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F-0401 is a newly synthesized dihydropyridine derivative with both antago-
nistic activity on platelet-activating factor (PAF) and inhibitory action on
thromboxane A,(TXA,) synthetase activity. In the present study, we examined
the effects of F-0401 on platelet aggregations in vitro and ex vivo in rabbits. F-
0401 prevented PAF-, arachidonic acid (AA)- and collagen-induced platelet
aggregations in vitro, but did not prevent the aggregation by ADP. The
inhibitory effect of F-0401 on the aggregation by PAF (ICs value: 3.4 X 107 ° M)
or by the threshold amount of AA (ICs value: 4.3X107°M) had the same
potency as that of CV-3988 (a PAF antagonist) and ozagrel a (TXA, synthetase
inhibitor). Ex vivo studies also revealed that the anti-aggregatory effect occurred
1h after the treatment of F-0401 (>10mg/kg, p.o.) and this effect had a
tendency to last for 6h. Nicardipine prevented the platelet aggregation only by
PAF (ICs value: 6.6 X 107° M) in vitro. However, the preventive effect was not
seen ex vivoe. On the other hand, neither nifedipine nor flunarizine showed any
effect on the stimulant-induced platelet aggregation in rabbits. These results
suggest that F-0401 has anti-aggregatory action, which is attributable to both
PAF antagonistic action and TXA, synthetase inhibition in vitro and ex vivo.

Keywords——F-0401; dihydropyridine derivative; PAF antagonistic action;
TXA, synthetase inhibition; anti-aggregatory effect; rabbit platelet
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AR Y £ Fovy v (DHP) FHE(AF-0401((£)-(E)-3-[4-(1-imidazolyl)methylphenyl]-
2-propen-1-yl methyl 1,4-dihydro-2,6-dimethyl-4-(3-nitrophenyl)-3,5-pyridinedicarboxylate) (%,
X E2HWICERT, KINEERMEICECMERER MOIMFEEIMER 2784 Z L8RS
NTHBY, KMEBEEEBERE L TCOICHSIEEINS Ca? i Th 5.
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WABEE SN TWVA.Y HIVMEEE L TR, 7REY ¥ OFMEAHENLL TV 55, cyclo-
oxygenase (CO) P 3K (3 thromboxane A, (TXA,) FEARD A 1359, M/IMRECRINGIEH 26
9 % prostaglandin I, (PGL) OFEAGIFEITI20WbWY S “TAEY vy UL v "9 PRjEE SN
5T ED D, TXA, SERHEROERAGLHIR S LTV 5. Fict ¥ 7 Lovid, IMEITER
DOYEHD & L THFRIGH SN, MEMICBT 2 TXA, ORSAEXR LTV, A TEE,
platelet-activating factor (PAF) fEHi3E BN52021 75, R 7 % X I OfMEIMHERREE 7 VICB W
T, MR OMMKET &R 5 21THREOWRELF O/ LWMEDY s Tk, MK
PRI TS PAF AEHSN B L5101 D, PAF b INEMEEL ERES ¥ 5NTFELTH
BLTWAI EMWREBENTWVWS. O 7, Ca" RIVIMIEEICB VT HEESHIA A ~
KAy ey Py —THbEBELONTED, NI IMDEREDE LT D Ca?” EpiERIc
VMRS #E ST 5, 270 |

F-0401 (3, Ca?* FEHUFHIREE T Y ¥ FifiVMR PH]PAF #E&FEEH™ AT, b MiVMR
Iy uy — A TXA, BRRBERIEEERY 2%Bd 5 EPHonTB O, IVMUCET 51EH
DEFFS NG, T4, F-0401 OHUIVMUERZMEIC 2 7cic, MVMEEEYHEE L
T PAF & O arachidonic acid (AA) 0%, —f&ICNHE NS 2 5 — 5 v R T ADP %2 &Y, ¥
B F I MREFEE IS 4 A INEWER % in vitro O ex vivo TEHE®D Ca?™ i3 d 5 Wi/
B R & HhBRET L 7o D THEE 4 5.

£ B o W

1. EEREMW  (AE 1.8-2.8kg OHAOMEMENE Y v+ GREERIY) 2RV, 39
FERICMERYT 5% To LERM, B 2242°C, B 55110% OEWZETHE L, fEKRUK
Eok i B BB 1.

2. [FEEREY WEREELLTF0401, =72V, HBE=ALYEY (=AY EY),
AHFTLIF R Y oA (XFT L), CV-3988 (LI EBEMAR), @7 vFr )Yy (75
Uy, Sigma), 7TAEY Y (FHEHE) KO oy v FDERERD 2RV, EYRORE
& L T platelet-activating factor (PAF, Avant polar lipid.), sodium arachidonate (AA, Sigma), 3
5 -4y, ADP (DI EREFE R 7 v+ Y v 4a (RBEHEE), polyoxyethylene (60)
hydrogenated castor oil (HCO-60, H357 I ANV X)), Y A F VRNV EF v F (DMSO, FDEHEE)
ZHu0i,

3. In Vitro MVMREEMSIER  Born W O LI - TiT-72. THbL, 94 FoD
FEIRE D 3.8% 7 T VB P U U A LFICKL 9B (45ml) ZHRIML, 200Xg, 20°C T 1543
RO EE L 7o Big 2 2 VMR (PRP) & L7z, & 5% 1% 1500 Xg, 20°C T 10 4yfEleE
OB U T2 IM/IMRIMAE (PPP) %7572, PRP I EBMERGTEES (MEK-4150, HAEE) 1T
I/ IV JIE L e,

WRERSE G 12 PRP 200 11 123 L 10l 2H0Z, 37°C T 1054 v F 2 ~N— b L. ZD,
PAF (10ng/ml, & EE), AA (ImMm, [{), 25 -4 (Sugml, [A]) Xid ADP (5umM, &)
10l A, BERIGE T 7)) a2 x — % — (PAT-4A, "4 444 2 v ) #HOWTHIEL
fo. ¥1z, BUE L~V AA BHEDOSERTIE, SEREBICERELEIRT 5 AA O/DBEEARD
Ttk [EIRRTS G CHEREE DS A MR L 72,

PR AR RTALE B DR KEHER % 100% & L /2B O ERSRILE B O KEVER T, IR
AR U HBEPFER (Fieller %) X0 ICo HEZRH L /2.

NII-Electronic Library Service



54 Vol. 115 (1995)

F-0401 KU =7 = Y £ |3 DMSO IR, [F8 D HCO-60,/ T4 / — ) (1:1) IS IR
L, CV3988 i34/ — Wi, #F T VLI, =ALIE Y, ZUF YTy, TAEY YRV
NN IIREEDKIT T N E WEE%, BEAEKICTHEIRL TRV . BIREOSKEBER I FNE
n05% &L 7.

4. ExVivo MUMEEEMFIER v 9 FI3ERSEE IS | WSR3 BB S OF 6 B
B REES—6 VL& Lic, BRIMBEEN, HAIE LTy F 1K 2 R SR R O
B#o2mlEL, H5nLH04ml D 3.8% 7 = vgAj LS EHWTHERE O
MU (3.6 ml), 3IFE[ERRIC PRP XU PPP 215, Ifil/IMRECERIE L 72, HI/)MRERE (X PRP 200
1 % 37°C THET, BEEEYHE 10pl Z27ML, 3HEERCRIEL /2.

WEEIIVTNG 5% TIET TLBKICFEL, (AE 1kg 4720 Sml 2R O¥E L. &
7o, XMEBERICIE 5% 7 9 BT T AR EERRCES Uic, #BREORIRIL, WEERE 1,3 %
O 6 RefiHEIc, WEREEB SRR O RERERYE I & 2 5 REHEEROE L Sk, MFIsR
ERERTOBERE 100% & LcHORGROBERIDBEH U, EHEERILZZ itk
BIMVIMREBEEN DR L, FHYIOEH2XAT 5 1ovic, EEERICE, BYRSHI% v
WU EB O VB O IMIBHED A ZR LT, BEEZOBER, [[E—FEEBI T paired
t-test T, HZERFERITIE Dunnett DL HEE ATV, GBRESY UTE26-TEEE L1

] xR

1. In Vitro /MR EESEMHIVER

(1) PAFBEICXTB/ER  F-0401 (3X107—1X107*M) 3R IKIENIC PAF EHE%
L, 208713 CV3988 D 3%, = ALY E VD W0ETH -1, —H=7=VEY, 7
F U Y 3X107 M) ITIZIA S S I IFIEEY SIS h - 7 (Table 1),

(2) 1mM AA BEICHTBER  F-0401 (3X 1073 X 10 *M) [FEEEKFIIIC lmM AA
BEEAZMIFIL, ZOMARTAE) YO 12, £ F LV ERIETH > 1. —F, =AMV E Y,
=72 VEVRUZNVF Y VY (B3X1074m) T2 S D IS EINEE) S NS h - f2 (Table 1),

3 aS—FURECKTBER  F-0401 (3X107°—3X10 *M) FERERENICT 5 —
rUEBREAIEIL, ORI TRAE ) YD 14, ATV IVKRT N v EZIERI%ETH -

TaBLE 1. Effects of F-0401 and Reference Compounds on Platelet Aggregation
in Rabbit PRP (In Vitro)

ICso (M)
Compounds
PAF (10ng/ml)» AA (1mm)? Collagen (5 pg/ml)® ADP (5 um)®

F-0401 3.4X107° 1.5x10°* 8.0x107° >3.0x107*
Nicardipine 6.6X107° >3.0x107* >3.0x107* >3.0Xx107*
Nifedipine >3.0x107* >3.0x107* >3.0X107* >3.0x107*
Flunarizine >3.0Xx107* >3.0x107* >3.0x107* >3.0x107*
CV-3988 1.1X107° >3.0x107* >3.0x107* >3.0x107*
Ozagrel >3.0x107* 2.2X107* 1.5x107* >3.0x107*
Aspirin — 5.4X107° 2.0X1073 —
Papaverine — — 8.9x107° 1.9X107*

Platelet activating factor (PAF), arachidonic acid (AA), collagen or ADP was added to PRP after
incubation (10min) with each compound at 37°C. a) concentration of each aggregator. —: no test.
N=6—11.
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1. —hH, =AY Ey, =72V VRY, TaBLE II. Effects of F-0401, Ozagrel and
N —4 “11HH & P T S Aspirin on Rabbit Platelet Aggregation

? }I/-j: ¥ (X107 m) 1 A5 2212 B3 Induced by Threshold Level (0.05—
B SN - 72 (Table I), 0.075 mm)-Arachidonic Acid

(49 ADPBEEICXTBER Yy (AA) in Vitro
(B3X107°—=3X107* M) JFEEKEN I ADP %t Compounds ICso (M)
HEAMEI L 7258, F-0401 RO % Dfthd 3 13 F-0401 4.3%107
3X1074*M THH S L IEIGEIAED S s h - Ozagrel 1.1X10°¢
7= (Table T) Aspirin 1.2X107?

3 BELARIVAARECHTBER AA was added to PRP after incubation (10

in) with each d at 37°C. N=6.
AA OV MEEHEEIE DM 1L 0.05—0075my ) With each compound a

TH - Fo. F-0401 3X1077—3X 1075 M) 218
RN EIE L~ AA BHEEAZMIEIL, Z0%)
HET7TREY YD 3fE, AT LD 13 TH - 7z (Table 11).

2. Ex Vivo M/MREEEMNHIVER '

SHBEORE. 1, 3 KU 6 Hfi% D PAF-, ImM AA-, 75 —4 -, ADP- RUBMEL N
AA-FRIMVIMREIE X, ZNEnE5HiE & ORICEZRED M - 1o (Fig. 1-5).

(1) PAFBEICXITH{EA  F-0401 13 10mglkg, p.o. TG 3 Bk H» 5, 30mg/kg, p.o.
TS 1% &, STREEROT LEE (p<0.05) BIEWER AR L1z, 2 OEHIZEYS 6
Bt coEE L THD, SARIEERIIR 461.3110.0 (6 Hfi5%) KU 68.1+10.4% (1 Byfs%)
THot. 7TAEY VB (100mg/kg, p.o.), &7 LIVEE (30mg/kg, p.o.) RUO=h VY ¥ VB
(1 kU 3mglkg, p.o.) IZI3ZFRZIEINED S8 H - o (Fig. 1).

ozagrel
= 0 Of ~G=——"G——
X
e
£ 50 50
o
o
3 100 100 L . .
© 0 1 3 6 0 3 6
2
g nicardipine aspirin
[oR
s
2 50 50
<
£
100 100
0 1 3 6 0 1 3 6

Time after administration (h)

Fig. 1. Effects of F-0401 and Reference Compounds on ex Vivo Platelet Aggregation Induced
by Platelet-activating Factor (10ng/ml) in Rabbits

Each point shows the mean=S.E. of 56 rabbits. The value before administration of
the drug is regarded as 100%5. *, p<0.05; %%, p<0.01 as compared with control group.

O, control; ®, F-0401, 10mg/kg, p.o.; A, F-0401, 30mg/kg, p.o.; B, nicardipine, 1
mg/kg, p.o.; ¥, nicardipine, 3mg/kg, p.o.; 4, ozagrel, 30 mg/kg, p.o.; [J, aspirin, 100 mg/kg,
p.o.
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(2) 1mMAA BEICXTBER  F-0401 3 30mg/kg, p.o. TS 1 BRfE%0 5, BRI
SHLAEE <005 SMEWER %27 L. #OIERIZRS1% 3 R o X, RAIMEIRIL
29.21£6.5% (1 HffEfR) ThHo7. 7AE ) yEHREEHR 1 BM» S 6 Bl T, 85% LI Eo
FIHEME (p<0001) %2, A4 7 L AETRESH 1ER» S 3IEEE TRREKR3S1E
8.4% (1 HE:fi., p<0.01) OMEIER LIz, =H Y E VvBEICIIERAKINGEINED s -
- (Fig. 2).

F-0401 ozagrel
~ O 0
&
- *:* ” *k
2 50 50
©
o
o
S 100
g% 0 3 6 0 1 3 6
® e .
© nicardipine aspirin
[
S 0 m 0
ks
[ e
°
¥ 50 50 ¢
£
<
100 100
0 1 3 6 0 1 3 6

Time after administration (h)

Fig. 2. Effects of F-0401 and Reference Compounds on ex Vivo Platelet Aggregation Induced
by Arachidonic Acid (1 mMm) in Rabbits

Each point shows the mean+S.E. of 5—6 rabbits. The value before administration of
the drug is regarded as 100%. x, p<0.05; %%, p <0.01; sk, p<0.001 as compared with
control group.

O, control; ®, F-0401, 10mg/kg, p.o.; A, F-0401, 30mg/kg, p.o.; M, nicardipine, 1
mg/kg, p.o.; ¥, nicardipine, 3 mg/kg, p.o.; A, ozagrel, 30 mg/kg, p.o.; [, aspirin, 100 mg/kg,
D-o.

3) AS—FUVEEICHTBZER  F-0401 B THRA25% Btk DG Z R LA, it
LOMICEEBEATD Mot — 8, TAREY YEIIRYS% 1D S 6 B E T, 50% Ri
BOEHSIEIER (p<0.05) 2R L, 4% 7 L VBEEY 5% 3 I 31.129.3% O+ R
L (p<0.01). =4 VY E VB ZFRBSHGIHD Shidh - 7o (Fig. 3).

(4) ADPREICXTBER  F-0401 BHZHK 25% Rtk OMFIE/R L7chs, MR & D
FICEEEEZRDEh -7, TREY VB, B58% 6 BFEIC 19.317.2% (p<0.05) D5\
BIER AR LS, = ANV E YROASF 7 LIVERC I3HIEIHEE% & s - /o (Fig. 4).

(5) BELNIVAABEICXNTIER AA OIIVMIEHREKE OB 0.1—03 mM T
H - 7z,

F-0401 (3 10mg/kg % U 30mglkg, p.o. C, 5% 10fH SHIGIEM 2R L, SRR
K 4242.5111.7 (6 Byf)1%, p<0.05) K 0F50.81+15.1% (B EfH%, p<0.05) THh-7. 7TRYE
D VB SR 1B O 3 E TR, 6 BB TS 89.6110.59 D E N 75 MEI/EH
@<0.001) ZR L7z, F7h, 427 L BHCIIRESH% 1 EREICR bM< (84.7213.3%, p<
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Fig. 3.
by Collagen (5 1#g/ml) in Rabbits

Effects of F-0401 and Reference Compounds on ex Vivo Platelet Aggregation Induced

Each point shows the mean®S.E. of 5—6 rabbits. The value before administration of
the drug is regarded as 1009. *, p<0.05; **, p<0.01 as compared with control group.

O, control; &, F-0401, 10mg/kg, p.o.; A, F-0401, 30mgkg, p.o.; B, nicardipine, 1
mg/kg, p.o.; ¥, nicardipine, 3 mg/kg, p.o.; A, ozagrel, 30 mg/kg, p.o.; U, aspirin, 100 mg/kg,

p-o.

F-0401
g 0
S
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S 9
C
Q
£ 50
N oy
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Fig. 4. Effects of F-0401 and Reference Compounds on ex Vivo Platelet Aggregation Induced

by ADP (5 M) in Rabbits

Each point shows the mean+S.E. of 5—6 rabbits. The value before administration of
the drug is regarded as 100%. *, p<0.05 as compared with control group.

O, control; ®, F-0401, 10mg/kg, p.o.; &, F-0401, 30mg/kg, p.o.; B, nicardipine, 1
mg/kg, p.o.; ¥, nicardipine, 3 mg/kg, p.o.; A, ozagrel, 30 mg/kg, p.o.; [, aspirin, 100 mg/kg,

p-o.
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F-0401 ozagrel
o} 0
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Fig. 5. Effects of F-0401 and Reference Compounds on ex Vivo Platelet Aggregation Induced
by Threshold Amount (0.1—0.3 mMm) of Arachidonic Acid in Rabbits

Each point shows the mean®=S.E. of 5—6 rabbits. The value before administration of
the drug is regarded as 100%. *, p<0.05; *%, p<0.01; sk, p<0.001 as compared with
control group.

O, control; ®, F-0401, 10mg/kg, p.o.; A, F-0401, 30mg/kg, p.o.; B, nicardipine, 1
mg/kg, p.o.; ¥, nicardipine, 3 mg/kg, p.o.; A, ozagrel, 30 mg/kg, p.o.; [}, aspirin, 100 mg/kg,
p-o.

0.001), 6 Bt THHEE TR WA 51.2124.4% OFHTIMEILZE D Shizh, = vy
BT S b I 338 & sy 5 o (Fig. 5).

% =

1. In Vitro [MU/MRERENFI/EH

F-0401 I3 PAF-, AA- U2 5 — 7 ViR O/ MRESE 21 L 753, ADP BR324
HIIERD S N8 - 7z,

(1) PAFBEICXITB/ERA  F-0401 O%J) (ICx fl: 3.4X107°m) &, fRFEH PAF bt
3K CV-3988 DHI 3L L ETH » 72, —F, Ca’* FEHiE=H VY ¥ vicld PAF BHENHIVER
DR SNTDS, & DE)IIE F-0401 D) 120 £§§L, =7 = VEVYRTTIVF YV VITIRE
FADERD S8 - fz. PAFIC K B M/MREERICIE, MIFIAN~D Ca** EADBEL, PAF 2%
1R & Ca?" A ICBEEN R I N TV A0, SEOEE R, 5 v MOBESEA~O [PH]-
= b Ly VY VEEAAEER ROy % FREK Ca> SHEINHIMER 2 53R ko Ca?t #ijt
YER O, (F-0401 © =AY E Y I =72V =1:10:10) & 13—EF, v F/M
PAF #£ABHEEA® O AIEE B —F L1z, 2D T &3, F-0401 O PAF BEEMNGIER »
PAF {EAMHEERICE D RBE LA EERELTWS,. L L, F-0401 O PAF BAEMEIER
3, fthoodEyr & EIRRIC PAF FEAMHEIER K 1.4X107°m)™® OFg 1250 TH b, WHEITK
XISENDH - 1o, THRAEEERTIX PRP %2, HAERCRESIIVMIEZHWTEBY, WE
BRI CH /- PAF BEICH 300 f50ENH 5 Lic kb b0 EBbn s, PRP TR, M
DT INVT I Y OFET PAF OIEHESIK T4 5 2 E8HoNTE D, HREvMUC L ~1EH
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HECKBO PAF 2N EETHEEZOLNS,

2) AABEIHTBER  AA T TXA, FEAEAN U CIVIMR 2 B & & 5 (ORI ISE
T, % DOEHEIX CORHERD 2 0 I3 TXA, AR ERIC L > Tiliffla 0 5.7 LL, §i
DA, AA DESEETHEREANEIT 2D L, BE T, TXA, EAETEEIHE L
Tbd, SEED AA L BBELTRICIFI TR, RFEEEDO AA BRI LT, KbiEn
MEWERATRT &N 3.2 ZOHHE LT TXA, SR ERINCHE T 5 &, @RIt
% L 72 PGH, DSBHERURICINET 300 & B 5N TV A, £ 2T, BAGSERE AA I
2T, BIEEE D AA BRI 2ER M TRET L 7. £ DFER, TXA, BRkBERER A
W7 L IVIZEEE AA BHE X 0 GEIEERE AA BEERICKH LK 200 fEsWIRIER 2R L7, —
HCOMERKT 2L Y v Tid, ZOHIBSHEREL/NESD» -7, F-0401 A Y7 LoV EERRE
(B AA BRI Ui WIEIER (ICs fE: 4.3X107%m) AR LT &5, TXA, SRk#ER
RHEAERH (ICsfli: 2.5X1077M)W Ik, AABEMGEIEHEZREL TWa I LRKREN
fo. T, TXA, SHEAEICH Ca¥ AN &L ORBEIREB SN TED,? Ca2t i odic
2, TXA, SAEETEREZET 5 b0PME SN TV 503,29 F-0401 13 TXA, DLELT F
o 7T 5 U46619 BFRDMVIMIEHEICBAERIT ST (REERT— ), TXA SERKEGUE
HAHIRBWI EEHREL TV,

(3) ADPBEICXITBER ADP (%, E bII/IMK T2 adenylate cyclase fHEIT & 5 —1K
BHEE TXA, FEEAN U TIREBHEA T X8 905,77 o 4 FMVIMIE T IZ—IREEE D & % it
L, % Ok phosphodiesterase (PDE) fEER cHHIcIfla b T EPHoN TV S, ™ &
EoOFKAL OEE TS, PDERHEIR v e~ vicd A ADP BHENGIEASRAD 54, 7R EY
VRS LTI S D ISINEINERD SNEo o 72, F-0401 13 107° M THHL cAMP FrEYE:
PDE MIZEMEAARET 2 C EMHEEEN TV A0, 1Y A0l ADP BHELMHI LS h - o2 &
5, F-0401 OI/IMREME(ERIC 1, PDEHEEHOBMS RV D EEDLNS.

@ 35— UREINTSER 35— VIRIVM EDOSZERC/ERLT, C+7—
YRR, Ca’t ZENL THIKEAN Ca2t IBE A PR X8, Zhn TXA, FEAEEEL, I/ Mkt
HEAERTZEELNTVE. D CDa5—F VEEICHL, F0401 37 R Y Y REA ¥ S
Vv EREIRRIS, SEE AA BRI AEH L RFE O THIffER Z /R Lc. £/, o
Ca’t BEFEICBFHRIEHB RN > T &5, F0401 ©a 5 —4 VEERIZHT 54
Hig, TXA, OEHRHEERIC L 2B b0 EFE L oN 5,

(5) Ca" BREMLOBE  Co¥' IOV IMUEHOERMY & LT, /M
BAKEMED Ca** F ¥ FINVOELEPED SN W ED 5,30 Ca?t HEHEHUA DS D
AIREMASEF STV AL D W b F OHUMVIMIIER 1L, Ca?t FEHER I LN THERYD
TEWESNE. RADKETH, =HY YO PAF BEEMEIER 0O&711d, » + F KRk
EARICBT A Ca?t FEFUWERY O 1/10000 TH - 7. Znicxi L, F-0401 O [/ MrEEEM]
YER I Ca®* HEPER K 110 HB TRES NS 2 &0 5, F-0401 3EEFDO Ca?t #ifndé e &
50, PAFFEABEKR U TXA, AR EERICER T 5 [I/MUBHRIEIEH S FHH T
B ENRBEINI

1B, MUVIMIEREEIC X0 OGRS C EMBFHIS N TV S8, F-0401 O ZOERIIGE b
MM TEHEENE T EEHELTWE (REET— ).

2. Ex Vivo IUMRERSEMSIER

In vitro TRRIMVIMICEIHRERZ R I 20 Ca? T F5HERT &, in vive TIRIM/REERETLEE A
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PE- 7REET, [MVIMREESEZINE] L 7z LGS T0 5,97 MENERICE, MEEZ T3
I & T PGL 75 & DI/ IMESEIIHIR F 2 A T A 1EH M H 5 2 Eh 5, Ca* i OEH
SETFR OB B EZZ oNTVWA. D 22T, SEEAIE, BEFRAERBELLSOVE
KHER Y3 FIRBOBS L, ex vivo I8 5 F-0401 OII/IMREBEEMGHWERZ = VY E v
& HERET L7z, F-0401 (3 in vitro DEFES KL L T, ex vivo I2B W T & PAF > BIEERE AA
> EIREL AA BER ORI/ MREER Z B EICHIR L7, 72, F0401 3EETRIEVH T 5 —
v U ADP BESEICXT L C b IIHHERZ R L7z, WBE TR 7R ) v &4 7 L IvicBiflE
B AA, SEE AABRKRU 5 -7 VEERIOHT 2MEWERSED Sk, 758, in vitro
& ex vivo TREERIMAENREIZY, BIEMSHERS =2 - VEEEL COLRINTH 5 DTkt

L, %EREBIRICEEFHEZH L CoRIMTH 5. A58 E BV TORIMIZ, FRImL 1M
BHD TXA, BBEEICE S EMRESNTVE 0, SE, @EDM/MEICEIEEL,
exvivo THIMVIMIEDBD L TORWI ERHEELTWS, L2 -> T, invitro & ex vivo TD
AA BEEBE OE WL, ENOFMICKEELG 5 &0 TIIEL &M L 7.

—F, =HhwY D PAF BEEIEITERIL, exvivo TIIEBEEINEH 5. T/, CV-3988
DOEOBEDPENTH S L1, FTRABRBBETHRELTVWS, oDl &hD, F0401 7
BOK5cd, BEMEHI X AMBENIER TR, EERM/MOUCE W CEENHE £ L
TWAB I ENRBI N, AEEREMHITH T 3 F-0401 OI/IMKEEMEWER L, /MrEE %
SEAIMIZ BT A Y YEERATIEI WS, in vivo T PAF BEHEA & TXA, SRS ENE
HAERHCRBI L EAREBL TV 3,

5 i
VIED Z &Eh 6, F-0401 13 in vitro 2T ex vivo & 4 FI/]MRICEB W T PAF #E&FHEEH &
TXA, & EEFRAEEAICRER T 2 IV MREENGEIER=E 4 5 C L0 HERR S vk,

W RMERADICHID, AP L THECV R, TARBLCRERK, BRI
HUET.
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