SUPPLEMENTAL FIGURE LEGENDS
Fig. S1
Phagocytosis of encapsulated S. pneumoniae in murine RAW macrophages.
RAW 264.7 cells, stably transfected with either pIRES-IL-37b (RAW-IL-37) or pIRES-empty (RAW-vector), were stimulated with D39 (MOI 150). Shown are DIC/FITC microscope images of RAW macrophages with ingested, fluorescent FITC- labeled D39 60 min post infection. Magnified 20-fold. FITC signal of external bacteria was quenched with ethidium bromide (1mg/ml). 
Fig. S2
Intracellular killing capacity of RAW-vector cells with and without pre-treatment with recombinant
IL-37.
Cells were pre-incubated with 100µg/ml recombinant IL-37 for 4h or left untreated. Afterwards, cells were stimulated with D39Δcps (MOI of 150). Cells could phagocytose bacteria for 60 min. Subsequently, gentamicin (200µg/ml) was added for 1h and the number of intracellular bacteria was determined by quantitative plating of the cell lysates. Data in (b) are expressed as the percentage of surviving bacteria per well 120, 180, and 240 min after stimulation relative to the number of recovered bacteria after 60 min of stimulation (= 100%). n = 2 wells/group obtained from three independent experiments. Mean values with standard errors are shown. 

Fig. S3
ELISA data of IL-37 protein, detected in RAW-IL-37 cells after stimulation with S. pneumoniae.
RAW 264.7 cells, stably transfected with pIRES-IL-37b (RAW-IL-37) were stimulated with D39 or D39Δcps (MOI 0.05) and incubated as indicated. Measurement of IL-37 protein from cell culture supernatants, nucleus fraction and cytosol fraction of RAW-IL-37 cells at (a) 8h after stimulation and (b) 24h after stimulation by ELISA. Column bars show means with standard deviations. Shown are representative data of n = 3 independent experiments. *p < 0.05; ***p < 0.0005.

Fig. S4
mRNA expression profile of IL-37 in the lung during S. pneumoniae infection.
IL-37tg mice were infected i.n. with S. pneumoniae (5x107 CFU/mice) or PBS (uninfected). IL-37 mRNA expression level normalized to uninfected controls were analyzed by qPCR after 8h, 24h and 48h post infection.

Column bars show means with standard errors. n ≥ 6 mice per group and time point. of n ≥ 2 independently performed experiments. ***p < 0.0005

Fig. S5
Influence of IL-37 on cytokine levels in BALF during S. pneumoniae infection.

WT and IL-37tg mice were infected i.n. with S. pneumoniae (5x107 CFU/mice) or PBS (uninfected). BALF was collected 24h and 48h hours post infection for analysis of cytokine protein levels of IL-6, TNF-α, IL-1β, KC, IFN-γ, MCP-1, G-CSF, M-CSF, IL-10 by Bio-Plex. Column bars show means with standard errors. n = 4 mice per group and time point of n ≥ 2 independently performed experiments. *p < 0.05 WT vs. IL-37tg mice.
Fig. S6
Representative images of the Diff-Quik staining of BAL fluids of WT and IL-37tg mice.

WT and IL-37tg mice were infected i.n. with S. pneumoniae (5x107 CFU/mice) or PBS (uninfected). (a-c) Overview of DIC microscope images of leucocyte subsets, derived from BALF. (a) uninfected with only visible alveolar macrophages (b) 24h or (c) 48h post infection with a mixture of alveolar macrophages and neutrophils. n = 4 mice per group and time point of n ≥ 2 independently performed experiments.
Fig. S7
Caspase-3 staining of inflamed lung parenchyma of WT mice and IL-37tg mice.
WT and IL-37tg mice were inoculated i.n. with S. pneumoniae D39 (5x107 CFU/mouse). (a-c) Lung histology 48h post infection. 2 µm lung sections were stained with an anti-active caspase-3 antibody for evaluation of apoptotic cells. n = 6 mice per group of n ≥ 2 independently performed experiments. Bar = 20 µm
