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INCIDENCE A RIZIKOVE FAKTORY

45-80% tumoru asociovanych s HPV infekci

1/100,000-1,000,000 obyvatel
= 0.4-0.6% vsech malignit u muzu v Evropé a USA, az 6% v rozvojovych zemich

= Muzi 50-70 let

C68 - ZN pyje, nuzZi -~ Incidence
= RF:HPV 16,18, 31, 33, fimoza, lichen sclerosus, Vivoj v Gase - Mortalita

. . . 14 4 ~ . 4 ~ 2'5
absence cirkumcize, chronicke zanetlivé zmeny, trauma,
UVA zareni, obezita, koureni, PUVA
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Pocet pripadd na 100 000 osob
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KLASIFIKACE

/ HPV- dependentni
WHO klasifikace a )

\. HPV- independentni

HPV a pl6 pozitivita jako dobry prognosticky

faktor?




Author

Wiener et al. 1892 (36)

Bezerra et al. 2001(27)

Lont et al. 2006 (28)
Ferrandiz-Pulido et al. 2013(33)
Bezerra et al. 2015(38)
Djajadiningrat et al. 2015(35)
Steinestel et al. 2015(20)

Fixed effect model
1P =34% P=017

Forest plot of DSS in men with HPV-positive penil

i

0.02

HR (95% CI)
= 1.37 (0.43-4.32) o
Ao 0.96 (0.41-2.27) Prognostickeé faktory HPV a pl16
g 0.34 (0.12-0.97)
- 0.26 (0.04-1.91)
- 1.24 (0.28-5.46)
Author HR (95% CI)
— Bethune et al. 2012 (43) ~ 0.4 (0.12-1.61)
005 0.1 Gunia et al. 2012 (31) —_— 0.29 (0.12-0.68)
Ferrandiz-Pulido et al. 2013(33) - 0.28 (0.05-1.52)
Bezerra et al. 2015 (38) e 0.81(0.27-2.37)
McDaniel et al. 2015(21) - 0.21(0.02-1.78)
Steinestel et al. 2015 (20) - 0.55 (0.22-1.40)
Zargar-Shoshtan et al. 2016 (40) —_— 0.55 (0.22-1.36)
Fixed effect model —— 0.45 (0.30-0.69)
F=0%P=076 ' LI o =
002 00501 02505 1 2 4 6

Steinestel et al., and Zargar-Shoshtari et al.

Forest plot of DSS in men with p16-positive penile cancer compared with p16-negative.

Note: Data for 4-year disease specific survival was extracted from; McDaniel et al.,




BIOMARKERY A PROGNOSTICKE FAKTORY

1.0 p=0.001
= PD-LI asociace
a4 7 o . 0.84
= Vyssi vyskyt CD8 + T-lymfocytu u Ca penisu
©
. o . .>
= PD-LI exprese >5% u 40—69% pacientu s CA penisu S 06
0
. . . ~ N~ 7 . 14 o ‘o-
= Pozitivita predevsim u HPV negativnich tumoru .
Ko 47
o
14 . . 14 N’ n
= Vysoka PD-LI exprese je spojovana s horsim CSS a LNM 2
: o v 0:29 —CRP 515 mgh
= CRP- asociace se stadiem onemocnéni, _FCRP >1smg,.
v ~+ CRP =15 mg/l (censored)
hOI"SIm CSS 0.0- ~+~ CRP >15 mg/l (censored)
N~ , . . 1 1 L] 1 1
= HLAs- snizeni HLA exprese jako prediktor 0 25 5 75 10
nIIZkéhO OS Survival in Years after Surgery

Figure 1

Cancer-specific survival (Kaplan-Meier) of patients with penile SCC plotted against the preoperative CRP
group. The 5-year survival rate of all evaluable patients (n=69) was 84.3% for CRP £15 mg/] (n=54) and 38.9%
for CRP >15mg/1 (n=15) (p=0.001, log rank).



STANDARDNI TERAPIE METASTATICKEHO ONEMOCNENI

1. linie
Operace
Multidisciplinarni tym

e ifosfamid, paklitaxel)

etastaticke - - RT pro lokalni kontrolu
Cisplatina + 5-FU p

onemocnéni

Podpurna paliativni
péce 2. linie

Klinicka studie
Pembrolizumab u MSI-H,
V soucasné dobé neexistuje
standardni lé¢ba 2. linie




NOVE MOZNOSTIVYUZITI IMUNOTERAPIE

= Vzhledem k vysoké expresi PD-L| |ze zvazit anti-PD-1, anti-PD-L|
= Pri kontraindikaci rezimu s cisplatinou, progresi onemocnéni na |. linii

= Prozatim ve formé kazuistik- CR nebo PR u pacientli s PD-L pozit. nadory

Cemiplimab for Cisplatin Resistant Metastatic Penile

Cancer .
Profound and durable responses with PD-1

Chloé Denis ', Sarah Sakalihasan 1, Pierre Fréres 1, Nadia Withofs 2, Brieuc Sautois ' Immune checkpoint iIlhibitOI'S in patients

iliaflons; < sxpand with metastatic penile squamous cell

PMID: 34267641 PMCID: PMC8261263 DOI: 10.1159/000517008 :

Free PMC article carcinoimna

S. Steck &, P. Went b, R. Cathomas?, D. Kienle ? A &



KAZUISTIKA- PACIENT ROCNIK 1947

RA: otec Ca jater dg. v 60ti letech, CMP v 55ti, matka DM dg. v 50 ti letech, AH, asymptomaticky IM

=  SA:mechanik, SD

= OA:bez rizikovych faktord, arterialni hypertenze na medikaci, st.p. ockovani na covid 19, benigni hyperplazie
prostaty, astma bronchiale na medikaci, CHRI

= FA: Cosyrel 5/5mg tbl 1-0-0, Omnic Tocas 0,4mg tbl 0-0-1, Erdomed 300mg tbl 1-1-0, Zodac 10 mg tbl 1-0-0,
Hydrochlorthiazid 25mg tbl 1-0-0, Berodual N inh dle potreby, Trimbow 87/5/9mcg inh 2-0-2

= Alergie:sine



KAZUISTIKA

= V srpnu roku 2021 nodularni léze glans, hist. high grade skvamozni karcinom penisu pT2NOMOV I,
kl.st. lla, HPV a p1 6 negativni

® Po subtotalni amputaci penisu 9/21

= Nasledne 1 1/21 relaps dle CT- MTS plic, lymfadenopatie v levé inguiné

= Lab: kreatinin 145, urea ||, CRP 77, leu 14, NLR 5, I

= Pro CHRI nevhodny kandidat cisplatiny



Pacient PSI, doplnéno PD-L| prediktivni vysetreni- PD-LI| pozitivni, CPS 100

Podana zadost o imunoterapii, schvalen Nivolumab

1/22 ukoncena RT na LU v levém trisle, |0x3Gy, Znojmo

od 1/22 in cursu . linie paliativni terapie Nivolumabem v davce 480mg a 28 dni, t.C. st.p. 8.série 8/22

Pacient dosahl kompletni remise trvajici déle nez 9 mésicu jiz po 3 sériich imunoterapie




CT HRUDNIKU A BRICHA PRED A PO IMUNOTERAPII







PRUBEH TERAPIE

= Béhem terapie vyskyt trombocytopenie Gl nesouvisejici s imunoterapii (poinfekcni etiologie?)

= Skvéla tolerance Iécby pacientem



A CO DALFE?

Next-generation TMB, MSI-H, BRCA2, ATM, EGFR,
sequencing FGFR3, CKDN2A, NOTCH1, PIK3CA

Vysoka mutacni naloz — 61,9 muts/Mb
CDKN2A Nas pacient
STK11




PROBIHAJICI KLINICKE STUDIE

Trial number
(design)
NCT04224740

NCT03774901

NCT03686332
NCT04231981
NCT03391479

NCT04718584
(basket)

NCT02496208
(basket)

NCT04357873
(basket)

NCT03866382
(basket)

NCT02721732
(basket)

NCT03333616
(basket)

NCT03517488
(basket)

NCT02834013
(basket)

NCT03427411
(basket)

Immune checkpoint
blockade

Pembrolizumab (anti-PD1)
Avelumab (anti-PDL1)
Atezolizumab (anti-PDL1)

INCMGA00012 (anti-PD1)
Avelumab (anti-PDL1)

LDP (anti-PDL1 injection)
Nivolumab (anti-PD1) +or

ipilimumab (anti-CTLA4)
Pembrolizumab (anti-PD1)

Nivolumab (anti-PD1)
+ipilimumab (anti-CTLA4)

Pembrolizumab (anti-PD1)

Nivolumab (anti-PD1) +
ipilimumab (anti-CTLA4)

XmAb®20717 (bi-specific
anti-PD1 and anti-CTLA4

Nivolumab (anti-PD1) +or -
ipilimumab (anti-CTLA4)

M7824 (bintrafusp alfa,
a bi-functional fusion
protein; TGF-B trap
and anti-PDL1)

Phasell,n=33

Phase ll,n=32

Phasell,n=32

Phasell,n=18
Phasell,n=24

Phase ll,n=127

Phasel,n=152

Phasell,n=111

Phase ll,n=224

Phase Il, n=225

Phase Il, n=100

Phasel,n=154

Phasell,n=818

Phasell, n=57

Combination
therapy

Cisplatin or carboplatin
plus 5-FU

NA

Radiotherapy
NA
NA

NA

Cabozantinib S-malate
Vorinostat
Cabozantinib

NA

NA

NA

NA

NA

Line of therapy or disease
setting

First line

Maintenance therapy following
chemotherapy for surgically
unresectable disease

Surgically unresectable disease
Surgically unresectable disease

Surgically unresectable disease
or relapsed disease

Advanced disease

Metastatic disease

Relapsed or metastatic disease
Metastatic disease
Unresectable or metastatic

disease

Unresectable advanced or
metastatic disease

Advanced disease

Relapsed disease

Locally advanced or metastatic
HPV-associated disease

Primary end
point

ORR

PFS

PFS

ORR
ORR

pCRand ORR
Phase Il dose and
AE incidence
ORR

ORR
Non-progression
rate

ORR

Safety

ORR

ORR
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ZAVER

= Vzacné onemocnéni, v pokrocilych stadiich se spatnou prognézou

® Vhodné doplnéni PD-LI| exprese

= U pacientl nevhodnych pro cisplatinu, nebo progredujicich na standardni CHT zvazit imunoterapii

Otazka:
podat imunoterapii u pacientu s PD-

LI negativnim nadorem!?
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