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Uvod

Vitreous

Lens

Incidence (Evropa) 4-7/ 1 000 000 obyvatel

* NejCastéji cévnatka (85-90%), rasnaté télisko (5-8%)
a duhovka (3-5%)

Pouze < 2% ma v dobé diagnozy vzdalené metastazy

Retina

Iris

AZ u 50% pacientU se objevi vzdalené metastazy
(hematogenni Sireni)

Retina

Nejcastéji postizenym organem — jatra (90% pripadu)

Choroid Sclera

Median OS pri diseminaci mezi 6-12 meésici

Nathan P, et al. Eur J Cancer 2015;51:2404—12; Krantz BA, et al. Clin Ophthalmol 2017;11:279-89; Kumar PJ, Clark ML. Clinical Medicine. Elsevier, 2012. Carvajal RD, et al. Br J Ophthalmol
2017;101:38-44; 4. Kapoor A, et al. J Egypt Natl Canc Inst 2016;28:65—-72; 5. Grossniklaus H. JAMA Ophthalmol 2013;131:462-9



Rozdil oproti koZznimu melanomu

Oko je imunitné privilegovany organ -

unik pred imunitnim systémem

J, PD-L1 tumor/ TIL, J, mutacni naloz

(imunologicky ,,studeny nador”)

Vyjimecné mutace BRAF/NRAS

Specifické driver mutace GNAQ nebo
GNA11, inaktivacni mutace genu BAP1
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Yarchoan M, et al. N Engl J Med 2017;377:2500-1.



Lécba metastatického onemocneéni

Pouze jaterni postizeni
* Lokalni lécebné metody (resekce, termoablace, stereotakticka RT, kryoterapie)
* Chemoembolizace

* |zolované jaterni perfuze s melfalanem

Pacienti nevhodni k lokalnim metodam na jatrech (+ mimojaterni MTS)
e Systémova lécba



Systémova |é¢ba u metastatického uvealniho melanomu

 Chemoterapie nejcastéji s DTIC neucinna

e Cilena lécba s MEK inhibitory (selumetinib + DTIC vs. DTIC — SUMIT study 3. faze, ORR 3%
vs. 0%, mPFS 2,8 vs. 1,8 mésice)

* Imunoterapie s ipilimumabem — studie 2. faze — ORR 5-10%, mPFS 3 mesice, mOS 6,5-10
mesicu

* Imunoterapie s anti-PD-1/PD-L1 — studie 2. faze — ORR 3,6-7,1%, mPFS 3 mésice, mOS
7,6-13,8 meésice

* Prospektivni studie 2. faze IPI + NIVO — ORR 12-18%, mPFS 3-5,5 meésice, mOS 13-19
mésicu

Carvajal RD, et al. J Clin Oncol 2019, 36:1232-1239. Zimmer L, et al. PLoS One 2015;10:e0118564. Algazi AP, et al. Cancer 2016; 122:3344-3353. Piulats JM, et al. J Clin Oncol 2021;39:586-598. Pelster MS et al. J Clin
Oncol 2020;39:599-607. Namikawa K, et al. Melanoma Res 2020;30(1):76—84. Najjar YG, et al. Inmunother Cancer 2020;8(1):e00331. Carvajal RD, et al. JAMA 2014;311:2397-405.



Nova forma imunoterapie - immTAC

* Immune-mobilising monoclonal TCR against
cancer

* Tebentafusp je fuzni protein s dvoji specificnosti

* receptor pro T-bunky (TCR; targeting domain —cilova —
doména)

* fragment protilatky zacileny na CD3 (cluster of
differentiation 3; effector domain — efektorova
doména)




Mechanismus ucinku

Melanomova bunka

TCR-konec se s vysokou afinitou vaze na
eptid gp100, ktery je prezentovan lidskym
eukocytarnim antigenem — A*02:01 (HLA-

A*02:01) na bunécném povrchu melanomu  HLA-A*0201 ———

gp100,5, »gg

Efektorova doména se vaze na CD3 receptor Receptorova
polyklonalnich T-bunék. doména Engineered
Tebentafusp TCR (pM)

doména Anti-CD3
(NM)

Imunitni synapse vede k aktivaci
polyklonalnich T-bunék bez ohledu na CD3 receptor
nativni specificitu jejich TCR.

} Effectorova

. ’ T v v er jakykoliv T lymfocyt
Aktivovane polyklonalni T-bunky uvolnuji LRSS T YOSy
Za nethvg cytqkmy a ,cytolyt|gke proteiny, coz Figure adapted from Sacco J, et al. ESMO 2020.3
vede k lyze nadorovych bunék

%b%?gtgg%% e7t8al. Cancers (Basel) 2019;11:971-87; 2. IMCgp100-202 Protocol v5.0. Data on file; 3. Sacco J, et al. Presented at ESMO 2020. Abstract 64MO; 4. Middleton MR, et al. Clin Cancer Res



IMCgp100-202 — studie lll. faze

Tebentafusp:
« 20pgCiD1

Inclusion criteria * 30 g C1D8

mUM « 68 ugClD15+
HLA-A*0201-positive

No prior systemic therapy in the
advanced setting

No prior LDT, except surgery Stratification by LDH o
Any LDH level * Ipilimumab 3 mg/kg Q3W

(> ULN vs < ULN) * Pembrolizumab 2 mg/kg Q3W

Investigator’s choice:
* Dacarbazine 1,000mg/m? Q3W

Co-primary endpoints
OS in randomized patients to tebentafusp versus investigator’s choice treatment (ITT)
OS in randomized patients to tebentafusp with rash during Week1 versus investigator’s choice treatment (RAS)

Key secondary endpoints

\° Overall response rate and progression-free survival by investigator assessment

J

1. IMCgp100-202 Protocol v5.0. Data on file; 2. Piperno-Neumann S, et al. Presented at AACR 2021. Abstract CT002.



Vstupni charakteristika souboru pacientu

. Tebentafus Investigator’s choice
Characteristic =252 P gn=126
Age — median yr (range) 64 (23-92) 66 (25—-88)
Gender, male — n (%) 128 (51) 62 (49)
Time since primary diagnosis — median yr (range) 3.0 (0.1-25) 2.4 (0.1-36)
ECOG performance status™ — n (%)

0 192 (76) 85 (68)

1 49 (19) 31(25)
Elevated LDH level (>ULN) — n (%) 90 (36) 46 (37)
Largest metastatic lesion — n (%)

M1la (£3.0 cm) 139 (55) 70 (56)

M1b (3.1-8.0 cm) 92 (37) 46 (37)

M1c (8.1 cm) 21 (8) 10 (8)
Metastasis location” — n (%)

Hepatic only 131 (52) 59 (47)

Extrahepatic only 9 (4) 10 (8)

Hepatic and extrahepatic 111 (44) 55 (44)

e Patient characteristics are representative of a first-line population
* Good equipoise between the two arms
* Low percentage of extrahepatic only metastasis is noted on the tebentafusp arm Piperno-Neumann S, et al. Presented at AACR 2021. Abstract CT002.



Primarni cil: celkové preziti (OS)
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0.8 — - n=126
> 0.7 — .
2 e 0S, median 21.7 16.0
F- months ¢ ¢ 28.6) (9.7, 18.4)
S 05 (95% Cl) e e
S 04—
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A 03 1-yr OS rate (%) 73.2% 58.5%
0.2 —
01 . . Stratified Log <0.0001
+ + Censored rank p-value
0.0 | | | | | | | | | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 Median follow-
o at rick Time (months) up 14.1 months
Tebentafusp 252 242 221 197 167 132 109 90 71 59 44 33 22 17 9 6 5 0 N
Investigator's 126 116 100 86 69 48 43 34 27 20 12 7 4 4 1 1 1 0 Stl’atlfled HR 0.51
choice (95% Cl) (0.37, 0.71)

OS was statistically significant in favor of tebentafusp versus investigator’s choice therapy with a HR of 0.51 (0.36, 0.71), p<0.0001

There is an early and continued separation of KM curves, and at median follow-up of 14.1 months, a 6-month increase in median is seen, although still
not mature

The 1-year OS rate for tebentafusp was 73.2% and investigator’s choice was 58.5%

Piperno-Neumann S, et al. Presented at AACR 2021. Abstract CT002.



analyza podskupin

Tebentafusp

Celkové preziti

No.of No. (%) No.of No. (%)

Subgroup Patients of Death Patients of Death Hazard Ratio (95% CI)
Region 1
North America 86 28 (33) 52 24 (46) ——! 0.52 (0.30-0.91)
Non-North America 166 59 (36) 74 39 (53) ——if : 0.49 (0.33-0.74)
Investigator’s Choice |
| Pembrolizumab 199 65 (33) 103 49 (48) —— | 0.51 (0.35-0.75) |
Ipilimumab 40 16 (40) 16 7 (44) ﬁ—u 0.89 (0.38-2.31) L o e e .
Dacarbazine 13 6 (46) 7 7 (100) ————, 0.29 (0.09-0.86) * OS benefit je zreymy temer u vSech
Gender | . v v . v
Male 128 48 (38) 62 35 (57) —— : 0.48 (0.31-0.75) pOdSkt'lpm' vcetne Skqu se Spatnou
Female 124 39 (32) 64 28 (44) —— 0.57 (0.35-0.94) prognozou
Age |
<65 yr 130 41 (32) 61 29 (48) —— : 0.48 (0.30-0.79) * HR 0,51 versus pembrolizumab
265 yr 122 46 (38) 65 34 (52) ——, 0.58 (0.38-0.92) (head-to-head srovnénl')
ECOG status |
0 192 59 (31) 85 42 (49) —— : 0.48 (0.33-0.72)
1 49 24 (49) 31 18 (58) — 0.72 (0.39-1.36)
Baseline alkaline |
phosphatase |
< ULN 198 49 (25) 102 43 (42) —— | 0.44 (0.29-0.66)
> ULN 53 37 (70) 24 20 (83) I—-—:< 0.60 (0.35-1.05)
Lactate dehydrogenase |
< ULN 162 28 (17) 80 29 (36) —— | 0.35 (0.21-0.60)
> ULN 90 59 (66) 46 34 (74) }—-—:| 0.70 (0.46-1.09)
Largest metastatic lesion |
M1a (<3.0 cm) 139 29 (21) 70 28 (40) —e— | 0.36 (0.21-0.61)
M1b (3.1-8.0 cm) 92 43 (47) 46 26 (57) }—-—:| 0.71 (0.44-1.17)
M1c (28.1 cm) 21 15 (71) 10 9 (90) e 0.76 (0.34-1.82)
ITT population 252 87 (35) 126 63 (50) —— 0.51 (0.37-0.71)

|
| |
0.1 1 10

Tebentafusp better «—— Piperno-Neumann S, et al. Presented at AACR 2021. Abstract CT002.



Sekundarni cil: preziti bez progrese onemocnéni (PFS)
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No. at risk Time (months) Stratified HR 0.73
Tebentafusp 252 233 107 64 58 32 18 14 12 10 7 7 5 2 2 2 1 0 (95% C|) (0.58, 0.94)
IC 126 97 35 17 16 9 3 3 2 1 1 0

*  PFS was statistically significant in favor of tebentafusp with a HR of 0.73 (0.58, 0.94), p=0.0139

Piperno-Neumann S, et al. Presented at AACR 2021. Abstract CT002.



ORR a DCR podle investigatort (RECIST 1.1)

Tebentafusp Investigator’s Choice
Best response to systemic therapy (n=252) (n=126)
n (%) n (%)
ORR 23 (9) 6 (5)
CR 1 (0.4) 0
PR 22 (9) 6 (5)
SD 92 (37) 28 (22)
PD 131 (52) 78 (62)
Non-evaluable/not applicable 6 (2) 10 (8)
DCR 212 wks' 115 (46) 34 (27)

Higher ORR in tebentafusp vs. investigator choice

Higher rate of stable disease at 37% on tebentafusp versus 22% on the Investigator’s choice therapy

A high rate of disease control on the tebentafusp arm versus Investigator’s choice therapy at 46% versus 27%
However, as observed in phase Il, RECIST radiographic assessment underestimate the OS benefit from tebentafusp

Piperno-Neumann S, et al. Presented at AACR 2021. Abstract CT002.



Celkové preziti u skupiny pacientd s progresi onemocnéni
(BOR) podle RECIST v1.1
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Disease progression, control
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Postlandmark Survival (mo)
No. at Risk
Stable disease, tebentafusp 101 89 82 67 53 45 37 32 26 21 17 12 7 3 3 0
Stable disease, control 34 32 29 20 17 1513 10 7 5 4 3 2 1 1 O
Disease progression, 105 92 78 62 47 383 29 22 17 11 6 4 3 2 2 0
tebentafusp
Disease progression, control 53 42 35 23 16 1311 6 4 3 2 1 O

Nathan P, et al. Overall Survival Benefit with Tebentafusp in Metastatic Uveal Melanoma. N Engl J Med. 2021 Sep 23;385(13):1196-1206.



Nejcastéji vedle

AEs souvisely s mechanismem ucinku tebentafuspu
e cytokinova boure (CD3 konec) po aktivaci T bb.

* kozni toxicita (TCR konec) po vazbé na gp100+
melanocytu

VétsSina AEs se objevuje prvni tydny
(prvni 3 aplikace za hospitalizace)

AEs jsou vSeobecné dobre zvladnutelné, nizky pocet
ukonceni u tebentafuspu (2%) versus kontrolni
rameno (4,5%)

Zadné Umrti na toxicitu v rameni s tebentafuspem

Piperno-Neumann S, et al. Presented at AACR 2021. Abstract CT002

Si uCinky |écby

Tebentafusp
(n=245)
Any Grade Any Grade
AE, related* grade 3/4 AE, related grade 3/4
n (%) n (%)1 n (%) n (%)
Any 244 (99.6) 110 (45) Any 91(82) 19(17)
Cytokine-mediated Fatigue 29 (26) 1(2)
g;’:}%‘:;”rsgf'ease 217(89) 2 (1) Rash 27(24) 0
Pyrexia 185 (76) 9 (4) Pruritus 23 (21) 0
Chills 114 (47) 1(0.4)
Nausea 105 (43) 2 (1)
Fatigue 101 (41) 7 (3)
Hypotension 93 (38) 8 (3)
Vomiting 64 (26) 1(0.4)
Headache 53(22) 1(0.4)
Skin-related
Rash§ 203 (83) 45 (18)
Pruritus 169 (69) 11 (5)
Dry skin 72 (29) 0
Erythema 56 (23) 0




Pokles frekvence a zavaznosti hlavnich AEs (rash a CRS)
pri pokracuijici lécbé tebentafuspem

Percentage of treated patients experiencing any grade or Grade =3 treatment-related AEs
after each dose of tebentafusp

90 N

100 —
Grade

T ES

80 ] 1-2

70 —
60 —
50 —
40 —

Patients (%)

30 —
20

10 *

All CRS Rash All CRS Rash All CRS Rash All CRS Rash All CRS Rash
Event

No corticosteroid ~ 68 mcg — 68 mcg — 68 mcg —

premedication  ad 30 mcg
mandated 20 mcg

Piperno-Neumann S, et al. Presented at AACR 2021. Abstract CT002



Pokyny pro praxi

» Pacienti |éCeni pripravkem KIMMTRAK musi mit genotyp HLA-A*02:01, stanoveny pomoci validované
genotypizacni analyzy HLA.

* Pro minimalizaci rizika hypotenze spojené se syndromem z uvolnéni cytokinl pred zahajenim
agl_lkace infuze je treba intravendzné podavat tekutiny na zaklade klinického posouzeni a
objemového stavu u daného pacienta.

* Davkovani: 20 mikrogramua v D1, 30 mikrogramu v den 8, 68 mikrogramu v den 15 a nasledné 68
mikrogramu jednou tydné, v infuzi 15-20 min. V |éCbé se ma pokracovat, dokud je pro pacienta
klinickym pfinosem a neni pritomna neprijatelna toxicita.

* Prvni tfi léCebné dévk\LpFipravku KIMMTRAK musi byt podavany v nemocnici s nocnim
monitorovanim znamek a priznaku CRS po dobu nejméné 16 hodin. Zakladni Zivotni funkce maji byt
monitorovany pred podanim davky a minimalné kazdé 4 hodiny az do vymizeni pfiznak(. Pokud je to
klinicky indikovano, ma byt provadéno Castéjsi monitorovani nebo prodlouzena hospitalizace.

* Reseni NUL - viz SPC (infuze, antipyretika, kyslik, kortikoidy)



Zaver

Tebentafusp je prvnim lékem s unikatnim mechanismem ucinku, ktery dokazal
prodlouzit celkové preziti u pacientl s diseminovanym uvealnim melanomem

Aktivace polyklonalnich T lymfocytl méni nadorové mikroprostredi (,,cold tumor®.....

,hot tumor®)

Predikovatelna a zvladnutelna toxicita klesajici s poctem aplikaci, nizky pocet
ukonceni |éCby, zadné umrti v registracni studii



Online novelizace 28. vydani Modré knihy - Uvealni melanom
(25.8.2022)

Uvealni melanom patfi mezi vzacné nadory s omezenymi |[éebnymi moznostmi. Dne 1. dubna 2022
byl v EU schvalen pro Iécbu dospélych pacientl s neresekovatelnym nebo metastatickym uvealnim
melanomem s pozitivnim lidskym leukocytarnim antigenem (HLA)-A*02:01 pripravek tebentafusp
(Kimmtrak). Doporucena davka tebentafuspu je 20 uygv den 1,30 ugvden 8, 68 ugvden 15 a
nasledné 68 ug jednou tydné v kratké infuzi 15 az 20 minut. Prvni tri |éCebné davky tebentafuspu
musi byt po évan?/ v nemocnici s no¢nim monitorovanim znamek a priznakl spojenych se
syndromem z uvolnéni cytokin( (c¥)tokine release syndrome, CRS). Pfi dobreé toleranci lze nasledujici
davky podavat ambulantné. Podrobné informace pro aplikaci a feSeni vedlejsich ucinku |écby jsou
uvedeny v SPC. V |éCbé tebentafuspem se ma pokracovat, dokud je pro pacienta klinickym prinosem
a neni pritomna neprijatelna toxicita.
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