Supplementary Materials and Methods

Histopathological analysis.
The specimens were removed from the tumor parenchyma during surgery. Next, the samples were cleaned using a 0.9% sodium chloride solution (Baxter, Mexico City, Mexico). To analyze the morphologic aspects of the neoplasm, the specimen was sectioned, mounted on microscope slides, stained with hematoxylin and eosin, and examined using optical microscopy (Nikon H550 L, Yokohama, Japan). The samples were reviewed in at least five high-powered fields by two qualified oral and maxillofacial pathologists and categorized according to the World Health Organization Histological Classification 2017 of Tumors Criteria. 

Sample collection.
Four milliliters of peripheral blood was collected into an EDTA tube (Becton Dickinson and Company, NJ, USA) from the antecubital vein of the patient. Then, peripheral blood mononuclear cells (PBMCs) were isolated using the density centrifugation technique (Ficoll-Paque PLUS, Amersham Biosciences, Uppsala, SE) and prepared for flow cytometry analyses. During surgery, a sample of the tumor was collected. Later, samples were dissociated into single-cell suspensions by enzymatic digestion using the Tumor Dissociation Kit, Human (130-095-929, Miltenyi Biotec, Bergisch Gladbach, Germany) in combination with mechanical dissociation using a gentleMACS Dissociator (130-093-235, Miltenyi Biotec, Bergisch Gladbach, Germany).

Flow cytometry analysis.
To identify the immunophenotype of CD4+ and CD8+ T cells in tumors and PBMCs, single-cell suspensions were stained for surface molecules with monoclonal antibodies in accordance with the manufacturer's instructions: (FITC)-anti-CD45; (APC-H7)-anti-CD3; (V450)-anti-CD4; (V500)-anti-CD8; (PE)-anti-LAG-3; (PE-Cy7)-anti-CD69; (PE-Cy5)-anti-CD25; Alexa Fluor 647-anti-TIM-3 (CD366); and (APC)-anti-CTLA-4 (CD152) (eBioscience, San Diego, CA, USA). Briefly, 1x106 cells were stained with fluorochrome-conjugated monoclonal antibodies for 20 min in the dark at 4°C. After the initial staining, the cells were washed twice using phosphate-buffered saline (PBS) at pH 7.4, followed by surface marker fixation. The negative control samples were incubated with isotype-matched antibodies. A FACS Verse flow cytometer (BD Biosciences, San Jose, CA, USA) was used to acquire the sample. The resultant data were analyzed using FlowJo software V10.0.8 (Tree Star, San Carlos, CA, USA).

T cell activation assay.
The activation assay was performed in 24-well plates with a final volume of 500 µl of supplemented RPMI 1640 medium per well. PBMCs (2.5x105) were stimulated with 50 ng/ml phorbol myristate acetate (PMA) and 500 ng/ml ionomycin (Ion) for 24 hours at 37°C in a 5% CO2 atmosphere. After incubation, PBMCs were stained with the respective fluorochrome-conjugated antibodies for flow cytometry.
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