                                                                
Supplementary Figures

Supplementary Figure S1. Representative flow cytometry dot plots showing the time course of NK cell recruitment into the liver and hepatic NK cell IFN-γ production in mice after αGalCer treatment. (A) Representative dot plot of hepatic NK cell (identified as CD3-NK1.1+) recruitment post-αGalCer treatment for data presented in Figure 4 A. (a) Vehicle treated group, (b) 8hr-post-αGalCer administration, (c) 16hr-post-α-GalCer  administration, (d) 48hr-post-αGalCer administration. (B) Representative dot plot of hepatic IFNγ+ NK cell (identified as CD3-NK1.1+IFN-γ+) recruitment post-αGalCer treatment for data presented in Figure 4 B. (a) Vehicle  treated group, (b) 8hr-postαGalCer administration, (c) 16hr-postαGalCer administration, and (d)  48hr-post αGalCer administration. Although the frequency of hepatic  IFNγ+ NK cells decreases at the 16 and 48hr post α-GalCer time points, the numbers of hepatic IFNγ+ NK cells significantly increase at these times as the total number of hepatic NK cells increases significantly at these time points, as demonstrated in panel A of this Figure and panel A in Figure 4.

[bookmark: OLE_LINK4]Supplementary Figure S2.  Hepatic recruitment of IFNγ-expressing NK cells in mice after αGalCer treatment in wildtype and TNFR2KO mice. Recruitment of hepatic IFNγ-expressing NK cells (identified as NK1.1+CD3-IFNγ+ cells) into the liver after αGalCer administration was evaluated by flow cytometry. Mice were treated with αGalCer (2µg i.v./mouse) and 16hrs later hepatic mononuclear cells (MNCs) were isolated. Figure S2 shows an increase in the number of NK1.1+CD3- IFNγ+ cells recruited into the liver in αGalCer-treated mice, in comparison to vehicle-treated mice;***p<0.001 (n=5/grp) vs. αGalCer-treated groups. Although the total number of hepatic IFNγ-expressing NK cells was similar in both WT and TNFR2KO groups, the frequency of hepatic IFNγ producing NK cells, and individual NK cell production of IFNγ, were significantly lower in the TNFR2KO group, as shown in panel B and C Figure 5.

Supplementary Figure S3.   NK cells from wildtype and TNFR2KO mice demonstrate a similar capacity to produce IFNγ. Splenic NK cells isolated from TNFR2KO and WT mice are activated to produce IFNγ to a similar extent in response to PMA + ionomycin stimulation (Figure 3s). (pNS; n=5 and 4/grp). 

Supplementary Figure S4. Flow cytometric analysis of TNFR2 expression on CD56hi human peripheral blood NK cells. Purified peripheral blood NK cells from healthy donors were stained with antibodies to CD56 and TNFR2 and analyzed by flow cytometry. NK cells were identified as CD56+ cells and further subdivided into CD56hi and CD56lo subsets as shown in Figure 1A. Figure S4 shows a representative flow cytometry dot plot for data presented in Figure1C, indicating TNFR2 staining on human CD56hi NK cells. Panel A represents staining background for isotype control, while panel B represents robust positive staining of TNFR2 on the CD56hi NK cell subset.

[bookmark: OLE_LINK5]Supplementary Figure 5S: TNFα does not induce NK cell apoptosis in vitro. Purified human peripheral blood NK cells were incubated in vitro with 100ng/mL TNFα, or culture media alone, for 24hrs. At the end of incubation cells were evaluated for evidence of apoptosis using Annexin V/ Fixable Viability Dye staining. As shown in Figure 5S, there was no significant difference in Annexin V positivity for NK cells incubated with TNFα or media alone. (N = 5/group).

Supplementary Figure 6S: Hepatic NKT cells produce TNFα after treating mice with αGalCer. Mice were treated with either αGalCer (2µg i.v./mouse) or vehicle and 2 hrs later hepatic mononuclear cells (MNCs) were isolated and NKT cell expression of TNFα evaluated by flow cytometry. Administration of αGalCer rapidly activated hepatic NKT cells to produce TNFα. ***p< 0.0001 n=5 mice/grp.

Supplementary Figure 7S: Frequency of TNFR1 expressing CD56hi and CD56lo NK cells. Purified peripheral blood NK cells from healthy donors (n=5) were stained with antibodies to CD56 and TNFR1 and analyzed by flow cytometry. NK cells were identified as CD56+ cells and further subdivided into CD56hi and CD56lo subsets. Figure S7 shows frequency of TNFR1 positive CD56hi vs CD56lo NK cells (n=5 patients/group; *p<0.04). 
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