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Pathological staging includes microstaging of the prymary melanoma and pathologic information about the
regional lymph nodes after partial or complete lymphadenectomy. Pathologic stage O or stage IA patients are

the exception;they do notrequire pathologic evaluation of theirlymph nodes.
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MORTALIDAD POR ESTADIOS
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Calculo de tasa de gupervivencia
ajcc
Individualized Melanoma Patient Outcome Prediction Tools

Developed based on the American Joint Committee on Cancer Melanoma Database
By Seng-jaw Soong PhD, Shouluan Ding PhD, Daniel G. Coit MD, Charles M. Balch MD, Jeffrey Cershenwald MD, John F. Thompson MD and
the American Joint Committee on Cancer, Melanoma Task Force

P.I:Ila::l:l:liu'l ﬂﬂifll Metastasis
Patient characteristics: Patient ID: No patient 1D supplied.
Clinical Pathological
Age: 45 Tumor Burden: | Macrometastasis #]
Lesion Site: | Extreminy ) Number of Modes: [2-3 [
Ulceration: | Yes m
Tumaor Thickness {mm): 2.3
| Submit )
Estimated Survival Rates
(95% Confidence Interval)
1-Year 2-Year 5-Year 10-Year
75.7% 58.7% 36.9% 25.4%
(68.2% - 84%) (49.2% - 69.9%) (27.5% - 49.5%) (16.4% - 39.4%)

http://www.melanomaprognosis.org
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Pathological staging includes microstaging of the prymary melanoma and pathologic information about the
regional lymph nodes after partial or complete lymphadenectomy. Pathologic stage O or stage IA patients are
the exception;they do notrequire pathologic evaluation of theirlymph nodes.
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TRATAMIENTO ADYUVANTE
» Los pacientes en los estadios |IB, IIC y Il tienen

un elevado riesgo de recaida, que se estima
desde un 30 a un 80%.

» Es en estos estadios (estadios de alto riesgo) en
los que se han centrado la realizacion de ensayos
clinicos aleatorizados de tratamientos adyuvantes.
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vacuna BCG, levamisol, megestrol ) e I mterferon
alfa-2b ha demostrado a traves de ensayos
aleatorizados tener una eficacia en el tratamiento
adyuvante del melanoma maligno de alto riesgo.
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INTERFERON I (IFN)
» Interferdn clase |, se produce en células

dendriticas plasmocitoides en respuesta a
iInfecciones u otros estimulos.

» Efecto antitumoral.
— suprime la proliferacion celular.
— estimula la actividad antifagocitaria de los macroéfagos.
— Aumenta la actividad citotoxica especifica de linfocitos.
— Efecto apoptatico (7).
— Efecto antiangiogénico ().

(") Davar. Journal of Skin Cancer. 2011
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» |[FNa altas dosis: > 10 MU/dosis.
FNa dosis intermedias: 5-10 MU/dosis.
» IFNa bajas dosis: <3 MU/dosis.
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IFNa ALTAS DOSIS.
ECOG 1684
» Esquema de tratamiento:

— Inducciodn: IFNa-2b 20MU/m2 iv 5 dias a la semana x 4 semanas.
— Mantenimiento: IFNa-2b 10MU/m2 sc 3 dias a la semana x 48 sem.

Stratified Logrank (1-sided) P-value=.0023
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cutaneous melanoma: the Eastern Cooperative Oncology Group Trial EST 1684. J. Clin. Oncol. 1996 Jan.;14(1):7-17.
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IFNa ALTAS DOSIS.

INTERGROUP E1690/S911/C9190

Survival by Treatment
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IFNa ALTAS DOSIS.
ESTUDIO HeCOG
» Esquema de tratamiento:

— Induccion: IFNa-2b 15MU/m?2 iv 5 dias a la semana x 4 semanas.
— Mantenimiento: IFNa-2b 10MU sc 3 dias a la semana x 48 sem.
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Pectasides D, Dafni U, Bafaloukos D, Skarlos D, Polyzos A, Tsoutsos D, etal. Randomized Phase |1l Study of 1 Month

. Versus 1 Yearof Adjuvant High-Dose Interferon Alfa-2b in Patients With Resected High-Risk Melanoma. J. Clin.
M[ r Oncol. 2009 Feb. 18;27(6):939-44. S E O M
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IFNa ALTAS DOSIS.
INTERGROUP TRIAL E1697

Randomized phase lll trial of high-dose interferon alfa-2b
(HDI) for 4 weeks induction only in patients with
intermediate- and high-risk melanoma (Intergroup trial E
1697).

R L E P — e gt 0 ] oy, iy =elad | ACGTUG) WD TS NN e esErciln 8 LEEN B imeww.
Cnnnhlilunl Adjuvant HDI induction with i:1|n|1,|.|I 4 weeks therapy neither improved RFS nor OS over cbservation for.:
pts with intermediate and high-risk melanoma. This trial supports the importance of 4D treatment duration and '
argues that the approved 1 year Interferon regimen of induction followed by maintenance remains the standard of
care for pts with T4NO or node positive diseasa.
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Disponible en: http://www.asco.org/ascov2/Meetings/Abstracts?&vmview=abst_detail_view&conflD=102&abstractiD=77947
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IFNa
METAANALISIS
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v micses e s SEOM e AND Meta-analysis. INClJournal of the National Cancer Institute; 2010 Apr. 6;102(7):493-501. Sociedad Espafiola
Rruidenten y Adjuwie Jovene dll: U‘I‘IEI!I-DE‘B Edica



I F N A Pooled Analysis of Eastern Cooperative Onmlﬁy Group
a :‘ntll Intergroup Trials of Adjuvant High-Dose Interferon for
_ elanoma

om bi nado John M, Kikwood, Judith Manola, Joseph brahim, of al

Clin Cancer Res 2004;10:1670-1677. Published online March 10, 2004,
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Fig.] Kaplan-Meier estimates of relapse-free survival for patients treated on (A) E1684 at median follow-up of 12.6 years, (B) E1690 at a median
follow-up of 6.6 years, (C) E1694 at a median follow-up of 2.1 years, and (D) E2696 at a median follow-up of 2.8 years. DV, high-dose IFN-a 2b;
HR, hezard ratio; GMK, GM2/keyhole limpet hemocyanin.
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I F N A Pooled Analysis of Eastern Cooperative Onmlﬁy Group
a :‘mll Intergroup Trials of Adjuvant High-Dose Interferon for
elanoma

Analisis Combinado s s«

Clin Cancer Res 2004;10:1670-1677. Published online March 10, 2004,
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Fig. 2 Kaplan-Meier estimate of overall survival for patients treated on (A) E1684 at median follow-up of 12.6 years, (B) E1690 at a median
follow-up of 6.6 years, (C) E1694 at a median follow-up of 2.1 years, and (D) E2696 at a median follow-up of 2.8 years. HDI, high-dose [FN-a 2b;
R, hazard ratio; GMK, GM2/keyhole limpet hemocyanin.
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FNa DOSIS INTERMEDIAS Y BAJAS

Intermediate dose

IV 10MU 5 days a
TI-III [FN-a2b for 1 yr week for 4 weeks —
EORTC18952 1348  (T4NOMO/TanyN Yersus2yrs  then ~SC10MU3 1.6 7.2%(NS) 5.4% (NS) 74
[31] +MO) versus days a week for 1 year
observation ORSC5MU 3 daysa
week for 2 years
PEG IEN-a2b SC 6 ug/kg/week for 8 45.6%
EORTC 18991 1256 11 (TanyN + M0) _ versus weeks — then — SC 3.8 Versus NS 100
[91] Y versus 3 ug/kg/week for 5 : 38.9%
observation
years (NS)
Low dose
i‘iiiznm SC 3 MU 7 days a week
. [FIN-a2a versus for 3 weeks — then Not
;ggg;ranve 311 I (T2-4NOMO) observation —~SC3MU 3 daysa 34 available 0
(AMCG) [92] week for 1 year
French
melanoma
cooperative 499 11 (T2-4NOMO) IFN—aEa'versus SC 3 MU 3 days a week >3 0.74 (HR), 0.70 (HR), 0
observation for 18 months S S
group
(FCGM) [93]
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INTERFERON PEGILADO.

— . — E— Y N Wy |

EORITC 16991
» Esquema de tratamiento:

— Induccion: IFNa-2b pegilado 6 pg/kg a week subcutaneously for 8 weeks.
— Mantenimiento: IFNa-2b pegilado 3 ug/kg per week subcutaneously for 5 years.
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10 4 —— Pegylated interferon alfa-2b p=0-01 10 -
Observation p=078
o T T T | | 1 0 T T | | 1 1
0 1 2 6
Number at risk 3 4 >
Interferon 627 428 346 243 85 14 Number at risk Time (years)
Observation 629 397 311 220 76 5 Interferon 627 564 457 343 143 28
Observation 629 547 457 349 139 3
]
Eggermont AM, Suciu S, Santinami M, Testori A, Kruit WH, Marsden J, etal. Adjuvant therapy with pegylated interferon alfa-2b versus observation alone in resected(gtal
Ml Illmelanoma: final results of EORTC 18991, arandomised phase Il trial. The Lancet. 2008 Jul.;372(9633):117-26.
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INTERFERON PEGILADO

Relapse-Free Survival (A) and Overall Survival (C)

in stage [II-N1 (microscopic nodal involvent only) patients

A C
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= g . T
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= w 50 T
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% B 404
F 04 20 -
10 4 —— Pegylated interferon alfa-2b p=0-016 10 -
Observation 0 p=0-43
0 T T T T T 1 o i 1: 3|' ‘; 5' t‘:'u
Mumber at risk Number at rick Time (years)
Interferon 271 217 188 133 43 8 Interferon 271 260 231 192 76 16
Observation 272 208 161 117 38 3 Observation 272 259 234 184 69 11

y 0
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Eggermont AM, Suciu S, Santinami M, Testori A, Kruit WH, Marsden J, etal. Adjuvant therapy with pegylated interferon alfa-2b versus observation alone in resected(gtal
Illmelanoma: final results of EORTC 18991, arandomised phase Il trial. The Lancet. 2008 Jul.;372(9633):117-26.
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INTERFERON PEGILADO
Relapse-Free Survival (A) and Overall Survival (C)
in stage llI-N2 (palpable nodal involvent) patients
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5 30 =
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E 20 =
10 4 —— Pegylated interferon alfa-2b =011 105
p=0-115 p=0-91
0 ~— Observation 0 . | | | | |
T T T T T | 0 1 2 3 4 5 6
Numllzer ::Er“k 6 g 6 MNumber at risk Time (years)
Gh”te t’_“” 35 12311 150 1(130 4; : Interferon 356 304 226 151 67 12
servation 357 9 b 3 3 Observation 357 288 223 165 70 12
]
Eggermont AM, Suciu S, Santinami M, Testori A, Kruit WH, Marsden J, etal. Adjuvant therapy with pegylated interferon alfa-2b versus observation alone in resected(gtal
Ml Illmelanoma: final results of EORTC 18991, arandomised phase Il trial. The Lancet. 2008 Jul.;372(9633):117-26.
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IFNa-2b

TOXICIDAD

efecto secundario

% Grado 3-4

Cansancio

Leucopenia, anemia y
trombopenia

Elevacion enz hepaticas

Nauseas y vomitos
Depresion.

Hipotiroidismo.

v

21-24

26-60

14-29

5%

2-10%

<5%

Comienzo

Agudo y cronico

Crénica > aguda

Crénica > aguda

Aguda
Cronica.

Cronica.

20

Comentario

Descartar hipotiroidismo.
Puede requerir |dosis

ldosis si G3

Potencialmente mortal.
Requiere |dosis hasta recuperacion.
Suspensién definitiva si G4.

Metoclopramida o similar.

Antidepresivos.

Levotiroxina.

EspinosaE, Berrocal A, L6pez MartinJA, Gonzalez Cao M, CerezuelaP. Advancesin cutaneous
melanoma. Clin TranslOncol. 2012 May;14(5):325-32.
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IFNa-2b pegilado

L WY 4 B G GOy

Interferon group (N=608) Observation group (N=613)
All Grade 3 Grade 4 Al Grade 3 Grade 4
Any 605(99%) 246(40%) 32(5%)  4B4(79%) 60(10%)  14(2%)
Fatigue 574 (94%) 89 (15%) 8 (1%) 252 (41%)  7(1%) 0
Liver functiontest® 479 (79%) 64 (10%) 2 (<1%) 221 (36%) 8 (1%) 2 (<1%)
Pyrexia 454 (75%) 24 (4%) 1(<1%) 53 (9%) 0 0
Headache 425 (70%) 24 (4%) 0 118 (19%)  4(1%) 0
Myalgia 408 (67%) 22 (4%) 1 («1%) 140 (23%) 3 (<1%) 0
Deprassion 360 (59%) 38 (6%) 1 (=1%) 153 (25%) 2 (<1%) 1(<1%)
*#Alanine and aspartate aminotransferases/bilirubin/alkaline phosphatase.
Table 5: Adverse events occurring in 4% or more of patients (grade 3 and 4)

21 Sociedad Espafiola
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Eggermont AM, Suciu S, Santinami M, Testori A, Kruit WH, Marsden J, etal. Adjuvant therapy with pegylated interferon alfa-2b versus observation alone in resected(gtal
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RADIOTERAPIA ADYUVANTE

» Adenopatias multiples.
» Adenopatias de gran tamano.

» Desbordamiento capsular con afectacion del tejido
circundante.

‘ h klv‘ Agrawal S, Kane JM, Guadagnolo BA, Kraybill WG, Ballo MT. The benefits of adjuvant radiation therapy after therapeutic lymphadenectomy SE OM

for clinically advanced, high-risk, lymph node-metastatic melano?da. Cancer. 2009 Dec. 15;115(24):5836—44. Sociedad Es Ei afiola
de Oncologia Médica
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FIGURE 1. This chart illustrates regional lymph node basin
control in patients with clinically advanced lymph node-meta-
static melanoma who underwent therapeutic lymphadenec-
tomy (TL) based on the presence or absence of adjuvant
radiation therapy (RT).
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FIGURE 2. This chart illustrates disease-specific survival for
patients with clinically advanced lymph node-metastatic mel-
anoma who underwent therapeutic lymphadenectomy (TL)
based on the presence or absence of adjuvant radiation
therapy (RT).
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TRATAMIENTO ADYUVANTE DEL
MELANOMA

» Entonces....... ;, Qué hacemos

SEOM
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GUIAS CLINICAS:
clinical practice guidelines B oot morcimoa'®

Melanoma: ESMO Clinical Practice Guidelines for
diagnosis, treatment and follow-up

R. Dummer’, A. Hauschild?, M. Guggenheim?, L. Jost* & G. Pentheroudakis®
On behalf of the ESMO Guidelines Working Group*

R voop ek WG ik VaUUEL PEUIELIL el dils AL sv s
ﬁ-::lju-.ram trearment in patients with resected macroscopic node.
involvement is preferentially applied in the context of '
randomized clinical trials in specialized centres. However, high- -
dose interferon aZb is an approved indication for this
therapeutic situation.

Adiuvant chemotherapies, mistletoe (Viscum ~%wm) extracts.
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GUIAS CLINICAS
National

e Comprehensive NCCN Guidelines Version 3.2012
NGO Cancer
Network® Melanoma

b b b b
Nou?cera Ulcerado Noiera Ulcerado Not?;era Ulcerado Noﬁtera Ulcerado " staga "E, “c:
* Ll Ll -.-
Clinical trial {
0 IA 1B A 1B lnc or
amicro ma | we | mAa | me | ma | mwB | wa | mB Observation
or
bmacro mg | mc | mB | mc | wmB | mc | mB | mc Interferon alfa' .
amicro MA | mB | WmA | mB | WA | mB | mA | B (category 2B)
bmacro me | mc | me | me | me | mc | me | mc | -~ e
cintransit mg | mc | mB | mc | wmB | mc | mB | mc
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GUIAS CLINICAS
National

Comprehensive NCCN Guidelines Version 3.2012

Cancer

Network® Melanoma

Clinical trial
or

ESTADIO Il ; Observation
Ganglio centinela positivo or , »
Interferon alfa’® (category 2B)

Clinical trial )
or (
Observation '
or :
ESTADIO llI Interferon alfa''® (category 2B)
Adenopatias clinicas s> (andlor '
Consider RTP to nodal basin if
Stage llIC with multiple nodes

involved or macroscopic !

. extranodal extension : SEO
+W\1V‘ ot EOM
Una iniruativa dir 12 SEGM pava 2z \r_- w . Sociedad Espafiola
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GUIAS CLINICAS
National

Comprehensive NCCN Guidelines Version 3.2012

Cancer

Network” Melanoma

Clinical trial
or

ESTADIO Il Observation

ﬁ —* lor
en transito

Interferon alfa’
(category 2B)
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» El IFNa-2b se mantiene como el unico tratamiento
activo en la adyuvancia en pacientes tratados
quirurgicamente de melanoma maligno con alto
riesgo de recaida.(2B)

»lLa decision de tratamiento debe ser
individualizada, considerando el riesgo de recaida,
presencia de comorbilidades y el deseo del
paciente de una terapia agresiva o la aversion a
toxicidades.
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Y en el futuro...

» Ipilimumab
— EORTC 18071 (Ipilimumab Vs Placebo; Stage Ill)
— ECOG 1609 (Ipilimumab Vs HDI; Stage lll)

» MAGE-AS.
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iMuchas gracias por vuestra atencion!
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