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Melanoma update
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Outline

• Melanoma Staging

Ø Diagnosis: dermoscopy and biopsy

Ø AJCC classification
Ø Pathological evaluation

Ø Nodal status: clinical or SLNB

• Types of melanoma treatments:

Ø Metastatic

Ø Adjuvant
Ø Neoadjuvant 

• Conclusion
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Essential: a good biopsy
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Melanoma Staging: AJCC 2018, 8th edition
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Breslow thickness
Ulceration

Key: pathological evaluation
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Initial work-up: stage IIB, IIC, III

(Breslow > 2 mm and ulceration or

 > 4 mm or any nodal disease)
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Importance of satellitosis
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No more Complete lymph node dissection if SLNB+

MSLT-2
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Types of Melanoma therapies
Adjuvant

Neoadjuvant

Metastatic
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Timeline of Approved Melanoma Therapies

T-VEC, talimogene laherparepvec
Zeng H, et al. Front Oncol 2021 Nov 4;11:775100.
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Targeted therapies– MAPK pathway

Anti-BRAF:

Dabrafenib

or Vemurafenib

or Encorafenib

Anti-MEK:

Trametinib

or Cobimetinib

or Binimetinib
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Checkpoint controls of T lymphocytes

D’après Mellman I et al. Nature 2011; 480(7378): 480-9; Pardoll DM. Nat Rev Cancer 2012; 12(4): 252-64.
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Pembrolizumab: 10-year update
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Ipi-Nivo: 10-year update
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10-Year survival outcomes from the phase 3 CheckMate 
067 trial of nivolumab plus ipilimumab in advanced 
melanoma
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CheckMate 76K

CheckMate 067: study design and follow-up length

Unresectable or

metastatic melanoma

• Previously untreated

• 945 patients 

NIVO 3 mg/kg Q2W +

IPI-matched placebo

NIVO 1 mg/kg + 

IPI 3 mg/kg Q3W for 
4 doses then 

NIVO 3 mg/kg Q2W

IPI 3 mg/kg Q3W 

for 4 doses +
NIVO-matched placebo

Stratified by:

• BRAF status

• AJCC M stage

• Tumor PD-L1 
expression < 5% 
vs ≥ 5%

n = 314

n = 316

n = 315

R

1:1:1

Treat until 
progression or

unacceptable 

toxicity

Endpoints
Co-primaryc,d: 

PFS,OS

Secondary:
ORR,

descriptive 
efficacy 

assessments,e

safety
Data cutoff (final)a:    April 19, 2024

Database lock (final): May 16, 2024

Minimum follow-upb:  120 months

a
No patient w as be ing treated on  study  a t the  tim e  of the  fina l DBL. 

b
From the  date  the  la st pa tient w as random ized. 

c
The  study  w as not pow ered for a  com parison  betw een  N IVO  + IP I and 

N IVO . 
d
N IVO  + IP I or N IVO  a lone  vs IP I. 

e
N IVO  + IP I vs N IVO  a lone . 
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CheckMate 76K

Melanoma-specific survival (MSS)a

NIVO + IPI (n = 314) NIVO (n = 316) IPI (n = 315)
Events 139 163 221
Median, mo (95%CI) NR (71.8–NR) 49.4 (35.1–119.4) 21.9 (18.1–27.4)
HRb (95% CI) vs IPI 0.48 (0.39–0.59) 0.59 (0.49–0.73) —
HRb (95% CI) vs

NIVOc
0.81 (0.64–1.01) — —
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10-year MSS analysis

HR = 0.81c

(95% CI, 0.64–1.01)

• After 10 years, median MSS was not reached (> 120 months) with NIVO + IPI and diverged from OS (52% vs 

43%)

— Results were consistent by BRAF mutation and PD-L1 expression status (Supplemental Figures S1 and S2)
a
In th is post hoc  descriptive  ana lysis, an  event w as defined as death  due  to  m e lanom a or euthanasia  due  to  d isease  progression ; any other death  w as censored. 

b
U nstra tified. 

c
Descriptive com parison. 
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Safety Summary

• Survival outcomes were not impacted by discontinuing NIVO+IPI early due to a TRAEb

– Patients who discontinued NIVO+IPI during induction due to a TRAE had 5-year PFS (35% ) and 

OS rates (51% ) sim ilar to patients in the overall population (36%  and 52% , respectively)

a

Previously reported treatment-related deaths were cardiomyopathy and liver necrosis for NIVO+IPI (n = 1 each; both occurred > 100 days after last treatment), 
neutropenia for NIVO (n = 1), and colonic perforation for IPI (n = 1); 

b

Post-hoc analysis. TRAE, treatment-related adverse event.

NIVO+IPI
(n = 313)

NIVO
(n = 313)

IPI
(n = 311)

Patients reporting event Any grade Grade 3/4 Any grade Grade 3/4 Any grade Grade 3/4

Treatment-related AE, % 96 59 87 23 86 28

Treatment-related AE leading to 
discontinuation, % 42 31 13 8 15 14

Treatment-related death, n (%) 2 (1) 1 (< 1) 1 (< 1)
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Immunotherapy: side effects
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Sauder MB, Claveau J, Butler M et al. CaSMO management of cutaneous toxicities ass. with immune checkpoint inhibitors : A practical primer. Skin Therapy Lett. 2022 Sept

1. Pruritus

2. Maculo-popular eruption/morbilliform

3. Eczema

4. Psoriasis

5. Lichen Planus

6. Bullous diseases
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Adjuvant therapies for stage III melanoma: Standard of Care
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Adjuvant Therapy in Resected Melanoma in 2024
RFS at 5 Years of Follow-Up

1. Dummer R, et al. N Engl J Med. 2020;383:1139-1148. 2. Eggermont A, et al. NEJM Evidence. 2022;1:EVIDoa2200214. 3. Larkin J, et 
al. Clin Cancer Res. 2023;29:3352-3361.

COMBI-AD1

A rm n E vents M ed ian , m onths  (95%  C I)

D  +  T 438 190 N A  (47 .9 , N A )

P lacebo 432 262 16.6  (12 .7 , 22 .1 )

0 12 24 36 48 60 8072

0%

10%

20%

30%

40%

50%

60%

70%

80%

90%

100%

52%

36%

P
ro

p
o

rt
io

n
 A

li
v
e
 a

n
d

 R
e
la

p
s
e
 F

re
e

Months

HR: 0.51  95%  C I: 0 .42 , 0 .61

CHECKMATE-2383

A rm n E vents   M ed ian , m onths  (95%  C I)

N ivo lum ab   453 218       61 .0  (42 .5 , N A )

Ip ilim um ab 453 257       24 .1  (16 .6 , 35 .1 )

50%

39%

80%

100%

90%

70%

60%

50%

40%

30%

20%

10%

0 12 24 36 48 60 69

Months

R
e
la

p
s
e
 F

re
e
 S

u
rv

iv
a
l

HR: 0.72 95%  C I: 0 .60 , 0 .86

KEYNOTE-0542
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Adjuvant Therapy in Resected Melanoma in 2024
RFS at 5 Years of Follow-Up

1. Dummer R, et al. N Engl J Med. 2020;383:1139-1148. 2. Eggermont A, et al. NEJM Evidence. 2022;1:EVIDoa2200214. 3. Larkin J, et 
al. Clin Cancer Res. 2023;29:3352-3361.
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A E , adverse  even t

Adverse Events Over Time in Patients Treated 

With Dabrafenib Plus Trametinib or Placebo
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Most recent: Adjuvant for Stage II disease
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ESMO 2025
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SWOG 1801-Pembrolizumab

vs

NADINA study-Ipilimumab-Nivolumab

(reverse dose)
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Primary endpoint: event-free survival 
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C ontent o f th is  p resenta tion  is  copyrigh t and respons ib ility  o f the  au thor. P erm iss ion  is  requ ired  fo r re-use.

Updated event-free survival Median follow-up: 25.2 months

M inke W . Lucas

42



NADINA – No Novel Safety Observations
43

C hris tian  U . B lank , M D  P hD

Neoadjuvant

n=212

Adjuvant

n=208

Any adverse event 204 (96.2%) 194 (93.3%)

Any grade ≥3 AE 100 (47.2%) 71 (34.1%)

Surgery related AE 1 120 (60.6%) 151 (72.6%)

Surgery related grade ≥3 AE 1 28 (14.1%) 30 (14.4%)

Systemic treatment related AE 2 181 (85.4%) 123 (72.4%)

Systemic treatment related grade ≥3 AE 2 63 (29.7%) 25 (14.7%)

Death due to treatment related AE 0 1 (0.5%)

1 The surgery safety population included all patients that underwent surgery (neoadjuvant n=198, adjuvant n=208). 
2 The systemic treatment safety population included all patients that received at least one dose of systemic treatment (neoadjuvant n=212, adjuvant n=170).
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Importance of dermatologists in F/U
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Conclusions

• Melanoma Staging

Ø Good diagnosis, good biopsy

Ø AJCC classification: Breslow, ulceration, satellites
Ø Nodal status: clinical or SLNB

• Types of melanoma treatments:
Ø Metastatic: 50% MSS, new combo (Nivo-Rela: less toxic)

Ø Adjuvant:   decrease 10-15% RFS (Stages III and IIb/IIc)

Ø Neoadjuvant in stage IIIb:   decrease 20-25% EFS
• Key role of dermatologists: clinical F/U and imaging
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