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prognostické a terapeuticko-indika¢ni markery
dlazdicobunécného karcinomu penisu (penile
squamous cell carcinoma, SCC) na histologické,
imunohistochemické a molekuldrni drovni. Ackoliv
WHO klasifikuje pSCC na HPV-asociovany a HPV-
-independentni, vliv HPV statutu na progndézu je
podle fady studif a nasich dat sporny. V nasf studii
byl zjistén negativni prognosticky vliv nddorového
grade buddingu na celkové preziti (overall survi-
val, OS) i CSS. Nadorovy budding byl u SCC aso-
ciovan s metastatickym postizenim regionalnich
lymfatickych uzlin. Prognosticky vyznam infiltrace
imunitnimi burikami u pSCC zkouma jen malo
relevantnich studif. V nasi studii byl fidky/chy-
béjici lymfocytarni lem signifikantné asociovany
s kratsim OS i CSS. Mutovany profil p53 koreluje
s agresivnim fenotypem a nepfiznivou prognézou
u mnoha typd nadord véetné pSCC. V nasi praci
jsme potvrdili jeho negativni prognosticky do-
pad na OS i CSS. Vysokd nadorova mutacni naloz
(tumor mutational burden, TMB) byla asociova-
na s krat3im OS, s vysokou expresi programmed
death ligandu 1 (PD-L1) a HPV/p16 negativitou.
Nalez Casté PD-L1 pozitivity u HPV-negativnich
nadord s vysokym TMB ilustruje onkogenezi pSCC
v souvislosti s chronickym zanétem, vysokym
mnozstvim ziskanych mutaci a produkci neo-
antigent (PD-L1) a ¢ini z nemocnych s HPV-in-
dependentnimi SCC kandidaty anti-PD-1/PD-L1
|écby. Popsané znaky, jako je nddorovy budding,
lymfocytarni infiltrat a p53, koreluji s preZitim vy-
znamnéji nez pT stadium, histopatologicky grade
nebo morfologicky subtyp karcinomu penisu.
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Penile cancer is a relatively rare malignancy with
a highly variable prognosis. The most important
indicator of cancer specific survival (CSS) is the
involvement of regional lymph nodes, which may
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not be identified during clinical examination or by
conventional imaging methods. For that reason,
new prognostic and therapeutic markers of pe-
nile squamous cell carcinoma (SCC) are currently
being investigated at the histological, immuno-
histochemical and molecular level. Although the
WHO classifies penile SCC into HPV-associated and
HPV-independent, the prognostic impact of HPV
status remains questionable according to several
studies and our data. In our study, a negative prog-
nostic effect of tumour grade budding on overall
survival (OS) and CSS was found. Tumour budding
has been associated with the metastatic involve-
ment of regional lymph nodes in penile SCC. A few
relevant studies have investigated the prognostic
significance of immune cell infiltration in pSCC. In
our study, a non-brisk/absent lymphocyte infiltrate
was significantly associated with shorter OS and
CSS. Mutated p53 profile correlates with aggressive
phenotype and poor prognosis in many tumour
types including penile SCC. Our data confirmed
its negative prognostic impact on both OS and
CSS. High tumour mutational burden (TMB) was
associated with shorter OS, with high programmed
death ligand 1 (PD-L1) expression and HPV/p16
negativity. The PD-L1 positivity enrichment in HPV-
negative tumours harboring high TMB illustrates
pPSCC oncogenesis in association with chronic in-
flammation, high amount of acquired mutations,
and neoantigen (PD-L1) production. This discovery
suggests that patients with HPV-independent SCC
could be suitable candidates for anti-PD-1/PD-L1
treatment. In summary, tumour budding, tumour
lymphocytic infiltration and p53 show a stronger
correlation with survival outcomes compared to
factors such as pT stage, histopathological grade
or morphological subtype in penile carcinoma.
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