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£ "N MELANOM TEDAVISINDE
27 ADIM TASLARI

e 1800-1950: Melanomun erken donemi

o«

Hastaligin kesfi ve cerrahi tedavi prensiplerinin belirlenmesi

« 1950-1960: Immiin sistemin roliiniin kesfi

« 1970’ler: Patoloji, lokal ve sistemik tedavilerin kesfi

* 1980-1990:Cerrahi ve immunoterapide kucuk adimlar

« 20.yy.:Melanom genetiginde DNA’nin ayak izleri

Lee C et al. Clin Dermatol 2013,31:141-7.



KIT/RAF/ERK YOLAGI VE
MELANOMDA TEDAVI HEDEFLERI

Mutated in 2-3%

Amplified in 30%

Mutated in 15%
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MELANOMDA GENETIK HEDEFE

YONELIK TEDAVI

Skin: non-

chronic sun

damaged

Skin: sun
damaged

Mucoses

Acral

Uveal

(60%)

NRAS(10%)

Kit (25%)
(5%)

Kit (39%)
NRAS (5%)

Kit (36%)
(15%)
NRAS (10%)

Vemurafenib
Dabrafenib

Phase Il

MEK inh:
trametinib

MEK162 Phase I

Imatinib
Dasatinib

Phase |l

MEK
inh:trametinib



Immunoterapi

Guclu yonleri:
Uzun sureli cevap
Uzun sureli survi

Zayif yonleri:

Dusuk cevap orani

Gecikmis cevap

Imman iligkili toksisite

Cevap verenler ongorulemez
Ornekler:

HDIL-2

Ipilimumab

Nivolumab

_Sijregen etkinlik kaniti
Ipilimumab ile %20 hastada 10 yila kadar
uzun donem survi

HDIL-2 ile %10 hastada 10 yila kadar
remisyon

GHYT

Guclu yonleri:

Tedavi altinda uzun sureli cevap
Tedavi altinda uzun donem survi
Yuksek cevap oranlari

Hizli etki baslangici

Zayif yonleri:

Devamli, gunde iki kez doz
6-8 ayda direng¢ kazanabilir
Tedavisiz suregen yanit nadir

Ornekler:
Vemurafenib
Dabrafenib
Trametinib
Dabrafenib/trametinib

Suregen etkinlik kaniti
Survival verileri yetersiz



IMMUNOTERAPI

Fizyolojik immun kontrol-noktalarinin inhibisyonu,
Immun sistemin uyarimina gore daha etkin tedavi
bicimleridir

Dr Peter Hersey
Professor of Melanoma Biology
University of Sydney



HDIL-2

* 1998 yilinda endikasyon aldi

« 600,000 or 720,000 IU/kg IV 8 saatte bir 14 doza
kadar

» |kinci tedavi 6-9 giin sonra, 6-12 hft bir tekrar

* %6 tam, %10 kismi yanit

* T- hucre aktivasyon ve proliferasyonunu saglar
« Dusuk dozlarda etkisiz

* Yuksek dozlarda uzun sureli remisyon saglasa da
ciddi organ toksisitesi ! Sistemik inflamatuvar
sendrom, ARDS

« NRAS mutant melanomda etkili*
*J Immunother. 2012 January ; 35(1): 66—72.



CTLA-4 INH-IPILIMUMAB

Mart 2011den beri cerrahi ¢ikarilamayan
metastatik melanom da endike

T-cell T-cell T-cell
activation inhibition remains active




CTLA-4 INH -IPILIMUMAB

* En az 5 yillhik survi saglayabilir
10 mg/kg uc¢ haftada bir 4 kez

Tedavisiz survi mumkun

e Cevap orant %15

Kolit, hepatit, hipofizit vb. yan etkiler



1o

ILI

MUMAB

Hodi RCT, Ipi + gp1oo 403 10.0 months vs. 101 5.7 % (n = 23) vs. 1.5 (5.4=NR) vs. NR
et al. double Ipi 137 months vs. 6.4 months, |11 % (n = 15) vs. (28.1=NR) vs. NR (2.0=NR)
2010 blind gpioo 136 sign., 1.5 % (n=2), sign., | months

HR 0.68; p < 0.001 p=0.04 therapy-related deaths:

n=14
Robert RCT, Ipi + DTIC 250 11.2 months (g5 % Cl 15.2 % vs. 10.3 %, 19.3 months (95 %
etal. 2011 double  Placebo + 252 0.4-13.6) vs. 9.1 months  |n.s., p=0.00 Cl 12.1—=26.1) vs. 8.1 months
blind DTIC (05 % Cl 7.8=10.5) (95 % Cl 5.19—10.8),

HR 0.72; p < 0.001 p=o0.03
Hersh RCT, Ipi 37 11.4 months (g5 % 5.4 % (05 % n =2 (1.6+/1.85+ years) vs.
etal. 2011 open Ipi + DTIC 35 Cl 6.1-15.6) vs. Cl 0.7—18.2) vs. n =2 (1.73+/1.76+ years)
[482] label 14.3 months (95 % 14.3 % (05 %

Cl 10.2-18.8), n.s.

Cl 4.8—30.3), n.s.

RCT = randomized clinical trial, Ipi = ipilimumab, gp1oo = vaccine, HR = hazard ratio, Cl = confidence Interval, vs. = versus,
sign. = significant, n.s. = not significant, NR = not reached.
*Response rate: complete remission plus partial remission (= decrease in the sum of longitudinal diameters of all measurable
metastases by more than 30 %).



PD-1 INH-NIVOLUMAB

PD-1 “programlanmis hucre olumu-17 , T hucre yuzey
molekult; immun kontrol noktalarindan biri; normal dokulari
koruyabilmek icin aktive T hucrelerini durduracak kritik
sinyaller olusturur

Cevap orani %28

PD-1’e karsi
gelistirilmis insa
1gG4 monokional
Ab

Melanoma
cell

4 PD-L1
(B7-H1)




PD-1/PD-L1 INH.

Target

Agent

Class

PD-1

Nivolumab (MDX1106,
BMS3936558, BMS-ONO)

IgG4 fully human antibody

MK-3475 (lambrolizumab,
Merck)

IgG4 engineered humanized
antibody

Pidilizumab (CT-011, CureTech-
Teva)

IgG1 humanized antibody

AMP-224 (Amplimmune-GSK)

Fc-PD-L2 fusion protein

PD-L1

BMS935559 (MDX-1105, BMS-
ONO)

IgG4 fully human antibody

MPDL3280A (Genentech)

IgG1 engineered fully human
antibody

MEDI4736 (Medimmune, AZ)

IgG1 engineered fully human
antibody

MSB0010718C (Merck-
Serono)

NA




Gen hedefli
tedavi

Activating c-KIT in mucosal melanoma (~20%)

GPCR

Receptor
\ f\ r\ yr kinasg

\ 1 \1 \G-protein coupled

ceptor [ Active Ras Activating NRAS mutation
RAS ~15-20%)
Activating . o T
GNAQ (~50% / Activating BRAF —

mutations (~40-60%)

uveal)
GB////

PTEN loss (~30-50%)

Akt amplification (~60%)

P53

( Senescence )‘_ -



BRAF INH:VEMURAFENIB
FDA onayi: 8.2011, 950mgXx2/G, p.o.

BRAF V600E

Metastatik MM ortalama yasam suresi 6-10 ay
vemurafenib 18 ay

Yan etkiler: SCC (%20-30), KA (%10), verru,
akneiform erupsiyon, follikuler hiperplazi,
palmar/planter hiperkeraz, pannikulit, alopesi,
siddetli fotosensitivite, eklem agrisi

Hizli etkinlik ancak etkinlik zamanla azalir, uzun sure
kullaniminda direnc



FDG-PET response to vemurafenib (P1L.X4032) V600E+ melanoma

Day 15

Image courtesy of Grant McArthur, Peter MacCallum Cancer
Institute, Melbourne

Flaherty KT, et al N Engl ] Med 363:809, 2010




IKINCIL DERi TUMORLERI NICIN OLUYOR?

BRAF’1 inhibe ederken ERK sinyalini indukler
N

RAS mutasyonlari induklenir

c-RAF sinyal yolu artar

Ikincil deri tiimérleri gelisimi

RAS mutasyon testi ile
SCC’ye yatkin kisiler

belirlenip dikkatle takip

edilmeli TaEaimonE regulaion

raiifergion, dferemialon, sundval



BRAF-
inhibitor

v

Proliferation Proliferation Proliferation Pr lon

Survival Survival Survival
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Proliferation P
Survival S

Proliferation
Survival



BRAF INH: Dabrafenib

- BRAF kinaz INH (FDA Mart 2013) 150 mgx2/g

* BRAF V600E mutasyonlu metastatik melanom

* Beyin metastazlarina etkili

(yasam suresi < 5 ay /12 ay)

« Etkinlik 2 hf sonra baslar

* Norotoksik; kan/beyin barierini gegmemek uzere sentez
edilmis

Beyin makrometazlar kan-beyin bariyerini bozar

- wild-tip BRAF etkisiz

« Guvenlik ve etkinlik vemurafenib ile kiyaslanabilir:
fotosensitivite yok ancak yliksek ates daha fazla

« Dabrafenib rezistansi : ort 5.5 ay



BRAF INH:

DABRAFENIB

Doz semasi

Baslangi¢c dozu: 150 mg gunde iki kez

llk doz azaltimi: 100 mg giinde iki kez
Ikinci doz azaltimi: 75 mg giinde iki kez
Uglincii doz azaltimi: 50 mg giinde iki kez

50 mg gunde iki kez tolere edemezse tedavi tamamen kesilir



Chapman RCT, Vemurafenib 337 Rate after 6 months: 5.3 months 48 % vs. 5 %, | Not yet
et al. open DTIC 338 84 % vs. 64 % vs. 1.6 months p < 0.001, ascertainable
201 label HR 0.37 HR 0.26 sign.
(95 % Cl 0.26—-0.55; (05 % Cl 0.20-0.33;
p < 0.001) sign. p < 0.001) sign.
Hauschild RCT, Dabrafenib 187 HR 0.61 (95 % 5.1 months 50 % vs. 6 % | 5.5 months
et al. open DTIC 63 Cl 0.25-1.48) vs. 2.7 months vs. not yet
2012 label HR 0.30 ascertainable
(95 % Cl 0.18—0.571;
p < 0.0001) sign.

RCT = randomized clinical trial, HR = hazard ratio, Cl = confidence interval, vs. = versus, sign. = significant.

*Response rate: complete remission plus partial remission (= decrease in the sum of longitudinal diameters of all measurable
metastases by more than 30 %). (Note: in the trial by Chapman et al., response assessment was performed by the examiners
themselves, not blinded).



BRAF INH. DIRENCI

B. MEK-independent
progression

A. MEK-dependent
progression
RTK ligand
NRAS overexpression

mutations p—

Resistance to BRAF inhibition does not
involve mutation in BRAF itself

RAF“EWE BRAFV®Y truncation
BRAFY®% amplification
mutation

MEK MEK1!2 PTEN l
o b

COoT
overexpression

ERK

Survival



BRAF DIRENCININ ONLENMESI

A. MEK-dependent
progression
b B RJA_F inh
@@ A FVRN e e e 2 Dabrafenib
BRAFVE% amplification Sl

NRAS
mutations

COT
overexpression

Trametinib
Cobimetinib

Survival



MEK INHIBITORLERI

« TRAMETINIB (Mekinist) Mayis 2012’'de endikasyon aldi
2 mg/gun i.v. 2 haftada bir

« Daha once BRAF inhibitorleri ile tedavi edilen ve direncli
olgularda etkisiz

 BRAF- inh naiv hastalarda verilmeli
 Kombinasyon tedavisi tek basina BRAF inh. daha etkili

 NRAS mutasyonlu melanomda da etkin



KIT INHIBITORLERI

Imatinib (Gleevec-Novartis)
400-800 mg/g p.o.
Iki faz Il calismada cevap oranlari %16-23
akral ve mukozal melanomda etkili
Sunitinib (Sutent-Phizer)
Nilotinib (Tasigna-Novartis)
Dasatinib (Sprycel-BMS)
Masitinib (AB Science)



Number Patient Responserate  Median Median 6-month 12-month Subsequent
of patients  population (95% Cl) PFS 05 OS rate 05 rate treatments
Vemurafenib 337 Previously 489% (42-55) [5.3 months 13.2 months 849 569% 18% Ipilimumab
Dacarbazine 338 untreated 5%(3-9) [1.6months 9.6 months 66% 44%  22%Ipilimumab,
26.5% BRAF
inhibitor
Dabrafenib 187 Previously 50% (42-57) 5.1 months  18.2 months MR NR NR
Dacarbazine 63 untreated 7% (2-16) 27 months  15.6 months MR NR 57% Crossover to
(except HDIL-2) .
dabrafenib
Trametinib 214 One previous 229:(17-22) |48 months NR B1% NR 8% Vemurafenib,
treatment 5% ipilimumab
Dacarbazineor 108 allowed, except ~ 1 g0 4 15, |1 5months NR 67% NR 6% Vemurafenib,
. BRAF or MEK .
paclitaxel . 0% ipilimumab
inhibitors or

ipilimumab




KOMBINASYON TEDAVILERI

ARDISIK TEDAVILER



GHYT+ IMMUNOTERAPI
(CTLAA4 INH IPILIMUMAB)

- Erken donem ve yavas ilerleyen

metastatik melanomda ipilimumab
* Yuksek tm yuku varsa vemurafenib

* Preklinik tedaviler, hedef tedavilerin aktif immun sistem
ile birlikte en iyi ¢alistigini gostermigtir

Vemurafenib ve ipilimumab kombinasyon calismasi
siddetli hepatotoksiste nedeniyle durduruldu

Ipilimumab (+) sonra Vemurafenib ya da vemurafenib +
sonra ipilumumab ardisik tedavi

Cancer Invest. 2014 May;32(4):144-9.



GHYT+GHYT
MEK INH. ve kombine tedavileri

TRAMETINIB + Dabrafenib (Ocak 2014) FDA tarafindan ilk
onaylanan kombinasyon

MEK +BRAF inh:
* BRAF Inh direnc¢ gelisimi

- Tedavi cevabl ve yasam suresi (6ay
vs 11 ay)

* Deri tm minimalize (SCC: %20 vs %3)

+ PI3kinaz INH....................... FAZ |
+ AKT protein kinaz INH........ FAZ I

European Journal of Cancer (2014) 50, 406—- 410



IMMUNOTERAPI+IMMUNOTERAPI
CTLA-4 iNH + PD-1 iNH
IPILIMUMAB VE NIVOLUMAB KOMBINASYONU

Kombine kullanim cevap oranlari monoterapi
degerlerinden daha yuksek

Cevap hizi da monoterapilerden kesinlikle farkli

- Hizli ve yuksek veya tam cevap

Yan etkiler standart protokolle kontrol edilebilir;
tedaviye bagh olum gorulmemis

N Engl J Med. 2013 Jul 11;369(2):122-33.
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CLINICAL STAGE

Stage 0 in sity ——

Stage A

(=0.75 mm thick,

no ulceration, mitotic rate
<1 per mm?)f

Stage IB

(=0.75 mm with
ulceration, and/or mitotic
rate 21 per mm2)f

Stage A

(0.76-1.0 mm thick,
no ulceration, mitotic
rate <1 per mm2)f

WORKUP

*H&P

* Routine imaginglab tests not
recommended

* Imaging (CT scan, PET/CT,
MREI) only to evaluate specific
signs or symptoms

+ H&P

+ Routine imaging/lab
tests not Discuss and
recommended consider

= Imaging (CT scan, sentinel node
PET/CT, MRI) only to biopsyg:h

evaluate specific
signs or symptoms

——————  Wide excision’

PRIMARY TREATMENT

ADJUVANT TREATMENT

k|

Wide excision'
(category 1)
Sentinel
. node
Wide excision' | #|pegative
[category 1)
with sentinel ||
node biopsy [\ |Sentinel
(category 2B) | %|node
positive

L

* Yuksek doz
IFN bir yil veya
Peg-INF 5 yil



CLINICAL STAGE

Stage IB, Stage Il
{(0.76-1.0 mm thick
with ulceration or
mitotic rate 21 per
mm? or

=1 mm thick, any
characteristic), NOFX

WORKUP

* H&P

* Routine imaging/lab
tests not
recommended!

* Imaging (CT scan,
PET/CT, MRI) only
to evaluate specific
signs or symptoms

Discuss and

. offer sentinel

node
biopsyg:-hk

PRIMARY TREATMENT

Wide excisioni |

ADJUVANT TREATMENT

If Stage IB, lIA:
Clinical trial
or
Observation

(category 1) |

Wide excision’
(category 1)
with sentinel
node biopsy!

|

Sentinel
node
negative

Sentinel
node
positive

If Stage IIB, IIC:
Clinical trial

or

- Observation

or

Interferon alfa™
{category 2B)

See
— | Follow-L

(ME-T)

—+ Yuksek doz

IFN bir yil veya

Peg-INF 5 yil



EKSIZYON

In situ melanom

In situ lentigo maligna melanom
Melanom <1 mm

Melanom 1-2 mm

Melanom > 2 mm

0.5-1 cm
>0.5cm
1 cm
1-2 cm

2cm



ADJUVAN TEDAVI

Dusuk doz veya aralikli interferon
* Eksize edilmis yuksek riskli melanom hastalarin overall
survisine etkisi yok.
* NCCN oOnermemektedir
Yuksek doz interferon ve pegile interferon

Yuksek doz interferon (bir ay i.v.induksiyon tedavisi sonrasi
11 ay boyunca subkutan uygulama)



INTERFERON DOZ SEMASI
Sema  |Doz __|Skik __|Sire _|Endikasyon_

Dusuk doz 3miyonlU 1,3,5g,her 18 ay Evre lI-llI
hafta

Yuksek doz

Baslangic 20 milyon IU 1-5 g, her 4 hafta Evre Il
iv. /m? Hizh  hafta
inflzyon

|dame 10 milyon 1,3,5g,her 11 ay Evre Il
IU/m? sc hafta

Pegile

Baslangic 6 ug/kg sc 1 g her hafta 8 hafta Evre Il

|[dame 3 ug/kg sc 1 g her hafta 5 yilakadar Evre lll



CLINICAL/

PATHOLOGIC STAGE

Stage Il
(sentinel node
positive)

Stage Il
(clinically positive
node[s])

—_—

WORKUP

Consider baseline imaging
for staging (category 2B) and
to evaluate specific signs or
symptoms (CT, PET/CT, MRI)

* FNA preferred, if feasible, or
lymph node biopsy

* Recommend baseline
imaging for staging and to
evaluate specific signs or
symptoms (CT, PET/CT, MRI)

—

—=

PRIMARY TREATMENT

Clinical trial™
or
Complete lymph node dissection®

—

Wide excision of primary tumor!
(category 1)
+ complete lymph node dissection®

ADJUVANT TREATMENT

Clinical trial

or

Observation

or

Interferon alfa™ (category 2B)

Clinical trial

or

Observation

or

Interferon alfa™ (category 2B)

- andlor

Consider RT to nodal basin
in selected patients based
on location, size and number
of involved nodes, and/

Or macroscopic extranodal
extension® {category 2B)




RADYOTERAPI

Primer hastalik

Dar sinirli eksize edilen desmoplastik melanom, lokal rekuirren ve
yaygin norotropizm gosteren melanom

Rejyonel hastalik

Adjuvan olarak LDH= ust sinirinx1.5 ve gros nodal ekstrakapsuler
yayilim ve/veya

» Parotid= 1 nod tutulum

 Servikal =2 2 nod tutulum ve/veya nodda =3 cm tumor

 Aksiller= 3 nod tutulum ve/veya nodda =24 cm tumor

- Inguinal= 3 nod tutulum ve/veya nodda =4 cm timor
Palyatif

Rezeksiyon yapilamayan nodal, satellit, in transit hastalik
Metastatik hastalik
Beyin metastazi
Stereotaktik radyocerrahi, ve/veya tum beyin radyasyon tedavisi
Diger semptomatik kemik ve/veya yumusak doku metastazi



tage Il
n-transitd

« FNA preferred, if feasible, or
biopsy

« Recommend baseline
imaging for staging and to
evaluate specific signs or
symptoms (CT, PET/CT, MRI)

* Clinical trial (preferred)
* Local therapy options:

» Complete surgical excision to clear
margins, if feasible’

¢ Intralesional injection (BCG, IFN, IL-2)
(category 2B)

» Local ablation therapy (category 2B)

¢ Topical imiquimod for superficial
dermal lesions (category 2B)

» Consider palliative RT= for
unresectable disease (See ME-D)
(category 2B)

* Regional therapy options:

¢ Isolated limb infusion/perfusion

(ILIILP) with melphalan
+ Systemic therapyt

Y If_free r:rf___
disease

Clinical trial

or

Observation

or

Interferon alfa™
(category 2B)

(See
—=|Follow-up
ME-T)



Stage IV

Metastatic

+ Biopsy preferred over FNA if archival tissue
not available for genetic analysis”

_[*LOH

» Recommend chest/abdominalipelvic CT, brain
MRI, and/or PETICT for baseline imaging and
to evaluate specific signs and symptoms

See Treatment for Limited (Resectable)

* | or Disseminated Disease (Unresectable)
ME-10)




ILERI VEYA METASTATIK MELANOMDA
SISTEMIK TEDAVI SECENEKLERI

Tercihen

Ipilimumab
Vemurafenib
Dabrafenib

Dabrafenib + trametinib
HDIL-2

Diger etkin tedaviler

Trametinib

C-KIT mutant tumorlerde imatinib
Dakarbazin

Temozolomid

Albumin bagh paklitaksel

Dakarbazin veya temozolomid igeren
kemoterapi/biyokemoterapi (sisplatin
ve vinblastin ve/veya IL-2, interferon

alfa)

Paklitaksel
Paklitaksel/karboplatin



Persistent
disease or true
local scar
recurrence®

Local, satellite,
and/or
in-transit
recurrencey

WORKUP

« Biopsy to confirm?

« Workup appropriate
to primary tumor
characteristics

(See ME-2)

—_— _—

* FMA or biopsy®

* Recommend baseline
imaging for staging and to
evaluate specific signs or
symptoms (category 2B)
(CT, PET/CT, MRI)

TREATMENT OF RECURRENCE

Re-eXcise tumor site to appropriate

margins (See ME-B)
Consider lymphatic mapping/SLNB

according to primary tumor
characteristics

= Clinical trial (preferred)
= Local therapy options:
v Complete surgical excision to clear margins,
if feasible’
¥ Intralesional injection (BCG, IFN, IL-2)
(category 2B)
r Local ablation therapy (category 2B)
¥ Topical imiquimod for superficial dermal
lesions (category 2B
v Consider palliative RT® for unresectable
disease (See ME-D) (category 2B)
= Regional therapy options:
v Isolated limb infusion/perfusion {(ILIVILP) with
melphalan
« Systemic therapyt

If free of
disease

L

ADJUVANT
TREATMENT

Recommendations
should be based
on pathologic
stage of
recurrence; follow
Guidelines as in

(ME-2)

Clinical trial

or

CObservation

aor

Interferon alfa™
(category 2B)




Maodal
recurrence

WORKUP

Mo previous
dissection

« FNA (preferred) or 4
lymph node biopsy® | |
* Recommend |
baseline imaging for ,"I
staging and to
evaluate specific |
signs or symptoms

(category 2B) |
(CT, PET/CT, MREI) |
= Pelvic CT if \

inguinofemaoral |

nodes clinically III.

positive 1
Previous
dissection

T

Resectable —»

TREATMENT OF RECURRENCE

Complete lymph

node dissection®

C-}mplete|
resection

Excise recurrence; if
previously incomplete |/
lymph node

dissection, complete
lymph node dissection

'ir Incomplete

Climical trial resection
or
Unresectable RT=
ar ar
) — a
Systemic Systemic therapyt
disease or

Best supportive care (See NCCHN
Guidelines for Palliative Care)

ADJUVANT TREATMENT

+ Clinical trial
or
Cbservation
or
Interferon alfa™
(category 2B)

+ Consider RT to nodal
basin in selected
patients based on
location, size and
number of involved
nodes, and/or
macroscopic
extranodal extensionP
(category 2B)




Distant
metastatic|—
disease

WORKUP

Limited ——=

(Resectable)

* FNA (preferred)
or biopsy"

« LOH

* Recommend CT
chest'abdomen/
pelvis + MRI
brain, and/or
PET/CT for
bhaseline imaging
and to evaluate
specific signs
and symptoms

Disseminated |
(Unresectable)

TREATMENT OF METASTATIC DISEASE

Mo evidence

of disease
Resect

Treat as disseminated
pathway (below)

Residual disease —=

Megative for

Observe or !
_* other disease

systemic
therapy,! |
then repeat
sCans

“a Positive for
other disease

Without brain

Mo evidence -

of disease

—= Hesect <

Residual disease —=

Clinical trial

ar

Observation
(See Follow-up
on ME-T)

Treat as
disseminated

,:" metastases

Consider resection and/or RT= for

With brain
metastases

—

patients with brain metastases
{See NCCHN Guidelines for CHNS Cancers))

—

* |pathway
{below)

Systemic therapyt
or
Clinical trial

andior

Consider palliative
resection and/or RT®
for symptomatic patients
ar

Best supportive care
(See NCCN Guidelines
for Palliative Care)




Melanom kanserin adini kotuye cikaran bir
tumordur

George Canellos,

Dana-Farber Cancer Institute



