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It is not well understood whether the process of autophagy is accelerated or blocked, and
whether it is beneficial or harmful to the immune defense mechanism over a time course
during sepsis. Our aim was to determine both the kinetics and the role of autophagy in
sepsis. We examined autophagosome and autolysosome formation in a cecal ligation and
puncture (CLP) mouse model of sepsis (in C57BL/6N mice and GFP-LC3 transgenic mice),
using western blotting, immunofluorescence, and electron microscopy. All
autophagy-related processes are activated in a mouse model of early sepsis. Also, inhibition
of autophagy process by chloroquine administration immediately after CLP resulted in
liver injury and higher mortality; autophagy appears to play a protective role in septic
animals.
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‘Infection induced SIRS’ & L TEEIN
% sepsis (BULIE) O EE T & X ITHBWN
T, RloFPRERET HKRTF L LTEHE
cytokine IfiLJE &1 & & 4 2 & VERIE SR
(systemic inflammatory response syndrome;
SIRS) DIRENEE TH L. £ L g2 m
cytokine MIJEZHl#EIS 2 Z & 25, BUmE G
HipFoTchsrtEZ LTS, —FHT
ZORMERIERCORE 2TV Bz, HE<
SIRS 2MAE - 7o & OBUMEM A, 5 EIFS
SIZ RN 72 anti-inflammatory phase %
Mz 5 (CARS;compensatory
anti—inflammatory response syndrome). %
DR, Sy FE (immunoparalysis) DYRREIC
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ENTWS. Ff, A= b7 7TV =LK
(ZWZE72 Beelin-1 1%, 7R h— 2Dl
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7 = DG OWTIERMATH D, —F,

MFRAREE 1L, MUERE OFEARIZT, 4
— 7 7 P/ NaO BN % E - PR EE ChE
WL TEY (Lab. Invest., 2009; 89:
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B 5-% 7R L 7o AFZEBR AR 24 9 CIEME— DF@ 3L
Thotz. T T, TOMFEMHT L7290
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[ UME &7 BT % EE s Al o1
ReFrRRET]
BTBEMEEZ VT, CLP 5 /LD g eats
AT sham 7 & OMIfL O REFLHIFRE & R
FHTDH, A= 77 V=B OLNTHAIT
1%, RBENOBEOHKEA— 7 73V —2HK
Lotk A — 7y Uo—tERHEL, Zh
bA— T U—ERE L THEHT S, 2)
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SEFN AT LIk T, A— 77 ¥—
DE=HY T % in vivo TITH.
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D —DOHIE RN S TS A oK 5
W&V, BMIGEET LV TERICA— N7 7
—, HZE, & SIS VERIERUS AN HIE
SN TWDIMNZO X me 2z 5. %
DO—TFE L LT, TaxNBUESE T, BUMAER
FOWRFHEHEIZHNTND
interleukin—6 (IL-6) MR &FHMET 5.
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JFFCIE CLP3, 6, 12 M2 35T LC3-11 J&H
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FEL, 24 B TI% sham BE L FIFREEICINER L
7o —J5, e B BUZBW T H AT E RIEED
B 2RO TN, e 2k, 6 Ktk To
LC3-11/LC3-1 FILUIHF ORI EH N
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[FIEEDERSR A GFP-1C3 Tg ¥ 7 A Z 7= CLP
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GFP-LC3 K FSHEREICSHOEEL L, Mia
»H7-0 D GFP-LC3 @ K v D EETIL,

sham BEIZEE U C CLP BECA EICHIIN L T /=,
GFP-LC3 N+ ~¥iZ CLP6 HERE T 23. 7+9. 5 A
/cell (mean=£SD) TE— 77, CLP24 T 13.4
+£3.2 ffl/cell EETART L=, —F, sham
BETIXWT LY GFP Ry M ISR & A
LICOWTHEZE T o7z, kX 68
% peak ([Z& NS TA— b7 7 V=350 <
I, 24 BRI QRS TR L TWH 2 b
DR S 7.
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V= h~w—N—"Td 2 LAMP1 ZLGuf L,
GFP & & HIiz ZE YA (co-localize) I D
OB - EB L. ZORE, CLP6 R
TIXAAER T O LAMPLT FEBUIEE CTH - 7273,
CLP % 24 B[, L 0 #4iR3 A M 238D 7-.
X 5T, GFP-LC3 & L bz —HERHBEIND K
v M CLP6 S C4.6+1. 7f8/cell (mean+
SD) 736, CLP24 HFREITIX 8.6+4.0 fiil/cell
~LEBITHEM LT-. 4 GFP-LC3 dot it
9% LAMP1 THPE I D Ky R 5D HE
A% CLP6 IFf 19. 2% I2%F LT, CLP24 I§fH
TIE 64. 2%~ FEH L7z, LLEOFEENS, B
MBI HE, A— b7 7T —2RNY IV
—LERAELTWAZ EAURIBENTZ. 72
B CLP fIZ L 0 A — F 7 7 U — T2V
R FEINTEY, 2k ERICH
MUT=A— 7 73— A0, RS RE
WYY —ALEE L, OffRERIZEH-> T
HiEZLNT., LLARNRG, A—F77
D—DOFEEIL 24 BRI A TIZNUR L TR Y,
Lip E LA — T 7 U—0 ik
G ANV WAy
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HiLd 7 mw % (60mg/kgBW) Z N £ 5-
L72. XE&EEE LT, ABAEKEZ BN
BE5L7-.
sonxr(QEGICEIA—FT 7 V—
FRE~D BB T DO, VT AKX
TavT g7 e ARG e EIT 572, B6
U AW 2E2 T a T 4
TO LC3-11/LC3-1 ki, CLP6h+CQ #5123k
WC CLPHAEBL R K BE G REIC I LA EICIK
Tl B2 Tg vv AL v, Q HFEHIZ
L aBvEBE LIZL 24, CLP6h & 24h &
HITHIAE 1T GFP-LC3 R k& LAMPL D3
BENRLHRD NN, TOIFLEAE I E
Yt SNTE ST, CLP % 24 FR o ITHEAE
BWTHREEETH- . GFP-LC3 & LAMP1 T
HYea X nsd Ny M, 0Q &5 &7 CLP
FED 6 HEfl1% TIX 12.3% ThH o= b DO 24
REfIPZICIE 11, 1% & AEISHEAD LTz, B
kX, CLP ik VA — 7 7 P—I1TAMH
ICEINZFEE SN DA, CQ 60mg/BW #%5-1C &
D, F—r77ITV =1L VY —LEDH
BIELFREZL, A— 77— a AN
SN TWD Z LRS-,

WICZ D7 arFx(CQ)HEEHRFZE AW,
6 I, BX O 24 B0 Z A LR A > MIZE
W, v ADIMEEHRL, SHMHERIED
L L TR oREEY A AT
HAHEAHE—aA X (IL)-6 DOIMIEEE L
& BT, bR (RS OfEE & LT, AST
EALT EZMIE LTz, & 52 CLP = 7 A T%E
5, CQ ®ERELIEHRGHE L T Kaplan-
Meier JEIZ L DA 21T -T2, Z DFER,
0Q U #HIZ XY IL-6 IZHEm 2388 7-.
FAST I b — BRI L CHEICH
M, ALT bAEZEIT 7S OB IME R % 32
7. 512 0Q FHEETIZa Y b — BRI
bE U 36 IR AE A7 13 A EATAK D 5 72 (p<0. 05) .
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JERREDIAL - REREEDBIR L, A FEN
I3 N R I NN i g Wl
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7 7 VI3 ERRENICE TN D Z e
R X7~ (Takahashi W, et al #FEH).
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s, B/ CoEEE TOA— 7
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T, BEALRME CER A — T 7T
— LA DOHEMNED B, ZOHER, WE
A= 77 U= L DMIRE D EH %=k
b, #EK72 organella OHER, FHILIED D D
AR RA2EET 200 E I E WV H M
BLIRZR .
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