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Zdravilo KEYTRUDA je kot samostojno
zdravljenje indicirano za adjuvantno zdravljenje
odraslih z melanomom v stadiju lll, ki se je razSiril
na bezgavke, po popolni kirur§ki odstranitvi."

Referenca: 1. Keytruda EU SmPC

(oembrolizumab, MSD)

SKRAJSAN POVZETEK GLAVNIH ZNACILNOSTI ZDRAVILA

Pred predpisovanjem, prosimo, preberite celoten Povzetek glavnih znailnosti zdravila!

Ime zdravila: KEYTRUDA 25 mg/ml koncentrat za raztopino za infundiranje vsebuje pembrolizumab.
Terapevtske indikacije: Zdravio KEYTRUDA je kot samostojno zdraviienje indicirano za zdraviienje:
napredovalega (neoperabilnega ali metastatskega) melanoma pri odraslih; za adjuvantno zdravijenje odraslih
z melanomom v stadiju Ill, ki se je razSirl na bezgavke, po popolni kirurSki odstranitvi; metastatskega
nedrobnocelitnega pljuénega raka (NSCLC) v prvi liniji zdravijenja pri odraslih, ki imajo tumorje z = 50 %
izrazenostjo PD-L1 (TPS) in brez pozitivnih tumorskih mutacij EGFR ali ALK; lokalno napredovalega ali
metastatskega NSCLC pri odraslih, ki imajo tumorje z > 1 % izrazenostjo PD-L1 (TPS) in so bili predhodno
zdravijeni z vsaj eno shemo kemoterapije, bolniki s pozitivnimi tumorskimi mutacijami EGFR ali ALK so pred
prejemom zdravila KEYTRUDA morali prejeti tudi taréno zdravijenje; odraslih bolnikov s ponovijenim ali
neodzivnim klasiénim Hodgkinovim limfomom (cHL), pri katerih avtologna presaditev matiénih celic (ASCT) in
zdravijenje z brentuksimabom vedotinom (BV) nista bila uspesna, in odraslih bolnikov, ki za presaditev niso
primerni, zdravljenje z BV pa pri njih ni bilo uspesno; lokaino napredovalega ali metastatskega urotelijskega
raka pri odraslih, predhodno zdravijenih s kemoterapijo, ki je vkljuCevala platino; lokalno napredovalega ali
metastatskega urotelijskega raka pri odraslih, ki niso primerni za zdravijenje s kemoterapijo, ki vsebuie cisplatin
in imajo tumorje z izrazenostjo PD-L1 > 10, ocenjeno s kombinirano pozitivno oceno (CPS); ponoviienega ali
metastatskega ploS¢atocelicnega raka glave in vratu (HNSCC) pri odraslih, ki imajo tumorje z = 50 %
izrazenostio PD-L1 (TPS), in pri katerh je bolezen napredovala med zdravijenjem ali po zdravijenju s
kemoterapijo, ki je vkljuCevala platino in za prvo linjjo zdravijenja metastatskega kolorektalnega raka z visoko
mikrosatelitsko nestabilnostjo (MSI-H — microsatellite instability-high) ali s pomanjkijivim popravijanjem
neujemanja pri podvojevanju DNA (dMMR - mismatch repair deficient) pri odraslin. Zdravilo KEYTRUDA je kot
samostojno zdraviienje ali v kombinaciji s kemoterapijo s platino in 5- fluorouracilom (5-FU) indicirano za prvo
linijo zdravijenja metastatskega ali neoperabilnega ponovijenega plo$¢atocelicnega raka glave in vratu pri
odraslih, ki imajo tumorje z izrazenostio PD-L1 s CPS 2 1. Zdravilo KEYTRUDA je v kombinaciji s
pemetreksedom in kemoterapijo na osnovi platine indicirano za prvo linijo zdravijenja metastatskega
neplodCatocelicnega NSCLC pri odraslih, pri katerih tumorji nimajo pozitivnih mutacij EGFR ali ALK; v
kombinaciji s karboplatinom in bodisi pakiitakselom bodisi nab-paklitakselom je indicirano za prvo linijo
zdravljenja metastatskega ploS¢atoceliénega NSCLC pri odraslih; v kombinaciji z aksitinibom je indicirano za
prvo linijo zdravijenja napredovalega raka ledviénih celic (RCC) pri odraslih. Odmerjanje in nacin uporabe:
Testiranje PD-L1 pri bolnikih z NSCLC. urotelijskim rakom ali HNSCC: Za samostojno zdravijenje z zdravilom
KEYTRUDA je priporoljivo opraviti testiranje izrazenosti PD-L1 tumorja z validirano preiskavo, da izberemo
bolnike z NSCLC ali predhodno nezdraviienim uroteliiskim rakom. Bolnike s HNSCC je treba za samostojno
zdravijenje z zdravilom KEYTRUDA ali v kombinaciji s kemoterapijo s platino in 5-fluorouracilom (5-FU) izbrati
na podlagi izrazenosti PD-L1, potrjene z validirano preiskavo. Testiranje MSI-H/dMMR pri bolnikih s CRC: Za
samostojno zdravljenje z zdravilom KEYTRUDA e priporocljivo opraviti testiranje MSI-H/dMMR statusa tumorja
z validirano preiskavo, da se izbere bolnike s CRC. Odmerjanje: Priporo¢eni odmerek zdravila KEYTRUDA za
samostojno zdravijenje je bodisi 200 mg na 3 tedne ali 400 mg na 6 tednov, apliciran z intravensko infuzijo v 30
minutah. Priporo¢eni odmerek za kombinirano zdravijenje je 200 mg na 3 tedne, apliciran z intravensko infuzijo
v 30 minutah. Za uporabo v kombinaciji glejte povzetke glavnih znacilnosti so¢asno uporabljenih zdravil. Ce se
uporablja kot del kombiniranega zdravijenja skupaj z intravensko kemoterapijo, je treba zdravilo KEYTRUDA
aplicirati prvo. Bolnike je treba zdraviti do napredovanja bolezni ali nesprejemljivih toksicnih ucinkov. Pri
adjuvantnem zdravijenju melanoma je treba zdravilo uporabljati do ponovitve bolezni, pojava nesprejemljivih
toksicnih ucinkov oziroma mora zdravijenje trajati do enega leta. Ce je aksitinib uporablien v kombinaciji s
pembrolizumabom, se lahko razmisli 0 povecanju odmerka aksitiniba nad zacetnih 5 mg v presledkih Sest
tednov ali ve€. Pri bolnikih starih > 65 let, bolnikih z blago do zmerno okvaro ledvic, bolnikih z blago okvaro jeter
prilagoditev odmerka ni potrebna. Odlolitev odmerka ali ukinitev zdravijenja: ZmanjSanje odmerka zdravila
KEYTRUDA i priporo€ljivo. Za obvladovanje neZelenih ucinkov je treba uporabo zdravila KEYTRUDA zadrZati
ali ukiniti, prosimo, glejte celoten Povzetek glavnih znacilnosti zdravila. Kontraindikacije: PreobCutijivost na
ucinkovino ali katero koli pomozno snov. Povzetek posebnih opozoril, previdnostnih ukrepov, interakcij in
nezelenih ucinkov: Imunsko pogojeni neZeleni ucinki (pnevmonitis, kolitis, hepatitis, nefritis, endokrinopatie,
nezeleni ucinki na kozo in drugi): Pri bolnikih, ki so prejemali pembrolizumab, so se pojavili imunsko pogojeni
nezeleni ucinki, vkfjucno s hudimi in smrtnimi primeri. Veina imunsko pogojenih neZelenih ucinkov, ki so se

pojavili med zdravijenjem s pembrolizumabom, je bila reverzibilnih in so jih obviadali s prekinitvami uporabe
pembrolizumaba, uporabo kortikosteroidov in/ali podpomo oskrbo. Pojavijo se lahko tudi po zadnjem odmerku
pembrolizumaba in hkrati prizadanejo ve¢ organskih sistemov. V primeru suma na imunsko pogojene nezelene
ucinke je treba poskrbeti za ustrezno oceno za potrditev etiologije oziroma izkljuitev drugih vzrokov. Glede na
izrazitost neZelenega ucinka je treba zadrzati uporabo pembrolizumaba in uporabiti kortikostercide - za
natanna navodila, prosimo, glejte Povzetek glavnih znaCilnosti zdravila Keytruda. Zdraviienje s
pembrolizumabom lahko poveca tveganje za zavrnitev pri prejemnikih presadkov vrstih organov. Pri bolnikih,
ki so prejemali pembrolizumab, so porocali o hudih z infuzijo povezanih reakcijah, vkfjucno s preobéutfjivostjo
in anafilaksijo. Pembrolizumab se iz obtoka odstrani s katabolizmom, zato presnovnih medsebojnih delovanj
zdravil ni pricakovati. Uporabi sistemskih kortikosteroidov ali imunosupresivov pred uvedbo pembrolizumaba
se je treba izogibati, ker lahko vplivajo na farmakodinamicno aktivnost in ucinkovitost pembrolizumaba. Vendar
pa je kortikosteroide ali druge imunosupresive mogoce uporabiti za zdravijenje imunsko pogojenih nezelenih
ucinkov. Kortikosteroide je mogoge uporabiti tudi kot premedikacijo, ¢e je pembrolizumab uporablien v
kombinaciji s kemoterapijo, kot antiemeticno profilakso in/ali za ublaZitev nezelenih ucinkov, povezanih s
kemoterapijo. Zenske v rodni dobi morajo med zdravijenjem s pembrolizumabom in vsaj $e 4 mesece po
zadnjem odmerku pembrolizumaba uporabljati u¢inkovito kontracepcijo, med nose¢nostjo in dojenjem se ga ne
sme uporabljati. Vamost pembrolizumaba pri samostojnem zdravijenju so v kliniénih Studijah ocenili pri 6.185
bolnikih z napredovalim melanomom, kirurSko odstranjenim melanomom v stadiju Ill (adjuvantno zdravijenje),
NSCLC, cHL, urotelijskim rakom, HNSCC ali CRC s Stirimi odmerki (2 mg/kg na 3 tedne, 200 mg na 3 tedne in
10 mg/kg na 2 ali 3 tedne). VV tej populaciji bolnikov je mediani ¢as opazovanja znaSal 7,6 mesece (v razponu
od 1 dneva do 47 mesecev), najpogostejsi nezeleni ucinki zdravijenja s pembrolizumabom so bili utrujenost (32
%), navzea (21 %) in diareja (21 %). Vieina poro&anih nezelenih ucinkov pri samostojnem zdravijenju je bila po
izrazitosti 1. ali 2. stopnje. Najresnejsi nezeleni ucinki so biliimunsko pogojeni neZeleni ucinki in hude z infuzijo
povezane reakcije. Vamnost pembrolizumaba pri kombiniranem zdravijenju s kemoterapijo so ocenili pri 1.067
bolnikih NSCLC ali HNSCC, ki so v lini¢nih $tudijah prejemali pembrolizumab v odmerkih 200 mg, 2 mg/kg ali
10 mg/kg na vsake 3 tedne. VV te] populaciji bolnikov so bili najpogostejsi nezeleni uéinki naslednji: anemija (50
%), navzea (50 %), utrujenost (37 %), zaprtost (35%), diareja (30 %), nevtropenija (30 %), zmanj$anje apetita
(28 %) in bruhanje (25 %). Pri kombiniranem zdravlienju s pembrolizumabom je pri bolnikih z NSCLC pojavnost
nezelenih u¢inkov 3. do 5. stopnje znasala 67 %, pri zdravijenju samo s kemoterapijo pa 66 %, pri kombiniranem
zdravijenju s pembrolizumabom pri bolnikih s HNSCC 85 % in pri zdravijenju s kemoterapijo v kombinaciji s
cetuksimabom 84 %. Varnost pembrolizumaba v kombinaciji z aksitinibom so ocenili v klinicni Studiji pri 429
bolnikih z napredovalim rakom ledviénih celic, ki so prejemali 200 mg pembrolizumaba na 3 tedne in 5 mg
aksitiniba dvakrat na dan. V tej populaciii bolnikov so bili najpogostejsi nezeleni ucinki diareja (54 %),
hipertenzija (45%), utrujenost (38 %), hipotiroidizem (35 %), zmanj$an apetit (30 %), sindrom palmarno-
plantame eritrodisestezie (28 %), navzea (28 %), zviSanje vrednosti ALT (27 %), zviSanje vrednostiAST (26 %),
disfonija (25 %), kaelj (21 %) in zaprtost (21 %). Pojavnost nezelenih ucinkov 3. do 5. stopnje je bila med
kombiniranim zdravijenjem s pembrolizumabom 76 % in pri zdravijenju s sunitinibom samim 71 %. Za celoten
seznam nezelenih ucinkov, prosimo, glejte celoten Povzetek glavnih znailnosti zdravila. Na€in in rezim izdaje
zdravila: H- Predpisovanje in izdaja zdravila je le na recept, zdravilo se uporablja samo v bolniSnicah. Imetnik
dovoljenja za promet z zdravilom: Merck Sharp & Dohme B.V., Waarderweg 39, 2031 BN Haarlem,
Nizozemska.

€9 MSD

Merck Sharp & Dohme inovativna zdravila d.o.o.,

Smartinska cesta 140, 1000 Ljubljana, tel: +386 1/ 520 42 01, fax: +386 1/ 520 43 50

Pripravljeno v Sloveniji, Februar 2021; SI-KEY-00187 EXP: 02/2023

Samo za strokovno javnost.

H - Predpisovanije in izdaja zdravila je le na recept, zdravilo pa se uporablja samo v bolnisnicah. Pred
predpisovanjem, prosimo, preberite celoten Povzetek glavnih znacilnosti zdravila Keytruda, ki je na voljo
pri nasih strokovnih sodelavcih ali na lokalnem sedezu druzbe.
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Program 4. marec 2021 —- NEMELANOMSKI KOZNI RAKI

11.30 — 13.00 Prijave udeleZencev
13.00 — 13.20 Satelitno predavanje 1 (Sanofi)
BCCin SCC

MODERATORUJI: doc. dr. Barbara Perié¢, dr. med.
Aleksandra Dugonik, dr. med.
prof. dr. Janja Ocvirk, dr. med.

13.30 — 14.00 Patohistoloski izvid - kozni melanom, BCC, SCC, karcinom Merklovih celic
Olga Blatnik, dr. med.

14.00 — 14.30 Obravnava bolnika s sumom na BCC in SCC
Aleksandra Dugonik, dr. med.

14.30 — 14.50 Kirurgija BCC in SCC
doc. dr. Barbara Peri¢, dr. med.

14.50 — 15.10 Radioterapija BCC in SCC
prof. dr. Primoz Strojan, dr. med.

15.10 — 15.25 Sistemsko onkolosko zdravljenje BCC
prof. dr. Janja Ocvirk, dr. med.

15.25 — 15.40 Sistemsko onkolosko zdravljenje SCC
prof. dr. Janja Ocvirk, dr. med.

15.40 — 16.10 Predstavitev rezultatov sistemskega zdravljenja bolnikov z BCC na

Onkoloskem institutu Ljubljana
prof. dr. Janja Ocvirk, dr. med., Masa Sever

Prikaz primerov bolnikov z BCC in SCC:
Katja Leskovsek, dr. med., prof. dr. Janja Ocvirk, dr. med.

Razprava

16.10 — 16.20 Predstavitev slovenskih smernic za zdravljenje SCC
doc. dr. Barbara Peri¢, dr. med.
prof. dr. Janja Ocvirk, dr. med

16.20 — 16.30 Razprava
Nevroendokrini karcinom koze - karcinom Merklovih celic
MODERATORJI: prof. dr. Marko Hocevar, dr. med.
prof. dr. Primoz Strojan, dr. med.

prof. dr. Janja Ocvirk, dr. med.

16.30 — 16.50 Kirurgija karcinoma Merklovih celic
prof. dr. Marko Hocevar, dr. med.




16.50 — 17.10

17.10 — 17.30

17.30 — 17.45

17.45 — 18.00

18.00 — 18.20

Radioterapija karcinoma Merklovih celic
prof. dr. Primoz Strojan, dr. med.

Sistemsko onkolosko zdravljenje karcinoma Merklovih celic
prof. dr. Janja Ocvirk, dr. med.

Prikaz primera:
Ana Erman, dr. med.
prof. dr. Janja Ocvirk, dr. med.

Razprava

Satelitno predavanje 2 (Abbott)



Program 5. marec 2021 — KOZNI MELANOM
8.00 — 8.20 Satelitno predavanje 3 (Bristol Myers Squibb)

MODERATORJI: doc. dr. Barbara Perié, dr. med.
Aleksandra Dugonik, dr. med.
doc. dr. Tanja Mesti, dr. med.

8.20 - 8.35 Epidemiologija - Klini¢ni register — Podatki registra
za leto 2020
prof. dr. Vesna Zadnik, dr. med.

8.35 — 8.50 Genetika melanoma
doc. dr. Barbara Peri¢, dr. med.

8.50 — 9.05 Vloga biomarkerjev v sistemskem zdravljenju melanoma
doc. dr. Tanja Mesti, dr. med.

9.05 — 9.35 Obravnava bolnika s sumom na melanom
Aleksandra Dugonik, dr. med.

9.35 — 10.00 Predstavitev klinié¢nih primerov bolnikov z vidika dermatologa
Katarina Smuc Berger, dr. med.

10.00 — 10.30 Slikovne preiskave pri bolnikih z melanomom
Nina Boc, dr. med.

10.30 — 10.40 Razprava

MODERATORJA: prof. dr. Marko Hocevar, dr. med.
doc. dr. Martina Rebersek, dr. med.

10.40 — 11.10 Kirursko zdravljenje melanoma
prof. dr. Marko Hodevar, dr. med.

11.10 — 11.40 Sistemsko dopolnilno zdravljenje koZnega melanoma — imunoterapija in taréna

terapija
doc. dr. Martina Rebersek, dr. med.

11.40 — 11.55 Primer bolnika:
Jasna Knez Arbeiter, dr. med.
doc. dr. Martina Rebersek, dr. med.

11.55 — 12.10 NTRK genske fuzije pri bolnikih z melanomom
doc. dr. Martina Rebersek, dr. med.

12.10 — 12.30 Razprava

12.30 — 12.55 Odmor

12.55 — 13.15 Satelitno predavanje 4 (Novartis)

MODERATORUJA: prof. dr. Primoz Strojan, dr. med.
prof. dr. Janja Ocvirk, dr. med.

13.15 — 13.35 Sistemsko zdravljenje napredovalega melanoma — taréna terapija
Marko Boc, dr. med.




13.35 — 14.30
14.30 — 14.45
14.45 — 15.20

15.20 — 15.40

15.40 — 16.00

16.00 — 16.15

16.15 — 16.45

16.45 — 17.00

17.00 — 17.15

17.15 — 18.00

Primer bolnika:
Rozala Arko, dr. med., Karla Berlec, dr. med., Marko Boc, dr. med.

Sistemsko zdravljenje napredovalega melanoma - imunoterapija
prof. dr. Janja Ocvirk, dr. med.

Retrospektivna analiza neZelenih uéinkov zdravljenja z imunoterapijo
doc. dr. Tanja Mesti, dr. med., Vid Ceplak Mencin

Prikaz primera — doc. dr. Tanja Mesti, dr. med., Ana Erman, dr. med.

Imunsko pogojeni nezeleni uéinki in kvantitativne analize PET CT- predstavitev

nacdrta prospektivne raziskave
Nezka Hribernik, dr. med.

Sistemsko zdravljenje napredovalega melanoma — kemoterapija
Marija Ignjatovi¢, dr. med.

Prikaz primera — Marija Ignjatovié, dr. med., Karla Berlec, dr. med.

Satelitno predavanje 5 (MSD)

Mesto radioterapije v zdravljenju melanoma
prof. dr. Primoz Strojan, dr. med.

Stereotaksija
dr. Uros$ Smrdel, dr. med.

Razprava

MODERATOR: prof. dr. Marko Hocevar, dr. med.

Pomen elektrokemoterapije v zdravljenju koZnih rakov:
prof. dr. Gregor Sersa

Smernice za zdravljenje melanoma
prof. dr. Marko Hocevar, dr. med.
prof. dr. Janja Ocvirk, dr. med.

Razprava

Zakljucki srecanja
prof. dr. Marko Hodevar, dr. med.
prof. dr. Janja Ocvirk, dr. med.
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NEMELANOMSKI KOZNI RAKI
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3) Tip:

povrsinsko rasto¢i

lentigo maligna

nodularni

akralni lentiginozni -

dezmoplasiicnl (nevioide) Tip melanoma
nevrotropni

nevoidni

spitzoidni

podoben modremu nevusu

hipermelanotiéni (‘pigment synthesizing')

drugo: (navedi: balonastoceli€ni, miksoidni, rabdoidni,
drobnoceliéni...)

The recent WHO 2018 classification introduced multidimensional pathway classification of melanocytic tumors
based on the extent of ultraviolet (UV) radiation damage, the cell of origin, and characteristic genomic findings
(Table 1).

Table 1. Classification of melanoma

of UV radiation Subtypes
Melanomas found in skin with low cumulative sun Superficial spreading melanoma (low cumulative
damage (low-CSD) sun damage (CSD) melanoma)
Melanomas found in skin with high cumulative sun Lentigo maligna melanoma
damage (high-CSD) Desmoplastic melanoma
Malignant Spitz tumor (Spitz melanoma)
Acral melanoma
Melanomas on site with no sun exposure or without Mucosal melanoma
known etiological associations with sun exposure Melanoma arising in congenital nevus
Melanoma arising in a blue nevus
Uveal melanoma
. Nodular melanoma
Various sun exposure Naveid melanoma

References
1. Elder DE, Massi D, Scolyer RA, Willemze R. eds. WHO Classification of Skin Tumors. World Health
Orgamzahon of Tumors, 4th ed Volume 11. Lyon France; 2018, ISBN-13 978-92-832-2440-2.
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Ne
Prisotna:
o povrsinsko rastogega tipa
o fipa lentigo maligna
o akralnega lentiginoznega tipa
o neopredeljenega tipa
* Ni mogoée oceniti, zaradi (navedi)

* Ne
* Prisotna:
o epiteloidnoceliénega tipa
o vretenastocelinega tipa
o mesanoceliénega tipa
« Ni mogoge oceniti, zaradi (navedi)
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Ne
Prisotna
Ni mogoce oceniti, zaradi (navedi)
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Odsotna
Blaga do zmerna
Moéna
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Odsotna

Fokalna ali multifokalna v tumorju ('"Non-brisk’ = limfocitna infiltracija v tumorju —
fokalno ali multifokalno)

Difuzna v tumorju (‘Brisk' = limfocitna infiltracija celotne baze tumorja ali difuzna
infiltracija tumorja)

Figure 1. Brisk tumor-infiltrating lymphocytes. A. Lymphocytes diffusely infiltrate the entire base of the invasive tumor. B.
Lymphocytes diffusely infiltrate the entire invasive component of the melanoma.

Ne

Prisotna

Prisotna, najvecje debeline mm (navedi, ¢e debelina regresije presega globino
invazije po Breslowu)
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Ne

Prisotna tumorska limfangioza

Prisotna je venska invazija

Vaskularne invazije ni mogoge oceniti, zaradi
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Ne

« Prisoten:
o displasticni
o obi€ajni
o kongenitalni
o drugo:
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____PpNoO:
__ pN1:

___pN1a:
__ pN1b:

___pN1c:

___pN2:

___pN2a:
___ pN2b:

_ pN2c:

___pN3:

__ pN3a:
__ pN3b:

___PN3c:

Regional Lymph Nodes (pN) (applicable to invasive tumor only)
pNX: Regional lymph nodes not assessed (e.g., SLN biopsy not performed, regional nodes previously
removed for another reason)

No regional lymph node metastasis detected

One tumor-involved node or in-transit, satellite, and/or microsatellite metastases with no tumor-
involved nodes

One clinically occult tumor-involved node (ie, detected by sentinel node biopsy) with no in-transit,
satellite and/or microsatellite metastases

One clinically detected tumor-involved node with no in-transit, satellite and/or microsatellite
metastases”

Presence of in-transit, satellite and/or microsatellite metastases with no regional lymph node disease
Metastasis in two to three regional nodes or in-transit, satellite, and/or microsatellite with one tumor-
involved node

Two to three clinically occult tumor-involved node (ie, detected by sentinel node biopsy) with no in-
transit, satellite and/or microsatellite metastases

Two to three tumor-involved nodes at least one of which was clinically detected with no in-transit,
satellite and/or microsatellite metastases®

One clinically occult or clinically apparent tumor-involved node with presence of in-transit, satellite
and/or microsatellite metastases

Metastasis in four or more regional lymph nodes, or in-transit, satellite or microsatellite metastases
with two or more tumor-involved nodes or any number of matted nodes without or with in-transit,
satellite or microsatellite metastases

Four or more clinically occult tumor-involved nodes (ie, detected by sentinel node biopsy) with no in-
transit, satellite and/or microsatellite metastases

Four or more tumor-involved nodes, at least one of which was clinically detected, with no in-transit,
satellite and/or microsatellite metastases®

Two or more clinically occult or clinically detected tumor-involved nodes with in-transit, satellite and/or
microsatellite metastases and/or any number of matted nodes with in-transit, satellite and/or
microsatellite metastases

# Note: pN1b, 2b, and 3b subcategories are dependent on clinical information that may be unavailable to the pathologist. If
this information is not available, the parent category (pN1, pN2 or pN3) shouid be selected.
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1z vsakega parafinskega bloka varovalnih bezgavk se zaporedno odreZeta po dve rezini, debeli

po 1 um, ki se pobarvata po naslednjem protokolu:
1. rezina: hematoksilin in eozin

2. rezina: citokeratin 20 (CK20).
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Primary Tumor (pT)
- I ic tumor should be used for determining the T

Primary tumor cannot be assessed (eg. curetted)
No evidence of primary tumor
In situ primary tumor
clinical tumor di: s2cm
clinical tumor di >2but =5 cm
i clinical tumor >5cm
Primary tumor invades bone, muscle, fascia, or cartilage

Regional lymph nodes cannot be (eg, p for another reason or not
for

No regional lymph node
Metastasis in regional lymph node(s)
Clinically occult regional lymph node metastasis identified only by sentinel lymph node biopsy
Clinically occult regional lymph node metastasis following lymph node dissection
Clinically and/or radiologically detected regional lymph node metastasis®
In transit metastasis (discontinuous from primary tumor; located between primary tumer and
draining regional nodal basin, or distal to the primary tumor) without lymph node metastasis
In transit metastasis (discontinuous from primary tumor; located between primary tumor and
draining regional nodal basin, or distal to the primary tumor) with lymph node metastasis
* Note: The pN1b, is on clinical that may be to the If this
information is not available, the parent category (oN1) should be selected.

microscopically
pM1a: Metastasis to distant skin, distant subcutaneous tissue, or distant lymph node(s), microscopically
confirmed
___pMib: is to lung, mi i
___pMic: Metastasis to all other distant sites, microscopically confirmed
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https://www.cap.org/protocols-and-guidelines/cancer-reporting-tools/cancer-protocol-
templates

Elder DE, Massi D, Scolyer RA, Willemze R, editors (2018). WHO classification of skin
tumours. 4th ed. Lyon: IARC.

Luzar B, Jurci¢ V, Pizem J, Calonje E, ur. (2009). Novosti v dermatopatologiji. XL. memorialni
sestanek profesorja Janeza Pleénika z mednarodnim simpozijem. V Ljubljani: InStitut za
patologijo, Medicinska fakulteta.

46



OBRAVNAVA BOLNIKA S SUMOM NA
NEMELANOMSKO OBLIKO KOZNEGA RAKA

ALEKSANDRA DUGONIK
DERMATOLOSKI ODDELEK

UK

C MARIBOR

maligni tumorji koze

/

melanom

maligni vaskularni tumorji koze

maligni adneksalni tumorji

nevralni in nevroendokrini tumoriji
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Tabela 1:

Opazovana in ocenjena incidenca raka, Slovenija 2007—-2016 in 2019.

Table 1: Observed and estimated cancer incidence, Slovenia 2007—2016 and 2019.
Povpreine leine opazovane redne letne opazovane
wrednosti 2007—2011 vrednosti 2012— 2016 Shena S a01e
= Incidenéna = Incidenina Ztoviln Inddenina stopnja na
Stevilo fia na Stevilo fa 2 T00.
SfraMEB primama fokaclja spol o % (95% napavedni interval) | 0. o; napavedn interval)
(D code. | Primary site Sex Povpretne |eine upazovane | Average annial observed s e T X010
vrednosti 20072011 | valtes 2012—2016 St i
e Incidence rate = Inddence rate Numiber (1] nce @ie per 100,000
Nusmber ptvr ir.':n)r.xl-’n Mmnber per ml?:‘l_[lﬂ.l l"}‘)"‘h:hl«‘i!l-’llinﬁ interval) {95% predic !iUr‘I Interval)
a3 Maligni melanom kofe M 237 225 286 280 350 302—399 34 2938
Malignant melanoma of skin 2 245 238 256 24,7 266 213309 6 2130
44 Druge maligne neoplazme kode M 1074 no0,7 1342 1314 1701 1593—1809 164 153174
Skin, other malignomas Z 1067 1035 1312 1261 1548 14471650 149 129158

FENOTIP KOZE

1. Incidenca svetlopoltih 230 na 100.000, temnopolti 3.4 *100.000
2. BCC: intermitentni tip soncenja, SCC: dolgotrajna povecana ekspozicija UV in soncne opekline

GENETSKA PREDISPOZICIJA

1. Xerodema pigmentosum,okulokutani albinizem, verukoidna epidermodisplazija,distrofi€éna bulozna epidermoliza, Gorlin sy

STAROST IN SPOL

1. Do starosti 40 let vecja pojavnost pri Zenskah nato 2-3x vecja pri moskih

KUMULATIVNA DOZA UV SEVANJA

1. Avstralija : M do 70 let v 70% vsaj en NMSC (Z 58%)
2. Poklicna ekspozicija
3. Terapevtske UV eksporzicije (SCC: RR 8,6 med 100-337 obsevanj)
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KEMICNE SNOVI IN IONIZIRAJOCE SEVANJE

1. Pesticidi, asfalt, tar,policiklicni aromatskihidrokarboni,arzen,mineralna olja,cigaretni dim
2. RRnarai3ca z frakcionirano dozo sevanja (> 12-15 Gy ), dolga latentna doba

HUMANI PAPILOMA VIRUS

1. Razlieni onkogeni sevi za sluznice kozo
2. Anogenitalni SCC pri HIV in bolnikih s transplantiranimi organi, tudi v splosni populaciji

SUPRESIJA IMUSKEGA SISTEMA

1. Po trasplantaciji organov >RR za SCC 40-250, za BCCS5-10, > metastaziranje, 5-27% umirljivost renalnih t zaradi SCC
2. Sistemski glukokortikoidi tiopurini, bioloska zdravila 2

3. BRAF inhibitorji 25 % razvije multiple SCC-keratoakantome

4. HIV

KRONICNE RANE, BRAZGOTINE

PLOSCATOCELICNI KARCINOM
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AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

Sah L=

SCC INSITU

1. LUSCEC(I) ROZNAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORIJI

AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

Sah L=

SCC INSITU

1. LUSCEC(I) ROZNAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORIJI
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AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
LIHENOIDNE
PIGMENTIRANE
AKTINICNI HELITIS

o0k ON =

SCC INSITU

1. LUSCEC(I) ROZNAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORIJI

AKTINICNE KERATOZE

. MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

o Ok W=

SCC INSITU

1. LUSCEC(l) ROZNAT PLAK

2. EROIZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORIJI
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AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
LIHENOIDNE
AKTINICNI HELITIS

O R WON =

SCC INSITU

1. LUSCEC(I) ROZNAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORJI

AKTINICNE KERATOZE

. MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

ok W=

SCC INSITU

1. LUSCEC(l) ROZINAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORJI
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AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

cCUAWN -~

SCCINSITU

1. LUSCEC(I) ROZNAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORJI

AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

o0k ON =

SCCINSITU

1. LUSCEC ROZNAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORIJI
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AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

SCOUuRON—

SCCINSITU

1. LUSCEC ROINAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORJI

AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

o Ok W=

SCC INSITU

1. LUSCEC(l) ROZNAT PLAK
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INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
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AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
LIHENOIDNE
AKTINICNI HELITIS

Qg @9 I =

SCC IN SITU

1. LUSCEC(l) ROINAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
2. BOWENOIDNA PAPULOZA

INVAZIVNI SCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNI TUMORJI

AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

R

SCC IN SITU

1. LUSCEC(l) ROZNAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNI SCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNI TUMORJI
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AKTINICNE KERATOZE
MULTIPLE
HIPERKERATOTICNE
ATROFICNE
PIGMENTIRANE
LIHENOIDNE
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ATROFICNE
PIGMENTIRANE
LIHENOIDNE
AKTINICNI HELITIS

ok W=

SCC INSITU

1. LUSCEC(l) ROINAT PLAK

2. EROZIJA USTNICE, SLUZNICE, KI NE CELI
3. BOWENOIDNA PAPULOZA

INVAZIVNISCC

1. PLAKI, NODULI FOTOEKSPONIRANIH REGIJ
2. KARATOAKANTOM

3. VERUKOZNITUMORIJI
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INVAZIVNISCC

VERUKOZNITUMORJI

INVAZIVNISCC

VERUKOZNI TUMORIJI
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BAZALNOCELICNI KARCINOM

SUPERFICIALNI POVRSINSKI
| SOLITARNI
2. MULTIPLI Gorlin-Golz sindrom

NODULARNI
1. KLASICNI
2. PIGMENTIRAN
3. ULCERATIVNI
4. DESTRUKTIVNI

MORFEIFORMNI SKLEROZIRAJOCI
1. TIP BRAZGOTINE
2. HIPOPIGMENTIRAN PLAK

FIBROEPITELIALNI (PINKUS)
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SUPERFICIALNI POVRSINSKI
1. SOLITARNI
2. MULTIPLI, Gorlin-Golz sindrom

NODULARNI
1. KLASICNI
2. PIGMENTIRAN
3. ULCERATIVNI
4. DESTRUKTIVNI

MORFEIFORMNI SKLEROZIRAJOCI
1. TIP BRAZGOTINE
2. HIPOPIGMENTIRAN PLAK

FIBROEPITELIALNI (PINKUS)

SUPERFICIALNI POVRSINSKI
1. SOLITARNI
2. MULTIPLI, Gorlin-Golz sindrom

NODULARNI
1. KLASICNI
2. PIGMENTIRAN
3. ULCERATIVNI
4. DESTRUKTIVNI

MORFEIFORMNI SKLEROZIRAJOCI
1. TIP BRAZGOTINE
2. HIPOPIGMENTIRAN PLAK

FIBROEPITELIALNI (PINKUS)
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NODULARNI
KLASICNI

NODULARNI
KLASICNI
PIGMENTIRAN
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SUPERFICIALNI POVRSINSKI
1. SOLITARNI
2. MULTIPLI Gorlin-Golz sindrom

NODULARNI
1. KLASICNI
2. PIGMENTIRAN
3. ULCERATIVNI
4. DESTRUKTIVNI

MORFEIFORMNI SKLEROZIRAJOCI
1. TIP BRAZGOTINE
2. HIPOPIGMENTIRAN PLAK

FIBROEPITELIALNI (PINKUS)

SUPERFICIALNI POVRSINSKI
1. SOLITARNI
2. MULTIPLI Gorlin-Golz sindrom

NODULARNI
1. KLASICNI
2. PIGMENTIRAN
3. ULCERATIVNI
4. DESTRUKTIVNI

MORFEIFORMNI SKLEROZIRAJOCI
1. TIP BRAZGOTINE
2. HIPOPIGMENTIRAN PLAK

FIBROEPITELIALNI (PINKUS)
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NODULARNI

DESTRUKTIVNI

NODULARNI

DESTRUKTIVNI

AW
i
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SUPERFICIALNI POVRSINSKI
1. SOLITARNI
2. MULTIPLI Gorlin-Golz sindrom

NODULARNI
1. KLASICNI
2. PIGMENTIRAN
3. ULCERATIVNI
4. DESTRUKTIVNI

MORFEIFORMNI SKLEROZIRAJOCI
1. TIP BRAZGOTINE
2. HIPOPIGMENTIRAN PLAK

FIBROEPITELIALNI (PINKUS)

SUPERFICIALNI POVRSINSKI
1. SOLITARNI
2. MULTIPLI Gorlin-Golz sindrom

NODULARNI
1. KLASICNI
2. PIGMENTIRAN
3. ULCERATIVNI
4. DESTRUKTIVNI

MORFEIFORMNI SKLEROZIRAJOCI
1. TIP BRAZGOTINE
2. HIPOPIGMENTIRAN PLAK

FIBROEPITELIALNI (PINKUS)
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FIBROEPITELIALNI (PINKUS)

M| OHEDUOGHA | 1553 M08-174 | SMERMICE | LETD )OOR | 511 | RNY 2019

Priporocila za obravnavo bolnikov z
bazalnoceliénim karcinomom

Reccomendations for diagnosis, freatment and follow-up of
natients with basal cell carcinoma

Ahéan Uros', Bertenjev lgor’, Benaditic Ana’, Bremec Tomi', Dugonik Aleksandra®, GroSel] Ales®,
Grebensek Natafa’, Hotevar Marko®, Jancar Boris®, Luzar Bostjan®, Mervic Lilijana®, Ocvirk Janja®,

Pizem joZe*, Rogl Butina Mirjam?, PlaninSek Rucigaj Tanja*, Ser3a Gregort, Stojanovic Larisay,
Stopajnik Neia®, Strojan Primo2®, Tlaker Vesna'*, Zgavec Borut®
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SPREMLJANJE BOLNIKA PO ZDRAVLJENJU

SPREMLJANJE BOLNIA PO ZORAVLENU
BAZALNOCELICNEGA HARCINOMA
Spremijanje bolnika po zdravijenju
bazalnocelicnega karcinoma (BCC)
majhno tve ganje za lokalno ponovitey veliko tveganje za lokalno ponovitev
¥ i 02 em na L & h em ali " halivelik
alimanii od 1 om malicih, deh lagiéuin veatuali Lem alli ved malicih. delu, lasiiou in veatualivelik 6 mm
mangi od6 mm nacentralnem deb obraza. periorhi alivet 1 centralnem deluobraza. periotitalio, i
tal, 1 ikou L nosu 1: hljih eavriku b 18
postavrikularne in tenporalno; larne in temporalno:
in doba Kliniéna omejenost. Kliniéno sodularn ali in
povriingho rstod sugerficialn U sklerozirsjod tip
in/ali histoo e nodularni, povrinsko rastod superfi- in ; I
caalni Up ali Pinkusoy fib dicn. by X metas
imvazi tipicnitip ali sperinevralio invazij,
" bolniku in 2drav] = dran
Kiruriko - Rilekscizijs radiderapij)

in/ali pri imunsko oslabelem bolnik:

in
majhno tveganje za nov primarni BCC

" " i ali i o kit henimi in bokal
P D (et catacm Bel nlls metodiamni ali nepopolnok iruriko - R eksciziia
insali

Kontrolni pregled pridermatologu® -6 mesecev po e e
1

i i 12 miese e il icnim k i Godingoy
o psame znemu bobiku. sinedronbali i nska osbabe kst
Bolnika p séiti pred sone K. 4 dogu3 6

izhranemzdravniku na &
alio priagoienn posameznemubelniky

O ik oslabedost in dednihsindromih 2 bazal-
K d "

¥
ali iz s ravnike a3 -6 mesecev vee Hiljenge_

Bolnika poudimeo o za&iti pred soncem, opozoring
o modni ponovitvi zdraljenegain nastanku novega
bazalnoe el negs kareinoma, podamo navedila 20
samapregledovang boke
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NAPOVEDNI| DEJAVNIKI ZA RECIDIV BOLEZNI

VERLIS i EEKECES

Tama mans od 2 om na trupy n oka
Tamar mangs od I cmna ki, Seka, lestia in
wigl

Tamar manph od & mm na cenWeinem deld
olMEzE, penarhiEing fE nosd, peniwsing, na ahim
pre v tarng, posiswikulama 0 Bmoaraing

Tumar velik 2 om all vel ne rupa B okontinan
Tamaor ¥2lik 1 om 2k ved na koihy ek lasiidu

| vBtE

Tumar weilk & mm ai vaf ns cenlrainam deld
oI¥Eze perorbiaing neE nosu, peraraing, nE whin
e B ukama, po stEwikuiama n lamparaing

Klinitng ams@Enost n
lniltni Tig

Dobre noduierni in powiinsko asoil’
superficigin &

Raha; moreSormni sk moraod: i

Hsmiadk g

Nodaiarn, powdanska resiod/ supediciain tg n
Piusavy fiisoepdstom

Miizanadtami, mfif sni g massesanm
skierazrapntl] i hasnskvamn 2l matatpelni tp

Panneviaing ewanjpE Ne o2
Praghodng 2dawvianis Primem Reckmn
b k8 nsiabein 51 L] 0a

Mamas mraviens

Kiruriks @apoing sksoioga)

| Naimariis fokaing m desiraklsnn mieypenga] &

HapapaEa SkECiga

Ishstis 2 Twagans 23 pamawiey Dok

KARCINOM MERKLOVIH CELIC
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17. Sola 0 melanomu in
nemelanomskih koznih rakih

KIRURGIJABCC IN SCC

.

Epidemiologija NMRK

Slovenija 59,5/100.000

(SSSincid.,SLORA, februar 2021)
1. mesto

letne spremembe SSS 3.15%
starostno standard. umrljivost 0,4/100.000
20-25% SCC

Incidenca
Slovenija
1961-2017

stopnja na 100.000
8 8 8

s 8 8 8 B

gl —

Groba in starostno standardizirana

1961 1965 1969 w3 wn 88 1985 989 L 997 20 005 2009 21 1
leto
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Dejavniki tveganja NMKR

- KRONICNA UV izpo.

- incidenca 1 starostjo

- Fitzpatrick I in 1l

- delo zunaj

- RTG zarki

- arzen, policik.ogljikovodiki

- kroni¢na rana, brazgotina

- imunosupresija

- epidermolysis bullosa, xeroderma pigmentosum,
albinizem, MC1R, Gorlinov sin.

TNM 8t AJCC
T Category T Criteria
X Primary tumor cannot be d
Tis Carcinoma in situ
T1 Tumor smaller than or equal to 2 cm in greatest dimension
T2 Tumor larger than 2 cm, but smaller than or equal to 4 cm in greatest dimension
T3 Tumor larger than 4 cm in maximum dimension or minor bone erosion or perineural invasion or deep invasion*
T4 Tumor with gross cortical bone/marrow, skull base invasionz G Histologic Grade
Tda Tumor with gross cortical bone/marrow invasion GX Grade cannot be assessed
T4b Tumor with skull base invasion and/or skull base foramen inv G1 Waell differentiated
N Category N Criteria G2 Moderately differentiated
NX Regional lymph nodes cannot be d G3 Poorly differentiated
NO No regional lymph node metastasis G4 Undifferentiated
N1 M in a single al lymph node, 3 cm or smaller in ¢ Table 2. AJCC Prognostic Stage Groups
N2 M inasingle ip al node larger than 3 cm but not la
or in multiple ipsi al lymph nodes, none larger th X N M
or in bilateral or contralateral lymph nodes, none larger than 6 ¢ St2ge 0 Tis NO MO
N2a Metastasis in a single ipsilateral node larger than 3 cm but not ls Stage | ™ NO Mo
N2b M in multiple ipsilateral nodes, none larger than 6cm i Stage Il hQ Mo
N2c |\ es in bilateral or contralateral lymph nodes, none large Stage IlI O MO
N3 Metastasis in a lymph node larger than 6 cm in greatest dimensi 1 MO
or metastasis in any node(s) and clinically overt ENE [ENE(+)] T2 N1 MO
N3a Metastasis in a lymph node larger than 6 cm in greatest dimensi 3 4 MO
N3b Metastasis in any node(s) and ENE(+) Stage IV @ MO
M Category M Criteria T2 2 Mo
cM0 No distant metastasis T3 N2 Mo
M1 Distant metastasis AnyT N3 Mo
pM1 Distant metastasis, microscopically confirmed T4 Any N Mo
Any T Any N M1
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KIRURGIJA NMKR

 zlati standard

» patohistoloSka ocena
celotnega tumorja

* ocena globokega in
stranskih robov

* 1 odstotek lokalnega
nadzora

.

Namen kirur§kega zdravljenja

- ozdravitev — negativen stranski in
globoki rob, RO

- optimalen funkcijski in estetski rezultat
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Nacrtovanje krg zdravljenja

klini€ni tip in histoloSke znacilnosti
anatomsko mesto tumorja
velikost tumorja, kl.pregled

kirurg, dermatolog, otorino.,
oftalmolog, druzinski zdravnik
lokalno napredoval — MDT

Slikovna diagnostika
NE, RAZEN SCC V PRIMERU...

uho, ustnica

kroniéna rana

>2cm - UZ regionalne
globlje od podkozja bezgavéne loze
slabo dif. . MRI mehkih tkiv

imunosupresija
debelina >2 mm
vretenastocelicen,
dezmosplasticen,....
- hitra rast, ponovitev

CT s kontrastom
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Ekscizija SCC

. b5-letna ozdravitev 95%

A. Stratigos et al. | European Journal of Cancer 51 (2015) 1989-2007 1999

Table 6
Recommended excisional margins on the basis of vertical tumour thickness of cutaneous squamous cell carcinoma (cSCC).

Level of risk Tumour characteristics Metastatic Excisional margins, European Dermatology Forum (EDF)-European Association of
rates Dermato-Oncology (EADO)-European Organization for Research and Treatment of
Cancer (EORTC) recommendations

Minimal risk  Vertical tumour 0%
thickness <2 mm

Low risk” Vertical tumour 4% 5 or 10 mm|jdepending on additional risk factors)
thickness 2.01-6 mm

High risk Vertical tumour 16%

thickness > 6 mm

" Should be managed as high risk tumours when combined with additional unfavourable prognostic factors, such as >2.0 ecm in clinical diameter,
high histological grade and localisation on ear or lip, perineural invasion, recurrence and immunosuppression.

SNB ?

Limfadenektomija

N.obturatorius

- infekt 15 -21%

- nekroza,
dehiscenca 3 — 20%

- serom 17 —12%

- limfedem 12 — 21%

- bole€ina 4 — 34%

V, Afemoralis ter
Nfemoralis

M.adductor longus

V.sphena magna,
km

Slika ?. Limfadenektomija globokih in povrhnjih
*._ dimeljskih bezgavk
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SCC

* 5-letna ozdravitev 95%

* 4.6% ponovitev

* 3.7% Igl

(85% meta Igl, pljuca, jetra,...)
o 2.1% smrti

* 75% ponovitev prvi 2 leti

ment of invasive squamous cell carcinoma of the skin: European consensus-based interdisciplinary guideline.
ReC. et al; European Dermatology Forum (EDF); European Association of Dermato-Oncology (EADO); Euro
ent of Cancer (EORTC). Eur J Cancer. 2015 Sep;51(14):1989-2007. Review.

Ekscizija BCC

- 5-letna 92 — 98% uspesnost
- MAJHNO TVEGANJE — 2-3 mm
- VELIKO TVEGANJE — 3-4 mm

Majhno tveganje za ponovitev Veliko tveganje za ponovitev

Velikost in lokacija Tumor manj3i od 2 cm na trupu in okonéinah. Tumor velik 2 cm ali ve€ na trupu in okonéinah.
Tumor manj$i od 1 cm na licih, €ely, lasi$€u in Tumor velik 1 cm ali ve¢ na licih, €elu, lasiS€u in
vratu. vratu.

Tumor manj$i od 6 mm na centralnem delu Tumor velik 6 mm ali ve na centralnem delu
obraza, periorbitalno, na nosu, perioralno, na uhljih, | obraza, periorbitalno, na nosu, perioraino, na uhljih,
preavrikularno, postavrikularmo in temporaino. preavrikularno, postavrikularno in temporalno.

Kliniéna omejenost in Dobra; nodularni in povrSinsko rastogi/ Slaba; morfeiformni/sklerozirajoci tip

klini€ni tip superficialni tip

HistoloSki tip Nodularni, povr§insko rastoci/superficialni tip in | Mikronodularni, infiltrativni (tudi morfeiformni/
Pinkusov fibroepiteliom sklerozirajoti) in bazoskvamozni/metatipi¢ni tip

Perinevralna invazija Ne Da

Predhodno zdravljenje Primarni Recidivni

Imunska oslabelost Ne Da

Metoda zdravljenja Kirurska (popolna ekscizija) Nekirurska (lokalno in destruktivno zdravijenje) in

nepopolna ekscizija

gnjev |, Benedici¢ A et.; Onkologija, Leto XXIII, $t.1. Junij 2019.
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Kirurska tehnika

- Siroka ekscizija z oceno robov

- Mohsova kirurgija

. SCCin SNB

- primarno zaprtje

- kritje defekta s presadkom delne
debeline

- SCC celjenje per sec.

- SCC kozni rezenj NE, €e nujen le

ob NEGATIVNIH robovih

National

. National  <ve NCCN Guidelines Version 1.2020
N

Cancer g
Network® Squamous Cell Skin Cancer

Slika 4. Langerjeve linje pri nadrtovanju biopsije na obrazu (ELSEVIER - Netterimages)

Fig. 6.7 Elliptical excision of lesions of the skin or attached
to the skin. Above is shown the elliptical shape enclosing the
lesion. It is preferably parallel to the skin tension lines. Below
this is shown the horizontal defect resulting after removing

a superficial skin lesion, with the specimen below it. Below
this is shown the defect resulting from the excision of a
lesion extending into the subcutaneous tissues, with below
it, the boat-shaped specimen. At the bottom is shown the
defect following the excision of a possible or likely malignant
melanoma, and the specimen with vertical walls extending
down to the deep fascia.
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The ACRDS iisnscotess
Mohs Surgery T

Process

&
fidnis P Pictogram of CCPDMA or Margin &>
Loafing Histology

Controlled Histology

Napredoval SCC

- DeCOG 2018 Zdravljenje:

- Slo 2010 — 2017 krg 12.3%,

-+ 57 pts, RT 22.8%,

- 75.6let krg+RT 64.9%,
- 31.6% Z, 68.4% M KT 12%

- glava 56.1%,
vrat 3.5%,
trup 14%.,
okongine 22.8%, krg 71%,
origo ignota 3.5% RT 31%,
Krg+RT 45%

Prez. 5-letno:
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MDT

.

SCC sateliti ali in transitasevki

HILP

TNF-a, melfalan
lokalna kontrola
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EKT

. 20— 70% lokalna kontrola
- bleomicin, cisplatin

SCC sateliti ali in transit zasevki

Cliniporator™

Zdravilo
Tumor

invasive squamous cell carcinoma of the skin: European consensus-based interdisciplinary guideline.
opean Dermatology Forum (EDF); European Association of Dermato-Oncology (EADO); Eur
er (EORTC). Eur J Cancer. 2015 Sep;51(14):1989-2007. Review.

Spremljanje

Majhno tveganje za lokalno ponovitev in
nov primarni bazalnoceli€ni karcinom.

Kontrolni pregled pri dermatologu 3-6
mesecev po zdravljenju, nato spremljanje
pri dermatologu ali na primarni ravni na
6-12 mesecey, individualno prilagojeno
posameznemu bolniku.

Sledenje BCC

Veliko tveganje za lokalno ponovitev
in/ali nov primarni bazalnoceli€ni
karcinom.

Kontrolni pregled pri dermatologu 3-6
mesecev po zdravljenju, nato spremljanje
pri dermatologu ali izbranem zdravniku
na 6-12 mesecev 3-5 let, individualno
prilagojeno posameznemu bolniku.

Bolnika poutimo o za$¢iti pred soncem,
opozorimo 0 moZnem nastanku novega
bazalnoceli€nega karcinoma, podamo
navodila za samopregledovanje koZe.

0b imunski oslabelosti in dednih
sindromih z bazalnoceli€nim karcinomom
spremljanje pri dermatologu ali izbranem
zdravniku na 3-6 mesecev vse Zivijenje,
individualno prilagojeno posameznemu
bolniku.

Bolnika pou¢imo o za&&iti pred soncem,
opozorimo 0 moZni ponovitvi zdravijenega
in nastanku novega bazalnoceli¢nega
karcinoma, podamo navodila za
samopregledovanje koZe.

abela 3: Spremljanje bolnikov po zdravijenju bazalnoceli€nega karcinoma.

~Ah¢an U, Bertenjev |, Benedici¢ A et.; Onkologija, Leto XXIII, §t.1. Junij 2019.
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Sledenj SCC

. ey . . Morebitna
¢SCC tveganje  Klinicni pregled Slikovna diag. .
ponovitev
. Nov primarni
Nizko 6-12 mesecev, 5 let Ne Ko3ni tumor
?EGmn;EZcessvfdlztié 6- UZ bezgavcne loze 3-6 | Lokalna ponovitev, nov
Visoko leto : : mesecev 2 leti (glede primarni tumor,
Ietn:) kasneje na tveganje) regionalni zasevki
UZ bezgavcne loze 3-6
mesecev 5 let nato
L. li vsake 6-12 mesecev. . . .
acSCCa Vsake 3 mesece 5 let CT/MRI/ Rgglolpal_m zasez_kl in
mcSCC PET-CT glede na oadajeni zasevid

klini¢no sliko ali
vsakih 6 - 12 mesecev

Imunosupresija

6 - 12 mesecev
dozivljenjsko glede na
karakteristike
primarnega tumorja

Glede na lastnosti
primarnega tumorja

Nov primarni tumor,
regionalni zasevki,
oddaljeni zasevki

em, J., Ocvi

rk, J., Hocevar, M., Strojan, P., Bremec, T., & Rebersek, M. (2020).
ants with planocellular skin cancer. Onkologija , 24(2), 34-43.
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BAZALNOCELICNI
IN
PLOSCATOCELICNI
KARCINOM:
RADIOTERAPIJA

Primoz Strojan
Onkoloski institut Ljubljana
Ljubljana, 4.3.2021

RADIOTERAPIJIA

* Primarni tumor

e Podrocni zasevki (PCK)
» Oddaljeni zasevki (PCK)
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RADIOTERAPIIA

KRG

RADIOTERAPIJIA

* Neinvazivna metoda
* Ni potrebna anestezija
* Ni potrebna odstranitev zdravega tkiva v okolici

tumorja -> estetski ucinek (bliZina o¢i, nos, usesa)
* Tudi ob antikoagulantnem zdravljenju

* Ni moznosti histopatoloske kontrole robov =
"geografska napaka"
* Trajanje zdravljenja (frakcionacija)

* Moznost nezelenih u¢inkov

koZa: radiodermatitis, spremenjena pigmentacija, atrofija, teleangiektazije,
fibroza nekroza
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RADIOTERAPIIA

» Kontaktna in povrsinska RT (orto/kilovoltni snop)

* Megavoltna RT (linarni pospesevalnik)
e elektronski snop

 fotonski snop

* (Brahiterapija)

RADIOTERAPIJIA

100,0
—6MeV —6MV
~—80 kV
80,0 17
T 1. / \\
o

globina [cm]
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RADIOTERAPIIA

* Kontaktna in povrsinska RT (orto/kilovoltni snop)

tumorjido ® =6 cm & debeline 2.5 cm
na konkavnih povrsinah

* Megavoltna RT (linarni pospesevalnik)

* elektronski snop
vedji tumoriji (>6 cm)
stran od oci ali zracnih votlin
na ploskih povrsinah

 fotonski snop
majhni in veliki tumoriji v globini telesa

* (Brahiterapija)

RADIOTERAPIJIA

* Edino zdravljenje (definitivna)
* Pooperativna
* Paliativna

* Majhni tumorji = majhna polja & visji dnevni
odmerki

e Varnostni rob 5-20 mm (elektronski snop: +5 mm)
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RADIOTERAPIIA

* Uspesnost zdravljenja:
¢ velikost tumorja
* invazija v okolne strukture
* histoloski (pod)tip (npr. sklerozirajoci tip BCC)
e recidivni tumorji
* tehni¢no neustrezno izvedena RT

RADIOTERAPIJIA

e Estetski rezultat

Plast Reconstr Surg. 2000 Jun;105(7):2544-51.

Evaluation of cosmetic results of a randomized trial comparing surgery and
radiotherapy in the treatment of basal cell carcinoma of the face.

Petit JY2, Avril MF, Margulis A, Chassagne D, Gerbaulet A, Duvillard P Auperin A, Rietjens M

InStitut Gustave-Roussy, Francija
KRG 174, RT 173

e .. The final cosmetic results after 4 years of follow-up were rated significantly
better with'surgery than with radiotherapy (good in 87 percent versus 69
percent according to the patient, 79 percent versus 40 percent according to the
dermatologist, and respectively for each of the observers). Evolution of the
ratings during the follow-up demonstrated an improvement of the cosmesis
after surgery and stable or deteriorated results after radiotherapy. The same
trend was observed regardless of the site of the tumor on the face, except for the
nose, where the difference--still in favor of the surgery--was not significant. ...
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RADIOTERAPIIA

* Indikacije za RT

* Starejsi bolniki (>60 let) * Pooperativno: povecano
Estetske spremembe tveganje za lokalno
Indukcija novih TU ponovitev

* TU na uhlju, nosu, ustnici, « ekscizija R1/R2 — dodatna

periorbitalno operacija ni na mestu

o MuItipIi (kozm‘etski/funkcionalni

o . . razlogi)

* Vedji & od okolice slabse « perinevralna invazija

omejeni TU * obsezni & infiltrativni TU

* Recidivni TU po operaciji ﬁ;'irgaiscf)a)me s NUEEIES,

RADIOTERAPIJIA

KONTRA- indikacije za RT

* porfirija
e epidermodysplasia
verruciformis

* recidivni TU po predhodnem .
obsevanju Povecana z

RT-povezana
morbiditeta

RT NI PRIPOROCJIVA:
Gorlinov sindrom
skleroderma
sistemski lupus eritematozus
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RADIOTERAPIJA — primarni tumor

« BAZALNOCELICNI  ° PLOSCATOCELICNI

KARCINOM KARCINOM
T2 = 95.6% 1-3 cm =>» 80-90%

>3 cm, recidivni TU =» 50-88%
Perineuralna invazija

naklju¢na =» 80%
kliniéna =» 55%

Lokalno napredovali =» 55%

T3 => 88.6%

Schulte et al.J Am Acad Dermatol 2005

Parikh et al. FLO0OPrime Reports 2014
Mendenhall et al. Oral Oncol 2012

RADIOTERAPIJA (foto: santar )

Zenska
91 let
BCK

Moski I
70 let
PCK
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RADIOTERAPIJA

Jancar B

Foto: Strojan P

RADIOTERAPIJA (foto: santar B)

Zenska
88 let
PCK

Figure 1. An extensive squamous cell carcinoma of the
lower lid of the right eve.

et <

. 4
Figure 3. Three years after the completed treatment
there was no evidence of disease.

" 242
Figure 2. An extensive squamous cell carcinoma of the
lower lid of the right eye.

Figure 4. Three years after the completed treatment
there was no local recurrence.
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RADIOTERAPIIA (foto: jantar )

Zenska

64 let
PCK

Figure 1a. Squamous-cell carcinoma on the eczematous Figure 1b. Squamous-cell carcinoma on the eczematous
skin. skin.

TR
B

Figure 2. A year after therapy, only erythema of the Figure 3. Five years after therapy, a complete remission
skin was still present. of carcinoma was seen.

RAD'OTE RAPUA (foto: Jancar B)

Zenska
97 let

PCK
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Zenska, 91 let,
BCK, cTANOMO RT1:12 x 3 Gy v 21 dneh, IMRT

Ob koncu RT

PO koncu RT1:

dan 12 — enukleacija (D) & vstavitev proteze
dan 19 —RT2: 8 x 3 Gy v 14 dneh, IMRT
=> umrla 11 mes po Dg / 8 mes po RT2

Foto: Strojan P
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Sistemsko onkolosko
zdravljenje BCC

Prof.dr.Janja Ocvirk, dr.med.
Onkoloski institut Ljubljana

4.3.2021

Klasifikacija bolnikov z BCC

Bolniki, pri katerih lezije niso primerne za
operacijo, ali imajo medicinske kontraindikacije za
operacijo

BCC

Bolniki, pri katerih bi operacija povzrocila znatno
obolevnost in/ali deformacijo (npr. vdor v lobanjo,
amputacijo, enukleacijo)

Metastatski BCC (mBCC)
Vasih se pojavi pri bolnikih z dolgotrajnimi
primarnimi lezijami, ki so velike ali se ponavljajo!

Redka, ampak resna oblika BCC (0.0028-0.55%
vseh BCK napreduje v mBCC)*

Vkljuéuje oddaljene zasevke (npr. kosti, pljuca in
jetra) ali bezgavke!

Slab izid (mediana preZivetja: 8—14 mesecev?3; 5-
letna stopnja preZivetja: 10%3%)

1. Ting PT et al. J Cutan Med Surg 2005;9:10-15

2. von Domarus H, Stevens PJ. J Am Acad Dermatol 1984;10:1043-60
3. LoJS et al.J Am Acad Dermatol 1991;24:715-19

4. Wong CSM et al. Br Med J 2003;327:794-8
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Kriteriji za opredelitev napredovale oblike BCK

* Velikost lezije 2 10 mm
* Vraséanje tumorja v okoljna tkiva in strukture

* Kirursko zdravljenje/obsevanje je kontraindicirano zaradi
lege tumorija ali bi vodilo v znatno obolevnost/
deformacijo/izgubo funkcije

* Dve ali veC ponovitev lezije na enakem mestu

1. Basset-Seguin N. et al. Mol Cancer Ther 2015; 1-9

Sy. bazalnoceli¢nega nevusa (Gorlin Goltz)

* Redka AD dedna bolezen koze in drugih organov
(1:19,000, M=Z, mutacija PTCH gena)!

* Od otroStva pojav:
BCK (lahko vec tisoc)
palmoplantarne diskeratoze
pogostejsi meduloblastom CZS, ovarijski fibrosarkom

e Druge spremembe:
keratociste v Celjusti, spina bifida, kifoskolioza
- ZIVCNI SISTEM alteracije v EKG-ju, kalcifikacija dure
- 0Cl povecan razmik med o¢mi, katarakta

Onset of BCC.

1.Jones E.A etal. Journal of Skin Cancer Volume 2011, Article ID 217378 Gender
—M
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Tveganje za lokalno ponovitev

T je za lokalno ponovitev Majhno Veliko
Trup, okoncine <20 mm 220mm
Lica, Celo, skalp, vrat <10 mm >210mm
Centralni del obraza, veke, obrvi, <6 mm >6mm
periorbitalno, nos, ustnice, brada,
mandibularno, uhlji in okrog uhljev,
temporalno, spolovilo, roke, stopala
Kliniéna omejenost Dobra Slaba
Primarni vs. rekurentni Primarni Rekurentni
Predhodna radioterapija Ne Da
Imunosupresija Ne Da
Histoloski podtip Nodularni, Mikronodularni,
superficialni morfeiformni,
infiltrativni
Perinevralna invazija Ne Da
Metoda zdravljenja Kirurska (popolna | Lokalne
ekscizija) destruktivne
metode, nepopolna
ekscizija

¢ Kirurgija je najpogostejsSe zdravljenje BCK z visoko stopnjo uspesnosti
(zlasti pri BCK primerih brez zapletov'?)

¢ V dolocenih primerih lahko povzroci znatno deformacijo (npr. vdor v
lobanjo, enukleacijo ocesa, amputacijo)

¢ V dolocenih primerih je medicinsko kontraindicirano, bolnika prevec iz¢rpa
oziroma ni primerno (ponovitve)

Operabilno

Neoperabilno

1. Walling HW et al. Cancer Metastasis Rev 2004;23:38
2.Wong CSM et al. Br Med J 2003;327:794-8 6
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Kaj preostane bolniku, ko so vse lokalne moznosti
zdravljenja izérpane?

Puig S. Clin Trans! Oncol DOI 10.1007/512094-014-1272-9

Vismodegib je peroralni selektivni
zaviralec signalne poti Hedgehog
(HPI)

Vismodegib je ,mala
poti Hedgehog

Molekularna teza 42

Vismodegib je moca
receptorja SMO™

1. Epstein EH. Nature Rev Cancer 2008;8:743-54

2. Von Hoff DD et al. N Engl ) Med 2009;361:1164—72

3. Rudin CM et al. N Engl ) Med 2009;361:1173-8

4. Graham RA et al. J Clin Oncol 2010;28(suppl):Abst €13009
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Vismodegib zavira SMO, ki je
osrednji posrednik signalne poti
Hedgehog

Ni prenosa
znotrajcelicnega signala
Vismodegib se veZze na SMO
in prepreéi prenos signala po Y f
signalni poti Hedgehog \Rﬁ‘ Ni cilinega izrazanja
/ AN
7/ N genov

DT

Zmanjsana rast tumorja in zvecana apoptoza

More than 2000 BCC patients treated with HPIs
Vismodegib

A | hen | Popuaion
]

ERIVANCE BCC! M T e R AT S Advanced BCC (n=104)

2 study
US EAP2 Single-arm, open-label, US-based expanded access Advanced BCC (n=119)
study
|bTEVIEJ Single-arm, open-label phase 2 study Advanced BCC (n=1215) |
RegiSONIC* Prospective, observational US-based disease registry Advanced BCC and multiple (n=503)
Non-randomised, open-label, 3-cohort
Operable BCC® > Operable BCC (n=74)
phase 2 study
MIKIE® Randomised, double-blind, phase 2 study Patients with multiple BCC (n=229)
O, (R e, CERERTERR BCC 23 cm in diameter in zones at intermediate risk of
VISMONEO?” P ’ P ’ ! recurrence, or 22 cm in diameter in zones at higher risk of
phase 2 study recurrence (n=55)
Sonidegib
Population
BOLT® Randomised, double-blind, phase 2 study i i

79 patients were treated with the approved dose

1. Sekulic A et al. N Engl J Med 2012;366:2171-2179; 2. Chang ALS et al. J Am Acad Dermatol 2014;70:60-69; 3. Basset-Séguin N et al. Eur J Cancer 2017;86:334-348
4. https://clinicaltrials.gov/ct2/show/NCT01604252; 5. Sofen H et al. J Am Acad Dermatol 2015;73:99-105; 6. Dréno B et al. Lancet Oncol 2017;18:404-12
7. https://clinicaltrials.gov/ct2/show/NCT02667574; 8. Migden MR et al. Lancet Oncol 2015;16:716-28
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STEVIE: largest ever BCC study

Patients with locally
advanced BCC and Vismodegib
metastatic BCC 150 mg once daily
n=1215

Until disease progression,
intolerable toxicity, or

Safety follow-up,

withdrawal from study METENE L & £, Erd] 12

+ Primary objective: Safety + Primary analysis
+ Secondary objectives: + Locally advanced BCC (n=1119), metastatic BCC (n=96)
+ Overall response 4+ Median duration of treatment: 8.6 months
+ Time to response + 1068 patients (88%) discontinued treatment
+ Duration of response
+ PFS and OS

+ Quality of life

OS, overall survival; PFS, progression-free survival
Basset-Séguin N et al. Eur J Cancer 2017;86:334-48

Most common TEAEsS

Any TEAE 98 15 40 35 5 4
Muscle spasms 66 35 24 8 <1 0
Alopecia 62 36 24 1 <1 0
Dysgeusia 55 34 18 2 <1 0
Weight decreased 41 21 15 4 <1 0
Decreased appetite 25 16 8 2 0 0
Asthenia 24 15 8 2 <1 <1
Nausea 18 13 5) <1 0 0
Aguesia 18 10 7 1 <1 0
Fatigue 17 10 5 2 <1 0
Diarrhoea 16 n 4 1 0
Arthralgia 10 7 3 <1 0

+ The majority of TEAES were mild to moderate

TEAESs reported occurring in 210% patients. TEAEs defined as occurring between the first administration and 30 days after the last administration of study drug (inclusive)
TEAE, treatment-emergent adverse event
Basset-Séguin N et al. Eur J Cancer 2017;86:334-48
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Response to treatment

Disease control (CR+PR+SD): 92.9%

50 - | | | | Complete response

ORR: 68.5% 464
45 1 ORR: 36.9% [ Patial response

Stable disease

32,1

Disease progression

Proportion of patients (%)

Locally advanced BCC Metastatic BCC
+ Median time to response: 3.7 months (95% CI 2.9-3.7) locally advanced BCC; NE (95% CI 5.5-NE) metastatic BCC
+ Median DOR: 23.0 months (95% CI 20.4-26.7) locally advanced BCC; 13.9 months (95% CI 9.2—NE) metastatic BCC
Data based on patients with histologically confirmed measurable disease at baseline (n=1077 locally advanced BCC and n=84 metastatic BCC)

ClI, confidence interval; CR, complete response; DOR, duration of response; NE, not estimable; ORR overall response rate; PR, partial response; SD, standard deviation
Basset-Séguin N et al. Eur J Cancer 2017;86:334-48

Response to treatment by Gorlin syndrome status

ORR: 81.7%
ORR: 63.0%

50 - | | Complete response
45,1

45 J [ Partial response
40 4

35
30 4
25 4
20 4
15 4
10 4

34,7 [l Stable disease

[ | Disease progression

Proportion of patients (%)

3,1
0,5

With Gorlin syndrome Without Gorlin syndrome

+ Median DOR: 28.8 months (95% CI 24.8—-NE) with Gorlin syndrome; 18.5 months (95% CI 16.4—20.8) without Gorlin syndrome
+ Median time to response: 2.9 months (95% CI 2.8-3.7) with Gorlin syndrome; 3.7 months (95% CI 3.7-3.8) without Gorlin syndrome

Data based on patients with histologically confirmed measurable disease at baseline (n=218 with Gorlin syndrome and n=968 without Gorlin syndrome)
Basset-Séguin N et al. Eur J Cancer 2017;86:334-48
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Progression-free survival

— Locally advanced (n=1103)

- 10 — Metastatic (n=89)
-2 *  Censored
(8]
S osd 0 T, iy
> . .
= Median PFS locally advanced BCC:
S 23.2 months
5 0.6
o)
E __________________________________________________
R%) Median PFS metastatic BCC: +
© 044 13.1months .
©
2
bl 0.2 i+ +
>
n +
0.0 -
T T T T T T T T T T T T
Day 1 4 8 12 16 20 24 28 32 36 40 44
Number of patients at risk Time, months
Locally 1103 885 596 380 266 147 72 25 14 7 2
advanced
Metastatic 89 68 51 36 23 10 3 1 1 1
PFS, progression-free survival
Data based on patients with histologically confirmed BCC and available disease status at baseline (measurable/non-measurable) (n=1192)
Basset-Séguin N et al. Eur J Cancer 2017;86:334-48
Vismodegib in patients with advanced basal cell > @

carcinoma (STEVIE): a pre-planned interim analysis of an
international, open-label trial

AlbertoFittipalda, I

Summary

Background The

a Licitro,
h Williarns,

3t Martier, Poolo A Ascie
vmer, Kete Fife, D Scott Emsl

nasfouary, Nicalas Meyer, Bernard
wwos, Johan Hansson

pathway il degib has shown clinical benefit in patients with advanced basal  ionce Oneet 2015 16:729 36

10— —— Locily adwvanced [n=- 455}
-—— Metastatic {n=31)
1 #+ Censored
- I
7 e
E
2 &0
=
B 4o
£
)
o
20| -
o T T T T T T 1
Dary 1 4 a8 12 16 20 24 28
Ti )
Mumber ar risk e ()
Locully adeanced 455 263 244 150 65 ] a a
Metasteic 31 Fol 16 10 4 1 o a

Figurre 2- Kaplan-Meler plot of progression-free survie al In patientsw ho had histologlcaliy confirmed basal

cell carcinoma
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Odgovor na zdravljenje

Vismodegib
Locally
advanced - A8
Metastatic [N 30%

Sonidegib

Locally
advanced _ 44%

Zdravljenje z vismodegibom

Izhodisce 1 mesec

5 mesecev

88 stara bolnica — 2 leti krvave¢ tumor na nosu; ni primeren za
operacijo

Popolna regresija v 2 mesecih

Prekinitev zdravljenja kot posledica misi¢nih kréev; po
prekinitvi zdravljenja so misi¢ni krci izginili
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Bolnik z Gorlinovim
sindromom
(multipli BCC)

16. 10. 2014

Nezeleni ucinki:
alopecia gr.1
izguba teze gr.2
zvisan CPK gr.1-3

Avgust 2020 Oktober 2020
i | = .
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Priporocila za obravnavo bolnikov z
hazalnocelicnim karcinomom

Reccomendations for diagnosis, freatment and follow-up of
patients with basal cell carcinoma

Ahcan Uro8!, Bertenjev Igor?, Benedicié Ana®, Bremec Tomi*, Dugonik AleksandraS, Groselj Ales®,
Grebensek Natasa’, Hoéevar Marko®, Jancar Boris®, Luzar Bostjan®, Mervic Lilijana'®, Ocvirk Janjas,

Pizem JoZe®, Rogl Butina Mirjam?, PlaninSek Rutigaj Tanja‘, Ser3a Gregor®, Stojanovié Larisa®,
Stopajnik NeZa®, Strojan Primoz8, Tlaker Vesna'?, Zgavec Borut*
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EERESMD
2020

*Key inclusion criteria

350 mg cemiplimab IV .
Q3w
Group 1 - Adult .
patients with metastatic for up to 93 weeks
(nodal and distant)
BCC °
Tumour assessments
1-5Q9W, 6-9 Q12W °

Group 2 - Adult

patients with [aBCC

Tumour response
assessment by ICR

(RECIST 1.1 and/or
modified WHO criteria) .

Primary endpoint: overall response rate by ICR

Key secondary endpoints: duration of response, progression-
free survival, overall survival, complete response by ICR and
safety and tolerability

BCC, basal cell carcinoma; ECOG, Eastern Cooperative Oncology Group; HHI, hedgehog inhibitor; ICR, independent central review; IV, ints

« Study design and objectives (NCT03132636)

Key exclusion criteria

Histologically confirmed diagnosis of invasive BCC

Prior progression or intolerance to HHI therapy or no better
than stable disease after 9 months on HHI therapy

At least 1 measurable baseline lesion

ECOG performance status of 0 or 1

Ongoing or recent (within 5 years) autoimmune disease
requiring systemic immunosuppression

Prior anti-PD-1 or anti-PD-L1 therapy

Concurrent malignancy other than BCC and/or
history of malignancy other than BCC within 3 years
of date of first planned dose of cemiplimab, except for
tumours with negligible risk of metastasis or death

; 1aBCC, locally ad d BCC; PD-1, pi cell

death-1; PD-L1, PD-ligand 1; Q3W, every 3 weeks; QOW, every 9 weeks; Q12W, every 12 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; WHO, World Health Organization.

e Cemiplimab je prvo sistemsko zdravljenje, ki je pokazalo klini¢no
korist pri bolnikih z [aBCC po terapiji HHI

* 31% ORR in ocenjeno 12-mesecno preZivetja 92,3%.

Varnostni profil je sprejemljiv za populacijo bolnikov. Skladno je z
drugimi protitelesi PD-1 in s prejSnjimi porocili o cemiplimabu pri

drugih vrstah tumorjev
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Sistemsko onkolosko zdravljenje
plosCatocelichega karcinoma
koze
Prof.dr.Janja Ocvirk, dr.med.

Ljubljana, 4.3.2021

SCC

* Drugi najbolj pogost NMKR (20%)

* Incidenca raste v zadnjih 30 letih (50-200%)
* Glava in vrat 80-90%

* 90% ima dobro prognozo
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approx. 1 per 1000 AK (5-year follow up)

T

o L

SCC pri transplantiranih bolnikih

36 x vecja incidence kot obicajno(BCC: SCC 4: 1)
Agresiven potek - slaba prognoza
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Commonly Used Agents in Advanced CSCC Therapeutics

Single or combination therapies when surgery or radiation may no longer
be an option.

Chemotherapy EGFR-Targeted Agents

Platinum agents Cetuximab

Taxanes Erlotinib

5-FU Gefitinib
Capecitabine Panitumumab

NCCN Guidelines. V2.2018. https://www.nccn.org/professionals/physician_gls/pdf/squamous.pdf. Accessed 29 Aug 2018.

Cetuximab in mSCC

December 2010
August 2010

* ASCO ANNU MEETING "17 | #ASCO17

Presented By Axel Hauschild at 2017 ASCO Annual Meeting
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Tumor Mutational Burden in CSCC

1.000 - Formation of Potential Sensitivity
' Neoantigens to Immunotherapy
100 61.2 .f/

i 2.
g Frequently
-

C
10 / 8.2 / 1,?;/ N
2/ S
1. / : Regularly

e

Somatic Mutation Frequency (/Mb)

0.1+
Occasionally
0.01
SCCHN LUSC Melanoma CcsccC
178) 178) (121) (39)
Tumor Type

Red horizontal line and associated number in figurer = median mutations per MB.

CSCC, cell ; LUSC, lung cell ; Mb, of DNA; SCCHN, Squamous cell carcinoma of the head and neck.
Pickering CR, et al. Clin Cancer Res. 2014;20:6582—-6592.

Razlogi za imunoterapijo pri CSCC

* Velika obremenitev tumorskih mutacij (TMB) in imunogenski rak

* Visoka TMB lahko prispeva k vecji proizvodnji neoantigena, kar lahko poveca
antigenost tumorjat

* Imunosupresija je dobro opisan dejavnik tveganja za CSCC (zlasti pri
bolnikih s presaditvijo organov)?

* PD-L1 ekspresijo so ugotovili pri napredovalem CSCC3

1. Pickering CR, et al. Clin Cancer Res. 2014;20:6582-92; 2. Euvrard E, et al. N Engl J Med. 2003;348:1681-1691.
3. Slater NA, et al. J Cutan Pathol. 2016;43:663-70.
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Kandidati za immunotherapijo
pri napredovalem CSCC

* Bolniki z napredovalim CSCC
Lokalno napredovala / metastatska bolezen
* Bolniki, s ponovitvami po predhodnih operacijah
* Bolniki, ki niso kirurski kandidati zaradi obolevnosti / potencialne
izCrpanosti ali nizke stopnje zaupanja v jasne meje
* Bolniki, ki niso kandidati za radioterapijo

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,
LA, Dunn, B.G.M. Hughes, N.I. Khushalani, B. Modi, D. Schadendorf, B. Gao,
F. Seebach, S. Li, J. Li, M. Mathias, . Booth, K. Mohan, E. Stankevich,

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

Migden MR, et al. N Engl J Med. 2018;379:341-351.
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EMPOWER-CSCC-1 Study Design (NCT02760498)

Key inclusion criteria

Group 1 — Adult patients with * ECOG performance status of 0 or 1
3 q el * Adequate organ function
metastatic (nodal and/or distant) Cemiplimab 3 mg/kg : Gmﬂps ot
csce Q2W IV, for up to . i o Atleast one lesion measurable by RECIST 1.1
96 weeks Tumour imaging « Group 2:
(retreatment optional for Q8W for the 0 Atleast one lesion measurable lesion by RECIST 1.1
patients with disease assessment of efficacy criteria (for scans) or modified WHO criteria (for
. . q q photos)

Group 2 — Adult patients with pl’ngl‘e"SSIOH GTIAE 0 CSCC lesion that is not amenable to surgery or
IocaIIy advanced CSCC ollow-up) radiotherapy per investigator assessment

Key exclusion criteria

* Ongoing or recent (within 5 years) autoimmune disease

requiring systemic immunosuppression
o 0 i A a q * Prior anti-PD-1 or anti—PD-L1 therapy
Group 3 . Adult patients W,Ith Cemiplimab 350 mg Tumour imaging « History of solid organ transplant, concurrent
metastatic (nodal and/or distant) Q3W 1V, for up to 54 Q9W for the malignancies (unless indolent or not considered life
CSCC* weeks assessment of efficacy threatening; for example, basal cell carcinoma), or
haematologic malignancies
Tumour response assessment by ICR (RECIST 1.1
for scans; modified
WHO criteria for phot 0S)

*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.

Group 1: Data cut-off date: September 20, 2018

1. Guminskiet 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

Baseline Characteristics in EMPOWER-CSCC-1 with Advanced CSCC
(Group 1 and Group 2)

R e e

Median age, years (range) 71 (38-93) 74 (45-96)

> 65 years, n (%) 43 (72.9) 59 (75.6)
Male sex, n (%) 54 (91.5) 59 (75.6)
ECOG performance status, n (%)

0/1 23 (39.0) / 36 (61.0) 38 (48.7) / 40 (51.3)
Primary CSCC site, n (%)

Head/neck 38 (64.4) 62 (79.5)

Extremity 12 (20.3) 14 (17.9)

Trunk 9(15.3) 2(2.6)
Prior systemic therapy for CSCC, n (%)

Any 33 (55.9) 12 (15.4)

22 (37.3) 10 (12.8)

>2 11 (18.6) 2(2.6)
Prior radiotherapy for CSCC, n (%) 50 (84.7) 43 (55.1)
Median duration of follow-up, months (range) 16.5 (1.1-26.6) 9.3 (0.8-27.9)

Data cut-off date: Sept 20, 2018 (Group 1)1; Oct 10, 2018 (Group 2)

CScCC, cell i ; ECOG PS, Eastern Cooperative Oncology Group

Texcludes ear and temple *includes arms/hands and legs/feet

1. Guminskiet 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].
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Tumor Response Assessment by Independent Central Review in Patients with
Advanced CSCC (Group 1 and 2)

Metastatic CSCC Locally Advanced CSCC
(N=59)t (N=78)2

Median duration of follow-up, months (range) 16.5 (1.1 - 26.6) 9.3(0.8-27.9)
Best overall response, n (%)
Complete Response (CR) 10 (16.9) 10 (12.8)
Partial Response 19 (32.2) 24 (30.8)
Stable Disease 9(15.3) 28 (35.9)
Non-CR/non-PD* 4 (6.8) 0
Progressive Disease (PD) 10 (16.9) 9(11.5)
Not evaluable* 7 (11.9) 7(9.0)
Objective response rate (ORR), % (95% Cl) 49.2 (35.9-62.5) 43.6 (32.4-55.3)
ORR by INV % (95% Cl) 49.2 (35.9-62.6) 52.6 (40.9-64.0)
Complete Response / Partial Response 4 (6.8) /25 (42.3) 13 (16.7) / 28 (35.9)
Disease control rate, % (95% Cl) 71.2 (57.9-82.2) 79.5 (68.8-87.8)
Durable disease control rate, % (95% Cl)$ 62.7 (49.1-75.0) 62.8 (51.1-73.5)
Median observed time to response, months (range) 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)
‘Patients with non-measurable disease on central review of baseline imaging. ‘Include missing and unknown tumor response. Defined as the proportion of patients without progressive disease for at least 105 days. "Data shown are from
patients with confirmed responses.
INV investigator assessment
jnski i 6) [poster ionl 2 Migden MR et al J Clip Qncol 2019:37 (suppl: abstr 6018) [noster

Best Percentage Change in Target Lesion in Patients with
Advanced CSCC per ICR

Metastatic CSCC (Group 1) ! Locally advanced CSCC (Group 2) 2
100 - m Complete response/partial response B Complete response/partial response
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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)
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Time to Response and Duration of Response in the Responding
Patients with Advanced CSCC

Metastatic CSCC 1! Locally advanced CSCC 2
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Data cut-off date: Sept 20, 2018 (Group 1); Oct 10, 2018 (Group 2)
Twenty-three of the 29 patients remain in response at time of data cut-off; of the 23 patients, 10 were still on study, 11 were in post-treatment follow-up and two were off study. Multiple progression events for a single patient were possible due to

between igator and ICR of tumour response and because the protocol allowed option for treatment past progression in patients whom the investigator felt were experiencing clinical benefits. *Of the 34
responding patients, three had subsequent progressive disease. Among the remaining 31 patients who were in response at the time of data cut-off, 12 were still on study treatment, nine were in post-treatment follow-up, and 10 were off study.
One patient (sixth from bottom) had four ive disease due to between investigator and ICR of tumour response.

CR, complete response; CSCC, cutaneous squamous cell carcinoma; ICR, independent central review; NE, not evaluable;
PD, progressive disease; PR, partial response; SD, stable disease.

1. Guminskiet 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].

Kaplan—Meier Estimation Overall Survival, Progression-Free Survival, and
Duration of Response in Advanced CSCC Patients
Metastatic CSCC (Group 1) !

1.0 1.0
0.9 Median PFS by ICR was 0.9
» 08 18.4 months (95% Cl: 7.3- S o8
Y t evaluabl s
o 07 not evaluable) ; 0.7
o
> 0f ] gg Median OS has not been reached;
= U5 2 - Kaplan-Meier estimation of OS at
g o4 5 04 24 months was 70.6% (95% Cl:
DE_ 0.3 2 0.3 57.0-80.6;)
0.2 g 02
0.1 0.1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 2 4 6 8 10 12 14 16 18 20 22 24 26 2
Months Months
Number Number
atrisk 59 43 39 36 32 26 26 26 25 18 15 10 1 0 0 atrisk 59 56 52 49 47 47 46 41 39 32 24 14 6 1 0

Median DOR not reached

Median PFS NR

K-M Estimated PFS at 12 months 58.1% (95% Cl: 43.7-70.0)
Median 0S NR

K-M Estimated OS at 12 months 93.2% (95% Cl: 84.4-97.1)
Median DOR NR

Group 1: Median duration of follow-up = 16.5 mos (range 1.1 — 26.6); Group 2: Median duration of follow-up = 9.3 mos (range 0.8 - 27.9)
Data cut-off date: Sept 20, 2018 (Group 1); Oct 10, 2018 (Group 2)

CI, confidence interval; CSCC, cutaneous squamous cell carcinoma; ICR, independent central review; OS, overall survival; PFS, progression-free survival;

NR, not reached

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].
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Group 1
Metastatic CSCC

(N=59)*

Treatment-emergent Adverse Events (TEAEs), Regardless of Attribution, in Patients
with Advanced CSCC

Group 2
Locally advanced CSCC
(N=78)?

Any grade Grade 23 Any grade Grade 23 Any grade Grade 23

Any 59 (100.0) 30 (50.8) 78 (100.0) 34 (43.6) 137 (100.0) 64 (46.7)
Serious 24 (40.7) 20 (33.9) 23 (29.5) 19 (24.4) 47 (34.3) 39 (28.5)
Led to discontinuation 6(10.2) 4(6.8) 6(7.7) 5(6.4) 12 (8.8) 9(6.6)

Locally advanced CSCC (Group 2) 2

Metastatic CSCC (Group 1) *

Grade 23 TEAESs occurring in >1 patient

» Cellulitis (n=4; 6.8%)

» Pneumonitis (n=3; 5.1%)

» Anemia, dyspnea, hypercalcemia, new primary CSCC, pleural effusion, and
pneumonia (each n=2; 3.4%)

Grade 23 TEAESs occurring in >1 patient

~ Hypertension (n=6; 7.7%)

~ Pneumonia (n=4; 5.1%)

» Hyperglycemia and cellulitis (each n=3; 3.8%)

~ Breast cancer, fall, hyponatremia, lymphopenia, muscular weakness, pneumonitis,
sepsis, and urinary tract infection (each n=2; 2.6%)

Grade 23 TEAEs leading to treatment discontinuation

» Pneumonitis (n=2; 2.6%)

~ Encephalitis, hepatitis, increased aspartate aminotransferase,
pneumonia, and proctitis (each n=1; 1.3%)

Grade 23 TEAEs leading to treatment discontinuation

» Pneumonitis (n=3; 5.1%)

» Aseptic meningitis, confusional state, and neck pain
(all in the same patient: n=1; 1.7%)

Data cut-off date: Sept 20, 2018 (Group 1); Oct 10, 2018 (Group 2)
CSCC, cell i AE, ‘gent adverse event.

1. Guminskiet 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.

EMPOWER-CSCC-1: Time to & duration of
response

* Median duration of response not reached at time of analyses

e Duration of response > 6 months in majority of patients who had a response

“

Metastatic CSCC Locally advanced CSCC
Cemiplimab 3 mg/kg Q2W Cemiplimab 3 mg/kg Q2W
N=59 N=78

Median duration of response Not reached Not reached Not reached

months (range)* (2.8-21.6+) (1.9-24.2+) (2.1-11.1+)
i >

Respon_se duratl_on 5 6 months, 93.1% 67.6% 63.6%

proportion of patients

Median time to response 1.9 1.9 2.1

months (min, max) (1.7,9.1) (1.8,8.8) (2.0, 8.3)

*Only includes patients with complete healing of prior cutaneous involvement; locally advanced CSCC patients required biopsy to confirm complete response
CSCC, cutaneous squamous-cell carcinoma; Q2W, every 2 weeks; Q3W, every 3 weeks
Cemiplimab SmPC, available at https://www.ema.europa.eu/en/documents/product-information/libtayo-epar-product-information_hr.pdf; accessed January 2020
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EMPOWER-CSCC-1:Duration of response K-M estimated event-free

probability by ICR in responding patients

Data cut-off gate: 20 Sep 2018 (Group 1); 10 Oct 20 18 (Group 2).

1.0——»—w—o—4—;_i_7,_!r : |
0.9 L Z - E
£ 0.8 i i :
o ®© _ i i |
£3 8'2 96.4% 88.9%! 82.5%:
O « U.0T ' 04 ! |
22 05 96'2%: 87'8/05 87'8%5 — Metastatic CSCC
= 0O ' 1 0
82 047 E i i — Locally advanced
<) 0 0.341 ! ! ! CSCC
& g 02 | | |
2 0.1+ d ' :
0.04 i i i
I I T T I T T I I T I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Number of patients at risk Month
Metastatic CSCC 29 29 28 27 22 22 22 22 15 1 7 0 0 0
Locally advanced CSCC 34 30 27 23 17 14 12 9 6 6 4 1 1 0

Median duration of response has not been reached.

CSCC, cutaneous squamous cell carcinoma; ICR, independent central review.

EMPOWER-CSCC-1: Progression-free and
overall survival

Metastatic CSCC Locally advanced CSCC Cemiplimab
3 mg/kg Q2W
N=78

Cemiplimab 3 mg/kg Q2W
N=59

Progression-free survival*

66.0% 71.5%
6 months (52.0, 76.8) (58.9, 80.9)
53.1% 58.1%
12 months (39.1, 65.2) (43.7, 70.0)
Overall survival* Tt
81.3% 93.2%
12 months (68.7, 89.2) (84.4,97.1)

*Based on Kaplan Meier estimates, presented as % (95% confidence intervals). tOverall survival does not require central review
CSCC, cutaneous squamous-cell carcinoma; Q2W, every 2 weeks; Q3W, every 3 weeks
Cemiplimab SmPC, available at https://www.ema.europa.eu/en/documents/product-information/libtayo-epar-product-information_hr.pdf; accessed January 2020

59.3%
(45.0, 71.0)

44.6%
(26.5, 61.3)

76.1%
(56.9, 87.6)
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PD 1 antibodies in SCC

Beafore treatment

After treatment

Boradori et al. Br J Dermatol, 2016. 175: 1382-6

Pembrolizumab for Recurrent/Metastatic Cutaneous Squamous Cell Carcinoma:
Efficacy and Safety Results From Phase 2 KEYNOTE-629 Study

Studiendesign

Recurrent/Metastatic Cohort

("R7 10;;Cccl:osed to accrual) Progressive Disease/
*R/Mc = a a

- Measurable disease (RECIST v1.1) Discontinuation
*«ECOGPSOor1

Pembrolizumab Survival
200 mg Q3W Follow-Up

Locally Advanced Cohort

(';_: ﬂ:r :s‘;"ct‘;'ggggg'““g) Pembrolizumab 200 mg Q3W

* 2 up to 35 cycles®

* Measurable disease (RECIST v1.1) Continuing P i

*ECOGPSOor1

Primary end point CR, complete response; cSCC, cutaneous squamous cell carcinoma; DCR, disease control rate;

« ORR DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status;

LA, locally advanced; ORR, objective response rate; OS, overall survival; PFS, progression-free survival;

Secondary end points Q3W, every 3 weeks; R/M recurrent and/or metastatic.

*DOR +DCR +PFS +0OS -Safety

3Patients who discontinue treatment after achieving CR may be eligible to receive an additional
17 cycles of pembrolizumab if disease progression occurs.

J.-). Grob et al., KEYNOTE-629 Efficacy and Safety of pembrolizumab in patients with R/M cSCC, Poster presented at ESMO 2019
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Pembrolizumab for Recurrent/Metastatic Cutaneous Squamous Cell Carcinoma:
Efficacy and Safety Results From Phase 2 KEYNOTE-629 Study

Summary of Confirmed Responses in the R/M Cohort

Total First Line Second Line
Total n = 105 FirstLine n=14 Second Line and Beyond
n=91
Objective response rate, % (95% CI)* 34.3 (25-44) 50.0 (23-77) 31.9 (23-43)
Disease control rate, % (95% Cl)b 52.4 (42-62) 64.3 (35-87) 50.5 (40-61)
Best overall response, n (%) BICR, blinded independent central review;
R/M, recurrent and/or metastatic.
Complete response 4(3.8) 2(14.3) 2(22) Tumor response was assessed by BICR
Partial response 32(30.5) 5(35.7) 27 (29.7) using RECIST v1.1.
Stable disease 31(29.5) 3(21.4) 28 (30.8) ?Includes complete and partial responses.
b ) X
Stable di 212 weeks 19 (18.1) 2(14.3) 17 (18.7) Includes stable disease 212 weeks, partial
responses, and complete responses.
Progressive disease 28(26.7) 4(28.6) 24 (26.4) Postbaseline assessment available but not
Not evaluable® 2(1.9) 0 2(2.2) ol )
q No postbaseline assessment available for
Not assessed 8(7.6) 0 8(8.8) response evaluation.

J.-). Grob et al., KEYNOTE-629 Efficacy and Safety of pembrolizumab in patients with R/M cSCC, Poster presented at ESMO 2019

Pembrolizumab for Recurrent/Metastatic Cutaneous Squamous Cell Carcinoma:
Efficacy and Safety Results From Phase 2 KEYNOTE-629 Study

PFS? in the R/M Cohort

0S? in the R/M Cohort

i 6-month rate (95% CI)
| 79.0(69.9-85.7)

Events, n (%)
Median (95% Cl), months

40 (38.1)
NR (10.7-NR)

i 12-month rate (95% Cl)
| 603(498-69.3)

Events, n (%) 64 (61.0)
A Median (95% Cl), months 6.9 (3.1-8.5)
100 —
100 _7“—\1 : 6-month rate (95% Cl) H 12-month rate (95% CI)
R 90 N | 50.4 (40.3-59.7) | 324(226-425) 90 |
S a0 = 504
2 704 1 = 70
3 y’ [
9 60 S 2 604
3 4 :
& 50 " : a %0
£ 40 : o = 404
2 MU awow 5 |
@ 30 ] g 3
S 20 : O 2
E 10 | , 10 |
0 T T T T J 0
3 6 9 12 15 0
Time, months
No. at risk No. at risk
All patients 105 60 48 25 13 0 Allpatients 105

92 83

9 12 15 18
Time, months

63 27 7 0

NR, not reached; OS, overall survival; PFS, progression-free survival; R/M, recurrent and/or metastatic.
aFrom product-limit (Kaplan-Meier) method for censored data.

J.-). Grob et al., KEYNOTE-629 Efficacy and Safety of pembrolizumab in patients with R/M cSCC, Poster presented at ESMO 2019
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Pembrolizumab for Recurrent/Metastatic Cutaneous Squamous Cell Carcinoma:
Efficacy and Safety Results From Phase 2 KEYNOTE-629 Study
Effects of Pembrolizumab Monotherapy in 2 Patients With R/M cSCC

(A) 80-year-old male patient with cSCC at the temple who previously received
surgery, at baseline, after 6 weeks of treatment, and at the most recent
follow-up.

Baseline Week 35

(B) 87-year-old female patient with cSCC at the jaw who previously
! received systemic therapy and radiation, at baseline, after 6 weeks of
treatment, and at the most recent follow-up.

: ¢SCC, cutaneous squamous cell carcinoma; R/M, recurrent and/or metastatic.
Baseline Week 6 Week 37

J.-J. Grob et al., KEYNOTE-629 Efficacy and Safety of pembrolizumab in patients with R/M cSCC, Poster presented at ESMO 2019

Phase Il Study of Neoadjuvant Cemiplimab Prior to Surgery in Patients with Stage IlI/IV
(M0) Cutaneous Squamous Cell Carcinoma of the Head and Neck (CSCC-HN)

Renata Ferrarotto, Priyadharsinl Nagarajan, Diana Bell, Adel El-Naggar, Jason M. Johnson, Ying Yuan, Bonnie S. Glisson, Michael K. Wong, David |. Rosenthal, =
Bita Esmaeli, Michael R. Migden, Jennifer Wargo, Randal S. Weber, Jeffrey N. Myers, Neil D. Gross

Study Schema

Eigurs 1
Chinic__ w‘mu
Visit | 2 oyeles {6 weeks)

Surgary . Adisant
Tharapy

Imaging Responses
Speciman Speciman

i i ez, P Conclusions

imaging o [RECIST v1.1)

ORR 30% ¢+ Neoadjuvanl cemiplimab was wall-tolarated
| and induced a pCR or MPR in 70% of stage

I (MO) CSCC patients.
o 55% did not received planned adjuvant
radiation based on response,
« A multicenter phase | study is planned fo
“ung confirm these resulls and to describe the
o I I I I I I I I I I I ability of necadjuvant cemiplimab to allow

less extensive treatment.
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Zakljueki

* Incidenca narasca

« Stevilne mutacije pri UV-induciranem raku

e Kirurgija je standardna terapija za nezapletene primere

* Imunoterapija je novo standardno zdarvljenje za napredovale SCC
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Predstavitev rezultatov
sistemskega zdravljenja
bolnikov z BCC v Sloveniji

Janja Ocvirk, Masa Sever

Zdravljenje z vismodegibom v Sloveniji

» 0Od leta 2015 v okviru klinicne raziskave STEVIE

» 0Od leta 2017 v redni klini¢ni praksi

» Stevilo zdravljenih bolnikov v redni klini¢ni praksi 46:
» 39 bolnikov: 26 z InBCK in 13 multipli BCK

» 7 bolnikov z Goltz-Gorlin sindromom

InBCK = lokalno napredovali bazalnoceli¢ni karcinom
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Bolniki zdravljeni z vismodegibom

—

BCC patients treated with vismodegib (N=39)

Skupina bolnikov z InBCK ali multipli BCK
(N=39)

Karakteristike bolnikov: spol

Gender of BCC patients (N=39)

Male, 17, 44%

R

BCK = bazalnoceli¢ni karcinom
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Karakteristike bolnikov: starost

Patients with laBCC and multiple BCC (N=39)

30-39 40-49 50-59 60-69 70-79 80-89 90-
Age at the time of vismodegib treatment start

Number of patients

Karakaristike bolnikov: tarcne lezije

Number of target lesions
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SkuEma bolnikov z InBCK z eno lezijo

Localization of target lesion in case of one lesion (N=21)

Extremities, 1, 5%

—

|zidi zdravljenja pri bolnikih z InBCK in
multipli BCK

Objective response rate (ORR) = 80 %
Disease control rate (DCR) = 95 %

<l
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Prekinitve zdravljenja pri bolnikih z
INBCK/multipli BCK

Treatment interruptions

Nadaljevanje zdravljenja pri bolnikih z
INBCK/multipli BCK

Treatment on-going
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Skupina bolnikov z G-G (N=7)

Karakaristike bolnikov: Spol

Gender of Goltz-Gorlin Syn patients (N=7)

@

Karakaristike bolnikov: Starost

Bolniki z Goltz-Gorlin sindromom (N=6)

w ES

Stevilo bolnikov
N

-

40-49 50-59 60-69
Starost ob zacetku zdravljenja z vismodegibom

o
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|zidi zdravljenja pri bolnikih z Goltz-
Gorlin sindromom

Objective response rate (ORR) = 86 %
Disease control rate (DCR) = 100 %

PD, 0, 0%

e

Prekinitve zdravljenja pri bolnikih z
Goltz-Gorlin sindromom

Treatment interruptions

122



Nadaljevanje zdravljenja pri bolnikih z
Goltz-Gorlin sindromom

Treatment on-going

YES, 3, 43%

Varnost zdravljenja z vismodegibom

» Mediana trajanja zdravljenja (DoT) je bila 9,9 mesecev (rang: 1,5-43,1)
pri bolnikih z InBCK + multipli BCK in 19,5 mesecev (rang: 3,6-94,1) pri
bolnikih z G-G sindromom.

» Ob casu analize je en bolnik v skupini InBCK + multipli BCK umrl (zaradi
drugih vzrokov kot rak).

» NeZelene dogodke katerekoli stopnje je imelo 82 % bolnikov v skupini
(nBCK + multipli BCK in 71 % bolnikov v skupini z G-G sindromom.

» Vecina nezelenih dogodkov v skupini INBCK + multipli BCK je bila stopnje
1 ali2 (96 %), 4 % je bilo nezelenih dogodkov stopnje 3: misicni krci pri
3 bolnikih, respiratorne infekcije, bruhanje in anemija pri 1 bolniku
vsak.

» Vecina nezelenih dogodkov v skupini z G-G sindromom je bila stopnje 1
ali 2 (87 %), 13 % je bilo nezelenih dogodkov stopnje 3: misi¢ni krci pri 2
bolnikih, izguba telesne teze in driska pri 1 bolniku vsak.

» NezZelenih dogodkov stopnje 4 ali 5 ni bilo.
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Zakljucki

» V redni klini¢ni praksi je zdravljenje z vismodegibom ucinkovito:
» Pri bolnikih z INnBCK + multiplim BCK: je ORR = 80 % in DCR =95 %
» Pri bolnikih z G-G sindromom: je ORR = 86 % in DCR = 100 %

» NezZeleni ucinki so pogosti, vendar vecinoma stopnje 1 ali 2.

» Z dobrim poznavanjem in obvladovanjem nezelenih ucinkov
zdravljenja, dosezemo klini¢ne dobrobiti pri vseh skupinah
bolnikov.
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¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjusLjANA

Sistemsko onkolosko

zdravljenje BCCin SCC
PRIKAZ PRIMEROV

prof. dr. Janja Ocvirk, dr. med.
Katja Leskovsek, dr. med.

Ljubljana, 04.03.2021

¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjusLjANA

Klini¢ni primer 1

 Bolnica, 05.08.1950 :

Ponavljajo¢i se BCC
zgornje in spodnje veke desno.

* Po vec ekscizijah, sprva na zgornji veki, nato tudi spodnji (2000 — 2009).
* Po obsevanju recidiva zgornje (2006) in spodnje veke (2009).

* Patohistolosko: nodularni tip, infiltrativni tip.
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*  ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LjUBLJIANA

Klini¢ni primer 1

¢ April 2019 — Ocesna klinika:

Obsezen recidiv

* CT orbit s KS: solidna tumorska formacija D periorbitalno, 4,4 x 5,1 X 4 cm, invazija v D orbito
medialno, neposreden kontakt z zrklom (brez prerasc¢anja), kontakt z opti¢nim zivcem in vraséanje v
ocesne misice.

= Lokalno invaziven, relativno dobro omejen.

* Brez regionalnih ali oddaljenih zasevkov.

* DNKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LjusLjANA

CT orbit s KS

April 2019
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+ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Klini¢ni primer 1

» Maj 2019 — prvi pregled pri internistu onkologu:

* DA: negativna za koZne tumorje. e Zadnja 3 leta rascéa v podrodju D

* PB: AH, st. po op. ptoze D ledvice, st. po ocesa, ki se je vecala.

adneksektomiji, st. po holecistektomiji, « Zadnji mesec huda boleéina.
st. po op. varic spodnjih okoncin.
* Progresivno slabsanje vida na D

* Redna terapija: Triplixam, Nalgesin oko (le de svetloba).

Forte p.p., Daleron p.p.

* Brez alergij. * Hujsanje.

+ PSpoWHO: 1 e Lab. izvidi: Ca 2.72, gama-GT 0.80, CRP
14.

¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjusLjANA

Klini¢ni primer 1

* Maj 2019 — januar 2020:

* Status: razmeroma obseZen lokalni recidiv BCC, po vec lokalnih ekscizijah in obsevanjih.

¢ Sistemsko zdravljenje: VISMODEGIB

« Ze po 1. ciklu kliniéno zmanj$anje, po 6. ciklih radiologko: Stagnacija bolezni

* Po 7. ciklu klini¢no progres s povecanjem in krvavitvijo tumorja.

* Po 9. ciklu pavza in biopsija: BCC, nodularni in infiltrativni, brez komponente SCC.
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+ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Klini¢ni primer 1

e Januar — maj 2020:

NU: miSi¢ni kr¢i, boleé¢ina
. . . . v spod. okon¢inah,
¢ Nadaljevanje z vismodegibom: izpadanje las, izguba TT.

¢ Po 13. ciklu klini¢no: Progres bolezni

» Maj 2020 — konzilij za koZzne tumorje; prosnja ZZZS za odobritev zdravljenja z:

IMUNOTERAPIJO

¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjusLjANA

Klini¢ni primer 1

¢ Od junija 2020:

Ostali NU:

- Imunoterapija - skupno do sedaj 12 aplikacij. utrujenost,
letargija,

bole¢ina v misicah
e . . in sklepih spodnjih
* Po 2. aplikaciji: hipotiroza okondin

* Po 3. aplikaciji: klini¢no zmanjsanje.
* Po 4. aplikaciji: zrklo skoraj razpoznavno, vidi svetlobo.

« Po 7. aplikaciji - CT orbit s KS: Delni regres bolezni
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+ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Radioloski odgovor na zdravljenje

November 2020
April 2019

¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjusLjANA

Klini¢ni odgovor na zdravljenje

lokalno po 3. mesecih progres ob vismodegibu, po 6. tednih
napredovali BCC vismodegiba uvedba imunoterapije imunoterapije
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¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Klini¢ni odgovor na zdravljenje

] cu;.‘..___.__.......----"

po 12. tednih po 18. tednih imunoterapl:je po 21. tednih po 33. tednih
imunoterapije imunoterapije imunoterapije

s ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjUBLJANA

Klini¢ni primer 2

 Bolnica, 06.06.1940:
Obsezna ulceracija ekstenzornega
dela desne nadlahti

15 x 8 cm velika,

mestoma dosega globino do 2 cm.

Ponavljajoci se BCC
obraza (l. 2014 in 2015)

* Biopsija robnega dela ulceracije (20.09.2020): ploscatoceli¢ni karcinom, invazivni,
zmerno diferenciran.

* CT prsnega kosa, trebuha in skeleta (29.10.2020): brez znakov razsoja.
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+ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Klini¢ni primer 2

* Oktober 2020 — prvi pregled pri internistu onkologu:

Lokalno napredovali SCC
desne nadlahti

« DA: negativna za kozne tumorje.
¢ PB: AH, sindrom nemirnih nog.
¢ Redna terapija: Ampril, Mirapexin,

Concor, Lasix, Tardyferon.

¢ Brez alergij in razvad.

*PS po WHO: 1 — 2.

* Lab. izvidi: brez odstopanj.

¢ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Klini¢ni primer 2

« Zaradi velikosti in globine je kirurski poseg izrazito zahteven z moznostjo dodatnih zapletov.

* Imunoterapija pri lokalno napredovalem SCC:
CEMIPLIMAB

(anti PD-1)

¢ Od oktobra 2020 do sedaj skupno 4 aplikacije.

* Po 2. aplikaciji okuzba s koronavirusom Sars-Cov-2 (zmedenost, poviSana tel. temperatura,

kaselj, driska, inapetenca).

« Zaradi oslabelosti po okuzbi ve¢ kot enomese¢na pavza od zdravljenja.
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¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

° LAV ° .
Klini¢ni primer 2
« Januar 2021 - 3. aplikacija cemiplimaba, sprememba v spodnji polovici Ze skoraj
epitelizirana.

« Zaenkrat brez NU in zelo dober klini¢ni odgovor.

* Po 3. aplikaciji — CT desne zgornje okon¢éine in prsnega kosa: dober delni regres
bolezni, brez znakov razsoja v prsni kos.

s ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjUBLJANA

Kliniéni odgovor na zdravljenje

lokalno napredovali po 1. aplikaciji po 2. aplikaciji po 3. aplikaciji
SCC D nadlahti cemiplimaba cemiplimaba cemiplimaba
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+ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Klini¢ni primer 3

* Bolnik, 17.04.1952:

Pred 6. leti manjsa ObsezZna ulcerirana
sprememba v podrodju :> sprememba desnega
desnega ocesnega kota. obraza

* Junij 2020 - CT glave s KS:
= obsezna eksulcerirana neoplazma desnega obraza in glave — ulcus terebrans, velikosti vsaj 10 x 9
cm, z vraséanjem v okolne strukture, prilezni skelet. Zajema pretezno D del lica, ¢ela, nosni koren,
oko in periorbitalno podrodje s Sirjenjem proti L ocesu.

* Brez oddaljenih zasevkov.

« Konvzilij za kozne tumorje - operacija bi pomenila mutilantnost, obsevanje bi lahko
povzrocilo kontralateralno slepoto.

¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjusLjANA

Klini¢ni primer 3

« Julij 2020 — prvi pregled pri internistu onkologu:

¢ DA: mama Ca Zelodca, neg. za

koZne tumorje
I];(Ekgl;o nap re(ll)ovali ¢ PB: st. po podkolenski amp. D
eSneEd O In femoropop. obvodu L (2000),

st. po vst. stent-grafta v AA
zaradi anevrzime (junij 2020),

« PS po WHO: 1. stenoza D ACI

« Lab. izvidi: blaga mikrocitna anemija s Hb 106, * RT: Aspirin, Pantoprazol,

gama-GT 1,49, CRP 56. Lekadol, Nalgesin.

* Brez alergij. Bivsi kadilec.
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ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LjUBLJIANA

. v . °
Klini¢ni primer 3
« Sistemsko zdravljenje:
¢ Od julija 2020 do sedaj prejel 9 ciklusov.

¢ Klini¢no: zelo dober regres bolezni.

VISMODEGIB

NU: motnje okusa,
misicni kréi v
spodnjih okoncinah,
izpadanje las.

» Kontrolni CT (29.10. in 11.02.):

Dober delni regres bolezni

O

ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjusLjANA

Radioloski odgovor na zdravljenje

ACCES# Z03A5C442004254

KS

o TRA 3/3KS MO
UVOIZRPREISKAV - TELERADIOLOGIIJA

Junij 2020
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+ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Kliniéni odgovor na zdravljenje

lokalno napredgvali po1. ciklu§u po 6 .ciklusu po 8. ciklusu
BCC z destrukcijo vismodegiba
prileznih struktur

¢ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Klini¢ni primer 4

* Bolnik, 24.11.1956:
4 95 Ponavljajoc¢i se BCC in SCC na razli¢nih

delih telesa, po vec lokalnih zdravljenjih

« St. po operaciji, obsevanju,
elektrokemoterapiji (prvi¢ 1. 2003 RT S$tevilnih
BCC in SCC ¢ela, hrbta in prsnega kosa, nazadnje
1.2019 RT spremembe na D licu)

* November 2020 - prvi pregled pri internistu Vet sprememb po.temeI.l?u in Celu - BCC
onkologu: ali SCC?
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+ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Klini¢ni primer 4

« November 2020 - prvi pregled pri internistu onkologu:

* DA: pozitivna za

o . Na temenu ve¢ sprememb, dve izstopajoc¢i, skrajno desno
koZne tumorje.

poroZenevajoca sprememba v obliki rozicka (2 x 3 cm),
levo od nje centralno sprememba pokrita s krusto (4 x 2
cm), mestoma krvaveda. Se nekaj manjsih sprememb levo od
centralno lezece (do 1 x 1 cm).

* PB: nima.

* RT: Nolpaza.

* Brez alergij in razvad.

* PS po WHO: 1. Skarifikat 2 sprememb, ¢elo in teme desno:

SCC

* Lab. izvidi: brez veéjih odstopanj.

¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjusLjANA

Klini¢ni primer 4

* Od novembra 2020 — imunoterapija:
CEMIPLIMAB

« Skupno do sedaj 5 aplikacij.

* Klini¢no dober delni regres vecjih sprememb, manjse so povec¢ini kompletno
regredirale oz. so prekrite z manjSimi krustami.

NU: srbecica
koze.
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¢+ ONKOLOSK! INSTITUT
INSTITUTE OF ONCOLOGY
LjUBLJANA

Kliniéni odgovor na zdravljenje

ob prvem pregledu po 4. aplikaciji
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ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Avtorji: Barbara Peri¢, PrimoZ Strojan, Janja Ocvirk, Marko Hocevar,
Tomi Bremec, Martina Rebersek

Kliniéna slika

Za cSCC sumljiva
papula ali plak,
vEasih lusteca ali
hiperkeratoti¢na
povréina, lezija se
pocasi povecuje,
ulcerira , tvori
hemoragiéno krusto*

Ipodrobnejsa razlaga klinicne slike, dej
2 Aspiracijska biopsija s tanko iglo (ABTI)

1. Anamneza in klini¢ni
pregled celotne koze
2. Ob Kliniéni presoji
pregled bezgavine
loze

3. Pregled
dokumentacije
morebitnega predh.
kirurskega zdravljenja
4. Pregled patohisto.
izvida

5. Ekscizijska biopsija,
incizijska biopsija,
punch biopsija, ABTI2
6. Sumljive bezgavke
opredelimo z ABTI

7. Ocena tveganja 3
8. Diagnostika infali
zdravljenje; druZinski
zdravnik, dermatolog,
kirurg,
otorinolaringolog,
oftalmolog

Zacetna ocena

potrjen

Lokalno
omejen

Lokalno napredoval*

Zdravljenje

—

Glej stran B

D Glej stran 10

3 Pc j&i opis nizko- in visc

tveganja in epi

1ega cSCC na strani 3

ije je na voljo v P

ol

i rak koze, Priporoéila za zdravljenje, Onkoloski institut Ljubljana

*ObseZen tumor z vradfanjem v okolno koZo in v globlje strukture (orbita, sinusi,miSice, kost, perinevraina infiltracija) ter s pridruZenimi simptomi.Ne moremo zdraviti s kirurskim posegom ali

radioterapijofzdravijenje s kirurskim posegom povzrocilo neZelene zaplete, pretirano

ali okvaro. Po

Svkljuguje tumore z zasevki v regionalnih bezgavkah, in transit zasevke ali oddaljene zasevke.

ji TNM bi tovrstni tumorji ustrezali T3/T4 tumorjem.
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Dejavniki tveganja nizko- in visokorizi€nega cSCC!

Globina
Tveganje | Premer Predel - ije Histo.znagilnosti | Kirurski rob |Imunosupresija
UV izpostavijeni |<6 mm, nad |dobro diferenciran,
NIZKO |<2cm deli razen podkoznim obi¢ajna oblika ali v zdravo NE
uhofustnica masceviem verukozna oblika
uholustnica,
uv
: . zmerno ali slabo
neizpostavljen ) )
redel diferenciran, DA
P > 6 mm, akantoliti¢ni, vretenasti, (transplantacija,
(dlan/podplat) invazija prek  |dezmoplasticen kroniéna
VISOKO [>2cm  |cSCC na mestu J_ P ) P o nepopolna | . .
. podkoZnega |karcinosarkomatozni, imunosupresivna
kroniéne rane, e . i
opexiin mascevja adenoskvamozni bolezen ali
N odtip, zdravijenje,
brazgotine, p . P . . lenje)
. perinevralna invazija
obsevanja,
lokalna ponovitev

*Na podiagi prisomost enegaivet od opisanih dejavnikov tveganja tumor razvrstimo v ustrezne skupino

Lokalno omejen, ___
nizko tveganje

« krioterapija (dva cikla
pomrzovanja po 30 sekund s
3-5 mm varnostnim robom)

+ kiretaza
« elektrodesikacija
= zdravijenje; dermatolog

» kirurgija je standardno zdravijenje
+ wvretenasta ekscizija s 5 mm roba
zdrave koZe/Mohova kirurgija
« patohistoloska ocena/ zmrzli rez
vseh robov
« primarmo zaprtje rane, celienje per
sec., kritje s koZnim presadkom*
« zdravljenje; druZinski zdravnik,
dermatalog, kirurg,
otorinolaringelog, oftalmolog

« radoterapija (RT)?
« zdravijenje; radioterapevt

Pozitiven———»|

Patohist.
ocena robov

+ reekscizija z ustreznim
robom?
= Mohova kirurgija
2

gativer

Sledenje: glej
stran 11

15vetuje se koZni presadek delne debeline. ObseZne rekonstrukcije defekta s koZnim reZnjem so smiselne le, &e je patohist. potrjena popolna odstranitev ¢SCC z nizkim tveganjem za ponovitev

bolezni ter ustrezen rob.

2RT se sveluje holnikom = 60 let ali vedno kadar ni moZna reekscizija
3 Priporotten makroskopski rob kirurSke ekscizije: glej stran 5
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Priporo¢en makroskopski rob kirurSke ekscizije glede na globino
invazije ¢SCC in dejavnike tveganja za lokalno ponovitev bolezni ali

zasevanje

Tveganje Globina invazije |Odstotek Rob ekscizije
cSCC zasevanja

nizko 2.01 -6 mm 4% 5do 10 mm

visoko >6mm 16 % 10 mm

« reekscizija z ustreznim
robom?
+ Mohova kirurgija
. 7
+ Kirurgija je standardno zdravijenje 'fo':iﬂ"”
= vretenasta ekscizija z 10 mm roba — -
zdrave koze/Mohova kirurgija + vkljucitev :a”'"'tm
+ patohistoloska ocenal zmrzli rez raziskavo
wseh robov
= primarna zaprtje rane, celjenje per
sec., kritje s koZnim presadkom?®
; « zdravijenje; druzinski zdravnik,
Lokalno omejen, dermatolog, kirurg,
visoko olorinolaringolog, oftalmolog
jed56
tveganje* Sledenje: glej
« KONZILI? stran 11
s

= radoterapija (RT)?
« zdravijenje; radioterapevi

« RT®

1 Svetuje se koZni presadek delne debeline. ObseZne rekonstrukcije defekta s koZnim reZnjem so smiselne le, &e je patohist. potriena popolna odstranitev ¢SCC z nizkim tveganjem za

ponavitev bolezni ter ustrezen rob

2 Starast 60 let in ne glede na leta, kadar bolnik zavme ali ni kandidat za kirursko zdravijenje
3 Priporozen makraskopski rob kirurske ekscizije: glej stran 5

4 €e bolnik prejema imunosupresivno terapijo, je potrebna razmisliti o ustrezni prilagoditvi ali sprmeembi le-te
5 Predstavimo moznast biopsije varovalne bezgavke (angl. sentine! node biopsy, SNB)

% Nagela slikovne diagnostike primarnega tumorja glej stran 7
“Multidisciplinarni konzilij za melanom in koZne rake = KONZILI)

4Po RO eksciziji: obsezno perinevralno Sirfjenje (prizadetost Zivea ped mejo dermisa ali ve&jega Zivea premera = 1 mm)ipremer tumorja > 2 emfinfiltracija v globino = 6 mm ali preko meje
podkoZnega mastevialerozija kosti. R1/R2 ekscizija: ni moZna reekscizijabolnik ni kandidat za kirursko zdravijenje
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Nacela slikovne diagnostike primarnega tumorja ob na¢rtovanju zdravljenja

Slikovna diagnostika v vecini primerov NI potrebna, svetovana je zgolj v naslednjih primerih:
- €SCC nastal v kronicni rani,

- > 2 cm premera,

- sega globlje od podkoZja,

- Breslow > 2mm,

- slabo diferenciran,

- perinevralna invazija,

- vretenastoceliéni, dezmoplastiéni, akantolitiéni, karcinosarkomatozni in adenoskvamozni
podtip,

- hitra rast, ponovitev bolezni,

- zajema ustnico, uho,

- imunosuprimiran bolnik.

Ob klinicnem sumu na regionalne zasevke opravimo ABT! s citolodko analizo vzorca.

Ob kliniéno neprizadetih bezgavkah bolnikov z visokoriziénimi tumorji svetujemo UZ regionalne
bezgavéne loZe z morebitno ABTI.

Pri oceni lokalnega napredovanja ¢SCC in destrukcije okolnih tkiv opravimo MRI (ocena
prizadetosti mehkih tkiv, perinevralne invazije) ali CT preiskavo z uporabo kantrastnega
sredstva (ocena destrukcije kostnine).

+ KONZILIJ®
+ zdravijenje;
kirurg onkolog

= 3iroka
ekscizija”
« kritje
defektas#
Lokalno + KONZILIJ#
. - si jiad
napredoval __ | RT+j' mstemskate[apua Sledenje: glej
tumorl? - sistemska terapija® stran 11
LacS = zdravljenje; radioterapevt,
(LacSCC) internist onkolog
+ HILPE
+ klinicne raziskave
+ KONZILIJ?
« RT

1Ce bolnik prejema imunosupresivno terapijo, je potrebno razmisliti o ustrezni prilagoditvi ali sprmeembi le-te

2 Natela slikovne diagnostike primarega tumorja glej stran 7

Inultidisciplinarni konzilij za melanom in koZne rake = KONZILI)

“Cemiplimab, cisplatin (nivo dokazov: kategorija 3), karboplatin (kategorija 3), cisplatin+5-FU ija 2B), zaviralci EGFR ija 2A)

5.Cemiplimab (kategorija 2) v kolikor so kantraindikacije za zaviralce imunskih nadzomih togk pa cisplatin (kategorija 2B), karboplatin (kategorija 28), cisplatin+5-FU (kategarija 2A), zaviralci
EGFR (cetuksimab) (kategorija 2A)

% Hipertermi&na izolirana ekstremitetna perfuzija (HILP) uda

"Priporoten makroskapski rob kirurSke ekscizije glej stran 5

#Svetuje se kozni presadek delne debeline. ObseZne rekonstrukcije defekta s kaZnim reZnjem so smiselne le, ée je patohist. potrjena popolna odstranitev cSCC z nizkim tveganjem za ponovitew
bolezni ter ustrezen rob

4 Pred kirurskim posegom v splosni anesteziji bolnika vedno predstavimo anesteziologu
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—» Zasevek v SNB

Klinicno odkriti + ABTI vidni/tipnih
zasevki bezgavk sprememb
. + zamejitvene
Metastatski preiskave KONZILI Zdravljenje: glej
cSCC I (PET-CT, CT stran 10
{mcSCC) trebuha + prsnega
kosas
kontrastom)
—— In transit ki
L—» Oddaljeni zasevkit
1 Oddaljeni zasevki ¢SCC so redki, I lujemo skladu s priporocili na strani 10
. Zasevek Da « disekcija regionalne
v SNB bezgavéne loZe!
= zdravijene; kirurg
onkolog,
otorinolaringolog
Kliniéno
Metastatski odkriti in
—t
otrjeni zasevki
e8CC potrj = KONZILIJ
bezgavk _
+ RT +/- sistemska terapija
+ zdravijenje; radi Sledenje: glej
v + sistemska terapija® stran 11
+ zdravjenje; internist
onkolog
Neoperabilni
n transit + Ekscizija
T zasevki ] Qo * HILP
Operabilni—— | . EKT?
» kirurg onkolog,
otorinolaringolog
1Zasevek v obugesni slinavki ; superficialna parotidektomija + nivoji I-V vramnih bezgavk. Solitaren zasevek v bezgavki velikosti = 3 cm; selekiivna vratna disekcija. Zasevek v pazduhi; nivoji I-/11, Zasevek v

predelu dimel]; ingvinalne, iliakalne in obturatorne bezgavke.

2

El ija (EKT) z bleor

ICemiplimab (kategorija 24), pembrolizumah (kategorija 2),v kolikor so kontraindikacije za zaviralce imunskih nadzormin togk pa cisplatind/- 5-FU (kategorija 24), karboplatin (kategorija 2B), cisplatin+5-FU
(kategorija 2A), zaviralci EGFR (cetuksimab) (kategorija 2A)

142




SLEDENJE: prilagojeno je oceni tveganja na podlagi odstranjenega primarnega cSCC ter morehitnega lokalnega ali metastatskega razsoja primarnega
tumorja. Vkljuéuje: pregled celotne kaZe, pregled in palpacijo brazgotine po odstranitvi tumorja, palpacijo pripadajote bezgavéne loZe. Pri visokem tveganju
klinicnemu pregledu dodamo $e UZ pregled bezgavénih oz, sledenje vodi kirurg infali dermatolog. Ce zacetne diagnostike in/ali zdravijenja ni opravil
dermatolog, pregled pri dermatologu v 6-12 mesecih po zakljucku zdravljenja. Bolnike po kirurski odstranitvi regionalnih zasevkov sledi operater. Bolnike z
metastatsko, neoperabilno boleznijo v €asu zdravijenja s sistemsko terapijo spremlja internist onkolog, v &asu obsevanja pa raditerapevt.
Pri starejsih in oslabelih bolnikih po zdravljenju tumorjev z nizkim tveganjem za ponovitev bolezni na soncu izpostavljeni koZi prilagodimo pogostost pregledov
tveganju in bolnikovim potrebam.

Priporoéilo sledenja bolnikom po zakljucku zdravljenja cSCC

cSCC tveganje Kliniéni pregled Slikovna diagnostika Morebitna br:mlmm

Nizko 6-12 mesecev, 5 let Ne Nov primarni koZni tumor

3-6 mesecev 2 leti, UZ bezgavéne loZe 3-6 mesecev2 | Lokalna ponovitev, nov primarni

Visoko 2:;132 mesecev 3. da 5. leto, 160 i iede na weganje) tumor, regionalni zasevki
neje
UZ bezgavéne loZe 3-6 mesecev 5
LacSCe ali meSCe \Vsake 3 mesece 5 let let nato vsakih 6-12 mesecev. Regionalni zasevki in oddaljeni

CT/MRI/ PET-CT glede na kliniéno | zasevki
sliko ali vsakih 6 - 12 mesecev

6 - 12 mesecev doZivijenjsko glede

Imunosupresiial na karakteristike primarnega Glede na lastnosti primarnega Nov primarni tumor, regionalni
presiy f P 9 tumorja zasevki, oddaljeni zasevki
tumorja
1Pri bolnikih z imunosupresijo, hematoloSkimi obolenji, genetsko icijo in i tiplimi cSCC islimo o pregledih, ki si sledijo vsakih 3-6 mesecev doZivijenjsko.

Literatura:
Srratigos AJ, Garbe C, Dessinioti C, et al. E iplinary gmdellne on invasive sguamous cell carcinoma of the skin: Part 1.
pidemiology, diagnostics and g ion [publushed online ahead of print, 2020 Feb 26).Eur J Cancer,

Stratigos A, Garbe C, D iC.etal E iplinary o oni I 1 cell
Treatment [published online ahead of print, 2020 Feb 28] Eur J Cancer.

of the skin: Part 2,

Zadnik V, Zagar T. SLORA: ija in rak. Epi iclogija in register raka. Onkoloski indtitut Ljubljana. Pridobljeno s spletne strani:
wwawslorausi (24, 6, 2020).

Mational Comprehensive Cancer Network. NCCN clinical practive guidelines in oncology (NCCN guidelines): Squamous Cell Carcinoma
Skin Cancer, Version 2,2020. [cited 2020 July 14]. Available at: hitps:fhwww.ncen.orgfprofessionalsiphysician_gls/ipdff Squamous Cell
Carcinoma Skin Cancer, pdf

Cancer Council Australia. Clinical Guidelines Network. VEIEIDI'I 2018, Prldubljerlu 24. 6. 2020 s spletne
strani:hitps:'wiki.cancer.org, o/ Guidelir Epidemiology CSCC
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Priporocila za obravnavo
bolnikov s karcinomom
Merklovih celic

Marko Hocevar, Primoz Strojan, Janja Ocvirk, Martina Rebersek, Marko
Boc, Barbara Perié, Bostjan Luzar, JoZe Pizem, Olga Blatnik, Katarina
Karner, Tomi Bremec

Karcinom Merklovih celic

* redek, agresiven nevroendokrini
karcinom koze

* starejsi in svetlopolti ljudje

* 1972 Cyril Toker “trabekularni
karcinom” koze

* Nastane iz
* Merklovih celic — kozni
mehanoreceptorji
* Nezrela pluripotentna mati¢na
celica
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Epidemiologija

* Incidenca I po celem svetu
« Svedska
+ 1993 0,18/100 000
+ 2007 0,33/100 000
* Najvisja incidenca Avstralija in Nova Zelandija
* Queensland 2006 - 2010 1,6/100 000

* Slovenija
* 2005- 2014 64 bolnikov
e 2do 12/leto - 0,1-0,6/100 000

Etiopatogeneza

* okuzba s poliomavirusom Merklovih celic (Merkel cell polyomavirus -

I\/ICPyV)
¢ 80% vseh MCC

* UV sevanje
* na soncu izpostavljenih delih koZe pri svetlopoltih

* na geografskih predelih z visjim ultravijoli¢nim B (UVB) solarnim indeksom

* Imunosuprimiranost
* pospesi razmnozevanje MCPyV
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Merkel cell polyomavirus - MCPyV

* 5400 bp dvojnovijacni DNA
virus

* Veliki in mali T onkoprotein

e survivin>retinoblastoma
protein

Klinicna slika

* Neboleg, hitro rastoc, ¢vrst, sijo¢, rdeckast ali
* AEIOU

* asimptomatski (Asymptomatic)

hitro rastoC (Expanding rapidly)

* imunosuprimirani (Immune suppression)
starejsih od 50 let (Older than 50 years age)
* UV sevanju izpostavljeni predeli koZe ( Ultraviolet- -exposed area/fair skin)

merkelcell.org

* nima znacilne dermoskopske slike
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Diferencialna diagnoza

* bazalnoceli¢ni karcinom
* ploscatoceli¢ni karcinom
* amelanoti¢ni melanom
* kozni limfom

* koZzne metastaze

* piogeni granulom

* lipom

* adneksalni tumorji

Diagnoza

* citoloSka punkcija
e kirurska biopsija s 5 mm varnostnim robom
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Patologija
(standardiziran sinopticen izvid)

¢ maksimalni premer tumorja

* nivo invazije/debelina tumorja

* Stevilo mitoz, (Ki67/MIB1)

* histoloski tip rasti (nodularni, infiltrativni)

* histoloski podtip tumorja (intermediarni, drobnoceli¢ni, trabekularni, kombinirani)
¢ limfocitna infiltracija tumorja

* regresija

¢ limfovaskularna invazija

* in-transit zasevki

e prisotnost pridruzenega tumorja (KLL, plo3CatoceliCni karcinom, melanom, adneksalni
tumorji koze)

¢ kirurski robovi

Imunofenotipizacija tumorja

* imunohistokemicéni oznacevalci s katerimi izklju¢imo tudi ostale
diferencialno diagnosti¢ne moznosti (melanom, limfom, zasevki
nevroendokrinega karcinoma v koZo, rabdomiosarkom...)

e klasicen imunofenotip MCC

e CK20 +, CAM 5.2 +, CK-AE1/AE3 +, CD56+, kromogranin +, sinaptofizin +,
nevrofilament + in nevron specifi¢na enolaza +.
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/amejitev

* palpacija regionalnih bezgavk

* slikovne zamejitvene preiskave
¢ klini¢no prisotni regionalni zasevki

* simptomi in znaki sistemskega razsoja

e FDG PET-CT ali CT vratu/prsnega kosa/trebuha/medenice s kontrastom
in MRI glave

* opcijsko MCPyV onkoprotein protitelesa v serumu.
* seronegativni vecje tveganje ponovitve bolezni
* seropozitivni — narascajoc titer zgodnji pokazatelj ponovitve
bolezni

Prognosticni dejavniki

* velikost primarnega tumorja

* preras€anje v sosednje strukture (fascija, misica, hrustanec ali kost)
* debelina Breslow

* kirurski robovi

* limfovaskularna invazija

* mitotski indeks

* tip rasti

* limfocitna infiltracija

* prisotnost sekundarnih rakov

* regionalni zasevki

149




TNM

N

- Primarnega tumorja ni

- In situ primarni tumor

Klini¢no najvecji premer tumorja <2 cm
- Kliniéno najvedji premer tumorja>2cma<5cm
Klinicno najvecji premer tumorja >5 cm

Primarni tumor sega v fascijo, misico, hrustanec ali kost

TNM

Regionalnih  bezgavk ni
mogoce oceniti (predhodno
odstranjene, habitus)
Klini¢ni pregled in/ali pNO Reg.zasevkov patohistoloska analiza ne potrdi
slikovna  diagnostika ne

odkrijeta reg. zasevkov

Zasevki v reg. bezgavkah pN1 Zasevki v reg. bezgavkah

Regionalnih bezgavk ni mogoce oceniti

(predhodno odstranjene, habitus)

pN1a(sn) Kliniéno okultni zasevki v reg.bezgavkah odkriti z
SNB

pNla Kliniéno okultni zasevki v reg.bezgavkah odkriti
po disekciji loze

pN1b Kliniéno in/ali s slikovno diagnostiko odkriti
zasevki v reg.bezgavkah potrjeni mikroskopsko

In  transit  zasevki v pN2 In transit zasevki v odsotnosti reg. zasevkov
odsotnosti reg. zasevkov

In transit zasevki skupaj z pN3 In transit zasevki skupaj z reg. zasevki

reg. zasevki
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TNM

Kliniéni pregled ali slikovna

diagnostika ne odkrijeta oddaljenih
zasevkov

Oddaljeni zasevki odkriti s klini¢nim
pregledom in/ali slikovno diagnostiko

Odd. zasevki kozZe,
bezgavk izven reg.loze
Pljuéni zasevki

podkozja ali

Zasevki drugih visceralnih organov

pM1

pM1la

pM1b
pMlc

Klini¢éni pregled ali slikovna diagnostika ne odkrijeta
oddaljenih zasevkov

Oddaljeni zasevki potrjeni mikroskopsko

0Odd. zasevki koZe, podkoZja ali bezgavk izven reg.loze
potrjeni mikroskopsko

Pljucni zasevki potrjeni mikroskopsko
Zasevki  drugih  visceralnih

mikroskopsko

organov  potrjeni

TNM

NO Mo 0
NO MO |
T2-3 NO MO IIA
NO Mo i
N1-3 MO Il
[ ]

[ ]

Katerikoli N~ M1 IV

Patoloskl STADIJ

Tis NO MO O
T1 NO MO |
T2-3 NO MO IIA
T4 NO MO 1B
T1-4 Nla(sn) ali N1a MO IIIA
TO Nib MO 1IIA
T1-4 N1b-3 MO llIB
TO-4 Katerikoli N M1 IV
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Zdravljenje

multimodalno<$>multidisciplinaren konazilij
* Kirurgija

* Radioterapija

* Sistemsko zdravljenje

Kirurgija

e Primarna lezija

* Regionalne bezgavke
* In transit metastaze
* Oddaljene metastaze
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Primarna lezija

* Ekscizijska biopsija
* Varnostnirob 5 mm
* Orientacija v smeri limfnih poti

Primarna lezija - histologija

Adekvaten rob 5 mm Neadekvatn rob 5 mm
* Benigno * Karcinom Merklovih celic
* bazalnoceli¢ni karcinom ¢ Amelanoti¢ni mlanom

* plos¢atoceli¢ni karcinom
* kozni limfom

* kozne metastaze

* piogeni granulom

* lipom

e adneksalni tumorji
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Primarna lezija - radikalna ekscizija

* Siroka ekscizija z 1 — 2 cm lateralnega varnostnega roba

* do spodaj lezece fascije

* obsezno podminiranje tkiva ali rekonstrukcija defekta odlozena do
potrditve negativnih kirurskih robov !!

* defekta ni mozno primarno zasiti = kritje s koZznimi presadki in ne
lokalnimi rezniji

Kirurgija

* Primarna lezija

* Regionalne bezgavke
* In transit metastaze
* Oddaljene metastaze
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Regionalne metastaze

Klini¢no ugotovljene Klini¢no okultne

¢ Radikalna limfadenektomija ¢ BVB (biopsija varovalne

¢ En-block odstranitev celotne bezgavke)
bezgavcne loze

Radikalna limfadenektomija

e Vrat (215LN)
* Aksila (=10LN)
* Ingvine (25LN)
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Vratna limfadenektomija

Kompletna Selektivna
* RND
* mRND

¢ | (Xl.nerve)

e |l (XI. nerve, SCM)
e [l (XI.nerve, SCM, jugular vein)

SND IV or I-lll plus parotidectomy

Esno-v

MRND plus parotidectomy

SND -V

O’Brien CJ. Head&Neck 1995; 17: 232-241.
Shah JP. Am J Surg 1991; 162: 320-323.

Vratna limfadenektomija

* NivojalV,V
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Aksilarna limfadenektomija

* Kompletna
* Nivoji |-l

Ingvinalna limfadenektomija

* Superficialna (ingvinalna )
* Globoka (ingvinoiliakalna)
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BVB

e Limfoscintigrafija
* Patnt Blue modrilo

* Sonda

Kirurgija

* Primarna lezija

* Regionalne bezgavke
* In transit metastaze
* Oddaljene metastaze
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In transit metastaze

* Multifokalne kozne ali podkozne metastaze,
ki se Sirijo po limfaticnem sistemu distalno in/ali
proksimalno od mesta primarnega tumorja
in regionalno bezgav¢no lozo

In transit metastaze

e | Stevilo majhnih in-transit metastaz (< 5)
e kirurska ekscizija z minimalnim negativnim robom

* Stevilne in/ali velike in-transit metastaz na udih

* Isolated limb perfusion (ILP)
¢ Hipertermija (40-41°C)
¢ Melfalan (phenylalanine mustard) +/-TNF
¢ EKC (perfuzor, oksigenator) B :
* transfuzija ‘ ‘ s~ B
* Isolated limb infusion (ILI)
¢ Hipertermija (40-41°C)
¢ Melfalan, D actinomicin
* Interventni radiolog
¢ Ni transfuzije
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Kirurgija

* Primarna lezija

* Regionalne bezgavke
* In transit metastaze
e Oddaljene metastaze

Metastazektomija (oligometastatska bolezen)

* Solitarne metastaze
» CZS
* pljuca
* jetra
* vranica
* mehka tkiva

¢ |leus
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KARCINOM MERKLOVIH
CELIC:
RADIOTERAPUA

Primoz Strojan
Onkoloski institut Ljubljana

Ljubljana, ,4.3.2021

RADIOTERAPIJIA

® Primarni tumor
* Podrocni zasevki
* Oddaljeni zasevki

v'Radiosenzibilni
tumorji!
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RADIOTERAPIJA — primarni tumor

* Premer tumorja<1cm:
* Siroka ekscizija, z neugodnimi prognosticnimi dejavniki (limfovaskularna
invazija, imunosupresija) = pooperativha RT

* Premer tumorja >1 cm:
* Siroka ekscizija =» pooperativna RT

* Drugo:
* neoperabilen tumor
* bolnik zavrne/ni primeren za operativni poseg =>» definitivha RT
¢ operacija bi povzrocila nesprejemljivo morbiditeto

RADIOTERAPIJA — primarni tumor

Furfovaetal. Rojoa et al. J Surg Case Rep 2018
Cesk Slov Oftalmol 2018
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RADIOTERAPIJA — primarni tumor

* uporaba bolusa (za zagotavljanje ustrezno visoke kozne
doze)

* Sirok rob - 5 cm - okoli primarnega tumorja (e je to
mozno)

* predhodna operacija — adjuvantna RT (2 Gy/frakcijo):
* RO, 50-56 Gy
* R1,56-60 Gy
¢ R2 (dodatna resekcija ni mozna), 60-66 Gy
* brez predhodne operacije — definitivna RT: 60-66 Gy
(2 Gy/frakcijo)

e paliativna RT: krajsi obsevalni rezimi z visjimi dnevnimi
fra kcijami (npr. 30 Gy/10 frakcijah)

RADIOTERAPIJA — "robni" recidiv

Leeetal.
Arch Plast Surg 2019
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RADIOTERAPIJA — primarni tumor

Gunaratne et al. 1 Am Acad Dermatol 2017

RADIOTERAPIJA — podrocni zasevki: KDAJ?

* cNO & BVB ni narejena ali izvedena neuspesno/neustrezno

* cNO & BVB negativna in moZnost lazno negativnega izvida:
* predhodno narejena ekscizija primarnega tumorja (mozZnost
spremenjenih drenaznih poti)
e imunohistokemija varovalne bezgavke ni/neustrezno narejena
e podrocje glave in vratu (aberantna limfati¢na drenaza in pogosto
multipli drenazni bazeni)

* imunosupresija (npr. po transplantaciji organa)

* cNO & BVB pozitivna
po disekciji bezgavk drenaznega podrodja, pri znatnem tumorskem bremenu
* cN+
po disekciji bezgavk drenaznega podrocja, Ce so s karcinomom preraséene
multiple bezgavke in/ali je prisotno ekstrakapsularno Sirjenje

* bolnik odkloni/ni sposoben za operativni poseg
cNO & BVB pozitivna AL/ cN+
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RADIOTERAPIJA — podrocni zasevki: KAKO?

* Ce je primarni tumor blizu drenaznega podrocja, tudi RT in-
transit limfangij (sicer ne — morbiditeta)

* ni narejena BVB ali disekcija bezgavk drenaznega podrocja
(2 Gy/frakcijo):
 klini¢no evidentna limfadenopatija, 60-66 Gy

« klini¢no ni tipnih/vidnih bezgavk, tveganje za subklini¢no bolezen,
46-50 Gy

* narejena BVB, brez disekcije bezgavk drenaZnega podrodja:
e BVB negativna, tveganje za laZzno negativen izvid, 50-56 Gy
e BVB pozitivna, znatno tumorsko breme, 50-56 Gy

e pN+, z multiplimi prizadetimi bezgavkami in/ali
ekstrakapsularnim Sirjenjem: 50-60 Gy

Hazard Ratio
V. Fored, 955 C1
RADIOTERAPIJA — ucinkovitost :
-
* POOPERATIVNA RT : -
Adjuvant radiotherapy for Merkel cell carcinoma: A systematic review L} —_—
and meta-analysis = IE
Fausta Petrelli ", Antonlo Ghidini ", Martina Torchio®, Natalie Prinzi ', Francesca Trevisan ", ===
Pierpaolo Dallera”, Agostina De Stefani . Alessandro Russo”, Elisabetta Vitali ", Lorenza Bruschieri®, i
Antonio Costanzo”, Silvia Seghezzi, Michele Ghidini *, Antonio Varricchio®, Mary Cabiddu’, Sandro Barni 0.81 (0.76, 0.87) 4
Filippo de Braud, Sara Pusceddu bl s i
08 02 5 ]

2 3 E;
Favauts a4/RT Favows sujeny slong

¢ meta-analiza, 29 studij, 17.179 bolnikov
* RT vs. brez RT, stadij I-lI: et
prezivetje, HR=0.81 B sdon, 35
preZivetje brez bolezni, HR=0.45
lokalno, HR=0.21
lokoregionalno, HR=0.30

Fig. 2. Forrest plot for overall survival analysis

il

0.45(0.32,0.62) @
DIES

02 1 $ 1]
Favours agi T Favours surgery slong

Fig. 3. Forrest plot for disease-free survival analysis.
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RADIOTERAPIJA — ucinkovitost

° DEFI N ITIVNA RT Harrington & Kwan, Ann Surg Oncol 2014
* stadij I-1ll, N=57: brez lokalnega relapsa, po 5 letih = 90%

Radical RT  Rudical surgery

N 57 122
Male (%) 65 ey
Median age (years) 75 4
Stage 1 (%) 2% 59
19 336
5% 74
Local relapse (%) 1 8.2
Nodal relapse (%) 21 3
Seyear relapse-free survival (%) a7 62
neer-specific survival () 6% bil
S-year overall survival (%) 39 49

sistematicni pregled: 23 studij, 264 bolnikov s 332 lezijami
stadij I-Il: recidiv = 7.6%
stadij Ill: =16.3%

Gunaratne et al. ] Am Acad Dermatol 2017

RADIOTERAPIJA — uCinkovitost

Andtback et al. Cancers 2021

Clinical variables and treatments

stadij I-1ll ARFIS R .
N=113 Female vs male ——
KRG=66 Extremities vs trunk” —_——
KRG+RT=47 Extremitios vs H&N" Epe—
status MCPyV=54 HE&N vs trunk® -—
Clinical stage I vs II+111 —.—-
MCPyV* positive vs negative +
Surgery-+radiotherapy vs surgery e
T T T T T T T T
0 03 1.0 1.5 20

Hazard Ratio

MCPyV Negative vs. Positive

Sample
HR 95% C.1. p-Value
MCPyV cohort (1n = 54) 1.3 0.65-2.6 ns
Females (1 =29) 0.84 0.32-22 ns
Males (n = 25) 3.6 1.2-10 0.018

HR, hazard ratio; CI, confidence interval; ns, not significant.
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RADIOTERAPLIA — addalieni i

e po presoji multidisciplinarnega konzilija

Bloom et al. Front Oncol 2019 Maugeri et al. Surg Neurol Int 2017 Targ Ther 2019

RADIOTERAPIJA — oddaljeni zasevki

* velikost

* Stevilo

* mesto

e prisotnost bolezni lokalno/podroc¢no
* splosno stanje bolnika

krajsi ali daljsi RT rezimi
enostavne ali kompleksne RT tehnike
paliativna ali kurativna doza
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RADIOTERAPIJA — sluznicne lezije

Rossi et al. Am J Otolaryngol 2019

RADIOTERAPIJA — sinergisti¢ni u¢inek z imunoterapijo?

Pre-Radiation Therapy b 12 mo Post-Radiation Therapy

Xu et al. Radiat Oncol 2018
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RADIOTERAPIJA — sinergisti¢ni u¢inek z imunoterapijo?

Bloom et al. Front Oncol 2019

Moski, 70 leti

sistemski razsoj:

- rezistenten na KT
(doxo, cyclophosphamide)
=> pembrolizumab

10 ml

- progres ingvinalno
& iliakalno levo -
dodana RT (45 Gy/25 x)

20 m‘

- brez bolezni
(na pebrolizumabu)
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¢ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Sistemsko zdravljenje
karcinoma merklovih
celic

Prof.dr.Janja Ocvirk, dr.med

Ljubljana, 4-5.3.2021

Rak Merklovih celic (MCC) je redek, agresiven in pogosto smrten
nevroendokrini kozni karcinom.

Narascajoca incidence ( v ZDA se je od 1986 do 2001 potrojila).
MoZna povezava z nedavno odkritim poliomavirusom (80 % celic
MCC).

Pogosto se pojavlja na soncu izpostavljenih predelih koze.

O
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zdravljenje

Problem predstavlja visoka stopnja ponovitve bolezni,
ki je celo pri bolnikih z lokalno ali regionalno
boleznijo 48 %.

Raziskave so pokazale, da je med bolniki s
ponovitvijo bolezni, ¢as med diagnozo in ponovitvijo

le 9 mesecev
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Harms KL et al. Annals of Surgical Onc. 2016:23: 3564-71

O
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Napredovali KMC

Do leta 2017 ni standardov sistemskega zdravljenja:

- kemoterapija 1. linije: ORR = priblizno 57% mediane PFS 3
mesece

- 2. linija kemoterapije: ORR = 23% z omejeno trajnostjo
(trajanje odziva =4 mes; srednji PFS, 61 dni; 6-mesecni trajni
odziv, 6,7%)

Za bolnike, ki so napredovali po sistemiski kemoterapiji 1L ni
bilo vzpostavljene 2L terapije

.
1Lefibe C, et al. Eur J Cancer 2015;51(16):2396-2403; 2. NCCN guidelines. MCC. 2016.v1;.3 lyer JG, et al. J Clin Oncol 2014;32( Do not duplicate or distribute without Suppl):Abstract
9 and unpublished data

Razlog za uporabo imunoterapije pri
mKMC

PD-L1 se izraza v Merklovih tumorskih celicah in
infiltratih sosednih imunskih celict
Disfunkcija MCPyV-specifi¢nih T celic?
Nivoji CD8 T celic se zvisajo z vecjim tumorskim
bremenom
Exhausted fenotip (PD-1%, Tim-3*)
MCPyV-negativni tumorji imajo vecje breme
mutacij in neoantigenov?

’
1. Lipson EJ, et al. Cancer Immunol Res. 2013;1(1):54-63; 2. Afanasiev O, et al. Clin Cancer Res. 2014;19(19):5351-60; 3. Goh G, et al. Oncotarget. 2016;7(3):3403-15.
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v .

5400 bp dvojnovijacni
DNA virus

Merkel cell or
epidermal stem cell

Velikiin mali T

onkoprotein ,

survivin=>retinoblastoma et/

protein ik
Immunotherapy

Phase Il of the JAVELIN Merkel 200 trial studied Avelumab in patients with metastatic MCC either as 1st line
therapy? or in chemotherapy-refractory MCC?3, In patients with no prior systemic therapy, after a median
follow-up of 5.1 months (range 0.3-11.3 months), the overall response rate was 62.1%, and 83% of patients
had a duration of response of at least 6 months?. In patients treated with avelumab after progression on
chemotherapy, the overall response rate was 33.0% after a minimum follow up of 12 months. At the time of
data cut-off, 72.4% of responses were ongoing?
A different phase |l trial studied patients with advanced MCC treated with pembrolizumab?;

- after a median follow up of 33 weeks (range 7-53 weeks) the overall response rate was 56%,

with a response duration ranging from 2.2-9.7 months.

The ongoing CHECKMATE 358 phase I/1l trial is studying nivolumab in patients with resectable MCC>. In pts
treated with nivolumab prior to surgery, 80% had tumour regression and 65% had a major pathologic
response including 8 CR.

1.D'Angelo SP, et al. Efficacy and Safety of First-lineAvelumab Treatment in Patients With Stage IV Metastatic Merkel Cell Carcinoma: A Preplanned Interim Analysisof a Clinical Trial. JAMA
Oncol 2018 Sep 1;4(9):e180077; 2.Kaufman HL, et al. Avelumab in patients with chemotherapy-refractory metastatic Merkel cell carcinoma: a multicentre, single-group, open-label, phase 2
trial.Lancet Oncol 2016 Oct;17(10):1374-1385; 3. Kaufman HL, et al. Updated efficacy of avelumab in patients with previously treated metastatic Merkel cell carcinoma after >/=1 year of
follow-yup=dAVELIN Merkel200, a phase 2 clinical trial. J Immunother Cancer 2018 Jan 19;6(1):x. 4.Nghiem PT, et al. PD-1 Blockade withPembrolizumab in Advanced Merkel-Cell Carcinoma. N
fun 30;374(26):2542-2552. 5.Topalian SL, Bhatia S, Kudchadkar RR, Amin A, Sharfman WH, Lebbe C, et al. Nivols b (Nivo) as therapy in patients with resectable
ma (MCC) in CheckMate 358. JCO 2018;36(15):9505.
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JAVELIN MERKEL 200

N=200 A phase II, open-label, multicenter trial to investigate the clinical activity and safety of
(CETC: M avelumab (MSB0010718C) in subjects with Merkel cell carcinoma

Patients with

 Histologically-
proven mMCC

¢ ECOG PS0-1

Part A: patients have received at

Tumor assessments every 6 weeks
(RECIST v1.1; IERC)

Avelumab 10 mg/kg IV
(1-h infusion) every 2 weeks

Part A:

PRIMARY ENDPOINT:

« Best Overall Response
SECONDARY ENDPOINTS:

« DoR, PFS, OS, safety,
anti-drug antibodies, PK

; until disease progression,
least one line of chemotherapy o UBTES
(n=88)? clinical deterioration,
unacceptable toxicity or other
criterion for withdrawal

Part B:
PRIMARY ENDPOINT:

 Durable response
SECONDARY ENDPOINTS:

Part B: patients have not
received any prior systemic
treatment for mMCC (n=112)12

« BOR, DoR, PFS, OS, safety, anti-
drug antibodies, PK

1. NCT02155647. Available at ClinicalTrials.gov (accessed Oct 2017). 2. Kaufman HL et al. Lancet Oncol 2016;17:1374-85.

9
Part A cohort, mMMCC 2L+: design?

n=88 A phase II, open-label, multicenter trial to investigate the clinical activity and safety of avelumab
(CRINEIC) M (MSB0010718C) in subjects with Merkel cell carcinoma
R Avelumab 10 mg/kg IV Part A:

€y Inclusion Lriteria (1-h infusion) every 2 weeks
f i PRIMARY ENDPOINT:

Histologically-proven until disease progression, clinical

Stage IV MCC deterioration, unacceptable toxicity * Best Overall Response

ECOGIESIOStS or other criterion for withdrawal SECONDARY ENDPOINTS:

Patients received at

least one line of = D°R'dPF5' 0s, ls)afdety,

anti-drug antibodies, PK
ChemOtherapy Tumor assessments every 6 weeks &
(RECIST v1.1; IERC)
**Best Overall Response is defined as complete response, partial response, stable disease, or
progressive disease, according to RECIST version 1.1 and assessed by an independent review
committee.
¢ 1. NCT02155647. Available at ClinicalTrials.gov (accessed Oct 2017.
10
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In previously treated patients who received avelumab 52% are still alive at 1

year!
100
s T e
90 1 Events, n (%) 48 (54.5)
80 A
Median, months (95% Cl) 12.9(7.5,-)
70 A
1-year rate, % (95% Cl) 52 (41-62)
g 60
v 50
o
401 — Avelumab
30 1
20 A
10
0 4

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months since initiating treatment

Number g2 g1 68 59 S50 46 41 27 19 9 6 3 1 0
at risk

U 1. Kaufman HL et al. AACR 2017. Abstract CTO79 (presentation). — 2 12 month follow-up

Part B cohort, mMCC —Treatment naive - 1L: design?®

ENRPEZIN A phase 1, open-label, multicenter trial to investigate the clinical activity and safety of avelumab
(CEICC ) (MSB0010718C) in subjects with Merkel cell carcinoma

ey el e Avelumab 10 mg/kg IV PRIMARY ENDPOINT:
€y Inclusion Lriteria (1-h infusion) every 2 weeks .
i ; Durable response*
Histologically-proven until disease progression, clinical B
Stage IV MCC deterioration, unacceptable toxicity KEY SECONDARY ENDPOINTS:
ECOG PS 0-1 or other criterion for withdrawal * BOR, DoR, PFS, OS, safety,

Not received any prior
systemic treatment for
mMCC

anti-drug antibodies, PK

Tumor assessments every 6 weeks
(RECIST v1.1; IERC)

Estimated primary completion date:
September 2019

* By Kaplan Meier Method

*Durable response is defined as proportion of patients of the total ITT population with objective

response (CR or PR) according to RECIST v1.1, with a duration of at least 6 months.*

1. NCT02155647. Available at ClinicalTrials.gov (accessed Oct 2017). 2. Kaufman HL et al. Lancet Oncol 2016;17:1374-85.
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Avelumab in 1L mMCC:
High ORR 62.1% and >80% on-going for at least 6 months CR in 4 patients

Preliminary Efficacy Data — Treatment naive — 1L!

Confirmed response in | Confirmed response in

R patients with patients with
P 23 months of follow-up | 26 months of follow-up
(n=29) (n=14)
ORR (95% Cl), % 62.1 (42.3-79.3) 71.4 (41.9-91.6)
BOR,_n (%)
| Complete response 4(13.8) | 4(28.6)
Partial response 14 (48.3) 6 (42.9)
Stable disease 3(10.3) 1(7.1)
Progressive disease 7 (24.1) 2(14.3)
Non-evaluable* 1(3.4) 1(7.1)
Response durability n=18 “
Median DOR (95% Cl), months NE (4.0-NE) NE (4.0-NE)
Responses with 23 months’ duration (95% Cl), % 93 (61-99) 100 (NE-NE)
I Responses with 26 months’ duration (95% Cl), % 83 (46-96) I 89 (43-98)
o 1. D'Angelo SP, et al. Efficacy and Safety of First-lineAvelumab Treatment in Patients With Stage IV Metastatic Merkel Cell Carcinoma: A Preplanned Interim Analysisof a Clinical Trial.

JAMA Oncol 2018 Sep 1;4(9):e180077;

Durable Tumor Regression and Overall Survival in
Patients With Advanced Merkel Cell Carcinoma
Receiving Pembrolizumab as First-Line Therapy

Paul Nghiem, MD, PhD
Andrew S. Brohl, MD*; Pt
Adar

nder Bhatia, MD*; Evan J. Lipson, MD?; William H. Sharfman, MD? Ragini R. Kudchadkar, MD*;

be. d, MS*; Nag: rahit
ng, PhD'%; Blanca Homet Moreno, MD, PhD*; Elad Sharon, MD, MPH'; Martin A. Cheever, MD'; a
Suzanne L. Topalian, MD*

V tem veccentricnem preskusanju faze Il (Cancer
Immunotherapy Trials Network-09 / Keynote-017) je
50 odraslih, ki predhodno Se niso bili zdraviijeni zaradi
mKMC, do 2 leti prejemalo pembrolizumab (2 mg / kg
vsake 3 tedne). Radiografski odzivi so bili ocenjeni
centralno po merilih za oceno odziva pri solidnih
tumorjih (RECIST) v1.1.

’
J Clin Oncol 37:693-702. 2019

Friedlander, MD®; Adil Daud, MD®; Harriet M. Kluger, MD”; Sunil A. Reddy, MD®; Brian C. Boulmay, MD®;
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ORR na pembrolizumab je bil 56% (popoln odziv [24%] plus delni odziv
[32%]; 95% 1Z, 41,3% do 70,0%), ORR 59% pri virusu pozitivnih in 53% pri
virusno negativnih tumorijih.
Srednji ¢as spremljanja je bil 14,9 mesecev (razpon od 0,4 do 36,4+
mesecev).
Med 28 bolniki z odgovorom na zdravljenje mediana trajanja odziva ni
bila dosezena (razpon od 5,9 do 34,5+ mesecev).
24-mesecna stopnja PFS je bila 48,3%, srednji PFS pa 16,8 meseca (95%
IZ, 4,6 meseca, ki ga ni mogoce oceniti).
24-mesecna stopnja OS je bila 68,7%, povprecni OS pa ni bil dosezen.
Ceprav virusni status tumorja ni v korelaciji z ORR, PFS ali OS, je pri
bolnikih s PDL-1-pozitivnimi tumoriji prislo do izboljSanja PFS in OS.
NeZeleni ucinki 3. stopnje ali vec so se pojavili pri 14 (28%) od 50
bolnikov in pri sedmih (14%) od 50 bolnikov privedli do prekinitve
zdravljenja, vklju€no z 1 smrtjo, povezano z zdravljenjem.

J Clin Oncol 37:693-702. 2019

Durable Tumor Regression and Overall Survival in

Patients With Advanced Merkel Cell Carcinoma
Receiving Pembrollzumab as First- Llne Therapy

Paul Nghiem. Mo, FhD Shai
Andi

Suzanne L. Topalian, MD*

>

)

Q

% Change in Sum of
Diameters of Target Lesions (RECISTv1.1)

©
=R
1ol

oulmay, MD*;

=]
L

Patients With Ongoing ©
Response (%)
=NWhND N®©

CR-R-2--X-1
Ll

100 + Median DOR, NR irange, 5.9 24.5+ months}
Wt 1 [T !

=]

Mo. at risk

B

JClin Oncol 37:693-702.2019
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Pri bolnikih z mKMC, ki so prejemali v prvi liniji
Pembrolizumab, je le ta pokazal trajen nadzor
bolezni, splosSno obvladljiv varnostni profil in
ugoden OS v primerjavi z zgodovinskimi
podatki pri bolnikih, zdravljenih s kemoterapijo
v 1 liniji.

J Clin Oncol 37:693-702. 2019

O

Nivolumab - raziskava:
CheckMate358 (NCT02488759)

Non-comparative, two-cohort, single-arm, open-label,
Phase I/Il study of nivolumab (BMS-936558) in subjects with
virus-positive and virus-negative solid tumors

Tumor types: MCC, gastric or GEJ carcinoma,
nasopharyngeal carcinoma, SCC of cervix, vagina or vulva, SCCHN

NEOADJUVANT COHORT METASTATIC COHORT
Nivolumab Nivolumab

PRIMARY ENDPOINT SECONDARY ENDPOINTS
Safety and tolerability, ORR in metastatic patients, surgery Change in immune cells of viral-specific T-cells;
delay rate change in immune activation/inhibitory molecules of viral-
specific T-cells; PFS; OS

Oo +  NCT02488759. Available at: ClinicalTrials.gov (accessed December 2016).
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Nivolumab v 1L napredovalega KMC - ucinkovitost

mm g 7 Prior therapies (n=22)
3 — 754 W Treatment-naive
ORR, % 73 S W 1.2 prior therapies
(95% C1) (45-92) DEB @
c
CR, N (%) 7 (47) s
PR, n (%) 4(27) ‘é K
*By RECIST v1.1, investigator assessed ‘g %
g
xc
-
17}
o
[11]
Patients

1. Topalian SL et al. AACR 2017. Abstract CT074 (presentation).

Nivolumab* v 2L+ - ucinkovitost

® 754 H Treatment-naive
ORR, % 50 2R M 1-2 prior therapies
(95% Cl) (19-81) ﬂ; -
c
CR, n (%) 10 (1) g2
PR, n (%) 40 (4) b 9
S w
85
=
*By RECIST v1.1, investigator assessed 3 ol
e
i
3
1]

Patients

1. Topalian SL et al. AACR 2017. Abstract CT074 (presentation).
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Immune Checkpoint Inhibition Trials in MCC:
Advanced Metastatic Disease

Drug / Trial Target Prior | Objective |Median Median PFS | Median OS
chemo | response | follow-up
Pembrolizumab first-line’ 56°

(NCT02267603)

CITN-09

Avelumab first-line? - 63 Not Not

(NCT02155647) reached reached
JAVELIN Merkel 200

Nivolumab first/second-line? 73% \ Not
(NCT02488759) - : reached
CheckMate-358

Avelumab second-line*> 13 mo
(NCTO2155647)
JAVELIN Merkel 200

1. Nghiem PT et al.: N Engl J Med 374:2542 (2016); 2. D'Angelo SP et al.: ASCO abstract 9530 (2017); 3. Topalian S et al.: Cancer Res 77(13
Suppl): abstract CT074 (2017); 4. Kaufman HL et al.: Lancet Oncol 17:1374 (2016); 5. Kaufman H et al.: J Immuncther Cancer 6:7 (2018).

Overall Survival (%)

Anti-PD-1/PD-L1 in advanced MCC:
first-line or second-line (chemo-naive or chemo-pretreated) ?

1st line (pembrolizumab) 2nd line (avelumab) after previous chemo

median OS
\L‘x\_\“ 13 months

| 36% of pts alive at 24 mo

median OS
not reached ‘ 72 S e e

1-year OS rate: 50>

2-year OS rate: 3
{

tion, months
Abstract #9507 (Paul Nghiem et al)
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PrejSnja KT poslabsa rezultate anti-

e Ee o4
ORR 1 linija 56-73% PD-1/PD-L1

2 linija 33-50%

kot zdravljenje prve linije je treba
uporabiti anti-PD-1 / PD-L1
KT je treba prelozitiv 2. linijo

PFS 1linijal7 mo (median)
2 linija 3 mo (median)

OS 1 linija mediana ni bila dosezana
2 linija 13 mes (mediana)

O

Tudi pri MCC se je imunoterapija izkazala kot zelo
uCinkovita terapija.

Ucinkovitost imunoterapije je bila dokazana pri MCPyV
pozitivnih in MCPyV negativnih tumorjih.

Preizkusana je bila v prvem, drugem in poznejsih redih
zdravljenja napredovalega KMC.

Zdravljenje razsejanega MCC z imunoterapijo: avelumab

in pembrolizumab.

Q
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memewe Eificacy and safety of avelumab
treatment in patients with metastatic
Merkel cell carcinoma: experience from
a global expanded access program

John W Walker @ ," Celeste Lebbé,? Giovanni Grignani,® Paul Nathan,* Luc Dirix,®
Eyal Fenig,5 Paolo Antonio Ascierto ,7 Shahneen Sandhu,®® Hodrigo Munhoz,™®
Elena Benincasa,'’ Sarah Flasketi,12 Josh F€eed,‘S Arne Eru‘;elsberg,1
Subramanian Hariharan,'® Vijay Kasturi'!

Q

Among 240 evaluable patients, the objective response rate
was 46.7% (complete response in 22.9%, including 3 of 16
potentially immunocompromised patients), and the disease
control rate was 71.2%.

The median duration of treatment in evaluable patients with
response was 7.9 months (range, 1.0-41.7) overall and 5.2
months (range, 3.0-13.9) in immunocompromised patients.
No new safety signals were identified.

O
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The avelumab expanded access program for
patients with mMCC demonstrated efficacy
and safety in a real-world setting, consistent
with the results from JAVELIN Merkel 200, and

provided a treatment for patients with limited
options.

.
Nartional
Comprehensive  NCCN Guidelines Version 1.2018 MCCH Guidelines [ndes
Cane - Table of Contents
NCCN B Merkel Cell Carcinoma sl

Discugsion

PRINCIPLES OF SYSTEMIC THERAPY!

Local Disease:
= Adjuvant ct therapy not rec

Regional Disease:
= Clinical trial (preferred)

= Adjuvant 3y not routi recommended as survival benefit has not been demonstrated in
i I pective ies, but could be used on a case-hy-case hasis if clinical judgement di
» Cisplatin x etoposide
» Carhoplatin + etoposide
Disseminated Disease:
= Clinical trial (preferred)
= Avelumab?
- Pembrolizumab®
= Nivolumah?2
= Az dinical judgment dictates for |
» Cisplatin x etoposide
» Carhoplatin + etoposide
» Topotecan

»(CAV): Cyclophosphamide, doxorubicin {or epirubicin), and vincristine

with ¢ indications to checkpoint immunotherapy:

Yythen available and clinically appropriate, enrollmentin a clinical trial is recommended. The literature i not directive regarding the specific chemotherapeutic agent(=)
offering superior outcomes, but the literature does provide evidence that Merkeel cell carcinoma i chemos ensitive, although the responses are not durable, and the
agenk listed above have been used with some suceess .

2Preliminary datafrom nor randomized triaks in patient with MCC demonstrate that rates of durable response are improved with PD-1/PD-L1 blockade compared
with eytotosxic therapy. The s afety profiles for chedd point immunotherapies are significantly different from eytotoxic therapies. Consult preseribing information for
recommendations on detection and management of immune-related adverse everts associated with chedipointimmunaotherapies. Clinician and patient education is

@safe administration of chedipaint immunotherapies.
|/

183




Tudi pri MCC se je imunoterapija izkazala kot zelo
uCinkovita terapija.

Ucinkovitost imunoterapije je bila dokazana pri
MCPyV pozitivnih in MCPyV negativnih tumorjih.
PreizkuSana je bila v prvem, drugem in poznejsih
redih zdravljenja napredovalega KMC.

Zdravljenje razsejanega MCC z imunoterapijo:

Ovelumab, pembrolizumab in nivolumab.
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KARCINOM
MERKLOVIH CELIC

Predstavitev primera

Ana Erman, dr. med.

prof. dr. Janja Ocvirk, dr. med. Ljubljana, 4.3.2021

e ONKOLOSKI INSTITUT
LNSTITUTE OF ONCOLOGY

Bolnik, letnik 51

Tumorska formacija desne spodnje okoncine v predelu stegna.

« Druzinska anamneza: negativna

« Dosedanje bolezni: sero-pozitivni RA
dilatativna KMP NYHA II, SB tip I, AH

d I Postopna rast, bolecine

» Redna terapija: Ampril, Lercapress, i A

Aldactone,F;\febilet,pNolpaza, I:I)\/Ietotrexat po Koagulacija z bipolarko \VI,SB
shemi UZ desnega stegna: dd zilna

.« Alergije: brez malformacija ali bogato vaskulariziran
' y tumor
» STATUS: desno stegno 10 cm krvavec tumor

» LAB: brez odstopanj

e ONKOLOSKI INSTITUT
}-NSTITUTE OF ONCOLOGY
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Diagnostika

10/2018: CTA pelvicnih a. in a. 10/2018: citoloska punkcija 10/2018: PET - CT
spodnjih udov

» Sprememba desno * Zasevkiv
glutealno: karcinom ingvinalnih in
Merklovih celic obturatornih
Spremembi desno bezgavkah, desnem
ingvinalno zg. in sp.: skupnem iliakalnem
zasevka karcinoma Zilju, kopi€enje RF v
Merklovih celic predelu duodenuma

in ileuma

P84
Koza in podkozno mascevje desno
5Ubg|Utea|no 6.5 X 4.5 X 8.8cm, Clinicalrial preferred if available
desno ingvinalno pat. bezgavke. horapies or combinstions of

[+ Systemic therapy®
Clinical M1 =

consultation
- Surgery?
or

Best supportive care

- < See NCCN Guidelines for Palliative Care)
O ONKOLOSKI INSTITUT

INSTITUTE OF ONCOLOGY
LJUBLJANA

Zdravljenje

« Tumorektomija in ingvinoiliakalna ter obturatorna disekcija bezgavk

+ 11/2018, septicni Sok z MOF — ALO, blaga motnja zavesti

SISTEMSKO ZDRAVLJENJE

« ZZ7S —imunoterapija z Avelumabom, odobrena 1/2019

 Zacetek sistemskega zdravljenja 17.1.2019, v statusu: rana postOP brez
znakov vnetja

e ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA
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Sistemsko zdravljenje - imunoterapija

« Avelumab v 2-tedenskih odmerkih
« Brez nezelenih stranskih ucinkov, ob&asni zagoni RA (koleno)

» Kontrolni CT toraksa in abdomna 25.3.2019:

¢ Postoperativne spremembe desno
glutealno in ingvinalno

+* Levoingvinalno bezgavka z zadebeljenim
korteksom — reaktivna?/patoloska?

+* Niznakov za razsoj

« Nadaljevanje z Avelumabom

e ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Sistemsko zdravljenje - imunoterapija

« Kontrolni CT toraksa in abdomna 28.8.2019:

+ Levoingvinalno bezgavka brez
dinamike
+* Niznakov za razsoj

« Hospitalizacija v SB 1.9.2019 & 10.9.2019: slabo pocutje, bolecine v trebuhu;
povisani vnetni parameteri brez lokalizacije vnetja, negativne kuznine;
poslabsanje ledvi¢ne funkcije

« Druga hospitalizacija v SB 10.9.2019: oslabelost, povisana tel.temp, afte; atb.
Amoksilav in Diflucan, zaradi vztrajajoce febrlinosti uveden Medrol

e ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA
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Sistemsko zdravljenje - imunoterapija

« Nadaljevanje z Avelumabom

« Hospitalizacija v SB 11/2019 zaradi imunogeno povzrocenih stranskih ucinkov ob

imunoterapiji (RTG pljuc¢in abdomna bp, UZ srca bp, ACTH test bp) - ponovno
uveden Medrol

« Prekinjeno zdravljenje zimunoterapijo zaradi visokih doz KS

e ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Progres

« Kontrolni CT toraksa in abdomna 29.1.2020:
% Limfangiokarcinomatoza plju¢
% Razsoj v desno nadledvicnico,
perirenalno mascevje z obojestransko
infiltracijo obeh secevodov, trebusno
steno levo spodaj

« 12.3.2020: pojav podkoznih infiltratov na
desnem stegnu ter pod kolenom: citolosko
zasevki karcinoma Merklovih celic

« 26.3.2020: ALO s hipokaliemijo, pancitopenijo —
dializno zdravljenje in premestitev v SB

e ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA
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Zakljucki

« KMC = redka in agresivna kozna novotvorba
« Primarno metastatska bolezen ob postavitvi diagnoze

« Imunsko povzroceni stranski ucinki ob th z Avelumabom

PRECAUTIONS:

= Serious immune-mediated reactions: these can be severe to fatal and usually
occur during the treatment course. They may include enterocolitis, intestinal
perforation or hemorrhage, hepatitis, dermatitis, neuropathy, endocrinopathy, as well
as toxicities in other organ systems. Early diagnosis and appropriate management
are ial to minimize life-th ing complications (see SCIMMUNE protocol for
Immune-mediated Adverse Reaction Management Guide).
Infusion-related reactions: isolated cases of severe reaction have been reported.
In case of a severe reaction, avelumab infusion should be discontinued and
appropriate medical therapy administered. Patients with mild or moderate infusion
reaction may receive avelumab with close monitoring. Premedications with
acetaminophen and anti-histamine may be considered if there is a history of
reaction.

e ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA
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BREME MELANOMA IN KAZALNIKI
KAKOVOSTI OBRAVNAVE

Porocilo nacionalnega klinicnega
registra koznega melanoma za
obdobje 2017-2019

prof. dr. Vesna ZADNIK, dr. med.

@" CANCER REGISTRY
: REGISTER RAKA

* ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

RecisTch
KAZALNIKI BREMENA RAKA

Sluzba za zbiranje in obdelavo podatkov o vseh novih
primerih raka (incidenci) in o prezivetju bolnikov z
REGISTER RAKA RS rakom.
» Na Onkoloskem institutu Ljubljana: Ur. I. RS, §t. 31/18
> Prijavnice, ki jih posiljajo iz bolnisnic in diagnosti¢nih
centrov, iziemoma iz ambulant osnovnega
zdravstvenega varstva
» Podatki o osebi, bolezni in zdravljenju

BOLNISNICE

KOZNI MELANOM: ICD-3: 8720-8780
(C43,C51, C60,C61)

2 slora

61 let SLOVENIJA IN RAK
REGISTER RAKA RS

IN SITU MELANOM (D03)

190




Register raka RS
KLINICNI REGISTRI

@" CANCER REGISTRY
<N REGISTER RAKA

@
DP‘ R ‘ Driavniprogram v MELA"NOM
~ obvladovanja raka o PLJUCA
> DEBELO CREVO IN DANKA
Za najpogostejse vrste rakov > DOJKA
vzpostaviti klini¢ne registre
oziroma za izbrane vrste rakov > PROSTATA Ccte v
razsiriti nabor podatkov, ki jih N
spremlja Register raka Republike egiste ok bogate
Slovenije, tako da omogocajo otk ke + oo
pripravo kazalnikov za vrednotenje et oosece il
kakovosti obravnave onkoloskega e
b0| ni ka . in mladostnistvu.
RRRS: MELANOM e
» Lokacija telesa
» Histoloske razlicice
» TNM, Breslow, Clark
RRRS-KrMel

» KRG (varovalna b., rob, ustanova)
® > Sistemsko (KT, bioloka - da/ne)
» RT (da/ne)

» Datumi (incidenca, prezivetje)

Klini¢ni register
koznega melanoma
pri

Registru raka
Republike Slovenije

A

\

‘1

» Razsirjen nabor podatkov:
> HISTOLOSKE ZNACILNOSTI
» ZAMEJITEV, BRAF
» KIRURGIJA - re-ekscizije, operaterji
» SISTEMSKA TERAPUA — vrsta,
doze, odziv
» PONOVITEV BOLEZNI
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J A ] CANCER REGISTRY
—""\ REGISTER RAKA

M SLOVENIJA

P

Klinicniregister
koznega melanoma

RRRS-KrMel

priRegistru raka

O Republike Slovenije

LETNO POROCILO www.onko-i.si/rrs/kr/

@" CANCER REGISTRY
N N REGISTER RAKA

N

SLOVENIJA

v Incidenca: 605 (+250 D03)
v Umrljivost: 119
v Prevalenca: 7.415

RRRS-KrMel

v’ Prezivetje: 92 % (5-letno)
BREME

\
%%

---------------------

1996-1998 1999-2001 2002-2004 2005-2007 2008-2010 20m-203 201-2016  2017-2019
Leto

[ <08mm N-08-s1omm  W>10-<20mm  W>20-<40mm  [{>4mm 1 Neznano
“toprel Siin mant ;
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RRRS-KrMel

v lzvajalci: odvzem, laboratoriji,

zdravniki

v Strukturiran izvid (ICCR): primarni
tumor, bezgavke, metastaze

@VV

)] CANCER REGISTRY

REGISTER RAKA

v Radialna rast
v Vertikalna rast
v Ulceracija
v Pigmentacija
Voo
PATOHISTOLOSKI
Leto 2017-2019
Idravstveni zavod Stevilo Delez (%)* Stevilo Delez (%)* Stevilo Dele (%)* Stevilo Delet (%)*
Bolnnice (Skupaj) 670 55 m YA 649 613 2046 B3
Bolnidnica TopolSica 1 - 0 - 0 - 1 -
Onkoloski in3titut Ljubljana ki 37 2 45 26 2] 101 36
R R RS - Kr M e I Splogna boninica Bretice 6 - 5 5 5 B 3 06
Splosna bolni$nica Celje 83 93 10 n 89 92 32 101
Splodna bolni3nica Dr. Franc Derganc Nova Gorica 25 28 % 2] 2 21 70 25
Splosna bolni3nica Dr. Jozeta Potréa Ptuj 4 - 8 - 5 - n 06
Splosna bolni3nica lzola U 38 46 49 ki 38 m 42
Splosna bolniSnica Jesenice 2 47 56 6,0 4 49 s 52
Splosna bolniSnica Murska Sobota Y] 26 30 32 i 29 81 29
Splosna bolni3nica Novo Mesto 4 46 k7] 34 3 38 m 39
Splosna bolniSnica Sloven] Gradec K’} 38 28 30 15 16 n 28
Splosna bolniSnica Trbovije 3 - 4 - 5 - 12 04
Univerzitetni kliniéni center Ljubljana yrx] 51 m 25 m 25 651 233
U STA N OVA Univerzitetni kliniéni center Maribor 18 133 130 139 18 122 366 131
D | AG N OZ E Tasebne ordinacije (Skupaj) 11 181 1 87 2%0 %9 59 24
AGENCIJA AVANTA DRUZBA ZA KOMUNICIRANJE D.0.0. 1 - 2 - 0 - 3 -
AKD D.0.0. 12 - n - 15 16 k! 14
ARISTOTEL D.0.0. 1 - 1 - 0 - 2 -
ARSDERMA D.0.0. " - 1] 19 4 - 36 13
ASIST. MAG. MARKO BITENC - ZASEBNI ZDRAVNIK 0 - 0 - 1 - 1 -
DCPd.o.0. 2 - 0 - 0 - 2 -
DERMACENTER CENTER ZA ESTETIKO IN LASERSKO 0 _ 3 _ 0 _ 3 _
ODSTRANJEVANJE 2IL, ZNAMEN. IN DLAK
DERMADENT, .0.0. 1 - 0 - 0 - 1 -
DERMATOLOGIJA BARTENJEV - ROGL D.0.0. 4 46 45 48 62 64 s 53
DERMATOLOGLJA JASMINA DEMSAR S.P. 0 - 3 - 8 - n -
DERMATOLOGLIA MAG. METKA ADAMIC DR.MED. S.P. 1 - 6 - 0 - 1 -

APALIATALARI 1A 104 1 VA1 AR RAMRIRARA
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@" CANCER REGISTRY
<N REGISTER RAKA

v' Zamejitev: stadiji, izveden preiskave

RRRS- KrM el Preglednica 15:  Stevilo slikovnih preiskav za zamejitev bolezni pri koznih melanomih (C43, C51, C60, C63, C77-C80,
DO03) glede na UICC stadij, Slovenija 2017-2019.

Leto Slikovna preiskava Stevilo melanomov | Il n [\ Neznano In situ
Narejena ni nobena slikovna preiskava 638 301 47 15 1 1 m
Narejena je ena izmed slikovnih preiskav 168 66 53 43 1 4 1
201 Narejeni sta 2 slikovni preiskavi 42 1 12 23 1 5 0
D IAG N OSTI KA Narejene so 3 slikovne preiskave 15 0 0 9 b 1 0
Narejenih je 4 ali ve slikovnih preiskav 0 0 0 0 0 0 0
Skupaj 863 368 n 90 8 1 274
Narejena ni nobena slikovna preiskava 604 269 m 4 1 1 312
Narejena je ena izmed slikovnih preiskav 163 84 56 15 5 2 1
2018 Narejeni sta 2 slikovni preiskavi 124 25 4 42 9 4 0
Narejene so 3 slikovne preiskave 31 2 1 19 1 2 0
Narejenih je 4 ali ve¢ slikovnih preiskav 3 0 0 1 1 1 0
Skupaj 931 380 124 81 pA} 10 33
Narejena ni nobena slikovna preiskava 638 m 33 1 1 1 331
Narejena je ena izmed slikovnih preiskav 155 70 65 4 1 3 2
2019 Narejeni sta 2 slikovni preiskavi 139 29 56 43 9 2 0
Narejene so 3 slikovne preiskave 37 2 1 29 3 2 0
Narejenih je 4 ali ve¢ slikovnih preiskav 6 1 0 1 2 2 0
Skupaj 975 K1} 155 88 16 10 333

@" CANCER REGISTRY
REGISTER RAKA

v" Markeriji: molekularni, LDH
RRRS-KrMel

Prisotnost mutacij BRAF, NRAS in ¢c-KIT pri bolnikih z invazivnim koznim melanomom (C43, C51,
C60, C63, C77-C80), Slovenija 2017-2019.

Leto
Molekularne znacilnosti tumorjev 201 2018 | 2019 207-2019
BRAF pozitiven: V60OE 20 19 40 9
D IAG N OSTI KA BRAF pozitiven: V600K 1 2 2 n
BRAF pozitiven: Drugo 2 0 1 3
BRAF negativen 17 2 21 66
BRAF Neznano 17 16 8 H
NRAS pozitiven 1 2 2 5
NRAS negativen n 4 25 50
NRAS neznano 51 LX) 51 145
¢-KIT pozitiven 0 0 1 1
c-KITnegativen 13 15 25 53
¢KIT neznano 50 44 52 146
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RRRS-KrMel

v" lzvajalci: ustanova, zdravniki

v Poseg: ekscizija, re-ekscizija, SNB,
limfadenetkotomija, metastaze

Qe

CANCER REGISTRY
REGISTER RAKA

Preglednica 19b: Stevilo operiranih bolnikov s primarnim invazivnim koznim melanomom (C43, C51, C60, C63) s
prizadetimi bezgavkami pri limfadenektomiji v okviru prvega zdravljenja, Slovenija 2017-2019.

i I Stevilo prizadetih bezgavk pri limfadenekt
. O T §Iewh;:reqledamh priza ezgavk pt : :
1gavk 0 1 2do5 Galive Skupaj Delei (%)
KI RU RG IJA Vratna disekcija (v kombinaciji s superficialno <1 0 0 0 0 0 0.0
parotidektomijo ali brez) >15 [ 1 1 2 17 203
o <10 1 1 0 0 2 31
Disekcija pazduhe
207 210 12 6 q 4 26 40,6
Ingvinalna disekcija (v kombinaciji z disekcijo <5 0 0 0 0 0 00
iliakalnih in obturatornih bezgavk ali brez) 25 7 5 9 ? 73 35,9
Skupaj 26 13 1 8 64 100,0
Vratna disekcija (v kombinaciji s superficialno <15 0 0 0 0 0 0.0
parotidektomijo ali brez) =15 4 9 1 1 10 172
10 0 0 1 0 1 11
Disekcija pazduhe -
2018 210 10 9 5 3 21 46,6
Ingvinalna disekcija (v kombinaciji z disekcijo <5 0 0 0 0 0 00
iliakalnih in obturatornih bezgavk ali brez) »5 9 1 7 0 20 345
Skupaj 3 m ] 4 58 100,0
@" CANCER REGISTRY
REGISTER RAKA
v Poseg: vrsta ST (raven preparata),
doze, odziv, nezeleni ucinki
R R RS - Krl : I e I Starostna skupina Starostna skupina Starostna skupina
£ Vistadravienja o SKipina . Ldravilo !
0-19 20-49 50-74 75+ dravil 0-19 20-49 50-74 75+ 0-19 20-49 50-74 75+
ilirajoci Dak: i 2 4
Monokemoterapija 0 2 5 0 Mk'["ailm 0 2 5 0 g arbazm. " 0
agensi Temozolomid 0 0 1 0
Kombinirana 0 2 0 0 Analogi platine 0 2 0 0 | Karboplatin 0 2 0 0
kemoterapija Taksani 0 2 0 0 | Pakiitaksel 0 2 0 0
Citokini 0 0 0 0 Citokini 0 0 0 0  IFN-a2b 0 0 0 0
Kemoimunoterapija 0 0 0 0 |/ 0 0 0 0 |/ 0 0 0 0
Anti CTLA-4 0 0 0 0 AntiCTLA4 0 0 0 0 Ipilimumab 0 0 0 0
S I STE M S KA . _ Pembrolizumab = 0 3 “ 5
Anti PD-1 0 9 32 6 Anti PD-1 0 9 32 6 Nivolumab 0 6 8 1
TERAPIJA = Kombinirana 0 1 4 0 Anti CTLA-4 0 1 4 0 Ipilimumab 0 1 4 0
S
o~ imunoterapija Anti PD-1 0 1 4 0 Nivolumab 0 1 4 0
AR SR Dabrafenib 0 0 0 0
BRAF inhibitorji 0 0 0 0 | BRAFinhibitorji 0 0 0 0 Vemurafeni 0 0 0 0
R . Trametinib 0 0 0 0
MEK inhibitorji 0 0 0 0 MEKinhibitorji 0 0 0 0 Kobimetinib 0 0 0 0
Dabrafenil 1 pil 1
BRAFINibiol | O | w | 2 | 2 |Doonlemd d 3
BRAF in MEK Vemurafenib 0 1 1 1
AL 0 i 2 2 —
inhibitorji MEK ahbitar 0 7 7 3 Trametinib 0 1 1 1
inhipitorji
. Kobimetinib 0o | B | 2| 1
Skupaj 0 28 63 8  Skupaj 0 45 89 10 Skupaj 0 45 89 10
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@" CANCER REGISTRY
N REGISTER RAKA

v" Ponovitev bolezni: vrsta, Stevilo,
Preglednica 9e:  Eno- in triletno preZivetje do prvega napredovanja bolezni ali smrti in opazovano prezivetje ter

v
mediana prezivetja s 95 % intervalom zaupanja (1Z) bolnikov z invazivnim koznim melanomom

ve .
/ Prezlvetje (C43, €51, C60, €63, C77-C80) glede na debelino tumorja po Breslowu, Slovenija 2017-2019.

RRRS-KrMel

Vrstapreltvetp  Debelina tumara po Bresiowy St

w530 %0 viesech
. W L 89 85-912 no 7%69-812 !
08 ™ %8s 916-93 ®A 936-913
e 08510 " 3 431000 916 154982
napredovan »10-<20 m %2 943-983 n 8098
olersl o st 20540 % 04 .7-932 610 603-145
’ ] 65 3213 64 %8512 %)
Netnano 2 as 6-692 2 194409 n3
Ll L w2 933-953 82 82-853 1
08 ™ 87 98.0-95 65 937-914
>08-510 m 91 913-%00 u2 89)-997
o 10420 m s %294 0o e
22040 ®» %8 94983 3 98-80
4 %1 24 78.0-87) 538 n-614 05
Nemmano 2 3 2396 %3 %2581 w

NAPREDOVANJE
BOLEZNI "

Slika 16
Kaplan - Meierjeva krivulja
pretivetja bolnikov z invazivnim
koznim melanomom (C43, C51
€60, C63, C77-C80) do prvega

g w0
= napredovanja bolezni ali smrti
E glede na debelino tumorja po
£y Breslowu, Slovenija 2017-2019.
0
<08mm
—  08<.510mm
0
00 05 10 15 20 25 30 === M0Z.a20Em
Cas fleta) — 20<..s40mm
— > dm
-— Neznano

21 2018 2019 2017-2019
Stevilo novih primerov (vodilni nevusi) 9 9 1 2
Povpredje (starost) 60,9 519 515 56,4
Mediana (starost) 68 62 56 57
Histoloska rsta (Sfra 1€0-0-3) Stevi % Stevilo % Stevilo % Stevilo %
R R RS = Kr M e I Melignant melanoma, NOS (8720) 1 Lik] 2 22 4 364 7 A1
Nodular melanoma (8721) 1 m 2 22 1l 91 4 138
. Lentigo maligna (8742) 0 0,0 0 00 1 91 1 34
Superficial spreading melanoma (8743) 1 78 5 55,6 4 364 16 55,2
Druge histoloske vrste (8722,8723,8730,8740,8741,8744,8745,8761,8770-8772,8780) 0 0,0 0 00 1 91 1 34
Skupaj (8720-8780) 9 100,0 9 100,0 n 1000 29 100,0
Diagnostiéna obdelava Stevilo % Stevilo % Stevilo % Stevilo %
Ne 0 00 0 0,0 0 0,0 0 00
Dermatoskopija Da 0 0,0 0 0,0 0 0,0 0 0,0
Neznano 9 100,0 9 100,0 n 100,0 9 100,0
Popoln 0 00 0 0,0 0 0,0 0 00
Pregled koze Delen 0 0,0 0 0,0 0 0.0 0 00
s KLAD N OST S Neznano 9 100,0 9 100,0 n 100,0 29 100,0
Opravijen popoln pregled kode Da
SM ERN ICAMI do 3est mesecev po eksciziji Ne
Opravljena dermatoskopija do ba
Sest mesecev po eksciziji Ne %
Ne 1 n 0 0,0 0 00 1 34
PET-CT 3 33 2 22 4 364 9 310
a 0 0,0 1 1 2 182 3 103
Tamejitvene preiskave MRI 0 0,0 1 m 0 00 1 34
uz 0 0,0 3 33 5 455 8 26
RTG 1 ns 8 889 1 100,0 26 897
Neznano 0 0,0 1 11 0 00 1 34
Zasevki niso mikroskopsko potrjeni 0 0,0 0 0.0 1 91 1 34
Citoloska potrditev 0 0,0 0 0,0 0 0,0 0 0,0
Wi opeks polidiev Histoloska potrditev 9 00 9 0 0 %9 B %6
regionalnih zasevkov
Ni zasevkov 0 0,0 0 0,0 0 00 0 0.0
Neznano 0 0,0 0 00 0 0,0 0 00
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Cwm mm w1 w1209
Diguosiénn sl \ S | % | Stevo | % Sweio \ % Sweio | %
Negativen 0 00 1 m 2 182 3 103
Dolofites BRAF statusa Pozitiven 00 2 02 6 545 8 276
Neznano 3 13 2 22 2 182 1 %1
Kirsko éravienje | Seo | % Sedo % Sedo | % | Sek | %
R R RS = Kr M e I Da 9 w0 | 1 | 78 no w7 91
Eksczia Ne 0 00 2 22 0 00 2 69
. Nibilo izvedeno* 0 00 0 00 0 00 0 0,0
<20mm 1 8 1 100,0 n 1000 5 926
Stranski kirurski ob 20 mminvet 0 00 0 00 0 00 0 00
Neznano 2 22 0 00 0 00 2 14
<20mm 5 556 1 100,0 8 n1 2 1
Globoki kirurski rob 20 mm in veé 0 00 0 00 0 00 0 00
Neznano 4 “4 0 00 3 13 1 29
Da 8 889 6 857 n 1000 5 926
Reeksczia prirobovih ekscizie < 20 mm Ne 1 m 1 u3 0 00 2 4
Nibilo izvedeno® 0 00 0 00 0 00 0 00
Da 8 889 8 89 1 1000 7 931
S KL A D N o ST S Biopsia varovalne bezgavke (SNB) Ne 1 n 1 m 0 00 2 69
Nibilo izvedeno® 0 00 0 00 0 00 0 00
SMERNICAMI B 8 | 10 | 8 | w00 | n | w00 | 2 | 100
Pozitivne bezgavke pri SNB Ne 0 0.0 0 0,0 0 0,0 0 00
Neznano 0 00 0 00 0 00 0 0,0
D 1 ua 1 8 ] 364 15 517
Limfadenektomija Ne 5 56 2 02 1 636 " 83
Nibilo izvedeno* 0 00 0 00 0 00 0 00
Opravijena limfadenektomija v tirih Da 0 00 0 00 0 0,0 0 0,0
tednih po datumu ugotovitve Ne 4 100,0 1 100,0 4 100,0 15 100,0
Nizko riziéni bolniki (velikost zasevka v regionalni bezgavki <1mm) 0 00 0 0,0 0 00 0 00
Visoko rizéni bolnik (velikost zasevka v regionalni bezgavki 2 tmm) 2 02 2 22 1 91 5 72
Adjuvantno sistemsko zdravljenje Stevio | % ‘ Stevilo ‘ % Selo | % Steo | %
| Da 0 00 0 00 0 00 0 00
Imunoterapija z interferon alfa 2b Ne 9 100,0 9 100,0 n 100,0 yi 100,0
Nibilo izvedeno* 0 00 0 00 0 00 0 00
Da 0 00 0 00 0 00 0 00
BRAF inhibitorji Ne 9 100,0 9 100,0 1 100,0 ] 100,0
Nibilo zvedeno® 0 00 0 00 (] 00 0 00
Preglednica 28a: Kazalniki kakovosti za kozni melanom, Slovenija 2017-2019.
o : Cilina Leto
Kazalniki kakovosti
vrednost 201 2018 2019 2017-2019
1. Ekscizia 1a | Diagnoza s pomocjo ekscizijske biopsije (EB) 95% 96,7 95,4 9,6 96,3
. : 1b | EBjeizvedel kirurg ali dermatolog 95% 984 99,2 95,5 977
RRRS KrM el 7 Sindorian soisholot ik 2a | Patohistoloski izvid je bil izdan v treh tednih po odvzemu vzorca 95%
- . Standardiziran patohistoloski izvi
P 2b | Patohistoloski izvid vsebuje vse podatke 95% 2.6 36 517 40,3
3a  Reekscizija primame brazgotine pri stadiju T1a in visje 95%
3. Reekscizija 3b | Kirurg je bil isti kot pri eksciziji 95%
3c | Casovni interval v treh mesecih po datumu ugotovitve 95%
4a | SNB pri stadiju T1b in visje 80% 80,0 75 87 87
e 4b | SNB je izvedel kirurg onkolog 95% 995 100,0 99,5 997
4. Biopsija varovalne bezgavke (SNB) - . .
4c | Casovni interval v treh mesecih po datumu ugotovitve 95%
4d  Standardiziran patohistoloski izvid SNB vsebuje vse podatke 95% 917 94,2 94,0 934
5. Multidisciplinarni konzilij 5 | Multidisciplinarni konzilij za vse bolnike stadija Ill ali IV 95%
KAZALNIKI 6a | Limfadenektomija pristadiju 8% 133 6 68 69.8
KA KOV o STI 6. Limfadenektomija 6b | Limfadenektomijo je izvedel kirurg onkolog 95% 98,3 100,0 100,0 994
6c | Casovni interval v tirih tednih po datumu ugotovitve 95%
7. Zamej slikovna di ik I slikovna di pri stadiju [Il in IV (PET CT ali CT) 95% 46 68,2 12,0 619
8. BRAF status 8 Dolocen BRAF status pri stadiju Ill in IV 5% 337 393 58,9 439
9. Adjuvantna radioterapija (RT) 9 | Delez bolnikov z visokim tveganjem, ki je prejel adjuvantno RT 80% 75,0 52,2 818 ne
10. Radioterapija 10 | Delei zakljucenih obsevanj 80% 989 95,0 98,8 979
1. Adjuvantna sistemska terapija 11| Delei bolnikov z adjuvantnim sistemskim zdravijenjem 60% 121 03 40,2 246
12. Sistemska terapija 12 | Delez bolnikov na sistemskem zdravljenju pri stadiju IV (1.red) 60% 36,4 69,2 52,6 571
13. Zapleti sistemskega zdravijenja 13 | Sledenje zapletom sistemskega zdravljenja 85% 911 936 847 89,8
14. Zakljuceno sistemsko zdravljenje | 14 | Delei predcasno zakljucenih sistemskih zdravljenj <15% 36,8 364 453 395
15. Klinicne raziskave 15 | Vkljucenost bolnikov v Klini¢no raziskavo 15% 0,0 038 5 08

Ciljna vrednost je dosezena ali presezena

Ciljna vrednost ni dosezena

Vzpostavljajo se pogoji za spremljanje kazalnika
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R R RS - Kr M e I Stevec: Stevilo novih primerov (bolezni) koznega melanoma stadija IIl pri katerih je bila izvedena limfadenektomija ali pa je
6a  Limfadenektomija pri stadiju il  bila izvedena SNB in je bilo Stevilo pozitivnih bezgavk = 0
Imenovalec: Vsi novi primeri (bolezni) koznega melanoma stadija Il

Stevec: Stevilo novih primerov (bolezni) koznega melanoma stadija Il pri katerih je bila izvedena limfadenektomija na

Limfadenektomijoje ivedel | G\ o1 o ingtitutu Lubljana

6. Limfadenek- 6b

tomija kirurg onkolog Imenovalec: Vsi novi primeri (bolezni) koznega melanoma stadija Ill pri katerih je bila izvedena limfadenektomija
Stevec: Stevilo novih primerov (bolezni) koznega melanoma stadija Il pri katerih je bila izvedena limfadenektomija v itirih
6c Casovni interval v 3tirih tednih  tednih po datumu postavitve diagnoze metastaze v bezgavki (datum avtorizacije izvida ali po pozitivni citologiji ali po pozitivni
po datumu ugotovitve SNB)
KAZ ALN I KI Imenovalec: Vsi novi primeri (bolezni) koznega melanoma stadija IIl pri katerih je bila izvedena limfadenektomija
primer
6a | Limfadenektomija pri stadiju lll 85% 733 .6 64,8 69,8
6. Limfadenektomija 6b | Limfadenektomijo je izvedel kirurg onkolog 95% 98,3 100,0 100,0 99,4
6c  Casovni interval v stirih tednih po datumu ugotovitve 95%
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GENETIKA MELANOMA
17.SOLA O MELANOMU

doc.dr. Barbara Peri¢, dr. med.
spec.spl.krg
Oddelek za kirursko onkologijo
Ol Lj

Genetika melanoma

zarodne mutacije
penetranca
gensko svetovanje, testiranje

somatske
klasifikacijo melanocitnih tumorjev
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Melanom

GOSTITELJ

OKOLIJE
Fenotip,

UV zarki, solarij Imunosupresija

Etiologija
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ANAMNEZA

Je kdo v druZini zbolel? Kaj pa starost?

Ste do sedaj sami Ze kdaj zboleli?
Tip koze?
Ste bili v otrostvu in mladosti pogosto opeceni?

1:2 I3 14 1ES (1113 116 (114 1:7 (115 116 |18 WA7[1E91E18 (1110 119 | 1111 11:20 (1:12]
L 46

BC Y
Ded9y De57y BCDg 43y

WY 12 03 104 1S 06 17 10128 119 n:10 11 :13 {15 - 115 r g 113 2122 n:23
4 um 38

Oy y n:12 n:14 n:16 n:18 n:20
UMDgd0y D39 Ded0yBC Dg35y
IM Dg3s:

Ocena tveganja

Q1. How old were you when you were first diagnosed with

melanoma?

© 11 # Based on the MELPREDICT model (Q1, Q2 & Q3), the

— most likely probability that you carry a mutation in
CDKN2A is 3%. This estimate falls within a range of 2.3%

Q2. How many primary melanomas have you had? 10 3.9%.

0 3

Based on the 3-factor GenoMELPREDICT model (Q1, Q2
Q3. How many other members of your family have been & Q3), the most likely probability that you carry a
diagnosed with melanoma? mutation in CDKN2A is 22.9%. This estimate falls within
18 B arange of 18.3% to 28.2%.

Q4. Have you or any of your family members been Based on the 4-factor GenoMELPREDICT model (Q1, Q2,
diagnosed with pancreatic cancer? Q3 & Q4), the most likely probability that you carry a
Yes v mutation in CDKN2A is 43%. This estimate falls within a
range of 37.1% to 49.1%.

‘ Update \ Clear

https://genomel.moffitt.org/GenoMELPREDICT/

201



Carriers. %

Supplementary Figure 3. Carriers distribution across genes with at least 1 PTV. (A) Selected
cases and controls; (B) Selected+unselected cases and controls.

BC — breast cancer, CC — colon cancer, SKCM — skin cutaneous melanoma, UM — uveal melanoma

Artomov M, Joseph V, Tiao G, Thomas T, et al. Eur ) Hum Genet. 2019 Feb 4. doi: 10.1038/s41431-019-0346-0.

KM v druzini

-
k

.. o - g
e druzine s prevladujocim

p bl
KM N e |
G — 50l — —
& Widtype Mutated Ly Widtype
&l cl cel

e druzine z drugimi raki

&

Telomere enlargement

Potrony M, Badenas C, Aguilera P, Puig-Butille JA, Carrera C, Malvehy J, Puig S. Ann Transl Med. 2015 Sep;3(15)
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Penetranca genov

Figure 4 High, medium and low
penetrance genes and their
chromosome band locations. Black text
denotes high penetrance genes; blue
text denotes medium penetrance
genes; red text denotes low
penetrance genes.
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Znacilnosti:
e 20-40% druzin

» multipli primarni

e pl6in pl4ARF zinski ¢lani
pl6inp > >3 druzinski ¢lani,

» trebusna slinavka
* penetranca <&

geografska lega » zgodnje obolevanje

> Breslow > 0.4 mm
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Gensko svetovanje in testiranje

»the results influence clinical decisions and
treatment can be implemented to prevent or
improve clinical outcomes”

I samopregledovanje, zascita pred soncem,
pogostejsi pregledi, osvescenost

Melanoma genetics.Read J, Wadt KA, Hayward NK. J Med Genet. 2016 Jan;53(1):1-14.

Indikacija

SVETOVANIJE ODVZEM KRVI
KM 2 sorodnika v prvem posameznik z > 3 KM

kolenu 3sKMvl.alill. kolenu
sorodstva

2 s KM v druzini, ¢e je eden 2 s KM in bolnik z rakom

od bolnikov zbolel z vec trebusne slinavke v I. ali Il.

primarnimi KM ali ima kolenu sorodstva

sindrom atipi¢nih nevusov s KM in 2 bolnika z rakom
trebusne slinavke v I. ali Il.

druzina s 2 3 sorodniki z kolenu sorodstva

KM melanom Zilnice (uvea)

BAP 1-inaktiviran nevus (?)
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Ol gen. testiranje

2001 — 2020 Nove druZine

278 pts
36 pts CDKN2A

Glyl01Trp - Italija &
Kelti

IVS1-1G>A !!] BAP1  CDKN2A  BRCA2 -
nakljucna
najdba?

Svetova nj e Information for

medical staff

obisk dermatologa (pregled koZe skalpa, oralne mukoze, nohtov,
genitalij);

— vec kot 50 nevusovy, Stevilni atipicni nevusi — prvi¢ v 3 mesecih po

svetovanju, nato na 3-6 mesecev

— vsakih 6 mesecev

1x mesecno samopregledovanje koZe z upostevanje ABCDE
kriterijev,

prepreciti nastanek son¢nih opeklin
v primeru visokega UV indeksa uporabiti zascitna oblacila

uporaba zascitnih krem na delih telesa, katere ne moremo zascititi z
oblacili. Priporocene so tiste z SPF 30 ali vec ter UVA in UVB zascito.
Nanasati jih je potrebno vsaki 2 uri, v primeru kopanja pa pogosteje.
poskrbite za ustrezen vnos vitamina D

Gl pregledi

205



Acute myeloid leukemia
Badder
Broast
Chronic lymphocytic leukemia
Colorectal
Carcinoid
Carvical
Diffuse large B-cell ymphoma
Esophageal adenocarcinoma
Eving sarcoma
Giioblastoma multforme
Hoad and neck
Kidney cloar cell
Kidnoy papilary coll
Low-grade glioma
mutations/Mb @ Lung adenocarcinoma

Lung squamous call carcinoma

,DRIVER LB

Ovari

Pancreas

MUTACIJE“ e T T

Thyroid

Figure 2.

Radial spectrum plot of the 2,892 tumor samples having at least 10 coding mutations. The
angular space 15 compartmentalized into the six different factors discovered by NMF (see
Methods). The distance from the center rep the total fi y. Different

tumor types segregate into different compartments based on their mutation spectra. Notable
examples are: lung adenocarcinoma and lung squamous carcinoma (red: 2 o’clock position).

melanoma (black: 12 o’clock p ). 1 k 1 and colorectal cancer (various
shades of green: 8 o’clock p ). les harboring of the HPV or APOBEC
signature (bladder. cervical and head and neck cancer, marked in yellow. orange. and blue
respectively: 10 o’clock position), and AML and CLL samples sharing the Tp*A—T
signature. 4 o’clock position. (See also Supplementary Table S3.)
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Benign ::‘“‘
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Author manuscript - - ~—x—"‘“"E -
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Published n inal edited fom s e L

Anau Rev Pathol. 2014 ; 9: 239-271. doi:10.1146/anaurev-pathol-012513-104658.

m . 0 B

Non-epithelium associated

THE MOLECULAR PATHOLOGY OF MELANOMA: AN
INTEGRATED TAXONOMY OF MELANOCYTIC NEOPLASIA

Boris C. Bastian

Abstract —— l 3 —1

" Internal
‘Melanomas are comprised of nultiple biologically distinct categories, which diffe in cell of Site Eye ‘ organs | LT
s M it i — —
le of UV radiston, I P > ; ) r
st 3 . Benign Lt LM-'"': | e e | “’;;;:"'J
primary oncogenes,typically leading to benig T
histologic &am:es ‘The progression of nevi is restrained by m'uh:pll umor suppressive ) ( Atyical
‘mechanisms, Secondary g i Borderline i b
‘overtly malignant The

pathogenesis, clisial, istologcaland genetic featuses of priary melanocytc neoplasms is = [ B e | [l
seviewed and infegrated into a axonomic framework: Malignant melanoma | | Melanoma g inCN
([

Figure 1. Taxonomy of melanocytic neoplasia

AN arising from ted Where
licabls bang:\nx stages are noted The different classes have

Mwm:wmbpmm'nmmmdxpamhm shown at the bottom. B)
assocrated Yy The categones

have no relationship to UV m‘hzwn and, with the exception of congenital nevus-associated
melanomas, which occur primanly in prepubertal children, 3 wide age distribution.
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WHO klasifikacija
koznih tumorjev

Table 2.06 Classification of melanomas and precursor lesions on the basis of clinical, ttribute

Low UV radiation exposure/CSD High UV radiation exposure/CSD

Pathway ! i 1 ’ i

Endpoint of pathway Low-CSD melancma/SSM ! me;"’g:r;“;lsfw ‘ D::;ﬁ;':;"c
|

Benign neoplasms (naevi) Naevus IMP. IMP
Intermediate/low-grade dysplasias Low-grade 8IN DPN v ?
and melanocytomas { dysplasia ! | |AMP/dysplasia ; IAMP/dysplasia

Intermediate/high-grade High-grade | et o6p parieirating | Lentigo maligna
(MIs)

| melanocytoma/ | melanocytoma, PEM/MELTUMPf
dysplasias and melanocytomas dysplasia/MIS |

MELTUMP MELTUMP
E—

MIS

Low-CSD | ] [
Melanoma in BIN Melanomain | Melanoma in - Desmoplastic
Malignant neoplasms mslar‘\\ulmal/ssm (tare) DPN (rare) PEM rare) LMM (VGP) T

Common mutations®® BRAFpVE0OE . BRAForNRAS | BRAF MAP2KI, BRAF+ |  NRAS, BRAF NF1
of NRAS + or NRAS PRKARIA ‘ {non-p.VGO0E)
BAP1 + ‘ KIT,
|

or
CTNNB or APC PRKCA
COKN2A, TP5 3
| PTEN
!
|
BIN. BAP1-inaciivated naevus: BN. biue naevus: CBN, cel!ular biue naevus: CN. conpennal naevus; CSD, cumulauve sun damage. DPN, deep penelraung naevus;
|AMP. atypical ', IAMPUS, i atypical of uncertain si¢ melano-
cytic atypia LMM, lentigo maligra melanoma; low/ high-CSD melamyma melanoma in skin with a low/high degree of cumulahve sun damage;
MELTUMP, melanocytic tumour of uncertain malignant potential, MIS. melanorma in situ; PEM, plgmemsd eplmauold melamcytaﬂh S8M, superficial spreading melanoma;
STUMP, spilzoid tumour of uncertain malignant potential, UV, ultraviolet: VGP, verti

Low to no (or

w v ( vi il Vil X

Malignant Spitz tumour/

Spitzmelaroma Acral melanoma Mucosal melanoma Melanoma in CN Melanoma In BN Uveal melanoma

2 2

v
Spiiz naevus Acral naevus Melanosis

CN | Blue naevus

Atypical Spitz tumour Aypical melanosis/ Nodule in CN (Atypical) CBN
(melanocyloma) Wi/ dysplesia dysplasialIAMPUS )

STUMP/MELTUMP Acral MIS Mucosal MIS MISin CN | Atypical CBN

Mucosal lentiginous Melanoma in CN Melanoma in biue naevus |

lalignant Spiz wmourl |
Spitz melanoma | Acral melanoma (VGP) melanoma (VGP) ‘ (tumorigenic) (tumorigenic) Uveal melanoma

(tumorigenic)

HRAS; KIT, NRAS, BRAF, KIT, NRAS, KRAS, NRAS; GNAQ, I GNAQ, GNAT1,

ALK, ROST, RET, NTRK, HRAS; KRAS, or BRAF pV60OE | GNATH, CYSLTR2
NTRK3; BRAF; or MET NTRK3, ALK, | BRAF (smail lesions) | or CYSLTR2 o1 PLCB4
o NF1 or BRAF ‘
|

CDKNZA CDKN2A;

SF3ET, JF7 AX

Definitions: Melanocytomais a ige has increased cellularily and/or alypia (compared with a commen naevus) and an
P ly stil i i igenic forming i

 Common mutations in each pathway are listed. mutations already identified in benign or borderfine low lesions are shown in bold.
© Blue, loss-of-function mutation; &0 galn-ohtunthisn mutalion; green, change-of-function mutation; + purple, rearrangement;
ey, promoter mutation.
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Klinicna raba

Histopatoloske znacilnosti +/-
molekularno genetske znacilnosti

posamezniku prilagojeno (sistemsko)
zdravljenje,

izboljSanje prezivetja
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~  VLOGA BIOMARKERJEV V
SISTEMSKEM ZDRAVLJENJU
MALIGNEGA MELANOMA

DOC.DR.TANJA MESTI, DR.MED. S

17.SOLA MELANOMA @
ONKOLOSKI INSTITUT LLYBLJANA, 05.MAREC 2021 ™

— N -

UGOTOVITVE TCGA ANALIZE

* 4 GLAVNI VODILNI TIPI MUTACIJ — BRAF, RAS, NF1 IN TROJNO DIVIJI TIP

» DEREGULACIJA MAPK /ERK SIGNALNE POTI — NEKONTROLIRANO CELICNO
RAST

* BRAF MUTACIJA — 52%

* RAZLICNI MOLEKULARNI PROFILI

* TROJNO DIVIJI = MULTITIROZINKINAZNI ZAVIRALCI

* RAS IN NF1 — MEK ZAVIRALCE

* RAS, NF1 IN TROJNO DIVJI TIP — MEK IN PI3K/AKT/MTOR ZAVIRALCE (AKT3)
* IMUNSKI SISTEM — POMEMBNO VLOGO

o MALIGNI MELANOMI Z VECJIM STEVILOM IMUNIH CELIC, KI VRASCAJO V
TUMOR IN OKREPLJENO T CELIENO SIGNALIZACIJO — BOLISO PROGNOZO
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KOZNI MELANOM > 85%
AKRALNI MELANOM 8%

UVEALNI MELANOM 5%

YV V VY V

SLUZNICNI MELANOM 2%

Melanoma: Multiple Molecular Subsets
Defined by ‘Driver’ Mutations
" . 509% BRAF 0% KIT
A from Sk /0 3
Without Chronic 209 NRAS
Sun Damage
Arising from Skin . 10% BRAF 2% KIT
With Chronic " 10% NRAS

Sun Damage

Arising from 5% BRAF 20% KIT

Mucosal » 15% NRAS

Surfaces

Arising from 15% BRAF 159 KIT
Acral » 15% NRAS

Surfaces

Uveal Melanoma = 20-25% GNAQ
; 559% GNA11l

Curtin et al. NEJM 2005; Curtin et al. JCO 2006

BRAF Signalna Pot

Growth RAS—-RAF
factors pathway
'®

Oncogenic Qncogenic
BRAF signali signaling arrested with
AnaTnE BRAF inhibitors

Constitutive activation is Independent of extracellular —
factors and does ot fespend to biochemical signals that
would normally regulate activity

*& Selective binding.
of oncagenic

BRAF kinase by
vemurafenib,

blacks the
copstivitively activated

pathway and
{downstraam activity

5 (2]
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DISTRIBUCIJA BRAF MUTACIJ

=~5% <5% 1% <1%

VBOOR VEDOD Ls87V VBOOR' D594G L597Q
VB0OM D594V L597R
VBOOE2 DS94E  VE00G
D584N L5978 KeO1E

ClJA BRAF TIP MUT
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M —
. * &
v %301 BRAF V600E .Egg
i o 3 o
“ .
: i
| |

Figee 1. Bm.. CB-"”

Clinical outcomes after treatment with
BRAFi+MEKi in V6OOE (red) and
V600K (blue) metastatic melanoma.
A, Best change in RECIST target
lesions (%). B, PFS. C, OS.

P=087
0 20 40 60
Time of follow-up (months)
Patients at risk

BRAF VB0OE 78 39
| BRAFVBOOK 15 8

- . BRAF V600K VECJE BREME MUTACI) @

L

* PD-1 ZAVIRALCI BRAF V600E/V600K (84/19)
- NIVOLUMAB (22/2)
- PEMBROLIZUMAB (62/17)

ODGOVOR NA ZDRAVLIJENJE V600K 53% VS V60OE 29%
PFS V600K 19 VS V60OE 2,7 MES.
OS V600K 24 VS V60OE 11,7 MES.

N e s

‘Gene expression (-1og 1o(f° value) >

Unsdusted

152905, DESea2 o P valoe: 0.002843. Each dot/isnghe represerts one Srgle
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©

8

Bost % change RECIST tamet lesions

Proportion OS

melanoma. A, Best change in RECIST targets (%).

SEKVENCA
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American Journal of Clinical Dermatology (2020) 21:493-504
https://doi.org/10.1007/540257-020-00509-z

Long-Term Outcomes in BRAF-Mutated Melanoma Treated
with Combined Targeted Therapy or Immune Checkpoint Blockade::
Are We Approaching a True Cure?

Patrick Schummer' - Bastian Schilling’ @ - Anja Gesierich'

Treating BRAF V600-mutated melanomas with a BRAF
and MEK inhibitor significantly increases survival
outcome.

Resistance mechanisms to the BRAF and MEK inhibi-
tion still remain a major problem.

Melanoma patients harboring a BRAF V600 mutation
might benefit the most from a first-line immune check-
point blockade.

[ JAMAONCOlogy | Oniginal investigation

Association of BRAF VEOOE/K Mutation Status and Prior BRAF/MEK Findings

Inhibition With Pembrolizumab Outcomes in Advanced Melanoma ETRERE LI SET (s e BETRE s
Pooled Analysis of 3 Clinical Trials status (BRAF wild-type or BRAF VEDOE/X-mutant melanoma) who
Igor Puzanov, MO, MSCI; Antoni Ribas, MO, PhO; Caroine Robert, MO. PHO; O, MO; Adil Daud, MD; it

Ana Arance, MD; Matieo'S. Carino, PhO, MBES; Steven 1 O'Day, MD; Georgha V. Long, PhD, MBS, Kim A. Margolin, MD; Reinhiard Dummer, MO: (S———
mwm:ymmmm&iﬁymmmmnmum MEK Inhibzors. Patients with BRAF wiki-type and BRAF

Progasion!me suvval, %
[
Progession tee sevivi, %

0 % fo fs 70 25 30 35 4 & 50 55 6 & M © 1o 15 2 25 30 3 40 45 %0 % @ & 0
Time, mo Tme, mo
Patiores 3t rik, Mo, Favents 1 sk, Mo
e BRAF mutar + SRAV + WEKD
1134 663 502 420 371 30 283 M7 W0 138 73 4 1 2 0 71121 86 71 S8 0 42 38 3 2 W0 5 1 1 0

mta muta - BRAFI ¢
4026170 M3 110 7 8 77 &7 © 16 8§ 4 2 0 163105 8 72 61 47 43 39 34 MW & 3 3 1 0
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BRAF /MEK + IMT

cobimetinib
Progression-free survival, months, 151 (11-4-18-4) 106 (9:3-12:7)
median (95% CI)
Hazard ratio (95% C1) 078 (0-63-0-97), log-rank p=0-0249

Placeb:

74-2%

54:0%
43:6%

Pragression-free survival (%)

— Placebo + vemurafenib + cobimetinib
— Atesolizumab + fenib + cobimetinib

+ Censored

'
H
i
T

T T T T
0 3 12 15
Number at risk Time (months)
Placebo + vemurafenib + cobimetinib 258 230 179 it 107 86 71
b + ve fenib + cobimetinib 256 229 174 123 114 90

Atezoli

Atezolizumab, vemurafenib, and cobimetinib as first-line
treatment for unresectable advanced BRAF'**° mutation-
positive melanoma (IMspire150): primary analysis of the
randomised, double-blind, placebo-controlled, phase 3 trial
Ralf Gutzmer, Daniil iy, Helen Gogas, Carli Karl Lewis, Rodrigo P Pereira, Thomas Eigenter,

Piotr Rutkowski, Lev Demidov, Georgy Moiseevich Manikhas, Yibing Yan, Kuan-Chieh Huang, Anne Uyei, Virginia McNally, Grant A McArthur®,
PaoloA Ascierto*

Lancet 2020;395: 1835-44
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RNA
interference

NRAS

Farnesyltransferase
inhibitors

» Kozni MM UV + 15 — 20%

> NRAS & BRAF

|— Pi3Kinhibitors

Lancet Oncol 2017; 18: 435-45

Binimetinib versus dacarbazine in patients with advanced
NRAS-mutant melanoma (NEMO): a multicentre, open-label,
randomised, phase 3 trial

Dacarbazine
A (n=269) (n=133)
1004 tients: 179, 269)
= Patenes 88, 23)
£ s Complete response” 4(1%) o
% 0 ! 37(14%) 9(7%)
£l4 | PFS 2,8 vs 1,5m e
i x\ﬁ%,__ 727%) 59(44%)
E ha — S —— Non-complete response 7(3%) 1(1%)
HRO62 (95% C10-47-080) p<0.001 ] or non-progressive disease
T - T : T - T - T T o
s 30 45 60 75 90 105 1m0 @5 1o 105 180
Nombertrisk Unknownt 40(15%) 4131%)
Binimetinib  269(0)  175(33) 90(54) 56(66) 30G4) 8GN 1SEY 1B 9B 7(85 480 1(90)  0(%0) Overall responset (15%;11.2-201) 1-12
Dacabazine 133(0) 56(28) 731N 2132 940 8(40) 6(40) 342 0@s) 045) 0(45) 05 0(45) & 1S9 (3 5
. Disease control] 157 E:]
(58%:522-643)" (5% 17.7-330)
%004 - Binimetinib (events, patients: 161, 269) J )
i - Dacarbazine (events, patients: 67, 133) 209 days, more
&
£ OS11vs10,1m
i
0]
HR 100 (95% 01 0.75-133); p=0.50
H g 3 3 ) A A 1 )
atrisk “Time from randomisation (months)
Binimetinib 269 (0) 240010) 185(16) 14116) 96 40) 58(66) 26(89) 9(100) 5(104) 1(108) 0(108)
Dacarbazine 133 (0) 98a7) 7609) e 4400 26(45) neEn 363 363) 0(66) 0(66)

and Eastem
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Best response to any line of
immune therapy

CR/PR

SD/PD

CR/PR/SD

PD

Response to first-line
immune therapy

CR/PR
sD/PD
CR/PR/SD

PD

19 (32%)

41 (68%)

30 (50%)

30 (50%)

n=:60

17 (28%)

43 (72%)

27 (45%)

33 (55%)

n=53

12 (23%)

41 (77%)

16 (30%)

37 (70%)

n=53

8 (15%)

45 (85%)

13 (25%)

40 (75%)

n=116

22 (19%)

94 (81%)

34 (29%)

82 (71%)

n=116

19 (16%)

97 (84%)

31 (27%)

85 (73%)

60

0.068

o

» 3% MM:
®= MUKOZNIH

CKIT
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\/‘l T
~—
) Targeted Therapy for KIT-Mutant
Melanoma
Imatinib
* 1% chance of response in unselected melanoma patients
* 30-50% chance of response with recurrent KIT mutations
—

N

* BRAF MUTACIJA
* NRAS MUTACIJA
* CKIT MUTACIJA

BIOMARKERJI OI LJ

o TEKOCA BIOPSIJAZ2!
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ZAKLJUCKI

RAZLICNI PODTIPI MALIGNEGA MELANOMA, KI SE OBNASAJO KOT RAZLICNE
E SO TUDI RAZLICNE RAZLICEN ODGOVOR NA ZDRAVLJEN
EK IN IMT JE SMISELNA

I + IMUNOTERAPIJA
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Obravnava bolnika s sumom na melanom

ALEKSANDRA DUGONIK
Oddelek za koZne in spolne bolezni
UKC Maribor
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odkrivanje melanoma v zgodnjem stadiju
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diagnosticne in terapevtske odlocitve na osnovi:

sodobnih epidemioloskih spoznanj

sodobne diagnostike in organizacije dela

. primarne in sekundarne preventive

diagnosticne in terapevtske odlocitve na
osnovi sodobnih epidemioloskih spoznanj
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pojav melanoma je interakcija genetske pedispozicije in ne/prilagoditve na Zivljensko okolje

U

posamezniki z vedjim tveganjem za pojav melanoma

Fenotip kot
napovedni
dejavnik

za razvoj KM

Stevilne epidemioloske raziskave kaZejo, da so dolocene
fenotipske znadilnosti koZe in las povezane z vecjo
incidenco KM in jih zato uvrs¢amo med

dejavnike tveganja za razvoj KM

nizko A=
zmerno BHEG)
povecano 10 -20
izredno pove¢ano > 100

Garbe C, Buttner P, Weiss J, Soyer HP, Stocker U, Kruger S et al. Risk factors for developing cutaneous
melanoma and criteria for identifying persons at risk: multinenter case-contol study of the central malignant
melanoma Registry of German Dermatological Society. J Invest Dermatol 1994; 102(5): 695-9.

223




Fenotip kot
napovedni
dejavnik

za razvoj KM:

* faktor tveganja za razvoj KM = linearno narasc¢a s Stevilom
melanocitnih nevusov

¢ delitev Stevila nevusov na skupine do 10, 50, 100 in ve¢ kot 100:
v vsaki nadaljnji skupini se relativno tveganje podvoji

Melanocitni
nevusi

Garbe C, Buttner P, Weiss J, Soyer HP, Stocker U, Kruger S et al. Risk factors for developing cutaneous
melanoma and criteria for identifying persons at risk: multinenter case-contol study of the central malignant
melanoma Registry of German Dermatological Society. J Invest Dermatol 1994; 102(5): 695-9.

nepotrebno napacno

ekscizije MN in benignih lezij laserska ali RF ablacija MN
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Fenotip kot
napovedni
dejavnik
za razvoj KM: * relativno tveganje je nekoliko ve¢je (1,6) Ze pri manj$em
Stevilu(1-4) atipi¢nih nevusov na koZi
e privecjem Stevilu (>5) se poveca na 6,1 (zmerno tveganje)
in se nato ne veca z veanjem Stevila atipic¢nih nevusov
Atipicni ¢ dolocanje kriterijev za AMS* zgolj na podlagi klini¢nih znakov
tipicni in ne histolo3ke slike
melanocitni
nevusi * sindrom atipi¢nih nevusov
= Garbe C, Buttner P, Weiss J, Soyer HP, Stocker U, Kruger S et al. Risk factors for developing
Cutaneous melanoma and criteria for identifying persons at risk: multicenter case-contol study of

the central malignant melanoma Registry of German Dermatological Society. J Invest Dermatol
1994; 102(5): 695-9.
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Fenotip kot
napovedni
dejavnik

za razvoj KM :

Maligna
transformacija
melanocitnih
nevusov

(N + melanomi)

¢ redek pojav
1: 200.000 nevusov na leto pri ljudeh mlajsih od 40. let
1:33.000 za moske nad 60. letom starosti

e 1le20-30% KM razvije iz melanocitnega nevusa

e Zivljenjsko tveganje za razvoj KM iz MN do 80. leta starosti
za osebo staro 20 let:

0,03 % (1na3.164)za moskein 0,009 % (1 na 10.800) za Zenske
e za N+ melanome znacilen fenotip z velikim Stevilom nevusov

e znacilna za mlajse bolnike
trup
povrsinsko rastodi tip KM (SSM)
tanjse KM

Tsao H, Bevona C, Goggins W. The transformation rate of moles into cutaneous melanoma.
Archives of Dermatology 2003; 139: 282-8.

Dejavnik
tveganja
za razvoj KM:

Kongenitalni
nevusi (KMN)

e pri bolnikih s KMN pojavlja KM v 0,05 % do 10,7 %
e tveganje za razvoj KM pri posameznikih, ki imajo KMN,
465-krat vecje v obdobju otrostva in adolescence

e tveganje za razvoj KM v KMN korelira z velikostjo KMN.

¢ KMN s O >20 cm imajo tveganje za pojav_KM > 100

e niuporabnih raziskav, ki bi opredelile tveganje za pojav KM v srednje
velikih KMN (O 1,5 do 20cm)

e tveganje za pojav KM v malih KMN ([ < 1,5 cm) neznano ;
tezko razlocevanje od navadnih melanocitnih nevusov

Krengel S, Hauschild A, Shaefer T. Melanoma risk in congenital melanocytic nevi: a systematic
review. Br J Dermatol 2006; 155: 1-8

Carli P, Salvini C. Melanocytic nevi. In: Williams H, ed. Evidence-based dermatology. 2" ed.
Blackwell Publishing. Oxford 2008; 339
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Dejavnik
tveganja
za razvoj KM:

Druzinska
obremenjenost
s KM

¢ vel kot dva sorodnika s KM v prvem kolenu ali ve¢ oddaljenih sorodnikov
¢ sorodniki s KM, ki se razvil zgodaj v Zivljenju
¢ sorodniki multiplimi nevusi in KM in/ali rakom trebusne slinavke
(CDKN2A, CDK4 autosomal dominant type mutacije))
e sorodniki z multiplimi KM

Family history Any 1.74 (141214
Parent 240 (210-2.72)

3.2 (26-3.9) for North American males**

4.4 (35-5.2) for North American females
Sbiing 2.98 (254-3.47)"

3.2 (26-3.9) for North American males*®
4.4(35-5.2) for North American females*®
8.92 (4.25-15.31)"

61.78 (582-227.19)"

Two first-degree relatives
Parent with muttiple primary melanomas

Psaty EL,Scope A, Halpern AC,Marghood AA.Defining the patient at high risk for melanoma .Internatiolnal Journal of
Dermatology 2010;49:362-376

o Cases per 100,000 and year
s0
40
30
20
10
014 15-34 3539 40-44 45749 $O-54 S5-59 60-64 65-69 70-74 7579 8o-84 8+
Age groups

I Males I Females

Age-specific incidence rates in the Federal Republic of Germany. Estimates of incidence rates in men (dark bars) and
women (light bars) are based on data from several cancer registries in different Federal States

Garbe C, Leiter U. Melanoma epidemiology and trends. Clinic in dermatology 2009; 27,3-9

Stevilo novih primerov KM glede na starost in spol
Slovenija, 2013

Dejavnik
tveganja
Za razvoj
KM
“
Starost,
spol

Primama Vso Starosti
lokacija spol starosti "
Prmary Sex Al o<
<t ) oges 0 5- 10— 15- 20- 25~ 30- 35—
Maligni melanom koze M 274 4112 (N|(15
Malignant melanoma of skin 1 250 112 710 16
Druge maligne neoplazme koze M | 1350 2(5 (2|2
Skin, other malignomas 1 | 1% 1.3 8.0

Tveganje za razvoj KM narasca z leti, posebej pri moskih

Pojav de-novo, hitro rastocih (nodularnih) oblik KM

227



Dejavnik
tveganja
za razvoj KM:

KM in druge
oblike koZnega
raka

e relativno tveganje za razvoj sekundarnega KM je > 10
¢ najvecje v prvih dveh letih po primarnem KM

¢ Nemelanomske oblike raka : tveganje zmerno povecano, cca 4

Personal Melanoma 1-8% of melanoma patients will be
history of skin cancer diagnosed with another melanoma®®
Nonmelanoma skin cancer (including actinic damage) 4.28 (2.80-6.55)*

Psaty EL,Scope A, Halpern AC,Marghood AA.Defining the patient at high risk for melanoma.Internatiolnal Journal of
Dermatology 2010;49:362-376

Fenotip kot
napovedni
dejavnik

za razvoj KM:

Barva
koze in las

¢ dejavnik tveganja za razvoj KM pri svetlih tipih koze je 1,4, ki pa se
razvije zgolj ob dodatnem vplivu zunanjih dejavnikov oz.
izpostavljenosti koZe UV svetlobi

¢ Relativno tveganje za rdece lase : 3,5 (zmerno)

Phenotypic traits™

Hair color Red vs. Dark 3.64 (2.56-5.37)
Blond vs. dark 1.96 (1.41-2.74)
Light brown vs. dark 1.62 (1.11-2.34)
Freckles High vs. low density 2.10 (1.80-2.45)
Eye color Light (green, hazel, blue) vs. dark ~1.5

Garbe C, Buttner P, Weiss J, Soyer HP, Stocker U, Kruger S et al. Risk factors for developing cutaneous
melanoma and criteria for identifying persons at risk: multinenter case-contol study of the central
malignant melanoma Registry of German Dermatological Society. J Invest Dermatol 1994; 102(5): 695-9.
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Dejavnik

tveganja

Pri znakih, znacilnih za aktini¢no okvaro koZe, npr. aktini¢ni oziroma
solarni lentigo, Ze manjse Stevilo sprememb tega tipa na kozi
posameznika zveca relativno tveganje za 2,1, veliko Stevilo pa za

za razvoj KM:

34
Aktiniéne Sun exposure Intermittent 2.35(1.78-3,00*
. Chronic 0.98(085-1.12)
okvare koze Sunbum histoy 202(173-28)
Tanning Salon Ever vs. never, 1.15 (1,00-1.31)%

Garbe C, Buttner P, Weiss J, Soyer HP, Stocker U, Kruger S et al. Risk factors for developing

cutaneous melanoma and criteria for identifying persons at risk: multinenter case-contol study of
the central malignant melanoma Registry of German Dermatological Society. J Invest Dermatol 1994;
102(5): 695-9.

prepoznajmo in spremljajmo paciente,
ki imajo povecano tveganje za pojav melanoma
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diagnosti¢ne in terapevtske odlocitve ob
sodobni organizaciji dela

Kaj je dermoskopija ?

... je tehnika opti¢ne povecave in
dodatne osvetlitve zgornjih plasti koZe,
ki omogoca ogled morfoloskih struktur v kozi
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Strukture v kozi

Unna (1885):

“\zorec v pigmentni leziji na koZi je posledica disperzije
svetlobe na keratinocitih v epidermisu in podrocnih
akumulacij pigmenta (posebej melanina)

dermatoskopija

NI NADOMESTEK HISTOLOGIJE
* ne da vedno odgovora ali je lezija MM

* pomoc pri odlocitvi, ali naj bo suspektna lezija
ekscidirana in histolosko opredeljena
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primarna in sekundarna preventiva
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Primarna
preventiva

e popularizacija postopka samopregledovanja in prepoznavanja suspektnih
lezij na kozi ( Euromelanoma day)

* izobraZevalni program “‘Varnos soncem”’
¢ priporocila za zakonsko direktivo MZ o nevarnostih solarijev

ZDRUZENIE SLOVENSKIH
DERMATOVENEROLOGOWY

Znak ,grdega radka” Zadtita pred soncem MELANOM
Fiazvo| melanoma je povezan z veSkramimi |e najnevarnejia
vrsta koZnega raka.

Svoriu. § pravilno 2iidiia pred sencer lahko
nasianal mianorma prapragimo.’

. PREPOZNATE RAZLIKO
T — =5

g0
propomuvanfe melanoma. Pozori bodite e, 1ed nanavarnim znamenjem
plgmentno znamenje, ki lzrzita adstopa od oetalih. in nevarnim melanomem?
Znamenie, ki vea skrbl, pokatite lbranamu i

2dravniky l dermatologs.’
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“Soproga je bila tista, ki ga je opozorila na nevsakdanje znamenje, vendar se na
njena prigovarjanja, naj obis¢e dermatologa, na zacetku ni odzval. Ker je kot
vsaka mlada mama pogosto prevec zas¢itniska do svoje druZzine, jo je jemal
nekoliko z rezervo. Pravo resnejSe opozorilo so prinesle fotografije malignih
znamenj, ki si jih je ogledal v sluzbi”

Jan Uderman, 32-letni ocka dveh deklic

e 44% pacientov opazi KM sama (57,1% Zzensk : 33,8% moskih)
e 25,3 % zdravniki

e 18,6% partnerji ( partnerka 26,7% : 8,1% partner)

e 12,1% ostali

Epidemioloska Studija /Queensland /vzorec 3772 bolnikov s KM

Carli P, Salvini C. Melanocytic nevi. In: Williams H, ed. Evidence-based dermatology. 2" ed.
Blackwell Publishing. Oxford 2008; 339

Priporocila za zakonsko omejitev
uporabe solarijev
ZSD, maj 2002
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ZASCITIMO OTROKE
~ PRED SKODLFIVIMI
WGINKI SONGNIH ZARKOV.

NAS VRTEC SODELUJE V
PREVENTIVNEM PROGRAMU

Vorno $ §

Zavod za zdravstveno varstvo Celje

Zdi

I J] og
Drustvo za boj proti raku regije Celje

Verno s soneam

mag. Ana Benedi¢i¢dr.med, Simona Ur3i¢ dr.med, mag. Metka Vrbovsek

“Projekt Varno s soncem, je zajel 15.000 otrok po Sloveniji

DANES ZAGOREL - JUTRI STARIKAY IN BOLAN

Sonce je nevarno.
Za¥liti se, Le hotes ostati zdrav in lep!
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2013 15544 34.277
2012 NN 10974 31.295
2011 N 2343 29519
2010 M 2369 21.560
2009 .0 19.000 M school
2008 0 15.000
preschool

2007 95,

0 10000 20000 30000 40000

Since 2007 more then 180.000 preschool and school children have been included in this program

Sekundarna
preventiva

¢ lastno izobraZzevanje
prepoznavanje suspektnih lezij na koZi s strani zdravnikov
uéne delavnice ““Prepoznavanje melanoma in drugih koznih lezij””

¢ hitra obravnava bolnika s suspektno lezijo s strani dermatologa

¢ spremljanje bolnikov z visokim tveganjem za melanom s strani
dermatologa

e  smernice za obravnavo bolnika po KM

237



238



L ®

-.'.\0
o ° L ] .
I'e

& .0

‘.B..

Figure 1. Thvee Examples of an Ugly Duckling

novo nastale lezije na kozi

rast in spreminjanje nevusa
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17. Sola o melanomu

Prikaz bolnikov

Katarina Smuc Berger,
spec.dermatovenerologije
Splosna bolnisnica Izola

4.in 5.3.2021

Katere bolnike obravnavamo?

e S Stevilnimi pigmentnimi spremembami

* Z novonastalimi /sumljivimi pigmentnimi spremembami
e Spremljanje bolnikov po odkritem melanomu

e S pozitivno druzinsko anamnezo

¢ |S¢emo mozen izvor metastaz

e |zrezemo sumljive spremembe
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Znak ,,grde racke”

Pigmentirana lezija, ki se
bistveno razlikuje od
ostalih

*Klini¢no in/ ali
dermatoskopsko
* Uporabno za laike

« The "ugly duckling” sign: agreement between observers. Scope A et all. Arch Dermatol. 2008 Jan;144(1):58-64.
« The role of the ugly duckling sign in patient education. llyas M et al. J Am Acad Dermatol. 2017;77(6):1088-1095.

« Ugly Duckling Sign as a Major Factor of Efficiency in Melanoma Detection. Gaudy-Marqueste C et al. JAMA Dermatol.
2017;153(4):279-284.

Melanom, Breslow 0.7 mm

4
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“Grdi racek”
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M.B.,44 letni moski

¢ Ob avskultaciji opazena sprememba na hrbtu
* Sam ne ve nic¢

* Dosti izpostavljen UV Zarkom

« Stevilni nevusi

¢ Druzinska anamneza negativna

Obravnava:

e Ekscizija

* Maligni melanom preteZno in situ, fokalno invaziven do
Breslow 0.25 mm, Clark Il, ni ostankov nevusa

¢ Reekscizija

* Kontrole v dermatoloski ambulanti

e Samoopazovanje, zas¢ita pred UV Zarki
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,Razjeda na stopalu”

B.A., 92 letna Zenska

¢ 2 leti spremenjen 3 prst desne noge
e Pricelo kot modrica

* Kasneje Sirjenje Zarisca in destrukcija nohta, vozli¢ na hrbtiscu
stopala

* Redno hodila na preveze v diabetolosko ambulanto
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Obravnava

* Tipna za oreh velika bezgavka D ingvinalno

* Takoj opravimo biopsijo s prsta in vozli¢a

* Histopatoloski pregled: melanom prsta stopala,
zasevek melanoma na hrbtis¢u stopala

* Napotitev na Onkoloski inStitut
* Amputacija prsta
*Umrla 2 leti pozneje zaradi drugega vzroka

POZOR pri spremembah na stopalih 1!

Ni vsaka razjeda na stopalu zilne etiologije!

12
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, RoZnat tumor”

Z.S., 63 letna zenska

*4.2.2019 napotnica z opisom: znamenje spremenjeno
od poletja, v 2 mesecih zraslo na 1.5 cm, rosi

*12.2. 2019 pregled in ekscizija
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Obravnava

* Ni tipno povecanih bezgavk

* Histopatologija:melanom, povrsinsko rastoci tip, ClarkV, Breslow
6mm, ulceracija, 9 mitoz/mm?, brez pigmentacije , satelitski
mikroinfiltrati

BRAF nemutirana

* Ol: BVB pozitivna, pooperativno obsevanje, imunoterapija
nivolumab 5 mesecev, dakarbazin 3 cikluse

* Februar 2020: hospitalizacija v SBI — razsoj vzdolZ L stegna,
abdominalne bezgavke, skelet, pljuca

*17.2.2020 gospa umre

Amelanoticni melanomi
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Amelanoticni melanom

¢ 1.8-8.1% melanomov je amelanoticnih ali hipomelanoti¢nih (1)

* Pogosto odkriti pozno oz. ob razsoju (1)

¢ Klini¢no in dermatoskopsko problematicni (2)

* Histopatolosko dobro prepoznavni (2)

* 10% melanomov je brez dermoskopskih ali klini¢nih znacilnosti (3)

(1) Koch SE. Amelanotic melanoma: the great masquerader.J Am Acad Dermatol. 2000.
(2) Barnhill RL, Gupta K. Unusual variants of malignant melanoma. Clin Dermatol. 2009.
(3) Johr RH. Pink lesions.Clin Dermatol. 2002

19

Melanom, Clark IV, Breslow 1.5 mm, brez pigmentacije, pT2b
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,Poskodba znamenja?*

PA., 65 letni moski

* Pribl. 1 mesec krvaveca tvorba na hrbtu
¢ Poskodba?

* v preteklosti dosti izpostavljen UV Zarkom, delal na prostem,
veckrat opecen

¢ Druzinska anamneza negativna
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Obravnava:

* Ekscizija

* Maligni melanom, nodularni tip, Clark Ill., Breslow 5 mm,
do 8 mitoz/mm?, blago pigmentiran

e Lab. in slikovne preiskave

* Napotitev na O.l.

* Kontrole onkolog, dermatovenerolog

* Razsoj bolezni po 2 letih in pol

, dpremenjeno
znamenje”s.z, 53 letni

mosKi

*Vrsto let znamenje na hrbtu

e Zatipal spremembo (avgust 2019)

« Stevilni nevusi v druZini
*Verjetno mocne soncne opekline v otrostvu
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Obravnava

* Ekscizija

* Melanom : Clark IV, Breslow 3.5mm, 1 mitoza na mm?, brez
ulceracije, prisoten displasti¢en melanocitni nevus

* Usmerjen na Ol

* Ugotovljena BRAF mutacija in pozitivna bezgavka ingvinalno
levo

* Uvedena terapija dabrafenib+trametinib za eno leto
* Bolnik je stabilen
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»Sreca nikoli ne pociva,,

47 letni moski

 Sept 2013

e« Zavrne
ekscizijo
Junij 2018

Obravnava 2018

* Ekscizija

* Histopatologija: in situ MM s prehodom v MM povrsinsko
rastodi tip; Clark Ill, Breslow 0.6mm, Brez ulceracije, do 1
mitoza

* Reekscizija in spremljanje

253



SLIKOVNE

PREISKAVE PRI

BOLNIKIH Z MELANOMOM

Nina Boc, dr.med.

RADIGLOGY
- D

VLOGA RADIOLOGIJE (&)%)

* Ocena razsirjenosti bolezni
* Detekcija — lokalno, sistemsko
» Karakterizacija

* Ocena ucinka terapije
e Sledenje

IS
eges

H»%F
Medicine

Priporocila za obravnavo bolnikov s koznim melanomom

Reccomendations for the treatment of patients with
cotaneous melanoma

'"Marko Hogevar, 'Primoz Strojan, 'Janja Ocvirk , '"Martina Rebersek,
'Marko Boc, 'Barbara Peri¢, 2Bo3tjan Luzar, 2JoZe Pizem, 'Olga Blatnik,
'Katarina Karner, *Tomi Bremec, *Tanja Rugigaj Planindek
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DETEKCIJA LOKALNO

Suspektna pigmentna lezija

. " Pomen ultrazvocne (UZ) preiskave za zamejitev malignega melanoma

Diagnosti¢na ekscizija (2-5mm) Maja MuSit, Marko Hoéevar, Maja ek, Maksimiljan Kadivee 0.

(dermatolog, splo$ni kirurg, plasti¢ni kirurg, kirurg onkolog)
’
’
>

> Standardiziran patoloski izvid

! v 3 tednih
Priporotila za obravnavo bolnikov s koZznim melanomom

Reccomendations for the treatment of patients with
cotaneous melanoma

Z/AMEJITVENE PREISKAVE

* Pri bolnikih stadija 0 in IA ni treba opraviti dodatnih zamejitvenih preiskav.

* Pri bolnikih stadija IB in Il: Zamejitvene preiskave: UZ bezgavcine loZe,
citoloska punkcilja po presoji kirurga onkologa, PET-CT, CT prsnega
kosa/abdomna le ob simptomih in znakih.

* Pri bolnikih stadija IllA razmislimo o PET-CT (CT prsnega kosa/abdomna). Pri
tem upostevamo prognozo bolezni in nacrtovano dodatno zdravljenje

* Pri bolnikih stadija IlIB in IlIC opravimo PET-CT brez/z MR moZganov s
kontrastom. Namesto PET-CT lahko opravimo CT prsnega kosa, abdomna in
medenice s kontrastom.

* Pri asimptomatskih bolnikih stadija llID in IV poleg PET-CT (CT prsnega
kosa/abdomna) razmislimo tudi o MR mozZganov s kontrastom. Dodatno
slikovne preiskave opravimo ob simptomih in znakih bolezni (Uz, rtg...).

Priporotila za obravnavo bolnikov s koznim melanomom

Reccomendations for the treatment of patients with
cotaneous melanoma
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SLIKOVNO-DIAGNOSTICNA OCENA
RAZSIRJENOSTI BOLEZNI

* Lokoreginalno: UZ bezgavcne loze bolj senzitivno kot CT + moznost ABTI

* Slikovno-diagnosti¢na detekcija in karakterizacija:

* Maligno/benigno

* Verjetnost vrste lezije v jetrih (FNH, HCC..), ledvici (RCC), pankreasu (IPMN), pljuca

(epidermoidni), nadledvicnica (adenom)

* Slikovno-diagnosti¢ne metode:

* UZ (hemangiom hiperehogen)—> CEUS

* CT s KS = faze slikanja

* MR s KS + DWI

e PET-CT (metabolna aktivnost)

* Resnica je na konici igle! = standardiziran patoloski izvid \ 5 /

OCENA RAZSIRJENOSTI BOLEZNI|
ULTRAZVOK

* Poceni
* Ni sevanja — ultrazvocni valovi

* Odliéna metoda za oceno bezgavk in moznost ABTI
* MozZna detekcija in/ali karakterizacija z uporabo ultrazvocnega KS
* Sonovue - sulphur hexafluoride microbubbles

P i ¢ KI: nestabilna angina pectoris, AMI, tipicna AP v mirovanju v zadnjih 7 dneh, signifikantno
-~ poslabsanje sréne funkcije v zadnjih 7 dneh, nedavna koronarografija s stentiranjem, znana

.o ULTRASOUND
alergija.....

~o PAIN, ALL o
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SLIKOVNO-DIAGNOSTICNA OCENA
RAZSIRJENOSTI BOLEZNI - CT

* Sevanje —doza = ALARA

* Faze slikanja — klini¢no vprasanje:
* nativna faza — pri bolnikih z MM ni diagnosti¢na
e arterijska faza — krvavitve, ishemija, hipervaskularni
tumoriji, pred kirurgijo
* venska faza — parenhimska faza za detekcijo
* pozna, nefrografska, ekskretorna faza, faza po 15
min za nadledvicnice, po 2 min za CZS
* Peroralni KS: gastromiro, sorbitol, voda, zrak

* Intravenski KS: vsa KS jodna—> ESUR guidelines
on contrast media

© g s o by Ui s, 208

“I'l have to X-ray your arm again.
This one is overexposed.”

ploscatoceli¢ni karcinom odnos do kosti pred krg.
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Radiologists are like “Look,
it’s right here clearly”

SLIKOVNO-DIAGNOSTICNA OCENA
RAZSIRJENOSTI BOLEZNI - 5CT

* Sevanje — doza = ALARA
e Radiofarmaki: 18F-FDG, 18F-holin, C11-

Radiation Dose to Adults
From Common Imaging Exa

metionin, 18F-FET, PSMA —

* 18F-FDG metabolna aktivnost — za e S
metabolno aktivne tumorje e

& *Senzitivnost (94%), specificnost (79%), ﬁﬁz:&;m = ;m
: pozitivna napovedna vrednost (86%) s T

¥ %y and negativna napovedna vrednost i
_'Tﬂ.'-l" (91%) ) i seemmmoon e
® =

*Using F-18 FDG PET/CT for ive surveillance of

OCENA UCINKA TERAPIJE — RECIST 1.1

* Response Evaluation Criteria In Solid Tumors

* Standardizirana ocena ucinka terapije za solidne ; L)
4 L

tumorje 2

* RECIST je kombinacija kvalitativne in kvantitativne

New response evaluation criteria in solid tumours:

ocene Revised RECIST guideline version 1.1)
.. v . . v . .. EA. Slsmhawer®, E Thnase', |, Bagamny’, LH, Schvertr’, D Sagent’, R, Ferd,
* Temelji na konceptu tarcnih in netarénih lezij b bt o ey, i, ok

R Kapler, 11 Loowme', |, Verunf'

e Tarcne lezije so kvantitativna ocena
e Netarcne lezije so kvalitativna ocena

Eur J Cancer. 2009 Jan;45(2):228-47. doi: 10.1016/j.ejca.2008.10.026. New
response evaluation criteria in solid tumours: revised RECIST guideline

(version 1.1).Guidelines (version 1.1
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OCENA PREISKAV

o TARCNE LEZIJE

¢ merljive lezije 210 mm
(spiralni CT 5 mm)

¢ 5lezij, max. 2 na organ
e Bezgavke >15 mm

» NETARCNE LEZIJE

Nemerljive lezije in ostale
(sledimo kvalitativno)

¢ Lezije <20 mm na Rtg pc, lezije
<10 mm na CT

e LN 10-14 mm
* Lezije v skeletu
¢ Predhodno obsevane lezije

* Ascites, plevralni izliv, cisti¢ne
lezije, vnetni karcinom dojke,
karcinoza mening

* NOVE LEZIJE

Target Lesions Non- Target Lesions and New
Lesions

* Recommended * Recommended

» CT (preferred) » CT (preferred)

> MRI » MRI

+ Accepted + Accepted

» Clinical Examination » Clinical Examination
7 Chest X Ray » XRay

» Mammogram » Ultrasound

 Ultrasound » Endoscopy

¢ Zaoceno ufinka terapije — enaka
preiskava kot predhodna

* Scintigrafija skeleta, PET, angiografija,

tumorski markerji,
citologija/histologija niso del RECIST

* Baseline — prva preiskava
¢ Tarce — vsota najdaljsih
premerov
¢ Opis netarc¢nih lezij in ostalih
sprememb

¢ Evaluacija

¢ Tarce — vsota najdaljsSih
premerov in primerjava s prvo
preiskavo pred zdravljenjem ali
nadir

¢ Netarcne lezije

¢ Ocena ev. novo nastalih
sprememb

RECIST 1.1
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ODGOVOR (tarénih/netarcénih lezij)

Response of Targets Response of Non Targets

PR 2 -30% of sum of Diameters ts for NT

*CR - no lesion seen (or LN < 10 mm) If not > SD

02-2016 06-2016

ODGOVOR NA TERAPIJO

Target Lesions Nfg:izr,?:t New Lesions RS:: cr;"se
CR CR No CR
CR Ci/lii)’\:?;;) Ne R
PR CR or SD No PR
sb CR or SD No Sb
PD Any Yes or No PD
Any PD Yes or No PD
Any Any Yes (PD) PD

CR — complete response — popoln odgovor
PR — partial response — delni odgovor
SD — stable disease — stabilna bolezen
PD — progressive disease — progres bolezni
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PROGRES BOLEZNI

Povecanje sestevka premerov tarcnih lezij za >20%
Vsaka novo nastala lezija

DELNI REGRES BOLEZNI

Zmanjsanje sestevka premerov tar¢nih lezij za >30%
Netarcne lezije, ki so nespremenjene ali so se zmanjsale
Ni novih lezij
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NOVA ZDRAVILA - NOVI KRITERUI

Original irRC irRECIST iRECI

BL: Definition of TL WHO+ 5 cutaneous teria RECIST 1.1 criteria

target
BL: Definition of Non specified RECIST 1.1 criteria RECIST 1.1 criteria
NTL
BL: Definition of LN  Not specified RECIST 1.1 criteria RECIST 1.1 criteria
FU: TLand r NL (25%5 m of i irCR, irSD, irPR
measurable NL mm; up to 5 forgan 5 (>10mm for non nodal, > rat -

new cutaneous and 10 15mm for nodal lesions, |Gon Garcs R 2000 Do 1, 5(23) T412.20 ok 10.1188/1678.0432 CCR 001624 e 2009 Now 24

visceral lesions) 2/organ up to 5) ‘Guidelines for the evaluation of immune therapy activity in solid tumors: immune-related response
FU: NTL Only to define irCR irCR and Non-irCR/Non- irCR, Non-irCR/Non-uPD, 3

irPD uPD e D", Hoos A. ODay S. Wiber JS. Hamd O. Latbé C. Mai M. Binder M. Bohnsack O. Nichol G, Humaheey R. Hod) F§.
FU: Non Prevent for irCR PD if unequivocal PD
measurable NL Prevent for irCR
2, 2015 Nov 139031 3841.3. 85 10:1200¥J00 201561 6470, Eput 2018 Avg 10
Related in Solid Tumors.

irRC : ! ati 1 weeks co 4 -8 weeks after the first ki L
P PD Chiou VL., Burotio ¥

o1 2017 Mar 183} 61439152 o 10,101/ 1470-2045(17 300748 Epu 2017 Mar 2

|IRECIST: guidelines for response criteria for use in trials testing immunotherapeutics.
' 3 Eol i A, Gran A%, Hods FSY, The
£G'

REVIEW & Openiccess @ @

Hyperprogression: A novel response pattern under
immunotherapy

Xue-fiao Han, Aqu Alu, Yi-nan Xiao, Yu-quan

IRECIST

¢ Temelji na kriterijih RECIST 1.1

¢ Ima prefix ,i‘

¢ Glavna razlika = progres bolezni
1. radiolosko ugotovljeni progres bolezni = iUPD
(unconfirmed progression disease)

$

opravimo kontrolno preiskavo cez 4-8 tednov ik

$

v kolikor potrdimo, da je bolezni ve¢ kot na prvi preiskavi >
confirmed progression disease (iCPD)

Tumor

GO Twwatins

e Vsak nasledniji prvi progres pomeni iUPD in ponovimo preiskavo Cez 4-8
tednov
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PSEVDO-PROGRES HIPERPROGRES (HPD)

* Pricca 7% bolnikov * Pricca 9-29% bolnikov
¢ Mlajsi bolniki — bolj odziven imunski sistem ¢ Potencialni prediktivni faktorji za HPD: * LDH, >
¢ Lahko povezan s klinicnim poslabsanjem 2x povecanje tumorja

* Najpogosteje okrog 12 tedna Table 1

Definitions of hyperprogressive disease (HPD)

POTRDITEV PROGRESA ===

.

Unit and i HPD definition

TGR = Atumeor volume/Atime ~ RECIST-defined PD and TGRpost 22 TGRpre

al. (3) (months)
Saada-Bouzid TGK = A sum of tumor TGK post TGKpe 22
_ post pre 2
c 4 .8 t.ed nov . etal. (7) diameters/A time (months)
* Nishino et al 103 bolniki z melanomom Feraraeral  TGR = Atumor volume/Atime ~ RECISTdefined PD and TGRpost > TGRpre ~50%
— 4% pseudoprogresov @ (months)
« Srednji ¢as od prve preiskave do Karoetal. (§) TGR=Atumor volume/A time  Time to treatment failure <2 months and >50% increase in tumor

N~ . (months) burden and TGRpost 22 TGRpre
zmanjsanja tumorskega bremena

6,8 mes (3,4-6,9mes)
. HPD, hyperprogressive disease; PD, progressive disease; RECIST, response evaluation criteria in solid tumors; TGK.
¢ RANO working group (neuro-oncology) tumor growth kinetics; TGR, fumor growth rate
priporoca 3 mesecni zamik za potrditev
progresa bolezni

Jong Yeob Kim et. Al., Hyperprogressive Disease during Anti-PD-1 (PDCD1) / PD-L1 (CD274) Therapy:
A Systematic Review and Meta-Analysis, Cancers (Basel).2019 Nov;11(11):1699
Herbst RS et al. Nature.2014 Nov 27;515(7528):563-7, Nishino M at al Clin Cancer res . .
Hodi F J Clin Oncol 2016; 34: 1510-1517; Nishino M Clin Oncol 2017 Borcoman et.al., Patterns of response and_ progress_lo_n to immunotherapy, D_OI:
10.1200/EDBK_200643 American Society of Clinical Oncology Educational Book 38
(May 23, 2018) 169-178.

PSEVDOPROGRES? Ali HIPERPROGRES? — radioloSko iUPD

Po 2 aplikacijah pembrolizumaba
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KOLITIS HEPATITIS

+ 12-16 weeks
+ 5-10 weeks * 10-30%

\/ &
i 7
SLEDENJE R mes

* Slikovne preiskave (CT, MR, PET-CT) opravljamo vedno ob simptomih
in znakih, pri stadijih l1IB-1V pa po presoji onkologa tudi periodi¢no na
3—12 mesecev prva 3 leta.

e UZ+ABTI = le v 1/5 bolnikov pravilna diagnoza

* PET-CT bolj zanesljivo identificira bolnike z metastatsko boleznijo ali
ponovitvijo (bezgavke, submukozne metastaze)

Dinnes  et. Al How good are ultrasound, CT, MRI, and PET-CT for identifying spread of disease in the body among people with X Recoomendations for the reatment of ationts with
eccomendations for the treatment of patients wit

melanoma?, Cochrane Library cotaneous melanoma
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"One-stop-shop" staging?

ZAKLJUCEK

* Novo zdravljenje = novi vzorci radioloskega odgovora na terapijo =
novi kriteriji za ocenjevanje ucinka terapije = iRECIST
e KasnejSe zmanjsanje tumorskega bremena
« Casovno dalj$e trajanje odgovora
e PSEVDO-PROGRES — najprej povecanje sprememb, nato
zmanjsanje
* Novi spektri stranskih ucinkov

* Pomen slikovne diagnostike = ocena sprememb glede na vzorce in

znacilnosti = ne delamo pa z mikroskopom! 256 SHADES UF GRAY

S
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Maligni melanom — kirursko
zdravljenje

Marko Hocevar
Onkoloski inStitut

Zdravljenje raka

Death
101 2

Symptomi

o
B

Diagnogis

(=]
C

(=]
=

=
1 1 1 | 1 1 l

Number of cancer cells
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Melanom - kirurgija

Primarna lezija
Regionalne bezgavke
In transit metastaze
Oddaljene metastaze

Primarna lezija

» Ekscizijska biopsija

— Varnostni rob 2-5 mm
* Incizijska biopsija/punch biopsija

— Celotna debelina najbolj suspektnega dela
 Ablacija nohta (subungualni melanom)
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Primarna lezija - histologija

* Benigno
e |n situ melanom

e Invazivni melanom

Primarna lezija - radikalna ekscizija

Veronesi U N Engl J Med. 1988 ;318(18):1159-62.
e <2 mm 1-3cm
Balch CM Ann Surg Oncol. 2001 ;8(2):101-8.
e 1-4mm 2-4 cm
Ringborg U Cancer. 1996 ;77(9):1809-14.
e 0,8-2 mm 2-5cm
Thomas JM N Engl J Med. 2004 ;350(8):757-66.
e >2mm 1-3cm
Haigh Pl Can J Surg. 2003 Dec; 46(6): 419-26.
Zitelli JA J Am Acad Dermatol. 1997 ;37(3):422-9.
* Vecdina <1,5 mm
— 6 mm (83%)
— 9 mm (95%)
— 12 mm (97%)
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Primarna lezija - radikalna ekscizija

Melanom in situ 5 mm
Melanom < 1 mm 1cm
Melanom 1-4 mm 1-2 cm
Melanom >4 mm =22 cm

Melanom - Kkirurgija

Primarna lezija
Regionalne bezgavke
In transit metastaze
Oddaljene metastaze
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Melanom — regionalne metastaze

* NajpomembnejSi prognosticni dejavnik
* 65% bolnikov — sistemski razsoj

Shaw HM. Pathology 1985; 17: 271-274

Stege | (n=9175)

Stage Il (n=5739)

Stage li(n=1528)

)
=
2
S
@
>
7
Z
o
=
@
o
&
o}
@
o

Stage IV(n=1158)

5 6 7 8 9 10 11 12 13 14 15
SURVIVAL (years)
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Melanoma TNM Classification

N1

1 node a:micrometastasis
b:macrometastasis

2-3 nodes a:micrometastasis
b:macrometastasis

c:in transit met(s)/satellite(s)
without metastatic nodes

4 or more metastatic nodes,
or matted nodes, or in transit
met(s)/satellite(s) with
metastatic nodes

Regionalne metastaze

{3 Melanoma ulceration absent (T1 - 4a)
Melanoma ulceration present (T1 - 4b)
W Melanoma ulceration present or absent (any T)

5-year Survival Rate

Nia N2a N1a N2a N1b N2b Nib N2b N3

N Category
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Regionalne metastaze

MA (n=382)

1B (n=543)

PROPORTION SURVIVING

HIC (n=603)

5 6 7 8 9 10 11 12 13 14
SURVIVAL (years)

Regionalne metastaze

Klini€no ugotovljene Kliniéno okultne

» Radikalna » SLNB (biopsija sentinel
limfadenektomija bezgavke)

— En-block odstranitev
celotne bezgavéne loze
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Radikalna limfadenektomija

e Vrat (215LN)
o Aksila (210LN)
* Ingvine (=5LN)

Vratna limfadenektomija

Kompletna Selektivna
« RND

* mMRND
— | (Xl.nerve)
— 11 (XI. nerve, SCM)
— 1l (Xl.nerve, SCM, jugular

SND IV or plus parotidectomy
Eswouv

O’Brien CJ. Head&Neck 1995; 17: 232-241.
Shah JP. Am J Surg 1991; 162: 320-323.
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Vratna limfadenektomija

Aksilarna limfadenektom
P -

2

- ‘-““-‘“ .

« Kompletna
— Nivoji I-11l
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Ingvinalna limfadenektomija

» Superficialna (ingvinalna )
» Globoka (ingvinoiliakalna)

Biopsija sentinel bezgavke

* Nuklearna medicina
* Kirurgija

» Patologija

e Bolnik
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Biopsija sentinel bezgavke

Nuklearna medicina

|

limfoscintigrafija

Biopsija sentinel bezgavke

kirurgija
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Biopsija sentinel bezgavke

patologija

serijsko rezanje
imunohistokemija
RT-PCR

Biopsija sentinel bezgavke

Bolnik

|l

individualni pristop
minimalno invaziven
™ histopatologska obcutljivost
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Biopsija sentinel bezgavke

e Breslow > 1mm (0,8 mm)

e Breslow <1 mm (0,8 mm)
— Ulcercija

Melanom - Kkirurgija

Primarna lezija
Regionalne bezgavke
In transit metastaze
Oddaljene metastaze
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In transit metastaze

» Multifokalne kozne ali podkozne
metastaze, ki se Sirijo po limfatiCnem
sistemu med mestom primarnega tumorja
in regionalno bezgaveéno lozo

In transit metastaze

| Stevilo majhnih in-transit metastaz (< 5)
— kirurSka ekscizija z minimalnim negativnim robom

o Stevilne in/ali velike in-transit metastaz na udih

— Isolated limb perfusion (ILP)
* Hipertermija (40-41°C)
» Melfalan (phenylalanine mustard) +/-TNF
» EKC (perfuzor, oksigenator)
« transfuzija
— Isolated limb infusion (ILI)
* Hipertermija (40-41°C)
* Melfalan, D actinomicin
« Interventni radiolog
« Ni transfuzije
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Melanom - Kkirurgija

Primarna lezija
Regionalne bezgavke
In transit metastaze
Oddaljene metastaze

Metastazektomija

» Solitarne metastaze
—CZS
— pljuca
— jetra
— vranica
— mehka tkiva

e |leus
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Zakljueki

« Kirurgija je osnovno in najpomembnejSe
zdravljenje melanoma

» Edini kurativen nacin zdravljenja

» Omogoci uporabo specificnih zdravil, ki so
sistemsko prevec€ toksi¢na za klini¢no
uporabo
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Univerza v Ljubljani
Medicinska fakulteta

Adjuvantno sistemsko zdravljenje
koznega melanoma

Sola melanoma in nemelanomskih koznih rakov
4.in 5.marca 2021

doc.dr.Martina Rebersek, dr.med.
Sektor internisticne onkologije
Onkoloski institut Ljubljana

Survival according to stage Ill subgroups- AJCC v.8

Kaplan-Meier melanoma-specific survival curves according to stage II1 subgroups from the eighth edition
International Melanoma Database
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From: Gershenwsld JE, Scolyer RA, Hess KR, et sl. Melsnoms staging: Evidence-based changes in the American Joint Committee on Cancer eightf edition cancer staging

manual. CA Gancer J Ciin 2017; 67(6):472-492.

Copyright © 2017 American Cancer Society. Reproduced

with permission of John Wiley & Sons Inc, This image has been provided by or is owned by Wiley, Further permission is needed before it an be downloaded to PowerPoint;
printed, shared or emailed. Please cantact Wiley's permissions department either via email: permissions@uiley.com or use the RightsLink service by clicking on the
‘Request Permission’ link accompanying this article on Wiley Online Library (http:/Jonlinelibrarv.wiley.com
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The NEW ENGLAN D
JOURNAL of MEDICINE

Adjuvant Dabrafenib plus Trax
BRAF-

Tl
g7y
T

s
10/161

Trametirib Better

Figure 2. Hazard Ratios for Relspse or Desth, Acconding to Subgroup.
The 1 bars indicats 95% confidence ntervals.

3-y.PFS: BRAF/MEK 58% vs. placebo
39% HR 0.47; 95% Cl, 0.39 to 0.58;
P<0.001

3-y. 0S: BRAF/MEK 86% vs. placebo
77% HR 0.57; 95% Cl, 0.42 to 0.79; P
=0.0006

Long VG, et al. Adjuvant Dabrafenib plus Trametinib in Stage Ill BRAF-Mutated Melanoma N Engl J Med 2017;377:1813-23.

ASCO 2020

COMBI-AD- 5y PFS

Long-term benefit of adjuvant dabrafenib plus trametinib in
patients with resected stage Ill BRAF V600—mutant
melanoma: 5-year analysis of COMBI-AD

Axel Hauschild, Reinhard Dummer, Mario Santinami, Victoria Atkinson, Mario Mandala,

John M. Kirkwood, Vanna Chiarion Sileni, James Larkin, Marta Nyakas, Caroline Dutriaux,
Andrew Haydon, Caroline Robert, Laurent Mortier, Jacob Schachter, Kohinoor Dasgupta,
Eduard Gasal, Monique Tan, Georgina V. Long, Dirk Schadendorf, on behalf of the COMBI-

O

AD Investigators
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Relapse-Free Survival

1.0 7
0.9 1
o 0.8
GJ
5 0.7 59% 55%
g ° (95% CI, 55%-64%) o 52%
o 95% Cl, 50%-60%
T 06 ‘ (95% Cl, 50%-60%) (95% Cl, 48%-58%)
k-] ; %
R e et e T = - - A
° :
2 i
I 04 :
< : 0,
S | 139% 38% 36%
£ 03 (95 9%-45 °
5 1(95% CI, 35%-45%) | (9504 1, 34%-43%)
2 | g (95% Cl, 32%-41%)
& 027 n Events  Median (95% Cl), mo
—— Dabrafenib plus trametinib 438 190 NR (47.9-NR)
0.1 7 —— Pplacebo 432 262 16.6 (12.7-22.1)
004 HR, 0.51 (95% Cl, 0.42-0.61)
: T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70 72 74 76 78 80
Months Since Randomization
No. at risk
Dabrafenib plus trametinib 438 413 405 391 381 372 354 335 324 298 281 275 262 256 249 242 236 233 229 228 221 217 213 210 204 202 199 195 176 156 133 109 92 80 45 38 17 8 6 2 0
Placebo 432 387 322 280 263 243 219 204 199 185 178 175 168 166 164 158 157 151 147 146 143 140 139 137 136 133 133 132121115 99 80 69 56 35 26 13 1 1 0 O
U
HR, hazafgratio; NR, not reached.

Relapse-Free Survival Across Subgroups

V600K (n = 78)
0.51 ]
V600E (n = 792) —a— 1
0.46 1
Male (n =483) 1 —a— '
0.60 :
Female (n = 387) 4 —a— 1
0.54 !
Age < 65 years (n=712) 1
0.41 1
Age 2 65 years (n = 158) —a— :
i i 0.51 '
Micrometastasis (n = 309) —a— :
. 0.45 1
Macrometastasis (n = 319) :
0.51 '
Micrometastasis and ulceration (n = 143) —— :
0.59
Micrometastasisand no ulceration (n = 165) '—'—!
0.36
Macrometastasis and ulceration (n = 116) 7 - :
0.52 ]
Macrometastasis and no ulceration (n = 201) —— :
0.48 ]
United States and Canada (n = 96) 7 e
0.48 :
Europe and Israel (n = 650) y
084 !
Australia and New Zealand (n = 107) ——
. 0.56 !
1 Nodal metastasis (n = 360) —a— 1
0.42 1
2-3 Nodal metastases (n = 308) T [ =] :
0.53 !
>4 Nodal metastases (n = 145) 7 —— ]

0.10 1.00

Hazard Ratio

Favors Dabrafenib Plus Trametinib Favors Placebo

10.00
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Distant Metastasis—Free Survival

Distant Metastasis as First Relapse Only?

1.0
g 0.9
= 0,
8 (95% CI, 67%-76%) (9504 ¢, 63%-72%)
] | d (95% CI, 61%-71%)
8 07 R T T
Q
= i I
2 0.6
g “H———t—H ﬂ_‘—¢-f|“|—0—¢-4lmi|thQ-MI’—0+||-!~‘ i
2 [T e e e
a o L)
E 57% 56% 54%
o 047 (95% Cl, 51%-62%)  |(95% CI, 51%-61%) | (95% CI, 49%-60%)
I 037
s
£ 02 n Events  Median (95% Cl), mo
2 Dabrafenib plus trametinib 438 126 NR (NR-NR)
a_o- 0.1 Placebo 432 159 NR (49.8-NR)
HR, 0.55 (95% Cl, 0.44-0.70)
00 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70 72 74 76 78 80
Months Since | i
No. at risk
Dabrafenib plus trametinib 438 413 407 390 380 373 352 336 327 301 285 278 265 257 251 243 238 234 231 230 223 219 216 212 208 205 201 197 179 158 135 110 93 80 45 38 17 8 6 2 0
Placebo 432 393 329 284 266 247 221 206 202 186 179 176 169 168 165 161 159 153 149 148 145 141 140 138 138 135 135 134 121 116 100 80 69 56 35 26 13 1 1 0 O

U
pformative censoring, patients who had a local or regional first recurrence may not be represented n this analysis. Per protocol, patients with a first relapse at a locoregional site were not required to continue follow-up for distant
gand were censored at the time of locoregional recurrence if follow-up was not complete.

“ ORIGINAL ARTICLE i

Prolonged Survival in Stage III Melanoma
with Ipilimumab Adjuvant Therapy

o o e o e - Adjuvant ipilimumab- stage IlI

H. Schmidt, O. Hamid, C. Robert, P.A. Ascierto, J.M. Richards, C. Lebbé,

V. Ferraresi, M. Smylie, J.S. Weber, M. Maio, L. Bastholt, L. Mortier, L. Thomas,

S. Tahir, A. Hauschild, J.C. Hassel, F.S. Hodi, C. Taitt, V. de Pril, G. de Schaetzen,
S. Suciu, and A. Testori

Sibgrop i Paczhe smd o 5% o 95 P
. fdeatiald o
At WS U + unpsa b
D e H o
I ] I_ g 5-y. RFS: ipilimumab 40.8% vs. placebo 30.3% , HR
2 um B uspLlg
WCwih L pstiehphocds W 58 L0139 0.76; 95% Cl, 0.64 to 0.89; P<0.001
[ S T R s 08
Na cfpostie mgh rodes 1 s
1 s um = 07905120
iy A, _.E!:- ﬁ;ﬁ;iz:ﬂi 5-y.0S: ipilimumab 65.4% vs. placebo 54.4% , HR
- ’ 0 1)
Ty ot g e ] o 0.72; 95.1% Cl, 0.58 to 0.88; P = 0.001
Mrmazgc wm o wm a0
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Eggermont AMM, et al. Prolonged Survival in Stage IIl Melanoma with Ipilimumab Adjuvant Therapy.N Engl J Med 2016;375:1845.
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Adjuvant Nivoluma
in Res. d Stz

A Stage 1B o 1C
Wy

el

Recurencediee Surhal (5)

o FU 18 months: 12-m. RFS nivolumab 70.5%
(95% Cl 66.1 to 74.5) vs. ipilimumab 60.8%
(95% Cl, 56.0 to 65.2), HR 0.65; 97.56% CI,
0.51 to 0.83; P<0.001

Reaurronas fee Survival (%)

Mo.st ik

Nivalomss 5w s e noi
[ sy g & s & M m n 1 ' o

Figure 2. Recurrence-free Survival Accoeding to Disease Stage.

ree survival In patents with stage I8 or IC disease.
72.35% in the nalumab group and 61.6% in ha ipikmamab group) (Panel 3 and Stage IV disease (63.05% and
37.5% igszegtvely (Fanel )

}

J. Weber,et al. Adjuvant Nivolumab versus Ipilimumab in Resected Stage Il or IV Melanoma. N Engl) Med 2017;377:1824-35.D0I: 10.1056/NEJM0a1709030

ESMO 2019:Adjuvant Nivolumab Continues to Provide Superior
Recurrence-Free Survival Benefit Over Ipilimumab at 3 Years in Patients
with Resected Stage Ill or IV Melanoma

HR, 0.68 (95% CI. 0.56-0.82)
P < 0.0001%

Superior recurrence-free survival was consistent across
subgroups according to stage, PD-L1 expression, and
BRAF status

Recurrence-free survival (%)
o
]
I

T T t T T T t T T 1
o 3 & a 12 15 18 21 24 1 30 33 36 3% 42 45

Number of patients at risk Months
NVO 453 394 353 331 311 290 280 270 261 249 243 234 178 S50 13 0
P 453 385 316 272 254 235 221 200 203 193 185 0 122 37 12 0

Pi, paruman; NGO, niveumsh TSIrakfied, L og-rank ess
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IMMUNED

* Randomised, double-blind, placebo-controlled, phase 2 trial in 20
German academic medical centres

* Aim: to evaluate the safety and efficacy of adjuvant nivolumab plus
ipilimumab or nivolumab monotherapy versus a placebo

e Nivolumab + ipilimumab vs. nivolumab monotherapy

* Patients with resected stage IV melanoma with no evidence of
disease after surgery or radiotherapy - ,NED“

Lisa Zimmer, et al. Adjuvant nivolumab plus ipilimumab or nivolumab monotherapy versus placebo in patients with resected stage IV

melanoma with no evidence of disease (IMMUNED): a ised, double-blind, placeb lled, phase 2 trial. Lancet 2020; 395: 1558-68
100 Nivolumab plus ipilimumab vs placebo
HR 0-23 (97-5% Cl 0-12-0-45); p<0-0001
Nivolumab vs placebo

80 HR 0-56 (97-5% C1 0-33-0-94); p-0-011

E

E

£ 6o
£
&
297 —— nivolumab plus ipilimumab
—— Nivolumab
Placebo
@ T T T T T T 1
6 12 18 24 30 36 42
Number at risk Months
(number censored)

Nivolumab plus ipilimumal 56 (0) 40@7) 34(9) 26(15)  21(20)  14(27) 10031 1(40)
Nivolumab 59 (0) 34(3) 29(3) 22(7) 19(8) 16 (10) 11(13) 3
Placeba 52 (0) 26(2) 15(3) 11(4) 6(4) 6(4) 2(8) 010)

Figure 2: Recurrence-free survival in the overall intention-to-treat population

The median follow-up for recurrence-free survival was 24.9 months (IQR 13.8-35.7) in the nivolumab plus
ipilimumab group, 30-6 months (17-0-37-5) in the nivolumab group, and 28-6 months (22-6-36-1) in the placebo
group. The distribution of the primary endpoint has been analysed using the Kaplan-Meier product limit method
and the log-rank test. Clinical cutoff date (second interim analysis) was on July 2, 2019, after 92 events (15 events
out of 56 patients in the nivolumab plus ipilimumab group, 35 of 59 in the nivalumab group, 42 of 52 in the
placebo group). HR=hazard ratio

Lisa Zimmer, et al. Adjuvant nivolumab plus ipilimumab or nivolumab monotherapy versus placebo in patients with resected stage IV
melanoma with no evidence of disease (IMMUNED): a randomised, double-blind, placebo-controlled, phase 2 trial. Lancet 2020; 395: 1558-68
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Adjuvant Pembrolizumab versus Placebo
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Eggermont AMM et al. Adjuvant Pembrolizumab versus Placebo in Resected Stage lll Melanoma DOI: 10.1056/NEJMoa1802357

EORTC 1325/KEYNOTE-54: New RFS analysis (ASCO 2020)

* Cut-off date (30-Sep-2019); duration of follow-up: median 3 years; 473 RFS events

100
d 90
&
8 80
c 70
o
= 60
8 50
4
° 40
c
b 30
2 204 Treatment arm Total Event 3 years (95% Cl) HR’(SS% Ccl)
© ——— Pembrolizumab 514 190 63.7 (59.2-67.7%) 0.56 (0.47-0.68)
2 10 —— PIacePo 505 283 44.1(39.6-48.4%) Reference
04 Stratified Logrank P-value: <.001
Patients at risk
Pembrolizumab | 514 412 374 351 333 314 189 29 0
Placebo | 505 360 298 259 226 215 126 28 0
T T T T T T T T
0 6 12 18 24 30 36 42 48

Months

*Stratified by stage given at randomization

sresereo . 2020ASCO
ANN!

MEE

Presented By Alexander Eggermont at TBD
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Recurrence-free survival according to AJCC-7 staging

Stage IlIA (n=152)

Stage IIIB (n=472)

Stage IIIC (n=395)

100 100 100
o i o 9 4
g o 81.2% & = g
@ 80 @ 80 @ 80+
Q Q
5 704 % 704 65-7% 5 70
£ 601 £ 60| 5 601 54.3%
3 3 47.0Y g
8 501 8 50 .0% 8 50-]
F 40 ] 40 e 404 32.3%
3 30 : 30 3 304
2 204 Treatment arm Total Event HR'(99% CI) 2 20 Treatment arm Total Event HR'(99% CI) 2 204 Treatment arm Total Event HR(99% CI)
© — Pembrolizumab 77 16 050022116 & — Pembrolizumab 240 83 056(0.33-081) — Pembrolizumab 197 91 057 (0.40-0.81)
= 10—  Placebo 75 26  Reference = 10—  Placebo 232 123 Reference = 104 —  Placsbo 198 134  Reference
Stratified'Logrank P-value: 0,030 o Stratified'Logrank P-value: < 001 o Stratified Logrank P-value: <001
Patients at risk Patients at risk Patients at risk

Pembrolzumab|77 71 69 67 65 6 32 7 0  Pembrolizumab|240 196 176 165 156 147 91 12 0 Pembrolizumab | 197 145 129 119 112 105 6 10 0

Placebo(75 68 50 53 49 49 %6 7 0 Placebo| 232 170 139 122 111 103 65 14 0 Placebo[ 198 122 100 84 66 63 35 7 0

Months

*Stratified by stage given at randomization

Months

0 6 12 18 24 30 36 & 48
Months

Presented By Alexander Eggermont at TBD
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Adjuvant- NCCN recommendations

National

AJCCv.7 vs. AJCCVv.8

Comprehensive NCCN Guidelines Version 1.2021

I (e{®\N Cancer

Network®

Melanoma: Cutaneous

Table 7: NCCN Recommended Adjuvant Systemic Therapies

Algorithm Recommended Options,”
g Clinical/Pathologic Stage? Primary Treatment Category of Evidence and Consensus
Page(s) - -
Obs Ipi Nivo [ Pembro | Dab/tram®
WLE and SLNB, followed by CLND or nodal R -
ME-4 Stage 1l (SLN+) ultrasound survéillance 2A NR 12A¢ 12A 1124
ME-5 Stage 11l (cN+) WLE and CLND 2A NR 1 1 1
Stage IlI (clinical or microscopic
ME-6/7 satellite/ in-transit) Complete surgical excision to clear margins 2A NR 2A 2A 2A
ME-8/16 Stage IV resectable Completely resected 2A NR/2A" 1 2A NR
Local satellite/in-transit
ME-12/13 recurrence Complete surgical excision to clear margins 2A NR 2A 2A 2A
Excise nodal metastasis and CLND (if B
ME-14/15 | Nodal recurrence incomplete/no prior CLND) 2A NR/M 1 1 1

NR. not recommended; cN+, clinically positive nodes (no in-fransit or satelliite metastases), CLND, complete lymph node dissection; dab/tram, combinat
dabrafenib/trametinib; ipi, high-dose ipilimumab (10 mg/kg); nivo, nivalumab; NR, not recommended; Obs, observation; pembro, pembrolizumab; SLN+, regional
disease is limited to clinically occult nodal metastases; SLNB, sentinel lymph node biopsy. WLE, wide local excision of primary lesion
* Clinical/Pathologic Stage as described in the NCCN Guideline algorithm. Stages are defined according to AJCC 8% Edition Staging definitions. All nodal metastases

must be y

ion

Initial pr with stage IV disease or clinical recurence should be confirmed pathologically whenever possible or if clinically

indicated

® Treatment within the context of a clinical trial is always a recommended option

© Dabrafenib/trametinib is recommended only in patients with a BRAF V600-activating mutation.

2 Category 1 for patients with AJCC 7™ Edition stage 1IB/C disease.

=Category 1 for patients with AJCC 7th Edition stage IIIA with SLN metastasis >1 mm or stage IIB/C disease.
flpilimumab recommended only if patient has prior exposure to anti-PD-1 therapy.

ESMO guidelines

- published September 30t 2019

Cutaneous melanoma: ESMO Clinical Practice Guidelines for diagnosis, treatment
and follow-upt

O. Michielin', A. van Akkooi2, P. Ascierto3, R. Dummer* & U. Keilholz5, on behalf of
the ESMO Guidelines Committee*

'Department of Oncology, University Hospital Lausanne, Lausanne, Switzerland;
2Department of Surgical Oncology, Netherlands Cancer Institute - Antoni van
Leeuwenhoek, Amsterdam, the Netherlands; Zlstituto Nazionale Tumori IRCCS
Fondazione “G. Pascale”, Napoli, Italy; “Department of Dermatology, Skin Cancer Centre,
University Hospital Ziirich, Zirich, Switzerland; *Charit¢é Comprehensive Cancer Centre,

Charité-Universitatsmedizin Berlin, Berlin, Germany.

*Correspondence to: ESMO Guidelines Committee, ESMO Head Office, Via Ginevra 4,
CH-6900 Lugano, Switzerland; E-mail: clinicalguidelines@esmo.org

tApproved by the ESMO Guidelines Committee: February 2002, last update July 2019.
This publication supersedes the previously published version—Ann Oncol 2015; 26 (Suppl
5): v126-v132.

Running Head: ESMO Clinical Practice Guidelines cutaneous melanoma
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15

Standard folowr-p

Relapse
!

O

ESMO guidelines

- published

§T1b-Tdb chO chID melanoma

Inoperable stage IV
BRAFWT melanoma

)
Anti-P0-1/Anti-CTLA-4 [1, A}

i A-PD-1 L4
T-VEC ]|, B]
No adjuvant criterla
US-based follow-up Adjuvant eriteria

(e
Clinical Trial
10 rechallenge*

Pelapse:

September 30t 2019

Inoperable stage AV
BRAF-mutated melanoma

Aati-PD-1 [1.A}
Anti-PO-1/A-GTLAA [}, Al
TVEC I B]

Glinical Trial

TK: rechalionge’ 10 rechalionge

ESMO-9/2019

Management of localllocoregional disease

Treatment of localised disease

« Wide local excision of primary tumours with safety margins of 0.5 em for in situ
melanomas, 1 m for tumours with a tumour thickness up to 2 mm and 2 cm for thicker
tumours is recommended ll, B]

Treatment of locoregional disease

«+ SNB s recommended for all patients with pT1b or higher according to AJCC 8" edition
i, B]

« CLND is not recommended for SN-positive patients [I, A]. In the case of isolated
locoregional clinically detectable (macroscopic, non-SN) LN metastases, CLND is
indicated [Ill, CJ; removal of the tumour-bearing LN alone is insufficient

« Patients with resected stage IIl melanomas should be evaluated for adjuvant therapy
i, B]

« Adjuvant RT for local tumour control can be considered in cases of inadequate
resection margins of LMM, in R1 resections or after resection of bulky disease [ll, B]

Adjuvant RT is not recommended in the adjuvant setting [Ill, B]

16

‘Annals of Oncology

« Anti-PD1 adjuvant therapy or dabrafenibitrametinib are the preferred treatment options
[I. A]

Table 7. Levels of evidence and grades of recommendation (adapted from the Infectious
Diseases Society of America-United States Public Health Service Grading System?)

.evels of evidence

1 Evidence from at least one large randomised, controlled trial of good
methodological quality (low potential for bias) or meta-analyses of well-
conducted randomised trials without heterogeneity

I Small randomised trials or large randomised trials with a suspicion of bias
(lower methodological quality) or meta-analyses of such trials or of trials
with demonstrated heterogeneity

Il | Prospective cohort studies

IV | Retrospective cohort studies or case—control studies

V| Studies without control group, case reports, experts’ opinions

rades of
Strong evidence for efficacy with a substantial clinical benefit, strongly
recommended

B | Strong or moderate evidence for efficacy but with a limited clinical benefi,
generally recommended

C | Insufficient evidence for efficacy or benefit does not outweigh the risk or the
disadvantages (adverse events, costs, etc.), optional

D Moderate evidence against efficacy or for adverse outcome, generally not
recommended

E | Strong evidence against efficacy or for adverse outcome, never recommended

3By permission of the Infectious Diseases Society of America [103]
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ESMO-9/2019

Dabrafenibin  TpAcjuvant COMBI-AD: A Placebo RFS gain: | RFSHR: A(Form 1) Pembrolizumab [fAdjuvant Arandomised, Placebo RFS gainat | RFS HR: A (Form 1)
combination __|freatment of | phase IIl 27.9 months | 0.47 (0.39- reatment of | double-blind phase 1year: 057 (0.43-
adults with | 3trial: adjuvant | RFSat1year | 14.40% 0.74)
9 stage Il immunotherapy 61%
melanoma with Anti-PD-1
andlymph | monoclonal
antibody
involvement | pembrolizumab
after versus placebo
complete after complete
resection resection of high-
risk stage IIl
melanoma
with trametinib ~ {fmslanoma randomised RFS: 16.6 0.£¢)
fter surgical | double-blind study | months 3-year RFS 571
ressction with | of dabrafenib in gain:19%
BRAFVB0O | COMBInation witn | 3-year RFS: 3% Phase ll
mutation trametinio versus NCT02362594
two placebos in Nivolumab dult patients | a phase 3, Ipilimumab 10 | RFS gain at | RFS HR: Fewer A (Form 1)
the adjuvant vith complete | randomised, mglkg year: 0.66 (0.53- | treatment-
treatment of high- Tt tion of | double-blind stud 9.7% 0.81) related
risk BRAF V600 stage lIIB/C | of adjuvant RFS at 1 year grade 3 or
Mutation-positive orlvV immunotherapy 60.8% 4 adverse
Melenoma after melanoma | with nivolumab events
surgcal resection versus ipilimumab 14.4%
after complete versus
resection of stage 45.9%

[6¢.97]
Phase IIl

NCT01682083

lllb/c or stage IV
melanoma in
subjects who are
at high risk for
recurrence

Grades of

A

Strong evidence fo eficacy with a substantl circal beneft,strongly

recommended

ADJUVANT SYSTEMIC TREATMENT OF CUTANEOUS MELANOMA- NATIONAL GUIDELINES- INSTITUTE OF
ONCOLOGY LJUBLJANA-2020

Treatment is scheduled to begin within 8 weeks of the last surgery.

- stage IA, IB and lIA: follow- up

- stage IIB and IIC: follow- up or clinical trial

- stage lll: 1 year

= Pembrolizumab for stage I

= Nivolumab for stage IIIB, llIC, 1lID (resected stage IV- NED)
= Dabrafenib+trametinib for stage [ll mtBRAF patients
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Sistemsko dopolniln' :
zdravljenje koznega

melanoma z
Imunoterapijo

17. Sola 0 melanomu-melanom in nemelanomski kozni raki
: Ljubljana, 4. - 5. 3. 2021

Adjuvantno zdravljenje z imunoterapijo —
ESMO (stadij Il1)

pT1b-T4b ¢NO cMO melanom:

i

Negative Positive®

Standard follow-up No adjuvant criteria

}

US-based follow-up Adjuv:

!

Relapse

Adjuvant [I, A]

H
— 2
g
g
£

I =
-3
I E‘_% ‘IQ_
2
3

Adjuvant [l A]
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Adjuvantno zdravljenje nivo+ipi ali nivo mono
vs. placebo (stadij IV NED)- Studija IMMUNED.

num
Nivolumab plus ipiimumal

Recurrence-free survival (%)
£y
2

v
) HR 0-23 (97-5% CI 012-0-45); p<0-0001

Nivolumab plus ipilimumab vs placebo

Nivolumab vs placebo
HR 056 (97-5% C1 0:33-0-94); p=0-011

Numberat risk

b 56 (0)
Nivolumab 59 (0)
Placebo 52 (0)

40(7) 34(9) 26(15 21(20) 14(27) 1031 1(40
3403) 29(3) 2(7) 19(8) 16(10)  11(13)  3(1)
26(2) 15(3) 11(4) 6(4) 6(4) 2(8) 0(10)

Sistemsko dopolnilno zdravljenje koZznega melanoma z
imunoterapijo-prikaz primera

P.N. (£) 1970

e Brez pridruZenih bolezni, redne terapije ne prejema. V otrostvu je imela
operacijo ingvinalne kile, veckrat ima zagon periokularnega dermatitisa.

e DA: negativna za maligna obolenja.

12/2011

e Prvic opazila znamenje d. na vratu, ki se je postopoma zacelo vecati,
postalo temnejse.

12/2012

e Ekscizija v lokalni bolnisnici.

e Breslow 1.1mm, brez ulceracij, 4 mitoze/mm?2, brez satelitskih
mikroinfiltratov, doseZen varnostni rob 2mm.
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Sistemsko dopolnilno zdravljenje koZznega melanoma z
imunoterapijo-prikaz primera

N o . - E
« Prvi pregled pri kirurgu na Ol: rana zaceljena, brez ‘TIPQI 2 povecani bezgavki submandibularno
znakov recidiva, regionalne bezgavke kliniéno niso tipne. obojestransko (l. 1x1cm, d. 1x2 cm), UZ
« Predoperativni UZ ne pokaZe sumljivo spremenjenih reaktivnega izgleda,
12/2012 regionalnih bezgavk. ) 2/2014 e Citoloska verifikacija: brez maligne rasti.
N

* Reekscizija in biopsija varovalne bezgavke; « Operacija polipa v nosu, rast opazovane
 Brez zasevkov v varovalnih bezgavkah (0/2;

. > bezgavke submandibularno desno (3x2cm).
submandibularno desno, V. regija desno), brez tumorske

1/2013 rasti v reekscidiranem tkivu. ) 7/20 16| e Citoloska verifikacija: zasevek melanoma.

~

o Stadij IB * PET/CT: solitaren (Ze citolosko verificiran)
* Redne kontrole izmenjaje pri dermatologu in kirurugu. 9/2016 zasevek melanoma v regiji Il na vratu desno.

J

Sistemsko dopolnilno zdravljenje koznega melanoma z
imunoterapijo-prikaz primera

Vratna disekcija (MRND); 11/2016-1/2017

patoloska bezgavka (1/39)
je lezala ob spodnjem polu
desne parotide in vrascala
vanjo, @ 2.8 cm.

Obsevanje vratu, TD 63Gy.

Adjuvantno zdravljenje z
interferonom v visokih
odmerkih (111B).

Po 3m predcasno
zaklju¢eno zaradi nezelenih
ucinkov.

S-100 in LDH ves ¢as v
mejah normale.
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Sistemsko dopolnilno zdravljenje koZznega melanoma z
imunoterapijo-prikaz primera

9/2020

MR glave: 17mm formacija d- frontalno in 12mm d.
parietalno

9/2020
PET/CT ne pokaze sistemskega razsoja.

10/2020

Oba zasevka kirurusko odstranjena, izrezana v
zdravo.

11/2020

Sistemsko dopolnilno zdravljenje koZznega melanoma z
imunoterapijo-prikaz primera
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Sistemsko dopolnilno zdravljenje koZznega melanoma z
imunoterapijo-prikaz primera

11/2020 12/2020

2/2021

Nadaljevanje adjuvantne
imunoterapije nivo+ipi.

Pricetek adjuvantne
imunoterapije nivo+ipi.

Nadaljevanje adjuvantne

o imunoterapije nivo mono.
Zakljuci 4 cikluse.

Dobro splosno pocutje, Pred pric¢etkom 2.
brez bolecin ali ciklusa zavrt TSH, T3 in

Utrujenost, suha koZza,
obcasna srbecica, nizje

nevroloskih izpadov. T4 Se N. vrednosti RR.

Euthyrox 25mcg/d Napotitev k tirologu.
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Univerza v Ljubljani
Medicinska takulteta

NTRK genske fuzije pri bolnikih z
melanomom

Sola melanoma in nemelanomskih koznih rakov
4.in 5.marca 2021

Doc.dr.Martina Rebersek, dr.med.
Sektor internisti¢ne onkologije
Onkoloski institut Ljubljana

TRK signalna pot

= Nevrotropni receptor tirozin kinazni geni
NTRK1, NTRK2 in NTRK3 kodirajo 3
tropomiozin receptor kinazne proteine
(TRK), TRKA, TRKB in TRKC, ki so
pomembni za razvoj in delovanje
centralnega in perifernega Zivénega
sistema.

.
O Fig. 2 |. TRK biology and signalling in the nervous system.
Cocco E, et al. NTRK fusion-positive cancers and TRK inhibitor therapy. Nat Rev Clin Oncol. 2018; 15(12): 731-747.
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Mehanizmi nastanka NTRK fuzij

NTRK genske fuzije so onkogeni vozniki, ki
vodijo v nastanek razlicnih TRK fuzijskih

rakov pri odraslih in otrocih.

=1% vseh solidnih rakov

Known dimerization domain

Alternate dimerization mechanism
- m

Unknown mechanism

NH,

Fig. 3
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Pogostnost NTRK genskih fuzij pri rakih

Table 1 NTRK gene fusions identified in adult and paediatric cancers by relative frequency of NTRK gene fusions
Fusion partner
Tumour nNTRKT NTAKZ NTRKZ
High frequency (~80%
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Secretory breast carcinoma ETve'

Intermediate frequency (5%-25%)
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ESMO priporocila za doloCanje NTRK

Table 1. Summary of main features, strengths and weaknesses of all available techniques to detect NTRK rearrangements

Method Sensitivity  Specificity = Detection of all fusion genes  Detection of partner  Detection of expression  Screening
IHC High? Highh Yo No Yes Yes

FISH® High High One per probe No No No

RNA seq NGS  High High Yes Yes Yes Ye;l
LUNFseq Toaerate mon Ves Yoo s Ves

*False negatives reported mainly in NTRK3 fusions.

®In the absence of smooth muscle/neuronal differentiation.

“Detected rearrangements by DNA-based assays may not result in fusions, correlation with surgical pathology and predicted transcript (for sequencing) is
needed.

Marchio C, et al. ESMO recommendations on the standard methods to detect NTRK fusions in daily practice and clinical research. Annals of Oncology 30: 1417-1427, 2019.

ESMO algoritem dolocCanja NTRK genskih fuzij

Sample to be investigated for the presence of NTRK fusions

As a confirmatory technique

Is the histologic

use FISH, RT-PCR or tumour type known Is there a
targeted RNA NGS assays pe X sequencing
y i to harbour highly
with specific probes for the platform
fusion involving the recurre_nt WS available?
known NTRK gene fusions? _

Use IHC as a screening tool IHE 1o sonfim
¢ en,,‘i;‘;‘;{']" in € Usefrontline NGS
/ \‘ positve cases  reliably detecting NTRK
fusions, preferably
NO TRK expression Detection qf TRK including RNAvtesling
expression when possible

T

Marchio C, et al. ESMO recommendations on the standard methods to detect NTRK fusions in daily practice and clinical research. Annals of Oncology 30: 1417-1427,2019.
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I ORIGINAL ARTICLE i

Efficacy of Larotrectinib in TRK Fusion—
Positive Cancers in Adults and Children
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Drilon A, et al. Efficacy of Larotrectinib in TRK Fusion~ Positive Cancers in Adults and Children. N Engl J Med 2018;378:731-9.
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Table 2. Overall Response Rate, According to Investigator and Central -
Assessment.® H
H
Investigator Central H
Assessment Assessment H
Response [N=55) [N=55) £
é -804
percent 50
o g
Overall response rate (95% CIjf B0 (67-90) 75 (61-85) B Outcomes
Best rasponse f —in
Partial response 641 62 2
—=
Complete response 16 1 = : e st e
i = B Trsaimen fe gy
Stable disease g 1 == :SZ:ZT,T;ZLZ"“
=— § ST
Progressive disease 1 § | * byl
Mtduln e 6 L) 12 15 13 n 2 7

At 6 months, 839 of the responses were ongoing and at 1 year, 719 of the
responses were ongoing (Panel A). Tick marks indicate censored data. At
& months, 7396 of the patients were progression-free, and at 1 year, 559 of
the patients remained progression-free (Panel B).

Drilon A, et al. Efficacy of Larotrectinib in TRK Fusion-— Positive Cancers in Adults and Children. N Engl J Med 2018;378:731-9.
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Entrectinib in patients with advanced or metastatic NTRK fusion-
positive solid tumours: integrated analysis of three phase 1-2
trials
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Doebele RC, et al.Entrectinib in patients with advanced or metastatic NTRK fusion-positive solid tumours: integrated analysis of three phase 1-2 trials. Lancet

Oncol. 2020 February ; 21(2): 271-282.

Research in context

Evidence before this study

We searched PubMed and major congress abstracts with the search terms “NTRK’
“fusion”, “cancer”, and “inhibitor”, with no publication date or language restrictions. OF
the TRK inhibitors currently under development for the treatment of N7RK gene fissions,
larotrectinib and entrectinib yielded the greatest number of search results. Larotrectinib
has shown systemic efficacy in three phase 1-2 trials: based on these data, larotrectinib
was granted US Food and Drug Administration approval in November, 2018, for the
treatment of adults and children with solid tumours harbouring an NZRK gene fusion
without a known acquired resistance mutation. However. there is insufficient evidence
that this compound can penetrate the CNS and its intracranial efficacy has not been

clearly shown. Entrectinib is a potent inhibitor of TRK A. B and C: ROS1: and ALK that
was designed to penetrate and remain in the CNS, and which showed clinical activity in
phase 1 studies of patients with N7RK fusion-positive tumours, including primary CNS
cancers.

Added value of this study

In this integrated analysis of three phase 1-2 clinical trials, we report the efficacy and
safety of entrectinib in patients with a range of metastatic, locally advanced, or

TRK inhibil ive. N7RK fusion-positive solid tumours. Overall,
entrectinib treatment was associated with clinically meaningful and durable systemic and
intracranial responses, irrespective of tumour type or the presence of baseline CNS
lesions. Entrectinib was well tolerated with a manageable safety profile.

Implications of all the available evidence

Entrectinib is a highly effective treatment for patients with N7RK fusion-positive solid
tumours, with both systemic and CNS activity, On the basis of the results of this
integrated analysis, entrectinib could become an effective first-line therapeutic option for
patients with N7RK fusion-positive solid tumours, with or without CNS involvement

Odgovor na zdravljenje, OS, PFS

éZ”;;;TUUUU[IUUU\\HUUHHHHHH}-' - ‘

{rumber cooned)

A
1000+
y
1,
|
-
|
I [ 2 13 P
Numberarrsk 545 4402) W) 2@y uwg 8 3@ 2@

Ouverall sucwtval (%)

204

0 1 ) 18 4 Ful

Time since start f trestment (months)

Numberatrik 54(38) 48039 42(33) 33(5) 2208) %) 9B A 10

umier consored)

A I3 T Eg El
1: g Te oM P cumour ype

: Time to event analyses

Doebele RC, et al.Entrectinib in patients with advanced or metastatic NTRK fusion-positive solid tumours: integrated analysis of three phase 1-2 trials. Lancet

Oncol. 2020 February ; 21(2): 271-282.
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NTRK zaviralci- indikacije

Larotrektinib: inhibicija TRKA, TRKB in TRKC

indikacija: kot monoterapija indicirano za zdravljenje odraslih in pediatri¢nih bolnikov s solidnimi tumorji s

risotno fuzijoiena nevrotropne receptorske tirozin kinaze (NTRK - Neurotrophic Tg/rosine Receptor Kinase), -
rez znane pridobl j

jene mutacije odpornosti, ki imajo bolezen, ki je lokalno napredovala ali z metastatska ali

kgdarll bi kirurSka resekcija verjetno povzrotila hudo obolevnost, in pri katerih ni zadovoljivih moZnosti
zdravljenja

FDA: 11/2018, EMA: 9/2019, razvr¢en na listo ZZZS 1/2021
Odmerek: peroralno 100mg /12 ur

Entrektinib: inhibicija TRKA, TRKB in TRKC, ROS1 in ALK

Indikacija: Indicirano za bolnike s solidnimi tumoriji, ki imajo fuzijo gena nevrotropne tirozinske receptorske
kinaze [NTRK) brez znane pridobljene mutacije odpornosti, so metastatski ali Ce bi kirurska resekcija verjetno
povzrocila hudo obolevnost in so po zdravljenju napredovali ali nimajo zadovoljivega alternativnega
zdravljenja, in niso predhodno bili zdravljeni z NTRK zaviralcem

FDA: 9/2019, EMA: 5/2020

.Odmerek: peroralno 600mg/dan

Melanom

NTRK gene fusions

Tumour Type et Frequency
Breast secretory carcinoma NTRIKS o6
Infantile fibrosarcoma NTRIKS 95 5%
MASC ~90% NTRIKS 89.1%
Conoonislmeschlasto NTRIK3 72.0%

W NTRKA 16 4% I
Papillary thyroid carcinoma NTRKT,3 s.8%
S NTRFCT 2.8
Astrocytoma INTRK2 3126
High-grade glioma NTRKT, 2.3 2. 1%
Uterine sarcoma NTRKT.3 2.1
GisT NTRIKS 1.9%
Lung cancer NTRKT.2 1. 7%
Thyroid carcinoma NTRK?1,3 1.29
Glioblastoma NTRKT.2 1.2%
Sarcoma NTRKT 1.0%%
Pholike ALL NTRIKS o.7e
W DS e, SaSal ‘ﬁ

Melanoma NTRIKS o.3%
Head and neck cancer NTRKZ-,S 0.24%
Invasive breast cancer NTRIKZ <0.1%

=as reported by Chen and Chi. 2018

ALL, acute lymphoblastic leul , GIST, i <l 1 tumowurs; MASC, mammary analogue

secretory carcinoma.

Chen Y, Chi P. Basket trial of TRK inhibitors demonstrates efficacy in TRK fusion-positive cancers. J Hematol Oncol 2018; 11: 78.
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NTRK zaviralci v 2.liniji po progresu

National ~
comprehensive NCCN Guidelines Version 1.2021 %
Al ancer Melanoma: Cutaneous e saon

Network®

SYSTEMIC THERAPY FOR METASTATIC OR UNRI
FIRST-LINE THERAPY® SECOND-LINE OR SUBSEQUENT THERAPY™

+ Systemic therapy
» Preferred regimens

o Anti PD-1 monotherapy©e
- Pembrollzumab
— Nive

0 vaolumahllplllmumab" Le.f

 Pembrolizumab/low-dose ipilimumab for tumors
that have progressed after prior anti-PD-1

+ Preferred regimens

» Anti PD-1 monotherapy- therapye
g :Iem’drf::lalbu::::’eg?rf;!i‘)"y U] 9 Combination targeted therapy if BRAF V600-
» Nivolumab/ipilimumab (category 1)% Disease A o atinib
» Combination laraeted lherapy |f BRAFVGOEI- progression « Vemurafenib/cobimetinib
cor acgvatmg mutationd:"" (stegory 1) o imum « Encorafenib/binimetinib
L 3 3 (category 1) firieal » Other reglmens
disease 0 Encorafenibibinimetinib (category 1) benefit K ',,‘p,'s';,"":,‘g‘::"_ on
+ Other recommended regimens from BRAF- - 2"
» Pembrolizumab/low-dose ipilimumab¥ targeted » Useful in certain circumstances -
Fembrolizum, orgete pilimumabdintralesional T-

(category 2B)
0 Cytotoxic agents®
¢ Imatinib for tumors with activating mutations of

» Combination targeted therapy and
anti-PD-L1 therap \}’ if BRAF V600-activating

mutation presentd.gh !
0

+

have progressed after prior immune checkpoint
inhibitor therapyP (category 2B)
. + Consider best supportive care for poor performance

status (See NCCN Guidelines for Palliative Care

PRIPOROCILA ZA OBRAVNAVO BOLNIKOV Z
MELANOMOM

ONKOLOSKI INSTITUT LJUBLJANA
Ljubljana, maj 2020

- Ipilimumab v monoterapiji (Kategorija 2A)
- Sistemska kemoterapija (Kategorija 2A)

- *C-KIT zaviralec imatinib v primeru prisotnih aktivirajo¢ih mutacij KIT(Kategorija
*V primeru NTRK genskih fuzij: larotrektinib, entrektinib

24)
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Zakljueki

V primeru dokazanih NTRK genskih fuzij agnosticno
zdravljenje z NTRK zaviralci, ne glede na histoloski tip
raka in starost

O

The NTRK genes (NTRKT, NTRK2 and NTRK3) encode for
TRKA, TRKB and TRKC receptors, three transmembrane
proteins, and are normally expressed in neuronal tissue
during development.

Fusions involving NTRK genes are oncogenic drivers across

a wide range of tumour types and are either highly enriched
in select tumour types or infrequently found in other cancers,
including common tumours.

NTRK gene fusions should be treated as tumour-agnostic
biomarkers.

Specific TRK inhibitors have shown histology-agnostic activity
in adult and paediatric patients harbouring NTRK gene
fusions providing high durable response rates with a low
incidence of adverse events.

IHC, FISH, RT-PCR and NGS are effective screening techniques
for identification of TRK fusion cancer. Implementation of
these methods can be tailored to individual patients based on
histological and clinical presentation.

Penault-LlorcaF, et al. J Clin Pathol 2019;72:460-467.
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Sistemsko zdravljenje
napredovalega melanoma —
tarcna terapija

Marko Boc, dr.med.
Onkoloski institut Ljubljana

Ljubljana, 04. & 05. marec 2021

History of Therapy for Metastatic Melanoma

)

2012 2013 2014 2015

2016)2017 2018
Imunotherapy

Targeted Therapy
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1,2,4

BRAF-MAPK pathway

Growth Normal RAS-RAF Onct.)geni.c BRAF
factors, pathway signaling? signaling®
O
Rtk [{[] - —

ili @ At;ivated RAS \

* Constitutive
* Normal activation BRAF
of RAS by

activation is
independent of
extracellular factors
extracellular factors
Not responsive to

normal regulatory

signals >90% BRAFV600E

3
~ 50% of patients have BRAFY6% (exon 15)

|

5

6% BRAFV600K
1,3% BRAFV600D
0,7% BRAFVE0OR

e
S

1. Flaherty KT, et al. Clin Cancer Res 2011;17:4922-4928.
2. Garnett MJ, et al. Cancer Cell 2004;6:313-9.
3. Jakob JA, et al. Cancer 2012;118:4014-4023.
RTK = receptor tyrosine kinase; GTP = guanosine triphosphate; ERK = 4. Wan PTC, et al. Cell 2004;116:855 —67.
lextracellular signal-related kinase; MEK = MAP (mitogen-activated protein). 5. Lovly et al. PLoS One. 2012; 7(4): e35309.

BRAF inhibition: monotherapy
RAS—RAF Pathway

BRAFinhibition

Growth Normal RAS—-RAF Oncogenic BRAF
factorsN pathway signaling? signaling®
P ——
— DABRAFENIB
N————
* Normal activation
P ——

of RAS by
extracellular factors

— VEMURAFENIB

|

e
ey

| ENCORAFENIB

{
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BRAF inhibition: monoth = treatment resistance
VEMURAFENIB, DABRAFENIB, ENCORAFENIB

* Strong initial effects
mMPFS: = 9m

mOS: = 13m
ORR: = 50-60%

Time to response < Cht

* Emerging drug resistance

» Reccurence of aggressive tumor = mDoR = 5-10 months

mPFS — median progression free survival 1. McArthur GA, et al. Lancet Oncol 2014; 15: 323-32.
mOS — median overall survival 2. Latimer NR, et al. TheOncologist 2015;20:798-805.
ORR - objective response rate (CR+PR) 3. Hauschild A, et al. Lancet 2012; 380: 358-65.

BRAF + MEK inhibition » Improved RR

» Improved overall survival
» Prevent resistance (more

RAS—RAF Pathway oy

Growth Normal RAS-RAF Onct?geni_c BRAF
factorsM pathway signaling? signaling®

RTK | —
Activated RAS
RAS-&TP

DABRAFENIB

TRAMETINIB

* Normal activation
of RAS by — —
extracellular facto
o — VEMURAFENIB + +— COBIMETINIB
— —
> Decreased
toxicities
from (?) | encorareniz| Hf L) BINIMETINIB
paradoxical
MAPK
activation Vultur A, et al. Clin Cancer Res. 2011;17(7):1658-1663.

Greger JG, et al. Mol Cancer Ther. 2012;11(4):909-920.

310



Kombinacije BRAF in MEK inhibitorjev

BRAFi | MEKi

DABRAFENIB TRAMETINIB
—  150mg/12h | mE | 2mg/d
» zdravljenje traja do progresa oz. do kontinuirano kontinuirano
nesprejemljive toksi¢nosti - il

» peroralno zdravljenje

ST R
VEMURAFENIB COBIMETINIB

» pred pricetkom zdravljenja EKG in UZ srca | | 960me/12h + || 60me/d

(QT doba >500ms in LVEF <50%)

kontinuirano 3t/1t pavze
~— ~——
) . )
ENCORAFENIB BINIMETINIB
— 450mg/d '5.}' L 45mg/12h
kontinuirano kontinuirano

COMBI-v: OVERALL SURVIVAL COMBI-d: OVERALL SURVIVAL

BRAF + MEK inhibition

7 TR
- DABRAFENIB+TRAMETINIB \\\W m | RN @H___H
(COMBI-d, COMBI-v)12 E" e - o J—
B b m -_H.d.._’-‘ ] LH
* mOS: 25,1'26,1 monthS ey : : 2 u'ﬁme,;nomhs v g ey i ! ‘;ns&no‘:kanumﬁl‘mr:umm ® o
* Risk of death 25-32% lower R R B RN RV 2 wEOR OB R OB OE OBV 8
* (HR0.75, HR 0.68)

° mPFS: 11,0-12,1 months
° Risk of progression 29-39% lower
° (HR0.71, HR 0.61)

- ORR: 66-69% ' “‘\\t\*

- Disease control: > 90% 0 — e

—
van | 18 05 ar V071 % L0508
‘ ! H y 4 “ o s M M n M ® « =
Wo.atrisk Thng;merths Mo atrisk e Sines Randomizan, months
TaF 16K w om owm w : Tas ook W i
e = [ e 2 T
1. Robert C, et al. Ann Oncol. 2015;26(suppl 6) [abstract 3301]. % - St [ o 1y

2. Long GV, et al. Lancet. 2015;386(9992):444-451.
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BRAF + MEK inhibition - COMBI-D & COMBI-V: response

100— DCR DCR
92% o
DCR 91% DCR
840/0 820/0
5=
2 y
2}
s 27 r [
® ORR ORR
a 69% Vs 53% 66% Vs 53%
P=.0014 P =.0008
25—
dabrafenib + dabrafenib dabrafenib + Vemurafenib
trametinib (n=212) trametinib (n = 350)
(n=211) (n=351)
COMBI-d'2 COMBI-v3

1. Dabrafenib (dabrafenib) [summary of product characteristics]. West Sussex, UK: Novartis Europharm Limited; 2015.
2. Long GV, et al. Lancet. 2015;386(9992):444-451
3. Robert C, et al. Ann Oncol. 2015;26(suppl 6) [abstract 3301]

BRAF + MEK inhibition - COMBI-D & COMBI-V: DoR

comBl-d' | "2

COMBI-v2 | "

Time, months

1. Dabrafenib (dabrafenib) [summary of product characteristics]. West Sussex, UK: Novartis Europharm Limited; 2015.
2. Robert C, et al. Ann Oncol. 2015;26(suppl 6) [abstract 3301].
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S5y overall survival and progression free survival

COMBI-d + COMBI-v

Overall survival
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Months since randomisation

Progression free survival
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p=0.05

19%
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31%
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Robert C, etal. N Engl | Med. 2019;381(7):626-636.

5y overall survival and progression free survival

Low tumor burden*
COMBI-d + COMBI-v

Overall survival

10

55%
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“Normal LDH in < 3 metastatic sites
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Robert C, et al. N Engl ] Med. 2019;381(7):626-636.
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Best response (n=561)

PR — partial remission

CR — complete remission

SD - stable disease

PD - progressive disease

DCR (disease control rate)= PR+CR+SD
ORR (objective response rate) = PR+CR
PFS — progression free survival

0S —overall survival

9 1% 19%
CR
DCR

6% FPFSSY =49%

PD

Treatment response and 5Y survival

COMBI-d + COMBI-v

Patients with CR:

»0Sgy = 71%

Robert C, etal. N Engl | Med. 2019;381(7):626-636.

BRAF + MEK inhibition

* VEMURAFENIB + KOBIMETINIB (co-BRIM)
mOS: 22,3 months
Risk of death 30% lower
(HR 0.70)
mPFS: 12,3 months
Risk of progression 42% lower

(HR 0.58)

ORR: 70%

Lancet Oncol. 2016 Sep;17(9):1248-1260. Epub 2016 Jul 30.

A P