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5H A1 JE L ( MFT) JIGLAE ( MFT)
; Sham #1 CLP 4 t{H P1E Sham £H CLP #1 t 18 P1H
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MH5A HiR s, J845 VISTA 38 B ml DLyt 20 9k 0 40
AR T A AL 9 i s I, 535 400 B Y PR BE T
AT e e B /s BRAE AR
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TNF-a(ng/L) 72.0 £6.4 361.2 +149.4 106.5 +14.4 * 330.1+102.3 6.6 0.001 5
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AR I CFU(10%/ml) 0 52.2 £21.0 21.5+£8.3 % 48.2 +15.1 5.1 0.01
HEBEM CFU(10%/ml) 0 60.2 +21.5 18.6+8.3 = 54.2 +13.0 7.2 0.000 5
5 CLP 413 . * P <0.05
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T8 T U0 E2L 40 L RTRE A 48 L, O 4 32 1A TR A 7 WL
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PCR was used to detect the expression levels of KLF7, APN, IL-6, and TNF-a mRNA in EAT. Human THP-1
cells were cultured in vitro and induced into M1 type macrophages and 3T3-L1 preadipocytes. The cells were divid-
ed into 3 groups: KLF7 up-regulated group (transfected with KLF7 mimic), KLF7 down-regulated group ( trans-
fected with siRNA knockdown KLF7), NC group ( transfected oligopeptide sequence) , transfected two kinds of
cells. qRT-PCR was used to detect the expression of APN, MCP-1, IL-6 and TNF-a mRNA in M1 type macropha-
ges, and the protein expression levels of key factors in the NF-«kB signaling pathway were detected by Westren blot.
The qRT-PCR method was used to detect APN, KLF4, IL-6, MCP-1 mRNA and adipocyte differentiation marker
peroxisome proliferator-activated receptor-y ( PPARYy) in 3T3-L1 preadipocytes 24 h after transfection. CCAAT/ en-
hancer binding protein a (C/EBPa) , fatty acid binding protein 4 ( FABP4) mRNA relative expression levels, and
Westren blot was used to detect protein expression levels. Results Compared with the non-CAD group, the ex-
pression of CAD group decreased, APN decreased, IL-6 and TNF-o increased significantly, and the difference was
statistically significant ( P <0.01). KLF7 was highly expressed in human THP-1 derived M1 macrophages induced
by inflammatory stimuli (LPS). In M1 macrophages derived from human THP-1, knocking down KLF7 could in-
hibit the release of inflammatory factors. Transfection with KLF7-siRNA could significantly inhibit LPS-induced
phosphorylation of JNK-MAPKs, the level of p-p65 and the activation of p-IkBa (P <0.05). In 3T3-LI preadipo-
cytes, upregulation of KLF7 increased the expression of adipocyte differentiation markers PPARy, C/EBPa,
FABP4 mRNA, and promoted the differentiation of 3T3-L1 preadipocytes into adipocytes (P <0.05). Conclusion

The expression of KLF7 in EAT in CAD patients increases. KLF7 activates the activation of macrophages media-
ted by the JNK-NF-KB signaling pathway in EAT, promotes inflammation in EAT in CAD patients, and promotes
the differentiation and maturation of adipocytes, thereby promoting the development of CAD. It indicates that KLF7
may be a potential therapeutic target for cardiovascular diseases (such as CAD).

Key words coronary heart disease; epicardial adipose tissue; KLF7; macrophages; inflammation
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Immune checkpoint VISTA has a role in the modulation of

immune response in septic mice
Tao Tianzhu'?, Zhang Guorong®, Yang Xiaoming', Guo Qing’, Liu Jun®
('Dept of Anesthesiology ,” Dept of Pain Medicine ,*Dept of Research, Air Force Medical Center, Beijing 100142;
*Research Dept of Special Medical Center of Armed Police, Beijing 102613)

Abstract Objective To determine expression profile of VISTA on lymphocyte and the potential regulatory effects
on immune response in a murine model of sepsis. Methods Expression profile of VISTA on T lymphocytes in the
spleen and peripheral blood was examined. Mice wereintravenously injected with an agonistic VISTA mAb( MH5A )
or isotype control, and then the survival rate,cytokine expression, bacterial burden and lymphocyte apoptosiswere
determined. Results VISTA was substantially expressed on T cell from the spleen and peripheral blood, septic
peritonitis did not induce significant changes in the expression profiles at 24h post surgery( P >0. 05 in each com-
parison ). Treatment with MH5A improved the survival of septic mice(8/12 vs 2/12, P =0.01), accompanied by
reduced lymphocyte apoptosis [ (30 123 £6 400) vs (45 482 +8 652), P =0.03 ], decreased bacterial burden
and lessened cytokines expression, such as TNF-a, IL-6, IL-1B and IFN-y( P <0. 05 in each comparison). Con-
clusion The present study identified VISTA as a novel immune checkpoint in the regulation of T cell apoptosis and
inflammatory response during sepsis. VISTA agonism might offer a promising approach in the immunotherapy for
sepsis.

Key words immune checkpoint; sepsis; inflammatory response; apoptosis



