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Outline

• (Neo)adjuvant management of localized and locoregional melanoma

• Neoadjuvant treatment of stage III melanoma: SWOG S1801, PRADO

• Adjuvant treatment of stage II melanoma: KEYNOTE-716

• Managament of advanced melanoma

• New data on therapeutic sequencing: DREAMseq, IMMUNED, SWOG S1616

• Novel immunotherapeutic strategies: RELATIVITY-047, M14TIL, IMCgp100-202

• Novel treatment combinations: LEAP-004

• Conclusion

12/12/2022 3



(Neo)adjuvant management of 

localized and locoregional melanoma
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Adjuvant treatment of stage III melanoma
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STAGE III MELANOMA

(Regional lymph node invasion)

BRAFV600 mutant

(+/- 50% of patients)

1 year of PD-1 immune 

checkpoint inhibitor (ICI)

1 year of 

dabrafenib/trametinib

Wide resection + sentinel lymph node biopsy

+/- completion lymph node dissection

BRAFV600 wild-type

(+/- 50% of patients)

1 year of PD-1 immune 

checkpoint inhibitor (ICI)

Based on data from CheckMate 238, COMBI-AD, KEYNOTE-05 and MSLT-II trials. 

5-y-RFS 55% 5-y-RFS 52% 5-y-RFS 55%



Neoadjuvant versus adjuvant treatment of melanoma 
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Versluis et al. Nature Medicine 2020.



Neoadjuvant treatment of stage III melanoma 

• SWOG S1801: phase 2 trial of neoadjuvant versus adjuvant pembrolizumab (PEMBRO) for resectable stage 

III-IV melanoma
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Patel et al. ESMO 2022.



Neoadjuvant therapy of stage III melanoma 

• SWOG S1801: phase 2 trial of neoadjuvant versus adjuvant PEMBRO for resectable stage III-IV melanoma 
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Patel et al. ESMO 2022.

pCR 21%



Neoadjuvant therapy of stage III melanoma 

• PRADO: phase 2 trial of personalized response-driven surgery and adjuvant therapy after neoadjuvant

ipilimumab (IPI) and nivolumab (NIVO) in resectable stage III melanoma
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Blank et al. ASCO 2022.

pCR + near-pCR
=

major 
pathologic 

response (MPR)

Primary endpoints:
• Confirmation of pathologic response rate of IPI1 + NIVO3

• Show that patients with MPR in index lymph node can be spared TLND without impact on RFS 
• Prolong RFS in patients with pNR by adding adjuvant systemic therapy



Neoadjuvant therapy of stage III melanoma 

• PRADO: phase 2 trial of personalized response-driven surgery and adjuvant therapy after neoadjuvant

ipilimumab (IPI) and nivolumab (NIVO) in resectable stage III melanoma

12/12/2022 10
Blank et al. ASCO 2022.



Neoadjuvant therapy in cutaneous squamous-cell carcinoma

• Phase 2 trial of neoadjuvant cemiplimab for stage II-IV cutaneous squamous-cell carcinoma
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Gross et al. N Engl J Med 2022.

Pts with resectable 

stage II-IV (M0) cuSCC

Cemiplimab 350 mg Q3Wx4

Surgery with curative intent

Primary endpoint: pCR



Neoadjuvant therapy in cutaneous squamous cell carcinoma

• Case: 90-year-old male with locally advanced inoperable cuSCC of the scalp treated with cemiplimab
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Adjuvant treatment of stage II melanoma 
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Luke et al. ESMO 2021; Luke et al. Lancet Oncol 2022.

• KEYNOTE-716: adjuvant pembrolizumab in stage IIB/IIC melanoma



Adjuvant treatment of stage II melanoma 

• COLUMBUS-AD
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Management of advanced melanoma
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Management of advanced melanoma
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IMMUNOTHERAPIES

CTLA-4 ICI

PD-1 ICI

PD-1 ICI + CTLA-4 ICI

PD-1 ICI + LAG-3 ICI

Tebentafusp

Tumor-infiltrating lymphocytes (TIL)

MOLECULAR-TARGETED THERAPY

BRAF-/MEK-INHIBITORS

(BRAFV600 mutant melanoma)

LOCAL THERAPIES

Surgery

Radiation therapy

CLINICAL TRIAL

CHEMOTHERAPY

DREAMseq
LEAP-004

RELATIVITY-047

IMCgp100-202

M14TIL trial

IMMUNED

SWOG S1616



Therapeutic sequencing in advanced BRAFV600 mutant melanoma

• DREAMseq
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Atkins et al. ASCO Plenary Series 2021.

Primary endpoint:

2-y-OS of 

A → C 

versus 

B → D



Therapeutic sequencing in advanced BRAFV600 mutant melanoma

• DREAMseq
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Atkins et al. ASCO Plenary Series 2021; Atkins et al. J Clin Oncol 2022.

PFS Step 1OS

71.8% 

51.5% 

P value 0.010

A/C : 

NIVO/IPI → DAB/TRA

B/D : 

DAB/TRA → NIVO/IPI

19.2% 

41.9% 



ORR 
28% vs 9% (P 0.05)

Treatment escalation after progressive disease on PD-1 ICI

19
VanderWalde et al. AACR 2022.

Stage IV melanoma with PD 
after 1L PD-1/PD-L1 

immune checkpoint inhibitors

IPI3 x 4 (IPI3 + NIVO1) x 4 
 NIVO3 for 1 y

Primary endpoint
PFS

• SWOG S1616: NIVO/IPI versus IPI in patients 

with melanoma that did not respond to PD-1 

ICI

R 1:3



ICI as adjuvant therapy for 
advanced melanoma
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• IMMUNED: adjuvant NIVO or NIVO/IPI versus

placebo in stage IV melanoma with NED

Schadendorf et al. ESMO 2022.

M1a 40% / M1b 29% / M1c 31%
98% <3 metastatic sites

Stage IV melanoma with NED 
after surgery or radiotherapy

(IPI3 + NIVO1) x 4  NIVO3 for 1 y

NIVO3 for 1 y

Placebo for 1 y

Primary endpoint: RFS



New kid on the block: LAG-3 ICI relatlimab (RELA)

• RELATIVITY-047: phase 3 trial of RELA+NIVO versus NIVO in previously untreated advanced melanoma 

21
Lipson et al. ASCO Annual Meeting 2021.

Blockade of LAG-3 (lymphocyte-

associated antigen 3) by RELA leads 

to increased T-cell activation

RELA is investigated in combination 

with nivolumab (NIVO)



New kid on the block: LAG-3 ICI relatlimab (RELA)

• RELATIVITY-047: phase 3 trial of RELA+NIVO versus NIVO in previously untreated advanced melanoma 
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Tawbi et al. ASCO Annual Meeting 2022.



New kid on the block: LAG-3 ICI relatlimab (RELA)

• RELATIVITY-047: phase 3 trial of RELA+NIVO versus NIVO in previously untreated advanced melanoma 

23
Tawbi et al. ASCO Annual Meeting 2022.

Grade 3/4 AE
43% vs 35%



New kid on the block: LAG-3 ICI relatlimab (RELA)

• RELATIVITY-047: phase 3 trial of RELA+NIVO versus NIVO in previously untreated advanced melanoma 

24
Tawbi et al. ASCO Annual Meeting 2022.

Positive 
recommendation of 

EMA for the first-line 
treatment of 

advanced melanoma 
in adults and 

adolescents 12 years 
of age and older with 

tumour cell PD-L1 
expression < 1% 



New kid on the block: TIL therapy

• M14TIL: phase 3 trial of tumor-infiltrating lymphocytes (TIL) versus IPI in advanced melanoma

25
Haanen et al. ESMO Congress 2022.



New kid on the block: TIL therapy

• M14TIL: phase 3 trial of tumor-infiltrating lymphocytes (TIL) versus IPI in advanced melanoma
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Haanen et al. ESMO Congress 2022.



New kid on the block: TIL therapy
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Haanen et al. ESMO Congress 2022.

mPFS 7.2 mo
(95% CI 4.2-13.1)

mPFS 3.1 mo
(95% CI 3.0-4.3)

+/- 90% of patients in both 
arms were previously 
treated with PD-1 ICI

• M14TIL: phase 3 trial of tumor-infiltrating lymphocytes (TIL) versus IPI 

in advanced melanoma

ORR 48.8%
CBR 67.9%

ORR 21.4%
CBR 39.3%



New kid on the block: tebentafusp

• IMCgp100-202: tebentafusp versus IC (PEMBRO, IPI or DTIC) in HLA-A*02-01 positive uveal melanoma

28
Nathan et al. N Engl J Med 2021.



New kid on the block: tebentafusp

• Tebentafusp versus NIVO/IPI in a propensity score analysis 

29
Piulatset al. ESMO 2022.



Novel combinations

• LEAP-004: phase 2 trial of PEMBRO + lenvatinib in patients previously treated with PD-(L)1 ICI

30
Arance et al. ESMO 2020; Arance et al. J Clin Oncol 2022.



Novel combinations

• LEAP-004: phase 2 trial of PEMBRO + lenvatinib in patients previously treated with PD-(L)1 ICI

31
Arance et al. ESMO 2020; Arance et al. J Clin Oncol 2022.

ORR 22/103 (21.4%), mDOR 8.3 mo

AE in 96.1% of patients, including 45.6% G3-5

LEAP-003 (phase 3): PEMBRO/LENVA vs PEMBRO/PLB



Conclusions and perspectives

• (Neo)adjuvant management of localized and locoregional melanoma:

• Neoadjuvant therapy of locoregional melanoma and (in)operable cuSCC with ICI shows interesting results, but needs 

confirmation in phase 3 trials (PRADO; SWOG S1801)

• Adjuvant PEMBRO is indicated after resection of stage IIB/C melanoma, but the NNT to prevent 1 recurrence is 14 

(KEYNOTE-716)

• Treatment sequencing in advanced melanoma: 

• NIVO/IPI followed by dabrafenib/trametinib appears to be the optimal treatment sequence in advanced BRAFV600 mutant 

melanoma (DREAMseq)

• NIVO/IPI is superior to IPI monotherapy after prior failure of PD-1 ICI in terms of ORR and PFS, but not OS, in a phase 2 trial 

(SWOG S1616)

• Adjuvant therapy of stage IV melanoma with NED after radiotherapy/surgery with NIVO/IPI or NIVO is superior to follow-

up in terms of RFS (IMMUNED)
32



Conclusions and perspectives

• Novel immunotherapeutic strategies:

• Combined blockade of LAG-3 (with RELA) and PD-1 (with NIVO) is superior to NIVO monotherapy in terms of PFS, but not in 

terms of OS, and is approved by EMA for advanced PD-L1 <1% melanoma (RELATIVITY-047)

• TIL therapy is superior to IPI in PD-1 ICI refractory melanoma (M14TIL), but requires a production process which can only be

applied in specialized centers (patient selection) 

• Tebentafusp is a new standard-of-care in advanced HLA-A*02-01 positive uveal melanoma (IMCgp100-202)

• Novel treatment combinations :

• The combination of lenvatinib plus PEMBRO shows promising results in advanced PD-1 ICI refractory melanoma (LEAP-004). 

A phase 3 trial in the first-line setting is underway.
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Thank you for 
your attention!

Questions?

Gil Awada, MD, PhD

Gil.Awada@uzbrussel.be

Gil.Awada@bordet.be
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