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1. Methods	
LDH-based cytotoxicity assay. 
Cells were grown in 24-well plates in RPMI medium supplemented with 10% fetal bovine serum and 1% penicillin-streptomycin. Cells were allowed to form monolayers for 7–10 days at 37℃ under 5% CO2 and were exposed to anaerobic conditions continuously for 6 h, during which the culture medium was collected at hourly intervals. LDH leakage into the culture medium was measured by using a LDH cytotoxicity assay kit (Nacalai Tesque). Each aliquot of the medium (100 μL) was mixed with 100 μL of the substrate solution and incubated for 20 min in the dark at room temperature; 50 μL stop solution was then added, and the absorbance was measured at a wavelength of 490 nm in a Synergy LX Multi-Mode Microplate Reader (BioTek, Shoreline, WA, USA). Cytotoxicity was calculated as follows: 
%Cytotoxicity at X h = 100× (absorbance at X h under anaerobic conditions − absorbance at X h under aerobic conditions) / (absorbance at maximum LDH release after cell lysis).

Osmotic and oxidative stress assays.
Indicated concentrations of sodium chloride (NaCl; Wako, Japan) were added to YPD agar before autoclaving. Hydrogen peroxide (Wako, Japan) Congo red (Wako, Japan) were added after autoclaving once the medium had cooled sufficiently. C. glabrata strains were cultured in YPD broth for 1 day with shaking, washed with PBS, and adjusted to 1 × 10⁷ cells/ml. Ten-fold serial dilutions were prepared, and 7 µl of each dilution was spotted onto the agar plates. Plates were incubated at 37℃ for 24 h.

Histopathological analysis. 
Organs were excised, fixed in 10% neutral-buffered formalin, dehydrated with ethanol, and embedded in paraffin by following standard procedures. Tissue sections were mounted onto glass slides (Matsunami Glass, Osaka, Japan) and stained with hematoxylin and eosin, and Grocott–Gomori’s methenamine silver. Histological examinations were performed by using light microscopy.

2. Supplemental Figures legends
Supplemental Fig S1 The hypoxic workstation (Baker Ruskinn, Wales, UK) used in this study.
Supplemental Fig S2 Cytotoxicity induced by anaerobic conditions increases over time. (A) Caco-2 cells and (B) HUVECs were exposed to an anaerobic environment and cytotoxicity was assessed from LDH release. All results are presented as the mean ± standard error of the mean from three independent experiments.

Supplemental Fig S3 RT-qPCR analysis of the expression of EPA6 by using normalization to house-keeping genes in C. glabrata. EPA6 gene expression levels were normalized to those of RPL13A, TEF1, PGK1, or TUB2, as indicated. All results are presented as the mean ± standard error of the mean from three independent experiments. (A) CBS138 strain. (B) NIIDF0035502 strain. The sequences of all primers used are listed in Table S2. * P  <  0.05; ** P  <  0.01 vs. aerobic conditions (two-tailed unpaired Student’s t-test).

Supplemental Fig S4 Representative histopathological sections of kidneys and liver tissues collected on day 3 post-infection. (A–D) Representative histopathological sections of kidneys tissue collected on day 3 post-infection. (A) Wild-type CBS138 (WT) aerobic, (B) WT anaerobic, (C) epa6Δ anaerobic, and (D) epa6Δ+EPA6 anaerobic. Tissues were formalin-fixed, paraffin-embedded, and stained with Grocott–Gomori’s methenamine silver stain to visualize yeasts. (E–H) Representative histopathological sections of liver tissue collected on day 3 post-infection. (E) WT aerobic, (F) WT anaerobic, (G) epa6Δ anaerobic, and (H) epa6Δ+EPA6 anaerobic. Black arrows indicate the areas magnified in the insets (lower left corners). 

Supplemental Fig S5 The epa6Δ mutant exhibited comparable fitness to the wild-type under aerobic and anaerobic conditions, as well as under oxidative, osmotic, and cell wall stress. Spot dilution assays assessing the growth of C. glabrata CBS138, epa6Δ, and epa6Δ+EPA6 strains. Cells were grown on YPD agar under aerobic (A, C, E, G) or anaerobic (B, D, F, H) conditions, with or without added stressors: 1 M NaCl (C, D), 0.4 mM hydrogen peroxide (E, F), or 0.75 mg/mL Congo red (G, H). Ten-fold serial dilutions were spotted and incubated at 37°C for 24 h. The concentrations of NaCl, hydrogen peroxide, and Congo red were selected based on previous studies investigating stress tolerance in C. glabrata.1–3
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