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Relationship between oncosis and TNF-« in acute hepatic injury
LI Rong-ping, REN Cheng-shan, LI Yi-hui ( Department of Gastroenterology, Xingiao Hospital, Third Military Medical University
Chongqing 400037, China)

Abstract. Objective To investigate the correlation of oncosis and TNF-a in D-galactosamine ( D-GalN)
induced acute hepatic injury. Methods Acute hepatic injury model was induced by D-GalN in 24 SD rats,
and 12 rats served as control. At4, 8,12, 16, 20, 24 h after intraperitoneal injection of D-GalN, the levels of
alanine aminotransferase ( ALT) and aspartate aminotransferase ( AST) in serum, and the tumor necrosis factor-
a (TNF-a) in liver tissue were measured. The pathological changes of liver and the oncosis of hepatocytes were
observed by TEM. Results In acute hepatic injury, the levels of ALT, AST, TNF-a mRNA, OI were higher
than that of contral group (P <0.05), and OI increased with the severity and course of acute hepatic injury.
Conclusion  Oncosis occurs in acute hepatic injury in rats and its mechanism might be related to the TNF-a
expression.

Key words; D-galactosamine; acute hepatic injury; tumor necrosis factor-o; oncosis, hepatocyte

Y K T R — R B T A4l A T O A, i | M
FOBE T 77 7 AT REAEAE T — o 2 b A 380 ko 1 o D
T SRR R R R B R EERA ., LD RREM -
AR D-GalN H AR PR Wt DO A TERIER A (At (L5 o)
VPR FTFAY (97 Hh P 4 B T A A A 1 L A I A £ 2 I g@%ﬂﬁ@gmﬁ@( RT-PCR) it % £ 1 [
TNF-a mRNA & & 80 2 M F 0 S gl ik T 5 Promega 2yl , Tripure W4 [ Roche 2y 7] .
TNF-o B K F . 1.2 SEF ik
1200 SEBG h PR Y ) i % 36 HfdtRR SD ARl A
=P AAEERE P ) AR E R 200 ~ 300 g,2 F i, HERES
Yo Ara 2 A RFRBE 12 HOBERIL] 24 H o GE R PEMEFE L SR A
TZH LT D-GalN 1 100 mg/ke [ 5, 6 B 20 7 SR (A0 AR 1

EHTIHE BRI ] (2005A05127)

Supported by the Sci & Tech Research Project Foundation of Seientific

Commitiee of Chongaing (200ACS127) oK B
PERM AT ZERM(1974 - ) &, mm AR R B A WAL, EiREm, & 1.2.2  [3# ALT . AST gy TS D-GalN 4 8 12,
BN SMERT 0 077 W R BT FE . ALiG . (023) 66186417, E-mail 16.20 24 h SHCW IRAL 2 B RSHIZH 4 B LI 4 U R
LRP74@ 126, con A R AR ER B I 2 ~ 3 ml, 4 °C B0 (1 000 o/min) (L3, I
AR (EALLL, #UE £ (023)65214609, E-mail; Renchenshan@ sina. com SE-T110 B4 [ B0 Ak Ak 43 BT A8 (A e A 56 Rl 48 430 ) G 30 it

e 5 : 2006-09-12 ; § 5] B 1A : 2006-10-09 ALT (AST 7K,



2238

128 £

1.2.3  HFZHETERAS () £ R BT <k b A6 KRR, 7 BB RO fif
WFAL 20 % %0 A7, JEAT RT-PCR i 485 59 L 307 f 1 21 41 24
RGN 2. 5% (A R S E W (R PR RE RO
ZF AR TN R IR TR K (O1)
1.2.4 RT-PCR  $%M8 Tripure {7 £ 5600 45, 208 k[ 4]
197 i At B T U AF TF AL 20 8 RNAL TNF-o | i 5| 4 57-
TCATCTTCTCAAAACTCGAGT-3", F i 5| ¥ 5'-CAATGACTC-
CAAAGTAGACCT-3' 419 H Bt < 16 454 bp; L B-actin Jy 14 &
M, 518 5'-GCCACCACGCTCTTCTGTC-3, Fiffal ¥ 5'-
GGCTACGGGCTTGTCACTC-3" 4114 H B IC 254 bp( 5143t Ik
RN A GG . %L F & LEUETT .45 C 45 min,95 C
2 min, Y7 % 595 °C 30 5,52 C 1 min 68 C 2 min,40 1~
;68 C 7 min,4 C 4 min_ §" 1= 41258 2. 0% Bl BiEL e e ik
PR, L DNA B 1 #fisE PCR 3754 2= 49 A0, 1 H Tmageprop-
lus QAT HR 204 T B RE 43 Hr, LL TNF-a 5 Bractin 4 ) L
{507 Hit
12,5 #Jf i of £ ) FH 25 55F op B A IS T A
L 11 000 A FF4H M o A T 440 B 1D O i
1.3 %hitdaae

B UL x =5 Fos, N H] SPSS 12,0 S i PR A T W I 2 Jy 2
hein

2 HR

— ALk 4z
ES D-GalN 20 h G BIRIAI A 2 HKRUSET LT R K
8. 3% X ML A WA RLAET . B AL A LA A MR A K LB & 2
FOCUE BRI RTIESEE REIE B AT Tt T B8 i
2.2 ok ALT  AST #m)

TESF D-GalN 4 h Ji7 , BEAYEH K RIS ALT  AST 426 i 41
W& T (P <0.05) , Fifi i A 2%, ALT  AST 2K 3% # 1 7T,
20 hikF| g
2.3 LALR G 4R AR R A0 RALRK T 64 # )

PR R TR , b AT A BUTFE (R i 2100, I A8 A/l L A WL
R IAL A 3 B8 20 R UM A [ 5t A 2 A7 A ) B8 %) af A
B, FCAG {385 15 Wt SCA7 F Jis) 26 4 o, 1A 20 ~ 24 b J5L 0 e
P, BN I S 1 K AR I M AE . BT, IR R
WL 2EL T 240 2 28 g 5 B 4 R R e (0 TR L S i (0 iR
M AT ARETE  HORL IR (4 5 1) = 5, S SRR 1 oA
FUURBR I 1, 20 R K B A 2 S DB i O L &5 4 o
W U LRI L) BRI R A AR R o B
JGEREURY s BT A B0 15 4 b A0 I T ) B e , B2 o T
0 b NG, B (A | ) I R e G B4 (0 A A R 1 T
B L oo W DLNURT I el 0 PR L) O SO MO s Ak, ok A
U DT 28 BN D o TR 3 A 0 5 0 G HEE e 9, 45 g it
S0 T A0 A T R 2 RE A P A D A0 K T R
AF L BEA R 2E I g 2R A& i 0 L OF (B 7 &, 24 h i it s 8.
02% (P <0.05)

2.4 TNF-a mRNA #) % i%

I AL TNF-o0 mRNA JIRJRE AR AH 5 0 5 2 47
AR B ik 85 4 h Wik pig (P <0.05) Bl IS &4
B 24 h IRHE T IE F 4L

3
I mm

2.1

SN

A ¢ R T AT A BT ) A R A P E (% 10 000) 3 B ik #4120 G0
M fm Rl M B (% 17 000)

E1 EREK R EABRMEMEMIE(TEM)

3 it

1 1988 4F Keppler 5 & ] D-GalN il gl 92 561
IR AR LR, D-GalN IR F BRI 0 H AT 2y AR89
Pl ASE B () A 5 905 i P T 4 E{’J&TFHLI{:'J)S(J* AT
290 LG AR AR ST L, D-GalN g T
I Ca®* HE 40 Mg’ sl A5 HE 42 ik 28 kA Y
WT02 DI RE , 0005 B 1 A, 20 A RS , B0 IRV AR L,
AP TR AT, (0 e M IS8 S e 1 Oy i S A
it , sk S eb BE R A D {200 e 40 403 0 —
AL T Mg S ATP 5 I 204 B 1
J Na ' -K*-ATP i (9 05 8 40 35 4 itk Mg® ™/
Ca® " 1Y He 912 8 o] fE J& D-GalN 5 350U 41 it A~ o] 39 45
EAY RN FEZ . Cummings % ° JE S & 1
MY M 3% ﬂﬁ' i A, (Ca® -dependent and cvtosolic
PLA,, cPLA,) JEA0 M S AL 50— 4> 8 A L. a8
’ﬁ”f%‘ﬂllﬁver D-GalN Jr, Kupffer Qfﬂﬂﬂﬁiﬁﬁm 5|
2 TNF-a KRR, #8718 TNF-o £k S H3 b L
il 47 6 .

MK T I —FRAS o] T T i A A A T o H
B A R AL A K, AR A, A T S
Tk, 200 S A S BRI i A, 2 A 4
RS E R A= 1 N e A T =S
R USRI T 5 A I B IR AR A A% P 2 0 R 4
L BE e AN A% A L, A7 e SR 4 R B 0 L 5
AP IR T R U Bt A0 A A S o 24 A
A ML PN S A L o R B R A T FL A
WFSEIN Ay BT 2 A — o A RS < O g
AT E T e Y A AREFAT b £ A A
FIE W A7 DK T 40 i, A R 4L 7R 300 4 b e B
K TR R T B N ] G AN £, O {i B e



522 Foel, 5.

PR IG5 FH 200 K 1 R SRS R - B R

2239

ik 8.02% . St HEUH AT fE R TE D-GalN iS5 T,
AL Mg® " /Ca™ HEAT) 2 181, 555 B 40P 114 i 4% il
N5 A, (Ca’* -dependent and cylosolic PLA, |, ¢PLA, ) 7%
Tl S P PR R T, e S0 6B P 3 2 4 o, A K
UL (AN REAPRK . (R RS, 2ROk A Y 2 1 e A AN i
WA A o5 | 4 SO A P 2 o i, B2 S B I e 1
M X 5 A A —F
TNF-o J&—FP i 5 P A1 8 1=, 26 A 3 28 3
1% 1) Kupffer Z0M07= 4, 00405 — A G 72 545 Fh
HFRES I (0 % 5 % g L TNF-oo G BE B 440 49 T 4
JMK%%WHM%EW@%ﬁT%ﬁWT%H
B A A A T I Ak o e AN I 5 A ]
PEaptEfER . ERRSOLF J-FfBIHL%J TNF- fiif % , {HL7E
D-GalN ZAMBHEER T, IFAI R TNF-o Sl |
{EABFIT H, D-GalN B A% f5 , K BUIT 248 B e 1 1Y 52 184
i, O LRAE S 0E % X A A7 L 22 5% (P <0.05) , S5
FFEABY 407 5 8 — 38, 17 TNF-oc mRNA 1k 7 b % 186 g
(P<O 05) 455 Z A WFFE 413 W TNF-o K7 55 FIE
P I B T o L S T AR S 5 g L A
MUl T 5 TNF-a F3h 71— Y &, (H ] TNF-o
mRNA 7EF A% LT RP 1 e i i O [ (i 20 S il
A7 B3I () 418 20 9 T, AR DAL o AN T A iR
fFiE— R IR R

S 3Lk :

[1] MOORE M A. Whal's in a name? Necrosis - apoplosis and oncosis
[J]. Asian Pac | Cancer Prev, 2000, 1(4) . 259 -260.

[2] BLATE, ZEURME. SN0 1 s AR RE——2C T 4 M B T 0% 87
AL PR e s, 2002, 31(5) ; 455 - 456,

[3]

(4]

9

[10]

[13]

501)

LEPPO [, Tmaging cell injury and death[ J]. Curr Cardiol Rep, 2003,
: 40 - 46,

WraEL SR L A, S —FP J DA AR AL 2 oy s
1k RNA k)] 5= Tlﬁdc" L 2003, 25(9) ; 822 -823.

2 i) BT 0 18 ﬁ'fUrJ AN B R AR AR T A
BAERF TR S RAEAzE , 2004,19(3) ; 262 ~ 264.
CUMMINGS B 5, MCHOWAT J, SCHNELLMANN R G.

11T it
ripure

Phospho-

lipase A, s in eell injury and death 11, 1 Pharmacol Exp Ther, 2000,

294(3): 793 -799.

FERGL, EREE . A0 0 0 T I T R S 2 B8R I I 6 2% 5 iF G
FNOWEE e [ )], oh [ D TR SR PR AR, 2005, 17 (4) ;247 -

250.
| HEIN 8, ARNON E,

KOSTIN 8, et al. Progression [rom compensated
hypertrophy to failure in the pressure-overloaded human heart ; structur-
al deterioration and compensatory mechanisms| | |. Circalation, 2003,
107(7) . 984 =991

GUIRAL I S, FARHOOD A, JAESCHKE H. Oncotic necrosis and
caspase-dependent apoplosis during galactosamine-induced liver injury
in rats_ J . Toxicol Appl Pharmacol, 2003, 190( 1) 37 —46.
WATANABE T, JONO H, HAN ], e al. Synergistic activation of
NF-kappaB by nontypeable Haemophilus influenzae and umer necro-
sis factor alphal 11, Proc Natl Acad Sei US A, 2004, 101(10)
3563 - 3568.

Wk, R VR, L BRI D/ TNF o i SR RUIE-40
i T2 A HOE (840 B L] o A Gl o 0 B 0 =2 ks
2003, 23(5) : 350 - 354,

- NAGAKI M, IWAL H, NAIKI'T, et al. High levels of serum interlen-

kin-10 and tumor neerosis factor-alpha are associated with fatality in

J Infect Dis, 2000, 182(4 ) 1103 - 1108.

fulminant hepatitis| 7.
WANG J Y, LIU P. Abnormal immunity and gene mutation in pa-
tients with severe hepatitis-B[ | |. World | Gastroenterol, 2003, 9

(9). 2009 -2011.
($pit  EHE)



