[bookmark: _GoBack]Suppl. Fig. 1. Hemin- and CoPP-induced inhibition is not caused by increased cell death. 
Quantitation of Western blots of which representative blots are shown in fig. 2. The intensities of the bands of mature IL-1β (p17) secreted by THP-1 macrophages activated with (A,B) nigericin or (C) SAA. Representative blots are shown in the fig. 2a, b. The intensities of the bands of active from of caspase-1 (p20) secreted by THP-1 macrophages activated with (D,E) nigericin or (F) SAA. Representative blots are shown in the Fig. 2c, d. The intensities are expressed as fold changes compared to the activated cells. Unprimed or LPS-primed (G) human primary macrophages or (H) mouse BMDMs were incubated for 3 h in the presence of CoPP or hemin. The NLRP3 inflammasome was then activated with (G,H) ATP or (H) nigericin, and the release of lactate dehydrogenase was measured from the culture medium. The data are expressed as cytotoxicity %, according to manufacturer´s recommendations. Statistical significance was evaluated with log2-transformed values. (I,J) THP-1 macrophages were incubated for 3 h in the presence of indicated concentrations of CoPP or hemin. The PMA-induced expression of (I) IL1B and (J) NLRP3 mRNA was determined by quantitative real-time RT-PCR. The gene expression is expressed as arbitrary units (AU). Data represent the means ± SD of 4 (G,I,J) or 5 (H) individual experiments. Western blot quantification data represent the means ± SD. For experimental details of Western blots, see fig. 2.

Suppl. Fig. 2. Role of HO-1 on the secretion of IL-1β. (A-F) Quantitation of Western blots of which representative blots are shown in fig. 3c, d. The intensities of the bands of (A,B) NLRP3 (108 kDa), (C,D) procaspase-1 (45 kDa), and (E,F) pro-IL-1β (35 kDa). The results are expressed as fold changes compared to the nontreated cells. (G) Quantitation of Western blots of which a representative blot is shown in fig. 5a. The intensities of the bands of HO-1 (32 kDa). The results are expressed as fold changes compared to the nontreated cells. (H) Unprimed or LPS-primed THP-1 macrophages were incubated for 1 h in the presence of carbon monoxide-releasing molecule CORM-3, or its inactivated form iCORM-3, and thereafter activated with ATP. The secretion of IL-1β was measured by ELISA, and is expressed as fold changes compared to the activated cells. (I) Unprimed or LPS-primed THP-1 macrophages were incubated in the presence of bilirubin for 20 min, and thereafter the NLRP3 inflammasome was activated with ATP. Secretion of IL-1β was measured by ELISA. (J,K) Unprimed or LPS-primed TEPMs of HO-1-deficient mice and of their WT littermates were incubated in the presence of CoPP or hemin for 3 h, and thereafter activated with nigericin. (J) The efficiency of the Cre-induced excision of Hmox1 was determined by quantitative real-time RT-PCR and the gene expression is expressed as arbitrary units (AU). Statistical significance was evaluated with log2-transformed values. (K) Secretion of IL-1β was determined by ELISA. Data represent the means ± SD of 4 (I,J,K) or 5 (H) individual experiments. Western blot quantification data represent the means ± SD. For experimental details of Western blots, see fig. 3 and 5.

Suppl. Fig. 3. Hemin and CoPP reduce the amount of intracellular ASC. Quantitation of the Western blots of which representative blots are shown in fig. 6a, b. The intensities of ASC (22 kDa) bands were detected from the cell lysates, representative blots are shown in the fig. 6c, d. The effect of CoPP and hemin is expressed as fold changes compared to either the nontreated cells or the nigericin-activated cells. (C) THP-1 macrophages were incubated for 3 h in the presence of CoPP or hemin, and the NLRP3 inflammasome was activated with nigericin. The expression of ASC in THP-1 macrophages was determined by quantitative real-time RT-PCR, and the gene expression is expressed as arbitrary units (AU). (D,E) The intensities of ASC (22 kDa) bands were detected from the cell culture medium, representative blots are shown in the fig. 6e, f. The band intensities are expressed as fold changes compared to the activated cells. The Western blot quantitation data represent the means ± SD. For experimental details of Western blots, see fig. 6.

Suppl. Fig. 4. Hemin and CoPP reduce the amount of intracellular ASC by increasing autophagy. Quantitation of the Western blots of which representative blots are shown in fig. 7. (A) The intensities of the bands of SQSTM1 (62 kDa) of unprimed or LPS-primed human primary macrophage lysates, and (B) the intensities of the bands of SQSTM1 (62 kDa) of THP-1 macrophage lysates. The band intensities are expressed as fold changes compared to the nontreated cells. Representative blots are shown in fig. 7d, e. (C) THP-1 macrophages were first incubated with or without the autophagy inhibitor 3-methyl adenine (3-MA), then for 3 h in the presence of CoPP, and finally activated with nigericin. (C) Western blot analysis and quantification of the bands of LC3 (LC3-I 19 kDa and LC3-II 17 kDa) of cell lysates. The ratio of the intensities of the bands of LC3-I and LC3-II (LC3-II/LC3-I) are expressed as fold changes compared to the LC3 ratio determined from the nontreated cells. The Western blot shown is representative of 3 experiments. (E) The intensities of the bands of ASC (22 kDa) are expressed as fold changes compared to the nontreated cells. Representative blot is shown in the fig. 7f. The Western blot quantitation data represent the means ± SD, for experimental details of Western blots, see fig. 7. 
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