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sepsis in mice and allowing a 2-month survival period, these

mice were considered as the PICS model. Subsequently, lipopolysaccharide (LPS) was administered as a
second hit. Contrary to our initial expectations, all PICS-second hit mice survived. Sepsis was
induced using two models: cecal ligation and puncture (CLP) and feces intraperitoneal injection
(FS1), revealing differences in the severity of organ dysfunction between the two models upon
pathological evaluation. Utilizing the novel immunological analysis tool LUMINEX for comprehensive

cytokine analysis, The levels of inflammatory/anti-inflammatory cytokines in the bloodstream were
generally decreased in PICS after the second hit.
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Control+LPS CLP-PICS+LPS FSI-PICS+LPS
G-CSF 10000.00 + 0.00 10000.00 + 94534  10000.00 + 552.19
GM-CSF 63.24 + 4.12 23.08 + 4.66* 3462 + 4.66*
IFNy 4654 + 1922 |18 ENIUGREN 1024 + 3.04*
IL-1a 83.40 + 19.79 26.24 + 7.02* 37.20 + 4.00*
IL-16 485 + 0.88 0.00 + 1.24* 0.00 + 0.03*
IL-2 579 + 155 ©008% 022% 8.83 + 2.42
IL-4 0.76 + 0.05 0.46 + 0.65* 057 + 0.12
IL-5 332 + 027 353 + 0.79
IL-6 1665.44 + 467.40 - 4534 + 17.20*
IL-7 373 + 0.28 488 + 0.81 558 + 2.99
IL-9 33.13 + 13.15 3170 + 7253 7.92 + 17.19
IL-10 170.94 + 18.10 7.74 + 19.51* 2268 + 576
IL-12 1421 + 2.75 1.00 + 6.80* 1.00 + 0.20
IL-13 58.27 + 5.99 10.48 + 2.28* 26.60 + 3.49*
IL-15 2433 + 6.80 13.15 + 9.93 56.01 + 37.26
IL-17 36.75 + 1352 128 + 36.24* 153 + 0.91*
CXCL-1 2634.54 + 306.24 37.20 + 24.77* 115.61 + 17.28*
CXCL-2 110.18 + 10.89 1.00 + 0.00* 1.00 + 3.02*
CXCL-10  1584.25 + 102.46 471.18 + 35.45* 525.96 + 46.49*
cCL-2 2558.74 + 311.02 84.00 + 58.98* 120.84 + 32.90*
ccL-3 7310 + 656  |WN4440 £ 083N 7087 + 632
cCL-4 303.22 + 88.76 7152 + 12.74* 84.63 + 8.52*
cCL-5 387.00 + 5979  [IN2380 % 346N 5138 + 6.6
CCL-5 387.99 + 59.79 23.80 + 3.46% 5138 + 6.26*
TNFa 2355 + 2.01 8.24 + 0.85* 8.24 + 1.06*
TGF-B1 500 + 0.60 6.50 + 0.23 6.00 + 0.27
TGF-62 1750 + 1.03 15.75 + 1.33 14.00 + 057
TGF-83 6.00 + 0.17 6.00 + 0.22 6.00 + 0.09

Data presented as median + standard error.
All units are picogram per milliliter (pg/ml).
* Significantly different from the Control+LPS group (p value < 0.05)

# Significantly different from the FSI-PICS+LPS group (p value < 0.05)

CCL: C-C motif chemokine, CLP: cecal ligation and puncture, CXCL: C-X-C motif
chemokine ligand, FSI: fecal suspension intraperitoneal injection, G-CSF: granulocyte-
colony stimulating factor, GM-CSF: granulocyte macrophage colony-stimulating factor,
IFN: interferon, IL: interleukin, LPS: lipopolysaccharide, PICS: persistent inflammation
immuno-suppression and catabolism syndrome, TGF: transforming growth factor, TNF:

tumor necrosis factor.
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