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1. FE .
MR meERE s &£ LD, prosta-
glandins é}i?,, mEeEE 7T 3 >,
NEBSEWE O, AAfEf S LM
26T 52 =— s BT H B, EER
FELHECBEEL TSI EDBEHINTS
N, FMMREE L ORFEDO mediator
R2ETAHAILEDLHRECEIBEELTE
D, RERAEBECBNTEFORE, HE
CEELTASEDEEZ 5N THED),
FRABMBEBBAICBNTEME DS
BEOTENELTHBE I EPHAENTE
h, ThiEMmRE D omErESET 3 >
(histamine, 5-HT) OFEHBICEDAETD,
F D= DICFHIF O BERE R EARERE
CHELBL BB ETNTNS (®1)3),
Z O RIS BTESBVES o i
HEFICHESTHILICLVEHENhD
platelet activating factor(PAF)
EALT, m/ERE D MEESET 3 » 5
i nd), F20R, R oFEsE
BROWD L BB SET L EPHESTH
T3 5), MR L D OMBEEET « >
ORI DL TiEk L D @BEDEI &5
T Ebbh TS, HifE#E (Clr,
Cls HI%IF]) TH 5 FUT-175 DEEIC £
N, [MED & O 5-HT O b NCE
KOBEPIHINE L5, MMED
C3 L+ 7% —LBEESGRENL TOR
HitgrE & Bk 6),

F L TRAIBERNRPAFR|THD
etizolam 7t b NC FERFEATHT PAF R T

R EHEF, IRIER, REHR

HAEPGL 2HETAHLICLD, BFRE

P MR BRIC 81T 2 PAF OBL & &5
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2. Xk --HiE

1) in vitro: EEFERL DB PRP
(platelet rich plasma)l < DEE
D PGIz, etizolam % PAF FEZ B
¥AHRNCHAML, MAMROEERERER
HUto T/ MUCKBEDPGI2,
etizolam # 1%, PAFIC L5 5-HTHK
HHIR R E #RE Lo

2) in vivo: FR (K& 3kg) ICHME
FTN7 3y (BSA)% 250 mg kg HiFT
HI LI LV EEMEREAEERL L.
CDRICPGI2 24 4 36,72 pg kg H
B EiCC, ¥z etigolam % 30mg kg
SAEROBICT2 HE LD 20 HERK S
Lo BHEE & L TRREEREE King-
sbury-Clark 35T, FEREIC MR,
M4 @ 5-HT % OPT-HC I $EICTHIE L
720 F7- ADP,PAFIC & 5 MI/MRBERER



HIZE LUlco MFERRRE UTHETIIM
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3. miE .

1) in vitro DR T2 PGIz, etizolam
& JBEEREMEIC PAFIC L A M/IMRIBE,
5-HT MM ZIH L= (2, 3)o

& 2

Platelet Aggregation (PAF 4 X 107¢M)

(in vitro)

%
100

E3 5-HT M & (in vitro)
*-—a PAF 1M
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% % O—0 PAF 7™M
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2)in vivo ®F Tl etizgolam 30 mg/
kg HOFGIC LV AERBICPAFICL A
IR A IR U708, ADPEEICREILT
BHFHIHREIFD SN 5o PGI2 (T
ADP, PAFICL AM/MUEEDOHEEEFR
CHHEI LD, Z2OBREREK TS -1
(M4)o etizolam(IBTEAREDOERICED
SN AR L D O 5-HT Fir %2 —ZR ]
L7z?d, eas B Hskzd - 1o
PGI2 I ZIIFAKRLRETH o1 BRES
N-BRIAR, SUEEREICHEL TH
favgse, EEAERORFIIH S h s
(1), dipyridamole, FUT-175ICH;

U CB AL R 5 A & - 7= 6),
X4

Platelet Aggregation (max.}

PGl RSW
ADP 4 +M ¢—= PGl 38.ua/kg/B
Ovewn0 PGy 12ng/ka/8

T vomzse
l Nx18

—

IF/ILREN
ADP 4 M O—@ 1F5Y3L Wmo/ka/B
PAF2X10*M O====0 x72/5 4 30mo/ka/B
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#1
Urinary Protein 1F Cell Profiferation
(+) (1aG) { nuctei /glomerulus)
Mean % S.D.
Control "
arove 3/4 " 15847
"
+
PGh +
3Bua/vg/B +
2/4 — 0.0 1.8
+
PGI: +
12xg/va/ B 174 . 0.225.3
+
ITFIDL +
10mgfia/8 1/4 - 0,643
#*
4. BE

RRESEMERBEROARICHMMADRAIT
# A dipyridamole (phosphodiester—
ase DN, adenosine potentiator,
PGT2 EEAEIEHR) ° dilazep-HCO1 (B%EE
L) 25 T5 I EIC LD, JOMH
FinmsiifiEh, RESOHH, MizHE



7t EBHEORESIHE 26T dipyr
idamole I35 PARERIIZD SN 72
FivbhTi5b, etizolam, T/ bR
EiE PAF B OFRIC DU TIZ ex vivo
TOPAFIC L2 BELZERICHFEILTS
BROBEIAERLY, BEIFE IS
TER o PGz OFA MR R
HTERMTHLIREG DD, PGI2O
HRICONWTIESBOKRHZET 6, /-
MR & 0 B E h A /NMRBES R E O e
PICFHIERER R EE S B ER
THLEINTHLHEREENEIHD, O
NEBAERICEELTNWABDEEXD
hTid, FEALMARANSZ DVEAREE
DEETH D, PARICH LT, RN
PAFHITH 5 PGI2 % dilagep-HC1 (J
PEFIRERICBE U T ARBID S35 & & 5 17,
%97 D mediator FHOMEI 6,7 8), fate
WEBORES), ERBRICHT 5 scav-
enger fEfISD#E 2 Hh T 510),
[1/NE DB S DT ORFZRIE prosta-
glandin, prostacyclin, leukotriene
7e & DR, PAF ORE S 5 WS IIAED
BERTFOMFERELAFELADESEL LT
Thdo REREBRODBTHEREOEER
HF & LTOMMROBREPEHSNTE
D, FILFERE 4 ORN/IMEFIDERE S N,
AREBEBROBEO—EEZHNDDH Lo
SHREDICCOFHEDHROBBLHRGFE
A

5. t®H
FRAVMBHRBEAICET 2 M/MEOE
5, OBERDOhIMERGHET IO
B R 7 & OB RERICITI PAF 3%
D—EEHSTNBHDEEZ LN,
Tt Sk —RAIC & B VMR OEHEAL,
H5NIEEEOHEBRESEL  ORFH
B85 L T DA RR S Mo

6. 2EXM

1) Gordon J.L. and Milner A.
J.: Blood platelets as
multifunction cells, in
Platelet in Biology and
Pathology, edited by
Gordon J.L., Elsever/
North-Holland Biological
Press 1977.

2) Geroge C.R.P., Clark W.F.
and Cameron J.S.: The role
of platelets in Glomerulo-
nephritis, in Advances in
Nephrology. Vol.5, edited
by Hamberger J., Crosnier
J. and Maxwell M.H., Year
Book Medical Publisher
1975.

3) Henson P.M. and Cochrane
C.G.: Acute immune complex
disease in rabbits. The
role of complement and of
a leukocyte-dependent
release of vasoactive
amines from platelets. J.
Exp. Med. 133;554, 1971.

4) Benveniste J., Henson P.M.
and Cochrane C.G.:
Leukocyte-dependent hista-
mine release from rabbit
platelets: The role of
IgE, basophils and plate-
let-activating factor. J.
Exp. Med. 136;1356, 1972.

5) Camussi G., Tetta C.,
Deregibus M.C., Bussolino
F., Segoloni G. and
Vercellone A.: Platelet-
activating factor (PAF) in
experimentally-induced
rabbit serum sickness:
Role of basophil-derived
PAF in immune complex
deposition. J. Immunol.
128;86, 1982.

— 24 —



6) Koyama A., Inage H., Sano
M., Narita M., Tojo S.,
Nield G.H. and Cameron J.
S.: Platelet involement in
the nephritis of acute
serum sickness in rabbits:
protection by dipyridamole
and FUT-175. Clin. Exp.
Immunol. 61;388, 1986.

7) Inage H., Koyama A.,
Narita M. and Tojo S.:
Effects of dilazep
dihydrochloride (Dilazep)
and its dose-dependent
influence on rabbit acute
serum sickness nephritis.
Jap. J. Nephrol. 27;1256,
1985. -

8) Camussi G., Tetta C., Coda
R., Segoloni G.P. and
Vercellone A.: Platelet-
activating factor-induced
loss of glomerular anionic
charges. Kidney Int. 25;
73, 1984

9) Nagase M., Kumagai H. and
Honda N.: Suppression of
proteinuria by dipyridam-
ole in rats with amino-
nucleoside nephropathy.
Renal Physiol. 7;218,
1984.

10) Aoyagi K., Nagase S.,
Narita M. and Tojo S.: The
role of active oxygen on
methylguanidine synthesis
in isolated rat hepato-
cytes. Kidney Int.
in press.

— 25—V



BREATIR b ocRGE2#xFE®) Y IHER
RXO—8$TTH. BREOBECEENSTAIRENHYES

d

PAF




