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CSCC Epidemiologia

Karcinomy koze CSCC je druhy
predstavuju najcastejsi najcastejsi
nador vobec po BCC
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Vekova skupina
BCC, basal cell carcinoma; CSCC, cutaneous squamous cell carcinoma 4

Que SKT, et al. J Am Acad Dermatol. 2018;78:249-26118. For HCP only



ULOHA UV V PATOGENEZE BCC

Skin tumour




Fotokarcinogenéza




BASAL CELL CARCINOMA

MOST COMMON TTPE
OF SKIN CANCER

SHINY,
“PEARLY"
PAPLLE OR

OMBILICATED CEINTER
AND TELANGIECTASIAS

GROWS SLOWLY

i SQUAMOUS CELL CARCINOMA

MORE COMMON
NI

‘ OR TRANSPLANT PATIENTS
‘ .7_.’ o o

CAN BE MORE
AGGRESSIVE
THAN BCC




Incidence of Nonmelanoma Skin Cancer (NMSC)

Age-standardized incidence rates according to the European standard population
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Between 1999 and 2012, the NMSC age-standardized incidence rate in the male population increased
from 125 to 170 and in the female population from 92 to 134 cases per 100,000 persons per year

Leiter U, et al. J Invest Dermatol. 2017;137:1860-1867.



BAZOCELULARNY CA (BCC)

Najcastejsi nador v bielej populacii —80 % nemelandmovych koznych nadorov

Kazdy rok je zaznamenanych celosvetovo viac ako 2 mil. pripadov

* Priemerné riziko vzniku BCC pocas zivota je u kaukazskej populacie priblizne 30 %

Frekventovany najma v populacii 60+, vzostup incidencie v mladsSich vekovych skupinach

/:M asi 3:2

Lokalna agresivita = invazia okolitych tkaniv - zohyzdenie alebo funkéné poskodenie

Minimalny metastaticky potencial

o V suvislosti so starnutim populacie bude mat
BCC pravdepodobne vyssiu incidenciu ako
vSetky iné nadory spolu!

Kuijpers D. et al. Am J Clin Dermatol 2002; 3: 247-259
Diepgen T. et al. Br J Dermatol 2002; 146: 1-6



Klinicke fenotypy BCC

e

ZapoZicané s povolenim Dermatovenerologickej kliniky SZU, Banska Bystrica
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VOLBA LIECEBNEHO POSTUPU

* Histologicky typ

* Velkost |ézie

* Lokalizacia tumoru

* Predchadzajuca liecba

* ek, fototyp, celkovy zdravotny stav
» Kozmeticky vysledok

Preston D. et al. N Engl J Med 1992; 327: 1649-1662
Kuijpers D. et al. Am J Clin Dermatol 2002; 3: 247-259



LIECBA BCC

* Excizia
* Kontaktny RTG ° SFU

mikrograficka * Imiquimod

chirurgia * Ingenol
* Kyretaza

kauterizacia
* CO, laser

CisPt

Rowe D. Clin Dermatol 1995; 13: 617-620
Kuijpers D. et al. Am J Clin Dermatol 2002; 3: 247-259




Vismodegib = prvy oralny selektivny inhibitor signalnej cesty HEDGEHOG

" Mala molekula, viazica sa selektivne
na SMO13

" Vyvinuty v ramci vyskumnej ulohy na
vyvinutie najefektivnejsieho
inhibitora signalnej cesty Hedgehog *

Cl

" PK profil vhodny na uZivanie 1 x d. >® @_Q o

HN Cl

" Vjanuari 2012 registrovany v USA
avjuli2013 v EU 0

1. Von Hoff DD et al. N Engl J Med 2009;361:1164—-72; 2. Rudin CM et al. N Engl J Med 2009;361:1173-8; 3. Wong et. al. Clin Cancer Res
2011;17:4682-92; 4. Robarge KD et al. Bioorg Med Chem Lett 2009;19:5576—-81; 5. LoRusso PM et al. Clin Cancer Res 2011; 17: 2502-2511; 6.
Graham RA et al. Clin Cancer Res 2011; 17: 2512-20


http://www.google.sk/url?sa=i&source=images&cd=&cad=rja&docid=e6pfCZeIXfLv2M&tbnid=ZpFb6rMPvgUxcM:&ved=0CAgQjRw&url=http://www.thecoachtoolkit.com/2009/10/the-entrepreneurs-hedgehog/&ei=0DeiUoeUBsHjswbRwYC4BQ&psig=AFQjCNHDHpsrg3q7Xy5YUiakh1PmrVwIDQ&ust=1386449232155743

Signalna cesta Hedgehog

PTCH SMO

HH SMO

PTCH SMO
mutated mutated

HH pathway OFF

HH pathway ON

HH pathway ON




Klinicky benefit vismodegibu

Najnovsia publikdcia udava response rate 33.3% pre mBCC a 47.6% pre [aBCC a

median miery odpovede 9,5 mes. pre mBCC a 7,6 mes. pre laBCC.

* Post-hoc analyza pacientov s BCC zo studie ERIVANCE
* 65,1% pacientov ma vyznamny klinicky benefit
* Dalich 11,1% pacientov ma urcity klinicky benefit

is klinické Frekvencia
Klinicky benefit | OP'> Klinickeho

benefitu X))
1 Signifikantne horsi 7 11.1
2 Zhorseni 4 6.4
3 Bez zmeny 2 3.2
4 Urcity benfit 7 11.1
5 Signifikantny 41 65.1

benefit

Dréno B et al. Oral presentation EADO 2012
Sekulic A.: Am Acad Dermatol. 2015;72:1021-1026.e1028.



\lyznamna regresia tumoru po vismodegibe

Baseline 7 months

Images courtesy of Professor Kunstfeld, Medical University of Vienna
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Incidencia CSCC

Narast incidencie: az do 263% v obdobi medzi 1980 a 2000 1
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2012: <499/100,000 l'udi 2 2012: 15 - 233.3/100,000 l'udi 3 5-96/100,000 ludi 2
(2011: 2/100,000 mortalita) 2012 est: 4 do 8k rocna mortalita 2

1. Muzic JG, et al. Mayo Clin Proc. 2017;92:890-898; 2. Que SKT, et al. / Am Acad Dermatol. 2018;78:249-26118;

19
3. Karia PS, et al. J Am Acad Dermatol. 2013;68:957-66.



Rizikové faktory asociované so vznikom CSCC

e UV Ziarenie: priame a umelé s
kumulativnou davkou +++

* lonizujuce ziarenie ++

Chemické karcinogény +:
arzén a dalsie ..... Ozone Layer
* Imunosupresivny status:

 transplantovani pacienti +++ Clouds

* hematologické komorbidity

g

o

39% o

Zle hojace sa rany, ulceracie

UV, ultraviolet 20
Schmults C.D. editor. High-Risk Cutaneous Squamous Cell Carcinoma. Springer-Verlag Berlin Heidelberg 2016.



Vysoké vs nizke - rizikové €rty vzniku cscc

Trup a koncatiny < 20 mm Trup a koncatiny > 20 mm
Lokalizacia Hlava/krk < 10 mm Hlava/krk > 10 mm
Periorificialne zony: nie Periorificialne zény: ano
Okraje Dobre definované Zle definované
Nador Primarny Rekurentny
Imunosupresia Nie Ano
Predosla radioterapia alebo chronicky zapal Nie Ano
Rychlo rastuci nador Nie Ano
Neurologické symptémy Nie Ano
Stupen diferenciacie Dobre/stredne diferencovany Nizko diferencovany
Akantolyticky, adenoskvamozny, desmoplasticky, . <
. Nie Ano
metaplasticky subtyp
0 . v .. < 6 mm resp. Ziadna invazia dalej ako |> 6 mm resp. pritomna invazia dalej
Hibka: hrabk "y v
bka: hrubka a stupen invazie do podkozného tuku ako do podkozného tuku
Perineuralna, lymfaticka invazia Nie Ano

NCCN Guidelines. V2.2019. https://www.nccn.org/professionals/physician_gls/pdf/cutaneous melanoma.pdf Accessed June 2, 2019.



https://www.nccn.org/professionals/physician_gls/pdf/cutaneous_melanoma.pdf%20Accessed%20June%203

CSCC je spektrum fenotypov

AK

Bowen

Lokalne agresivny CSCC a CSCC

Lokalne pokrocily CSCC

mCSCC

Vacsina pacientov ma lokalnu formu ochorenia
indikovanu na chirurgické odstranenie

4-5 % ma pokrocilu formu

Alam M et al JAAD 2018, 78, 560-78




Aktinickeé keratozy s prechodom do CSCC

Zapozi¢ané s povolenim Dermatovenerologickej kliniky SZU, Banska Bystrica



Prognosticka klasifikacia CSCC

Photos provided by Dr. Iris Zalaudek. Patients granted permission

Nizke riziko Vysokeé riziko Vysoke riziko

Primarny nador, dobre diferencovany, vystaveny Rekurentny nador, priemer > 2 cm, periorificidlne
sinku zony,
(okrem usi a pier) Imunosupresia

Zle diferencovany, akantolyticky, desmoplasticky,

adenoskvamodzny, perineuralna invélzia24




CSCC dolnej pery

Zapozi¢ané s povolenim Dermatovenerologickej kliniky SZU, Banska Bystrica
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nvazivny CSCC na lic

Zapozicané s povolenim Dermatovenerologickej kliniky SZU, Banskd Bystrica



Rozsiahly CSCC na hornom viecku
B
.
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Zapozi¢ané s povolenim Dermatovenerologickej kliniky SZU, Banska Bystrica



CSCC devastujuci strukruary krku

Zapozic¢ané s povolenim Dermatovenerologickej kliniky SZU, Banska Bystrica



Staging CSCC podla AJCC

e Tx: primdrny tumor nemozno identifikovat

e Tis: CSCC in situ ( M. Bowen)

*T1l: <2cm

*T2: 22cm<4cm

* T3: >4 cm pocinajuca erozia kosti, alebo perineuralna invazia, hlboka
invazia

* T4: invazia do kortikalis / drene (T4a), do bazy kalvy (T4b)

AJCC Staging Manual, 8th ed., NY Springer International Publishing AG 2017



Interdisciplinary Patient Care in Advanced and Difficult to
Treat SCC

Plastic surgeon

Head and neck

Radio-oncologist
surgeon

Tumor board
‘ ‘ Psycho-
oncologist/
. ' psychiatrist

Oncologist/derm
-oncologist

Derm-surgeon

Pathologist

Image courtesy. Reinhard Dummer, MD, PhD.



European Journal of Cancer 96 (2018) 34—43

Available online at www.sciencedirect.com - E]C

ScienceDirect

journal homepage: www.ejcancer.com

To date there is no standard of care for patients with
locally advanced a/o metastatic cutaneous squamous
cell carcinoma

31
Hillen U, et al. Eur J Cancer. 2018; 96:34-43. For HCP only



Moznosti systemovej liecby u pokrocileho CSCC

Chemoterapia
* na baze platiny, taxany, 5-FU, capecitabin
* elektrochemoterapia

Anti-EGFR
* lapatinib
e cetuximab
o gefitinib /erlotinib
* erlotinib
e panitumumab

* Imunoterapia: anti-PD1
e cemiplimab
* pembrolizumab

— Pacienti po orgdnovych transplantaciach ?

1. Nottage M, et al. Head and Neck. 2017;39:679-683; 2. Di Monta G, et al. J of Transl Med. 2017; 15:82;

3. Jenni D, et al. ESMO Open. 2015; 1:e000003; 4. Dereure O, et al. Dermatology. 2016; 323:721-730;

5. Stratigos A, et al. Eur J Cancer. 2015;51:1989-2007; 6. Migden M, et al. N Engl J Med. 2018; 379:341-351;
7. Degache E, et al. J Eur Acad Dermatol Venereol. 2018;32:e257-e258.



Indikacie systémovej terapie u CSCC

Primarny CSCC
Lok. pokroCily |
CSCC

Anti-PD1
pri

kontraindikacii:
anti-EGFR
CHT, RT

/

Metastaticky SCC _’[ lymfatické J

/
" compneoune + |

Stratigos A et al.: Eur J Cancer 2020, 10.1016/j.ejca.2020.01.008

vzdialené J




Pokroci -PD1

Systémova liecba * Rozhodnutie Lokdlne pokrocilé Metastatické, alebo
interdiciplinarnej ochorenie lokalne pokrocilé
komisie o liecbe mts * Inoperabilné, alebo ochorenia
ochorenia nekompletne

resekované regionalne
postihnutie

* Regionalna
lokorecidiva, alebo
vzdialené mts

1. Leiter U et al JDDG 2020, 18, 400-13
2. NCCN 2019 Guidelines for patients
3. PerisK et al.: EurJ Cancer 2019, 118, 10-34



Dévody pre pouzitie IO u CSCC

Q) Formovanie Potencialna
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S 100 - - ;612 <

_“é . . 7/l 2 2. Casto

o f / 13-2/ s

= 10- / 82 / &

o 322 [/ '

:8 1 - / : : Priemerne

S H

£

2 01+

% . Prilezitostne

£ 0.01

3 SCCHN NSCLC-sq Melanom CScCC

(178) (A78) adord 12D (39)

Vysoka miera ,,tumor mutation burden“(TMB) — tvorba neo-antigénov zvySenie
antigenicity — imunogénne mikroprostredie *
PD-L1 expresia ¢asto pritomna vo vysokej miere 2

Red horizontal line and associated number in figurer = median mutations per MB.
CSCC, cutaneous squamous cell carcinoma; NSCLC, sq - lung squamous cell carcinoma; Mb, megabase of DNA; SCCHN, Squamous cell carcinoma of the head and neck.

1. Pickering CR, et al. Clin Cancer Res. 2014;20:6582—-6592.; 2. Slater NA, et al. J Cutan Pathol. 2016;43:663-70.



Tumor Mutational Burden
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° ° ° 7 Ve
Cemiplimab — mechanizmus ucinku

s
PD-1
« Cemiplimab je plne humanizovana monoklonalna ﬁ
protilatka imunoglobulinu G4 (IgG4), ktora sa viaze na -
receptor programovanej bunkovej smrti PD-1 a blokuje
JehO InterakCIU S Ilgandml PD'Ll a. PD'LZ. Inactivates T-cell, cancer proliferates
« Cemiplimab zosilfiuje odpovede T buniek, vratane
protinadorovych odpovedi, prostrednictvom blokady
vazby PD-1 na ligandy PD-L1 a PD-L2. 5D-1 inhibifor
T cell
- 1X-2018 FDA registracia, IV-2019 pozit. stanovisko \_ ¢ /PD'“
EMA PD1

Y

s
T cell is prevented from being inactivated by the
cancer cell, cancer is attacked by immune system

lin HT, et al. Curr Top Microbiol Immunol. 2011;350:17-37; Keir ME, et al. Curr Opin Immunol. 2007;19(3):309-314.



Pacienti vhodni na imunoterapiu s pokrocilym CSCC

Pacienti s pokrocCilym ochorenim
Lokalne pokrocCily a metastaticky nador
Pacienti, ktori dosli k progresii po chirurgickej lieCbe

Pacienti, ktori nie su kandidati na chirurgicku lieCbu z r6znych dévodov,
komorbidity, nizka pravdepodobnost dosiahnutia RO resekcie a dalsSie

« Pacienti, u ktorych nie je indikovana kurativna radioterapia

For HCP only



Papadopoulos KP, et al.
J Clin Oncol.2017;35 (suppl; abstr. 9503)

Investigator Assessed Preliminary Response Rate by
RECIST 1.1 is 46.2% (ITT Population)

Investigator assessment Metastatic (N=10), Locally advanced (N=16), Overall (N=26),
n (%) n (%) n (%)
2T 0)

Complete response 0 25

2(

4(25.0
Stable disease 1(10.0) 5(31.3

4 (

Partial response 6 (60.0)T 10 (38.5)
6(23.1)
250 6(23.1)

Not evaluated 1(10.0) 1(6.3) 2(7.70)

)
)
)
)

Progressive disease 2(20.0)

ORR (CR + PR + one unconfirmed PR) = 46.2% (12/26 patients; 95% Cl: 26.6-66.6)
DCR (ORR + SD) = 69.2% (18/26 patients; 95% CI: 48.2—85.7)

tIncludes 5 confirmed partial responses and 1 unconfirmed partial response.

CR, complete response; DCR, disease control rate; ITT, intention-to-treat;

ORR, overall response rate; PD, progressive disease; PR, partial response; .

SD, stable disease: RECIST, Response Evaluation Criteria In Solid Tumors. Data cut-off date: 27 April 2017

For HCP only



The NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

PD-1 Blockade with Cemiplimab in
Advanced Cutaneous Squamous-Cell
Carcinoma

M.R. Migden, D. Rischin, C.D. Schmults, A. Guminski, A. Hauschild, K.D. Lewis,
C.H. Chung, L. Hernandez-Aya, A, M. Lim, A,L.S. Chang, G. Rabinowits, A.A. Thai,
L.A. Dunn, B.G.M. Hughes, N.I. Khushalani, B. Modi, D. Schadendorf, B. Gao,
F. Seebach, S. Li, J. Li, M. Mathias, J. Booth, K. Mohan, E. Stankevich,

H.M. Babiker, |. Brana, M. Gil-Martin, J. Homsi, M.L. Johnson, V. Moreno, J. Niu,
T.K. Owonikoko, K.P. Papadopoulos, G.D. Yancopoulos, |. Lowy, and M.G. Fury

Dostupné na www.nejm.org

Migden MR, et al. N Engl J Med. 2018;379:341-351.



Stadia EMPOWER-CSCC-1- Dizajn  (NCT02760498)

Skupina 1 — Dospeli pacienti

. Cemiplimab
S m.etastgtlckym (’LU a/alebo 3 mg/kg Q2W IV, Tl
vzdialené metastazy) CSCC . vySetrenie
96 tyzdnov Q8W pre

retreatment mozny hodnotenie

Skupina 2 — Dospeli pacienti u pacientov s PD efektivity

s lokalne pokro€ilym CSCC pocas follow-up)

Skupina 3 — Dospeli pacienti Cemiplimab 350 mg 505;3;?‘\;:%3

s metastatickym (LU a / alebo Q3W 1V, do 54 ty'idﬁov re

vzdialené metastazy) CSCC* tyzdiiov y P

hodnotenie efektivity

LieCebna odpoved’ hodnotena ICR

(RECIST 1.1 pre CT, modifikované WHO
kritéria pre fotografické zaznamy)

*Data not yet available

CSCC, cutaneous squamous cell carcinoma; ECOG, Eastern Cooperative Oncology Group; IV, intravenous;
PD, programmed cell death; PD-L, PD-ligand; Q[n]W, every [n] weeks; RECIST 1.1, Response Evaluation
Criteria In Solid Tumours version 1.1; WHO, World Health Organisation.

Hlavné inkluzne kritéria

« ECOGO/1

* Adekvatne organové funkcie
* Skupinal & 3:

o Aspon jedna meratelna Iézia podla RECIST
1.1

* Skupina 2:

o Aspon jedna meratelna lézia podla RECIST
1.1 kritérii (pre CT skeny) alebo
modifikované WHO kritéria (pre foto
dokumentaciu)

o CSCC lézie, nevhodné na chirurgicku lieCbu
alebo radioterapiu podfa investigatora

Hlavné exklGzne kritéria

* Predosla anti—-PD-1 alebo anti—-PD-L1 lieCba
* Anamnéza transplantacie organu, duplicitny

solidny nador alebo hematologicka malignita

* Autoimunne ochorenia aktualne alebo

v minulosti

Group 1: Data cut-off date: September 20

, 2018

1. Guminski et al. J Clin Oncol. 2019:37 (suppl; abstr 9526) [poster presentation]. 2. Migden MR, et al. J Clin Oncol. 2019:37 (suppl; abstr 6015) [poster presentation]. Group 2: Data cut-off date: October 10, 2018



LieCebna odpoved — Nezavisla hodnotiaca komisia - pacienti s
pokrocilym CSCC (skupiny 1 a 2)

Metastaticky CSCC Lokalne pokrocily CSCC
(n=59)1 (n=78)?

Median trvania follow-up, mesiace (rozsah) 16.5 (1.1 — 26.6) 9.3 (0.8 — 27.9)
Najlepsia odpoved’, n (%)

CR 10 (16.9) 10 (12.8)

PR 19 (32.2) 24 (30.8)

SD 9 (15.3) 28 (35.9)

Non-CR/non-PD’ 4 (6.8) 0

PD 10 (16.9) 9 (11.5)

Nedostupné * 7 (11.9) 7 (9.0)
ORR, % (95% Cl) 49.2 (35.9-62.5) 43.6 (32.4-55.3)
ORR podla INV % (95% Cl) 49.2 (35.9-62.6) 52.6 (40.9-64.0)

CR/PR 4 (6.8) / 25 (42.3) 13 (16.7) / 28 (35.9)
DCR % (95% Cl) 71.2 (57.9-82.2) 79.5 (68.8-87.8)
Kontrola trvania odpovede, % (95% Cl)$ 62.7 (49.1-75.0) 62.8 (51.1-73.5)
Median ¢asu do odpovede, meesiace (rozsah) 1 1.9 (1.7-9.1) 1.9 (1.8-8.8)

Data cut-off date: Sept 20, 2018 (Group 1); Oct 10, 2018 (Group 2)
TPatients with non-measurable disease on central review of baseline imaging. fInclude missing and unknown tumor response. $Defined as the proportion of patients without progressive disease for at least 105 days.
fiData shown are from patients with confirmed responses.

INV investigator assessment
1. Guminski et al. J Clin Oncol. 2019:37 (suppl; abstr 9526) [poster presentation]. 2. Migden MR, et al. J Clin Oncol. 2019:37 (suppl; abstr 6015) [poster presentation].



NajlepSia odpoved v %

Najlepsia odpoved v ciefovych léziach u pacientov
s pokrocilym CSCC podla ICR

Metastaticky CSCC (Skupina 1)! Lokalne pokrocily CSCC (Skupina 2)?

5 100 - m CR/PR # CR/PR
ol 80 - m SD # SD
Z m PD # PD
.; 60 - Nehodnotené
(@)
5 407
9 o-1 | 1 11 debebebebebebebelelbabubatebubububututetububuiatotututubutubututububeiatututububutututububutabutututubububutuubniebutatubutubututuiubuhaiatetutububububutuiie
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Data cut-off date: Sept 20, 2018 (Group 1); Oct 10, 2018 (Group 2)

Bars show the best percentage change in the sum of target lesion diameters from baseline for 45 patients with metastatic CSCC who underwent radiologic evaluation per ICR and 56 patients with locally advanced CSCC who underwent
photography evaluation per modified WHO criteria by ICR after treatment initiation. Lesion measurements after progression were excluded. Black horizontal dashed lines indicate RECIST 1.1 criteria for partial response (230% decrease in
the sum of target lesion diameters) and progressive disease (220% increase in the target lesion diameters). Blue horizontal dashed lines indicate WHO criteria for partial response (250% decrease in the sum of target lesion diameters) and
progressive disease (225% increase in the target lesion diameters).

CSCC, cutaneous squamous cell carcinoma; ICR, independent central review; RECIST 1.1, Response

Evaluation Criteria In Solid Tumors version 1.1; WHO, World Health Organization

1. Guminski AD, et al. J Clin Oncol 2019;37 (suppl; abstr 9526); 2. Migden MR, et al. J Clin Oncol 2019;37 (suppl; abstr 6015)



Complete Response Rates per ICR

[ Compared to the previous update,! two additional patients achieved a complete response in Group 3 in this current follow-up data
B Primary B ~1-year follow-up B ~2-year follow-up M ~3-year follow-up
25
n=12 n=12 n=11
203 203 -

19.6

=10 n=10 n=10
128 128 128

Complete response rates (%)

Group 1 (mMCSCC) Group 2 (laCSCC)* | Group 3 (mMCSCC)*
3 mg/kg Q2W 3 mg/kg Q2W 350 mg Q3W
Data cut-off date: October 11, 2020
*The timepoint for the primary analyses for Groups 2 and 3 data were approximately 1 year after the Group 1 primary analysis.

1. Rischin D, et al. ASCO 2020. Poster 367.
ICR=independent central review; 1aCSCC=locally advanced cutaneous squamous cell carcinoma; mC3CC=metastatic CSCC; Q2W=every 2 weeks; Q3W=every 3 weeks.



Kaplan—Meier Curves for Progression-Free Survival per ICR and

Overall Survival

/ 10- Progression-free survival
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*» The ICR Kaplan—Meier estimated PFS at 24 months improved to 46.9% [95% CI: 39.2-54.3], up from 44.2% [95% CI: 36.1-52.1] in the

previous data cut!

* Median OS has not been reached. The Kaplan—Meier estimated probability of OS at 24 months was 73.1% [95% CI: 66.0-78.9]

Data cut-off date: October 11, 2020
1. Rischin D, et al. ASCO 2020. Poster 367.

Cl=confidence interval; ICR=independent ceniral review, OS=overall survival, PFS=progression-free survival.



EMPOWER-CSCC-1 - zavery

*43-mes. data ukazuju postupné zlepsovanie trvania odpovede
(DOR) v ramene cemiplimabu u pokrocilych CSCC, ako aj
zlepSovanie celkového prezivania kompletnych odpovedi v
ramene cemiplimabu 350 mg a 3t

*Vysledky ukazuju, ze cemiplimab ma v lie¢be CSCC vyznamnud-
a dlhotrvajucu efektivitu

* Median trvania odpovede v dobe data cut-off nebol
dosiahnuty o

*V dobe data cut-off sa stale pozorovali lieCcebné odpovede u
vacsiny pacientov v studii

- Ziadne nové bezpe&nostné signaly, profil toxicity je
porovnatelny s inymi ICls zo skupiny anti—PD-1
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¢SCCe

Metastatic cSCC

| | |

transit Nodal Distant
tastasis metastasis metastasis

Primary ¢SCC

Immunotherapy for
1lacSCC or meSCC

Evidence-based recommendation

Multidisciplinary board

Grade of

recommendation: A

Level of evidence: 2

= i
Patients with mcSCC or lacSCC 19 ’,' N\ —
who are not candidates for curative "1 . y L
: e cal | dissection®
surgery or curative radiation S Cannot be =
should receive first-line treatment o, | | CDDIP!E‘;I}’ \
with a PD-1 antibody*. ional | 1 excls Cﬂmplfley
s qe Iresecie

Phase 1 and 2 study of cemiplimab 10, :

Q hemo |
78], |
Phase 1 and 2 of pembrolizumab ~ ®— i RT + Adjuvant
[87.88]. : RT*
Strength of consensus: 100% ‘

*Cemiplimab is currently the only approved medication in
Europe, while pembrolizumab is investigated in clinical studies.

Systemic therapy anti-PD14

indication to anti-PD1: anti-EGFRi +chemo/RT ¢

Fi.1. Main therapeutic indications for ¢cSCC. Strength of consensus: 90%. “For detailed indications and recommendations of treatment,
refer to relevant section text in the Guidelines. "Locally advanced by definition not amenable to curative surgery or curative RT. “Lymph
node dissection as indicated. “All systemic treatments are off-label, except for anti-PD-1 agent cemiplimab that is approved by FDA/JEMA
for patients with locally advanced or metastatic cSCC who are not candidates for curative surgery or curative radiation. ¢SCC, cutaneous
squamous cell carcinoma; RT, radiotherapy; EGFRI1, epidermal growth factor receptor inhibitors; FDA, Food and Drug administration;
EMA, European Medicines Agency.

47



PRIKLAD REDUKCIE VIDITELNYCH LEZIf CSCC PO LIECBE CEMIPLIMABOM ZO STUDIE

70-rocna zena s velkym CSCC nadorom 70-rocny muz s velkym CSCC na tvari
v oblasti chrbta

Uvodne Tyzden 48 Uvodne

/////l/!ll:.A‘ FTTTTTT ERBEAI
=imm ]

Ziadny pacient predtym nebol lieéeny radioterapiou alebo inou systémovou lie¢bou

CSCC, cutaneous squamous cell carcinoma . _ _
1.Guminski et al. J Clin Oncol. 2019:37, 2. Migden MR, et al. J Clin Oncol. 2019:37 Data cut-off date: 20 Sep 2018 (Group 1); 10 Oct 2018 (Group 2).
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Treatment-emergent Adverse Events (TEAEs) Regardless of
Attribution u pacientov s pokrocilym CSCC

Skupina 1 Skupina 2
Metastaticky CSCC Lokalne pokrocily CSCC

(n=59)! (n=78)2

Vsetky grade Grade 23 Vietky grade Grade >3 Vsetky grade Grade 23
Vsetky 59 (100.0) 30 (50.8) 78 (100.0) 34 (43.6) 137 (100.0) 64 (46.7)
Zavazné 24 (40.7) 20 (33.9) 23 (29.5) 19 (24.4) 47 (34.3) 39 (28.5)
Veduce k preruseniu liecby 6(10.2) 4 (6.8) 6(7.7) 5(6.4) 12 (8.8) 9 (6.6)
Metastaticky CSCC (Skupina 1)} Lokalne pokroc€ily CSCC (Skupina 2)?
Grade 23 TEAEs pozorované u >1 pacienta Grade 23 TEAEs pozorované u >1 pacienta
» Cellulitida (n=4; 6.8%) » Hypertenzia (n=6; 7.7%)
» Pneumonitida (n=3; 5.1%) » Pneumodnia (n=4; 5.1%)
» Anémia, dyspnoe, hyperkalcémia, novy primarny CSCC, pleuralny vypotok, » Hyperglykémia a cellulitida (kazda n=3; 3.8%)
pneumonia (kazda n=2; 3.4%) » Karcindm prsniika, pady, hyponatrémia, lymfopénia, svalova slabost,
pneumonitis, sepsa, uroinfekcia (kazda n=2; 2.6%)
Grade 23 TEAEs veduce k preruseniu lie€by
» Pneumonitida (n=3; 5.1%) Grade 23 TEAEs veduce k preruseniu lie€by
» Asepticka meningitida, zmatenost, bolesti krku, » Pneumonitida (n=2; 2.6%)
(u toho istého pacienta: n=1; 1.7%) » Encephalitida, hepaitida, zvySenie AST,
pneumonia, proktitida (kazda n=1; 1.3%)

Data cut-off date: Sept 20, 2018 (Group 1); Oct 10, 2018 (Group 2)
CSCC, cutaneous squamous cell carcinoma; TEAE, treatment-emergent adverse event.
1. Guminski et al. J Clin Oncol. 2019:37 (suppl; abstr 9526) [poster presentation]. 2. Migden MR, et al. J Clin Oncol. 2019:37 (suppl; abstr 6015) [poster presentation]. 3. Data on File, Regeneron Pharmaceuticals Inc.



Kazuistika €. 1 - cemiplimab
Dermatovenerologicka klinika FN KV a 3. LF UK, Praha

- pacientka narodena vr. 1953

- anamneéza viacpocetnych lokalne pokrocilych, histologicky verifikovanych
spinaliomov v oblasti lavého i pravého predkolenia a na dorze pravej ruky

- PET/CT zo 17.3. 2020 potvrdilo makroskopicky obraz metabolicky aktivnych TU

- chirurgicka terapia ani RAT neboli indikované

- bola nasadena liecba cemiplimabom

Prof. MUDr. Petr Arenberger, DrSc, MBA, FOMA Dermatovenerologicka klinika FN KV a $.LF UK, Praha, 16/2020 acta medicinae



Kazuistika €. 1 - cemiplimab

- pacientka bola pred terapiou najprv paliativne oziarena na tumory lavého
predkolenia v TD: 37,5 Gy, 15 frakcii a 2,5 Gy (19. 5. - 8. 6. 2020)

- po zahajeni terapie cemiplimabom aplikovana tiez RAT na pravé
predkolenie

- sclerosis multiplex, ktora jej bola diagnostikovana v roku 2009, je t. €. v
remisii, nasadenie anti-PD-1 imunoterapie bolo konzultované s neurolégom

- dla CT bez pritomnosti reg. a vzdialenych MTS

- vykonnostny status: ECOG/PS 0O, silne motivovana k dalsej terapii, s
dostatoCnou podporou v rodine



Kazuistika €. 1 - cemiplimab

- 1. davka cemiplimabu bola podana v letnych mesiacoch, ked kozny
nalez vyrazne progredoval (obr. 1 a 2)

- zatial celkovo podanych 5 apllkacu uastocne redukovalo velkost masy

Obrazek 1 POK dorz fed ié<bou Obrazek 2 POK profil - pied lécbou




Kazuistika €. 2 - cemiplimab
Dermatovenerologicka klinika VFN a 1.LF UK v Prahe

- pacient, muz rocnik 1936

- OA: stav po niekolkych drobnych mozgovych prihodach, dlhodobo
warfarinizovany, hypertrofia prostaty

- TO:
- opakovane lieceny v spadovej ambulancii pre mnohopocetné recidivujuce
aktinické keratdzy na hlave, chrbte a koncatinach

- vr.2015 odoslany na Dermatovenerologicku kliniku VFN a +1.LF UK v Prahe
pre vznik erodovaného nodulu na kalve vlavo

- indikovala sa totana excizia nodularneho loziska na kalve, histologicky
potvrdeny spinocelularny karcinom, Gr.2

lvana Krajsova,MBA, Dermatovenerologicka klinika VFN a 1.LF UK v Prahe, ESO Journal, Roénik 1, Cislo 2, Oktéber 2020



Kazuistika €. 2 - cemiplimab

- v januari 2018 dalsie nadorové lozisko na krku za lavym usnym
lalokom, realizovana totalna kompletna excizia, histologicky
potvrdeny spinocelularny karcindm

- v . 2019 cca 4 mesiace rastuci kozny nodul na kalve F-P vpravo
pritomné vyvysené lozisko velkosti 45 x 45 x 10 mm bez ulceracie, z
probatornej excizie histologicky spinocelularny karcinom



osmAzEx €. osrizex €. 3

Nodulami skvamozni karcinom na kalvé CT obraz plicni metastazy

1droj

osmirex €. 2

CT obraz lodiska na kalvé Ldroj

osmAzin € 4

Nador pfed zahdjenim lécby cemiplimabem

Zdroj : Ldroj



Kazuistika €. 2 - cemiplimab

- CT vysetrenie odhalilo solidnu formaciu velkosti 60 x 44 x 46 mm, s
drobnou centralnou nekrozou v konvexite kalvy P vpravo, MTS pluc

- pac. odmietol bioptické vysetrenie plucneho loziska

- pre rozsah nadoru, vek pacienta a st.p.opak. CMP nebola indikovana
OP ani RAT

- pacient bol indikovany k imunoterapii cemiplimabom

- v marci 2020 bola schvalena liecba
- 3. 4. 2020 bola aplikovana 1. davka



Kazuistika €. 2 - cemiblimab

- cemiplimab bol podavany a 3 tyzdne v davke 350 mg i. v.
- pacient toleroval liecbu bez komplikacii

- uz po 6 tyzdnoch bol dosiahnuty vyrazny liecebny ucinok (obrazky c.
4, 5).

- pacientovi sme do sucasnej doby aplikovali 7 davok cemiplimabu, citi
sa dobre, nepozoruje ziadne priznaky toxicity liecby.

- klinicky aj podla CT vysetrenia z dna 7. 9. 2020 pritomna takmer
kompletna regresia loziska na kalve a stabilizacia plucneho nalezu



—/ osmhrex t. s \ ==

Nador po tech davicich cemiplimabu

Ldroj: A ooy astary

] osmhrex d.w \

Teméf kompletni regrese po sedmi davkach cemiplimabu




Zaver

e Epidermalne tumory — vyznamny vzostup v poslednych dekadach so
stupajucim dopadom na zdravie, farmakoekonomiku

* Interdisciplinarny manazment

LU
@ Sasaey
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Standard Limitované poutzitie BCC: hedgehog
u nekomplikovanych RT napriek dobre; inhibitory 65%
BCC a CSCC radiosenzitivite pacientov profituje

= iba lokalny efekt

é{j%

SCC: Anti-PD 1 - novy
Standard

Komplexny, rychly a
pretrvavajuci ucinok
u ~ 50% pacientov

s pokrocCilym CSCC

Anti-PD1:
Adjuvancia ?
Neoadjuvancia ?



