» N £Y) Vol. 14 Suppl. 5
%ﬁ &: {n 1986 December

5 %

Argipidine (MD—805);E51 D
FERTTE

K I8

5 M

&

SA4 74 x> XAHIR



SEPH o+ 159 Vol.14 Suppl.5 1986

F#58 Argipidine (MD-805) F&i#ID
ERWTH

| /4

Hx =3
MPEREC 5 Argipidine (MD-805) O cocversssnnsanesicnsssnssisenns =R T RG
M/MREMEC 5 Argipidine (MD-805) DBHEE «ceovveersssrccsessrunsnsanns ERERIT RN
BYBERY » ¥ VER XA MBBRICHTS '

Argipidine (MD-805) DIHIAYHRR:+eeeerssrerersssscrnssressncsssarnssasessasans =R TR
BB 7 » + OREMARIG RT3

Argipidine (MD-805) D& eecorertrsssirarcsssnserisssrnssssssarasassasnanrsans =L TR
Argipidine (MD-805) DSUAAYRSEIRIEDMRITHT HHE v orrersresrsresincns H—3E
Argipidine (MD-805) DRIBIHERMAMEE & 7 Atz T 5 FEYRIR e eoreseeseecanss H—RIRE
FHH L ¢ v E VR Argipidine (MD-805) D—RHERHFE ooveeveeerrranenne SRR TR
BE &
Argipidine (MD-805) © 3 , b X"

T Y AR DEEIBEDREY oo W=k £ Bl TIoeRT
Argipidine (MD-805) @ 3 o b {23V SERASE S

(S0 3 WP [ il R PSR R LB TIIERT
Argipidine (MD-805) © ¥ =2 ALRizIF5

MIRAREIZ LD 1 5 AMESUEIBMEDBABY oreeresnrossnassnense WHRS Y —F ey —
Argipidine (MD-805) @3  b26;8{IMERAIR LD

{BHETHEDBREL corvererersessorssonsossiessniossinissuisassinissonsraasistssssonnissanesarness P —GIAEE

Argipidine (MD-805) © % 6 » ARMBERPIE LD
PRMETRMEIREY roresresssnmssnnmsisntiissinsssrissenssiastostnosanssssuresantsssssesenasrannas S—J1IReD

ER W3
B A

4K FE
AR
RE #Eh

HE BRid4
Fi RNt

LB

SEEAK

SEN BEM

13

21

a3

41
5

7

79

8y

KE KR 109

NP OR{T A 133



tf
Japanese Pharmacology & Therapeutics

Vol.14 Suppl.5 1986

Preclinical Studies of
Argipidine (MD-805) Injection

CONTENTS

EPharmacology

Effect of argipidine (MD-805) on blood coagulation -

Effect of argipidine (MD-805) on platelet function «eeeeeevesseciserees

Suppressive effect of argipidine (MD-805)

on thrombogenesis by the arterio-venous shunt in rabbits .cc..ee

Effect of argipidine (MD-805) on cerebral microcirculation

after cerebral ischemia in ratg-eseessesee Sesrsenasessancncanensesasenss veesses

Effect of argipidine on cercbral water content and mortality

in experimental rat cerebral infarction.s..... tetressiresresesnrassenaren

Prophylactic effect of argipidine on development of lesions

1eeseerssrernsnranne H. Ikoma et al.

.................. T. Yamamoto ¢! al.

.......... weesneseee’ T, Kumada ef al.

in rat peripheral arterial occlusion model +sesveereees
General pharmacological properties of a new

thrombin inhibitor, argipidine (MD-805) s+sseeersccenrecranersercaseass

faToxicology

Acute toxicity of argipidine (MD-805) in rats and mice ««seeseesee

One-month subacute intravenous toxicity

of argipidine (N[])—SOS) IN FAtS ceccvcerasrearsorastssssscsascacasssnes conoe

One-month subacute intravenous toxicity

of argipidine (MD-805) in beagle dogs---ssreseeccmeieeennennerennees

Twenty six-week chronic intravenous toxicity study

of argipidine (MD-805) in rats -«ssesseseescscssisscsesosennessererrannenss

Six month chronic intravenous toxicity of argipidine,

a new antithrombotic agent, in dogs -«seseee srseetseseseinerssorsersnne

----- M. Iwamoto et al.

...... seesssrescnsesesnses A, Tobe ef al,

...................... K. Toshida et al.

...................... K. Toshida e al.

......................... H. Ohno et al.

........................... Y. Ono ¢t al.

13

21

41

51

71

79

89

109

133



TP TR T

LRI TR

LW RXTTAMF7 Mt

Argipidine (MD-805) oD4:FiB\
CEIHD 5 » MoV BIEHINTS X Ui
TOIRPUREDR crorerromernssncsisnsesssnsaesinisenss W= R L PHE TR
Argipidine (MD-805) D4Ry
G2 9 4 bRBTIRFOBEBRN
IDERPIEPLEIRMD sorvrrevrsesmmsasnssecssnssensorassnasans W= P BITeRT
Argipidine (MD-805) D4R
GE3W T » MBI AENE XCEAM

@ﬂﬁm&g_ﬂ& .......................................... %E&{h&ﬁéﬂ#ﬁ%
Argipidine (MD-805) DA4RIBE:

GHAE O+ FCBT DRFOBETBRITMIRPHLEIUR oreresssmsssense S5— 05K
Argipidine (MD-805) DEUEITEIF BN -+ crorsresessssnssressrssssssesssissssnae H—BI3R0
i b = ¥ € V38 Argipidine (MD-805) OZFRIFIEIHIT 54N

GE1E> RIATHDIEAHBETL TV B R ERBBARY -oovenrersssarssssissines 85— BIRED
Fifi+ = v €V Argipidine (MD-805) DI RITHECET 5

GE24  HER AV D BUBE BB - oereereressrsosssnsesnissersnsnsssrsasasase $— 43K

G W
4 XKBFS Argipidine (MD-805) O#PEHEicBd-$-5BI5e
—Argipidine JUEDERAIEAR O IHREHEB

35 X O HMBRBIE B — <reerererrrrsresarsesesescssessasssssssrasssinissossase =L TR
5 » MK S Argipidine (MD-805) o EkpIlhf&ic BT 5B
GEI) IRFBITESR LUTAIRBIHE crererreersessssssssssssssssnss EFRTRE

5 » M2} B Argipidine (MD-805) D pIBRic B+ 5BF%R
ERAED BF 12w/ — ARORENERFICHT D

Argipidine Dw@ ...................................................... E&{tmm
Argipidine (MD-805) D{EAEHMBcEIT55%
—IRERE S L O MIRE G — eoeerrererenmonssnininmeccasnssssscstassnsesancesens =L TR

k F 3D Argipidine (MD-805) o#kpPIBlcBy35TF5
—Argipidine SIMRAEYEBFD Argipidine 3 XU
RUEHDOMEE, Rds LUTRRTE— ovoererereesssasesessssasesnssansencaes SIS TR

S R 153

H&E B e

& RAw 175

¥m i 187
RIVHBB M 197

L@ gAHEwm 207

MR LG 215

HE RFMH 22

fRE S 229

fE RS 237

fHEF ¥ 243

H@ 25



All Papers are with Abstract in English

Reproduction studies of argipidine (MD-805) (1)
—Fertility study in rats treated intravenously
with argipidinc (MD—BOS)._. .......................... vessaseessareserssnsarssrcnsesnssnssscrnnansss’, Abe of al,
Reproduction studies of argipidine (MD-805) (II)
—Teratogenicity study in rats treated intravenously
with argipidine (MD-805)—- ++sesesssesssesessssssssssssssssssssssassassesssssesssasessasessssssass T. Abe et al.
Reproduction studies of argipidine (MD-805) (1)
—Perinatal and postnatal study in rats treated
intravenously with argipidine (MID-805)— «+eeecesssserenunerninrassansans corenssesassaessecesnsT, Abe ef al.
Reproduction studies of argipidine (MD-805) (IV)
—Teratogenicity study in rabbits treated intravencusly
with argipidine (MD—805)—sccssseesssrsseesssonssarssnrssnnisenssessansessanssnarssnesasnes T. Watanabe ¢ al.
Studies on antigenicity of argipidine (MD-805) «eseesessereressararens sessesssessansersenssssesN, Wakai ef al.
Mutagenicity studies of argipidine (MD-805), a new thrombin inhibitor ()
—In vitro cytogenetic study using mammalian cells— esssssesasseasearsessssssnsanssenses H, Shimada et al.
Mutagenicity studies of argipidine (MD-805), a new thrombin inhibitor (JI)
—Reversion test with bacteria— ++vreecerereneess veessseenassasserssssscassassancanceresssessensessssY, Ebine ef al.
EPharmacokinetics
Pharmacokinetic studies of argipidine (MD-805) in dogs
—Plasma level profile and inhibitory effect of blood coagulation
during and after continuous infusion of argipidinc..... ...... reereenuerienens FITTTTTITS ceraeren S. Iida e al.
Pharmacokinetic studies of argipidine (MD-805) in rats (II)
—Excretion into milk and foeto-placental transfer——:eececcssesssaessorssnvincensecersenceaceasS, Iida et al.
Pharmacokinetic studies of argipidine (MD-805) in rats ([V)
—Effects of argipidine on drug-metabolizing enzymes

of liver microsomes— reveeree covossensavsenenrranasesnananinn sasane seeesasassassasasenans assassensacnnsnsS, Jida et al.
Pharmacokinetic studies of argipidine (MD-805)
—Protein binding and blood cell binding— seesssessennsaneness J, Tatsuno ef al.

Pharmacokinetic studies of argipidine (MD-805) in human
—Concentrations of argipidine and its metabolites in plasma,
urine and feces during and after drip intravenous infusion—-eeseceerecess seessvecennsQ, Izawa et al.

153

161

175

187

197

207

215

221

229

237

243

251



