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A7 Fig.4. Microscopic view of the liver allografts harvested at
7 days after OLTx (HE staining). A. Control group.
Severe endotheliatitis and inflammatory cellular infiltration
can be observed in the portal vein and the central vein.
B. AA86l-administered group. Mild inflammatory cellular
infiltration and endothelialitis are seen. C. FK506-adminis-
tered group. Minimal to mild inflammatory celluar
infiltration can be seen, but the degree of cellular
infiltration in this group is suppressed compared with that
in the AA861-administered group.

Fig. 4. Microscopic view of the liver allografts harvested at
7 days after OLTx (HE staining). A. FK506-administered
group. Minimal to mild inflammatory cellular infiltiation
can be seen, but the degree of cellular infiltration in this
group is suppressed compared with that in the AAB861-
administered group. B. AAS86l-administered group. Mild
inflammatory cellular infiltration and endothelialitis are
seen. C. Control group. Severe endothelialitis and
inflammatory cellular infiltration can be observed in the
portal vein and the central vein.
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59 FVERFBEETALCEITS 5-Y KFv Xy —&
REREEA D S I HI 1 BE 3 5 SEBR I 42

SRAZESTABLE B CEE | BRRRFHD)
' B B

FBEEOZMIEMICEIT D 5V R+ vy - CRMESAOREIEIERT Y, 7 5% ¥ VBRMES OLTE ) bkt
TrELbK, FLOREAFFCTHS FK506 OFRBFEHETA IR ANE, 5y  ERFRET FAk VTR
ok, MELOAECHCAFEFEEELT ., HB GEFERE) B, 50 £+ 7 r — TRBIEA=H AASE]
(2, 3, 5-trimethyl-6-(12hydroxy-5, 10-dodecadiynyl)-1, 4-benzoquinone) #¥ 5.8, % J 0% FK506 #5880 3 BT EBR P T,
BREEOFHEFEYR, EI/LVEZ I VELEVEET S VAT § +—+ (glutamic pyruvic transaminase, GPT) {, Ifif = 1
2 bV = B (leukotriene B, LTB) ff, M7 7w A% 25 v F 4+ v E, (prostaglandin E,, PGEy) {&, BHEFOEBITR, B
EFCRET2 THRECEBIZ DVWIRHN L. BEEOTHEFREL, HBET 11.6+29 H (P LR E),
AASEl F5HT 2844137 A, FK506 B BT 10824364 HTH D, FihEEHIL AASEl BERCIIRBRICE~S
BT (p<0.05), %7z FK506 # 58 CIaBER X U° AAS6] BEMCLENERC p<0.01) Edwic. BHEE 3 7T HEOM
F LTB.fEi12, AA86l BB CIIRBRICLLNERE (p<0.01) {E\ 2%, FK506 H 5812 LTBEOEERETIZES b
Iehrofe. FRBEBRIARREWT, AASl BEBHTIIWEBREER L O FK506 H5MIC k<M PGE, EDEZ I
(p<0.0]) ER#Bic. BHEFOEETRTINT, FIRFABD Y v ~REHE, FIlR ¥ X O R DIR O I IR e, R 52
BEEIT AABEl B EBETITNBHICE~NBETH D, 1 FK506 BEHTIZ AASSl BER B IUNBEIVIBEETH -
. ERBEFCRETS THROASEBLELREDER) BT, AASS] &5 R LU FK506 ¥ 5 CIEd BRI NS
HTRERBDOE TR DOh, Fi- FK506 5B TIX AASl HER L ) LEBTH-7. LLEL h AASE] DFFEAHIZDR
VR FKS06 & D &4552, £ ORBEMEUMSEF LTB OELEMG L Z itk 785 PGE,D_EFIT & % THIIRIAE D 5% & #e
Sh, FKS08 &137 5+ F VBB CIXfERBF S Ric b Z L AR SRt

Key words liver allotransplantation, acute rejection, 5-lipoxygenase inhibitor, leukotriene B,
FK506

MERSBE L QEBREAROSECRNT, TrAXrS
VT 4 v (prostaglandin, PG) ®m 4 = + U = v (leukotriene,
LT 2R CDETE7 53 FVBRBMEDDOHENKEL L fiE
SRTWD., ek iiE, v/ eird o r—ERRBWEDTH
57 rAR IS VS 4 v Eyfprostaglandin E;, PGEy) 2%, U w9
HREFER A V2~ w4+ 2 (interleukin 2, IL,) A BB
G20, FRY ARV -CRABESCTHE a1 Y
=V Bi(leukotriene By, LTB,) 4%, THIFAOWE® 21 v & —
74 %21 (interleukin 1, IL,), IL EA™ i X1 BIE L, SR
BEAEROILAHREIhTVS ., F ¥ —migm
(donor-specific transfusion) O HEHEWEH IR T, 7 5 +
FYBABEDNBERLBERECCED, 75+ F vEBAH
EWEN LBl a2 L SMEIhTW5%. &
7, Ty PRRFBEEFAVEBGALERT, 5-0 iy vy
F - ERMEER OB S I W BEEOETEAROERE,A b -
LEhBZLBREIRTWEY, —F, HFLWRENEH T

SERLTEE10A 5 B3AF, YR TEILA30E S8

% FK506 1%, 1984%EIC g E, Streptomyces tsukubaensi-
s9993 ROEBWE D LIRS h iR BEHEFITH 22, M
REEWE T MREE £ DI, L, DEAMG) e & O f R %I
X, %1 7r ARV v (Cyclosporin A, CyA) D#I100fE & Hi&
ThP, RR, B, B, KBl SRS Shic b O ERSE
BIEIRTHBY, ZOfEABFE LT TMEL + 7 % —
oD L I EDY A P h A VELECEDBREERKY W
L, ZCHH0 THREELLEET 2 L2 DR T LB,
*ZT, SEFBEEOEMEERIC ST S 5-) #F o rr— v
L ER O FE ISR 35 L 0 FK506 & DfERBFE D2 R
T, BIC7 7% FVBREEYOLB» bR T L BN
2, 7y FRERFBHEES AV ERAVCTERY T 7.

ME&E LV FHE
. EBRF®E
& 200g /5 250g T COMEME ACI 5o b 2HEEE (F

Abbreviations : CyA, Cyclosporine A ; DMSO, dimetyl sulfoxide ; GPT, glutamic pyruvic transaminase ; IL,

interleukin 1; IL, interleukin 2; LT, leukotriene ;

LTB, leukotriene B,; OLTx, orthotopic liver

transplantation ; PG, prostaglandin; PGE,, prostaglandin E,; PGE,, prostaglandin E,
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F=Y, MAFy PEZEE (LYE=V ) AV, 128
e aH - — 7 VKRB T CRTEFBEY Kamada 5" 0 )k
KR To7. Tihebb, FETRBREFRGBRETTT
W, BT TA#R, FlkWeas SCEREOERIZ A 72 AT
ot ELBEESIUCRRKIIMER L VEBE L.

I. B ¥

BHEEEEEAOBEC IV UTO IS T .

1. ®R GERIZERE) B (n=7)

AFEFBELT, BEKRIDER, SAFAALKFY
¥ (dimethyl sulfoxide, DMSO) (FIYe#ti3E, KBR)"®0.1ml 23T
FIONBAIE E TR TERTRE Lz,

2. AA86l #5F (n=1)

BHEBEIVER, 5V AFvyr - ERBEEA AASE]
(2, 3, 5-trimethyl-6-(-12-hydroxy-5, 10, -dodecadiynyl)-1, 4,-benzo-
quinone) (BEFFITE, FH), 20mg/kg % 0.lml © DMSO
CHEMRL, EEEIIREEE TR TR RS L.

3. FK506 #4553

B L D E R FK506 (FK900506, BEIRERTE, XR),

0.3mg/kg % 0.lml DEBAKKCHERL, BEKI4EE %
T, ¥R THECTRS L.

0. ®REER

1. £FBH

BHEENSETECOEF Y IB-chELL.

2. MFF/A 23 vEAEVEEFSFS VAT I+ —+F
(glutamic pyruvic transaminase, GPT), i LTB,, Ifi =
PGE, 0{ilE

BEKS, 7, URHR=—FAKEBTCHEL, HHXH
X o#EmL, mfF GPT, M LTB: ¥ LU PGE, #JUE L
7o, LTB, OREIZ~Y v RE| Lo TR Lo f
¥ 2ml iz, 8ml OBH =&/ — AR TREAK, SEED
Ba BT 4°C, 2000rpm TCISHEOELET W, EEY
sep-pak C-18 # 7 » THiNER, MBRG I/ r= 1+ 2777 4 —IC
THHRER L0, LTRSS SH T 4 T ol F o b (T
Yk VeV ER) CTHE L. PGE OflE XM
%, MEX EDTA, A v FA&vY, FSPRr—LADDER
BimECH L, LTB, & RIS EELE T - o, 0%, miF

Table 1. Histological grading scheme of acute rejection

Histological

V. Central vein
endothelialitis

V. Portal vein
endothelialitis

V. Hepatocyte
necrosis

features assessed Grade of histological feature Score
1. Portal None 0
inflammatory Minimal 1
infiltration Mild 2
Moderate 3
Severe 4
. Sinusocidal None 0
inflammatory Minimal 1
infiltration Mild 2
Moderate 3
Severe 4
. Bile duct Normal 0
epithelial Minimal mononuclear inflammatory infiltration involved 1
damage the bile duct epithelium

Mild mononuclear inflammatory infiltration involved the 2
bile duct, but the wall of the bile duct was preserved

Pleomorphism of the bile duct epithelial cells with nuclear 3
pyknosis or karyorrhexis

Inflammatory disruption of the duct wall 4
No lymphocyte attached to the endothelium 0
Some (1 to 3) lymphocytes attached to the endothelium 1
More lymphocytes attached to the endothelium, but the 2
perivenural inflammatory infiltration of the central vein

was not nbserved

Mild perivenural inflammatory infiltration of the central vein 3
Severe perivenural inflammatory infiltration of the central vein 4
No lymphocyte attached to the endothelium 0
Some (1 to 3) lymphocytes attached to the endothelium 1
More lymphocytes attached to the endothelium, but the 2
perivenural inflammatory infiltration of the portal vein was

not observed

Mild perivenural inflammatory infiltration of the portal vein 3
Severe perivenural inflammatory infiltration of the portal vein 4
None 0
Minimal 1
Mild 2
Moderate 3
Severe 4

Histological rejection score, total score of I to V



734 =

wA 2 2 Fv Y ) dBBR Y ML TRELT, B, B
fE%, Ee= A THHL, LKy ABI T 2 2ACTHE
*E-0h, PGE, 5 v A1 A/ 7 w14 %y + (New
England Nuclear, Boston, USA) & CHlE L 7.

3. BREFOREMBPEIRE

BHIFEOBIC AR L, 108+ 1~ ) v CEER,
HE %2 TWARTTRZ B L. O, ARENENEE
e DTS % SEH #3571z, Fennell 5, Snover 522,
Knodell 5® D58, 1 DI L ABRFATMELRE
PER L. Tichb, FREROLEEMREHE, BiREO
MR, B LEEE, ROBROMENRL, FIR
DMERESE, FFRREEDC 6 HBEK2WT, FREhDEE
P ERBIEST AT L. T LTE6EHEDRA 2T OMY,
AR AMIE#H R = 7 (histological rejection score) & LT 3
HETHE L.

4. FFEBRBRIEME O SRR NRE

AEERLFELRET, vAFVEBAIVS NPT E YV
(labelled streptoavidin-biotin, LSAB) 5w CfT o7z, Tich
B, BHTEOBICHEE LicFO—% 275 biz 5X5X2mm @
KEIRMIL, O.C.T a vy F (w4 AN - =, K
) CEELLE, WESEFRICTHRE LEAKE T —80C TF
Tl BRELICELEY 7 VA AZy PT 6um KHETIL,
A Y-L-V v (poly-L-lysine) #*BH LA T4 V75 =R LT
BEAT LI 30 IRE L, T RAATATFEF - Vv -
~2 ) #FF 4 } (paraformaldehyde-lysine-periodate) & E#IZ T
BE L. 0% 0.3% BEEAKE (FXCHZE) nz &/ — ¥
WCAESE, I0EFROEE Y ¥l (Fav v, T %
05 HRIG Bz, KIC—KkFifhE 4 CTT L BRIGE €1,
—kHitEl LTerF by ER~Y R IgG HE (DAKO,
Carpinteria, CA, USA) I T 2B/, _ A+ 2~ LA b
L7 b7 oy (DAKO) € 1 BRI & victk, 1 %881t
KEM003% 7 I/ R_NvFESvF b3 sS4 F 33
diaminobenzidine tetrahydrochloride) (F1Y#i38) TH B & ¥
o, FRBBREIKIIAFAZ) - VEFRLL., —&kiisE L
T2 TH#M (T cell receptor a/ B chains, R73) (Serotec,
Oxford, EE), V v-tEk# 7wy b & LT CD4 ¥ THRC
ST HPETH B W3/25 (Serotec), CD8 [tk THEADIZ R 3 %
HitsTh s 0OX-8 (Serotec) ® IFWHEDOI AT HEA L.

Fio, LaEMMmROE L Hancock 5 0 B E L
T, AEEDOT L5 — P RIAOMEEFCERL, BiEMAR
KR s REBEMIY 1 Bitkdic D 20EFHALT, £0F

Table 2. Summary of survival times

Survival time (day)

Groug® Number of

rats used Range % +8D
Control 7 9—16 11.6£ 2.9
AA861 7 16—52 28.4+13.7*
FK506 5 70—163  108.2+36.4**

a) Control, control group; AA861, AA861-administered
group ; FK508, FK506-administered group.

* p<0.05 vs. control group.

** p<0.01 vs. control group and AAB86l-administered
group.

Br N LEEYfT -1z,

ek, NBREACHWTRBHERIA E ¥ COEFHI DI
7o, M GPT, M LTB.% X U° PGE, DHITE, BHEFORK
BEESFORE, FASNREMRO REEASENRTOEE
T, HEFCBTA4EEOT — 2 RBREARNEL LRI L
7.

5. BERHERIBREY

RIEMERTNTPEE L RERZE (X £SD) TRL. &8
MDA B, m¥E GPT f, M+ LTB.fE¥ X V" PGE.{ED
L&z i Student’s-t BMELXZ A, BBEENEEERA 27
(histological rejection score) Dt ziY, Wilcoxon rank-sum
BEXAWE., WThLBBRES XRBEr - TEBEEDD &
e L.

53 ®

. EFHKOHLE

BEKOVHEFORL, SBEHN 116229 HTHo7D
TR LT, AABEl 5T 2841137 BEABRERNDE
»hhiz (p<0.05). *# FK506 % 58I EBER BRI
108.2+364 B THH, WBEHFER LU AASS] HEBKHLTHE
Eir (p<00l) EERED SRz (F2).

I. BiEHmE GPT, mLTB,, m+ PGE. [EDHB

miE GPT fHiX, MBHICH N AASGl #ER B I U
FK506 # 53 CIIBEBMEETHB L. HFrBEETRE
TIEHBED GPT B 668.8+152.71U/1 TH - 7D H L
T, AA8Bl #EFTI3 312.5£151.0IU/1 £ HBIC (p<0.05) &
{, ¥ 7 FK506 # & 8 Tix 203.6+1234IU/1 Lt BB
(p<0.01) EDrnic (K 1).

mie LTB: fEvX, AA86l B EBHTRBMEE I B ER
1703+764pg/ml, BEHE 7 B B 241+134pg/ml &fhod 2 B
EHNEEYRL, BEEIHBES W THBED 4358+
1255pg/ml IZ bk RFEIZ (p<0.01) Ehot-. FHBHEETH
Bz 8Tk, AASGL 58 TIZ BB D 3025 +955pg/ml I
HRTEREI (p<0.01) E<, %7 FK506 458D 1413+
667pg/ml W ERTHEE (p<0.05) ETRED LA (K 2).

900
800
7007
6001

500

GPT (lu/1)

400}
300+
200+

100-]

Time after OLTx (days)

Fig.1. Changes in the serum GPT concentration after
OLTx. M, control group; [}, AA861-administered group;
4, FK506-administered group. Each value represents
x £SD. ¥Data of the control group on 14 post-operative
day are absent. #*p<0.05 vs. control group., *#¥p<0.01 vs.
control group. :
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iR PGE, B, BHEH# 3 B BIZ R\ T AA8Gl HBEEETIZ
44.0+4.8pg/ml & WERBED 26.316.8pg/ml, FK506 # 58D
12.84+9.8pg/ mliz lbkXEFFE s (p<0.01) LR 2T D . % 1=
FK506 BB BRICE~NERE (p<0.05) Edofz. L
LBEETHE, UBEKXRSVLWTIZ I EMTERED A
Mot (K3).

. BHEFOREBEGFORE

BHEKT BB\, NBECIRMAReFLEIRBEO L
EMREESONEFARLIAEECRD R, Lal,
AAS6] H5FE T IIEM MR B P R I R R I H N
BETAHD, 51 FK506 B5H CrRaeEMaREs—H
FOOhHDATH-Tc (K4). BHEKIAABIZBSWTIL,
FK506 8 5B CIIAEMREREL SO EEROFNT R B HE
HBTHEEBEELD o7, AASGl B EF TILAIEM
RBEPOERARKIBESRT BB L EEBETHY, LK
WHEIF IR bRt (K5).

R1IOEBRH > THE LEREZHAKEERR 27
(histological rejection score) "CH#I 5% &, BiEKE 3 BB TIX

8000+
7000
6000
5000+

4000+

LTB, (pg/mi)

3000

2000+

1000+

7 14
Time after OLTx (days)

Fig.2. Changes in the blood LTB, concentration after
OLTx. [, control group; [], AA86l-administered group;
VA, FK506-administered group. Each value represents
X +SD. Data of the control group on 14 post-operative
day are absent. *p<0.01 vs. control group. **¥p<0.01 vs.
control group and p<0.05 vs. FK506-administered group.

704
60
x X
50
404

30

PGE, (pg/mi)

20+

o T T

Time after OLTx (days)

Fig.3. Changes in the blood PGE, concentration after
OLTx. Bl control group; [, AA861l-administered group;
¥, FK506-administered group. FEach value represents
X +SD. ¥Data of control group on 14 post-operative day
are absent. *p<0.05 vs. FK506-administered group. **
p<0.01 vs. control group and FK506-administered group.

SEHHEZIRD bRl -kh, BEETHECIIRBET
15.8+2.3, AA86l #H &£ & T 112424, FK506 # 5 # T
42x16 THH, AASSl BHEFRIRABRARERER
(P<0.05) EfE%X R L, FK506 ## 5 B TII R BRES L o8
AAB6l BEFICHANFF L (P<0.0001) {EERRLE. ¥,
BHE%14E BTk FK506 58Tl 4.2+416 &, BiHEHE 3,
TEREHE L TELR7eh - odt, AASEL BEFETIX
13517 LBEETHBE L VEMEETR L, FK506 fr&ftwth
NEHE (P<0.05) HEYRLE (K6).

B
g
s A
T
s g R AR A
T :*ﬁ%{ BLF
AR
Lo
C

il
e

i3

Fig. 4. Microscopic view of the liver allografts harvested at
7 days after OLTx (HE staining). A. Control group.
Severe endotheliatitis and inflammatory cellular infiltration
can be observed in the portal vein and the central vein.
B. AA861-administered group. Mild inflammatory cellular
infiltration and endothelialitis are seen. C. FK506-adminis-
tered group. Minimal to mild inflammatory celluar
infiltration can be seen, but the degree of cellular
infiltration in this group is suppressed compared with that
in the AA86l-administered group.
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V. BREFESARERRO®RE

BHEETHRCBWT, £THEIINEED 226437 Tk
~ AA8Bl BEBTIZ 112428 S BFRELXRAIED LR,
FK508 2 5-3Cik 5.0+£1.0 & WREE, AA86l HEFLHNE
BERELPZEDOAL. BEERMMBBCRWTH AR,

i
i
2

Fig.5. Microscopic view of the liver allografts harvested at
14 days after OLTx (HE staining). A. FK506-administered
group. B. AAS861-administered group. In the AAS861-
administered group, inflammatory cellular infiltration and
endothelialitis at 14 days after OLTx is more severe than
that at 7 days after OLTx. But in the FK506-administe-
red group, histological findings at 14 days after OLTx are
almost same as that at 7 days after OLTx.

FK506 # 55 Tix AA86] R EBACE~E THIRAD B Z A
D@D bhic. W3/25 (CD4) M THIMR O s TI2 B % 7,
BB L 3IFMTERRDbRIer 5722, OX8 (CD8) ik
THifarL, FK506 S5 B TIIBMEELI4E BT\ T AASE] #
SR E D, Zhick bicw FK506 #5800 W3/

Fig. 6. Immunohistochemical staining of the liver allografts
at 7 days after OLTx using an antibody against T cell
receptor a/B chain. A. Control group. B. FK506-adminis-
tered group. The number of the positive cells in the
FK506-administered group is less than that in the control
group.

Table 3. Subset of the cells infiltrated in transplanted liver at day 7 and 14 after OLTx

Days after Group? Number (X £8D) of the cells per HPFY

transplantation Total T cell

W3/25/0X8 ratio
W3/25-positive OX8-positive

7 Control 22.6x£3.7
AA861 11.242.8*
FK506 5.0L£1.0**

14 AAS861 11.7x5.9
FK506 9.4+3.0%

8.6x1.0 15.5+4.7 0.6+0.6
4.6£2.0 7.8+3.2 0.7+0.4
2.7x1.0 4.641.2 0.6%0.3
6.9+1.9 5.54+1.7 1.3%0.2
5.1£1.7 8.7+0.9 0.5+0.2%

a) Control, control group ; AA861-administered group; FK508, FK506-administered group.

b) High power field (Xx400).
* p<0.001 vs. control group at day 7

** p<0.001 vs. control group, p<0.01 vs. AA861-administered group at day 7

* p<0.05 vs. AA86l-administered group at day 14

** p<0.01 vs. AA86l-administered group at day 14
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Histological rejection score

:: i

3 7 14
Time after OLTx (days)

Fig. 7. Histological rejection scores of three groups after
OLTx. Each value represents X £SD. [, control group;
[0, AAS86i-administered grup; £4, FK506-administered
group. XData of the control group on 14 post-operative
day are absent. *p<0.05 vs. control group. **p<0.0001
vs. control group and AA861-administered group. #p<0.05
vs. AA861-administered group.

25 BT HEMD L OX8 Btk THIMR & ot (W3/25/0X8) i
AAB6l BEH L O ERBICET LT (& I).

£ 23

TR FVBAAY - FONHEYHPBEREIC S LIXT¥
B onwTix, vZetFvyrr—ERRBEYTH S PGE,
2%, ~bo— THABI O BT 3 X OisE O EIFI™, MinfEE %
THIRRIEE OREED, 1L, BEDOHE™, <7 v 7 > - 2B
5 L fIREFROMEO 2RI T LBRREIRTED, v b
DBEB IO~y 2 ZEBET, PGE: A& # (16,16-dimethyl
PGE,) "BHEMBOHERRGEIFIL, £EFAROEEY b
BT ERPFEINTHEY, Fi, )V RF vy — R AGH
PEH S SET L RBRIECE S LR, TORBEHD |
DCHBH LTBH, AMBROEREREEFTS, TV v BROHEIH
{RHEMERY®, Ly L, EDH A b b A v OEATHEE
™, 75 2 A IRESE THROBEEERIEA 2615
ENRINT WA, ¥, BBEIBSWTS V) Ko rr—
ERBAER OB LA LTB, DER LG L, HBEHORKE
JEMP BT A Z AR E IR TV A, SEORBRTI, 3
BRECTRBESEE, S0P LTB, O LR YRS, LFABMEE
I6HLIRIET LizDwi® LT, AASSl B EE ClilF
LTBi o LR & h, WBECENEFELRATEHOER
BEDLII., IHIE GPT [EO#R, HEBIT AL B AT
b, AABSl 5B TIINBIIC NSRRI IIE X h
TWwaZ ey, LTB A 2MiERES L, LTB EEOMH
DAMEROMEIC SR B Z LR &R, L, FK506
5P L O T, FK506 # 5Bt A #23108.2H
THHOER LT, AASSl HE5FETIR2B.6RA L FEE T
Enh, AA8ElL DREFEHIHEIRRIZ FKS068 I E_TR+4Th
h, BIEH OXAEBLBET SR RN TRV LIXAL.
Ths.

AAS6] DHFMHIEF & A PGE, % X O LTBOZER» b
A5 E, AABEl HEHTIRBHEREIC I T, LTR. AR
B> FK506 BEFICENERCBMETHS & L b PGE, ©
ERRBDON, T5FFPVBIASr— FRTOY 7 rt s

v r—ERRBEY L Y Ko X — ERREEY L OHBE
BIfRIZOW\T, Ham B2 r A& 75 v 5 4 v E (prostag-
landin E,, PGE,) % PGE, »\F=h3khs i D LTB, DE 4 % Hi4]
THZLEXRELTWS, Fi, Perez B2 Vo — MM
(donor-specific transfusion) 12 3siF 5 IR RN Y K v
Fr—dRROENC L DIERIhBA LY REL, TORRA
ELTT7SHFFNVBAAr —FRDY Z et ir—ERE
VBEYFF— X REDERN I ODERTHB LR LT
5. T AA86] DREMEIEF & LTt LTB, DELLH
EXNBZ LWL T, LTBOTY v Bk ERR Lk X
O IL, EAEAAMH I, BRERESC LR isline
W EEd, EHIHN L PGE ARSI @ = &
DR X hio. FK508 B s\ Tid, LTB, 2 AAS6L #
EREEAR i b DO BREICENE@EEZR LS,
PGE, 3%l 3 A H T3t 2 BT ~EBIEMER L.
FK506 07 5% FvBABAOHEC S WTRE LRER
7 Ay, Schultze H2TEKME Y v B2 AV CyA BEIZ R
% PGE2 EA%BE LARRT, ERED CyA LT T
2 PGE2 DEAREMTS300, BEEOBIMMNCE Hitl
PGE, DEARMEIEAA Z & xWEL T 5. CyA LR
RGBT % > FK506 BB Th, BEFO&K
R Hw sl X hd FK508 0.3mg/kg D& 5-BTIT,
PGE, DEANMAE Eh T B LR X 5. FK506 &
AA86] DRFMGIBFCOWTHET 5L, AABBL 127 F %

FYEBRBCEE LT LTB DEAYET &%, ¥ PGE, D
EEYHEMIEDZ LWL - TRENEBRE b T EEL
BhBOrR LT, FK506 127 7+ ¥ vEBRBICK T2 B8t
e, TEHORBEMHREII RN IBFIC X LHENSh
fz.

FBEHCsT»aEEkoREAREMTR L LT,
Snover L IEIIRY, BE DWW, Pk L C/NEERDKIEM
faR, ROBIRONEAKKE, FMRBELEELBREL, &
MO BN BT FIREBO U v Bk L 0SB R IERD
B, ks, mEREANFDITHERLI L R|EL
TWa, ¥, ThEhOHEATHRER I VEECRE O
THVv— V2TV, BREROBEY LER(LT 2RI
ERTW2Y. 40, FHMOABENEEEROBEL K
B igRE T 5 i, ANEROBBITROFRTEE L
Sha, MREEOKEMREE, P OBIREROKEMRR
H, ¥ LREE, MIROMEREL, FOBIROMEANK
%, FREEO 6 HEYEEL, ThE¥hoEHBEY 5 &R
Aa7{L LTHBBN T -7z, SEIORE T, FK506 #
ERCIBEES, 7, UHEB & LEMENERERA =TI
IRIERECHRE LT D, FK506 0.3mg/kg DHR5IC L h &M
HHEITHCHE SR 0rBbhs. ThH LT,
AA8Sl B ERTIERENEMEEREA o 7T IXHRBE I HNE
BIZEEYRLT Wb 0D FK506 B EHC L~EETH D,
RIS O RITABRENC LR+ TH B L EbR, =
DZENBEEOEFARDECRBELTCW LD EEbh
%

FK506 @V v B+ 72y b (W3/25 BB T, OX8 &
e T AR 1 FuE 388 O\, Stephen 5942, FRMEk
THRELLESy VEEBROY v 2By T2y b OB T,
FK506 D5z & h FEHRERIT b CD8 MY T g 1n
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L, Zhi& be->T CD4/CD8 LA TAZ L2 BELT
\+%. Thompson 5% i3, FHRMECTRELIS » bR
Y vRERH Ty b DRET, FK506 # 5B CIRIER S BIC
~ CD4 B THIREBIC 2127\ 2y, CD8 BB THRfas B &I
BT 5z @& LT\, ¥4 Ochiai 5925 » FOBHE
T, FKS06 DF 51z & h BREIETFEVRBOLIhAT » P DY vRE
DEER I, BELORPEELBD bR &b,
FK506 D5 X h ZEEDY v BRI BB E ISR
MHAEOFEA LI TWAEHALTW3 . SEDOERT
1%, FK506 # 53z B\ CBIEH%I4E B CD8 BB THlaD
Hink CD4/CD8 DWABBBLNTED, ThbDHig s
—HTHHMER L bR, —F, LTBiD Y v+ 7€y b
xbtAERE LTL, LTB EER Y 7 nt v 45—+
REEYOFEET TRV 7V o v~ HROER2HET 558,
AVFRAZYVEEY Y7 rA v 7 F—ERBRAINE 2 i
BRI~ — MRS R EE IR, ¥4 LTBIC L h FH X
BTV —HlL OKT8 (N THIRTH D Z L7c ¥ N
HEINTW5BY, F7: Jordan Szl L <1 DL, PGE,
VE~v o — T HBE O R & J5 5 2SR T M o 85
CRFEYRIZERWIEEHRELTWAY. Larl, Thb
DHETTHhIMBE L <A CORETH D, BHHEER
DEENERINDERBRICE T, LTB 28 Y vosEkH+ 7
Ty MEBWTEDL S HBLEX AN OWTIEZhET
KHRENLFEMITETHS. SEOHFRICE VTIT,
AABS] BREFCHEAEREBCENTBEFCBETAT
MBERIEBRCHEA LTV 523, FK506 #5803 & i34 X
ATz, Fh, VUyRBy 7y FOBREFCELCLBE
#14F B ® FK506 # 58 bhic CD8 IEM THo8iin &
CD4/CD8 thoWAZTED bhish -1, Tichs, AASEL D
BEH5OZTIX, FK506 12 & b +5is@bk i o mMalsiie S hi
Bo THREAE OIS CD8 BMBEOBERThA T, B
TR OEBENFT R EF AR O Ez 35\, FK506 58
& AABEl BERLEDEL RS THLREHRAZINS.
FK506 12198951 #0 TERIRIG A S ThAR, %< DR T
DBECEWTHERI R TOEYUREE IR E—F, CyA
DEEERRCERYE, BUEE, ) v EEERERREO A6
EDORWERBHRE IR TV, ZhbDFIfERE 581
BELTED, BWFR2BRT 2B EEORENLE
Lickd. SEOPRTIE, 5-VRF v &>+ — L RBIEER
(AAB6]) VXA MEIZHRIC 3\ Tt FK506 13 F OB R 2 ki
7e\uis, FR506 EIXRie s A H =X AT L 0 ilEishEsy 5
BT 5 LENEh. #-TC, BEADOARIERRIGICE LT
FK506 1 AA86El #fHA# LT Z Lic X h FK506 58
B L, FK506 DEIFALXERTE 5 ATl Al X h i,

#® o

5-V e vy~ YRHEER (AASE]) DB A M T
CETARETEBRFELY, 75+ FvBRBEDOEE N LB
AL, ¥HIc FKS06 DIFA#F LT3 % BMe,
Sy FERFBHEES A2 B THR LU TOME 87,

1. AA86l DR EIC I VBHBLEFEROEERTA D Hh
7z. L L, FK506 %85 LB OBEEEERR L hizs
BN, AABEL DR EDRTIIBIEIT O+ 45 7o 22
BRI IBERCEh 1.

2. AABSl BREBTIY, BFER SR ICHNEB L BEE N
# LTB EDET L fish PGE, D LR MRBD bt
FK506 5B Ti2 AASSl BEBR TR Db AL A E LMt
LTB(EDE T & O PGE, D LFIZZD SR e -7,

3. BBIENT OB B o i T, FK506 58 TR
BET 4 BB U CAKIERRIGIBE Th - 12t
AABS] BEBETIRFEHER S IS I IS X R
WHLODOBEEORBE L LIHETHFHANED LRI,
ZhEMRE L OEIRE O SAEIREE, BE - REE, &
OEIRS L OFIROMEF L, FRREED 6 HEICOWT
AaT7{L Lo HRREHRMIEHE A = 7 (histological rejection
scare) CHE T 5% &, FK506 5B CIIEHIERERD
AA8Sl BEBICHANERCEMELR L. —7, AA8l &
HTRBERTHEH CREFERSBCLAERCEETH-
febt, BEEOZBL &b TRECHENLED, RN
mhd AASEl DREAFHRIIFTHTH -7,

4. FFERARIEM RO SEEREIBETI, AASS B4
FTRETHRBIEAFRERCHREECRS LT
#y, FK506 58X h3EETH » 7. ¥/ FK506 HERT
1% AABEl B EFEICH~BREEI4E o\ C CDS [tk T/
BOHing X O CD4/CD8 OB LETARD Shl.

LlEX b AABEl OREMEISIFIL FK506 b~ +4T
BB, AABEl DREHHIEAF & LT LTBOEEME & =
hiwkdied PGE. D ERIC X 2 THIBIHEFE O MSI 2 B X
h, FK506 & izl iR 5 2 LRI A, Z0Z
& X OBHEEORMEREISIC BT FK506 & AA86] % 4t
A#ETA LIk 5T FK506 05 E#HE L, FK506 o
BB TE ATHEEATR SN,

Eil &

ERERLDRDA D, HERLHRMYBH D ¥ L BIAEEaE
BRCERLOUBEELET. i, KEHEBER L OEBRY VLA
K& % LA GIRAZE ST RFERE R « NIEEHE S X 0SR
REEZDNAMEE_ME R BEHMCEMB L. oMy
LEBNZEEE LB OE LB RBOEYREPLET.

ok, KRN OEFO—HIL, $I0EEABEELES (1994 £, K
B) TkuwTHFELE.
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Abstract

This study was performed to examine the mechanisms of immunosuppression, especially focussing on the production of
eicosanoids during liver allograft rejection, induced by a 5-lipoxygenase inhibitor, AA861, in liver allotransplantation in rats,
and also to compare the mechanisms with those of a new immunosuppressant, FK506. Orthotopic liver transplantation was
performed. The recipients were assigned to a control group, a 5-lipoxygenase inhibitor (AA861) administered group, and an
FK506-administered group. The survival time was monitored, the serum levels of GPT, LTB,, and PGE, at 3,7,14 days after
the transplantation were measured, and histological and immunohistochemichal examinations of infiltrating intragraft T
lymphocytes were performed. Mean survival times in the control group, AA861-administered group, and FK506-
administered group were 11.6+2.9 days (mean+SD), 28.4+13.7 days, and 108.2:+36.4 days, respectively. Mean survival time
of the AAB61-administered group was significantly longer than that of the control group (p<0.05). LTB, levels of the
AAB61-administered group on day 3 and 7 were significantly lower than those of the control group (p<0.01). LTB, levels of
the FK506-administered group were lower than those of the control group, but higher than those of the AA861-administered
group. PGE, levels of the AA861-administered group on day 3 were significantly higher than those of the other two groups
(p<0.01). Histologically, an inflammatory cellular infiltration, endothelialitis in the portal and central vein, and bile duct
damage were suppressed in the AA861-administered group compared with those in the control group. On
immunohistochemical examination, the infiltration of intragraft T lymphocytes was suppressed in the AA861-administered
group compared with that in the control group. These results indicated that the immunosuppression by the 5-lipoxygenase
inhibitor (AA861) included the suppression of T lymphocyte proliferation by inhibiting the elevation of 5-lipoxygenase
products and increasing PGE, production. It was suggested that AA861 exerted an immunosuppressive effect by
mechanisms different from those of FK506, because there was no elevation of PGE, in the early stage of rejection in the
FK506 administered group.



