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Fig. S1 Structures of cysteine derivatives
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Fig. S2. Effect of SIPC on I1-6 production induced by TLR agonists in splenic lymphocytes.

The effect of SIPC (0.3 mM) on IL-6 production induced by Pam3CSK4 (1 pg/ml), FLA-ST
standard (10 pg/ml), FSL-1 (1 pg/ml), ssRNA40/LyoVec (10 pg/ml) and Poly (I:C) (10 pg/ml) in
splenic lymphocytes for 24 h was measured by ELISA. Data are shown as mean = SD, n=4-5. *
and ** denote significant differences (P<0.05 and P<0.01, respectively) compared to the treatment
with the TLR agonist alone.



Pl

S1PC SAC
& 100~ < 100+
Z 2
S S
8 ®
> 50- Z 504
)
S S
0- 0-
LPS + O+ o+ o+ o+ LPS + o+ + 4+
0 0.030.1 0.3 1.0 0 0.030.103 1.0
S1PC (mM) SAC (mM)
LPS LPS+S1PC (1.0 mM) 100 - -
<, . D1-Tuhe—ﬂ.2'P1_ _ e . 01-Tube-A4 : F1 i
‘.L:. R .L_ < 80
- —; 2\/
= = w
& a3 2 60 -
. ] (&)
) e | s £ 40
= ERARLL 'T"{'l;i T "-;"'.I. T ”'".I- TE ™ r ""'.;'Ir""“""h LRLLLL AL [}
104 10° Fr}g‘; 10% 10f 10¢ 10 Fr1rg:a 10° 108 E
<< 20 4
LPS+SAC (1.0 mM) LPS+H202 (0.8 mM)
1-Tube-F7 - P1 0

5 1-Tube-EG : P1 o a
T A3 ULE45%) L O3URET 14%) -
. ,'_:_.;'_’b!-ﬂ‘--

10%

PE-A
10%*
PE-A

Ja3-uL

10%

10%

1 03-LL0 00 03-LR{3.50%)
T

T - LR L A L R | TN
104 10° 1ot 10% 10f 104 10 10* 10° 100

FITC-A

Annexin V

LPS 7 + + 4+ + o+ o+
S1PC (mM) 0.31.0
SAC (mM) 0.31.0
H202 (mM) 0.8

Fig. S3. Effect of SIPC and SAC on cell viability in splenic lymphocytes.

(a) Viability of splenic lymphocytes treated SIPC (0.03, 0.1, 0.3, and 1.0 mM) or SAC (0.03,
0.1, 0.3 and 1.0 mM) in the presence of LPS (1 pg/ml) for 24 h was examined by cell counting
kit-8. Data are shown as mean = SD, n=4-5. (b) Effects of SIPC and SAC on cell apoptosis in
splenic lymphocytes. Splenic lymphocytes treated SIPC (0.3, and 1.0 mM) , SAC (0.3 and 1.0
mM) or H202 (0.8 mM) in the presence of LPS (1 pg/ml) for 24 h was examined by Annexin
V-FITC Apoptosis Detection Kit. Data are shown as mean &= SD, n=4. ** denotes significant
differences (P<0.01) compared to the treatment with LPS alone.
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Fig. S4. Effect of SIPC on the expression of Myd88 mRNA in splenic lymphocytes.
The effect of SIPC (0.3 mM) on the expression of Myd88 mRNA for 0.5, 3 and 24 h in splenic
lymphocytes was examined by real-time PCR. Data are shown as mean = SD, n=3-4.
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Fig. S5. Effect of SAC on LPS-induced IL-6 production and MyD88 degradation in splenic
lymphocytes.

(a)The effect of SAC (0.03, 0.1, 0.3 and 1 mM) on IL-6 production induced by LPS (1 pg/ml) in
splenic lymphocytes for 24 h was examined by ELISA. Data are shown as mean = SD, n=4-5.
(b) The effects of SAC (0.03, 0.1, and 0.3 mM) on autophagy-related signaling pathway were
examined by immunoblotting in splenic lymphocytes. Cell lysates were analyzed by western
blotting with antibodies indicated.
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Fig. S6. Cellular uptake of SIPC and SAC into splenic lymphocytes.

Cellular uptake of S1PC (0.3 mM) and SAC (0.3 mM) for 5 min into splenic lymphocytes was
examined by the mass spectrometer.

Data are shown as mean = SD, n=4.
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Fig. S7. Immunofluorescence imaging of aggresome formation

The effects of SIPC (0.3 mM) and SAC (0.3 mM) on aggresome formation with or without BML-
281 (100 nM) in murine peritoneal macrophages for 10 min were examined by the aggresome
detection kit and DAPI for nuclei. Bar: 20 pum.
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Fig. S8.

S1PC (6.5 mg/kg) was orally administrated to SHR for 10 weeks. The expression of TNFa and IL-6
mRNA in liver of SHR and WKY rats were examined by real-time PCR. Data are shown as mean =+

SE, n=4-6.
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Fig. S9.

Full-width of membrane with a protein marker besides the original blots used in Figures 1c (a-c) and

1d (d). The molecular size is shown as indicated.
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Fig. S10.

Full-width of membrane with a protein marker besides the original blots used in Figure le.

The molecular size is shown as indicated.
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Full-width of membrane with a protein marker besides the original blots used in Figures 3¢ (a)

and 3f (b and c). The molecular size is shown as indicated.
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Fig. S12.

Full-width of membrane with a protein marker besides the original blots used in Figure 3g.

The molecular size is shown as indicated.
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Fig. S13.

Full-width of membrane with a protein marker besides the original blots used in Figure 4

The molecular size is shown as indicated.



