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Sepsis was induced in mice by intraperitoneal administration of intestinal

contents solution CS at 1 mg/g, and outcomes including body weight, grip strength, tibialis anterior
muscle weight and cross-sectional area CSA, and urinary TITIN were evaluated. Observations were
made using a transmission electron microscope. TITIN in urine peaked on day 1 after CS injection,
and all outcomes, including TITIN, decreased in a CS dose-dependent manner. Expansion of sarcomeres
between Z lines was observed. In a multicenter prospective study, 339 patients with sepsis admitted
to the ICU were followed up for one year. The in-hospital mortality rate was 23%, increasing to 37%
at 12 months. The mortality or PICS incidence rates at 3, 6, and 12 months were 60-70%, and the
mortality rate among patients meeting PICS criteria at discharge was 89%.
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Critical Care Research Group
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EASYstrainer™, Greiner Bio-One Kremsmiinster 1 2mL

PBS 11,000rpm
1 15% -PBS 500 mg/mL
CS CS 1mg/g
15 % -PBS 0.3
2.0 mg/g CS
MK-380Si
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5um
BX43
Image J 20 National
Institutes of Health, Bethesda, MD, USA 1 3 200
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Study settings
20 21 ICU
2019-72
UMIN  UMINOO0041433
Patients
2020 11 1 2022 4 30 ICU ICU
Sepsis-3
18 CovID-19 48 ICU
ICU
ICU
Variables
ICU ICU
BMI Charlson Comorbidity Index Clinical
Frailty Score CFS Barthel Index 2
ICU SOFA ICU
ICU ICU MV ICU

Outcomes



3 6 12
PICS PICS
(1) Barthel Index BI90
(2) Short Memory Questionnaire SMQ 40
(3) Hospital Anxiety and Depression Scale HADS 8 Impact of
Event Scale-Revised IES-R25 PICS
PICS 3 2 3
QoL EuroQoL 5-dimension5-level EQ-5D-5L visual
analog scale EQ-VAS
ICU

TITIN  ELISA

CS CS VS 1
88.5%+ 1.3% vs 100.6%+ 1.1%, p < 0.01; 6 94 .3%+ 4.4% vs 101.4%+ 1.3%, p <0.01
CS 6 CS CS
80.2 +5.5 95.5 +7.2 p 0.01
CS VS 37.49+ 2.89 vs 39.8g+2.8g p 0.26
CS Vs 453.9+ 184.0y m2 vs 647.5+ 291.7p
m2 p 0.01

TITIN
CS TITIN 1 CS 0 2902.8+ 1982.4pmol/L
1 21746.8+ 6512.2pmol/L 6 4897 .8+ 2469.1pmol/L 1
CS 0 22.1+ 3.6mg/dL 1 44.0% 16.8mg/dL 6 31.3+ 7.9mg/dL
TITIN 1 6 CS VS
0 12_.7+ 8.5pmol/mg Cr vs. 15.6+ 13.5pmol/mg Cr p=0.73 1 51.8+
8.5pmol/mg Cr 23.5+ 13.4pmol/mg Cr p 0.01 6 15.5+ 5.4pmol/mg Cr 20.3+
9.4pmol/mg Cr p 0.40

cs
€S 0.3 CS 1.0 cS 2.0 1 6
¢S 1.0 S 2.0 6

vs. CS 1.0 97.1% + 6.9% vs. 82.7% + 6.8%, p = 0.02; vs. CS 2.0 70.6% + 10.8%, p
<0.01 €S 2.0 6 vs.
CS2.0 42.1+ 2.2 gvs. 32.2+ 3.8g p 0.01 cS 2.0

vs. CS 0.3 771.8 + 333.6u m2vs. 640.8
vs. CS 1.0 563.2 + 284.1um2 p 0.01 vs. CS 2.0 384.4

TITIN CS
Cs1 TITIN vs. CS 0.3: 23.5 + 13.4
pmol/mg Cr vs. 28.4 = 13.2 pmol/mg Cr, p = 0.64; vs. CS 1.0: 51.8 = 8.5 pmol/mg Cr,
p < 0.01; vs. CS 2.0: 93.1 £+ 5.8 pmol/mg Cr, p < 0.01 CS6
TITIN vs. CS 0.3 20.3 £ 9.4 pmol/mg Cr
vs. 21.4 £ 6.4 pmol/mg Cr p=0.85 vs.CS1.0 15.5+ 5_.4pmol/mgCr p =0.40 vs.CS2.0
28.1+ 6.7pmol/mgCr p = 0.32

TITIN
TITIN 20
1 TITIN 6 r=-0.80 p<0.01 r=-0.85 p<0.01
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r=-0.78 p<0.01
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ILOSS study
25,876 ICU ICU
1382 339
74 IQR 67-82 60 BMI  23.4kg/m2 20.4-25.8
CCl 2 CFS 3 [3-5] BI
100 [90-100] 4 1 n=280 24%
32 19 19
17 ICU SOFA 9 6-12 77
61 40
5.0 2.8-10.0 Icu 6.1 3.7-10.8
28.7 16.5-51.5
Primary outcome
PICS 89 PICS
3 6 12 73 64 65
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2
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