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Melanoma treatment has improved considerably following the approval of immune checkpoint inhibitors
and targeted therapy against BRAF and MEK (1, 2). In
the melanoma tumour microenvironment, activated T
cells can be functionally inactivated by engagement of
the programmed-cell-death-receptor 1 (PD-1) with its
ligands PD-L1 and PD-L2 expressed on tumour cells
(3). Two monoclonal antibodies directed against PD-1
(nivolumab and pembrolizumab) have shown clinical
efficacy in advanced melanoma (2, 4–7). Phase 3 trials
have also demonstrated nivolumab and pembrolizumab
superiority as adjuvant treatment in fully resected stage
IIIB/C-IV melanoma (8, 9). But all trials centered on metastatic or locally advanced melanoma, and the efficacy
of anti-PD-1 in non-metastatic primary melanoma has not
been evaluated. We report herein 3 cases of patients with
unresectable primary melanoma who achieved complete
response after anti-PD-1 treatment.
CASE REPORTS
Case 1. A 60-year-old man was diagnosed with an unresectable
primary mucosal melanoma of the oral cavity invading mouth,
soft palate, uvula, cavum (Fig. 1a). The tumour did not display
any BRAF, NRAS, or CKIT mutation. PD-L1 expression was
negative on tumour cells and intermediate on immune cells (Fig.
S1a-c1). Anti-PD-1 therapy was quickly initiated. After 4 pembrolizumab infusions, partial clinical response was noted with the
pigmented area extending only to the soft palate and uvula. A
punch biopsy of this persisting lesion (Fig. 1b) performed after
10 infusions of anti-PD-1 revealed an infiltrate of melanophages
surrounded by lymphocytes with no tumour cells (Fig. S1d1).
The patient tolerated the medication well, but presented with
asymptomatic hyperthyroidism (anti-thyroid antibodies were all
negative). Pembrolizumab was discontinued 6 months after this
histologically confirmed remission, and no relapse occurred (12
months of follow-up).
Case 2. An 89-year-old man was referred for a painful expanding
lesion of the hard and soft palates (Fig. 1c), corresponding to a
CKIT mutated mucosal melanoma (Fig. S1e1), without metastatic
disease on staging computing tomography (CT) scan and PETscan. PD-L1 was highly expressed on tumour and immune cells
(Fig S1f-g1). Because of the limited efficacy of imatinib in CKIT
mutated melanoma (10), anti-PD-1 therapy was initiated. After
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Fig. 1. Clinical features of melanoma before and after antiprogrammed-cell-death-receptor 1 treatment. Patient 1: mucosal
melanoma (a) before and (b) after 10 infusions of pembrolizumab. White
arrow indicates a residual pigmented macule. Patient 2: mucosal melanoma
(c) before and (d) after 12 infusions of pembrolizumab. Patient 3: superficial
spreading melanoma (e) before and (f) after 3 infusions of nivolumab.

the third pembrolizumab course, the patient developed grade 2
polymyalgia rheumatica which quickly subsided with 0.5 mg/kg
of oral corticotherapy. A significant reduction in tumour size was
noted after the fourth pembrolizumab infusion. After the twelfth
pembrolizumab infusion, 2 biopsies were performed on 2 residual
lesions (Fig. 1d), and pathological analysis revealed a feature
of complete regression with only melanophages and no tumour
cells (Fig. S1h1). Pembrolizumab was stopped after 13 anti-PD1
administrations. No relapse occurred (18 months of follow-up).
Case 3. An 85-year-old woman was diagnosed with an NRAS
mutated superficial spreading melanoma (SSM) of the foot (Fig.
1e), with 3 peripheral pigmented cutaneous metastases on the foot
dorsum and no distant metastasis. Wide amputation was refused
by the patient. No PD-L1 marker was expressed on tumour cells
or on immune cells (Fig. S1j, k1). Nivolumab was initiated: the
goal was to obtain a sufficient response to allow surgical resection without amputation. After 3 nivolumab infusions, the patient
presented with rhabdomyolysis secondary to autoimmune related
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myositis. Nivolumab was discontinued, despite an early partial
response of the foot melanoma. Two months after nivolumab
discontinuation, the tumour size was significantly reduced (Fig.
1f); surgical resection of the 2 persisting pigmented areas with
10mm peripheral margins revealed a complete regression of the
melanoma without residual tumour cell (Fig. S1l1). Patient 3 died
of rapid cerebral relapse 7 months after surgery. Total body CT
scan had not revealed any other metastatic lesion.

Conflicts of interest: CL: national congress attendance supported
by BMS; NK: expert for Roche and BMS; NF: national and international congress attendance supported by Roche and BMS; SA:
Boards for BMS; Florent Grange: Expert for MSD; SG: national
and international congress attendance supported by Roche and
BMS. The other authors have no conflicts of interest to declare.

DISCUSSION

REFERENCES

This is the first case series of 3 patients with unresectable
non-metastatic primary melanoma, including 2 mucosal
melanomas, which responded to anti-PD-1 monotherapy
with clinical as well as histologically proven remission.
Of note, patient 3 underwent complete excision of the
residual lesion, which confirmed complete regression of
the primary melanoma. However, she developed cerebral
metastases 7 months later. Indeed, in melanoma, complete regression and cure of the primary tumour does not
always prevent visceral metastatic relapse.
Mucosal melanoma is usually resistant to traditional
therapies (11). The anatomical location often precludes
complete surgical resection because negative margins
are difficult to achieve. Patients with mucosal melanoma
infrequently harbor BRAF mutations, but mutations in
the receptor tyrosine kinase KIT are common. Antitumour activity with KIT inhibitor has been observed,
but was typically of short duration (10). Only 2 cases
of metastatic mucosal melanoma with response to
anti-PD-1 were reported (12, 13). Recently, a pooled
analysis studying nivolumab alone or in combination
with ipilimumab in metastatic mucosal or cutaneous
melanoma, described lower median progression-free
survival (PFS) in patients treated for mucosal melanoma
(14). But there is no information about the efficacy of
these treatments in unresectable non-metastatic primary
melanoma.
Despite negative PD-L1 expression, patients 1 and 3
achieved complete remission after anti-PD-1 treatment.
The use of PD-L1 biomarker in the therapeutic strategy
for metastatic melanoma is controversial. In Larkin et
al. (5), only patients with PD-L1 negative tumours had
a significant improvement of PFS after treatment with
nivolumab and ipilimumab versus nivolumab alone. But
in a recent study including 430 different cancers and 8
melanomas, 25% of the melanomas expressed PD-L1,
and PD-L1 expression did not affect the overall survival
(15). This underlines the need for new biomarkers to
elaborate an anti-PD-1 treatment strategy.
Anti-PD-1 monotherapy seems to be a good therapeutic option in unresectable non-metastatic primary melanomas, even in mucosal melanomas that are typically
more resistant to this therapy, regardless of PD-L1 status.
Adequate follow-up is mandatory, as visceral metastases
may nevertheless occur in the course of evolution.
www.medicaljournals.se/acta

1. Ascierto PA, McArthur GA, Dréno B, Atkinson V, Liszkay G,
Di Giacomo AM, et al. Cobimetinib combined with vemurafenib in advanced BRAF(V600)-mutant melanoma (coBRIM):
updated efficacy results from a randomised, double-blind,
phase 3 trial. Lancet Oncol 2016; 17:1248–1260.
2. Robert C, Long GV, Brady B, Dutriaux C, Maio M, Mortier L,
et al. Nivolumab in previously untreated melanoma without
braf mutation. N Engl J Med 2015; 372: 320–330.
3. Pardoll DM. The blockade of immune checkpoints in cancer
immunotherapy. Nat Rev Cancer 2012; 12: 252–264.
4. Robert C, Schachter J, Long GV, Arance A, Grob JJ, Mortier
L, et al. Pembrolizumab versus ipilimumab in advanced melanoma. N Engl J Med 2015; 372: 2521–2532.
5. Larkin J, Chiarion-Sileni V, Gonzalez R, Grob JJ, Cowey CL, Lao
CD, et al. Combined nivolumab and ipilimumab or monotherapy in untreated melanoma. N Engl J Med 2015; 373: 23–34.
6. Robert C, Ribas A, Wolchok JD, Hodi FS, Hamid O, Kefford
R, et al. Anti-programmed-death-receptor-1 treatment with
pembrolizumab in ipilimumab-refractory advanced melanoma: a randomised dose-comparison cohort of a phase 1
trial. Lancet 2014; 384: 1109–1117.
7. Ribas A, Hamid O, Daud A, Hodi FS, Wolchok JD, Kefford R,
et al. Association of pembrolizumab with tumor response
and survival among patients with advanced melanoma. JAMA
2016; 315: 1600–1609.
8. Weber J, Mandala M, Del Vecchio M, Gogas HJ, Arance AM,
Cowey CL, et al. Adjuvant nivolumab versus ipilimumab
in resected stage III or IV melanoma. N Engl J Med 2017;
377: 1824–1835.
9. Eggermont AMM, Blank CU, Mandala M, Long GV, Atkinson
V, Dalle S, et al. Adjuvant pembrolizumab versus placebo
in resected stage III melanoma. N Engl J Med 2018; 378:
1789–1801.
10. Hodi FS, Corless CL, Giobbie-Hurder A, Fletcher JA, Zhu M,
Marino-Enriquez A, et al. Imatinib for melanomas harboring
mutationally activated or amplified KIT arising on mucosal,
acral, and chronically sun-damaged skin. J Clin Oncol 2013;
31: 3182.
11. Shoushtari AN, Bluth MJ, Goldman DA, Bitas C, Lefkowitz RA,
Postow MA, et al. Clinical features and response to systemic
therapy in a historical cohort of advanced or unresectable
mucosal melanoma. Melanoma Res 2017; 27: 57–64.
12. Ascierto PA, Vanella V, Grimaldi AM, Lucia F, Palla M, Simeone
E, et al. Complete response to nivolumab monotherapy in
a treatment-naive, BRAF wild-type patient with advanced
mucosal melanoma and elevated lactate dehydrogenase: a
case report from a phase III trial. Cancer Immunol Immunother 2016; 65: 1395–1400.
13. Min L, Hodi FS. Anti-PD1 following ipilimumab for mucosal
melanoma: durable tumor response associated with severe
hypothyroidism and rhabdomyolysis. Cancer Immunol Res
2014; 2: 15–18.
14. D’Angelo SP, Larkin J, Sosman JA, Lebbé C, Brady B, Neyns B,
et al. Efficacy and safety of nivolumab alone or in combination with ipilimumab in patients with mucosal melanoma: a
pooled analysis. J Clin Oncol 2016; 35: 226–235.
15. Kim ST, Klempner SJ, Park SH, Park JO, Park YS, Lim HY, et
al. Correlating programmed death ligand 1 (PD-L1) expression, mismatch repair deficiency, and outcomes across tumor
types: implications for immunotherapy. Oncotarget 2017;
8: 77415–77423.

