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HUS
DIAGNOSTIK OCH BEHANDLING AV MELANOM AR TEAMARBETE

Patienten s3ker sig fSr att visa upp /ta bort hudf§rSndring till:
| ArbetshSIsov@Erd/HVC -ISkare / Dermatolog /Kirurg
I Helst excision med liten marginal vs biopsi

| VSvnadsprovet unders3ks av en dermatogatolog om det SrfrEgan Hudtumsrteamet
om melanom , krSvs vanligtvis ytterligare behandling
I Dermatolog /plastikkirurg gsr re-excisionen Onkolog
Behandlingen planeras pEhudtumsSrmstet
I Uppfylls kriterierna f&r vSktarknutsbiopsi ? Patolog Radiolog

I Uppfsljning O

I Recidiv och metastaser @

Undersskningar
I PatologutiCEtande
I' Molekylpatologi (BRAF, NRASKIT)
I Datortomografi

L0
(11

Dermatolog Kirurg




RISKBED...MNING

Prognostiska faktorer

' Breslow (mm)

I Ulceration , inflammation

I Mitoser

I Histologisk typ

I Mikroskopiska satelliter

| Metastasering i vSktarknutor

Histologiska typer

I Lentigo maligna melanom (5-15 %)
I Superficiellt spridande (50-75 %)

I NodulSrt (15-35 %)

I Akralt (5-10 %)

Molekylpatologi

I BRAF (4060 % pos.)

I cKIT (akraaliset ja
limakalvomelanoomat:10 -20 % pos.)

I NRAS (1525 % pos.)
I HUSLAB: NGSpaneeli sisSItSS nSmS

Radiologisk utvardering

I Ultraljud av lymfkSrtelregioner
I Datortomografi
I MRI

HUS
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UPPFOLJNING OCH BEHANDLING ENLIGT RECIDIVRISK HUS™

1. LCEgrecidivrisk : 5-@Ersprognos >95 % TNM-luokka ja LEVINNEISYYS:
: y . (AJCC V8, Gershenwald et al, CA Cancer J Clin 2017; 67:472-492)
(Premaligna tumSrer och <2 mm icke -ulcererade melanom

! BehSver inte uppfSljning . Patienterna bSr informeras om en

fsrhsjd livslE&ngriskfSr melanom

I Adjuvantbehandling /uppfljning ifem EmEHUS Cancer Centrum. T4b Nia-N2c

2. Moderat recidivrisk : 5-CErsprognos 90-95 % > 4.0 mm, ei uls 87

(Stadium 1A (1-2.0 mm ulcererade melanom och > 2-4.0 mm icke - > 4.0 mm + uls 82

ulcererade melanom ) Tuntematon N1b, Nic 83

! UppfSljning av patienter med medelhS8g recidivrisk skeritv@E&Er 0 Tuntematon :fz::zc N3b 69

vid en palstikkirurgisk enhet , sedani Sppen vErdupp till 5 Er Tiab-12a 3

efter primSr operation Tiab-T2a Nib/c tai N2b 83

T2b/T3a N1a-N2b 83

3. Medelh§g och hsg recidivrisk : 5-@Ersprognos 30E95 % TiaT3a \Ge 1ol N3aTbie )

(Stadium IIBC (lokala > 2-4 mm ulcererade melanom , lokalt spridda T3b/Taa Mika hansa N 5
melanom (Stadium Ill) samt metastaserat melanom (Stadium 1V)) zN1

69

32

| uppfsljningen ingErdatortomografier och mottagningar Tab

m

Any N

! Behandling av metastaserat melanom + dSrpCE f8ljande Any T, Tis

uppfsljning




NYA MEDICINERF... RMELANOMBEHANDLING Hus™

=

Nivolumab
ey 5 MI\IIEi\éciJIumab + Ipilimumab
i ' TVEC

I 2011 2011 2014 2015 PAONKS

BRAFi= BRAFinhibitor
BRAFi+ MEKi= BRAF + MEKinhibitorkombination
TVEC= onkolytisk virusbehandling




1-. RSPROGNOS (%) F...RMETASTASERAVIELANOM HUS™

Nivolumab + Ipilimumab
"#$%&' ()%

Nivolumab
Pembrolizumab

BRAFi= BRAFinhibitor
BRAFi+ MEKi= BRAF + MEKinhibitorkombination
TVEC= onkolytisk virusbehandling




DE NYA BEHANDLINGARNAS EFFEKT PA OVERLEVNADSPROGNOSEN

100

904 \
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10 1

Nivolumab (phase Ill) (12)
Pembrolizumab (phase Ill) (5)

IL-2 (pooled analysis) (43)

Nivolumab+ipilimumab (phase Ill) (12)

Encorafenib+binimetinib (phase IlI) (13)
Dabrafenib+trametinib (phase Ill) (15)
Cobimetinib+vemurafenib (phase lll) (14)
Ipilimumab 10 mg/kg (phase Ill) (44)

Ipilimumab (phase Il and Il pooled analysis) (46)

Autologous tumor infiltrating lymphocytes and IL-2 (pooled analysis) (25)
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ONKOLOGISK BEHANDLINGAV MELANOM HUS

Stadium 1IBC (lokala >2-4 mm melanom med ulceration ):

! Adjuvantbehandlingsindikation fSr anti -PD1 Dbehandling 2022

Lokalt spridda melanom (stadium [lIB-D):

! Adjuvantbehandling med immunoterapi eller B-raf mediciner fSr patienter med
BRAFmuterat melanom

Metastaserat melanom (stadium [V):

! | fSrsta hand immunoterapi eller mElinriktad behandling fSr patienter med BRAF
muterat melanom

| Cytostat , TVEC



METASTASERAVIELANOM HUS

! Inoperabelt stadium Illeller IV melanom

I Engrupp biologiskt heterogena sjukdomar

! Behandlingens mISr att maximera residivfri
tid

| 50-75% fCEri nEgot skede hjSrnmetastaser

I Melanomcellernas mutationsbsrda  Sr h3g

I De vanligaste metastaslokalisationerna : Hud,
lymfksrtlar , subcutis, lungor , lever, hjSrna,
skelett, Svriga organ

MH 25.11.2022



BEHANDLINGSALTERNATIN...RMETASTASERANIELANOM HUS

SolitSr metastas
| Operation (lung -, hjSrn-, levermetastaser )
I StrElbehandling

| +/-1Skemedelsbehandling som adjuvantbehandling efter operation eller
som enda behandling

Lokalt recidiverande melanom

I T-VEC

I ILP (solerad extremitetperfusion )

I StrElbehandling

I Kirurgi

I Medicinsk behandling

Multipla metastaser

| LSkemedelsbehandling :immunoterapi , mElinriktade mediciner , cytostat

I Palliativ behandling

I"HS%%SHE ()56 10'1.&'(.2
3"HAS6THYE ()*&tF)-). 10'1.&'(.2 MH 25.11.2022



T-VEC (TALIMOGENLAHERPAREPVEK, IMLYGIC) HUS

' Immunoterapi med onkolytiskt HSV-1 virus

I Indikation :inoperabelt lokalt spritt eller metastaserat
melanom utan visceralmetastaser (stadium IlIB, C, IV
Mla)

I Vanligaste biverkningar : trstthet (50,3 %), frossa (48,6 %),
feber (42,8 %), illam@Eende (35,6 %), influensaliknande
symptom (30,5 %) och smSrta vid injektionsstSllet (27,7 %)

I ORR 26.4%,lEngvariga (6 m@&En) behandlingssvar 16.3%

I Injiceras direkt in i metastasen

I Maximalvolym 4 ml delas enligt metastasernas storlek
upp

' Dosering med 2-3 veckors mellanrum

I Behandlingstid 6 mEnader eller tillslesionerna fSrsvinner

8(1-9%):*#;<"#3=I>
?7<&;@NA*&<'2-.;B-..(A.-C MH 25.11.2022



II\/II\/IUNOTERAPI CHECKPOINTINHIBITORER HUS

Dendritic cell Tcel * ’ T cell Cancer ‘;ell

- N ¢ =)
MHC TCR
\ / TCR M/HC
Activation signals
B< CD28
Vi
- 2 lN gativeregulation
\' PD-L1
Inhibitory signals
\
J \\ p o
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CTLA4 i 7\ /(
Antibody /' Antibody Antibody
kd J \S ~

F&rstSrkning av co -stimulatoriska signaler
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MeLINRIKTAD BEHANDLING e
" BY&(")) MUY HUS

Panitumumab

EGFR« cetuximab

g— ——

10% BRAF 28% KIT
Vemurafenib ‘@ Ll
dabrafenib 60% BRAF 0% KIT
encorafenib 20% NRAS .*/%-%,_.%&O’
Trametinib )? 7_.%&0’ )O, "$58/ ]20$)'"OB'Z&#-/ &%5'%4

binimetinib
l?l 2/88)-,9:&80/ +

Proliferation and
survival

FSrekommer i cancerceller

FSrutsSttning f&r BRAF-inhibitorbehandling ~ Sr fsrekomsten av BRAF-V600
mutationen (40-50% av alla melanom ).

V600E 80-90%, V600K 512%, Svriga sporadiskt 20% BRAF 36% KIT

: ’ 10% BRAF 39% KIT
BestSms frEEnprimSr tumsr eller metastas ifSrsta hand med BRAF V600E 5% NRAS

immunfSrgning

FSrnegativa gSrs PCR-baserad NGS-panelmutation (BRAFV600K, NRAS, KIT) MH 25.11.2022

10% NRAS




HUS
MALINRIKTAD BEHANDLING AV MELANOM

I Snabba behandlingssvar (<1 mEn)

I Ca 50 % fErett signifikant
behandlingssvar och upp till 90% av
patienterna har nytta av
behandlingen

MH 25.11.2022



Overall survival (%)

100 =
e Vemurafenib (n = 337)
Estimated 6-month survival: 84%
90 -
= Dacarbazine (n = 338)
80 - Estimated 6-month survival: 66%
Hazard ratio 0.70* (95% Cl, 0.57 to 0.87)
70 = p < 0.001
60 =~
so e e S
40 -
s E-ll.?f 1]
20 Dacarbazine Vemurafenib
median 0S : 9.7 months - median 0S: 13.6 months
=N \ : /
0 H
1 1 1 1 1 1 1 1 1 1 I 1
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Overall survival (%)

e Vemurafenib (n = 337)

HSY&" () +, -&.&%*&/) 012345658 H&( " 1&<>P=

Estimated &-month survival: 4% I 5"@)&(1ABC1?6D3%&"()* +, FD@H( -148

= Dacarbazine (n = 338)

Estimated 6-monih survivl: 66% I 5"@)&(1IKBCIEBFIHE" ()* +, ?DEH( -148

p < 0.001

Dacarbazine
median 0S : 9.7 months

Hazard ratio 0.70* (95% Cl, 0.57 to 0.87) I

A331LGMH#$%&"()* +,DINDEM1-148

4)<)H$HEOR. &%*&/) (+, -&.&%*&/)01
i P8A15&)Q1&A1=>7L

Proportion Alive

No. at risk

Ipilimumab + DTIC 250 200 159 116 92 80 69 60 57 50 47 46 44 43 42 (40| 17

Placebo + DTIC

1.0 1 == |pilimumab + DTIC
Placebo + DTIC
0.8
0.6 1
0.4
0.2
S - EEH@TO 00

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 |60| 64 68 72 76
Time (months)

6
252 192 136 90 73 56 44 42 34 30 26 24 23 21 21 |20 9 4
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Overall survival (%)

Vemurafenib (n = 337)
Estimated 6-month survival: 84%

Dacarbazine (n = 338)
Estimated 6-month survival: 66%
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Hazard ratio 0.70* (95% Cl, 0.57 to 0.87)
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The NEW ENGLAND JOURNAL of MEDICINE

COMBI-V: Robert 2014: Dabrafenib + trametinib vs vemurafenib

A Overall Survival

100

Dabrafenib plus trametinib

Patients (%)
3

Vemurafenib

30
20+
10
0 T T T T T T T T T T T T T T T T T T T T 1
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Months
No. at Risk
Dabrafenib plus 352 346 342 341 336 325 310 295 283 263 232 203 157 125 85 64 46 32 15 3 2 1

trametinib

Vemurafenib 352 345 341 331 315 299 285 271 247 232 204 171 122 90 63 46 31 16 7 3 1 0

12 mENnOS: 72%vs 65%

24 mENOS: 51%vs 38%
Median OS: 25.8 vs 18.0 mEn
Median PFS: 11.4 vs 7.3 mEn
RR: 64%vs 51%

Dabrafenib+trametinib  (Tafinlar-Mekinist)

Encorafenib+binimetinib  (Braftovi+Mektovi )

Dabrafenib -trgmetinib & encorafenib -binimetinib och
vemurafenib Sr ersatta fSr BRAF V600 muterat
metastaserat melanom

Dabrafenib -trametinib Sr desutom ersatt f3r
adjuvantbehandling

The NEW ENGLAND JOURNAL of MEDICINE

HUS

COBRIM: Larkin ym. 2014: Vemurafenib + - Cometinib - vs Vemurafenib + placebo
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12 mEnOS: 75%vs 64%

24 mENOS: 48 %vs 38%
Median OS: 22.3 vs. 17.4 mEn
Median PFS: 9.9 vs 6.2 mEn
RR: 68%vs 45%

COLUMBUS encorafenib -binimetinib
Dummer ym. 2018 The Lancet Oncol

100
90 —HE‘Y:\“ &

80- ‘\

70

60 ‘_;—_\—\

o
50 t‘ﬂ\ e ¥
. ™ .

40 e
30
201

— Encorafenib plus binimetinib group
Vemurafenib group

HR 0-54 (95% C1 0-41-0-71); two-sided p<0-0001

Progression-free survival (%)

104

Number at risk
humber censored)
Encorafenibplus 192(0)  151(18) 107(26)  87(32) 57(51) 28(71) 4(92) 0(94)
binimetinib group

‘'emurafenib group 191 (0) 101 (40) 56 (48) 36(57) 23(65) 13(72) 4(81) 0(85)
B
100 ~ — Encorafenib plus binimetinib group

Encorafenib group

HR 0-75 (95% C1 0-56-1-00); two-sided p=0-051

Progression-free survival (%)
w
S
1

(=]

Number at risk Time since randomisation (months)

humber censored)
Encorafenib plus 192 (0) 151(18) 107 (26) 87(32) 57 (51) 28(71) 4(92) 0(94)
binimetinib group

Encorafenib group 194 (0) 125(34) 84(42) 68(45) 41(60) 17(81) 1(97) 0(98)

Median PFS: 14.9 vs 7.3 kk
RR: 63%vs 40%
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James Larkin et al, NEJM 2019 Oct 17;381 (16): 1535 -1546: HUS
Five-Year Survival with Combined Nivolumab and Ipilimumab in Advanced Melanoma

B Patients Alive at 5-Yr Data Cutoff

[ Trial therapy Subsequent systemic therapy No treatment
Nivolumab plus Ipilimumab (N=151) Nivolumab (N=130)
—+— Nivolumab plus Ipilimumab —#&— Nivolumab —@— Ipilimumab
A Overall Survival
100 18%
(N=27)
90
74% 24% 58%
X 809 (N=112) (N=31) (N=75)
° 704
2
£ 60
a
o 50
-
® 2
] Median follow-up, 63.5 mo Median follow-up, 63.5 mo
'§ 30 (range, 56.9-68.7) (range, 54.6-67.9)
—
[\
« B Ipilimumab (N=67)
104
0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Months
No. at Risk
Nivolumab plus ipilimumab 314 292 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 157 155 150 92 14 0 55% 45%
Nivolumab 316 292 266 245 231 214 201 191 181 175 171 164 158 150 145 142 141 139 137 135 130 78 14 0 (N=37) (N=30)
Ipilimumab 315 1285253227 2203 181 163" 148 135128 1133107 1002 195 194 29] = 87 = 840818 77 73 236 12" =0

Median follow-up, 63.3 mo
(range, 57.0-67.7)

MH 25.11.2022



Dabrafenib -trametinib ; Davies et al
2017 Lancet Oncol

LEKEMEDELESBEHANDUINAY
HIERNMETASTFASER

HUS

Table 2. Response to Treatment.

A
100~
— 904
O
< 30
©
2 704
E 60 < - % Extracranial
7} 1 8 o Intracranial
§ 50+ : A Global
% "
s i
2 304 ‘
) i
) 20
T o ‘
C T i T i T T T T 1
0 3 6 9 12 15 18 21 24 27
Months
No. at Risk
Extracranial 94 66 45 32 25 19 11 6 2 0
Intracranial 94 61 45 32 25 19 11 6 2 0
Global 94 60 44 32 25 19 11 6 2 0
100-@ 92.3%
90+ 82.8%  81.5%
804 ! :-3::::::: o
& 704 1 ‘ ,
3 o ! 3 :
S 50 ! f :
v ' ' ,
T 404 1 : "
E -
204 1 ;
10 '
O 1 1 ‘I 1 1 1 1 Ll 1 1
0 3 6 9 12 15 18 21 24 27 30
Months
No. at Risk 94 86 78 69 54 41 27 19 9 3 0
Ipilimumab + Nivolumab ; Tawbi ym. 2018 NEJM

Variable

Best overall response — no.
(6)*

Complete response

Partial response

Stable disease for =6 mo

Progressive disease

Could not be evaluated
Objective responsei:

No. of patients

Percent of patients (95% Cl)
Clinical benefit{

No. of patients

Percent of patients (95% Cl)

Intracranial
(N=94)

54
57 (47-68)

Extracranial Global

(N=94) (N=94)
7.(7) 8(9)

40 (43) 40 (43)
6 (6) 5(5)

28 (30) 33 (35)
13 (14) 8 (9)

47 48

50 (40-60) 51 (40-62)

53 53
56 (46-67) 56 (46-67)

MH 25.11.2022




HUS

CYTOSTATBEHANDLING

| Dacarbazinkombinationer (TOL, DOBC)
I Paklitaxel -karboplatin

I TOL:-behandling med cytostater har ocks(ECNS-effekt ;
Temozolomid , Oncovin , Lomustine

I Ca 10-20% behandlingssvar , ingen pvisad
Sverlevnadsfsrdel
I Nyttan oftast Sverg(Eende

I Ca 5-10% har IEmgverkande nytta (> 5 &EJ

MH 25.11.2022



VAL AV BEHANDLING

I Livsituation ?

I Autoimmunsjukdomar ?

' BRAFmutation ?

I Snabbt /IEngsamt sjukdomsfSrlopp ?
I Sjukdomens spridning ?

| PrestationsfSrm@Ega /AT?

| LSkemedelsstudie ?




IMMUNOLOGISKA
BIVERKNINGAR(IRAE

Inflamationen kan fSrekomma precis |
vilket organ som helst eller i flera organ
samtidigt

Alla avvikelser 1 mEendet eller |
laboratorievSrden b3r ses som en
immunologisk biverkning tills man pCEvisar
nCEgon annan orsak

NEUROLOGIC

+ Posterior Reversible Encephalopathy
* Neuropathy

+ Guillian-Barre Syndrome

+ Myelopathy

+ Autoimmune Encephalitis

+ Aseptic Meningitis

« Myasthenia gravis

« Transverse Myelitis

+ Non-specific symptoms: headache,

RESPIRATORY

« Cough/dyspnea

+ Laryngitis

* Pneumonitis

+ Bronchitis

+ Pleuritis

+ Sarcoid-like granulomatosis

RENAL

+ Tubulointerstitial nephritis

+ Acute renal failure

« Lupus nephritis

+ Granulomatous lesions

+ Thrombotic microangiopathy

HEMATOLOGIC

« Autoimmune hemolytic anemia
* Red cell aplasia

+ Thombocytopenia

« Leukopenia/Neutropenia

+ Acquired hemophilia

+ Myelodysplasia

DE

+ Mucositis

+ Psoriasis

« Vitiligo

+ Bullous pemphigoid

+ Steven-Johnson syndrome
« DRESS syndrome

Jamal et al, JRheumatology , Feb 2020, 47, (2) 166-175

RMATOLOGIC

tremor, lethargy, memory disturbance,

seizure

Rash/Pruritis

OCULAR

+ Uveitis

+ Conjunctivitis

+ Scleritis, episcleritis

+ Optic neuritis

+ Blepharitis

+ Retinitis

+ Peripheral ulcerative keratitis
+ Vogt-Koyanogi-Harada

CARDIOVASCULAR
« Pericardius
+ Pericardial effusion
+ Arrhythmia
* Hypertension
+ Congestive heart failure

ENDO
»Hyper or hypothyroidism
+ Hypophysitis

+ Adrenal insufficiency

GASTROINTERSTINAL
+ Diarrhea

/" Colitis

+ lleitis
+ Pancreatitis
x Hepatitis

RHEUMATOLOGIC

Arthralgias/Myalgias
+ Inflammatory Polyarthritis
+ PMR-like
+ Psoriatic Arthritis
« Oligoarthritis
+ Vasculitis
« Sicca Syndrome
» Sarcoidosi;
« Resorpfive bone lesions and
fractures

HUS
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®

HUS

VAKAVIEN HAITTOJEN JAKAUMA JA ILMAANTUMINEN (WANG ET AL JAMA 2018)

100
Colitis® Ipilimumab
Pneumonitis 804 Antl-l?D-l.
so Combination
Hepatitis e
. "‘,3 60
Hypophysitis g Median time to onset
Neurologic a Ipilimumab: 40 days
E 401 Anti-PD-1: 40 days
Adrenal < Combination: 14.5 days
Myositis 204
Myocarditis
Hematologic 0 l . : : —
Nephriti 0 100 200 300 400 500 600
ephritis Days
1500 1000 500 0 25 50 No. at risk
Number of irAEs Reported Fatality Rate, % Ipilimumab 15 2 0 0 0 0 0
Anti-PD-1 34 11 5 2 2 2 0
Combination 6 0 0 0 0 0 0
Number of cases and fatality rate for each class of toxic effect Time to Symptom Onset of Fatal Toxic Effects by ICI Regimen

By courtesy from Sanna livanainen, MH 6.5. 2021 MH 25.11.2022



Taso |

Taso i

Taso lll

Taso IV

Jatka immunologista hoitoa

LykkSS seuraavaa
immunologisen hoidon
annosta

Hoida oireenmukaisesti

KeskeytS immunologinen
hoito

Hoida oireenmukaisesti
Aloita kortikosteroidihoito
l.v. tai p.o

Harkitse spesialistin
konsultaatiota

KeskeytS immunologinen
hoito

Hoida oireenmukaisesti
Aloita korkea -annoksinen
kortikosteroidi i.v. (esim.
metyyliprednisoloni 1 -4
mg/kg/vrk)

Konsultoi spesialistia

R

TiivistS potilaan seurantaa

Jatka ISSkitystS, kun oireet
vSistyvSt tai lievittyvSt tasolle |

Aloita hidas kortikosteroidin
purku, kun oireet vSistyvSt tai
lievittyvSt vShintSSn tasolle 1

Kun oireet vSistyvSt tai
lievittyvSt tasolle Il, aloita hidas
kortikosteroidin purku

Jos oireet eivSt lievity tai
lisSSntyvSt, harkitse
immunosupressiivista hoitoa,
esim. infliksimabi,
mykofenolaatti tai IVIG

HUS
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MEKI+BRAFI BIVERKNINGAR: HUS
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HUS
PAGAENDE LAKEMEDELSSTUDIER VID HUS CANCER CENTRUM

76K (St [IB/C adjuvantbehandling ): Nivolumab vs Placebo
030-trial (1. linjen): Anti-CTLA4 Probody + nivolumab vsipilimumab + nivolumab
020-trial (2. linjen: Post anti-PD1): Anti-CTLA4 NF ab 7 mg vs 70 mg vsipilimumab 3 mg/kg 4 infusioner

EORTC 1612(1. linjen): Encorafenib + binimetinib -> ipilimumab + nivolumab vsipilimumab +
nivolumab

098-trial (Adjuvant , St lll):Nivolumab + relatlimab vs nivolumab + placebo
Starboard (1.linjen): Encorafenib + binimetinib + Pembrolizumab vs Pembrolizumabi + placebo




SAMMANFATTNING HUS™

Det Srviktigt att skydda sig f&r solen som barn /ung Bhuden har ett IEEngt minne!

Ca 85 % av alla melanompatienter tillfrisknar

Diagnostiken har utvecklats
MSnskor Sr mer upplysta och
sSker sig tidigare till
undersskningar

Det finns effektivare |SSkemedelsbehandlingar som mSrkbart har fSrbSttrat prognosen
fSr metastaserat melanom
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