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SUHRN

Uvod: Vzhladom k lie¢be inhibitormi imunitnych straznych bodov, ktoré zlep$uje prognézu pacientov s pokrocilym nemalobunkovym karcinémom plic, za¢ina
stupat vyznam imunohistochemickej analyzy na dokaz proteinového receptora programovanej smrti a jeho liganda, tzv. PD-L1 proteinu.

Materidl a metodika: V nasej praci prezentujeme vysledky analyzy imunohistochemickej expresie proteinu PD-L1 s pouzitim klénu 22C3 (na imunostaineri
DAKO Link 48) na nadorovych bunkach biopsii 325 pacientov s plticnym karcindmom. Hodnotenie expresie pomocou tzv. TPS skére umoznilo rozdelit sibor na
negativne pripady (Zziadna pozitivita alebo menej ako 1 % pozitivnych buniek nadoru) verzus pozitivne, a to v kategéridch 1-9 %, 10-49 % a = 50 % nadorovych
buniek.

Vysledky: Pri porovnani klinicko-patologickych charakteristik podlfa stupria expresie sme zistili porovnatelnu pozitivnu expresiu u pacientov s adenokarciné-
mom (47,4 % pripadov) a so skvamocelularnym karcindmom (44,4 %), pricom expresia sa nelisila v zavislosti od velkosti vzorky pri deleni na tzv. malé verzus
velké biopsie. U pacientov s adenokarcindmom sme pozorovali rozdiely expresie PD-L1 proteinu v podskupinach podla predominantného histopatologického
typu. V pripadoch s prevahou lepidického rastu sa pozitivna expresia vyskytla v 18,8 % pripadov, pri prevahe acinarneho a papilarneho rastu v 40,8 % a pri
prevahe mikropapildrneho a solidneho rastu az v 74,1 % pripadov. Rohovatejuce skvamocelularne karcinémy boli pozitivne v 38,5 % a nerohovatejlce v 53,8 %
pripadov. Najcastejsia pozitivita vysokého stupna bola pozorovana v podskupine pacientov so sarkomatoidnym karcindmom.

Diskusia a zdver: Imunohistochemicky verifikovana expresia PD-L1 proteinu sa stala akceptovanym prediktivnym biomarkerom pre imunoterapiu pacientov
s NSCLC. Naznacené rozdiely expresie podla jednotlivych podtypov NSCLC vyzaduju verifikaciu vo vacsich stiboroch v korelacii s klinickymi parametrami ocho-
renia v zmysle overenia jej pouzitelnosti aj ako potencidlneho negativneho prognostického faktora.
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Clinicopathological analysis of programmed death-ligand 1 testing in tumor cells
of 325 patients with non-small cell lung cancer: Its predictive and potential prognostic value

SUMMARY

Introduction: Recent studies on check-point inhibitor therapy, which seems to improve the prognosis of patients with advanced non-small cell lung carcinoma
increase the importance of immunohistochemical analyses of the programmed-death receptor and of its ligand, PD-L1 protein.

Material and methods: In our study we present results of PD-L1 immunohistochemical tumor cell expression in a series of 325 lung carcinoma patients biopsies,
using the clone 22C3 (and DAKO Link 48 immunostainer). Evaluation of the expression using tissue proportion scoring system allowed to distinguish negative
cases (either 0 % or < 1 % of positive tumor cells) versus positive cases in the categories 1-9 %, 10-49 % and = 50 % of positive tumor cells.

Results: In association to histopathologic parameters we observed similar rates of positive expression in patients with adenocarcinoma types (47,8 % of all the
cases) as well as with squamous cell carcinomas (44,4 %). Within these histological categories, the rates of positivity were similar also in patients with small
versus large (resectional) biopsies. In the biopsies of patients with adenocarcinoma we identified differences in the PD-L1 protein expression associated with
its histological subtype. In the cases with predominant lepidic pattern the PD-L1 positivity was present in 18,8 %, with predominant acinar or papillary pattern
in 40,8 % and in cases with predominant solid or micropapillary component in 74,1 % of the cases resp. Keratinizing squamous cell carcinomas were positive in
38,5 % and non-keratinizing in 53,8 % of all the cases. The highest incidence of an extensive posivity was observed in sarcomatoid carcinoma type.

Discussion and conclusion: Immunohistochemically verified PD-L1 protein expression represents a broadly accepted predictive biomarker for immunotherapy
of NSCLC patients. The indicated differences of the expression among various NSCLC types and subtypes require to be verified in larger cohorts of patients in
relation with clinical parameters to demonstrate whether it could be plausible to use the PD-L1 expression in a role of a negative prognostic parameter.
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Pltcny karcindm je v nasej populacii aj celosvetove jednou z naj- Cast pripadov predstavuju jeho typy (NSCLC). Ochorenie je v Case
Castejsich pric¢in Umrtia na nddorové ochorenie, pricom majoritnu stanovenia diagnézy vacsinou pokrocilé, metastatické a prognéza
pacienta ostdva zla. Pouzivanie konvencnej platinovej chemotera-

pie je spojené so zavaznymi vedlajsimi Gcinkami, selekciou rezis-

P4 Adresa pre korespondenciu: tentnych klonov a netdspechmi v lie¢be metastatického ochorenia.
prof. MUDr. Lukds Plank, CSc. Rozvoj poznania molekulovej karcinogenézy NSCLC otvoril nové
UPA JLF UK a UNM moznosti tzv. cielenej liecby istej podskupine pacientov so Speci-
Kolldrova 2, 03659 Martin, Slovensko fickymi genetickymi alteraciami. Napriek jej klinickym benefitom
tel.: +421-43-4133002, u vadsiny pacientov po ¢ase vznikd rezistencia na tieto terapeutické
e-mail: plank@jfmed.uniba.sk postupy. Aj preto je dopyt po novych lie¢ebnych modalitadch vysoky.
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