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Budoucnost

e Sirdi zafazeni imunoterapie (ICl) v perioperaéni indikaci (neoadjuvantni/
adjuvantni) do algoritmu lécby ¢asnych stadii solidnich nadoru

* Pro a proti

e Stavajici stav:
* Adjuvantni indikace
* Maligni melanom, ca jicnu a GEJ, NSCLC, renalni karcinom.........
* Neoadjuvantni indikace
* NSCLC.....



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®

e” tumor could serve as a » More flexible timing postsurgery

Iarge antige Irce 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.
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Cile neoadjuvantni lécby

* zmenseni nddorové masy (downstaging)

navyseni poctu RO resekci

casné ovlivhéni mikrometastaz
prodlouzeni DFS a OS

zhodnoceni ucinnosti |éCby in vivo

Cile adjuvantni lécby

* eradikace mikrometastatického rozsevu po radikalni resekci



Klinicka rizika

* Neoadjuvantni terapie
e odklad chirurgického vykonu

e potencialni moznost znemoznéni kurativni resekce pri
progresi choroby

e perioperacni morbidita a mortalita

* Adjuvantni terapie
* odklad zahajeni |écby pro perioperacni komplikace
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Potencialni vyvhody perioperacni |écby

* Neoadjuvance
e casné ovlivnéeni mikrometastatického rozsevu
e moznost zhodnoceni efektu in vivo

* Adjuvance
* Bez odkladu chirurgické intervence
* Pouze mikrometasaticka nadorova ,,masa“



Neoadjuvantni vs adjuvantni imunoterapie

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
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pro€ neoadjuvantni imunoterapie (modelovy p¥iklad NSCLC)

Treatment with Activation of Surgical Systemic antitumor
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ProC neoadjuvantni imunoterapie
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Immunotherapy is generally
well tolerated compared to
chemotherapy

Preclinical mouse studies with
long-term survivors observed in
those with expanded tumour-
specific CD8+ T cells

Primary tumour can be
leveraged as antigen source for
expansion and activation of
tumour-specific T-cells and
systemic surveillance of
micrometastases



Vybrané teoretické vyhody neoadjuvantni ICl

e Predoperacni ICI pusobi rozsirenou imunitni multiklonalni aktivaci T-bunék
pUsobenim Sirokym repertoarem nadorovych antigent a spolupusobi pfi
rozvoji dlouhodobé imunitni odpovédi

* Pfitomnost primarniho nadoru je dulezita pro priming T-bunék a lymfatickych
uzlin pro prezentaci antigenu , kterou navysuje blokada PD-1

e Casné navozeni imunitni odpovédi umoZfiuje ¢asnou eradikaci mikrometastaz

Topalian SL Science. 2020;. Blumenthal GM J Thorac Oncol. 2018
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Neoadjuvantni ICl - prediktivni biomarkery

* 4 kategorie biomarkeru:

* Nadorové biomarkery

* PDL1 exprese, nadorova mutacni naloz (TMB), poSkozeni DNA opravného systému (DNA
damage response DDR) [pf dMMR)/MSI)], specifické transdukéni drahy mutovanych
genU (pr IFN-g draha, KRAS STK11 mutace),naloz neoantigen(

e Biomarkery nadorového mikroprostredi (TME)

 PDL1 exprese, TIL, véetné specifickych fenotypl imunitnich bunék phenotypes
( CD39.CD8.T, CDAT bb, FOXP3.T bb, NKp46..), diversita imunitniho repertoaru [ kvantita a
kvalita TIL, receptory T bb (TCR) repertoire] ,imunoskore

Rilan Bai, Frontiers in Oncology 2020



Neoadjuvantni ICl - prediktivni biomarkery pokr.

* LQB biomarkery

» periferni krevni elementy [e.g., CD45R0O./CD8T bb, CD4.1COS ,cirkulujici nddorové bb.
(CTCs)], cirkulujici fragmenty nadorové DNA (ctDNA), dalsi cirkulujici biomarkery (e.g.,
exosomy, cytokiny, markery zanétu)

* Biomarkery hostitele nemoci

 Klinicky stav (pf PS, pohlavi, vék, vyzivovy profil body fat distribution), mikrobiom,
zarodecné mutace[pfr., HLA) diversita a dalSi specifické mutace].



Budoucnost je v kombinaci prediktivnich biomarkeru pro imunoterapii

(i) Tumor cells

* PD-L1 expression;

 TMB;

* DDR pathways:
dMMR/MSI;

* Specific mutated
gene pathways: IFN-y _
pathway, KRAS, STK11; "

* Neoantigen load;

(ii) Tumor microenvironment

* PD-L1 expression;

* Tumor-infiltrating immune cells:
Immune status of TME: immunologic
classification, immunoscore;

Immune cells with specific phenotypes:

CD39*CD8'T, CD4'T cells, FOXP3*T cells,
TAMs, myeloid cells, NKp46* cells;
Diversity of immune repertoires: TIL
richness and clonality, TCR clonality;

(iii) Circulating factors

Peripheral blood cells:
myelogenous cells,
eosinophils, nacrophages,
CD4*ICOS*T cells, CTCs;
ctDNA;

Other circulating molecular:

exosomal PD-L1, soluble
proteins, cytokines and
inflammatory factors;

(iv) Host-related markers

General characteristics:
gender, age, body fat
distribution;

Intestinal commensal
microbiota;

Host germline genetics:
HLA diversity and other
specific mutations;

(v) Immune-related
adverse events

Endocrine irAEs:
thyroid dysfunction;
Skin irAEs: vitiligo,
pruritus, lichenoid
toxicity;

Tray, N. et al. Cancer immunology research 2018



Precizni selekce kandidatu k perioperacéni ICl je klicem k
uspeésnosti lécby
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Potencialni strategie neoadujuvantni lécby na modelu NSCLC
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