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Effects of DNA Aptamer Raised Against RAGE on Sepsis in Mice
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In this study, we examined whether and how RAGE-aptamer could improve
survival rate and organ damage in LPS-injected septic mice.
RAGE-aptamer significantly improved sepsis score at 8 hours after LPS injection and survival rate at
24 hours (70%) in septic mice compared with LPS+vehicle- or LPS+control-aptamer-treated mice.
RAGE-aptamer treatment significantly decreased the expression of p-NF-k B p65, an active form of
redox-sensitive transcriptional factor, NF-k B, and gene or protein expression of TNF-a , IL-1B ,
IL-6, and HMGB1 in serum, peripheral monocytes, and kidneys of septic mice in association with the
reduction of oxidative stress and improvement of metabolic acidosis, renal and liver damage.
Our present study suggests that RAGE-aptamer could attenuate multiple organ damage in LPS-injected
septic mice partly by inhibiting the inflammatory reactions via suppression of HMGB1-RAGE
interaction.
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Characteristics LPS + Control aptamer LPS + RAGE aptamer(pmol/g-BW)

LPS +vehicle o0 :
n 10 10 10 10 10 10
Sepsisscore  10(1.8) 103(2.6)  10.6(1.6) 10.5(2.1) 10.8(1.4) 6.6(16)**
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Characteristics. 8-week-old mice

Control LPS+vehicle LPS +control-aptamer LPS+RAGE-aptamer
Number 9 9 9 9
Pa0, (Torr) 837 (105) 1549 (34.3)" 1458 (326)" 1150 (35.7)

319(35) 34189 314(63) 356 (69)
HCO, (mmol/l) 17.6 (09) 103 (1.79)* 124 (0.9)°
pH 7.32(002) 7.06 (0.05)"" 7.14 (003)
Base excess (mEq/l) 89(1.2) 199 (3.2)" 162 (15)
Lactate (mmol/l) 17 (02) 36 (0.8) 2204
Anion gap 217 (3.0) 34123 242 (29)""
Sodium (mEq/l) 1492 2.3) 1520 (5.8) 150.6 (3.0) 1496 (1.8)
Potassium (mEq/l) 61(08) 60(0.9) 64012)
Chloride (mEg/l) 1099 35) 1076 (45) 1102 26) 1129 (35)
Number 7 7 7
REC (x10°/) 104 (04) 115 (0.4)" 1200" 110 (03)
WBC (x10°/1) 44 (1.6) 23 (06)" 2108)" 1.7 (06)
Hemoglobin (mg/dl) 154 (1.0) 17.4 0" 173 (14" 164 (0.4)
Platelets (10%/mm”*) 39.0(53) 207 (2" 200 (45)" 277 (5.8)
BUN (mg/dl) 231 (13) 602 (59)" 657 (63)" 339 (133)"
Creatinine (mg/dl) 026 (0.06) 070 (023)° 073 (027" 032 (0.11)"
AST (UMY 38.1 (4.0) 165.6 (59.8)" 1809 (55.1)" 89.7 (26.6)"
ALT (UN) 58.7 (18.8) 123.0 (10.6) 1430 (25.2)™ 77.1 (29.7)*
LDH (U) 1201.7 (561.7) 1583.4 (1028.9) 1249.1 (326.6) 1088.0 (398.4)

Data arc presented as mean (SD).
#and ##, P < 0.05 and P < 0.01 compared with Control mice, respecrively. *
LPS+Coutrol-aptamer. respectively. . = 0.05 compared with mice received LPS

P<0.05and P < 0.01 compared with mice reccived
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