Effects of b-Lipoxygenase Pathway Inhibitor on
Liver Regeneration in Normal and Icteric Liver
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HFYUBRBmFEsEROr A 2 ) =V B, DEEE) &
5-1 Ay — CREEEH DI E A
RS T BB O\ T D EBRTF R
—EHR X OB EEH TOB—

SIRAFEEMIABEE HE (B EEHEREE)
7% L

o4 =Y =y (leukotriene, LT) 12, £HERICECTHER IURERIBICES L TWAZLHAHELNIC IR 22H
D, FeRMBEERCEET 5 TEESERIATVS. LL, LT EFEELOBBEC S WTRARHTSS. £ 2T,
DA O LT, OFBE 5V A+ v ¥ r — ¢RBEEEROFFECRETHEC OV TRRICRA L. J v HiC
BOTERIFS & OAENBEIFT0% DRBELER L, FEEMCKIT 20+ LTB EORBYRN T L LI, 5V #F
oy — B fC A=A AA-861 (2, 3, 5-trimethyl-6-(-12-hydroxy-5, 10-dodecadiynyl)-1, 4-benzoquinone) # # & L, FFBAERD
M LTBfE, M+ 5 v A7 $ +— €k L0 DNA AR RIETEEIC > TRET L7z, fisdh LTB &, EFFIER
FIC BT, FEYIRE12, 2450 F R %50, AA-861 OR5ICE D EAPEECHE S . AREERERRFIC ST
i3, FFORET L i LTB, D A% Bk b EERHERE L. AA86] 05 L bl LTBEIX AA-861 Jri
EREDAMCETL, FUBRBSHECRSWTERCEBLRLEL. O 5 v A7 I+ —<EOHE TIL, EHFUR
B, AEMEEFOREE S, AA86l BEFIC kG THREI2MEME, 4B THERER I VLFRCEELRL:.
DNA &FHEE LT 57 =EF 4+ v U F v EHBE (bromodeoxyuridine labeling index, BrdU L. 1) & §l% ULERET Ly,
EEIFURECE T, AA-86] HERTILER S TITOR%24, 8EMTHEI BrdU L. L O LAFREDLAL
B2t S UIRREEC 35\ T b, AA-86] 5B TIRIER S BNC TR 12, 24B5MC BrdU L. L RFEREC LA LT
Fo DRI D, FOBREOIFEAICRITS LTB, OBEARESE IS & L bIT, 5-U R vy — wREEHEH AA-861 D&
Baz kb, FFREEO DNA SRISE L KEREOHE,NRD bh, FHRIFE JUCHEEEENR CORIRBOIEAC
BrasrogotErENEhic.

Key words hepatectomy, liver regeneration, leukotriene (LT), 5-lipoxygenase pathway
inhibitor

FFHsERME D RECTFMFH, MREERMOR LIZL
LV BREOFRL A EEZETLTETLS. L
L, BEF-CHEEERN S OEEFICE T, IR
B RS R REET HEMN DI < e, BREFOBE, &<
EHBED A H= A LAOBENEBERETHS.

FERBEE7 5+ FVvBREEY L OBENERSH, b
m v F 4 v (thromboxane, TX) A, 7s & D v 7 v A F o 4 F —
CRBEY - OBECOVWTIRELL OREND LY. —FH Y
R v rF —EORBEDCOVTR, 5-) BE vy F— R
MEHTHEEA 2 V= (leukotriene, LT) 2%, £HPICE
VA REER L ORERIGICEE LTV B Z ErMLMTEIRD
2%k b, eSS T o WREEsERH I AT
300 Uhl, LT &FE4 L OBBEBCOVWTIRTHATHS

TR 5F A A1AB%AN, PR SF6A 2 AXE

ABRTIZ, 7o FEEF0%EREF L 2ERL LT O
D—2THD LTB DI LA fIEST S Z &0 & HFFHE
BMOEEBMICKITS LT OLBEREAT5 & L0, 50 #%
v - ERBIEER YRS LT, FURBRFEEETY
WhE L., b, BEFeFA L LTHAEREERT%
P FARVER L, M1 LTB, D& E 5V #F ¥ —+1
RBMEEFOHAEEBEREFEECRIETHECSLTLHET
BELEDTHRETS.

MRB IVHE
1. ERFFURRE

{AE 200~250g DY 4 A% —RUEH T » PEAGE, SV F
AL E—~nF b YW A (ABBOTT, North Chicago, USA)

Abbreviations : ABC, avidin-biotin complex ; BrdU, 5-bromodeoxyuridine ; DMSO, dimethyl sulfoxide ; GOT,
glutamic oxaloacetic transaminase; GPT, glutamic pyruvic transaminase; IL, interleukin; L. 1, labeling
index : LT, leukotriene ; NK, natural killer ; PG, prostaglandin; T-Bil, total-bilirubin ;TX, thromboxane
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95me/kg DIEMERE 512 & 5 £HHEC L D ROKRIF 2 F
L7z,

1-A) EEFFT0%WBREE (n="7): EMERTBICTBBEL,
Higgins-Anderson D JFEE* 12X D T0% FFU0BR % ST L 7z

1-B) FHEFFT0% S0+ AA-861 & 58 (n=T): H YIERAT
A, FFUBRER, 3 X O URE2ARGRENC 5- U H% v ¥ -+
KaBtAEA AA-861(2, 3, 5-trimethyl-6-(-12-hydroxy-5, 10-dodec-
adiynyl)-1, 4-benzoquinone) (RHEIFEA TS, KK 20mg/kg %
s 251 ALKE > F (dimethyl sulfoxide, DMSO) (Ft#IZE,
KBR) 0.2ml WHEBRLTH TRELK.

¥, 1-A Bl DMSO 0.2ml % FFYIRRETHE, FUIRRER,
3L ORI LT 5 L 7.

1. BAsMRERTOIRRE

FETURBELFARICY 4 A 2 —FRHENES » FZBVLUTO
EERBAER L.

1-A) FAEMEEEFT0% DRI (n=7): FEXETLEES
FE X O RN TR L AN RE R ER L, BF
R T BICEBIIE L CTOX% M YIBR % MEfT L 7.

[-B) IEMEEFT0% IR+ AA-86] HEHE (n=T1): %
HEHEFFORATE, FURER, B L OFIRE24RERIC
AA-861 20mg/kg » DMSO 0.2ml BB L TETHR S L.

M, [-A Bz DMSO 0.2ml % EAZM BEM UBRATE,
PRER, 3 X UFREUREICE TRE L.

0. REHEB&LCAEHE

EEFRBECE, FORN, FTUmR#L12, 24, 48RERIICER
L, FTA#BIRL DML, MBER Y YLV (total bilirubin,
T-Bil) i, MEr/ /v &I vAFHAHBYNS v A7 I —F
(glutamic oxaloacetic transaminase, GOT) {#, MmiF 7L & 3 ~
EAEVEEF 5V AT I — 4 (glutamic pyruvic transamin-
ase, GPT) &, LTB(EXME L. LTB, DWEIL, ~-30 v
MEMIZ AEEDBE =5 ) — LM THREART -1,
OB T4 C, 2,000rpm, 154, ELL LA LEY

Fig.1. Light micrograph of the rat liver stained immunoc-
" hemieally with- BrdU-anti -BrdU. techniques. . The brownish
nuclei labeled with BrdU are seen in this field. (%200)

WEFT—20CLAFIcTHE L. LiE%k SEP-PACCI8 # 7
AT, BEEAZ v 257 W TOEBE LK,
LTBy A A L/ T vt Fy b (T¥¥ e b Pty B
W) AHVGTRIE L.

AL TRMBBAETE S e BEFTFREEXE L.
i, FFUBRBICE LRI E&E» bHEELL2FER X
DERENER/#EENEEY RO CHERRESRE L.

7o, BIERT L BSRIC 5-7 e = F 4 # v v U F v (bromod-
eoxyuridine, BrdU) (RIS T%) 20mg/ke X EEACE 5
L, BMEHIE SO LEFEN L fHH LTI0%Hr~ ) Vi
BEL, WFD X5 BrdU % T 7z, M ShicBEH
D7 v AT ey 28D Bum VIR EERL, B3
7 4 v 2N R R30I L DNA OFEMAE LT -
7o, 0IM R UEEF bV v A THEER Y RFIL 0.05% 7= T
7 —CEE, 10%EEYF¥MBI0sERIEE DD, H
BrdU =+ / 7 v +— ¥tk (Becton Dickinson, Oxnard, USA)
(x30) 2 2REERIG & €1z, DUWTEFF UL~y AfE s =
7V v G #itk (Tago, Burlingame, USA) (x 10) & 1 BRI
oDy, 7EL v -+ F v HAEK (avidin-biotin
complex, ABC) (Vector, Burlingame, USA) 12304 FHIRIG & &
fo. RBEIX 33 o7 i<y F 2 v (Sigma, St. Lousis,
USA) BEE LV, KEH, ~~ ¥y ) VIS TREEREY
Fotz (K1) FEMECC 1,000 BoFlxEEL, £
DT BrdU B O AAIZ L D B2 BRI ER L TV 2R
F o BrdU ## = (BrdU labeling index, BrdU L. 1. ) (%) # &
EL7.

FEMEENVRE T, ALK, HESNRERIK
B, PAZEMEEIFEIR#12, 24, 8KMD & ST, EFFY
PREEE RARDREX T2,

HIEEIRT T FE  EHER A (mean+SD) TR LI, #
HEABEIT Student t- REX A, IR 5 Rl HEF
FCEEEHD LHELL.

Hepatectomy

Recovery rate of liver weight (%)

T T T

—
0 12 24 48
Time after hepatectomy (hour)

Fig. 2. Changes in liver weight recovery rates after 70%
hepatectomy in normal liver. O—O, AA-861 treated
group; @—@, non-treated: group. :Each value -represents
the mean%SD. :
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. EEFFUBRE:

1. FEEREXROHEY

L-ABF, |-B B E LI FURRIFIICEINERD 2 00D,
MEMCHEERIRD DA -2 (R12).

2. MmiF T-Bil EOHD

MR L DicmE T-Bil EOEBNIERD L -1,

3. miF GOT {EDOHR

GOT fEi%, ML LFPRIBHETY - 2725 LUBKRKE
Tl [-BETIZ-AFICHENSM GOT EiX(EE THBE
L, FOB@gI2msR© 1-A B 907+£1731U/1, 1-B Bf 495+98
U/ 1, 240 1-A B 637+88IU/I, | -B £ 338+28IU/ 1 &
[-B 82 1-A Blch~BEC (p<0.0]) EELXTFELRE (K
3).

4. M GPT {ED#H

GPT {1z, GOT fEL BRI 1 -B Bt [-A BICH~NE@ET

1000 Hepatectomy

5001 iy

GOT (/N

e T T T T T
B.H. 0 12 24 48

Time after hepatectomy (hour)

Fig.3. Changes in serum GOT concentrations before and
after 70% hepatectomy in normal liver. O—O, AA-861
treated group; @—@, non-treated group. Each Value
represents the mean®xSD. *x*, P<0.01 compared to
non-treated group; B. H., before hepatectomy.

100
Hepatectomy
804 ’

60-

40

BrdU labeling index (%)

20_ * %

0-—80 T T T
BH. 0 12 24 48

Time after hepatectomy (hour)

Fig.4. Changes in BrdU L.I. before and after 70%
hepatectomy in normal liver. (O—QO, AA-861 treated
group ; @—@. non-treated group. FEach value represents
the mean®tSD. #*=*, P<0.01 compared to non-treated
group; B. H., before hepatectomy.

BB L, FORKARET 1-A #¥ 213£71IU/1, 1B #&
105+261U/1 & 1-B BEAEEIC (p<0.01]) (EEHR L.

5. BrdU L. I 0#:%

BrdU L. [ 1%, W& QFEIBRE24RRIC - 2 %R Lo
B, ABRFRNCIE T L7cay, ArUDBRM24RERT, 48KFRIC B T
[-B BTIT 66.2+£135%, 179+18% THH, [-A #To
19.148.3%, 14.0+£1.9% W ~NEFIT (p<0.0l) BEXF L1
(K 4).

6. mef LTB, {EOH#S

LTB, fEiz, 1-A Bk w7, HFUKKI2BEM 12

L, 4805 T3 582+231pg/ml L{ET Lic. —J, AA-861 %

#hH5 L7z |-B BTIL, FFEIBREE12B5M T 190£35pg/ml, 24
BRI CIL 282+90pg/ml, 48REMTIZ 290+35pg/ml &\ H

4000
Hepatectomy

30004

(pg./mi)

20004

LTB,

1000+

* *
0 T—T T T T
BH. 0 12 24 48

Time after hepatectomy (hour)

Fig.5. Changes in blood LTB, concentrations before and
after 70% hepatectomy in normal liver. O—(), AA-861
treated group; @—@, non-treated group. Each value
represents the meantSD. *, p<0.05 compared to
non-treated group; B. H., before hepatectomy.

SOJ Hepatectomy

f

50-
40
301

20

Recovery rate of liver weight (%)

0 L T T T
0 12 24 48
Time after hepatectomy (hour)

Fig.6. Changes in liver weight recovery rates after 70%
hepatectomy in icteric liver. (O—(, AA-861 treated
group ; @—@, non-treated group. Each value represents
the mean£SD.
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oEETL |-A BXOLEMBTH D, 12, BREHBICE T
[-A BICHERTHEEI (p<0.05) BiExnR L7z (K5).

1. B ERERFUIRREE

1. FEEEEROHS

HEEREROHB 45 L, EEHURIFICE T3 AR
PR BRI M B 5 L DD, MEMCIREEEL
@phhieh -tz (K6).

2. M# T-Bil EOHEB

miE T-Bil {E1X, Wif¥s LICHEORIUIMNC X 0 R
wEEY TR UFBRELET T 0, FUBRCL 25H
BEHbhier oz (B 7).

3. M GOT fED#B

GOT ffix, ML LIICHFUIBRHE 120ERD 3 L C24RE [ T & (8

Hepatectomy

Total bilirubin (mg,7dl)

T T

BO. BH. 0 12 24 48

Time after hepatectomy (hour)

Fig.7 Changes in serum total bilirubin concentrations after
bile duct obstruction and subsequent 70% hepatectomy in
icteric liver. (O—0, AA-861 treated group; @—@.
non-treated group. Each value represents the mean+SD.
B. 0., before bile duct obstruction; B.H., before hepatec-
tomy.

2000- Hepatectomy

S

2

= 1000

8 % *

_I_*
G T T T T T T
BO. BH. O 12 24 48

Time after hepatectomy (hour)

Fig.8. Changes in serum GOT concentrations after bile
duct obstruction and subsequent 70% hepatectomy in
icteric liver. (O—0, AA-861 treated group; @—@.
non-treated group. Each value represents the mean=+SD.
¥, p<0.05 compared to non-treated group; **, p<0.0l
compared- to - non-treated - group-; B.:Q.;+before -bile duct
obstruction ; B. H., before hepatectomy.

%Rk LASHERICIE T L7z, GOT EIZAFSIREI2BIc B T
I-A BET12 13504£2691U/1, 1-B B T3 93242421U/1 (p<
0.01), 24RsRMiz T 1-A BETIX 1371437210/, 1-B B Tid
940+181IU/1 (p<0.05), 48B§ Rl BT [-A B TIX
910+1531U/1, 1-B BTl 679+£2481U/1 (p<0.05) T& b,
I-B #2 1-A BCHXTHBICEMETH -7z (X 8).

1. fiiE GPT {HOHR

GPT fEix, ML L2 GOT {H:RABOHR L RL, HY)
Brgl128Eio BT L-A BT 1774£401U/1, 1-B BT
1244 241U/} (p<0.01), 24BRTic 3T I-A FETIT 205483
IU/1, 1-B BETix 1274551071 (p<<0.05) T h, 1-B BH
I-A o~ FECEBER R L.

5. BrdU L. . D#%

604
Hepatectomy

w0 *

401

BrdU labeling index (%)

T T
B.O. BH. 0 12 24 48

Time after hepatectomy (hour)

Fig. 9. Changes in BrdU L.I. after bile duct obstruction
and subsequent 70% hepatectomy in icteric liver. O—O,
AA-86] treated group; @—@®. non-treated group. Each
value represents the mean£SD. *, p<0.05 compared to
non-treated group: B.O., before bile duct obstruction;
B. H., before hepatectomy.

6000
Hepatectomy

5000

4000+

(pg./mi)

30004

LTB,

20004

10004

0 T T T T T
BO. BH. 0 12 24 48

Time after hepatectomy (hour)

Fig. 10. Changes in blood LTB, concentrations after bile
duct obstruction and subsequent T70% hepatectomy in
icteric liver, O—0, AA-861 treated group; @—@,
non-treated group. Each value represents the meanzSD.
**p£0.05 Edmpared to mon-treated- group; B. 0., before
bile duct obstruction; B. H., before hepatectomy.
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BrdU L. L4, ML b, FUIRE2URERTIC e — 27 2R L
TeDh, BISENCET L7z, FFUIBREIREEIC T [-A B
Tk 2.8+28%, I-B BT 53+08%, 24 8T
I-A BT 322£1.6%, 1-B Tix 41.5+11.1% T, 1-B
BY I-ABX0ERC (p<0.05) BELRLE (K9).

6. s LTB EDOHH

LTB. B2, PAEMEELFRTAZ LIS L » THEBI B
TEALE. 1-A BETIZFFURITEL O IFIREB48E 5
B0 XHER Lizhy, [-BECIIFYREBUME TS @R
2 [1-A FRCHAEETH D, FoREBHBETETL
0-A BCHAREEC (p<0.05) EEx R LE (K10).

% ®

FOBRE L FESHR OB OB O TR, v
AV vR NS ITYDOFRBERFOFREI BRI A&
729~ Bissell 5™ 12 kX ARET » Wy iilifakiiect e R
B\ R B ABRIC X 5T, FIRERT U ORF
KRS RER T O BB ThA T\ % . Nakamura &' 3
Ty bM/ARERKOFMEEMEER T (hepatocyte growth
factor) ##|RE LTV 5.

—H, TFFFVvBEHI Ay — VBT 2R~ ORBEYDE
BEEIELMICER, ThHOORBEY L HEE L OBEEL
HEHIRTWA., Ty v et F oy —ERREBEDEIFE
EORBEIZOVCTIREROBEN DS, Miura 513, FEA
By radEy - YREHETCHIT ALY v, 4 VR
Y VOREIC L DRI NS ZERRTE L DIZ, BEER
hIBEFMRO EEFCFREORINC TXB, 23E L {1
MT2ZELh TXAAFEED VY 5 —D—2>THh 5 TN
ZRBLT5, Rixon 53, 7o PVFIREF A ICBGT,
FFOBRBEEMLU N T2 R 2 5 v &+ (prostaglandin,
PG) & TX DAIBEFTH B A7 =+ AF, ~1 Fua—=
SV, TERFAFVUERESTHIEC L, BEFMEBED
DNA GRIIIHE E W FICRP U EEIhD LR L, X
LI ZOMHEERENT 5+ FVvBREIC L DIEAT 2 2 &R
L., PG ® TX WHBAOEKYHINCES L TV A alhE 2 8
ELTWw3.

Livl, ¥ 28dFor—ERébbiz7I3+ FrBoi
WERTHD Y Aoy r— v REMED L HEEOMEI DL
TRRAEDLZHREAERENRZ LRI, Y RF s 5 —
ERMEDOEBRIERICOWTIL 5-U B v ¥ — v A BE
WTHA LT ZhOICBBERooH5. LT, LTB &,
¥T7F7 45V —BEEHERRIE®WE (slow reactive sub-
stance)}A & LTLbHATWAB LTC, D, E, I kFl & h
5% LTB 3 &BEMEROEE, VY Y — sBRSWe O &
EFHE L EMRRECRAERC Y BEgET 5 &
EBIT, FF a2 FAFF— (natural killer, NK) #IH2 Tt o 1
B, 1 vZ—nA{FV (interleukin, IL) 1, 2DEER r-1 v
B=72m VOEARBERAYELAZRCLBELBES T
B0 LTC B LI UOFORMEY THS LTD,, EAT, M/ m
ETEAEY TE L THEBOBELER LY, 251 LTB I
£ 5H IL-1 DELELEHT RS,

Zhe LT DEAMBME LT, LTB Ti3EE LT s
B, BB, <o m T s~V RERBITFSN, LTCRT
W, AR, BARRY, EMMIT A ERBTFbhA. FTIZ

7 v 7 = MAIRETLTB,, LTC R & LICEEA I pow, Fiikac
O LTBELSEEZNR TV, SENSHEBETIZ, LT 11
BithiciBo Hh, BERD b O S HSIBIFERY R L, B
WERE SIS > HRETIFMCER T Z L s h T
WBH®,

=7, REREFEECOCTINEELOMENEE S HT
WA, PSP TR X b A L IL-2 EENTHEL,
NK MHa7e EOEMAEMTHZ L2 BEL TV B, 2o
Stipan H™%, HEREOBEFICIH T, FEFANKER:s
U7y T MllC 2 AT RESARRTAZ s,
EEL™ I, ZORFRER A RENEFYEET b
AFEh B EEBELTVB. Zh SO FERTRARAT
BIFH LT OFsEEMBTHHZ L, LT 2347 ERE
ReBHLRERESELEETHZEN L b, FE4AL LT
EDENZE SMDOBEENH B L HWEN D,

ARRICECTIL 50 BE o ¥+ — CRBIAEFTH 2
AA-861 ZIFUIR S o it ET Bz LItk b, LT LFEE
LOBJEIDWTHIR L. ShicEEFEFLLE LTHER
HEFET AR L, BEFIREOFE4EIZRIT2 LT 0
HECO TR L. BEHEF L& LTSN SEFY
Buiooik, LT 23F & LTIt adicE i S h s & 5 4 thpy
TOZME LCBHEDCE» S &, BRTIREERELEE K
WTHEREREROFUR ML, HEOH TR LN EEL
o TWBNLTHD.

EEFVBRBCBITDHIETIE, 5- U RE VS F—E RO/
BMEWTHHMAF LTB, B, FFER%12, 24REORIN |k
ATHIEWRENT. LTB, D LB ANFrRERPMER L & D%
EMROF~DORE, B L DEEINELOHM, 550
BEA~2r7-—CCh57 7= M ROERILCL D E
EINDOREOVCTIIRBTHEH, FIRE COMNES
DEMOERIE L) DPEL FIF LT DAL TS A
fo. EBIZ, ZDLEFIT AA-861 20mg/kg DELIC L hEEIC
Ml & sz,

M+ 5 v A7 ¢ F—+E(EI13, GOT,GPT & 1= AA-861 %
BETH LWL -7 AA-86! E S RICH R THBIC EEL
AL, AA-861 BEIZX D 5-9 R+ o »r — L RBIFLENITA
TORERIGOZBIZHEHTH 7. AA-86l IZLBIFTD%
FEBERBIRIZ D\ T, Mizoguchi &' %, Propionibacterium
acnes INEAFEEEAE ~ v A0 ) R AR L BIRIES T 5 &P
o LTB,, C,AMINL, =% RDOFTKRIZE S b h,
AA-86] R EETHL LI DFEERIEFTTHLHMEL T
5. ELOIRES™IL, 3 A JE B WIBHITAESE CIIRME
WRfuFD LTBIA EF LT B2 &ML, £-ME5"12,
FE A 3E B BIBMHABEIC AASSl # 5+ 5 Lok,
MFEFT VAT I+ —LEOHRENA ORI EXBELT
D, KRRTORBMERBIC, AASBl IZ X B 5-U A2y
F—ERHEE L, FoBit 2 MERGYBETL2HEELFT
2LEZLNS,

FHRTIIFBEOIFEEL LT S ##la%% » 537 Brdl
L L 2EEL, BFEFO DNA AREER RS Lich, FFURE
2408 B L O48RFRIC 33T BrdU L. L+ AA-861 S 5B T
BERLNEBICHELTRL, AA-861 5z X 0 FFEIRE
D DNA SRAMBEIND Z LAVRI A, AL 5V BF Y
Fr—EORMEBC LD LT OREFRCREFRLE0E
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BEERA MBI RN R R LHAI B4, LTB 5 it
LTC BRDWT P EECEE L THu AN O\ TL R T
»5.

LT 3%« DEMMRO V7% — % N LCEDEH2 RE
THZERELMIEINTL D KE S, FMlgck
LTC, DL 72 —ZFETHN LTB, DL 72 —IXfEEL
BN ERBRELTWA, FRENLYICE ), RBRENER
T LTC A EEFMREE*FERT 5 Z LA ST
5. Z0DZE L0 LTB AR MR R&EE Yl x i L TH
giic, LTC R ZThic i 2 AR E#RCER LCFB £
CEHELTWS EHIENS.

APR TREEH COFIRBOFEEXRITT5EHTH
EUBEFUREFT V2T o, KERTIZ, Fitavry
TEEEEEN T A IERER TR T B BICFBRE KT L
oo PAEMEBEEROBAECSWTIRELDRENH 5.
Higgins H 3 XU Mann 5%12, BIEMFREFYVREOHE
ERFERFVURBEOFBECHENETFTTALHELTLS
Cameron® %, 7 o F O ARCARBE LSS, F
Iy OFFMIATIZFAROMELED 52, PHEXNYEE
5y + OFFM#A TIRFMIROEE 2 Bdieh s ERE LT
5. —J, Ferguson ¥k, WEE, EHEE, MRS HUES
Fo®EL, ERH LD LAERFIEFIREDBEIITE
L L, Weinbren™ & IRERHKIIHREMBOE AL G L
HWEBELTEY, BERBECHEACSLWTRERN—FK
*RTTRBAENS .

AFETIIOF L5 VAT $F—EEL, EEFVRELR
BICEAENHENVBRRETY AA-S6l HEB TERICEMELR
L, ABMEEFTRICEVWTYE 5V B+ v 7y — Y REIAE
o TRERICOHKENE SN D Z EHARENL. £,
BrdU $&aClt, BAEMBEEFERIC X O M E LTINS
RO B A2 RS, ILAS® OHE L FBICENT 5 sBiC X
BB L s THEEIFIMEN S Z ENTBR R, Eh
i, BrdU L. I TR T, BRENEETUREI2EMN,
L URABER T AA-86] B SR SHICHNERCEBEY R
L, EEFUBREERBIC S ) Ky vy r— ERBIEEC LD
DNA AEMMREES A Z EARB E N,

—J, e LTB, i, Mstd &R &E T & 0 R
FECEELRLTRO, BERKEC X 2T OBERBEED
hEIC X D LTB, D LR AFED Shic. LTBZ, FFUIRRE 128
M, 24650 % TI2 AA-86] LR EHICHAPREEY
RTLOOMWPEE &EETHR Lz, M LTB HEICENED
BAISCEFIRR#12, 24BMIckCTMEF v AT S 4 -+
fE= BrdU L. L #' AA-86] 5BV TRIFTH -2 & X
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Abstract

Leukotriene (LT) has been shown to play a key role in inflammation and immunological response in vivo. It also seems
to be involved in various hepatic cellular disorders. However, the relation between LT and liver regeneration remains
unknown. This study was therefore designed to experimentally examine the change in LTB, during liver regeneratin follow-
ing hepatectomy and the effect of a lipoxygenase pathway inhibitor on liver regeneration. In rats with normal liver or
obstructive jaundice liver (icteric liver), blood LTB, levels, serum transaminase values and DNA synthetic capability were
determined chronometrically during liver regeneration following 70% hepatectomy. Blood LTB, concentrations increased 12
and 24 hours after hepatectomy in rats with a normal liver. The increases in LTB, concentrations were significantly inhibited
by AA-861. In rats with icteric liver, blood LTB, increased even before hepatectomy, and remained at high levels after hepa-
tectomy. These levels were lower in AA-861-treated rats than those in untreated rats, and were significantly lower even 48
hours after hepatectomy. Serum transaminase values were also significantly lower in AA-861-treated rats with normal or
icteric liver than those in untreated rats. As an estimation for DNA synthetic capability, 5-bromodeoxyuridine labeling index
(BrdU L. 1.) was determined. BrdU L. 1. was higher 24 and 48 hours after hepatectomy in AA-861-treated rats with a normal
liver as compared with untreated rats. In AA-861-treated rats with icteric liver, BrdU L. 1. was significantly higher 24 hours
after hepatectomy than in untreated rats. These results indicate the involvement of LT in liver regeneration after
hepatectomy. Based on the evidence that administration of the 5-lipoxygenase pathway inhibitor AA-861 promotes DNA
synthesis and represses inflammatory reaction soon after hepatectomy, it is suggested that AA-861 effectively promotes liver
regeneration after excision of normal and icteric liver.




