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Background: Acral melanoma (AM) is uncommon in non-Asian race. Poor response to
immunotherapy compared to cutaneous melanoma (CM) has been reported, though most studies

have been performed in Asian populations.

Method: We analyzed the clinical outcomes of stage lll and stage IV AM and CM patients registered
in the nationwide Spanish Melanoma Group Registry (GEM 1801). The impact of immunotherapy
was compared between AM and CM in terms of relapse-free survival (RFS), response rate (ORR),
progression-free survival (PFS), and overall survival (OS). A multivariable Cox regression analysis was

performed to adjust for potential confounders

Results: The register included 69 AM (17 stage lll and 52 stage V) and 729 CM (191 stage Ill and 538
stage IV) cases. Most common location of AM was on soles (n=51), followed by nails (n=16) and
palms (n=1). Patients were non-Hispanic white, except for two IV AM patients (one Asian and one
Hispanic white) and one Hispanic White patient stage Il AM. AM cases had deeper melanomas than
CM in the stage Ill cohort (T4b in 52.9% for AM vs. 25.1% for CM, p<0.01), while in the stage IV
cohort significant differences were observed only for age (median age 73 for AM vs. 66 years for CM,
p=0.0015). No significant differences were found in other baseline characteristics between AM and
CM. In the adjuvant setting, 13 AM and 156 CM patients were treated with immunotherapy. Median
relapse free survival (RFS) was 15.35 months (95% Cl 9.97-NR) versus NR (55.8-NR) (p

=0.018) and five-year overall survival (OSs,) was 36.2% vs. 78.57% (p= 0.0266), for AM and CM,
respectively. Regarding stage IV, 49 AM and 316 CM patients received immunotherapy as first line
(most anti-PD-1 as single agent, while 12% AM and 13% CM received nivolumab plus ipilimumab).
Response rate was 12% versus 40% (p=0.0033), median progression free survival (PFS) was 5.5
months (95% Cl 3.97-8.23) versus 15.35 months (95% Cl 8.97- 26.3) (p=0.001)

and median OS was 17.33 months (95% Cl 13.32-39.97) versus 43.0 months (95%Cl 30.81 , NR)
(p=0.007) for AM and CM respectively (Table 1). After adjusting for potential confounders, AM
remained associated with higher risk of progression (HR 0.53; 95% Cl: 0.34—-0.83; p = 0.005).

Conclusions: Our data confirms a poor outcome of AM in Spanish population. Tailored treatment

strategies should be developed in AM.
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Table 1. Main results

Endpoint AM @] p-value
Stage lll
Median RFS; m (95% Cl) 15.4(9.97-NR) NR (55.8-NR)

0.018
3-y RFS; % (95% Cl) 0 (NA) 71.8(63.2-81.6)
5-y OS; % (95% Cl) 36.2 (8.7-100) 78.6 (68.3-90.4) 0.027
Stage IV
ORR; % 15 39 0.0033
Median PFS; m (95%Cl) 5.5(3.97-8.23) 15.35(8.97- 26.3)

0.001
5-y PFS; % (95% Cl) 10.6 (3.4- 32.8) 34.7 (28.4-42.3)
Median OS; m (95%Cl) 17.3(13.3-40) 43.0(30.8-NR)

0.007

5-y OS; % (95% Cl)

18.5(8.2-42.1)

43.6(36.1-52.6)







