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American Joint Committee on Cancer (AJCC) 8th Ed. - Melanoma Staging
Clinical staging

Stage 0 Tis N0 M0
Stage 1A T1a N0 M0

1B T1b, T2a - -

Stage 2A T2b, T3a N0 M0
2B T3b, T4a - -
2C T4b - -

Stage 3 Any T ≥ N1 M0
Stage 4 Any T Any N M1

Pathologic staging (only differs for stage 3)
3A T1a/b, T2a N1a, N2a M0
3B T0, T1a/b, T2a N1b/c -

T1a/b, T2a N2b -
T2b, T3a N1a-c, N2a/b -

3C T0 N2b/c, N3b/c -
T1a/b, T2a/b, T3a N2c, N3a-c -
T3b, T4a Any N -
T4b N1a-c, N2a-c -

3D T4b N3a-c -

Definitions
Primary Tumor (T) Thickness (mm) Ulceration

TX Primary tumor cannot be 
assessed 

T0 No evidence of primary tumor
Tis Melanoma in situ
T1 ≤1.0 a: Breslow < 0.8 mm w/o ulceration 

b: Breslow 0.8-1.0 mm w/o ulceration or  
≤1.0 mm w/ ulceration

T2 1.1-2.0
a: w/o ulceration 
b: w/ ulcerationT3 2.1-4.0

T4 >4.0
Regional Lymph Nodes (N) Number of regional nodes Microsatellite instability (MSI)* status, 

clinically detectable
NX Nodes cannot be assessed 
N0 No regional metastases detected
N1 0-1 node a: no MSI, clinically occult 

b: no MSI, clinically detected 
c: MSI present, 0 nodes

N2 2-3 nodes a: no MSI, clinically occult
b: no MSI, clinically detected

1 node c: MSI present, detectable or occult
N3 >3 nodes a: no MSI, all occult 

b: no MSI, ≥ 1 detected or matted
>1 node c: MSI present, detectable or occult

Distant Metastasis (M) Site of metastases Serum LDH

M0 No distant metastases detected
M1a-d (a) Skin/subcutaneous/distant 

node, (b) lung, (c) other visceral 
sites, (d) brain

Not assessed
M1a-d (0) Normal
M1a-d (1) Elevated

*MSI refers to any satellite, locally recurrent, or in transit lesions.

Quick tips for melanoma staging:

• 8th Ed omits mitosis status and T1a is <0.8 mm rather than ≤1.0mm
• Clinical and pathologic staging (TNM) is the same except for stage 3
• Nodal involvement Æ at least stage 3
• Distant metastases Æ stage 4

DIRECTIONS
RESIDENCY
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A Publication of the American Academy of Dermatology | Association
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STAGING EN PROGNOSIS

Gershenwald et al. CA Cancer J Clin. 2017
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ADJUVANTE BEHANDELING

1. Immuuntherapie:
• Anti-CTLA-A4: ipilimumab

• Anti-PD-1: pembrolizumab / nivolumab

• Combinatiebehandeling: ipilimumab + nivolumab

2. Doelgerichte behandeling (indien BRAF mut): 

BRAF + MEK inhibitie: dabrafenib + trametinib
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ADJUVANT IPILIMUMAB

Eggermont AM et al. N Engl J Med 2016;375:1845-1855.
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ADJUVANT ANTI-PD-1 ANTILICHAAM BIJ MELANOOM
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NIVOLUMAB VERSUS IPILIMUMAB

Primary Endpoint: RFS in All Patients
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Number of patients at risk

NIVO

IPI

NIVO IPI
Events/patients 171/453 221/453

Median (95% CI) 30.8 (30.8, NR)a 24.1 (16.6, NR)

HR (95% CI) 0.66 (0.54, 0.81)

Log-rank P value <0.0001
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453 314 251 216 149 23363 270 230 204 5 0

66%

53%

aMedian estimate not reliable or stable due to few patients at risk.

Checkmate-238 24m follow-up
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TERUGKEER VAN ZIEKTE

NIVO
(n = 453)

IPI
(n = 453)

Events, n (%) 171 (38) 221 (49)
Recurrence 171 (38) 216 (48)

Disease at baseline 1 (<1) 2 (<1)
Local recurrence 31 (7) 46 (10)
Regional recurrence 35 (8) 36 (8)
Distant metastasis 97 (21) 128 (28)
New primary melanoma 7 (2) 4 (1)

Death 0 5 (1)

Checkmate-238 24m follow-up
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GLOBALE OVERLEVING
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PEMBROLIZUMAB
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ASCO 
2020
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ASCO 
2020
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ADJUVANT DABRAFENIB + TRAMETINIB
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LOKALISATIE VAN ZIEKTE BIJ HERVAL
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OVERALL SURVIVAL 
(FIRST INTERIM ANALYSIS)
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a Prespecified significance boundary (P = .000019).

Months From Randomization

Group
Events,
n (%)

Median
(95% CI), mo

HR 
(95% CI)

Dabrafenib
plus   
trametinib

60 (14) NR
(NR-NR) 0.57

(0.42-0.79);
P = .0006aPlacebo 93 (22) NR

(NR-NR)

Dabrafenib plus trametinib
Placebo

No. at Risk

ESMO 
Congress

Long et al. N Engl J 2017 Adjuvant Dabrafenib plus Trametinib in Stage III 377: 1813-23
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ADJUVANT IPILIMUMAB + NIVOLUMAB
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SAMENGEVAT

Stadium IIIA (SN>1mm), 
IIIB, IIIC, IIID melanoom

BRAF V600 
mutant

BRAF 
wildtype

nivolumab
pembrolizumab

dabrafenib
+trametinib

nivolumab
pembrolizumab
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ADJUVANTE BEHANDELING BRAF-GEMUTEERD 
MELANOOM

Anti-PD-1 BRAF +MEK
MEDICIJN infuus pillen
BEHANDELDUUR 12 maanden 12 maanden
RISICOREDUCTIE 
(TERUGKEER VAN ZIEKTE)

~50% ~50%

OVERLEVINGSVOORDEEL ? ?
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BIJWERKINGEN IMMUNOTHERAPIE

Darmontsteking
Diarree

Postow et al. NEJM. 2018; Steebruggen et al. NTvG 2016

Myocarditis

Pancreatitis en diabetes mellitus

Uveitis

Droge mond

Huiduitslag, vitiligo

Hersenvliesontsteking

Hypofysitis

Schildklierontsteking

Longontsteking

Anemie, 
trombocytopenie

Leverontsteking

Bijnierschorsinsufficiëntie

Nierontsteking

Gewrichtsontsteking

21

BIJWERKINGEN NIVOLUMAB/PEMBROLIZUMAB

Weber et al., NEJM 2017; Eggermont et al., NEJM 2018
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BIJWERKINGEN ADJUVANT DABRAFENIB EN 
TRAMETINIB

Long et al. N Engl J Med 2017
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ADJUVANTE BEHANDELING BRAF-GEMUTEERD 
MELANOOM

Anti-PD-1 BRAF +MEK
MEDICIJN infuus pillen
BEHANDELDUUR 12 maanden 12 maanden
RISICOREDUCTIE 
(TERUGKEER VAN ZIEKTE)

~50% ~50%

OVERLEVINGSVOORDEEL ? ?
ERNSTIGE BIJWERKINGEN 15% 40%
BLIJVENDE BIJWEKRINGEN Ja

(15% endocriene 
bijwerkingen)

Neen
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STADIUM II MELANOOM?

Gershenwald et al. CA Cancer J Clin. 2017
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ADJUVANT PEMBROLIZUMAB IN STADIUM IIB-C 
MELANOOM
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NEO-ADJUVANTE BEHANDELING

Versluis JM, Long GV, Blank CU. Nat Med. 2020

C. Blank
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NEO-ADJUVANTE BEHANDELING

Curti BD, Faries MB. N Engl J Med 2021
Versluis JM, Long GV, Blank CU. Nat Med. 2020

Menzies AM, Blank CU, et al. Nat Med. 2021

Patients who had a complete pathologic response 
(pCR) with neoadjuvant therapy have superior 
RFS than those who did not achieve a pCR
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CONCLUSIE

• Adjuvante behandeling met immuuntherapie (anti-PD-1: nivolumab of 
pembrolizumab) of dabrafenib en trametinib (bij BRAF-gemuteerd 
melanoom) gedurende 1 jaar verkleint significant de kans op terugkeer van de 
ziekte.

• De toediening en het bijwerkingsprofiel van beide behandelingen zijn 
verschillend

• Behandelbeslissing wordt genomen na uitgebreide informatie en op basis van 
stadium ziekte, onderliggende aandoeningen patiënt, bijwerkingen en 
behandelwens.
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VRAGEN?
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