Supplemental Data

A_ Wrcombcr* B o C_ wreptben- D o
— MRUIpr-CD11b*Gr1* B WT-CD11b*Gr1 — MRUIpr-CD11b*Gr1* » M WT-CD11b'Gr1
B MRL//pr-CD11b*Gr1* % M MRUIpr-CD11b'Gr1*
IMQ 2 4000 MQ S 1500 .
3 Jekk 1—
- S m 3000 T |
T+ L 5 1000
- =R 5 =
< § 2000 23
+ 8% + 89 s00
8 2 1000 O g
+ %_ + o
® 0 & o0
non-IMQ  IMQ s non-MQ  IMQ
E F +. +
5 M WT-CD11b*Gr1
non-IMQ Lt » H MRU/pr-CD11b*Gr1*
WT MRL/lpr WT MRL/Ipr 8 8 -
CD11b*Gr1* CD11b*Gr1* CD11b*Gr1* CD11b*Gr1* @ ~ 3
8 xaﬁ‘i 10° 10° [ 105‘; 8 2\’ 6
£°] 035 1“1 038 (1 451 |"] 690 - A
10 101 w‘l i 553 o %4
i i o
| 1 g2,
. B ; -
i ; S o
v ™~ e non-IMQ IMQ
0 |03 |0‘ 105 0 !03 HJ‘ 105 0 IDS 104 105 0 103 |0‘ 105
CD95
G non-IMQ mMQ H  mwrcoib'ern®
B MRLU/pr-CD11b*Gr1
wWT MRL/Ipr wT MRL//pr o _8 .
CD11b*Gr1* CD11b*Gr1* CD11b*Gr1* CD11b*Gr1* & —3
51-‘ T 5 5 i 1 o 5 6
o %3 050 |“1| &:.]053 |* 5 3
o'l 101 . - 101 564
O 1| 3 . : < .g c
'] 3 & (] 10° g L2
1 B d i E» ,J;E =]
I o] (— A ? @
{ non-IMQ  IMQ

4 4
3 5 3 4 5 3 S o 10° 10 5

B220

10

Supplementary Figure 1. Adoptively transfer of lupus MDSCs promotes the activation of
immune cells in spleens of lupus mice. The splenic MDSCs isolated from 22-24 weeks old
C57BL/6 mice or MRL/lpr mice were transferred into 8 weeks old C57BL/6 mice by caudal vein
(n=6), 2x10° cells/mice, once every 2 weeks. At the 10th week, mice were treated with IMQ to
induce lupus model. After 10 weeks, the mice were sacrificed for further study. A, B Flow
cytometric analysis of the expression of CD86 on splenic B220* B cells. C, D Flow cytometric
analysis of the expression of CD69 on splenic CD4" T cells. E, F Flow cytometric analysis of the
percentage of germinal center B cells (B220"GL7°'CD95") in splenic B220" B cells. G, H Flow
cytometric analysis of the percentage of plasma cells (8220"'°WCD138+) in splenocytes. * p < 0.05,

** p < 0.01, *** p < 0.001.
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Supplementary Figure 2. Adoptively transfer of lupus MDSCs promotes the activation of

immune cells in mLN of lupus mice. The splenic MDSCs isolated from 22-24 weeks old C57BL/6

mice or MRL/Ipr mice were transferred into 8 weeks old C57BL/6 mice by caudal vein (n=6),

2x10° cells/mice, once every 2 weeks. At the 10th week, mice were treated with IMQ to induce

lupus model. After 10 weeks, the mice were sacrificed for further study. A, B Flow cytometric

analysis of the expression of CD86 on mLN B220" B cells. C, D Flow cytometric analysis of the

expression of CD69 on mLN CD4" T cells. E, F Flow cytometric analysis of the percentage of

germinal center B cells (B220°GL7°CD95") in mLN B220" B cells. G, H Flow cytometric

analysis of the percentage of plasma cells (8220"'°WCD138+) in mLN. * p <0.05, ** p <0.01, ***

p < 0.001.
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Supplementary Figure 3. Go analysis of up- and down-regulated
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Component, Molecular Function identifed by Panther GO-slim analysis.
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Supplementary Figure 4. S100A8/9 promotes TLR7-mediated BMDCs activation. BMDCs were

pretreated with mouse recombinant S100A8/9 protein (1 pg/mL) for 12 h, and then stimulated

with R848 (1 ug/mL). A, B Flow cytometric analysis of the expression of CD86 and CD40 at 24 h.

C, D ELISA analysis of the levels of IL-12/1L-23 p40 and TNF-a in culture supernatant at 24 h. E

Western blot analysis of the phosphorylation levels of p38, Erk, JINK and p65 at 30 and 60 min. *

p <0.05, *** p < 0.001.
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Supplementary Figure 5. S100A9 deficiency inhibits the expression of CD40 on macrophages
and DCs in IMQ-induced lupus mice. ST00A9™ and WT mice at 8 weeks were treated with IMQ 3
times a week for 10 weeks, and sacrificed for further experiment. Flow cytometric analysis of the
expression of CD40 on F4/80" macrophages and CD11c" dendritic cells in spleens (A, B) and

mLN (C, D) of mice. * p <0.05.
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Supplementary Figure 6. S100A9 deficiency reduces activation of immune cells in spleens of
lupus mice. SI00A9™ and wild-type mice (8 weeks old) were treated with IMQ for 10 weeks, and
sacrificed for further experiment. A, B Flow cytometric analysis of the expression of CD86 on
splenic B220" B cells. C, D Flow cytometric analysis of the expression of CD69 on splenic CD4"
T cells. E, F Flow cytometric analysis of the percentage of germinal center B cells
(B220"GL77CD95") in splenic B220" B cells. G, H Flow cytometric analysis of the percentage of

plasma cells (B220"°“CD138") in splenocytes. * p < 0.05, ** p < 0.01.
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Supplementary Figure 7. S100A9-deficiency reduces activation of immune cells in mesenteric
lymph nodes of lupus mice. S100A9™ and wild-type mice (8 weeks old) were treated with IMQ
for 10 weeks, and sacrificed for further experiment. A, B Flow cytometric analysis of the
expression of CD86 on mLN B220" B cells. C, D Flow cytometric analysis of the expression of
CD69 on mLN CD4" T cells. E, F Flow cytometric analysis of the percentage of germinal center
B cells (B220"GL7°CD95") in mLN B220" B cells. G, H Flow cytometric analysis of the

percentage of plasma cells (B2207°"CD138") in mLN. * p < 0.05, ** p < 0.01.
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Supplementary Figure 8. Lupus MDSCs-derived S100A8/9 contributes to the activation of
immune cells in spleens of lupus mice. The splenic MDSCs (S100A9”-MDSCs and WT-MDSCs)
were isolated from S100A97 and wild-type mice which have been treated with IMQ for 10 weeks,
and subsequently transferred into 8 weeks old C57BL/6 mice by caudal vein (n=6), 2x10°
cells/mice, once every 2 weeks. At the 10th week, mice were treated with IMQ to induce lupus
model. After 10 weeks, the mice were sacrificed for further study. A, B Flow cytometric analysis
of the expression of CD86 on splenic B220" B cells. C, D Flow cytometric analysis of the
expression of CD69 on splenic CD4" T cells. E, F Flow cytometric analysis of the percentage of
germinal center B cells (B220"GL7°CD95") in splenic B220" B cells. G, H Flow cytometric

analysis of the percentage of plasma cells (B220"°“CD138") in splenocytes. * p < 0.05.
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Supplementary Figure 9. Lupus MDSCs-derived S100A8/9 contributes to the activation of
immune cells in mLN of lupus mice. The splenic MDSCs (S100A9”-MDSCs and WT-MDSCs)
were isolated from S100A97 and wild-type mice which have been treated with IMQ for 10 weeks,
and subsequently transferred into 8 weeks old C57BL/6 mice by caudal vein (n=6), 2x10°
cells/mice, once every 2 weeks. At the 10th week, mice were treated with IMQ to induce lupus
model. After 10 weeks, the mice were sacrificed for further study. A, B Flow cytometric analysis
of the expression of CD86 on mLN B220" B cells. C, D Flow cytometric analysis of the
expression of CD69 on mLN CD4" T cells. E, F Flow cytometric analysis of the percentage of
germinal center B cells (B220"GL7°CD95") in mLN B220" B cells. G, H Flow cytometric

analysis of the percentage of plasma cells (B220"°*CD138") in mLN. * p < 0.05.



