region (east)

grap:

Phase lll, randomized, multicenter study’

Resectable
Stage II-IIB N2° 1:4:1 -
EGFRmP NSCLC Randomization?

N=351

Stratification:?
+ Disease stage (Il vs IIl)

» Race (non-Asian, mainland Chinese, other-Asian)
* Mutation type (Ex19del vs L858R)

the last panem is randomized. °Up to appro)amalely 5.5 years after the Iast patient is upto
iFrom date of randomization to an average of 12 weeks after the first dose. [From randomization to 24 weeks post-surgery. ¥From the pre-dose of Cycle 2 to post-d|
cycle is 21 days). [From the surgery unti five years after surgery. mFrom randomization to Week 264 post-surgery.

Abbreviations and references in notes section

https://clinicaltrials.gov/

Osimertinib

(80 mg PO QDS) +
SoC platinum-based gt
chemotherapy?

(double-blinded)

Placebo +
SoC platinum-based

chemotherapy?
(double-blinded)

Osimertinib
(80mg PO QDS)
monotherapy
(open-label, sponsor-
blinded)

Surgery

Secon|

. nstaging!

« Change from baseling|
EORTC QLQ-LC13!

+ Concordance of EGFI|
DNA and patient-matc

+ Concordance of EGFI
local and central cobaj
from baseline tumor s

* PKE

Othy
+ Cure rate!

+ Adverse events (CTC|
* mPR using plasma-de|

"From date of

15 months afte|

Primary Endpoint(s)

Checkmate 816" Chemo + Nivox3 — —> -
n=358 ®< Surg T pCR, EFS
Stage IB-III Chemo x3 —> —> *Checkmate 77T is a similar study that
includes 1 year of adjuvant nivolumab
KEYNOTE 671 Chemo + Pembro x4 — s —> Pembro x13 EFS, OS
n=786 ®< urg )
Stage II-Ill Chemo + Placebo x4 —» —> Placebo x13
IMpower030 Chemo +Atezo x4 —p S Atezo x 16
n=450 e< Surg EFS
4 Chemo + Placebo x4 —» —> BSC
Stage II-1ll
AEGEAN Chemo+Durvaxé  — —> Durva x12 pCR, EFS
n=800 ®< .
Stage 1111l Chemo + Placebo x4 ——» —> Placebo x12




NSCLC: stadium IV, bez ridici mutace

* Bez ohledu na PD-L1 expresi
* PS 0-1: chemo-imunoterapie

e Neskvamozni:
) '

+ Skvamozni: , nivolumabr+ipilimumab+Pt,

* PS 0-2: chemoterapie
* Neskvamodzni: pemetrexed+Pt, karboplatina+/-cytostatikum 3. generace, bevacizumab+cytostatikum+Pt)
* Skvamazni: karboplatina+/-cytostatikum 3. generace, Pt+cytostatikum 3. generace

* PD-L1 > 50 %, skvamozni i neskvamozni: imuno-monoterapie

(perbrolizurnab, atezolizumab, EEHSHREER

hrazeno . nehrazeno Modra kniha COS, 29. Vydani

https://www.linkos.cz/lekar-a-multidisciplinarni-tym/personalizovana-onkologie/modra-kniha-cos/aktualni-vydani-modre-knihy/
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NSCLC: stadium IV, s Fidici mutaci

* EGFR: osimertinib (+ CHT) - afatinib ~ erlotinib (+ [iiovaclechd) - ERlGHnIBRBevacizuma - gefitinib ~ HEGOMILNN - amivantamab +

lazertinib

e .
. orlatini Stage IV mNSCLC, molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS 612C)
EGFR mutation ALK translocation ROST BRAFVE00 E— —— METexid
(refer to Figure 2) (refer to Figure 3) translocation mutation EGFR ex20ins skipping mutation
° B R A F . (refer to Figure 4) | | refer to Figure 5
Dabralenit-
® NTRK. - Osimertinit A . Praisetini (Il A; :
: 11 A: MCBS 4; ESCAT LAJ# -+ it
Gefitinib
1, 8; MCBS 4; ESCAT 1-AJ:*
* RET; fedchozi CIT =
. - po pre C OZl 1), B; MCBS 4; ESCAT I-)**

[, B; MCBS 2; ESCAT I-A]*<*
Erlotinib—ramucirumab

* KRAS: sotorasib —- (G12C, po predchozi systémové lécbé) ’fmff,‘,”j’
* MET: - (po predchozi CIT) /_ (po predchozi CIT) u“"“:“:”mﬁ:"s?n:
«  HER2: [ESIUZUMEDCCTRIEean (po predchozi systémové léebé - EMA)
*  BRAF: dabrafenib + trametinib

Druha a dalsi linie 1écby u EGFR (nebo ALK) mutovanych NSCLC

*  T790M+ -> Bsimertinib (AURA3)
e T790M- -> CHTéPt) /_ (s bevacizumabem a CHT) nebo _ (PD-L1 21 %) /- nebo - ve 3. linii, pokud

nebyly pouzity dfive

* Inzerce exon 20: _ po selhani CHT (Pt)

Crizotinib [l A;
Mce:?v:énmn m':r TR A MCBS 2
MCBS 3; ESCAT 18| R\ ESCAT 1-81
Alternative:
Fepolrectinid (I, B;
ESCAT 1-8]'

Capmatinib {i, A;
MCBS 3; ESCAT -84/
Tepotinib [, A: MCBS 3;
ESCAT -8~/

mASCLC™ [l A]

rastuzumab-deruxtecan
(i, B; ESCAT I1-B]"

Modra kniha COS, 29. Vydani

https://www.linkos.cz/lekar-a-multidisciplinarni-tym/personalizovana-onkologie/modra-kniha-cos/aktualni-vydani-modre-knihy/

hrazeno . nehrazeno neregistrovéno ESMO guidelines 2023, Oncogene-addicted metastatic non-small-cell lung cancer: ESMO Clinical Practice Guideline for

diagnosis,treatment and follow-up, https://doi.org/10.1016/j.annonc.2022.12.009
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Co do budoucna: Intenzivnéjsi rezim? Lécba pfi
rezistenci na cilenou terapii ... TKI / CIT? Markery?

FLAURAZ2 Phase Ill study design IMpower151 study design

Safety run-in period (N=30)
Published in ESMO Open, 20211 o Induction
Osimertinib 80 mg (QD) "
@ +pemerrexed 500 moim® @ rIm:luslcm criteria (4 cycles) (no crossover) Study objectives
FeEnsndaiy Lsini « Stage IV nonsquamous NSCLC
. . isplatit imertini N=308
Patients with untreated locally onicplatny T e Ol () Arm A Atezo or Primary efficacy
advanced / metastatic EGFRm NSCLC Stratification by: (QaWjforlieyciesiter CoErEE L _ o Chemotherapy naive LI Atezo (1200 mg IV) Arm A placebo
ratification by: plannum-b:ed Follow-up: « Sensitizing EGFR or ALK blind + Bov (15 9) Atezo (1200 mg IV) freatmont Gndl o INV-PFSinITT
Key inclusion criteria: * Race (Chinese Asian / treatments) + RECIST 1.1 assessment at genomic alterations permitted® + Carbo (AUC 6) +Bav (15 g) unacceptable Secondary efficacy
- Aged =18 years (Japan: =20 years)  — _rlqg;ggﬂe"ggAsmn / - 6 and 12 weeks, then every = (patients with WT disease + Pem (500 mg/m?) or + Pem* (500 mg/m?) toxicity or ™
oo psemzston @) GRS | o o e A o ks »0sh]
non-squamous NSCLC + EGFRm (local / central - < 9 > total population) ac ( clinical bonefit o INV-PFS in EGFR/ALK+
- Ex19del / LESER (local / central test) (E5i) I el O e Patients with sensitizing EGFR
- CEREBEI - WHOPS (0/1) Osimertinib 80 mg (QD) crileria were me S oraALK el mu’:,‘av, Arm B Eoy o o INV-PFS in PD-L1+
+ No prior systemic therapy for advanced proaressed after 21 prior TKI Placebo (1200 mg IV) Pem? o IRF-PFSInITT
NSCLC - Primary endpoint: PFS by investigator assessment per RECIST 1.1
+ Stable CNS melas(a§es were allowed” « Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
+ Brain scans at baseline (MRI / CT) R How do we choose?
+ Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2* Non-smokers
KN-189 Disease burden
SAVANNAH - savolitinib+osimertinib in EGFRm NSCLC Post-osimertinib: PD-11 <1% Oncogenic drivers er analysis
design studie faze Il IMP-150 b Anti-PD-(L)1 £
IMP-130 nti ?STK11, KEAP1 (+/- CTLA4)
-y g ) anti-CTLA4 + PFemale sex
SAFFRON - savolitinib + osimertinib vs. chemotherapy in EGFRm NSCLC KN-407 e e Aow TMB
with MET overexpression/amplification post-osimertinib CM-9LA PY 3 R AL
‘squamous, CNS (+CTL/
CM-227 i
Savolitinib 300 mg PO
Bib EMP-Lung3 :
< PD per RECIST $
+ Locally advanced or 05|memng>De D9 B0 11 :se rassessed 28-day :
metastatic EGFRm by BICR or Survival et 1
NSCLC another wa;up ] blulévw:uﬁ TPS250 —+ +
osimertinib MET0io discontinuation ki
* essed t
and/or amplified* Pemetrexed 500 mg/m? S EVE( SmOkEfS
y v+
& mmﬂmﬂ‘:ﬂ Stratification factors: Cisplatin 75 mg/m? or Other patlenl faCtors
Line of therapy (2L vs 3L) Carbopla( in AUC5 i ana]ys]
16 patients in the savolit Baseline BM (yes vs o) Q3W x4 cycl‘es followed Frimery A = KN-024 Anti-PD-(L)1 IFN gamma; IL- 6,-8,-10
16 patents n e savol Race (Asian vs Non-Asian) e biceatec: . nti-PD-(L) CD8+ T cells: FOX-P
Immunohistochemisty; N¢
henaad monotherapy KRAS, TP53
*MET overexpression is defined as 290% of tumour cells staining at strong 3+ intensity as detected by immunohistochemistry; MET amplification is defined as 210 copies of MET gene in tumour |cfr(3 0) 23 -
cells as detected by in situ Other ritenia include foxicity or pabent withdrawal, cross-over from chemotherapy to the combination ( * >} }
T e rec ALICS, rem wdorthe lasin drug concentration-time curve of SmgimLimin: BICR, blinded independent central review, BID, twice daily; BM, brain metastases EMP-Lungl PD-L1 100% ?high TMB
EGFRm, epidermal growth factor receptor-tyrosine kinase inhibitor sensitising mutation; IV, intravenous; NSCLC, non-small cell lung cancer; PD, progressive disease; PO, oral; Q3W, every 3
weeks: QD, once daily; RECIST, Respanse Evaluation Criteria in Solid Tumors Akkermansia
Lu S, SAFFRON: Ph3 savolitinib + osimertinib vs chemotherapy in EGFRm NSCLC with MET overexpression/amplification post- Gacon, Kurvl, Wed, Lovgd o1 & NUM 2005, Rexch of ol ASCO 2001 e abeer, 01 . LSS0 2020, Geay ot ol WOLC 2000, Pt Acer @t AL f Thorias Qogad 2000 Mexbal ot ol WIOLC 2I00 Sech ot ol ASCO 2000,

‘osimertinib, #EP08 02-138, IASLC 2022 World Conference on Lung Cancer, Vienna, Austria

https://clinicaltrials.gov/



Malobunécény karcinom plic (SCLC)

* Limitované stadium
* etoposid+Pt

cr

* Histologically

Do budoucna:

ADRIATIC Study

* Untreated LS

Durvalumab
+

Placebo

Key eligibility

iteria:
Durvalumab
4 cycles chemo +
thoracic RT +
PCl

confirmed SCLC "

Tremelimumab

disease
(1-111B)

* ECOGPS<1

e Pokrocilé stadium

e Budoucnost ?
e Dellphi-301 - tarlatamab
e ETER701 - benmelstobart

+etoposid+Pt (karbo / cisplatina)
+etoposid+karboplatina

hrazeno . nehrazeno neregistrovano

https://clinicaltrials.gov/



/’4

-Dektji za pozornost

/ 1 4



	Snímek 1: NSCLC – záplava léčebných možností    aneb co nás čeká v personalizované léčbě nádorů plic x hrazené možnosti léčby 
	Snímek 2
	Snímek 3: Nemalobuněčný karcinom plic (NSCLC): negeneralizovaná stadia
	Snímek 4: Perioperační podání imuno / cílené léčby: v přípravě
	Snímek 5: NSCLC: stadium IV, bez řídící mutace
	Snímek 6: NSCLC: stadium IV, s řídící mutací
	Snímek 7: Co do budoucna: Intenzivnější režim? Léčba při rezistenci na cílenou terapii … TKI / CIT? Markery?
	Snímek 8: Malobuněčný karcinom plic (SCLC)
	Snímek 9

