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=5

KF24345 (3, IR EOX 7 VAT R T U AR —F —IZHAGT 5 Z L1
F0, MEN~OT T R IARERET DA TH H, KF24345 (%,
BB RET LV TChHDa ) v REZ2TFF =5 HAB (CDE diet) A
B~ T 2B NT, MEEEFICL DML L OTEREO M T ~Dikbd & O
e HEICWETD, NLOENIT T /v v ZERBEHREOIHHIZ LY
WMETHZENL, REET T /v OlMEN L TWVWD I ERRRIND,
L2, KET VTV T KF24345 NI A R BT 2RI, EDff#s L O
AR CTHNIEET 7 2 v U ZHMEE TWD DRI Th o 72, SRR TR
ERELTOIEGMORERETH DN, MEFENICEHEE R RIERME & LT
AT 2 ER BT b b, £, REHEZHEWLTY A RO D EF
NEHE CTH D, Ko T, FAlE KF24345 N3N 2 K E T 25T & L THRIEIRRE
O, s LTt ofMiazffEe L., KFEELITR -7,

CDE diet FRAMERX~ U 20K X O FP 0T T 7 v B8 XU
HEYEEAREL, EFHEEEEBELL, TO/RE. WEIEORR I OTH A%
ZBWT, 7T Vv VDEARTHLTT /v o=V o izmz., 7
TV O 2o THLIERXFY U FUOHMBARO LN &b,
RIEMBEIZTCT T 7 U EENILEL WS EEZ N, LrL, 7T/
VUBKRORMSREBIIRD N T, KF24345 25 L THL T T/ v T
MUZholc, 2OZ e, RIERFTTIET T /7 ¥ AMlasic & < ¥
TERWVWZ L, ZOWRRBEND R b T T /7 VUV ABITHAF L T
RN ERnm@EIn, —J, WP 0T T 2 Az oW TR, IREBHELTIC
o M %, KF24345 O 52X 0 S 6 R 5MARBD LT, 202
D KET VIS T KF24345 3 A0 2 B 2 G am T, RAEMAR L v e L
AR FOMIBTHL B X LT,

SMERER TIX. REMAMEK, FICHRERSCEEK/I v r T 7 — Y OEN
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EAIREHBICEE L ZX 5N TWVWD, KM B RELHE A MER (PMN) ©
fMLP FRIEMMBZELB L O I 272 — P, £ 72130k L H ok B ER
(PBMC) DU RNI YT A RS A NI A ELECKL, 7T
VITHEMCMEIER 2R Lz, — ., KF24345 B OERIZH L, 77 /7 &
VEROBE LR b holz, LAL, PMN £721X PBMC I —E&®D
TRIMERZ R LI Rz W, 77 /7 VU dEMTIHER %27/ 33
KF24345 Z iR+ 2% Z & T, 1 THHEMZ 7R Lz,

L ED#ERN 5 CDE diet R AMERE R ~ 7 22BN T, KF24345 |3 (1
RIMEKDOT 7/ v MV iABLERET L L THAEMT 7/ 28
. RIEMHAMEROFEEAACEZMBIT 52 LIc k0D 2 REST D2 L BRI
I i,
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B 55 — %

SIRS: systemic inflammatory response syndrome
DIC: disseminated intravascular coagulation
PLA;: phospholipase A,

ARDS: acute respiratory distress syndrome
MODS: multiple organ dysfunction syndrome
PAF: platelet activating factor

GTP: guanosine triphosphate

CcAMP: cyclic adenosine monophosphate
SAH: S-adenosylhomocysteine

ATP: adenosine triphosphate

ADP: adenosine diphosphate

AMP: adenosine monophosphate

Hx: hypoxantine

INO: inosine

HPLC: high performance liquid chromatography
5’-NT: 5’-nucleotidase

AK: adenosine kinase

ADA: adenosine deaminase

NTs: nucleoside transporters

CNT: concentrative nucleoside transporter
ENT: equilibrative nucleoside transporter
NBTI: nitrobenzylthioinosine

es: equilibrative sensitive

ei: equilibrative insensitive

LPS: lipopolysaccharide
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fMLP: N-formylmethionyl-leucyl-phenyl-alanine
TNF-a: tumor necrosis factor-a

CDE diet: choline deficient ethionine supplemented diet
GOT: glutamic oxaloacetic transaminase

GPT: glutamic pyruvic transaminase

LDH: lactate dehydrogenase

Bil: billirubin

ALP: alkaline phosphatase

TG: triglyceride

EDTA: ethylenediamine-N, N, N’, N’-tetraacetic acid
ELISA: enzyme-linked immunosorbent assay

DMSO: dimethylsulfoxide

FBS: fetal bovine serum

HBSS: Hanks’ balanced salt solution

PBMC: peripheral blood mononuclear cells

PBS: phosphate buffered saline

PMN: polymorphonuclear neutrophil

MED: most effective dose

HEPES: 4-(2-hydroxyethyl)-1-piperazineethanesulfonic acid
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BMERERITIFEORE, M, BEEL LI OmEFEESE (717 —8, U/ —
B) OERE/FMETIRIEEROMBERTH D Y, TORER L OEREO
FEME BRI T, BRI I TV AR WS A S A 20 B
N THEREREIEME(L L, 2RI k- Tl Z 2 EMH O B CiE bl X O
MRERRIEICEET 2L ENb, —FH, FEIA 2 A NI A 2 1k
WIEEACIR F R X OVEMMBLREDERICEET L& S5,

BPERER OBIEBNIL — 1\ PE DR WM TH V| FFERE & 2 B RTEREIC
BV, EET D2 EIIEEAERNY, ZhICH LEEF TIE, HERZEO
EMEIC L DEEL RIS, REICELASNTEREETFTEDAL 2, YA
N A D E N B B L ER 2 VE AT D, F O, EICLHPERO M
BERNR~0#E, FE, BREEP 2L L, Wb D25 MERIEK
JSIEBERE (SIRS) OMREEEL 722 ¥, ZOMRBEIC /2% & LE BN TTHE L T
(R 3 third space ~B4T L, AOFERMIEEN BV Ly a v 7 IREBIZED 2
EMZ, o, HALESCKEENTOH MR 2 U, # RS N & E E
fHE (DIC) ~&BATT D, DI, ENLEN L. PLA (2 XV it
AME S GEH S, SEEREEEREEE (ARDS) OFER A4, HAMICIX
RYE 2 & 0 12 L lEes A~ 4 (MODS) A0+ 5 Y, EiE L LI- &ML O
HELERT, WHBEINLO2OHLBOOHETHH 10% & & < HIBEHERBE D —
SICHESEh TS Y,

CREE)

HIERMEMER AR & L2 e OHEDRFITBIIE TS E L < | RHER
EOBAEZH TWZw, REBEORE (fE, RO MR & e 72 R & O
) OTDOmK., BEIES IO TBEO T2 OPUE K, BERE R IE ML o #fl
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DEdOTaT T —CHEKL ENNBPURROEARTH S Y, 5% DOIBK
Wik bonsrERE LT, AEELX2LS MODS ~OERMEINEE & X
NTW5b, ZHET, M/RIEHEE T (PAF) 553D, PLABLER Yie
ENHBINTERENDH DD, REBOF I 2BEELE L TMbSITITE-

TR uy,

TTI/oVEE

(EEEH)

TF )V UENEREDO T X7 LAY RTH Y MR E oS F IR~
B LA RAERREEZRE T2 Y, BUE, 77 7 YU ZRKIT AL Ay
Ag BEIUO AsD 4B ENTEBY, 2 TCHATHKE® - 77 /v =

U B (GTP) fiaZ v "7 MEMZREKICEBT 2, 77 /v AL BXD
As ZHREBIIT T =iy 7 7 —BMiAl G ¥ o7 23 L, Ml BRIk
7Ty —UrEE (cAMP) LRAEZIRTFTEED, —FH. 77 /732 A
BN AZHEERIZITT= Vg 7 7 — B Gy # 7 23%&% L, #
AN cAMP L~ L% BER X85,

7T ORER R in vivo fEH & LT, A EERAITTIC & 50 UK
TS BRI, 725 NS Ay A RRIIC K 2 i JE AR T <0 1 /) B R SR BT
H% ORMEN TV, 2OXIRIERENLC, 77/ V3 EROEE
PMEzfeFrd 27 m, bbb, M, MfEoGESCHEREICK L Thi#
Mic@< ZEnmbhTnd,

(EEBLUHRHE

EFRKRETIE, 77 /7 Y3 EICMBEAT S-7 7 VYV AREVAT A
(SAH) 75 SAH B ke J—FBIckwiELASND, —FH., ki, sME. =
MU A, RIEEORBIRRETIX, 77 /v =0 U (ATP) O %

Iz ecto-5-X 7 L AF X —FV (5-NT) kA T7F /> —1U ik (AMP)
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OBV VEBILICEVEASH D Y, 75 ) vk, MRS T T v
¥+ —€ (AK) 1LV AMPIZ, 50X 7 T /77 I+ —E (ADA)
kv Ay (INO) IR s D, £l A 7 ¥ T INK G iR HE
DeRFHF o (H) f@snsd (Fig. 1),
(MBEA~NDT7T/OVRYRAHA)

ML OEER 2 LIz EAE RS T OSSN 2 T, 77 /7 v i3l
EEDOX 7 VAT RET U AR=2—(NTs) /- L TN ZBE T 5,
NTs (X7 LAY REXOEBELEOMBETHXEEZM S VTV AR —F —
T, X7 VAFREGEDOT LR =V RBICEBWTEERER 2 K23, I
AT NTSIZT 7 /vy 7 FLoikil, e ofiEgs X OH T A v 2 1E
MEAET DX 7 LAY FFEEEROEAMEE~OI Y ARICEL L, EYE)RE
FRRB N RICEB VT O EERBESY VI ETH D M,

NTs (Z. 7 b U U LA A REICKF L7 13 B0 BB @R o 32Tk
7 AR—%— (CNT) &, 11 BffafEE @R % o X Th L B IR s b
T v AR—=%— (ENT) lZRBl&ans ™, AESNA TS 3FED CNT L=
FaRXRDIVTFAA T (NBTH HFEZMETHDH, CNTLIZE Y I VX
J LAY R, CNT2 [I7 Y X7 LAy REBRIRWIZE X T S5, CNT3 ©

FERR M IR 1O,

—J7, ENT iZt FIZBWTAREE SN TEY . NBTHITX 3 2B MO
FHEIZEE D & 0 NBTI &M B85 1 (es) AYod ENTL d6 & OV NBTI FF sz 4
ZEVPEHEC (ei) B ENT2, pH =2 A7 5 ENT3 B LU ENT4 1258 S
%, ENTLIE NBTI I E B MPEDR EHALZ A L. nmol/L #2 @ NBTI (2
L0, MlEAN~OX 7 LAy RED AL DIE IHEFEIND DT L,
Hﬂﬂimmmﬁﬁ@NHWTﬁHﬂﬁ@%éﬂﬁ%”%iqum1ﬁi
XX ZCHBEANRBD SN DK L, ENT2 IZBHEMHICL KBTS 19,
FEMEYLERK S L CTHW SN TV 5 dilazep 8 & O dipyridamole 1%, ENT1 %
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ET S 2 EnmbhTng 1920

SEERETFTT /OO E
(RERIGICBETH7T/OVDEE)

TT Y FAEMEK EOT T ) v URERIIESET ALY VRN
U% v 74K (LPS) Z2EDRIEICLDEMI~ I 07 7 — T DORIEMEY
A NAA CEEEZIRIT S 22 Em . IMLP 2 ORI X D iF RO 7
TA IS BLERL, IEMEREEEAE, MENEME~OESE R EEMmET 5
220 A MERERRRE T, Ml ORELSEMT LR U MMk ATP O 5 fig 23 1
HENTHEY AERMETT 2oL _uo EAERFEBRERS Y, Lo T,
AP e TIAE HAPE DRI HE S W HIRIEMFE N 2 B~ < RIERFTTH
WETT )V b RANRTLE LT WVWEREIC R T RN TRIND,
(BBEEICBT(7T/VVDEE)

MREERZRBET L L2z, 77 /7 TR EICLREEE KIET
EBRHREINTWD, T7 /7o, BMILERICHFET D Ay B EKE I
LT MBS, MARAHMSEL 2R mMbRATND 2230, F7-
BEDORRFE B X O S WMIRICIET T /) VS RIEOGFENRRBR I TEY

TFE)UET y NEREN SO T 2 T — B ik % in vitro L L TR 3
L. Mz T, BT AZEREZNLTEZ LF UiBIA XS 5w & HEiR 4
3L RMESNT WD, LER- T, 75/ i & % m i el &
FJOVBES Zr W DR EAE 1. 2 402 AU ik 0 i IR BB ds K OV S 0 Wb A 4
DREICOBRBDLZENEZLND,
(REBRICHTEIT7TT/OVRYAABEEOR AE)

UEomBENS, 77 7 d, iRER X O KRR EIEN 23 # 2
TERTFREND, LinL, TF T MBas o RBIEESIC XD I
%, NTs 40 L CHAMBOMBANICESCHICERVAENLT-D, ZTOEMIZ
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B CTHEAET S, REOTT /b L3 7T/ VU ZRET A= |
EHMICES T2 LICX0 ., BmEGEMSIERSCHRIEMET 2 &% in
Vivo UL TR T 5 Z EIERTHETH o 7228 [IRF IS O E A | B T,
EEF R CORER LRI T 2200, 25 FEHOREBIRE~D IS HITR
EIND, ZhICRHL, 77 /7 VIRV IALBEFEEO S GIL, RIEREICT
EMAL L7 5-ND 2 L CEA SR TZMIANT T /> Thod B X B,
AT T 77 v R+ 5 2 ENORIERAMN LV D RnT & A HES
N5, LIeRno T, BfEERICEWT, 77 7 UV IAAREEZ I L TH
g7 7 7 v OFBERZBEYICHBRIT 22 X, NRET T 7 v it &
HEURIEER . BEMGEHEIMIER B X O WA R R EERELL, L0 %
R AMERRFRBEZRET 2B b0,

FT/OVMYIA AR E ZE KF24345 DER
(In vitro JEHETOT74IL)

KF24345 X, M3 EEx V UM SHICTRAIR ALY 7/ Y VIRV A
FLERKCTH S (Fig. 2), KF24345 (%, ENT1 # R BT 2 /L v - B HE 5
~®O NBTI #EA &5 < MLE (KifE :2.0nmol/L) L, b bz aiefmMay (<
VA, UHF L NARAZ—) OWHHRIMERIZEBIT D in vitro 77 2 Y
A T A PR FEARAFRIICPLE L7 (1Cso f @ 30-130 nmol/L) ¥, 7=, ENTL %

B IR IZ 35 1 5 KF24345 @ invitro X 7 L A ¥ REUY A B E 15 M (1Cs fE -
12 nmol/L) &, ENT2 F8 BLHH I IZ b~ THy 100 £558 /) (1Cso fE : 1100 nmol/L)
THY ., ENTL~DOBIRENE WD AR E T 3,
(In vivo ZE%))

In vivo FLRIEEH & L C. KF24345 (10 mg/kg. #& 0 #&5) X, LPS &~
DARLEETDHZ Lo THERIND MPIESGELRF (TNF-a) O L5
BLOMPAMEKBDZAEEICHHE Lz, 2RO D0ENI, 77 ) VU ZH
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HBHEEREOHICE VB Lt NEET T /v 2R L T0n5H 2
LR ST Y,
FOVEERFHBICITWRIERBET VICH T 53 & LT, KF24345 (10
mg/kg., FOHEE) X, BAL LA U OEBENREGICEIVFERINDBIER O
v U ABMHERET MITB W T, BEMRR O R IE S KX OWERE R O i+~ o i i
EAEEICHE L, ZOENIT T ) VU REETCROMFRIC X 0T L
=39, Enic, aVrRZoF A= EHE (CDEdiet) ICXVEFERIND
FIER O~ 7 2 QMR T T T W T, KF24345 [Tk E I X 2R X
ONFEEFEOMP ~OHPE L OBSEEFABICHE L, ORI THH
(CDE diet filaale22 ) D& 72 bR (CDE diet Bl 4h 32 BFfH & 72 5)
HETHLROONTE, 2OENE T T 7 2 U2 /FEETEO I HIC L0 EES
L2 b .~ AAMKERT T VICBIT D KF24345 O R IZNEET 5
U ENSLTVDS ZENREB SO,

KF24345 QEHFAHD=XLIZTDLT

ORI, TT VY IAB L E S KF24345 78 in vivo L L TRIE
WAL EL, TOERDCANEET T/ VOGN RBEINR TS, L
L7 s, RENREEMRKET VTHS CDE diet FRAMMR~ ¥ R
FUNT KF24345 N 2 R T HERIC. E Dl L M I /EH L THTE
W77 ) BHEMEETWDEI 0L TR,

e« RIERFICB T DM T T /> ViRE LEFOMIES LT, Ml T
T UNEESIND RS E, BN TEALAISNTZT T /0 NTs
AL CHRAH S AER, WS T 7 7 BRI 2 A RERE X b
%o BIE ZRMET DM L LT, ecto-5"-NT B FK A 1 FF (2 35 TR i 4+
TT U UBREORMEME L, MkEELZELLSES 3 L ecto-5-NT
KE~TAZBWTHENT T 7 > ORI L - T LPS #% in vivo A1
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HRFEATLE TS 2 A ME S TWD ¥, —F T ManT s v R
O—HEHE) AKZLET D L, BMEICBOTHRNT T /7 > v BER Lk
AT DL NTsENLTT T/ U BNHIRACERAH SN D TENED
Ex bbb,

FAERRBICRB W T, MIRN CTEAINTZT T 7 v v SN O H i sk~
BEh+ 27261 NTs (X 2 F 1L, MlashT 7 2 & OfFE M 2 HmE 7,
RIEFEBIZH LEDS LITELLTLIZENTRIND, L2LARRG,
Hx OMFTIEERORIEREET T LITE WV T, KF24345 )R REtk =20 R %
RLlz, 2TOZEnbL, DR EBMELEET MIZHOW TR, MiasicT
ecto-5'-NT Z /- LT AMP "L 7 7 J Y U BEASI N TV D ATREMEN &V,
KF24345 (X, EA SN2 T 7/ v OMARYD AL ZLET 52 LIk -
T.RIERFS LXMPORNREET 7 7 v b_X)vEx ERIE TSI &
NTEIND,

BMERERIT, BIRZ IR E T 52 HEORIERETH 20, MikFHIICE
A REREZ TS E LT, cHiR, i, BEaenE2Fons Y,
Flo, RIEMEBIZENDFY A NSO EAVBHEETHD, Lo T, KE
T VIZ BT KF24345 73385 2 44 2 5 pnid RIEf A & L < 131 o> i
fJaCThdrZ ENBEIND,

ABHROB B

X~ v AEEDERERE T VI T KF24345 3330 7 56 48 3 5 45 77
ELTRIERBEBORER., HiEd L<iZmPoflazfE L, mMErEEizcLD
Mkl LOomEho 7T 2 UBAEMEOEB LT T, £o. T OEEI
Xt % KF24345 B 5 DB 2T~ T-, S HIZZ ORERICES & | M EkHfg o
EHRICK T 27T 7 v v BLOTT 7 BV ARREROERZH
77
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F—F vHYREEERETIICBH ALV BTT/
DUBEYMEDEEICx TS KF24345 B E DR E

1-1 EBEMPELIUVAE
1-1-1 REREW®
~ U RARAMRERE TV OMERICIX, MM CDFL v~ 2 (6-8 4, HATF
YL AU N—) A LKL, BIXEIE (22-24°C), 1EE (50-60%)., —
A 12 BFE BB (7:00-19:00) OFE=RETT 7 AF v 78— ZIEFE L,
We o [ T Bk (FR-2, MG RY) LB KZ B MICEBIEE THME L,
<~ A& AE Wz exvivo 7T VU ED AR ERIZIE., B ddY v U
A (B 484, AASLC) =M\,

1-1-2 BEBLVHAEFXVE

KF24345 (IR Y > (BK) I TalRaShlboz ML,

Dilazep. dipyridamole, — F 4 = % Sigma X v A L 7=, [2,8-°H]
-adenosine (X Dupont LV EEA L7, A — 7 V5T H KB XL VA L 7=,
HEPES., 6 mol/L %+ H 747 A7 X VAL, Triton X-100 /3K L
KMEOVALL, Yo FL—var 7T VEX-HIZRCI/EFELIOBAL
Tz 7 HNVEE-n-Y T FOUTEREF X VEEA L, Soluene-350 (X Packard
FOBEALL, @R, RKBHVY UL, T a—X REKFZDI DL,
4 mol/lL KEeft T b U O AOKESHRIZFOEHMIBETREL DAL, A EEK
FREREIVEALLZ, 77 /7 llExF Yy MEIv~FEBEIVBEALL,

In vivo A3 & L T, KF24345 1% 6 mol/L 3 T pH3.5 IZFH#E L1725

WIV% 7 )b 3 — A KRR IR fE L. 5 mL/kg DR & CTEHIRWE 5 L 7=,

1-1-3 ¥9RXRLmZEALVzex vivo PT/VVRYAAEER

14/65



~ 7 2|2 KF24345 (0.3, 1. 3 mg/kg) Rk~ 6% 5 L. &5 5. 30,
90 BT —T VBT T RFHFIRE YD 7 = B (Ri&REITR 0.38
w/v%) i L7z, control BED ~ U A TITABEDO B A2 &5 Lo,

Baer b 0 7 iE *OICHE L T, = 7 XA &1 % H VT KF24345 O ex vivo 7 7 /
UM AZBEREMAER AT, BREL M 100 pL (2, 2 pmol/L @ [*H]
-adenosine (100000-150000 dpm) 100 pL % il %, 10 ##% (2 2 pmol/L @ dilazep
200 L 2 Mz 5 Z Lk, MER~DT7F ) v o BiTEHEILSER, 77X
fig-n-> 7 F L% 300 pL #RAN% . 10000 x g T 15 =D L CImER 2 /0 B L
72o Sy EU L 72 ML ERIZ 1% Triton X-100 % 200 pL. soluen-350/EtOH (1: 2. v/v)
Z 500 hLIRMT 22 &Ik 0AEfbB L7, ZhicyrFr—ash
77V EX-H % 8 mL Mz, k> FLr—va by ¥— (LS6500,
Beckman) (Z T BRIZ Ht ¥ A % 7= [PH] -adenosine o i i M & I E L 7=,

TT UV ARLESRE (%) 1L, UToXroHBH L,

(Ave. CONT—DRUG) / (Ave. CONT — Ave. BLANK) x 100

CONT : & AL (& B o> 1fl BR i 35 P (dpm count)

BLANK : ¥ i 4L & B o 77 i Bk ~ dilazep & M 2 7= %12 [®H] -adenosine # ik
L 72 B o i ER B TE M (dpm count)

DRUG : KF24345 4L & #f o ifi Bk i 4415 ¥ (dpm count)

Ave. CONT : CONT & FH#)

Ave. BLANK : BLANK O - %

1-1-4 TORSERRLET IV OERS LT

Suzuki B D HE AL T, ~ 7 2|2 CDEdiet R AMK L 2 HE L1,
CDE diet i, =F A =0% 05 wWwhDEEL T2 XRZR (F) =¥
VEERET ) ICIRAET 562 LKV L7, CDEdiet Ol E LT, fH
At KRR (2) v ERFcF A= FRE, AV ZVEERT¥) 248
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L,
1-1-4-1 BEHER

~ U R % 24 WA A%  CDE diet TT2 WM E L CAMKELA L ER L -,
EFHEHEO~ T A3 E HEER REE 2 5 2 72, CDE diet B 45 72 I [#]
BlEE RICE Y B %, LItk CDE diet Bi#h 144 B[t & T & L 7=, CDE
diet P %A 24 FFH %05 144 KM% £ T 8 N BICBE L BB LT, 7R
FHRHL, EMoBERBFREBUEDREL L,
1-1-4-2 IF/RSA—2HE

~ U R % 24 WA A%  CDE diet T48 WA E L CAMKELA L ER L,
EFHEHO~ T A3 E NEER REE 2 5 2 72, CDE diet B 45 48 I [H]
B = — T VIRREE T CREE R ERIR 2 DR L 7=, ik > 7 v iE 4°C T 1200
x g, 10 spflE D L CiiEEsHRIRRL, A —F7F 74 % — (AU510 £ 721
AUG600, Olympus) ZAWTliER7I 7 —¥, V=¥, F LI 7 -
rTxHerersv s N7 RATIF—F (GOT), F V&I v - B
By 7« 8727 IS5 —E8 (GPT) BRI Ml KkFEEESKE (LDH) % &

L7,

1-1-5 MPHICEBHRT7T /OO DRIE
1-1-5-1 mMEH T ILOBRIE

ANy R e X — L RREE (100 mg/kg, MEFENE L) T CBIE L. HUEERE
fl&E LTEDTARIR., 77 /v oo ER L LT ADALFER (LICHE
Xy MM BXOYT7T T 2 o mEkBITHEAl L LT dipyridamole (& 3E
JER) 0.006% & 725 X HABABBIRICTHRN) 2 ATV v Y%A
WTCHEER R ERIR 2> & BRI L 72, Mg B > 77 v i3 B 8 ifn 2R G s (MEK-6158,
HAJGE) T~~~ 27 Uy MEZRER, 4°C. 54> 3000 [E#:T 15 43 [ iz
OB ClEEZ SR L, 175 2 ¥ v Hik & [**°1]-adenosine & W7 5
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CHAEAL) T vRABICESLSTT )V UVEX Y Mo TR O T
T URERRE L,
1-1-5-2 BHIVFHASMERERYTILOBRIE

ANy R LB H — L RRFE (100 mg/kg, JEFERNFES) FCBE L. FlEE
LU O —H 2 0BR%. EHICKEEEFICTHALELGRR Y 7 71
THRM RS L7z, K 24 REIBRRS ot . i EH & 2 & L, K¢ L 72 0.6 mol/L
W ERE 1 mL 2% ML, AU bue k€Y F A% — (POLYTRON,
Kinematica) (2 CTHE#E: L 7=, 2°C. 1000 x g T 3 4y [Elm O BEs . L& 500 puL
I L., 17.25w/iv% REED U U L& Mz CTHM L7, /O 2°C, 10000 x g
T35yl LAy HEE L, B Z MM R & L kIR o T T v
ATP. ADP, AMP, INO ¥ X " Hx i £ % C30 & 7 & (Develosil RPAQUEOUS

4.6 X250 mm. TR LF) W72 HPLC-UV IEIZ THIE L 7~

1-1-6 #{EtFEN

B EM I P MELERERETRR L, IDsg EOEHB L ORFEEREIC
XK EHEANT 2 7 - SAS (Release 6.12, SAS institute Inc.) % A\ 72,

IDso il O B H 1% Probit V512 TIT » 72, AFFE O H EZ=MEIZIX Fisher O 1E
el EE 2 AV TIT W, fER=E % RMa A EEZH D & Liz, MiFE/ AT 2
— & MAERB X OMET T 7 2 v U BEEME O F EZEBREIZIE Wilcoxon @
NEAZ AR E . & 2 WM I F-test TEF 43 1 BN 2~ % gl #% . Student's t-test % 7=
I% Aspin-Welch test 1772 > 72, fEMREFE SN RMEAEEZHV & LT,

1-2 # 8=
APEERIBRO BRI BRI CTH 57 A OB 5% BT IER OB
TEIND, Blz1E, AMEEOBRBECHERIRLTCWS P o7 7 —PIHEEK T
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FrERA CTH D, KF24345 DN EEIRICEN L7 #& 5 HiETH AMEER I X 3 5 3K
BT DR E R T 5720, £9. KF24345 # 5 IR 5% . B
LMz AT T ) D ARER LT - T,

1-2-1 KF24345 (B ARA R E) D ex vivo 7T/ BYIA AR E £ A

KF24345 /%, & B ML FEH CH EKFNIC Y U ZARMERDO 77 /7 v B A
A BLE L7, 45 5.30.90 40 % @ MED (X% 412 41 0.3 mg/kg UL T .0.3 mg/kg
LLF.1mglkg ToH Y L& 5 5 53 O 1Dso fE 1 0.36 mg/kg T & - 7= (Fig.
3),

PLEDORERNG . BHIRWNEESGICXE D in vivo SEZW R BLO FIREME D RIR X 1
7o7o® . WIZ CDE diet ¥~ UV A MR ITx 3 5 KF24345 (FARN % 5-)
DR ERF LT,

1-2-2 CDE diet ER VYIRS MR R ICX T 5 KF24345 (RARNEE)DHE
RKFREOEEICHWDIZ T A=V VAT I VB THOLI AT = 0K
WM e s Tchy, EREMENORAFRY =8 C oMb ElET S
IR VENA WA EBET D, =T F A= I XD ERE S D S W
ANEDORBEIL, DB T OERERER EERBMBANTT 4V Y — 06k
L7eT A4 Yy —LBRLOMETHY, T XY FEREMEA TOHEL
MROEMHAPEREEIND, KAET VITFHEREEOREN L EEMEER T
FATHY ., BOEEEE LS D,
1-2-2-1 BEHER
X RBE & KF24345 & 5B OB & O LX) EIL, 1ZIEF—CTh o7,
XfRERETlX. CDE diet BA4h 64 Ff[fl2 K W LT B S, &M AYIZ CDE
diet BA4h 144 R O EHFFRIX 24% ThHh o7, ERBEEOAEFRITER W
MZmLTL0%Th-o7c, ZOWEER~ T RT3 L, KF24345 (1.5 mg/kg)
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% CDE diet O H B 4p & [F R IC B FFIRAN$ G L. LIk CDE diet £ Hu B 45 36
RFff 1% £ C 12 Rpf G 4 MEEIRAK G L7, EW B8R X ORI
<~ AR (pH3.5 @ 5 wiv% /Lo — RiE) G Lz, FORE,
KF24345 & G REDO M 72 AFFIL T6% TH Y IR LB L THEILH
o 7o (Fig. 4),

1-2-2-2 MF/INFA—%

xf RBE & KF24345 & 5B OB & O LX) EIL, 1ZIEF—CTh o7,

CDE diet B 44 48 FF] £ IC B W T M REOME S 7 I 7 —8 . U X—+F,
GOT. GPT, LDH BN EH &# & ik L T LA L7z (Table 1), Z O RERE
~ U AZxt L. KF24345 (1.5 mg/kg) % CDE diet ™ & Ht B 4 & [F] I (2 )2 &7 Ak
N# G- L. LItk CDE diet BA4s 36 RFfH £ £ T 12 WFfH 251 4 BR §H RN &
H Lk, EEEHEBIOMERHO~ T ZIZIXEEE (pH3.5 ® 5w/ivn 7 /L a2 —
AW) KRG L, £ ORER,. KF24345 (I xBEE D GOT, GPT # X ' LDH
OLEREFEICHHE Lz, —J, KF24345 (37 2 79— B LY =¥k
FICEE Lo,

U EDORERNE, KF24345 [3FIRNE G TTY 7/ VMV IARZHEF L

BMEHERFEBEZLET LR RSN, £Z T, AFERIZEBVWTLH B &
ORIEMBEF 077 7 o BHEmEZNE L., T ORMBHER 2~ 7,

1-2-3 CDE diet FRAMB X IIRORKEMR#MESIUCLERTT/OVEEY
BoRHEMER

CDE diet B 44 0. 16, 24, 48 FE[E & ICH ML L, MiEH DV X—E | GPT B
L OVLDH ZHIE L=, Z OS5, CDE diet Bi#h 24, 48 FEfH 14 1C B\ THERE
Fofp~0#k%EZRrd ) 8—+¥ (Fig. 5A) 725, CDE diet Bi45 16, 24, 48
Rl 2 I B W TR O L ~D il 2 7~ 4 GPT (Fig. 5B) . KIEIZ K D #
fbEE 2 B9 %5 LDH (Fig. 5C) N IEFWHICHXTHFIZEA L, 250
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RRIERED B S T,

FREFBOERA S V2 — 2T U AL XA RSO T
TV EERL, TORMMMEB LT, TORE, BEKDPT T v
COHMEREEIIIRD 5o 7= (Fig. 6A), — 7. CDE diet B 44 48 K§ [
BICBWTHMEBF 7T 2o FER EARED b7 (Fig. 6B), £7-.
[Ffh H % o> ATP, ADP, AMP, INO B X U'Hx 2 E& L., T ORISR
% i ~7= (Table 2), CDE diet P15 24 BFfij %% O RE~ 7 A D T 35 K OVEML #&k
IZB W T, ATP, ADP O A B X O Hx BEFE 72 EH-NE D S5’z (Fig. 7).
KETVIZEBT DM T Hx OFRFFEIAHER 1L, RIER& IS X > TEHE T R -
T O, MMM Hx X CDE diet B4/ 24 R 2 2/ K & 72 0 | [A] 48 FF ] 1%
[CIXBEFZ ISR Uiz, —J7, BE#LER S Hx 1% CDE diet BA4f 16 FE[H 4 12 i K
(2 L. DLREECT 8 m 2R LT,

S, EREFBKOERA Y a— iz TR 7T ) 2 ERE L,
Z ORI HER 2 F <72, T DR R, CDE diet Bl 4h 24, 48 B§fH] #% |2 M 4
7T vryOERMEMMNRD b (Fig. 8), RIEIC X 0 i Iz L 72 fL ik
NEEFE (U 8—E, GPT, LDH) OE#HAZ = LFEHT D56 D Th o7,
— . RIEME FBXOE) 77 2 roZ@ix, P X7 2 —2D%
HELObBENS LEMAEICHREIAT, WEOERLFEHFHLZ L O TIER
Moo, TT /v ryOEARTHL ATP B X ADP O, 77 7 v v
DODR#MD—>TdDH Hx DEEZE 72 1513 CDE diet BA4h 24 FFH &R ICFE O 6
7= (Table 2),

LLEDKERINS 7T 7 LI LT WEREE & P S5 CDE
diet BA#h 24 W[ 14 12 35 T KF24345 O EH 2 872,

1-2-4 CDE diet FRIMEBRIVAOXEMABIIUCNEDRT7T/OVEEY
BOLEEI-xT 5 KF24345 (RN 5)DER
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CDE diet [ #% 24 W5 [i1#% |~ KF24345 (1.5 mg/kg) % §ERA# 5 L. #1510,

30, 90 OB LM T T Vv rE R LEZ, TORE, LWV
gk o7 7 2 v oEhcxt LT, KF24345 (TR EH 2 /R & 7o
7o (£ <1 Fig. 9A, 9B),

F 72, FHHEH O ATP, ADP, AMP, INO 55 X (" Hx Z E & L 7= (Table
3., TOME., FE~ T ADONFBLOHHEICST2T7 T /) v BMEYME D
BE), Frlo7 7 7 v OEAFELZ TR T D5 Hx O RITx L, KF24345 (X
e 2 EH 2~ 3 72 v - 7= (Fig. 10),

X 5|2, CDE diet Bl #f 24 BE[E]# 12 KF24345 (1.5 mg/kg) % AR &5 L |
$eh5 3, 10, 30, 90 wHEDOIMEEF T T v UoBEAZRE L= (Fig. 11), %

DFERIEFRICIB W T KF24345 (T Eh 77 7 SV REICEE L 0o T,
— . BERERBICB W T, KF24345 385 3 o mEr 77 2 v o %
vehicle B G HICH N TAHEICHENIE K510 B L0 5% MEFR T 7
J v % vehicle # 5B ICEE X THMEE2Hm 2R LT,

1-3 B

RIEALRE TIE, TOREEZEFICRTORNE.RT T/ v B8 LLd
WERBEIZR > TWLZENTREIND, KETIVOLE. B, IR E O
MEDORBEICEYT D, 2O OMETIL, EFIREERRD . ATP 4 )
L E D AMP O —i& )2 §8N, £ IS 5°-NT OiEMHfkIc kv 77 7 &
VIELEEIND EZZOND, ARFITOHREBEEHICBEWTT T/ D
FEAEJ EEZEZ BN D ATP, ADP O R bz,

CDE diet IZ X228 MHAERLZOMBTE L OMET 77 /7 > v OB
W 2 R, MIER T 7 N 24 FEE & ICB W T EFE
MzmRL, MHORENT A —4% (GPT, LDH) OE# ¥ —2 LFHEFAL T
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Wl L, B XM 77 /v 0T, T ORIENRT A —
FOEBED BEVS, HDOWIETHEICHR ST, HEOERICREGL T
WMoty LLARRNL, 757 7Y OEEJRTH D ATP, ADP O/ I
Mz, 777 ORBWEMTH S Hx BDIHEREE 16-24 KF#Z 1221 THR
ERMMRERLEZENDL . TT /Y BEHERHTIICEEL RN
OO, FEOHERLFHRL CHBET 7T /o db —mBICH A L Z & 2358
KA Ihic, WEEEICED HX OB KEIZHEXTOLEFR T 7 7 > v 08
RED/NENWZENE, ZOT7F 7 U BRI, MERIEICH-> TEASN
7T rO—HMMPMPICRE LR TH L 2 ERHEEI N,

BMU=T T 7 void, ERNOEEEZRORXSHRIEDRZHET D
—J7. MEAICERYIAEND 0, M D ADAIZ XV RSN CTHEAT D
boLEZOND, TNET, BROLRESORELRMETICHE N T, MikT
D ADAEMERTTHET S Z A HEShTWns ¥, K57 Lic THEABE
MRBEINDIZ 2D T  MEkTTT ) v VIREDOHEREHNZD S
IR Do Tz DI, HE 72/ ik IS TR AL L 72 ADA 1T X
D, RIEMERDATNCT T/ Y BHE LBVREICR>TWVWEEHDEZE XL
i,

F B I OB 7T 2 vkt L KF24345 (3B 2B 2 0R & 72
Mmole, TOH, HEREICIVBEERMREZ R L HXIZHER L, &
JEARR I WTT T 2V VMV IABFEICL DT T 2 R~ D BN
WO BN D MTARTZA, KF24345 [ HX D RICHEE L R2hoT-, Z0DZ
ED . RIEMBPOTT /7 RITBNTT 7T /¥ BV IARO T 51
KRELRWZ EBNRB ST,

—H MBI MENAT T 7 v O RRE GRS X O E R T
<V MEAN~OImYiAZS LIX ADAIZK DN EBZ DIV, RIEFET
(XML ADATEHE S LT 2 O LR HE SR TS, L LAaRL, A
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ETZ LTI AT T 5 ADA TE M T O FE L 08 RAE MR P i b~ TR W
e, FREEREICL 2 E YT ) v UREDO ERMIBHTELLDOEE XL
Nic, Zo%F4E, P07 T 7 v RN T, MaAEY IALERO %
HERHEGRIICE S o TWnd & PRI D, KF24345 BRRIEMBE T 0T 7 7
VVRBEICEBE Lol — ., BT T )V UREE ERIEEOE, T
TIOVVRDIABMEOHENEE LS VWRBBRECHLIZDEZZON
77

MHAZEBNC /ML T7T 22l AtefididmeEMiasd L<ix
BNEMEEZEZ NS, 26 DOMMIZIBWTIE, ENTL 28 NTs @ 3 2 4%
FREHRE S, M7 7 vV IREZ&E O DICITENTL ZHET 52 &0
AEHEBZDBNTWD, KF24345 13, WAIERYIC ENTL % F& 8L 2 AH ik 5 1 5
~® NBTI &, FRMEKROTF 7 VMOV AREBRDICIHET S, £z,
ENTL 3 & OV ENT2 8@l R BUM AR 2 F W 72 it 2> & VENTL IS LR AY ISR
HT2botE25N5, ENTLIZT T/ V> OREARICET L -MEN
WVIABIEMNEZ AT D, KF24345 WIEH ~ U 2O MIET 7 7 7 & VREICE
BLLolz0X, EF2MRFRECITIFICHRENICTT T 2 VU EAB X
O #1722 b (Fig. 1), MIBRNAO T 5 7 o v 38 IR EE T ik
BEBIZ72 o TWnDZ NG, ENTLIHFICLAREBR/NEhololed B2 5
i,

PLE, RIEIREBTHLRMIRBLEFRERICT T /v EHEMERNE®TLHZ &
M BT oTo, £7, KF24345 BN RIENE#E DT 7 /7 ¥ VR EIZ 72 F
HERS o0z k L, MPTIEEREHZO BT T ) v BELER
EMZRLIEZ b, BICREMBICTELEIND Z LI THIMLE
T OMNELY AR A KF24345 R ET S Z ik h T T
VURED LEFRIZORN o LB BT ABE TIL KF24345 O & 52 K&
D IRE~ T 2 BT A2MF T T /U BENK 1.5-2umol/L £ TEH L,

23/65



ZOTT )V UREIIGHRERSCHIKI v vn Ty — PO E Syl
% L~ (Fig. 12-14) TH Y . KF24345 o ifuth 7 5 7 o B E F S AER R 6
RIEDRIZHFLGE L TWDL I ERFRBREND, Lo T, BEERIZEWNT
KF24345 23 2 6T 25 113, RIEREA BT LV & L AEER LT o
o TH HAEEMENEZ 2 b,
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E_E RMHMBMEROEFHILIZCHTITT/OVELY
KF24345 O {E F

2-1 EBRMBELIVAE
2-1-1 BESIVRAEFVH

KF24345 (X sEmE U > (BK) IS TEmRSnTb o a2 MM L,

Adenosine, dilazep.dipyridamole, adenosine deaminase, cytochalasin B, fMLP,
lucigenin /X Sigma L v i A L 7=, Pyr-Pro-Val-pNA (% Nova Biochem X » [ A
L 72, [2,8-*H] -adenosine i% Du pont X Y 8 A L 7=, LPS (E. coli O55:B5)
X DIFCO L VAN L7z, HEPESIZFT W FA4A T A7 KV EALT, 41 —27 L
Hr i RPMI1640 551X A K SU3E 30 0 i A L 72, Triton X-100 (I K (L F&dn L 0
EAL, YU F L — a7 70 EX-H, EDTA-2Na X R{-fb% X v [
ALz, 7 X )VEE-n-2 7 F )b, DMSO, b7 v E=v 2T EAF XLV iE
A L7=, Soluene-350 (X Packard XV fif A L7z, 4 mol/L /KEE{t.F ~ VU 7 LK
Wi T3 v i AN L 7=, FBS. 200 mmol/L L-glutamine, HBSS %
GIBCO X v [ A L7z, PBS (X MP Biomedicals X v i A L 7=, Dextran T500,
Ficoll-Paque. Human TNF-o ELISA system {% Amersham Pharmacia & ¥ i A L
oo ABREKIIREMIEIOBEAL L,

In vitro Ei 3 & LT, 77 7 ¥, dilazep. dipyridamole, KF24345 |
F T DMSO WK AZER L, BT v ANy 77 I THRLIE b D% FE
BRICHE U 72, LPSIX 10 mg/mL 272 5 L 5 IZ PBSIZAfE L ff A FF 12 RPMI1640
B CaAR L7z, W Ny 7 737 =7 A 4159, REAKEL I U
2 0.50 g.EDTA19 mg % Z& ¥4 7Kk 500 mL {2 f% L CTFH 8 L 7=, cytochalasin B,
fMLP, Pyr-Pro-Val-pNA. lucigenin |3 XC DMSO Rk #{Epk L, 7T v
ANy T 7ICTHR LI D EZFERITH L =,
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2-1-2 I ER B ZE ALV in vitro 7T/ VYA A RER

Baer b @ 71k *OIc#e U T, b b BN & AV T KF24345 @ invitro 7 5
YR IABAEMER ZR AT, B MBI DWW TIE, IR Y
Y () NORABURT T 47 k0 7= BB (RR&EEITRN 0.38
wivte) L7=b oz LT,

AR R IR CMmAEZ Pevrbr A Lo b L < 1E 5 L 7z i BRf B o B
W 40 pL 127 > A i (0.38 wive 7 = gk X O 0.24 w/v% HEPES
GHA — 7 VEEH) 60 L & I % 7= M BRIV 6 i 100 pL 12, 2 pmol/L @ [*H]
-adenosine (100000-150000 dpm) 100 uL % il %, 10 #4#%(Z 2 pmol/L @ dilazep
200L 2 Mz 5 Z Lk, MER~DT7F ) v o BiTEHEILSER, 77X
fig-n-> 7 F )L % 300 pL #RAN#% . 10000 x g T 15 =D L CImER 2 /0 B L
72o sy EU L 72 ML ERIZ 1% Triton X-100 % 200 pL. soluen-350/EtOH (1 : 2. v/v)
Z 500 hLIRMT 22 &Ik 0AEfbB L7, ZhicyrFr—ash
7 7 VEX-H%Z 8 mLIx, Wik > FL—arhvr¥—IZClEkIZH
DA E 7~ [PH] -adenosine O S &ML % M E L 7=,

2-1-3 BBk (PBMC) D in vitro YA hhAVELE

Bouma & @ F{E DI L T, & F PBMC 23517 % LPS # % TNF-a PE/EIC
ST DT T VBRI OT T )V URVIAARLEROER 2B LT,

WREREXY > () WORABMHRZ 7 4 7 O 50 mL (~/37U >
i) & 5.9 w/v% Dextran T500/4 B & ik 17 mL Z{EF1 L. =i TH 20 &
M#ET L2 LIk THMEKRAZ 2 (LE: AmEk, TE:RimEK) L7,
Ficoll-Paque LI M ERfE 2 EE L. =i T 1700 [Edis, 30 45 HEO G
OB : RL-500, I —HK L) L, AEOHEBKBLZHRILL, Kin Lk
RPMI1640 5 CTyE## . M2k % W& L7z, 1.2-1.5x10° cells/mL 1272 % &
912 RPMI1640 55 TREL L, 96 7 = /L7 L — b2 70 uL o F M L 7=,
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7T Y GA BB E I E 7 1L 5 (1% DMSO/RPMI1640 £5 #i1) 4 10 L
Mz T 37CT 60 WA Fax—hrLEHK, 7T/ EREHEE (1%
DMSO/RPMI1640 £54#1) % 10 pL, 100 pg/mL LPS £ 72 X% B (RPMI1640 £%
) % 10 uL %z, 37°C T 6 BEfil A > F = X— h L7z, =& T4 2000 [H]
fx, 10 0 flEL L, EELXZEBRERL 72, EiEH O TNF-a 2 % Human TNF-a
ELISA system (2> CTHIE L7, ADA ODIRMERTIZ, 757 /B LY
TT Y R AR EIR E L IXE BRI ADA £ id =y b r— LR

(50 w/v% glycerol/RPMI1640 15 H1) % 10 uL (£ 15 units) Iz 7=,

2-1-4 ZRZEMmMER (PMN) DISR2—ERHBELVEERREL

Zhang*®. Fredholm®® & o I ¥ L T, w7 2 PMN I281F 5 fMLP # %
TITAL—BHHBIOESEREEEICHT DI T T /v BLOT T v
VEDABRBLEEOMER Z B L T,

WREREXY > () WORABMHRZ 7 4 7 O 50 mL (~/3Y >
i) & 5.9 w/v% Dextran T500/4 B & ik 17 mL Z{EF1 L. =i TH 20 &
M#ET L2 LIk THMEKRAZ 2 (L BimEk, TE:RimEK) L7,
Ficoll-Paque i AL Ek)E = EE L . KI& T4y 1700 [B] 85, 30 4y [ i= 0 L 7=,
SyHCL 72 PMN VLB 2 AR B R MR CHE & . K LN > 7 7 Wz lE
S, K 30 Ay EEE L7z, 4°C T4y 1700 [Bl#s, 10 4y im0 L T B
L7z PMN JLB & k¥ L7z HBSS THei#k ., Milatkz|E Lz, % 1 x 10°
cells/mL/tube (272 % X 9 (2 HBSS T L, 96 7 = /L7 L — MIZ 66 uL 9"
B L7,
2-1-4-1 TS5R3—ERH

96 7V = /L7 L — MZ66uL 3 OEFE L7 PMN % 37°CT5 A > F 2~
— h L7%. 0.1 mg/mL @ cytochalasin B % 4 uL, 77 / ¥V HUV A HfHE

#/1 v/ivi% DMSO/HBSS F 72134 10 uL I 2 T37CTSH o, 517
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T/ VIHBSS £ BB A 10 uL A T37TC TS50 A ¥ =a2~X—hKLT7,
10 umol/L fMLP/1v/v% DMSO/HBSS % 10 uL il 2, 37°C T 20 77 A > % = X
—FL7EH, KFiIcEBE L, 2OF L — k% 4°C. fi4y 4000 [#5 T 10 4y
oL, B3SO UL ZRIILLC 96 V=2 LT v L —hMZBLE, 2
Az, 37TCIZhR LT W7z HBSS % 100 pL. 1 mmol/L Pyr-Pro-Val-pNA/1
v/Iv% DMSO/HBSS % 25 uL il 2, 37C T30 oA »F=2X—hL7%. 50
vIiV% EEEEZ 25 pL M2 CKPICHE L, KIsxEIE Lz, ~Af 7 v 7L —
MY — & —THE 405 nm BT 2 E 2| E L,
2-1-4-2 FHERFEEL

96 7V = /L7 L — MZ66uL 3T OEFE L7 PMN % 37°CT5 A > F 2
— b L7=#. 0.1 mg/mL @ cytochalasin B % 4 uL il 2 T 37°CC 2.5 M. &
T T ) v ERY GA BB E K1 vivoh DMSO/HBSS & 72 XA A 10 uL il 2 T
37°CT 254 M. EHICT7F /¥ /HBSS £ /2134 10 uL iz T 37°C T
5 A4 v F 2 ~X— K L7, 1 mmol/L lucigenin-1 pmol/L fMLP/1 v/v%
DMSO/HBSS % 10 pL Az . 37°CT 5 RO BB E % Multi-Biolmat
(LB9505, /L h—/L R¥ ¥ X)) ZHWTHIEL T,

TT AL =V, VA P A UBIOEEREEEE (%) X, LLFO
ANbEMLE,
(DRUG — Ave. BLANK) / (Ave. CONT — Ave. BLANK) x 100
CONT : &AL B 2l L - RED PEE &
BLANK : I ALE B ICHITE L 72 o ToBED PEAE &
DRUG : 77 / ¥ U LY A B [HE S E R IR L 72 B O PEA &
Ave. CONT : CONT ® ¥ {i

Ave. BLANK : BLANK O - %

2-1-5 HMETEEN
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VX AR HERA 2 THROR LT,

2-2 #ER
2-2-1 BB AMNROEEILICHTITFTT/OUELUTT/OVRYAHBEE
D e A

AP ER 2 &t PMN 43 O G PEALFEAE & L C fMLP RIS K 5 76 MRk 3R e
EBIRT T 2L =B, BEk/~ 27 a7 7 — Y% &8 PBMC [#E 4 O
fbFERE &L LT LPS HIIRIC L A TNF-a FEAICIEHRH L, 77 2 v U B LT T
J D IABBLEE O 2 i~ T,
2-2-1-1 Hijt PMN OFEHEICHTHER

CytochalasinBIZ LV 7T A I VWM LIZPMNIZT T/ Vo 21377
J UV IABREREZRM L%, IMLP 2L, EHBREA T X
OfMlasiciait snico 7 22 —BEHEZHME LT, TO/RE. 77 /v
(X fMLP FIPHIZ K5 PMN OTEMEREFPELE L LU T 27—Vl 2 i K
FHCHH L7z (R Fig. 12A.13A), — 7 . KF24345 3 X O dipyridamole
HMoOERTHAEICRD o, £, 77 /¥ (0.3 pmol/L) @
IEMEEE R EAE (Fig. 12B, 12C) B L 0= 7 A ¥ — ¥ it (Fig. 13B, 13C)
IHIERIC % L. KF24345 3 X Ot dipyridamole D2 1338 D SN2 o 72,
2-2-1-2 EijH PBMC OFEHLIZHTH/EA

PBMC 7T /v i 77 /7 Vo BMVIARAERKRZIRML 2% . LPS
WML, HBELEFEPO INFo REZRE L, TORK, 77 /7 v
LPS #l#% 2 X %5 PBMC @ TNF-o PEE % I EKFAAICHH L7z (Fig. 14A),
— 7. KF24345 3 X O dipyridamole (% B4 TR TNF-a 2L 2 #1351 %
RLEbOO, ZOEHAEHVL O THoT, £72. 77 / v (1 pmol/L)
@ TNF-a pEAMEIVE R 2% L, KF24345 1 X O dipyridamole & 52283 BH i 12
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bz oo (Fig. 14B, 14C),

IE, HEEL7ZPMN B XU PBMCIZBWT, B LAETT /o HD A
HERIL, VTN ZOFEEAICITEACEESEST, 7T v OMGIE
It LTIEEETH T2, KRF T, 77/ VRV IAHEERERIZLD
Mgk 77 2 AEROEBBAR+ 0 Thd Z EnfLEInizn, 0K
LT, PMN BXOPBMC O7 7/ ¥ BV IAZIEMEN IR ML ER 22 E Iz b~
TEW, L LLIEPMNEBEIRPBMC O 7 7/ ¥ U ELD AT 5T 2 Al D
PHEEERFH W ERBZx b, £Z2 T, PMN BXUO PBMC 7 7 /¥
VELY A BT KT T D KF24345 O RHEIGEZ T2,

2-2-2 PMN XU PBMC B D7 T/ VBYRAAIZH T % KF24345 O EFE
i3

PMN (Fig. 15A), PBMC (Fig. 15B) ¥ L ORI EKE 4> (Fig. 15C) %, 2
L EDTT VUM% 10 g ETA U F 2 _X— MBI LT 7
SV MY IARED LR PR LT, PMN B X T PBMC H3 2B D —
R (10 45) B X O —E M (2 x 10°%ells/imL) -0 OT7F ) v
BYIAZBEIL. TN EARMERE 7y & A% XK 15 Th -7, £72. PMN
BELOPBMCHI DT 7/ 2 ED AL L KF24345 @ [HLEAF I3 4
FTHY ., 1 umol/LIZEITHHEFERNENZNK 65%, £ 40% THHITH TH
ST, = HRIMERE 53O T7 7 7 > U EUY A BT xE L, KF24345 (% 0.3 pmol/L

BT DERNK 90% L IFIEERICHEL L,

UEDFRERNS, PMN, PBMC WD SFIZET T /¥ U ED A B RE D
RO LI, ZOERICK LT KF24345 NILEEEZFT 252 L b HLMNIC
STc, LML 6, PMN, PBMC 2B 277 /YUY ZHRER IV
KF24345 OEMEMIZ. WTINn b RMEKE S ZHNTEHE XD b5hoT,
TR A, KRB OMREEIZRLEROFET D MBI TEL
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(&M% AWz E4a 0 £ 2 x 10%ells/mL, A& : 1-2 x 10%cells/mL) . i

NTT )b _XNZHTETT )R IAARBEEDORE RN NI N L
bBEZXONTI, Ko T, 77 /¥ BV IABEFE DTN 1L Bk o B 5
DREWVWZENRRBINTZTD, RMMEKOT T 2 UV IAHREZINT LI
PMN & X O PBMC O & AL M il 1F ) 2 df ~ 7,

2-2-3 BEEAmMBR+FMERES OEEEICHTIER

2-2-3-1 Hipt PN+ FRMXE 5 OFEEEICHTSER

PMN [ 53 |2 — % & O 78 ML ER 8 53 2 30 L 72 SR 12T, fMLP filiic X 5 —
TAFA—BHHBICHTEZTT )BT T VR ARERKOE
RERRIZ, 77 7 T HEM T T 2% — B & Bl © % 75 o 7= (Fig.
16A), KF24345, dilazep 5 X O% dipyridamole I%. 5 WA 6 —EEE (1
umol/L) DT F ) VU FHETFT T I 22— 2 M+ 5 EHm%E2 xR L=
(Fig. 16B. 16C. 16D),

2-2-3-2 Bt PBMC+HRIMEKE S DFEERICH T HER

PBMC T 73 (& — & & O 77 ML BRI 53 2 I L 72 SR8 T, LPS HIEC K %
TNF-a EEICKT LT T /vy BIORTT 7 VRV ARREROER %
PRI, TT UL EM T TNF-a FEAEZ IS TE 205 7oAy, KF24345,
dilazep ¥ X Ot dipyridamole 1. 75 / ¥ > (0.01-10 umol/L) f#7E F T TNF-a
PEAE ZMH L 72 (Fig. 17A, 17B, 17C), & 12, KF24345 1 L W dilazep (£
NZE3 1 umol/L) &7 F /7 > (10 umol/L) 12 X 5 TNF-a FE A 7B H X
ADA O IRIMNZ X - THERR S 7z (Fig. 18),

UEORERNG, 77 2 BV IABRFIEOEN T, Rilnsko T 7 7 &
VIV IAHREEESLEMENT T AEHOERIC LD Z L NRIE S
i,
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2-3 ER

SRRV T, REMHEAMEK, HICHPERSHEEK/~ /T 7 =D D
EMAAEPREBEEICEGET 2B 00 TWD, FHERIT, ME=ERER St
KPEDRIE ., & D WVITHERI~ 7 v 7 7 — UM WM R 2 5 A 3 5 RIE
PE A N A 7 ENRMEORITEIC X - TIEHEMEA L, &N E oS
I LT RIEMEE~ORBICMA, EEBESL I X2 -2+ 5, 1&
PR R IX T U NVAERIC X 2R E 2R 2 -3 )i, 18 32 H ok o fi g 2
LEBEERL CHEELZS xR+ 0, i, =72 -V ILiEHL
i T ER O i BERL S A o TREB SN B S A L E PRI 2 45 E LTkl
ZILET L2 ERMONTEY , BUNMEERREE 2 20 L, Mk ok MKk %
WMES L LE2OR TS Y, —JF, HIkiI~ruv 7y — Uik, MilEH#R
ESN AR DORIH D D VITRIEMEY A NI A 72 ERNKEMEDO R X o T
EHE L, R ERE RERIC, BHEMEBESF NI pEBFELRET 52 212
Ko T ELZS R4 P, &bk, MxOF A S hA v EFEAT
L2LI2EkoT, BB UMhoRERMBAZEET 2/EREZHT 5,

7T o, MK EOZEEESN L THPERE XOHEK/~v 0T 7
—VOEMALEIEI T L RN T WD, KF24345 2 K7 5 ) v VLY
ALPLER T, EERLPICEBNCHRAT T/ v REAZEMSE 52 LT
RIEME A MEROTEMHEMZ G L, MREDREZBHIT L LN D,
I E T, KF24345 OIEGFE MM E LT, ~ 7 A& 7z in vivo O RREHZ T
LPS &R HMERP VB L O TNF-a EHZMHI T2 2 L3 ®E S LT
%3, UL, 4y L7z i BRI 2 72 in vitro SN EEAT 12 S W TR B
FMThoT,

ZZ T, B L7 PMN & L<IZPBMC 2 H W T, AR L DTGl
Xt 27 T 7 v B L OKF24345 DEHEZFR RN T T/ VUL HM T
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MEHER 27T b 0D, KF24345 B OERILHL ., £, 77 /7 v OfF

Alicxt T 20 MEREELREO NN >7-, £Z T, PMN & L <% PBMC

BT T )RV IABRREMR S THRDN, RLEKE S %2 EFES b O T
hodz, £, PMN & LLIZ PBMC Hi /D7 7 /7 ¥ BV IAFHITKT 5
KF24345 D&M Z X TH R, RilEkiZx T 2 HEMFEH L V8V E DT
o7z, KF24345 3MEH 9 2 ENTLIZH P ERB X O~ 7 n 7 7 =Y TORH
MHE SN TV DA, MMKEICIEENT2 5B L TW5 %079 KF24345
EDBRMERERNENT2Z 0 LT 7 /2 ¥ U HY A B O T 523 R L ERIZ b~
TREWVWZENREZEZDLND, LEDHRENS | MLH I T KF24345 O 7 7
UV AR EERICED2EEBEORESIT, RILEKZN LD EF X
b,

ZZ T, KRIMERFET TPMN B LU PBMC #iEMH{b S ¢ 7&K TT 7/
VU B X ONKF24345 OER Z RN T T VX EMTHES 2R S e
Sl ThiE, EERBTLEL TV ARWE I REHTT T /v E240no
T T TR, 20IFEAERELCITHRMEICE Y A F v, A EKIZAEH

TERD ol EEZLNT, KF24345 72 K7 5 7 ¥ VEL D A A BLE KIS
THIRE L T < &, RMEKR~OER Y AL FIC L o THIIAT 7 7 2 ViR
NGRSO, AMEKOEMAL, FFIZ PBMC O Y A~ A 2 pEA DI
ShiceBBzx b,

L b RAEVE A Bk OVEMEARIZ K95 KF24345 O 31X, Rk 77 7
VUMV IABBEEN LEBBERNRERICE 20T Z LR FRBREN
77
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e

FAi%. CDE diet #FH~ v ARMERICHT 277 7 ¥ VED A BB H EE
KF24345 O3ENA 1 = XL AT 2120720 | KF24345 3 2 T 5
it UCRIERREORE R, s L<IZmP oMz EE L, K217
mol, TORER, KF24345 O 7 5 7 v U HEMAERA NI BRI RKBE I D O
FEERMF THD FTHRMEROT T /7 & VRV ARLFEZ I L THKME
TF vy NS E, KIEEALKROFEEALEMHE TS 2 Lk v K&
T 5 (Fig. 19) T ENRB I iz,
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Figure 1 Production and metabolism of adenosine in the normal (A) and adverse (B)
condition.

ADA: adenosine deaminase, ADO: adenosine, ADP: adenosine diphosphate, AK:
adenosine kinase, AMP: adenosine monophosphate, ATP: adenosine triphosphate, Hx:
hypoxanthine, INO: inosine, 5’-N: 5’-nucleotidase, NT: nucleoside transporter, SAH:
S-adenosylhomocysteine, SAH: S-adenosylhomocysteine hydrorase, SAM:

S-adenosylmethionine, XA: xanthine.
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Figure 2 Chemical structure of KF24345.
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Figure 3 Inhibitory effects of KF24345 on adenosine uptake in mice ex vivo.

Mice were administered intravenously with 0.3 (O), 1 ([J) or 3 (@) mg/kg of KF24345.
Blood samples were collected the indicated times after the treatment and amounts of
adenosine uptake were measured as described in  “Materials and Methods’ . The values

represent the means + S.E. of five animals.
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Figure 4 Effect of intravenous administration of KF24345 on the mortality in mice with
CDE diet-induced acute pancreatitis.

Mice were exposed to CDE diet for 72 hours, and observed up to 144 hours after the
onset of CDE diet. Treatment of KF24345 (1.5 mg/kg intravenously) was started with the
onset of CDE diet. KF24345 or the vehicle, as control, was administered 4 times every
twelve hours thereafter. Values are percentages of the survived out of 10-25 animals. ***

P < 0.001, compared with the control group.
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Figure 5 Sequential changes in serum parameters in mice with acute pancreatitis induced

by CDE diet.

Blood samples were collected the indicated times after the onset of normal (O) or CDE
(@) diet. Serum lipase (A), GPT (B) and LDH (C) were measured as described in

“Materials and Methods” . The values represent the means + S.E. of five animals.
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Figure 6 Sequential changes in tissue adenosine in mice with acute pancreatitis induced
by CDE diet.

Pancreas (A) and liver (B) samples were collected the indicated times after the onset of
normal (O) or CDE (@) diet. Tissue adenosine was measured as described in “Materials
and Methods” . The values represent the means + S.E. of five animals. * p < 0.05 versus

normal diet group.
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Figure 7 Changes in ATP metabolite in mouse tissue with acute pancreatitis induced by
CDE diet.

Pancreas (A) and liver (B) samples were collected 24 hours after the onset of normal (L)
or CDE (M) diet. Adenosine triphosphate (ATP), adenosine diphosphate (ADP),
adenosine monophosphate (AMP), inosine (INO) and hypoxantine (Hx) were measured as
described in “Materials and Methods”. The values represent the means + S.E. of five

animals.
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Figure 8 Sequential changes in plasma adenosine in mice with acute pancreatitis induced
by CDE diet.

Plasma samples were collected the indicated times after the onset of normal (O) or CDE
(@) diet. Plasma adenosine was measured as described in “Materials and Methods”. The

values represent the means = S.E. of six or seven animals.
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Figure 9 Effects of KF24345 on tissue adenosine in mice with acute pancreatitis induced
by CDE diet.

KF24345 was administered intravenously 24 hours after the onset of normal (A) or CDE
(A) diet. Vehicle was administered intravenously 24 hours after the onset of normal (O)
or CDE (@) diet. Pancreas (A) and liver (B) samples were collected the indicated times
after the administration. Tissue adenosine was measured as described in “Materials and

Methods”. The values represent the means + S.E. of five animals.
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Figure 10 Effects of KF24345 on hypoxantine in mouse tissue with acute pancreatitis

KF24345 was administered intravenously 24 hours after the onset of normal (A) or CDE
(A) diet. Vehicle was administered intravenously 24 hours after the onset of normal (O)
or CDE (@) diet. Pancreas (A) and liver (B) samples were collected the indicated times
after the administration. Tissue hypoxantine was measured as described in “Materials and

Methods”. The values represent the means + S.E. of five animals.
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Figure 11 Effects of KF24345 on plasma adenosine in mice with acute pancreatitis
induced by CDE diet.

KF24345 was administered intravenously 24 hours after the onset of normal (A) or CDE
(A) diet. Vehicle was administered intravenously 24 hours after the onset of normal (O)
or CDE (@) diet. Plasma samples were collected the indicated times after the
administration. Plasma adenosine was measured as described in “Materials and Methods”.

The values represent the means = S.E. of four or five animals. * p < 0.05 versus vehicle

group.
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Figure 12 Effects of adenosine and adenosine uptake inhibitors on fMLP-induced
superoxide generation in PMN fractions.

Human PMN fractions were primed with 4 pg/mL of cytocharacin B and then treated with
the indicated concentration of adenosine (A) or with the indicated concentrations of
KF24345 (B), dipyridamole (C) and 0 (O) or 0.3 (@) umol/L of adenosine. 5 min after
the treatment, lucigenin and fMLP were added and superoxide generation was measured
as described in “Materials and Methods”. Results are shown as a percentage of the
fMLP-induced superoxide generation (Control) observed in the absence of adenosine and

the test inhibitor. The values represent mean = S.E. of six separate experiments, each

performed in duplicate.
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Figure 13 Effects of adenosine and adenosine uptake inhibitors on fMLP-induced
elastase release in PMN fractions.

Human PMN fractions were primed with 4 pg/mL of cytocharacin B and then treated with
the indicated concentration of adenosine (A) or with the indicated concentrations of
KF24345 (B), dipyridamole (C) and 0 (O) or 0.3 (@) umol/L of adenosine. 5 min after
the treatment, fMLP were added and the activity of released elastase was measured as
described in “Materials and Methods”. Results are shown as a percentage of the elastase
activity (Control) observed in the absence of adenosine and the test inhibitor. The values

represent mean + S.E. of five separate experiments, each performed in duplicate.

55/65



% of Control
[«>] (o] 8
o o o

R
0 0.1 1 10

adenosine (umol/L)

120 120
_ 100 — 100
o o
£ 80 8 80
3 S
: 60 - 60
= 40 = 40
20 20
0 I : : 0 I ’ ‘
0 0.1 1 0 0.1 1
KF24345 (umol/L) dipyridamole (umol/L)

Figure 14 Effects of adenosine and adenosine uptake inhibitors on LPS-induced cytokine

production in PBMC fractions.

Human PBMC fractions were treated with the indicated concentration of adenosine (A)
or with the indicated concentrations of KF24345 (B), dipyridamole (C) and 0 (O) or 1
(@) umol/L of adenosine. One hour after the treatment, the fractions were treated with
10 pg/mL of LPS. The supernatants were collected six hours after the LPS-treatment.
TNF-a in the supernatant was measured as described in “Materials and Methods”. Results
are shown as a percentage of the TNF-a production (Control) observed in the absence of

adenosine and the test inhibitor. The values represent mean + S.E. of eight separate

experiments, each performed in duplicate.
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Figure 15 Inhibitory effects of KF24345 on adenosine uptake in blood fractions.

Human PMN (A), PBMC (B) or erythrocyte (C) fractions were treated with 0 (@), 0.1
(A), 0.3 () or 1 (O) pumol/L of KF24345. After the treatment, the fractions were
incubated with [*H] adenosine for the indicated time and amounts of adenosine uptake
were measured as described in ‘“Materials and Methods’. The values represent the means

of two determinants.
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Figure 16 Effects of adenosine and adenosine uptake inhibitors on fMLP-induced
elastase release in PMN and erythrocyte fractions.

Human PMN and erythrocyte fractions were primed with 4 ug/mL of cytocharacin B and
then treated with the indicated concentration of adenosine (A) or with the indicated
concentrations of KF24345 (B), dilazep (C), dipyridamole (D) and 0 (O) or 1 (@)
umol/L of adenosine. 5 min after the treatment, fMLP were added and the activity of
released elastase was measured as described in “Materials and Methods”. Results are
shown as a percentage of the elastase activity (Control) observed in the absence of

adenosine and the test inhibitor. The values represent mean + S.E. of four separate

experiments, each performed in duplicate.
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Figure 17 Effects of adenosine and adenosine uptake inhibitors on LPS-induced cytokine
production in PBMC and erythrocyte fractions.

Human PBMC and erythrocyte fractions were treated with the indicated concentrations of
adenosine and 0 (@), 0.01 ([J), 0.1 (A) or 1 (O) umol/L of KF24345 (A), dilazep (B) or
dipyridamole (C). One hour after the treatment, the fractions were treated with 10 pg/mL
of LPS. The supernatants were collected six hours after the LPS-treatment. TNF-a in the
supernatant was measured as described in “Materials and Methods”. Results are shown as
a percentage of the TNF-a production (Control) observed in the absence of adenosine and

the test inhibitor. The values represent the means of three determinants.
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Figure 18 Effects of adenosine deaminase (ADA) on the inhibitions of LPS-induced
TNF-a production by adenosine and adenosine uptake inhibitors in PBMC and
erythrocyte fractions.

Human PBMC and erythrocyte fractions were treated with () or without (LJ1) ADA and
10 umol/L of adenosine and 1 pmol/L of KF24345, dilazep or dipyridamole. One hour
after the treatment, the fractions were treated with 10 pg/mL of LPS. The supernatants
were collected six hours after the LPS-treatment. TNF-a in the supernatant was measured
as described in “Materials and Methods”. Results are shown as a percentage of the TNF-a
production (Control) observed in the absence of adenosine, ADA and the test inhibitor.
The values represent mean + S.E. of five separate experiments, each performed in

duplicate.
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Figure 19 Mechanism of inhibitory effects of KF24345 on acute pancreatitis in mice.
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Table 1 Effects of intravenous administration of KF24345 on the serum parameters in

mice with CDE diet-induced acute pancreatitis.

Normal Control KF24345
Amylase 5294 =+ 132 15247 =+ 2333 12088 =+ 1253
Lipase 32 = 10 1804 =+ 390 1399 = 184
GPT 12 = 2 17200 = 1203 12188 == 914 *
GOT 177 = 8 35798 =+« 2392 26659 =+ 1735 *
LDH 260 =+ 44 43135 + 3770 29278 + 2876 *
(IU/L)

* P < 0.05, compared with the control group.
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Table 2 Sequential Changes in adenosine metabolites in mouse pancreas and liver with acute pancreatitis induced by CDE diet.

Pancreas
Time (h) ATP ADP AMP INO Hx
0 Pre 9435 =+ 220 1281 + 183 429 + 50 142 = 1.1 33 = 3.0
16 Normal diet 9853 + 256 1064 + 71 344 = 10 146 =+ 15 20 = 04
CDE diet 7440 = 244 790 = 26 259 + 17 113 =+ 04 1998 + 146
24 Normal diet 8467 =+ 435 1098 + 63 366 *+ 53 128 = 1.9 23 = 1.9
CDE diet 7381 =+ 162 725 + 22 244 + 13 9.1 1871 £+ 127
48 Normal diet 8162 + 459 1291 + 122 456 + 54 10.2 = 0.9 22 = 14
CDE diet 7489 =+ 362 1419 + 169 548 = 76 19.0 = 1.9 1017 += 96
(pmol/mg dry tissue)
Liver
Time (h) ATP ADP AMP INO Hx
0 Pre 6434 + 613 2676 =+ 302 1570 += 566 3.3 41 + 44
16 Normal diet 7820 =+ 225 1654 + 114 605 + 78 11.0 = 34 19 + 1.3
CDE diet 6062 + 198 1259 + 76 499 + 83 6.0 = 0.5 1917 £ 325
24 Normal diet 9446 =+ 360 2074 = 147 787 *+ 89 54 = 1.8 26 = 21
CDE diet 6940 =+ 499 1760 += 37 817 = 35 54 = 05 3125 *+ 617
48 Normal diet 9967 =+ 252 1808 + 74 631 + 36 34 N.D. *
CDE diet 4029 + 738 1014 £+ 101 505 =+ 46 75 = 1.6 106 = 35

* N.D.; Not detected
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Table 3 Effects of KF24345 on adenosine metabolites in mouse pancreas and liver with acute pancreatitis induced by CDE diet.

Pancreas Normal diet

Time (min) ATP ADP AMP INO Hx
0 Pre 7405 £ 112 1229 =+ 60 256 *+ 17 222 = 29 19.1 £ 1.7
10 vehicle 7767 £ 269 1305 =+ 63 266 *+ 28 203 = 1.9 184 + 24
KF 7775 = 368 1257 =+ 47 235 + 12 200 *+ 0.9 172 = 1.8
30 vehicle 7998 + 289 1350 =+ 34 269 = 15 176 £ 2.7 17.3
KE 7993 £ 245 1313 &+ 72 295 *+ 15 194 £ 13 13.6
90 vehicle 8077 + 234 1396 + 52 295 + 29 186 = 14 39.5 *+ 26.6
KF 8344 + 296 1453 =+ 92 327 * 24 19.2 + 1.2 14.6

(pmol/mg dry tissue)

Pancreas CDE diet

Time (min) ATP ADP AMP INO Hx
0 Pre 11789 =+ 552 1129 =+ 45 366 =+ 20 116 £ 05 2371 £ 244
10 vehicle 10778 £+ 609 1102 + 44 273 = 8 114 = 141 2262 = 195
KE 11237 £ 723 1298 =+ 107 358 + 37 134 £+ 28 2600 + 108
30 vehicle 10261 =+ 204 1373 = 125 399 =+ 60 33.6 + 22.7 2712 £ 330
KF 9833 =+ 459 1040 =+ 85 286 + 38 130 = 14 2325 = 199
90 vehicle 10323 + 717 1095 =+ 69 267 *+ 15 3.3 1810 =+ 347
KF 6669 + 329 1077 =+ 95 194 £ 29 179 = 1.1 1496 =+ 143

(pmol/mg dry tissue)
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Table 3 Continued.

Liver Normal diet
Time (min) ATP ADP AMP INO Hx
0 Pre 8186 =+ 345 1952 + 173 437 + 68 221 = 20 64.7 = 44
10 vehicle 8457 =+ 591 1806 + 95 313 = 18 124 + 28 711 = 1.7
KF 8390 =+ 372 1758 £+ 82 387 *+ 67 83 = 0.3 745 = 26
30 vehicle 7015 =+ 504 2112 = 204 812 + 185 9.7 £ 1.2 662 + 1.8
KF 8647 + 488 1832 + 72 463 = 50 80 + 05 719 = 28
90 vehicle 7135 = 724 2009 = 170 760 = 190 13.9 £ 4.1 620 = 6.3
KF 7583 =+ 350 1592 + 94 402 = 65 80 = 15 51.7 = 3.9
(pmol/mg dry tissue)
Liver CDE diet
Time (min) ATP ADP AMP INO Hx
0 Pre 6217 *+ 169 2124 + 102 1149 + 108 109 + 26 2370 = 270
10 vehicle 6670 = 247 1787 £ 153 845 = 77 13.6 = 0.6 2459 *= 165
KF 5895 + 258 1836 + 63 934 + 45 15.0 = 0.9 2195 =+ 312
30 vehicle 6215 *+ 410 1951 + 69 1000 + 51 149 + 05 2490 =+ 333
KF 6684 + 494 1817 £ 115 851 = 35 16.1 = 0.7 3483 = 275
90 vehicle 6128 + 232 1833 + 132 929 + 117 154 = 1.7 2970 =+ 326
KE 6566 + 183 1927 + 158 997 + 145 16.2 = 1.6 3246 = 169

(pmol/mg dry tissue)

65/65



