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+ Melanoma Staging
Diagnosis: dermoscopy and biopsy
AJCC classification
Pathological evaluation
> Nodal status: clinical or SLNB
- Types of melanoma treatments:
> Metastatic
> Adjuvant
> Neoadjuvant
. Conclusion
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Essential: a good biopsy

FROM THE ACADEMY
i
Guidelines of care for the management ®
of primary cutaneous melanoma
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Melanoma Staging: AJCC 2018, 8" edition

Staging: Evi Based Changes in the
American Joint Committee on Cancer Eighth Edition
Cancer Staging Manual
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Key: pathological evaluation

Ulceration

Breslow thickness |

Initial work-up: stage IIB, IIC, I11

(Breslow > 2 mm and ulceration or
> 4 mm or any nodal disease)

THNM Classification - A)CC 8th Edition
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Timeline of Approved Melanoma Therapies

Dabrafenib +trametinib

Trametinib

Dabrafenb 1 NIVO#IPI

Ipilimumab, Pembrolizumab
' . Encorafenibbinimetinib

Vemurafenib Nivolumab,

Dacarbazine Interleukin2 i NIVO+RELA

: i TVEC :
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nerforenalia2s  pogylated mereron Imumab

Pembrolizumab.

Nivolumab |

Dabrafenib+trametinib

Targeted therapies— MAPK pathway

i

Dabrafenib
or Vemurafenib
or Encorafenib

Auti-MEK:
Trametinib
or Cobimetinib
or Binimetinib
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Checkpoint controls of T lymphocytes
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Pembrolizumab: 10-year update
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Pembrolizumab vs Ipilimumab for Advanced
Melanoma: 10-Year Follow-Up of the Phase 3
KEYNOTE-006 Study
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Overall Survival? Melanoma-Specific Survival
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Ipi-Nivo: 10-year update

10-Year survival outcomes from the phase 3 CheckMate
067 trial of nivolumab plus ipilimumab in advanced
melanoma
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CheckMate 067: study design and follow-up length Melanoma-specific survival (MSS)
T AT - -
NIVO + 1P| (n = 314) NIVO 16) 1P (0 ‘315
90 + Median, mo (95% CI) NR (71.8-NR) 49.4 (35.1-119.4) 21.9(18.1-27.4)
i >
NIVO 1 mg/kg + 80 mm“ T 0.81(0.641.01) - -
_ IPI 3 mg/kg Q3W for Treat until
n=314 4 doses then progression or 70 63% 10-year MSS analysis
NIVO 3 mg/kg Q2W unacceptable 0 4 57%
» - { 55% %
Stratified by: toxicity g o *_"‘**HHMSBH%W} HR = 0.81¢
Unresectable or 8% i CAPAA DA A ) .
e - BRAFstatus . 2 i ") A LA pA A st ] (5% C1, 0.64-1.01)
Endpoints i i
metastatic melanoma SAKCMstage  N=316 NVO3mg/kgQ2W+  Co-primaryoc: “© ; 4 4%
* Praviously untreated  TumorPD-L1 " IPl-matched placebo PFS,05 30 4 36% e R
« 945 patients s . i B—a | om
expression < 5% Secondary: 4 H
s ORR, 0 : % e
o+ 1 i
descriptive 104 % W 3
IPI 3 mg/kg Q3W e N e i
Data cutoff (final)®: ~ April 19, 2024 n=31 for 4 doses + assessments, § 12 15 24 30 36 42 48 54 60 65 72 78 84 90 96 102 108 114 120 126 132
Database lock (final): May 16, 2024 NIVO-matched placebo 4 o st ik Months
Minimum follow-up®: 120 months NWO 316 265 231 201 181 171 158 145 141 137 134 130 126 123 118 107 02 98 9% 92 71 4 O
« After 10 years, median MSS was not reached (> 120 months) with NIVO + IPI and diverged from OS (52% vs
43%)
e St s el e sty 40t f 6 11 00 Yo (1 A e B 4 4040, T Sy s 10 eI o 3 OB etween VO - 1430  Results were consistent by BRAF mutation and PD-L1 expression status (Supplemental Figures S1 and 52)
Immunotherapy: side effects
Safety Summary
eapnalts, gm0
et i
NIVO+IPI NIVO 1Pl L > 1 /
i % 0231 s 2 e i
Patents reporting event oy rade | Grade 94 | Ay grade | Grade 94 | Ay grade | Grade v -

Treatment-related AE, % w [Cw O v [Con o =

Treatment-related AE leading to
discontinuation, % ¢ 2 3 3 8 15 i

Treatment-related death, n (%) 2() 1D 1)

+ Survival outcomes were not impacted by discontinuing NIVO+IPI early due to a TRAE®

- Patients who discontinued NIVO+IPI during induction due to a TRAE had 5-year PFS (35% ) and
0S rates (51%) similar to patients in the overall population (36% and 52%, respectively)
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SkinTherapy Letter, 4CaSMO

utansous Texicities Assoclated
with Immuns Chackpaint inhibitors: A Practical Primer

1. Pruritus

2. Maculo-popular eruption/morbilliform

3. Eczema

4. Psoriasis

5. Lichen Planus

6. Bullous diseases

Sauder MB, Claveau J Bufer M et al, CaSMO managerent of cutaneous toxioties ass. with immune checkpaint nhibtors : A ractca primer, Sin Therapy Let, 2022 Sept

Adurant Mivokmals versus Ipiimamab
In Resected Suge Il o IV Melazoma

Adjuvant Dabrafenib plus Trametinib
in Stage [l BRAF-Mutated Melinoma

Adjuvant therapies for stage I1I melanoma: Standard of Care
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Adjuvant Therapy in Resected Melanoma
RFS at 5 Years of Follow-Up
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Months Months Months
COMBI-AD! KEYNOTE-0542 CHECKMATE-2383

1. Dummer R, etal. N Eng! J Med. 2020;383:1139-1148. 2. Eqgermont A, et al. NEJM Evidence. 2022;1:EVID0a2200214. 3. Larkin J, et
al. Clin Cancer Res. 2023,28:3352-3361

Adjuvant Therapy in Resected Melanoma (DMFS)

Distart Matastasis Fras Survbal® §TT)

Pembrolizumab

. s placebo

Dabrafenib +
Trametinib
vs placebo

KEYNOTE-0542
4. Dummer R, et al. N Engl J Med. 2020,383:1139-1148. 2. Eggermont A, et al. NEUM Evidence. 2022;1:EVID0a2200214. 3. Larkin J, et
al. Clin Cancer Res. 2023,29:3362-3361

COMBI-AD!

Nivolumab

vs Ipilimumab

CHECKMATE-238
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Adverse Events Over Time in Patients Treated
With Dabrafenib Plus Trametinib or Placebo
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Most recent: Adjuvant for Stage 11 disease
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Pembrolizumab Versus Placebo as Adjuvant Therag
Resected Stage IIB or lIC Melanoma: 5-Year Follow-Up of
the Phase 3 KEYNOTE-716 Study
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Figure 2. Kaplan-Meler estimate of RFS in the overall population
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Figure 3. Kaplan-Meier estimate of DMFS in the overall population
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Adjuvant nivelumab vs placebo in resected stage IIB/C melanoma:

4-year update from CheckMa_l_e T6K
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Ph 2 SWOG 1801 NEJM 2023

I ORIGINAL ARTICLE 1 R rAL ARTIELY ]

SWOG 1801-Pembrolizumab Neoadjuvant Nivolumab and

ilimumab

Neoadjuvant-Adjuvant or Adjuvant-Only in Resectable Stage 11 Me 1
Vs Pembrolizumab in Advanced Melanoma L ok AN e, U
NADINA study-Ipilimumab-Nivolumab
(reverse dose) .
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NADINA - No Novel Safety Observations

Me

Bl I e @ Anti-PD1 Monotherapy MPR 503
= Anti-PD Checkpoint Combos MPR 615

Neoadjuvant Adjuvant
n=212 n=208 S i .
"Any adverse event 204 (96.2%) 194 (93.3%) a e
] N,
Any grade >3 AE 100 (47.2%) 71 (34.1%) £ s —
% Moy
Surgery related AE ! 120 (60.6%) 151 (72.6%) 5 .
N - pR 39%
([ surgery related grade >3 AE 1 28 (14.1%) 30 (14.4%) ) B Near-pCh
Systemic treatment related AE 2 181(85.4%) 123 (72.4%) PR
" — pNR Pl 0001
([ Systemic treatment related grade 23 AE 2 C 63 (29.7%) 25 (14.7%) 2 : - . _
o 1 2 3 4
(Death due to treatment related AE %)
Tiene in years
Number at risk
The i patents that undenwent n=196 =
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Conclusions

Importance of dermatologists in F/U

Melanoma Staging
> Good diagnosis, good biopsy
> AJCC classification: Breslow, ulceration, satellites
> Nodal status: clinical or SLNB
Types of melanoma treatments:
> Metastatic: 50% MSS, new combo (Nivo-Rela: less toxic)
> Adjuvant: decrease 10-15% RFS (Stages III and JIb/IIc)
> Neoadjuvant in stage IIIb: decrease 20-25% EFS
Key role of dermatologists: clinical F/U and imaging
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