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Figure S1. Schematic explaining the collection of lymphatic exudate samples in LAN™€ and LANP°S patients. Met, metastasis.
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Figure S2. Lymphatic exudate is enriched in miRNA and proteins associated with metastatic melanoma. (A) Paired tumor-associated miRNA expression
of lymphatic exudate (L) and plasma (P) of pooled LAN"E (n = 5) and LANP°S (n = 7) melanoma patients (P values are listed in Table S1). (B and C) Expression of
melanoma-associated proteins reported in publicly available Human Protein Atlas to be (B) up- or (C) down-regulated in melanoma tumors and identified by
LFQ analysis to be significantly expressed in the lymphatic exudate of LAN€ and LANP®s patients as compared with HCs (n = 6 for LAN"®8, n = 12 for LANP®s,

and n = 5 for HC. Data shown as mean
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P < 0.05; **, P < 0.01; and ***, P < 0.001 using one-way ANOVA with Tukey’s multiple comparison test.
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Figure S3. Melanoma-associated proteins define LAN"€ and LANP°s patients. (A and B) IPA predicted of cellular and molecular networks and listed
melanoma associated proteins that are mostly up- or down-regulated in lymphatic exudate of LAN"8 (A) or LANPOS versus HCs (B). (C) IPA predicted activation
z-score comparison of cellular functions associated with melanoma in the proteome of lymphatic exudate from LAN"€ versus LANP®S patients. (D and E) Main
proteins predicting tumor cell migration (D) and main predicted upstream master gene regulators (E) for the top expressed proteins in the lymphatic exudate of
LANP®s patients (orange line: leads to activation; blue line: leads to inhibition; yellow line: finding inconsistent; gray line: effect not predicted; red proteins: up-
regulated; green proteins: down-regulated; different shades indicate the extent of the up- or down-regulation; n = 6 LAN®8, n = 12 LANP°S, HC n = 5 for both
lymphatic exudate and plasma). Raw data in Table S1.
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Figure S4. Gating strategy for flow cytometric analysis of immune cells in lymphatic exudate and plasma. (A) CD4* and CD8" T cell subsets Teu, Th,
Tew and Temra after gating for CD3* cells. (B) From the naive subsets shown in A, Tscy were defined as CD95" and CD127". (C) Monocyte subsets after live/
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Table S1 is provided online as a separate Excel file, and lists clinical data of analyzed patients and the raw proteomic, miRNA, and
IPA data.
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