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Melanoma is a skin cancer with its incidence dramatically on the rise. Physicians are therefore more frequently 
than ever challenged with the disease, not merely with its diagnosis, but also with the follow-up, as the survival of 
melanoma patients has fairly improved recently. At the present tirne, at which the spread of information is incredibly 
rapid, the patients and their relatives have access to various data about the disease, of which some may be founded 
on a firm scientific basis while, on the other hand, they are also overwhelmed with ill sources of information without 
any scientific value. In case of so serious disease as melanoma, the patients' naivety and their longing for health may 
thus be open to manipulations. 

Therefore, the aim of the lnternational Melanoma Conference is to provide comprehensive and scientifically 
verified information on the development, detection and treatment of melanoma to the medical doctors of different 
specialties who often come across this cancer in the patients that they treat in their every day practice. A special 
emphasis will be laid to the prevention and early detection of melanoma given that the results of Australian research 
studies confirm that this approach to treatment considerably increases the survival and reduces the incidence of 
melanoma. The participants will also be informed of the basic treatment modalities of melanoma, i.e. surgery, 
irradiation and systemic treatment. The presentation of surgical treatment will focus particularly on the sentinel 
node biopsy which has been proved to be effective in prolonging the survival of certain groups of melanoma 
patients. The latest irradiation techniques have also markedly improved the effectiveness of this treatment method, 
whereas in the field of systemic treatment of melanoma, the major benefit has been found to be adjuvant treatment 
with high doses of Interferon alpha. 

The topics presented by the lecturers will be further extended at the workshops on surgery, dermatoscopy, 
radiotherapy and systemic treatment of melanoma and on the management of toxic treatment effects. The 
participants will thus have the opportunity to learn more about melanoma by taking part in discussions and also to 
expand their knowledge about the disease by acquiring more facts that could be useful in finding answers to most 
interesting and sometimes essentially controversial questions. 

Janja Ocvirk 
President of the Scientific committee 
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DAY 1 • November 7 

10.00-12.00 Workshops 
Location: Institute of Oncology Ljubljana. Transfer to the location Institute of 
Oncology will be organized free of charge. Departure will be from City hotel at 9:15. 

Dermoscopy in early diagnosis of melanoma 
Igor Bartenjev {MD, PhD, Outpatient Clinic Dermatologija Bartenjev-Rogl, 
University of Ljubljana, Faculty of Medicine) 
Mirjam Butina Rogi {MD, Outpatient Clinic Dermatologija Bartenjev-Rogl) 

Presentation of typical surgical procedures use in melanoma management 
(Sentinel lymph node biopsy, lymphadenectomy) 
Marko Hočevar {MD, PhD, Institute of Oncology Ljubljana) 

Management of adverse event of high-dose interferon a2b adjuvant 
therapy - Patient Management 
Janja Ocvirk {MD, PhD, Institute of Oncology Ljubljana) 

Radiotherapy indications and techniques in melanoma management 
Primož Strojan {MD, PhD, Institute of Oncology Ljubljana) 

12.30-14.00 Lunch 
Location: City Hotel Ljubljana 

14.00-14.15 Welcome and lntroduction 
Location: City Hotel Ljubljana 

Session 1: Chair: Marko Hočevar MD, PhD; Janja Ocvirk MD, PhD 

14.15-14.45 Epidemiology of melanoma and primary prevention 
Borut Žgavec {MD, University Medica! Centre Ljubljana, Department of 
Dermatovenereology) 

14.45- 15.15 Etiology and risk factors 
• Genetics of familial melanoma
• Genetic testing and patient counseling in melanoma

Marko Hočevar {MD, PhD, Institute of Oncology Ljubljana)

15.15-16.00 Q&A 

16.00-16.15 Coffee Break 

Diagnosis 

Session II: Chalr: Marko Snoj MD, PhD; Igor Bartenjev MD, PhD 

16.15-16.45 Clinical presentation and early diagnosis of melanoma 
Igor Bartenjev {MD, PhD, Outpatient Clinic Dermatologija Bartenjev-Rogl, 
University of Ljubljana, Faculty of Medicine) 

16.45-17.15 Pathology 
Matej Bračko {MD, PhD, Institute of Oncology Ljubljana) 



17.15-17.45 Specifics in functional diagnostic imaging in melanoma 
Maja Marolt Mušič (MD, Institute of Oncology Ljubljana) 

17.45-18.15 Staging and prognosis of melanoma 
Marko Snoj (MD, PhD, Institute of Oncology Ljubljana) 

DAY 2 - November 8 
Location: City Hotel Ljubljana 

Management 

Session III: Chair: Marko Hočevar MD, PhD; Janja Ocvirk MD, PhD 

9.00-10.00 Melanoma surgery 
• Surgical margins
• SLNB
• Surgical management of melanoma in difficult sites
• Surgery for stage IV disease
• Management of recurrent or in-transit disease - lsolated Limb

perfusion
Alexander M.M. Eggermont (MD, PhD, Erasmus University Medical Center,
Rotterdam, The Netherlands)

10.00-12.30 Interferon in adjuvant therapy for melanoma 
• Adjuvant treatment with HDI

Peter Mohr (MD, Elbeklinikum, Buxtehude, Germany)

• Long term treatment with PEG-IFN alfa 2b
Alexander M.M. Eggermont (MD, PhD, Erasmus University Medica! Center,
Rotterdam, The Netherlands)

12.30-12.45 Q&A 

12.45-13.00 Coffee Break 

Session IV: Chair: Primož Strojan MD, PhD; Janja Ocvirk MD, PhD 

13.00-13.30 Role of radiotherapy in melanoma management 
Primož Strojan (MD, PhD, Institute of Oncology Ljubljana) 

13.30-14.00 Treatment options for metastatic melanoma 
Janja Ocvirk (MD, PhD, Institute of Oncology Ljubljana) 

14.00-14.15 Practice guidelines in melanoma 
Marko Snoj (MD, PhD, Institute of Oncology Ljubljana) 

14.30-15.30 Lunch 
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Borut t.gavec 
Dept Of Dermatology 

Umvers,ty Glinica/ Center of Ljubljana 

lntroduction 

■ Melanoma is a malignant tumor with the
most inclined curve of growing incidence
in the last few decades all over the world .

How frequent is melanoma ? 
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lncidence 
■ iii Australia / New Zeland

• M=37,7 F=29,4 

■ ii Nord America
• M=16,4 F=11,7 

■ j Nord Europe
• M=B,3 F=10,0 

■ Asia - the lowest
• M=0,3 - 0,5 F=0,2 - 0,4 

■ World
F� !!rayr �p P�OM 
Gl.090CNt2!mC.--.. --

...... , 
. 

• M=2,8 F=2,6 
� AA-�� 5-YWSO'l 
..-.... ... -( __ .._ 

Melanoma incidence worldwide 2002 
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• Slovenija
■ lncidence rate per 100,000

1963-1967 

1996--2000 

2001-2005 

- male 1,7/100 000 
- female 2,6/100 000 

- male 11,0/100 000 
-temale 11,8/100 000 

- male 14,5/100 000 
- female 16 ,3/100 000 

■ lncidence rate per 100,000 (95% prediction interval) 
• 2008 - male 18,0/100 000 

- temale 20,0/100 000 

CAHCER �GISlRYOI' SI.O\ll!MA 
TheC-_.,_2005 
_,,,,, 47 ,._2001! 
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Sex 
■ United States: a slight male predilection

1 in 52 males, 
• 1 in 77 females J&ma 200ti

■ Worldwide: in 2002 estimated 160,000 new cases
• women were affected slightly more than men
• male-to-temale ratio, 0.97:1.

Conversely in 2002 estimated 41,000 worldwide deaths, 
more occurred in men than in women 

• male-to-female ratio 1.2: 1 

■ V Slovenija (mcldence rate): 
1970-1979 M= 2, 1 F=3,5 
1985-2004 M: from 4,1 to 17,1 (4x j} 

F: from 5,4 to 17,7 (3,2x j) 

Race 

■ Melanoma is primarily a malignancy of white individuals.

■ African American persons develop melanoma approximately
one twentieth as frequently as white persons 

■ lncidence in Hispanic persons is approximately one sixth of
that in white persons.

■ Mortality rates are higher in African Americans and Hispanics,
more likely to have acral melanoma 

• advanced d1sease at presentation .

• 

Age 

USA 

■ The median age at melanoma diagnosis "' 53 years

■ The most common cancer in women aged 25-29 years

■ Second to breast cancer in women aged 30-34 years

■ The most striking differences in melanoma incidence and
mortality occur in individuals older than 65 years

■ modest differences in age-specific incidence and mortality are
notable in persons older than 50 years (GPII !002 

■ Older individuals more likely 
• to acqu1re
• to die from melanoma

Elderly persons should be a primary target for secondary melanoma prevention 
(early detection and screening) 



Melanoma of the Skin 
SEER lncidence 1993-1995 vs 2003-2005 

White, by Age and Sex 
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Lifetime Probability of Developing Cancer, 
by Site, Men, US, 1997-1999 

Risk 

AH sttes 1 ln2 

Prostate 1 In 6 

Lung & bronchus 1 In 13 

Colon & rectum 1 In 17 

Urlnary bladder 1 ln29 

Non-Hodgkln lymphoma 1 ln47 

Melanoma 1 In 57 

Leukemla 1 In 69 

Oral cavity 1 ln71 

Kldney 1 In 72 

Stomach 1 ln79 

SEER Program, National Cancer Institute, 2002 
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5-year relative survival rate
■ USA:

• 1996-2004 = 91.2%
• by race and sex:
• 88.8% for white men
• 93.5% tor white women
• 71.2% for black men
• 81.0% for black women.

■ Europe == 81%

■ Developing countries == 40%

....

• 

-·

5-year relative survival rate

■ Slovenija

■ 1973 - 1977

• Male s 33, 3 % 

• Females 58,3 % 

■ 1998-2002

• Males

• Females

Mortality 

■ melanoma:

76,4 % 

83,7% 

• = 4% of ali skin cancers,

• > 77% of skin cancer deaths

■ increased after the 1970's (especially in white males)

■ stabilized after 1990's



Mortality 
■EU 1960 -2000

UK, England and Wales 
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Mortality 
■EU· 1960 -2000

-

European Union 
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lncidence and Mortality USA 

■ 1973 -1995 lncidence increased 126 %

rate ::. 6 % per year 

■ Mortality rate:
1973 = 2,1 (non-Hispanic whites) 

1992 = 2,9 

1973- 2002 females 20-54 years l for 23% 

males 20-54 years l for 11 % 

females 55-64 years t for 15% 

males 55-64 years t for 11 % 
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Most striking features 

1. The incidence has been substantialy
increasing over past few decades

2. The mortality has been increasing only
slightly (even decreasing in certain age
groups}

3. The proportion of early diagnosed
melanoma s (thin melanomas} has been
increased
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Two higlight points 

1. Fast increasing incidence

2. Slow increasing or levelling off mortality

•..r. 

The questions? 

■ ls incidence realy increasing so much?

■ Are we getting so much better now ?

■ Were we so bad in the past ?

■ Are we erronieus now ?

•..r. 

The possible reasons of 
discrepancy between incidence 

and mortality 

1. Overdiagnosed now

2. Misdiagnosed in the past

3. "Non-diagnosed" in the past

4. Not notificated in the past

5. Concept of "benign melanoma"

s. True increasing incidence



·rrue increasing incidence

■ The question: WHY?

■ Etiology of melanoma: stil! unknown

Risk factors: 

■ Genotypic

■ Phenotypic

■ Environmental

Primary prevention 

■ Prevent sun or other UV sources exposure

■ Focus on population at high risk

■ Promote self examination

■ lnform, educate, teach .... 

• lndividuals

• The whole society



Melanon1a - etiology and 

dsk factors 

,\larL<, l l"n-·v:1r, ,\lU, Phl) 

lns1itutc ,,( ( )nc,>l<,g\' 

l .jul,ljan,1, Sl1J1Tni;i

Cancer 

■ Stl'j)\\'iSe :1CClli11lll:iri, ,n < ,f �ull1:1tic 111llt:l[i<Jl1S 

■ gn,wrh :1dv:1ntagc 

■ cvcnrually thc abiliry ru invadc and rnu:istasizc



UV irradiation - sun exposure 

■ C:hronic ur intnmittL·nt p,urcrn 

■ l ·I &;-s: md:111um:1s 
■ l lightr lc,·tls n( chronic sun cxposurc (j 2:1.'l) 
■ 1 lihg:<:r k-vds nf uccup:uinn.11 sun 1.:xp,,stm.: ( j 3.25) 

■ Trunk mel:1n, m1:1s 
■ f l1glu:r k·v<.--1s of intt:rmit1t.·n1/rccn.:ati11nal' sun cxprisun: 

\Vlrncm:lll 1 >C. _l t '.lin t Jncnl 200C,. 
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• 

Lifctimc risk of Dcvcloping 
or Dying of Canccr 

1\kl:111c,ma uf tlw Skin 
\X'hirc·, �.11 ( 2. IN , 2.1-1)

Bl:tcks 1)_118 ( 0.117, n. 1 (1) 

http://seer.cancer.gov/csr / J 97 5 _ 2005/results_ m�rg�d/topic_ lif enrne _risk.pdl 

Risk factor 

,\ny1hi11g th:11 incrcascs thL· ch:111cc ()( dc\'el"ping :1 
disc·:1sc is c1lled a risk t:lctnr 

Risk factors in 1nelano1na 

■ Sunlight (U\' irradiation) .
■ Light compk�iun (skin t)'pl' J :md/ur 11)

■ 0'.urnhcr r,f pigmentni ksions
■ Frcckk, and cu111111r>11/:11y1sical llll)ks

■ Pri1 ,r curanc, ,us mL·lan, ,ma
■ IOxRR. grc-:itc�t risk in firs1 two yc·:irs

■ P()sitin'. fomily his1"ry

■ 1 rnmunusuprcssiun
Tsao H. NEJM 2004. 



Mclanon1a risk calculator 

h11 ):/ / w,n1·.c:1ncL· r.l!, ,y / nwl:in, ,ma ri�k1, )1 ,1 i 

indcx.:1s )X 

Hcreditary cancer 

■ 5 % of :dl c:rncLTS

■ auwsum:11 drJ111inant rrait

■ v:1rinhlc pcnctr:1r1ec (50-'Jll'1/o me lan, ,ma,
(ill-85'1/., brc::1st c:rnccr. 'J5''.io 111cdullary thyrnid
cancc:r)

■ gc111.:tic f:1.:iurs

■ cm·iro11111c111 (U\' irr:1di:11i1>11)

Cancer predisposition gcnes 

■ tumor supprcsor gcnl'S

■ pr"to-onkogcnes

■ 111is111:1tch-rcpair gcnL·s



Hcrcditary cancer 

II 
Familial history 

Hcreditary cancer 

• familial du�u:ring (fir:-.1/sl·c1111d dcgrc<.: n.:bti,·l·sj 

■ <::1rly .1gl'.' :11 onst:t (h)-2U ycars l':ulier as �puc1dic canc<:rs) 

■ multipk 1umors (brcast and ov:uy, colun :111d 
,.:ndumttrium, md:111<1111;1 �1nd p;111cre:1s ..• ) 

Gcnctic counsclin<Y 
:,-, 

(canccr familiy clinic) 

■ pmh:1hili1y !JI hc-rnlit:1ry canccr

■ gcnctic tcsting

■ fomili:11 (non-hcrcditar>') c:rncc-r

■ prc\'C:nti<Jn and cuntr"I pr!Jgrams



Probability of hcrcditary cancer 

■ fornily rn:c (thrcc gcncrariCJns)

■ srat ist ical m, >,kis (1\I l •:I.1\pro, Bl{C,\prc ,) 

Gcncric tcsting 

(ASCO rcco111cndations) 

■ intc:rprc-tation ()C test rcsulr

■ influence on prcn:nrin:/tre:11menr dccisi,,r1s

■ 111ur:1tion pruli,11Jiliry;;;: ](1';;1





CDK4 

■ ( >nly 0 f:1111ilics w"rld,,·idc

■ j pcnu rnncc (::::: 1 (HJ"/r,)

■ l�xun 2- Clld,m 2-1 (pl6 biding sitc:)

Helsing P, Gene Chromosomes C;rncer 2008. 

MClR 

■ l . .,,,·-pcnL·trancc gene

■ ,\lcl:.111oe<irti11 receptur - i\!Sl·I

■ Skin flJr< ,rypc
■ cumc-bnin - fnrnpn11cc1ivc
■ frumr.:bnin - 111u1:1gc-11ic

Rees JL, Pigment Ccll Res 2000. 

MClR 

■ RI IC vari:1n1s (RISI C IU W\\' in D2')-ll l)
■ j mcbn, 1111.1 risk
• ,\l"dify CDl,;:s..:21\ prnr.:rr�nn:
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Hcrcditary melanoma in Slm·cnian population 
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Peric B. BMC Med Genet 2008. 
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CLINICAL PRESENTATION ANO 

EARLY DIAGNOSIS OF 

MELANOMA 

MIRJAM ROGL BUTINA 

prof. dr. IGOR BARTENJEV 

CLINICAL PRESENTATION AND EARLY 
DIAGNOSIS OF MELANOMA 

• Skin cancers constitute the most common
malignancies in the white population

• Melanoma incidence all over the world has in the
last 25 years increased more rapidly than any
other cancer

• 5 years survival in melanoma
- 95 % in thinner than 1 mm, nonulcerated

- 24 % in thicker than 4mm, ulcerated and with lymph
node metastasis

CLINICAL PRESENTATION AND EARLY 
DIAGNOSIS OF MELANOMA 

• The incidence of MM is high

• Early diagnosis is crucial

• Clinical detection based on ABCDE criteria
is weak with

-small MM

-MM regular in shape and colour



CLINICAL PRESENTATION ANO EARLY 
DIAGNOSIS OF MELANOMA 

• Epiluminencent dermatoscopy

- estimate changes from the surface down to
the D-E junction

- many pros but also some contras

• EL is an important support but not a
substitute in the clinical diagnosis of
melanoma

MELANOMA 
DEVELOPEMENT 
RISK FACTORS 

• genetics

• numerous melanocytic nevi

• dysplastic melanocytic nevi

• congenital nevi (> 1,5 cm)

• phototype 1 and 2

• excessive UV insulation exposure

MELANOMA 

DEVELOPMENT 

• DE NOVO - 50%

• MELANOCYTIC NEVUS - 25%

• LENTIGO MALIGNA - 10-15%

• KONGENITAL MELAN. NEVUS - 5 - 10%



CLINICAL PRESENTATIONS OF 

MELANOMA 

• SSM - superficial spreading m. (70%)

• nodular m.

• LMM - lentigo maligna m.

• ALM - acral lentiginous m.

(10 -15%) 

(10 -15%) 

(5%) 

SUPERFICIALL Y SPREADING 

MELANOMA 

• most common, 70% in white population

• 30 - 50 years, M>F, upper back, legs

• episodic sunbathing

• developing over years ( horizontal, than vertical growth) 

• cardinal features are ABCDE criteria 

Early diagnosis is based on 

- history

- dermatoscopy

ASIMMETRY 



IRREGULAR NE1WORK 

IRREGULAR NE1WORK 

SCARLIKE AREAS, BLUE WHITISH WEIL 

WEIL: 

-H: acanthotic epidennis with 
focal hypergranulosis above 
sheets of hevily pigmented 
melanocytes in the dennis 

REGRES ION 

- H: thickened papillary dennis 
with fibrosis +/- melanophages 



Ddg ofSS M: 
pigmented BCC 

NODULAR MELANOMA 

• 10-15%

• Median age 50 years, M=F,

all races 

• episodic sunbathing 

• grows quickly, 6 -18 months, 

strongly influences mortality 

of MM 

• Vertical phase of growth

from the beginning

Early diagnosis of nodular melanoma 

-THINK OF IT

- network

- asymmelrical, irregular structures 

- absent: structurless areas / amelanotic 

- yascular appearances

- dilated vessels running over the surface 

- red globules / red dots 



Ddg of nodular 
melanoma: 

pigmented basal cel! 

seborrhoeic keratosis 

LENTIGO MALIGNA MELANOMA 

• 10- 15% 

• median age 65 years,

face, forearm 

• phototype 1, 11, III;

heavily sun damaged skin

• slowly developing (decades

• LENTIGO MALIGNA­

intraepidermal lesion,

invasive MELANOMA

with focal papular, nodular

lesions



Early diagnosis of LMM: 

- gray teint

-obliteration of follicular
openings (asymmetrically
pigmented)

- annular-granular structures
( rhomboid structures)

- homogenous parts 

Ddg of LMM: 

seborrhoeic keratosis 

• Rare-5%

• Median age 65 years, all races - for phototypes V, VI 
the most common MM

• Relatively slowly developing

• Soles, palms, nail bed, ears, genitalia, mouth

• Subungual:
- plaques and nodules may be amelanotic 
- Hutchinson's sign 



Early diagnosis of ALM: 

- lentiginous appearance with
pigmented network at the border

- centre with

- black/blue homogenous zones 

- whitish structureless areas 

Early diagnosis of ALM: 
- parallel wide brown fines on 
the ridges 

Ddg ofALM: 

- haematoma 
(subungual, black heel) 



Pathology of malignant 
melanoma 

Matej Bračko 

Department of Pathology 

Institute of Oncology Ljubljana 

melanocytes 

• origin: neural crest, from which they migrate at
the 13th week of embryonic life and come to lie
at the dermo-epidermal junction

• function: production of melanin (in
melanosomes), which is transferred to basal
keratinocytes; melanin protects the nuclei of
keratinocytes from solar irradiation

benign pigmented lesions 

• ephelides (freckles): increased pigmentation,
no increase in number of melanocytes

• lentigo: increased number of individual
melanocytes at dermo-epidermal junction

• nevus: proliferation of melanocytes, forming
nests

- junctional nevus 

- compound nevus 

- intradermal nevus

- blue nevus



Malignant melanoma 

• malignant tumor of melanocytes

Progression of malignant melanoma 

• radia! growth phase (non-tumorigenic melanoma) 

- radia! expansion through epidermis (melanoma in situ)

- migration of melanoma cells into dermis, but showing
no proliferation (microinvasive
melanoma)

• vertical growth phase (tumorigenic melanoma)

- new clone of melanoma cells in the dermis, which
have the ability to survive and proliferatie

• dermal nodule larger Ihan any epidermal nest

• mitoses in the dermal component

MM - histologic types 

• superficial spreading melanoma

• lentigo maligna / lentigo maligna
melanoma

• acral-lentiginous melanoma

• nodular melanoma

• other rare types



Lentigo maligna 

• a form of melanoma in situ occuring on the sun­
exposed skin of elderly people

• lentiginous growth of atypical, hyperchromatic,
often markedly pleomorphic melanocytes in the
epidermis

• atrophic epiderrnis

• dermal solar elastosis

Lentigo maligna melanoma 

• lentigo maligna (in situ)+ invasive melanoma

• invasive component often composed of
spindle cells

Acral-lentiginous melanoma 

• occurs on the palms, soles and subungual
sites

• rare in Caucasians (2% ); most common form
in dark-skinned people (80%)

• radial growth: lentiginous proliferation of
atypical, often heavily pigmented
melanocytes; accompanied by acanthosis
and hyperkeratosis of the epidermis

• vertical growth: usually spindle cells



Nodular melanoma 

• second most common type of melanoma
(10-15%)

• invasive by definition!

• no melanoma cells in the epidermis beyond
the margins of the dermal component (= no
radial growth phase!)

Rare types of melanoma 

• nevoid melanoma

• desmoplastic melanoma

• desmoplastic neurotropic melanoma

• melanoma arising from blue nevus
(malignant blue nevus)

• malignant melanoma with prominent
pigment synthesis (equine/animal-type
melanoma)

Prognostic factors 

• the extent of invasion:

• Breslow's thickness (quantitative):

- measured in mm from the epidermal surface or base
of the ulcer

• Clark's levels (qualitative):

- levels I to V



Levels of invasion (Clark) 

tumor cells confined to the epidermis 

(melanoma in situ) 

II partial infiltration of the papillary 

dermis 

III tumor fills and expands the papillary 

dermis 

IV infiltration of the reticular dermis 

V infiltration of the subcutaneous tissue 

Prognostic factors 

• Breslow's thickness is a more powerful
prognosticator than Clark's level

• Clark's level remains a powerful prognostic
variable in thin (s 1 mm) melanomas

• Ulceration (not attributable to trauma) is a strong
independent adverse prognostic factor

lis melanoma in situ (Clark 1) 

T1 tumor thickness 1 mm or less 

T1a: Clark II oc 111, no ulceration 

T1 b: Clark IV oc V, or ulceration 

T2 tumor thickness > 1 mm and " 2 mm 

T2a: no ulceration 

T2b: ulceration 

T3 tumor thickness > 2 mm and "4 mm 

T3a: no ulceration 

T3b: ulceration 

T4 Tumor thickness > 4 mm 
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Other possible prognostic factors 

• mitotic activity

• tumor-infiltrating lymphocytes

• regression

• blood vessel and lymphatic invasion

• microscopic satellites

N categories In mallgnant melanoma 

NO no lymph node metaslasis 

N1 metastasis in one node 

N1a: microscopic (clinically occult) 

N1 b: macroscopic (clinically apparent) 

N2 
metastases in 2 ar 3 nodes or intralymphatic regional 
metastases 

N2a: microscopic (clinically occult) 

N2b: macroscopic (clinically apparent) 

N2c: sateUrte or in-transit without lymph node metastasis 

N3 metastasis in 4 or more lymph oodes or matted lymph nodes 
or satellite / in-transit metastasis with lymph node metastasis 



Diagnostic imaging in 
melanoma 

Maja M. Mušič 

Institute of Oncology 

Ljubljana 

MM - prognosis 

• Thickness of primary tumor

• +/- ulceration

• Regional status of lymph nodes
• number

• micro /macrometastases 

Balch,JCO 2001 

Clinical procedures in 
suspected MM 

1/ diagnostic excision with safe margin 2-5 mm 

In histopathologically confirmed MM 

2/ radical excision and sentinel lymph node biopsy 
(SNB) 

3/ lymph node basin dissection 





12-15MHz- our results

• 73 PSL, clinicaly suspected of being
MM

• US before surgical excision

• Linear probe 12-15 MHz

• Thickness of primary tu was measured

• Comparison to patohistological exam

• PPV,NPV,sensitivity, scpecificity



US of primary MM 

• Sensitivity 90 %,

• Specificity 87.5%

• PPV 84%

• NPV 83%

US of primary MM- Conclusions 

• US with 12-15 MHz linear transducer can
reliably differentiate between primary MM
thicker than 1 mm and those thinner Ihan 1
mm. it can be most helpful in planning optimal
surgical procedure

It cannot diferentiate between MM and benign 
PL 



Role of lmaging in MM 

• Staging of the disease at diagnosis

- US of primary lesion

- US of lymph nodes (LN)

• Follow - up

• Relaps

MM - prognosis 

Lymph node metastases 

Most important prognostic factor 

U 10-year survival for 20 -50% 

• Clinically palpable

• Non- palpable

Bakh l'l ;iJ J Cllll Oni.:ol 2Ull l 



Sentinel lymph node biopsy 
(SNB) 

lndicated in patients with primary MM 

• > 1mm

• thinner < 1 mm:

• Clark IVN

• uceralion

SNB-US 

Metastases < 2 - 4 mm not visible by US 

• 10% of patients can be spared one surgical
procedure

l{os.�i .:1 all Jorn Surg t'lncol �ll(U 

S11;1111 E. An Surg I lnt'cd. :wos



US of LN 

• US + FNAB is a valuable method of
preoperative regional lymph nodes
staging

• PPV 100%

• Low sensitivity

US of regional LN 

• Non-invasive

• Cheap

• Quick

• Dynamic procedure, largest diameter of
LN can be measured

• Operator dependent



Lymph node (LN) - US 

• Size of LN is not important

• Longitudinal - transversal ratio UT

• Hilum / cortex

\'a�:,..alln 11. lbdiology 1992 











PET/CT 

• False negative:

No accumulations in tu lesions due to temporary blockade 

Malignant lesion < 5-7 mrn 

Slowly growing and well differenliated tu (neuroend. tu„ 

bronchoalveolar ca. lobullar ca of the breast. mucinous ca. low 
grade sarcorna) 







•rognostlc Factors Analysis or 17,600 Melanoma 
Valldatlon of tbe American Joint Committee on 

Melanoma Staging System 

a...t. M. lalch, Seng·Jaw Soong, Jolln,y E. Genhenwald, John F. Thomp,on, Douglo, S. Rcinlg<n, 
Manhol UriM, Kolly M. McMaMon, Motrid. l. Ross, John M. IGrl<wood, Michael 8. Ali.in,, John Al, 
Daniel G. Coit, Do,id Byrd, - Dcsrnond, Yufing Zhong, Ping·Yu Uu, Go,y H. lyman, and AW 
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clinical staging· 



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

< 1 O mm 95% 91% 
------------------

1.01 -2. 0 mm 89% 77% 
------------------

2.01 -4. 0 mm 78% 63% 
------------------

> 4. 0 mm 67:% 45% 









UC T4bNOMO T><I.Omm,ulcenollon 

?4 nodea. malled nodeS or nodes + lf>.lrlnsll 
mlllaslasls 

45% 

IV AnyTAnytl M1a Dlslllnt Bkln. subcuteneous. or node rnelalllnls 19% 
AnyTAnytl M1b Lung rnetaalasls 7% 
AnyTAnytl M1c Any 'liscwal rnelaslBsis ontll'llllfld LDH" with 10% 

mlltastasl, 
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Adjuvant High-Dose- Interferon 

Treatment in Melanoma 

Peter Mohr 

Elbekliniken Buxtehude, Germany 

Adjuvant Therapy in Malignant 

Melanom 

► Chemotherapy

;.. Vaccination 

► lmmunotherapy



Questions and perspectives regarding 

adjuvanten interferon therapy 

How does interferon work in melanoma patients 

Is there a diference in stage II and III melanoma 
regarding activity of IFN 

Dosage, route of application. duration of therapy 

Value of pegylated lnterferons 

Can we reduce the toxicity in interferon high-dose 
therapy (grad III toxicity 60 % to 70%; grad IV toxicity 
10 %) 
Guidelines for the management of interferon side 
effects 

ldentification of surrogat parameters 



• ,,no-dose"

• ,,low-dose"

• ,,intermediate-dose"

• ,,high-dose"

• ,,PEG-dose"



„Low dose" interferon trials in 

stage II melanoma 

AJCC Pal. Therapy schedule DFS os Follow up 

stage (n) 

Grob IIA,B 499 IFN-a2a 3x3 M,11 IE .035 .059 5yems 
s.c. 18 months vs. 
observa11on 

·-------- --- --- -�-- - -- -� -� ----·-----

Pehamberger IIA,B 311 IFN-a2a 3x3 M1II IE 0.02 3 years 
S.C. 18 monlhS vs. 

observa11on 





ECOG 
P=0.004 P=0.04 

1684 

ECOG 
P=0.054 P=0.995 

1690 

ECOG 
P=0.0007 P=0.035 





E 1694: Relapse-Free Survival 

by Treatment Group 

1.0 

:; 
o.s 

:g 0.6 

l o.4 
0.2 

o.o 

P=0.00 IS 

Arm Median RFS 

IFN-,2b NR 

GMK 1.88 yr 

IFN-u2b (n=385) 

GMK (n=389) 

10 15 20 25 30 35 40 45 

Months 

E 1694: Overall Survival by 

Treatment Group 

,_ ;: li - 0.6 
-g 

1 -g 0.4 

Arm Median OS 

IFNu2b NR 

GMK NR 

IFN-«2b (n=385) 
GMK (n=389) 

ct 1 

:: '----------------
1 O 15 20 25 30 35 40 45 

P=0.009 Months 



Does the route of application 

play a role in interferon high­

dose therapy? (s.c. versus i.v.) 



IFN-a2a: (lnduktion ECOG 1684) 20 Mili 

I.E./m2 5x/w i.v. 4w versus

► Observation

coordinator: ECOG / USA

pat. (n): 1420

��
Standard hlgh-doso IFN atra•2b toglmen lntormlttont hlgh-doae 1.v, IFN alfa•2b roglmcn 

l.v. PhaM l.v.PhaN Woek 1-4 

S.c.Phau: lnterruptlon Week�-11 

UWffkS t.v.Ph110 Woek 17•20 

3 X 10 MIU lnterruptlon Weok 21.-32 

PerWHk t.v.Phlae Week 33-38 

IFN alfa•2bhn1 
lnterruptlon Wffk 37-52 

(l.v. PhaN: .. Wffkl 5 x 20 MIU IFN alfa-2b / m2) 



Phase II Study: lntermittent high-dose 

interferon of RFS and OS after 2 years 

RFS / OS ECOG 1684 ECOG 1690, ECOG IFN i.v. 
at 2 years (142) (212) : 1694 (394) phase II (46) 

1 
median 

1 follow up 25 
1 months 
1 

RFS 46 % 52% 1 63 % 66% 
1 

os 65% 72 % 1 77 % 77% 
1 

lnterim Analysis of Randomized High­

Dose Interferon Tria!; DeCOG MM-ADJ-5, 

Endpoints 

Primary endpoint: distant metastasis free survival (DMFI) 

Secondary 
endpoints: 

overall survival 
(OS) relapse free 
survival (RFS) 

toxicity qu 
Correlation of Mx-protein expression with efficacy. and 
side effects 

lnterim Analysis High-Dose Interferon 

DeCOG MM-ADJ-5 

377 evaluable patients 
ArmA Arm B 

(standard HDI) (pulsed HDI) 
male 107 108 

Age (mean) [years] 57.8 54.2 

AII stages 185 192 

stage IIIA 50 (27.0 %) 56 (29.2 %) 

stage 111B 80 (43.4 %) 87 (45.3 %) 

stage IIIC 55 (29.7 %) 49 (25.5 %) 

fE 



lnterim Analysis High-Dose Interferon 
DeCOG MM-ADJ-5 

Distant Metastasis Free Survival 

100 p=0.6828 

75 

50 

25 standard HDI 

- intermittent lv-HDI 

o 

o 12 24 36 48 

nme (months) 
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Conclusion, lnterim Analysis High­

Dose Interferon, DeCOG MM-ADJ-5 

• Toxicity: Less depression / fatigue in the pulsed i.v. arm

No cumulative toxicity in the pulsed i.v. arrn 

Less treatment discontinuation in the pulsed i .v. arm
12.5 % VS. 20.5 % (p = 0 .01) 

• No significant difference in DMFS, OS and RFS in 377
pat. after 101 events and follow up of 1.4 years 

• A statement in regards of equivalence of bolh regimens 
can not be made yet 



General Requirements of Side 

Effects and Adverse Events 

· Dose dependent of the single dose

· Dependent on rout of aplication

· Dependent on cumulative dose

· Dependent on duration of therapy

· Side effects can occur independent

of dose- and application

- --· 

Discontinuation due to Adverse 

Events in High-dose IFN a-2b 

Clinical Trials 

30 
26 • With

f 
25 appropriate

management, F 20 
including dose � 

13 

modifications, � 15 

1 
10 

č 

the majority of � 10 

- -•-
patients

� 5 tolerated
;,!. 

a full course of o 

therapy (ie, 52 E1684 E1690 E1694 

weeks or until



Neuro-Psychiatric 
Symptoms 

• lrritability

Cognitive disorders

Disturbed sleep

• Depression

• Fear disorders

• Fatique-svndrome

Psychiatric Side Effects 

• 13 - 23% of all IFNa-treated patients

• Depression light : 56% 

medium : 19% 

serious :25% 

• suicidale syndrome 6% of patients

• Cave : ,,personality disorders"

Scl1aefer et al, Prog Nemo Psychopharmacol 26: 731 (2002) 



Managing Depression 

• Prophylactic treatment?

•Dubble-blind-study : 20 + 20 patients

·(high-dose IFN a2b-therapy)

•Paroxetin (Seroxat®, Tagonis®) vs.
placebo

• serious depression

·Discontinuation of IFN

R,prioted with p,rmis,ioo from 1h, American Soriety or Ciinimi Oncology 
JOURNAL OP CLINICAL ONCOLOGY Vol. 20 No. 17 September 2002 
Copyright 0200'2 by Ameri<an Soriety of Clinical On<Olog_v 
PrintedinU.5.A. 
REVIEW ARTICLE 

11 % vs. 45% 

5 % vs. 35% 

Mecbanisms and Management of Toxicities Associated 
Witb Higb-Dose Interferon Alfa-2b Tberapy 

By Jol,n M. Kiriwood, Colheme Bender, Sonjiv fvpwc},:i, Ahmod Temini, .looice Shipe-
Spoiloe, Borboro Smei\o, 

Sandro��. ooo lori Slo,e, 





ROLE OF RADIOTHERAPY 

IN MELANOMA 

MANAGEMENT 

Primož Strojan 

Department of Radiation Oncology 
Institute of Oncology Ljubljana 

• INTRODUCTION

• RADIOBILOGY

- FRACTINATION PATTERN

-XRT DOSE

• INDICATIONS

• TECHNIQUE

• CONCLUSIONS

INTRODUCTION 

FIRST EXPERIENCES: 

- Prlmltlve lrradlatlon devlces

- Lack of knowledge on
radloblologlcal characterlstlcs

- Advanced tumors

IXRT = ineffective - palliation 1



INTRODUCTION 

XRTTODAY: 
- Most effectlve non-surglcal mode

of therapy
- Locoreglonal treatment

ITEGRAL PART OF 
... MULTIDISCIPLINARY 

MANAGEMENT OF PATIENTS 
WITH MELANOMA 

INTRODUCTION 

70s - INTEREST FOR XRT RENEWED: 

- Modern (MV) radlotherapy davlces and 
computer besed systema for radlotherapy 
treatment plannlng 

- Knowledge on radloblology principi••
eacalated 

- Accumulatlon of cllnlcal experlencea 

RADIOBIOLOGY 

► Tumor volume - response to XRT
(YEB)

► Varlablllty In lntrlnslc
radlosensltlvlty to XRT (YEBJ

► XRT dose - response (YESJ



RADIOBIOLOGY 
TUMOR VOLUME vs. RESPONSE 
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RADIOBIOLOGY 
INTRINSIC RADIOSENSITIVITY 

• Low ai!l-ratio (but wide 95% CI ~ large varlations 
in radlosensltlvlty) 

- Role of glutathlone, immunological response, 
issue oxygenatlon? 
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RADIOBIOLOGY 
INTRINSIC RADIOSENSITIVITY 

XRTDOSE 



RADIOBIOLOGY 
TUMOR DOSE VS. RESPONSE r_[ 
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Fi&- l. Erain11cd thtrqeulic n.tio u a fQctioa ol (raaion 
lite ("'11 llnr). Thc lhcn.prutic nttO is lbe qltOtitDI bctWttfl 
lM (pNdicted) uod'tct dote for )O¾ probabilitJ o( NYffl: 
subcu1ancous l!b,ONJ Md for IO¾ probabilicy cl compk,r 
IWNX" nspoasc. StiPfkd linesaretJic9SX � limics 

calc11bttd by standard propap:ti<Nt o( crror ttchniqUCJ, 
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RADIOBIOLOGY 
FRACTIONATION PATTERN 

RESPONSE TO XRT 

<4Gy/odmerek >4 Gy/fx 

Halbermatz. 1976 21% 
Overgaard, 1980 35% 
Harwood, 1981 25% 
Klltz. 1981 Z7% 
Strauss, 1981 46% 
Doss, 1982 39% 
overaaard 1986 42% 

TOTAL 64/176(36%) 

Bone metastnff 73% 
Skin & lymph node 49% 
metastases 
Braln meta1ta1es 38% 

•n•• 
... :\IT.,.,. "" S 

...,,.A..-nrn ..... .U■.-.-1 •n: ... : 

RADIOBIOLOGY 
FRACTIONATION PATTERN 

·-

92% 
81% 
71% 
72% 
81% 
67% 
86% 

254/309 (82%) 

84% 
75% 

50% 
�D.>lo.>0(/,ji'eJ 

Are high doses/fx really advantageous??? 

► 1 randomized trial only: RTOG Trial 83-05 
(Sa�d aJ. I■tJ R1dl1tOnc:ol Biol Ph�1119'1:lO: ol29·ll) 
• XRT reglmens (126 pts): 50 Gy/25 fx vs. 32 Gy/8 fx 
• no dHference In response rate (CR+PR ■ 60%) 
• no data on duratlon of response 

► Retro/prospective studies (on postoperatlve XRT): 

STUDY TUSITE NOOFPTS 0/F)( RR 

Corry, 1999 ali 42 2Gy 10% 
Burmelster, 2006 ali 234 2.4Gy 6.8',!, 

Chang, 2006 ali 14 1.71-2 Gy 12',!,, no 
41 6Gy drrt.r.nce betwffn 

the two groupa 



INDICATIONS FOR XRT 

1) XRT AS PRIMARY TREATMENT

2) ADJUVANT/POSTOPERATIVE XRT

3) XRT AS A PART OF PALLIATIVE
TREATMENT

INDICATIONS 
XRT AS PRIMARY TREATMENT 

RARELY: 

- extenslve faclal lent/go maligna
melanoma

- prlmary mucosal melanoma

- patlents In poor general condltlon

- patlents who refused proposed
surgery

LENTIGO MALIGNA MELANOMA 

llaniroodAR., l■tJ Radlal Oacel � P•ys 1913: 9: 1019•21. 

Sdnnid-\\HdtMr:\IH ,1 alJ Am Atad Dmu1tol 2000; 4l: 

-477-12. 

FanbdArt al BrJ Dtrmatol 2002: 146: 1042-6. 

XRT OF LMM IS EFFECTIVE 

MODE OF TREATMENT WITH 

CURATIVE POTENTIAL 

ALTERNATIVE TO SURGERY WHEN IT WOULD 

CAUSE IMPORTANT 

FUNCTIONAL AND/OR COSMETIC IMPAIRMENT 



MUCOSAL MELANOMA 

Treatment of cholce: SURGERY 
-LRR■50% 

XRT: 
► seems to lmprove LC 

(partlcularly after nonradlcal resectlon 
% 
• large primaries 
• perineural lnvaslon 
• nasal cavity/paranasal slnuses 

primaries 
► most effective treatment for 

unresectable dlsease 
► role of elective nodal XRT = ? 
► no Influence on survlval 

lbllo l\l.Aq KK.. s..ri aua N A.m 200}: 323-U. 
Mfllldtnball \\'M rt al Am J Cii■ Oato.l 1005: SI: '16-.10. 
Kttt&1U M rt al Crit Rrv O.Col llftllatol lOOI: 65: 111-1. 

INDICATIONS FOR XRT 
ADJUVANT/POSTOPERATIVE XRT 

After surgery of prlmary tumor= 
hlgh rlsk for local recurrence after surgery alone 

• close/posltlve resectlon marglns
(_.-.t!on not poulble) 

- early local recurrence
• multlple recurrent tumors
- H&N desmoplastlc prlmarles

(- adeq- surglcal marglns could not be --) 

- H&N mucosal melanoma

INDICATIONS 
ADJYYAHY!P0STQPEBAYIYE XAT 

After surgery of 
reglonal lymphatlc metastases 

- Nonradlcal surgery

} - Extracapsular tumor extenslon
- Dlameter of lnvolved node i!:3 cm

• Multlple nodal lnvolvement
Nodal basln recurrence rate: H&N >> axllla > grolns 

Ltt RJ rt aL lat J Radi1t Onc:ol Biol Pb)11 lOOO: .. ,: 467-74. 

RR 
s50% 



INDICATIONS 
ADJUVANT/POSTOPERATIVE XRT 

SURGERY 

HEAD & NECK mets 

Browsher (19H), 33% 
Byert, (1916), 50% 

27% 
Slrt9�ry (1956), 15% 
Calabro (1919}, 15% 
O'Br1an (1992), 21% 
O'Brten (1917}, 1r"A. 
Shen (2000), 14% 

AXILLARY mets 

19% Browsher(1HI), 13% 
Calabro (1989), 15% 

INGUINAL mets 

19% 
Browsher (19H), 9% 
Calabro (1989), 17% 

t·lkK.n..ptnJt: ALLSITES 

LUC1t10..ltll:l:61 ... ll. Karakausls (1980), 49% 
Monsour (1992), 52% 
LH (2000), 36% 

WHEN to irradiate? 

OISTA!\i'T METASTASES 

10 1' 20 Zli 
,.,....,ol__....fttll!Mt,IJ 

BaUo rt al. lat J Radl■f Onc:ol Blol Ph)'S 1006: 54: 10&--IJ . 

SURGERY + XRT 

Ang {1997), "' 
O'Brten (1H7), n 

Davis {2001), 14% 
Ballo (2003), 5% 

Davis (2001), 1% 
BaUo (2002}, 10% 

Davts (2001), 1% 
8allo (2004), 5% 

Cony{11t9), 10% 
Stwens (2000), 11% 
""''° {2006), .,. 
a11m1a111.,a:aa1, :c, 

m10% 

BRAIN MET:\STASES 

• 50-60% pts wlll develop distant metastases 

• No survival beneflt 



INDICATIONS 
ADJUVANT/POSTOPERATIVE XRT 

TREATMENT OF RESIDUAL MICROSCOPIC DISEASE: 

►AfterSNB+ 
- when surgery la not ■n optlon because of patlent 

condltlon 
(Sonata tt al, Canctr 2004; B:aUo tt al, Hud Nttk 2005) 

► After technlcally unapproprlate surgery
(
T

cls
�
on of cllnlcally apparent noclal dlsease) 

1 adclltlonal, m- axtenslva surglcal procedure la 
needecl whlch 1s not feulble or I• refuHd by the 
patlent 
(Ballo rt al, Hnd Nttk 2005) 

INDICATIONS 
XRT AS A PART OF PALLIATIVE TREATMENT 

WHEN? 
► surgery: 

- not posslble (lnoperabl• metasta-■s, poor gen■nll 
condltlon) 

• lneffectlve (multlple meta, multlorgan meta) 
WHAT? 
► ali site• of meta (cut■_., lymph■tlc, bone, 
va-t-■I--) 
WHY? 

to decrease dlaease related 
slgna & symptoma 

INDICATIONS FOR XRT 
ADJUVANT/POSTOPERATIVE XRT 

► CUTANEOUS - LYMPHATIC METASTASES 
- s1 cm ->85% CR o.·ttr;nrdJttaLR&o1,M:s:113-,2.sutzn1S!\lrtaLR&Olffl:l6:t6t-12. 

->5 cm-<30% CR

► BRAIN METASTASES 
• multlple: wllo„ braln XRT + cortlcoaterolds umt M rta1.c1actrt'tSJ:!11,115u.. 

-prolonptlon of median survlval for 1-2 mos 
- measur■ble t of performance status In 80-70% pts 

- 1-3 meta, 2r <3 cm: stereotactlc RS + whol• braln XRT 
-local control - 90% 
- pnvalllng c■u- of death: meta outslde of CNS 
- sporadlc long l■-tlng survlval 

G111d)·•Jlarquntt C d 11. JJROBP 2006:65:IOt-l6. 



STEREOTACTIC RADIOSURGERY 

INDICATIONS 
ADJUVANT/POSTOPERATIVE XRT 

► BONE METASTASES

- paln rwllef In 80% ChO'l\'[tt11.JCiaO.tol2007:1S:14ZJ-J6. 

• postoperattv. XRT (after surglcal flxatlon of frllcturecll 
bone) 

► METASTASES CAUSING CORD COMPRESSION
• solely XRT + cortlcosterolds 
• postoperatlv9 XRT (after lamlnectomy) 

--+ clelay local tumor regrowtll 
--+ prolongatlon of symptoms fne Interval 

XRT TECHNIQUE 

► telecobalt / llnear accelerator / RTG 
photon• / electron• 

► XRT reglm-•: 

A/ CURATIYE INTENT 
• 8 Gylfx --+ TD■30-38 Gy 
• t rlsk for clevalopment of edema, 2.5 Gylfx --+ 

--+ TD"45-50 Gy 

B/ PALLIATIVE INTENT 
• hlgher dslly fx, 4-10 Gy 
• lower onrall TD (10x3 Gy, 5x4 Gy, 2x8Gy) 

XRT REGIMEN ADAP TED TO: 
.... -PATIENT

• CLINICAL SITUATION



Author Slte/fx Symptomatlc 
lymphedema 

Stevens, Axllla, 58% 
2000 6 Gy/fx 

Ballo, 2002 Axllla, 16% 
6 Gy/fx 

Ballo, 2004 Groin, 25% 
6 Gy/fx 

Brumelster, Axllla& 9% 
2006 grotn, 19% 
(prospectivo) 2.4 Gy/fx 



CONCLUSIONS 

1) SURGERY
2) Nonradlcal surgery and/or adverse

prognostlc factors ---+ ADJUVANT therapy
3) XRT • effectlve (curatlve, palllatlve) 

&safe 

INDISPENSABLE PART OF 

' MULTIDISCIPLINARY MANAGEMENT 
OF MELANOMA PATIENTS 
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Sitcs of Mctastatic Discasc 

■ Skin, suhcu1:1nc"us tissuc:, lymph nc,tlcs :1ccou111
for 51)%, c,f 111ct:1st:11ic discasc

■ l .ung 18-3(,'%

■ ! .iver, brain, hone

Distant Metastases at Autopsy 

• J.ung • 70-!-
f

?�';) 

• l .iver • 54-77•�:._, 

• Bc,wc:I • 2h-5X
1
½1

• Brain • 3(1-:i../'% 

• l·lc:arr • 40--15%

• 1\dn.:n�ls • Yi-5•1°/.,

• Kidni:r • 35-48%

• Bone • 23-49'1/.,

Janja Ocvirk 
Treatmen't options of metastatic melanoma 



TNM Criteria 

■ Sitl'S and dn·:m.:d status 01· Sl'l'lllll I.DI I dt'linl' 3
C;Ht:g<>rit:s ,,!' ,\I 
■ .\l la mct:1st:1sis lu ,kin. suhcu1:1nl·ous 1issw.� 01 dis1:rn1 lymph 

nodl·S 
■ .\{ lb mcusr:1sis 1n Jung 
■ \! le :111 ,,,hcr \'isccral nrg:111s. clt.:v,1tl'<I l .l)J I n.:g;1rtllcss of

rhc siti? of d1se1se 

■ 1 ycar survi,·al rnrcs rnngt: frr,111 .Jl)-611'1/,, 

Prcdictors of Survival 

■ .\lust imporr:rnt prnlicturs of po"r su1Tival in 
p:1ticnts wi1 h dist:1111 lll<:lastascs: 

■ sitl' ,,f 111c1asta1ic disca�l'
■ ck:v:ucd IDI I

■ Sitcs:

■ skin, suhcut:111c"us tissuc, or dis1am lymph nudl'.s
h,1vc rcl:11ivcly hl'llt.T prr1gnosis; 

■ lung has hn1cr prngnnsis tlrnn othn viscc·r,11 sit<.:S. 

LDH 

■ Elc:\·:1t<.:cl LDI-I was an inclcpu1dcnr prcclicriv<.:
focrur for survi\'al.

■ Pn:clictiw valuc is indcpcnclc:nr of thc sitc of
diseasc. 

■ J f I.D l·J is clcvatcd, thc tc:sr should hc rq1c:uccl
afrcr more than 2.-t hours :1s hcmolysis or orhcr 
factors rnay contrihutc tu false pusitivc valucs. 



Available Therapy 

■ S1,1gc 1 \' diseasc conri11ucs 10 co111prisc :111 , ,111inous 

prugnosis

■ 1\pprn,1chc-s ro rrc·armc·n1 h:1vc- includc·d 

■ clKmn1hcr:1py 

■ hit 11 hcr:ipy 
■ 1mmunC'. :1djuv:1n1s 

■ c:u1ccr-:o;pcriti\.· \·:tccincs 

■ cy1nkincs 

■ monoclonaI arn ihoclic:s

■ isnb1cd limh pcr(usic,n 

Single Agent Therapy 

Drug 

0"- alkihrors 

J>J;i1inurn

Vinca alk:1llJids

Taxancs
Jo% 

RR 

') -1 (, '1/o 

1_1-15% 

12-26 '1/.,

13-

Single Agent Therapy 

Dac:uh1i'.inc 

■ is thc "ni!· FD1\ and E,\l i,:,.\ appro n·cl rhcrnpy
for mcrasratic rncl:in, ,ma

■ RR 8-16%

■ Tf P 4-G rnonths

■ No sr:itisrical st11Tival hcncfi1 vs. BS(



Temozolomide 

■ rw,, randomizl:'d phasc l l l srudics , ,f 
TcnwzolC>midc vs. Dac:1rb;1zinc in a,kanccd 
llll'tastaric melanoma
■ 305 pa1icn1s · p:11il'.11ts wi1h hr;1in mct.as1:1scs (:�:clud\:d 
■·,,ral T:\li'. 200,ng/m-'/day tor S days ,·,·,·ry �8 days or I\' 

DTIC 25i"lmg/m2/d:1y tnr S days cwrr 21 d:1ys 
mcdi:111 PFS l.�> mumhs in Ti\!% group ,·s. 1.5 lll• ,mhs in 

l)TIC 
· Ti\11/, dcmons,ratcd ctficacy c,1ual ,,, DTJC 
- ml:di:1n surviv.t! 7.7 mor11h,; in T1\I/'. grnup. (i.-1 mnrnhs in 

DTICp 
�l,ddlelon. JCO 18(1). 2000.158-166 

■ �95 pts 

■ orni 'J',\11'. 15fJmg/m2/,by Cur 7 days cvcry I.J d:1ys c,r 
1 V DTI C I UUfJmg/1112 / d,1y i'or I day c:vcry 21 days 

■ 111cdi,111 PFS 2.3 111onrhs in T,\IZ group vs. 1.7 111n111hs 
in DTIC 

■ CR/f>R 14% in 'J'.\11/. group vs. 111% in DTIC 

Palel. Ann Oncol 2008, Abs LBAS 

IL-2 

■ l ligh-dusc I L-2 indic11cd in mctastatic 
mchnoma 

■ 6(1(1,(Hl-720,(1()() units/kg cvcry 8 hours for 14 
doscs 

■ Ovcrall rcsp< >11sc r:irc 18'1/i,, cumpktc rcsponsc 
5% wirh some cluralile responscs 

■ Exrrcmcly roxic 



Polychc1notherapy 

■ BI-ID: BC�U, hitlr"xyure:1, DTIC

■ C\'D: Ci:-pLnin, \'inhlasrinc, DTIC

■ BOI.D: Bk:omycin, \'incris1inc, CCNU, DTIC

■ DBCT: DTIC, BCNU, Cisplarin, Tam,ixifcn

Cos1anzi 1982. Buzaid 1993, M,ddelcon1988. 
Chapman 2000 

Thcrapcutic Targcts in Mctastatic 

Melanoma 

■ Signaling path\\'ays

■ Gcm· rc1-,ri.d:uiun

■ 1\pupt(Jsis

■ 1\ngiogcncsis

■ 1 rnmunomoduLitiCJn



Sorafenib 

Phasc· l l l srudy se ,rafrnih+c:Hhc ,pl:1ti11+p:1clirnxd 
\'S. c1rbuplarin+paclit:1x<:l+pl:1ccbu 

,\led PFS 17.4 wccks vs. 17.9 (l·IR 0.90(,, p=.-192) 

Plrnsc· 11: sornfcnib+DTIC \'s. DTIC 

;\led PFS 21.1 w 1 1.7 w l·IR 0.66 

TfP 21.lw 11.7w l·IR0.619 

,\lc·s OS 51.3 w -15.6 \\' l·I R 1 Ji22



Ipili1nmnab (CTLA4 Mob) 

l'has" 11: ipilimumah ,·s. ipilimum.1h+ DTI<: 

(R 0�'11 <,t�-0 

l'R 9% 17'1/0 

SD 11•�;, ll''.1;1 

os 11.2 1110 14.8 ll)() 

l'l'S 2.7 mu 3.3 mo 

Fischkoff. ASCO 2005, ABS 7525 

l'hasc· 111 siudy: 1 )TIC vs. DTIC ➔ 1pilimumah - ongning 1•:c >HTC 
18071 



Smntnary 

■ Thcrapy for Srage 1 \' lllclanolll:1, \\·hilc
undcrg<,ing cvalu:ui,>11, rcrnains suh-,,prilllal :1ncl
p:1lli:1ri,·c in nature.

■ F,,r advanccd rncl:11101ll:1, rhc bcsr rhcrapcuric
11ption rclll:1ins a clinic:11 rrial.
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Cutaneous Melanoma -
Guidelines 

Marko Snoj 

Stage 1,11 

T N M 

Tis NO MO 

T1a NO MO 

T1b NO MO 

T2a NO MO 

T2b NO MO 

T3a NO MO 

T3b NO MO 

T4a NO MO 

T N M 

T1-4a N1a MO 

T1-4a N2a MO 

T1-4b N1a MO 

T1-4b N2a MO 

T1-4a N2b MO 

T1-4a/b N2c MO 

T1-4b N1b MO 

T1-4b N2b MO 

T1-4 N3 MO 

T1-4 N1-3 M1a-c 
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Melanoma 3 

Oiag,ostic WOl'k-up lnitial treatment FurthWprtlC:elilres 

"'"'""'""' 
81oc,d ....... LM,r_ CUIO 

fv'tM,--....... � 

FNA WE•CUIO 

"'"'""'""' 
CT-

�--...,.,,� 

�---
-�
-

, .. --
"""'"""' ....... pa,f!HianotlnMiDft 

F\iothM" .... ...._...,,,..,_ -EO<T 

Melanoma 4 

Diagnoslic WOl'k-up 

-

"""'""'""' 

�IMlwhan� 
(CT,PET.MRI) 

TtHtmen!. 

.






