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Effectsof sirolmuson IRS 1 phogphoSer™ and insulin resistance in burned rats

CHEN XinLlong, X A Zhao-Fan" ,W EIDuo, TIAN Jian-Guang, HUAN JingN ing,LU W ei, TAN G Hong-T ai, ZHU Shi-Hui
(D epartment of Burns, Changhai Hospital, SecondM ilitary M edical U niversity, Shanghai 200433, China)
[ABSTRACT] Obijective To investigate the effectsof sirolmuson IRS-1 phopho-Ser® and insulin resistance after burn in
rats M ethods Twenty-four SpragueDaw ley ratsw ere randomized into control (sham burn trauma), burn (30% TBSA full
thickness burn injury) and burn+ sirolimus groups(n= 8). Euglycan ichyperinsulinemic glucose clanp was performed 4 d
after burn Sirolimus (0 4 mg/kg) was injected intraperitoneally 2 h before euglycam ic-hyperinsulinam ic glucose clanps
PhosphoSerine®, phophotyrosine of IRS-1 and phopho-m TOR inmusclesand fat tissuesw ere determ ined by imm unop recip-
itation and W estern blot analysis or immunohistochenistry Results The infused rates of total 10% glumse (GIR,
mg/kg: min) in control, burn and burn+ sirolimus groupswere 12 33+ Q 42,6 61+ Q 27 and 10 35+ Q 63, repectively (P
< Q 01). The level of IRS-1 Serine®™ phoghorylation in both muscle and fat tissues in vivo increased significantly,w hile in-
aulin-induced tyrosine phogphorylation of IRS-1 decreased markedly after burn Sirolmus inhibited the activation of mTOR,
reduced Serine®™ phosphorylation, elevated tyrosine phosphorylation and partly prevented the decrease of GIR after burn
Conclusion: Sirolimus inhibits the activation of mTOR, decreases the level of IRS-1 phogphoserine®, and, at least partly,
aneliorates insulin resistance after burn
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Tab 1 IRS-1 phospho-tyrosine and phospho-Ser® in skeletal musclesand fat tissues in burned rats
(n=8,x% 9
Index M uscle — Fat —
Control Burn Burn+ sirolimus Control Burn Burn+ sirolimus
Phospho-tyrosine 1 00+ Q 35 Q 51+ Q21" Q 76+ Q 18 1 00+ Q 29 Q 58+ Q 20" Q 78+ Q 22
Phospho-Ser®”’ 100+ Q 24 310+ 1 90 120+ Q 41 1 00+ Q 20 2 01+ Q 36 1 26+ Q 36

“P< Q 05 vsoontrol group; P< Q 05 vs burn group
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Figl Phosgpho-mTOR in skeletal muscle of rats determ ined by mmunohistochem istry 4 d af ter burn (x 20)
A: Control group; B: Burn group; C: Burn+ sirolimus group; A rrow s show ing expression of phopho-mTOR in skeletal muscle
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