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1988

Erythromycin %k RU 289657 — %3 Fi{F

SRER - BE W - BERI - & RB - MENF
U S5 9 o AL ST £ G K 7R 2E

Erythromycin % ¥4k RU 289650 —#& MM IER DWW THRAEL, LUTFToOk#» B onr:, k0
10045 & U300 mg/kg B S- 3= 7 20 B R USRI WL RI2S Y, $7:1008 £ U300 mg/kg Bl
BRESTL 7 v POBRIES L ORMMSHIER L RIZS 2D o7 KENI008 X U300 mg/kg
HARSEKET » FOMES & KIS RIZEST, MEErE - MO RTN RS
SUMARBUNA A LTHI0° BLUI0'M CERERIZE Dol T POUHTHMB LU
Bt 53 i1 XD 10045 & U300 mg/kg BADH 5V IIMBPILYS THRB SN2 5 7:7%, HillpH iz L
AL ZENIO B LU0 'MIIMINT » M, FIRBLUEE %, Ere, FABB LU
BIHEDF— R AW ERITE LM o720 T 72, S-hydroxytryptamine (X 2 B &4 DUUHE, oxy-
tocin - & A FE DYUME, acetylcholineds & U histamine {2 & 5 BIMD LKL, noradrenaline 3 & U FH
MEEAFBICL28HBEOIMBICOLE L RIS kol RENDO 1B LU %iBHIEREHKS
BIUREREDVWTNORFAHREHR OGRS L o7, FEDI005 & U300 mg/kg WML S 12
WEET v P OLFTHERB-BEEAIUE L IIN L 2 d oo H FMBOERE - MiEF B L /MK

REEHECHEEERIZSY, £7:0.6%:0L12.0 4g/ml THEMM XA SN LD 57
BEDELD, REIRIFHRTNE-REEERAIBOON LD 5T,

RU 2896513 1L%: % % 9- (0- ((2-Methoxyethoxy ) meth-
ylJoxime)erythromycin (% ¥ & : 837.07) £#< L, eryth-
romycin FEEND—HTH b, ZEDVLFEHER * Fig.
LISR L7, SUE1ER, EEERBLUENEO I
WTRTTICRE SN TSNS, ThbiZ Ll FRER
BOMEBR Y TR THAENIREL, TLHEO»LMBOE

BERLZ, AEMEE LTHRENTHS, LAL,

FEOEBEA 70974 —VEBLMICTHITIRTHR
TR mMNdbb, £IT, NESTLALHo THAENHE
MLEBRER 7074 - VEBHOMITHEMNT, UT
DEBRY¥TIRX, Ty b, ELEY PBIUVIHFEH
WTHIT 572

1. % &

Wi S BKUED Il ICRYA(BAXZ L T),
SEAMLLED Il :SD T v F(BESZ L T7), B Hart-
ley ZELE , FMERS)BLU3SHARMUED
KBL-JW 7 H ¥ (T XR)EHW /e =YX, T v b
BIUENE S MIRE20RWL2UTIZZ AL HIIHRE
LR 8BFL N FR 8 I CATRHAL+ KL/ AEER
ZTEAFFT SN, THFIIRE0RVL24CTIIES L
IEELFRISRL D P48 CATBHZEL
FAEEBRECHEINHATIN, B IERSEH[<
JA, 79 MIICE-2(BFZLT), TLE- M
CG-3(B&EZL7T), "HFIZIXICR-1(BEILT7)]b

JUKEBEHIZHSE, WTFhomW b A#%S B
LEFLAH) A TERICB LT,

FERIBFLVELVERASH I VRBEESNGLOT, £
D Lot HH124S-0700CH o7 ZEXFRICHEGTA
¥4 12130.5% sodium carboxymethylcellulose (CMC) #E
ICHEL, BIRAKS PPARENEHNOBSIZIEIN-
HCI B R CTHEBRAERD 2V I BB K THERL,
S HIZ1IN-NaOH HEMA T pH ¥ 7T IZHR L, %
B, EYOHRIELER L T AEEIZERADE
THRRL7Z,

Fig. 1 Chemical structure of RU 28965
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9- (0- ( (2- Methoxyethoxy) methyl) oxime) erythromycin
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ARORE ZEBRRE L UBHERRICKT 2 RH8
LEFICL, FANALALRVWRRICRESKEREEL
Shp ARG AV, KETRERIERICEY H*E‘Jﬂ
WiRATHW,

FERTALIE : %ﬁ@ﬂiiﬁ!lt‘l‘iﬁﬂi FOMBR|ETE
L, #OMTEIC 12 STUDENT O t-ME(FIR), WHIEDH
5 t-BE(H M), MANN-WHITNEY O U-#R5E & (T 5) &
B\ i3 FISHERD IERE 4 BMEE () & V1,

1. PHREAERICHTAER
1) 79 FEHREKICRITTER

AE2002 V1 L250g DA R - Ty b 1B 4IRTOH
w7z, d-1L tubocurarine(? % V) /=% FWE)0.1
mg/kg % 7 » P ORMKAUKS LTAMILL, BB
AL (90m/5, 1ml/head MAR)EWL e T v

FOFEREBREMEERME CHEE L, KONG and KLIPPEL
OB It > THMBROR EEHIFEN TR
EZE1mm QXXM BEE02mm X7 YL X R
F-IROEBBUNER)IL Y THRRLIEODE
IhabE - NEEEE v 7072 7L — ¥ TR
ICHIAL, $7, BEBORKRT S L USERE & 1S
NEKEER LI ENENEE I mm ORREEREL
BX, FhEhFEINL AL RN I &K OER
EEbLICREIHCRRE L BB, THMLL#ERT L
12 d-tubocurarine 0.3 mg/kg %3054 - KERES A
B S Lo BRENIREL/-EHHENLETH
TAXXEI00F 7213300 mg/kg, HH\iZxFED0.5% CMC
W Im/kg EEBERICES L, KEEES L UlBREIK
CRIZTES Y60 MBE L,

2) 79 MEBRSHCRIZTER

hE260% 2 1L385g DA A - 5 v b % urethane(4¥4K,
43£)1000 mg/kg BEEATES 5 X U @ -chloralose (4##&,
)25 mg/keg BMEAZ S THEEL, REH=2—-L %k
¥HLTALHFR(1ml/100g, 90E/5%3)EHELA. B
UROEHMEEFL L, L4UTORIRE L FRREMH
BICOFLTLABIULS DRTRLZ L IZHBRIRESTRE
Ltz HROBEMES ) LT THB/ T 712 - TN
L, BRICED 7—ViBE35%WVLITTIZR - 70

L5 D%BBLURIRE, B4HME L URBRDID
CRBROEEREICEV /-, FIMBE.2Hz, /I AHRE
0.05 msec, ®EJE 3 V(supramaximal) DESAFIBIZL D
ELARHBMZRAMOLSAIRL YiLHELE:, RHEE
i AC-HIE3E CHIIEL, EM L7 8 EDIHEE NN
FHLTX-YLa-¥—TiFlLl, 7T-VRBIV
KEMEELE ZATEREIE 7212300 mg/kg, H 5
W ATEB & L T0.5% CMC # 1 mi/kg &P S L
2o MBS %605 £ TIT o 7

3) 2 AERAMRICRIZTER
HE0LVL0gNFR Ty AL IMEMELTH
BEV, BREDEIZTY R AN EHAICHEL
o7 RAF v 2 WRET —J(26X41X26 em ) ICHREF L,
Automex(Columbus #8)ic & o THIE L LSI-113 =3
Y¥a—#(DECHN)TRIZL., T, NAKRIK
MAE L7205 AHK100 % 7= 12300 mg/kg, IEER chior-
promazine(2 ¥ b 3 8 WW)10 mg/kg » A\ i at R
?0.5% CMC 10 ml/kg £ WA S L, 1BEM&EIC6
REMflE L7
2. WMRBAIIHTAER
1) MBS » POME - LEKICRIZTER
HoNLOMENERNOL )2y « TLNBKA T —
FIU S MT 57012, sodium pentobarbital (Nembu-
tal®, Abbott)75 mg/kg DHMIBPI S KM T IC EE KK
REHKRL N L TARKAICIEAL, EOATF—TILD
—~h5ERTENALTHFEMOEMICEBH L, #ikl]
AULERL, MEKBOLIWILEHBLALTT »
FEEEI8cm, B2 cm Dy — JICEHIEFL,
MEERSY 7F—FVEEDMT ¥ A7 2 —4 — (2R
LTHRY 77 71287 LEMBKRETHVI A 5
A= -5 BEHLTAET I HLVIRKE)TF 71
RBRLEKEE VNE L, MEB L MARDRE L
7-& > ATAKI0, 300 mg/kg, nifedipine(#MkK,; Sig-
ma)10 mg/kg & B\ ixxtH8030.5% CMC # 1 ml/kg ¥ ®
HICHES L, 2BMIicbhb > TIECCERCRIZTE
BIIOVWTHELL, 8, SROFIKIT4ILL, £R
BEDT v FMEEIX250%\L340g ThH -7 BWIZFEL
dose XEBMLZWE HICMAGHE, 2HLUEDHMN
TREMEA L7,
2) MHEELVE Y FALENBERZHREIES L OBLH
WL BELEDIMAOICRIZTER
AEATS 2\ L560g DA R - ENVE v P DFEME BT
LTkMsd, Bl /-H#EADOLELHRE L, Hi
B130.5g DEF % AT T30T D Magnus MAIZH L,
BRREETHHBERA LTI VAF 21— —BIUAL
CAYAR—F =% NLTR) T 728K LT, EL
BiX0.5g DARFENTTHL, 5BE 1Hez, 9850 msec,
BEI~S VOERE CHERTIML, BETHIUEN LR
A AF2—H—%NALTRI S 7I28R L7
LBHEEME LT Krebs L E AV, RPN, K
BT AL S5 %EUBETNR AR L, BREARIRE
1075, 107‘M D AREDH 5\ 1i21075M O 1-1E 8K isoprotere-
nol($iK, Sigma) DALEOBRHEMESE L UELED
DRI A FOERTREL .
3. HEBRRICMTHIER
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1) 7 FORBEFRICRITTES
#20BEMAE R L 7oA K3067%5\ L352g DA R « Ty b
FIMGIHE LTAMA L, ML SHAY HDOHEY
(CHU 7, T4bb, K100, 300 mg/kg, cimetidine
(M*, SK & F)100mg/kg & 5\ i3 HR0.5% CMC #K
1 ml/kg ¥ BPUCHES L7 1 BEM&ICether(Z 8 A —
e )RBRASETT o ERRBEL, BAML THM™
HEMEHTRIKL, MCHEL's clips THAML 72 4 B¥
M#%, ether TRAMKMET (WM AWM L, W LKL,
3000E1E/4> CLSrME L XKLL, LBBAICOW
T*DOERE pH 2fIE L 72
2) W®7 v bORBHFRICRIZTER
HW293%\W\WL33gDFR Ty bEIBG6IRELT
3 BAV /-, Urethane 1500 mg/kg ¥ & U¥ a-chloralose
37.5mg/kg X MEAICHRG L THE L, ML TE
HFAICHEE.6mm DAY T F L HEIEA LAMFEAR
BUAEDPL2VEIITETIVLATR ST, 5]
BFM, #3100, 300 mg/kg & %\ idxEBD0.5% CMC
1 ml/kg DBEBERIX S5, 1EsM%EIC 6 BEMABH il
EREMELL. 26, BikzERRTELL.
4. FHAERICHNTIER
1) ®LE v MBI HRETRRIER
1) ARt
hE295%\L405g DA R - ENEy i 1 BI0FHE
LT4 ¥RV, PESODR) ZF LY - F2—7TE
NVEY FOABRLFIML, SRRKEIELLZ L LHE
L7225 %X%0.1, 1.0w/v %, 3EEE tetracaine(F b &
408 B0 1w/v BT/ BOEBRIERE 2
WAMRIETL, 1, 5, 10, 15, 30, 45, 605rf&icf
R gt & AT,
il ) B2 W i S gt
#50 w/v RBRIL/ ) T ABTH O LOFRERE
L7-fkE3407% 2 L402g DA R - ELE v b Z10BHAE
BETFEBLOEBEM %27GC OESSTHHML, &
MBHEHPEL D EEREL OB HEBENICEE
0.1, 1.0w/v %, tetracaine 0.1 w/v %#i$ & UxBBD
SEEEWE FNEFN0.05ml F28KG L7, H5H
DEMBBRSTEHEH% 1, 5, 10, 15, 30, 45, 6057
gL,
2) BE T v N OLBRERB-BES IR IS RIZT
-2
B35V 1L376g DT v ML IB6THELTLHA
\372o Urethane 1000 mg/kg 3 & Uf @ -chloralose 25 mg/
kg X7 v OBBERIZES LTHEL, ATPRERSK
& :1~3ml/85%, A :90E/5) %ML 7. PRESTON
LIDHEIE L THERRELER L. T4bb,

THLAROKHMENL, RO T AT 2~
ISRTER L, AMOKBHLYML TLARELR
HL, EDPHEM LN L ETREREICEIT, T
R0 % A THBED.2 Hz, #R50 msec, RESV-O)
SERE TR ICHML, ECLHMBOIEE ) »
TR, 2B, REICHITLRBENEDL
WEIISTBLOKBBOYMEBT L LITTHN LIXR
R8T 74 HLAAR, FOPIEAMELRL -,
BERE DULMASRE L 7- & T AT, %100, 300 mg/kg,
d- M1t tubocurarine 0.04 mg/kg % V2 i3 34 BE 0)0.5%
CMC X 1ml/kg X MBAICIRE L, LABENNIZL
AHBBONMEICRIZT R L0 MMRE L, 28,
KM G th DMEG O PR 115 WO KIS+
HAETETEL
5. Mt TERBHMERT 5ER
1) 75 PREB LUK, HEEFERKIZBIS
HEERE X UHEER
1) HEREIONT 5 EREM B X U5-hydroxytry-
ptamine DYUMIEH IZRIZTTES
HE2522\L3M2g DA R - T POFBEBITLT
cmse TR L/-OLE LML BHESERE?2
cm, ¥E5mm OEMHEIZYIH LY Magnus AT 1gD
BAHEPTTRAPI VAT a—H— 2R L7, %%l
{2 Tyrode M & L, EBRPIIRIERKMI A% 5 %30
EHTALBRL, MARRBRELS, 107'M OXED
WL FEREED b — X RIZRIZTERY 6 ADELTIS
ST L. T/-KKE1075, 107'M TREBT LWL
53 1% |2 % 8E5-hydroxytryptamine(# K, Sigma)10-M @
PRIERICRIZTT R ORI, 28, ENERHOLEK
PRHEIE & L Ti2107M D3EME cyproheptadine (#%, H
EAINTE) LT,
i) R T E WM+ 5 EBEVER B & U oxytocin D
NBIERICRIZTESR .
HEISILVL3M2gD AR - F 5 M & 6 FAV, £h
ThORREBITL TP SE, Bl L, FEALN
DL, 2em DESIZYHL, 30T D Tyrode DA
57: Magnus AT 1 g DRAFENTITERA LS VA7
a=H=ilHL, BEOI-X %R 7T 712kREL
oo HABRKRIRELNS, 100'M OXED b — X 2T
LEEEHLISTMBEL, $7-, FLoXpcaR
T AR & 153812 oxytocin(F £ b~ 8%, =2)
1073 U/ml 2 & BN RIG % 588 L, oxytocin DEAIC
MY HEEOXEBOLHEL:,
1) R FE 0 BRI IS RIS
FRA-F9beAX-F9bE¥IF1IT—DOD,—
JAIIEL, BRIEZSh-AREENBLL,
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HRISHAENHEE275% W\ L315gDTF v b2 6THAV, #
RENOBFEREBITL TRMSE, Bl FELW
H, BFERELTHALRSE 2cm, BRO.5 cm DSEME
CRBIHEYOBLL, COFRTFERELICTH
Tyrode P Tlg DABHENMTTRAIF VA 72—
F—i2RL, BRIZRETIIRBOBHE LV ENHE
HEELAEZIAHT, HARNKREI B X U107'M
DEXEONR B & DRI I RITTEW L 157 MR
gLl

2) ENEy FEIBRGEDGS L UMMEICBIT DR

e B X UHMEER

E3M0ZVLS80g DA R - ENE Y b ] 6FHAW,
FNFNOFRELBITL TR S, ML nh, [
BB IUMMELMHE L, B 2cm DR SICYN
L. MBRERTHEAREFI I 2cmOREIZR
HLHICUINNL, EOMBERTREL T L,
o OEEAX %30T ? Magnus MATO0.5%W L 1gD
AHELPHTENMN IV AF2—H— 2R L7 28,
BREEXOHRES, THAELIEEEIIOITTEV,
FEW L Tyrode M AV EBRP I REE, KEVR %
S5H¥EUMEVT AL B R LY, TV, AXOBERERL
LT107% 107‘M CENFROEXRIZB W TISHMRE
L7:o RIZHEERE LT, BBEEATIIEEIS,
107'M T107'M D& 1L acetylcholine(F ¥V — B | 4
— )G & UF107°M DIERE histamine (BEK, 15 ) 4G
KRIZTHELAN, 7, BHET TIIEEI0S,
107*M T 1-328k noradrenaline(#t3K, Sigma)l0~*M X
UTHRALENEREESNM(50 Hz, Smsec, 17%WL
0V, 2sec)ilEANEERICRIZTREEHEL,
gL LC, DREARTIZI07M OBKEE atropine
(W%, Merck), 1078 M 3 & tripelennamine (#L 3K,
Sigma), BiMEEAX TI2107°M D E8k phentolamine (%
%, Sigma)B X UF107*M ) BB hexamethonium (#i %K,
IWZA) & TV,

6. MBI HER

BEROEORY :

ARLFRE—EROEBAEMEIME, 6121
N-HCl ##HBML TRLICEM S E/-DH, 1N-NaOH
TpH7.6RIf&ICHEL .

COEBICERRKIEN L RN UBRRBES0.3, 1.0
£ U%3.0 ug/20 I GEIIESR : 6.0 £ U°12.0 ug/20 1) ¥
7:120.6, 2.05 X U%6.0 4g/20 pl GEAIKERR : 12.0 g/20
A% B EHICAB LT, RA(SME 7213 m %) 1 ml
I LEHREOBBRWEEB20 . 2HRMLIbO%
ERICHV, &5, MBICIIRE 1L ml ICEBRIEN
0 /ML= DERA,

RMEB L UREDEN

%hXK3.42V1L40kgDSMDA R « THFOENMN
RAOSMBERML 2o SOMPBHICH LI2% 7T
YBRT Ry LN B L iSI0M, 3000 r.p.m.(#)2000
G), 10M&.L LTSN Mm% miEsERE - WidR
REIAV,

3.2% 2 BT MY AN MK O — # % 800
rp.m.(#140G), 1057MX.L: L TH SR/ LD E M/
M4 (PRP) R > M/ SK % B B M 2R A B8R (2 — 0
Y—Hyry—zZBDICEHhREL, WicH—MmK %
3000 rp.m., 104FM K. L T8 & N7/ Z /N4 4%
(PPP) % H\» T PRP DM /ME M ASI0X10Y/ pl 2% %
HARMEL, 20 PRP ¥ AW T/ MEAEREEIC
M3 2REXITo7,

My 1 ml &7 HigEEF & LTEDTA-3K % 1 mgif
ML7 6 DIZDWT R % RF L7

LB, ARIHEE FTORU 28965 150 mg( i) i
EEOHESICB T 5 BR MY P iRES 296 xg/ml TH
AIUENBEONM o770, UOFR - 94 F¥5H
(46E3.8~4.3kg) ¥ V), HEBRYROARE6.020L
12.0 yg/ml M A (M) I2MML, FAROFEIZL 8
MEBR®IT 5720

1) &@ - MERIRIZTER

Mm% 1mlicx LEFE#£0.3, 1.0, 3.0, 6.0B8L0
12.0 g HEML, FiRIC30F2V L 1B EREL
LODEERMPEE L TUTOERICEL,

i)7abhav M (PT)

BRI 420 o) 237C, SAMMEL, FEHICMEBL
7234 % (ORTHO Brainthromboplastin, Ortho) %40 I i
hn#%, Microcoagulometer (Greiner) % Fi\> CaREBFM %
e L7,

il JiEME(ESS b O VKT S5 2 F CBEM(APTT)

% B2 1M1 4% |2 7] 5 & © 3 X (Activated Thrombofax,
Ortho) ZiSMNL, 37CIIMIB L7z 523 ICZ D#40
21 120.025 M CaClz #20 1 %ZiRHDL, @Ik & EHEDH
EMEE AV TRERM AT L.

iii) hO ¥ BEM(TT)

HERIMAE40 ] £37C, 3SMMEAL, Shichoh
LH37CICMBRLTHEV /2 b E (5U/ml, 3
fo ¥y, FENE)0 L ZRMNLALD L FRORE
BELHCTHE L.

iv)EEEFRY b O v ¥ VBB (STT)

HROELLF PO Y UBERY, FOs VY oBR
& FIRDIRIETITCIEI0B & U607 1£DAREERR % 41
E L7

V)75 A3 % &(plg)
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BRMAEIIOWT, AREREICL D Musson D F
B 2K LThE 772377 R(%) kil L
o Thabt, REELTERBR(FAMF—4S-
2251, #$—{L&), vux+—-+¥(1200U/ml, I FU+
F), NIANLFOAFTAFNT I AV (iR,
k), ELF MY YLK KB LUKRRIET F
VAR, X)2EER, YH¥ENLHBLsT Y
B bU oy anmiEE ERIMAE(100%) & L, BRSO
#2332 (Cobas Bio, Roche) ¥ HWTHERMMERDT T 2
I/ R(%) ML,

Vi)P v F75 R 3 Vi&H(AP)

BREREIEDX Y MTFAMF—LTYF75R
IvF o b ML) AV, R L MO ER Mm%
X EERT(100-20, BI)ICX DHEIE 21TV, #60
1-REMRE AW TEBERIEDEE L RO,

2) MR

Mm#(EDTA-3K tn) 1 ml &7 ) X% %0.6, 2.0, 6.0
BLU12.0 ug iFIL, 37T, 307-HEM %I B HK M
HREW R EFEEO(CPC : Coil Planet Centrifuge, =R
IyFTIV7RIEACT, EEROLEOEH A
VI BT BB (HSP), &MmBA &S (HMP), &
m# T = (HEP) B & UE M (HW) 2 &t L 7=,

3) M/MREERAEICRIZT R

PRP 250 1 I2& ¥ %0.3, 1.0, 3.0, 6.0 & Ur12.0
pug/ml PRP 2% B & 5 ICifMLz0 b, 37C T3 45M
BELZ, ChIZRREEWKE L TEBRENTER
&+ 7 ADP(Sigma)25 pl % i#RI0L 7z, EHRIC, ML/MK
BEEERYWRLLTSE> OAEIZL DAL col-
lagen (Sigma) #25 ul % PRP 250 p) iifI0L 7z, 4REE
WK S0 o 8% BE 12 5 ¥ BT (Dual Aggregometer,
Sienco) ¥ iV TEE&k L 7=,

b, FEREBYERYREUESEETREMLLE
B D3B8 PRP OB K EKEREH5S0% (EBE) A% 2%
HLHIICREERYWRKLEML/-/-%, ADP HOK#
MAEERMI25X1075~1X107*M, collagen MO INE 13
2.5~12.5 ug/250 ul PRP CdH o720 T 7z, 3B PRP
BABREEE100% & L7-BE O KWK PRP DR AL
FIIHTLEFETHRERL

I. XMW
1. PHRMERICHNT 2ER
1) 7 FERBRICRIZTES
EYRSMDT v FERBEZVT RO KRR KR
B 6 L AN CRKREERERINE L, F7-BET
R L 7o RiRIB T, WhWw B 0 kA b, K
D100 & U300 mg/kg X MBEAHRZS L TH & HRERKEK

BREIEL2H 51 (Fig. 2 )o
2) 7y FRHEBICRIZTER
AEN1004 £ 10300 mg/kg MBEARFIEML 73
EHBLIUSE L+ T7ARMIKBRERIZS 2N o1
(Fig. 3 )o
3) v AAREMICRIZTER
OB AR RIS WA S HRICIIMML, &<
2BEMIIEHTH 5720 TED100 mg/kg WS T
IO EN L KEL N5 25, 300 mg/kg RAEZS
TN @AM NI —F, YEM chlorproma.
zine 10 mg/kg WA 5 T3 M09 2 B R A O S8 A
A6 N7:(Fig. 4 )e
2. WRBRIZMT LR
1) A7 v FPOME - LHERICRIZTES
HEENT » FTOIEIRES%, TRY28@ %R
L7z LAL, LAKIZIZEALRILL D076 X%
N1003 & U300 mg/kg ARG IZME LR OB %R
L7 ERLEE TR 2D o7 LAL, LHAKICIZ
EALERERIZE 2N 5726 —7, nifedipine 10 mg/
kg BAK S X103 &1 R 2 METREBEDL
HEHMEEEES L7-(Fig. 5 ).
2) HHELVE Y PELBOHRANNS L UESH
BIZLBELBEODBHIZRIZTTES
ZENIOS BLUI0M RELFOBRADNS &
CELEDEIR MBI EBERIZS L7205 1
isoproterenol 107°M D H R MBI M L Mins ¢, F/-BK
I MOUURE % 158 L 72 (Table 1),
3. HILSHFRICMT LER
1) 75 FORBEFHIRIZTES
AENI0H L U300 meg/kg ¥ H SN LOEAKS L
TEWT7 » FORBSTRREISBEOEh EKELD
o7, BHDOPpH 2L LR L7 —F, cimetidine
100 mg/kg BRES TREWTLRIZRKA L, T/ pH
b LR L7(Table 2),
2) &7 v FOBHFRICRITTEE
AFEND1005 & U300 mg/kg BARES LI-K#ET »
FOBHFEEIIHBEDEN L KELH 5 72 (Table
3)o
4. KHAERICNTAIER
1) EVE Y MBI ARPIREER
EEDIBLU I ¥BHEARLTHLELE Y bD
ABRRS AN ST Dol 7, FEORBELE
PG LB OBEMRERS bW s hkh o7, —
7, tetracaine 0.1 % {EMIZAMRTH B L U MBHRX
FHOVF NG HH L 72(Table 4, 5),
2) WKBET v b DT AR B - B A U L B2 T
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Monosynaptic reflex

Polysynaptic reflex

Fig. 2 Influence of RU 28965 on electroencephalogram activity in rats

RU 28965 300 mg/kg, i p.

sc S PN BN s WA et Ay LI, PP PPN e P

MC ———— e g ~ A~
 Hipp V\-’M\IMﬁw\rN\-“l\f"W APV AW s W=y
ECG -
— 5min 5 min

:

wn
o
1

1507

1007

50+

P S TN NP i

APVARPAT W tavl  MaAdnma W

20 min 30 min

1sec

AN RNy ) PP
s @ P, et

i M AN A AWY ~

10 min

WMrmran~ I mNIMA
000ttt ths st se s
60 min 200 uV
SC : Sensory cortex
MC { Motor cortex
Hipp : Hippocampus
ECG : Electrocardiogram

Fig. 3 Influence of RU 28965 on spinal reflex in anesthetized rats

%%E‘

Time after drug administration

—O— Vehicle qqr{n't_vrol
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Fig. 4 Influence on spontaneous motor activity in mice

~—o0—Vehicle control
1 —e—RU 28965 100 mg/ke, ig.
—e—RU 28965 300mg/kg, ig
—=a— Chlorpromazine 10 mg/kg, ig.
n=g
b Mean = S. E.
50 ** P<0.01
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Fig. 5 Influence on blood pressure and heart rate in unanesthetized rats
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Table 1 Influence on contractile frequency of spontaneously beating right atria
and contractile force of electrically-driven left atria in guinea pigs
Contractile frequency Contractile force
Drug Con'centration (beats/min) (g-tension)
‘ Pre-drug Post-drug k Pre-drug Post-drug
. 10*M 148.5115.0 145.0115.0 0.8%0.1 0.9%0.2
. RU 28965 “ .
10'M 143.8% 9.7 139.4%+ 7.4 0.7£0.1 0.810.1
1-Isoproterenol 10°M 133.8+18.4 168.1+16.8"* 0.410.1 1.1£0.2*
MeantS.E. n=4
* . P<0.05
Table 2 Influence on gastric secretion in rats
Drug? Dose Gastric secretion® for 4 h
' Volume (ml) pH
Vehicle control® 6.5 £ 0.8 1.5 £ 0.1
100 ‘mg/kg, i.g. 5.8 £ 0. . .1**
RU 28965 mg/kg, i.g 8 0.6 2.2 £ 0.1
300 mg/kg, i.g. 6.5 £ 1.0 2.2 £ 0.4
Cimetidine 100 mg/kg, i.g. 3.8 £ 0.8° 3.9 £ 1.0**
MeantSE. n=6
¥ : Drugs were administered 1 h prior to pyloric ligation
® . Examined acc_ording to Seay's method
9 .05 % CMC, 1 ml/kg, ig.
* . P<0.05 ‘
: P<0.01
Table 3 Influence on bile secretion in anesthetized rats
D D Bile secretion® after drug administration
rue ose Before® 1 2 3 4 5 6 (h)
Vehicle control® 1.1£0.2 (2.3+0.3[3.3+£0.4|4.5+0.5|5.41+0.6 |6.5+0.6 | 7.410.7
RU 28965 100 mg/kg, i.p. 1.1£0.12.2+0.1|3.2+0.2 | 4.2+0.2|5.3+£0.3 (6.41£0.3|7.410.3
300 mg/kg, i.p. 1.24£0.212.3+0.3|3.4+0.3 {4.5%+0.4|5.6+0.4{6.7£0.4 (7.6%0.5
MeantSE. n=6
a)  Cumulative volume (ml)
b) : Before treatment
c) : 0.5 % CMC, 1 ml/kg, i.p.
Table 4 Influence on corneal reflex in guinea pigs
D Concentration N 4 No. of animals with inhibited corneal reflex after drug application®
e (W/v %) o tested g tore® 1 5 10 15 30 45 | 60 (min)
Vehicle control® 10 0 0 0 0 0 0 1 0
0.1 10 0 0 0 0 0 0 0 0
RU 28965 1.0 10 0 0 0 0 0 0 0
Tetracaine 0.1 10 0 8* 10* 7* 5 1 1 1

) .

2 drops/eye
Y . Before treatment
9 : 0.9 % saline containing 1 N-HCl and 1 N-NaOH

*  P<0.05
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e

K N10035 & U300 mg/ka ¥ MBS LT b kB
o b OARRAERINIC X D UEMAR MR IZIIM S o
7:o —7%, d-tubocurarine 0.04 mg/kg MIEX X5 Tid
Fe 58 CICBEME QIR X MEE L1z Lo, 15591
¥—2iZ#L7(Fig. 6 )o

5. TR T HER

1) 7 v FNEES L UHEEER EETEREICBITE
HEERB L UHEER

AEOMAIRMIRELO BLUI0OMIZ 61 X
722 2 GO BEMA b PR 827 A8 ) OIRE
CREEERIZE RN o 7, FEEFERED
P=XRZHEEE RITE LM o720 S-hydroxytrypta-
mine 107M {2 B A A& % F B IZULHE & &, oxytocin
1073 U/ml & JEIEIRT 55 40 4 % E BRI UUHR & 1 72 (Table
6)o 7=, ARIiZ107® B LUI0'M THIEFERED
BRSO B L UNBHREICOERERIZES o1
(Table 7)o 5-hydroxytryptamine ®H &K INSEIEH B &
U oxytocin D FEIEIERICH L THEENIO B &
U10*M 213 L A LWL RITE 2 h 5720 Cyprohep-
tadine 10~"M {35-hydroxytryptamine O YU B % #1H%i
L 7:(Table 8),

2) ENVEy MEABREGED B L URBEICB T HIEE
R B X UHEER

ZEOMABARBMAEL S B X U107*M 2 B 5& K E 5
BEABIURBHERERDO P RICIBEALERERIT
E %2 5 720 Acetylcholine 10-"M 3 & U histamine 10™°M
i3 [6] BB ¢ A O UXHE, noradrenaline 107‘M IXMGEE D
N ELEET L7 (Table 6),

Acetylcholine 3 & U histamine 2 & % [B] B #iE £ 15 DUX
#, noradrenaline ¥ & U THAEEKRIMIC & 5N
IO ERENIOS BLUIM IHBLRIZS LD o7
Atropine 1078M 2 acetylcholine DUXHE{EMH %, tripelen-
namine 107*M i3 histamine D UX#E{EH %, phentolamine
107¢M i3 noradrenaline M YX#&{E M %, hexamethonium

107M 2 TR AN L IR E Eh il
7:(Table 8),

6. MAIZMT 2K

1) BE - MBRIZRIZTEW _
NEREDRRICNET 2 REBHATFORYE EREKT
570 O BEME, MEICERRERMLEERTLN
SRDBALMAS N otz Mk, NEREERAR
KRS TAMBFORY L MET HiEE(LBT oK
73 XF BN, KERENBOEPIChHDEYIRE
ALENALGNTY, KMNLERERI LIS

ERRMMMEIZB1T5 o v Y BN, HEBM%ED
BESMEOLBRTEZIBO O 2 570 —F, R
FIMTHAIREED—HMTH HEBEM P O 2 ¥ ML,
B30 X 605712813 B3MB B L UBRIEOM T
Maohledh ol MBI, 7I3RAI /Y EBLUT
VFETIRIVIERCEEOMEADEMIZL HEMIL
%5 7=(Table 9-1, 9-2), :

2) HmtERRR

BB X UHROAICHEITHEMmM%EX, HSP, HMP,
HEP 5 L FHW DL HICb ERR A OGN LD 1
(Table 10-1, 10-2),

3) m/MRAREREREICRIZTER

AR PRP (28175 ADP &%, ¥IR¥E:EM PRP
DFYEH P P EBEER LA, BEIZLI2EBHIKE
{, SBMICIZBEBERNIC L 2RRE~DERILIALL
N o7z, ERIZ, FIERMPRP I2H1) 5 collagen
REIZITNEDLIVIIBOKBERALOREN S/
(Table 11-1, 11-2),

b, % =
Macrolide HiiEWRK TH % erythromycin FHHEZ S
5 LBMER YA I T I X2 LTENRLNRELK
YHELTREYDRERL, TORBARY P VIZ—K
{2 penicillin & tetracycline D ICIET AL vbh
TV 59, erythromycin HH AT HBARELT LIV

Table 5 Influence on skin twitch reflex in guinea pigs

Concentration Animals with inhibited skin twitch reflex after drug application®
Drug No. tested -
(w/v %) Before® 5 10 15 30 45 60 (min)

Vehicle control® 10 0 0 0 0 0 0 0
0.1

RU 28965 10 0 0 0 0 0 [ 0

1.0 10 0 0 0 0 0 0 0

Tetracaine 0.1 10 0 10* 10* 10* 10* 3 0

a Drugs 0.05 ml administered intradermally on the back
L Before treatment
© : 0.9 % saline containing 1 N-HCl and 1 N-NaOH

*  P<0.05
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F-REtEORERY 2INICEERBIT I L2
HLhTWVaet, TOMOERBERICOVTORERD
N kv

PIRAERICKTEERICE D, KEDI0 mg/kg B
RS T AR AR S h e @M% R LA,
LL, CORRII—ABETH-72Z &8 &V chlor-
pramazine 10 mg/kg WA SIS X 2 MMIBRE ) 133
PEBOCEPCHERNMRERELOR L, TLF
#3300 mg/kg MERHEES T T » B REE S 8
KR RIZE R o722 &, FourNex H DMLY T
REMRRIZEALALGNL (, DT HIZ hexobarbital

EIR %300 mg/kg RO S CHEXLTVWAHEITTH 1
SEnEhnt, REICHERANLHEMEERIZZVLD
LEIOLND,

R 12300 mg/kg WA T b WAKBE D » P DMIES
LMW E RIZEY, KM X TORMR E—HL
Poo 72, EBNE Y MEHLBICEENIOTM TEAL
THALHDE AR M B & UL O TR MU S
BEALRIELT ol SHE invivo BEin
vitro TORMEFE LGt D L, BEIZITMMERRITH
TAHRRMERIZVLDEEROND,

IS RIIKT HHEME D, FKI2300 mg/kg WAL

Fig. 6 Influence on contraction of gastrocnemius muscle induced by electric stimulation of

sciatic nerve in anesthetized rats

.e L] -
09 : 3 =
100 o O— —0
—o— Vehicle control
—eo— RU 28965 100 mg/kg, i.p.
—e— RU 28965 300 mg/kg, i.p.
—u— d-Tubocurarine 0.04 mg/kg, i.p.
Meant S. E.
3
S * P<0.05
3]
£ 50 ** P<0.01
s
S
o
LR ]
0_
T T T 1
—1 10 20 30 (min)
Time after administration
Table 6 Direct effect on isolated organ strips from rat and guinea pig
Contractile force (g-tension)
Species Strip RU 28965 Acetylcholine Histamine 5-HT® Oxytocin Noradrenaline
10°M 10™M 107M 10°M 107M 107%U/m} 10"M
Stomach 0.3£0.2|0.2£0.3 - - 4.8%1.0 - -
Rat
Nonpregnant uterus 0 0 - - - 2.1+0.2 -
[leum 0 0 0.910.2 1.940.2 - - -
Guinea pig
0 pa— -_— —_— -—
Vas deferens 0 4.0£0.9

MeantS.E. n=¢
4 : 5-Hydroxytryptamine
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5550IZHMEBAKETY T v PORESRB L OB
DWW E RIZE B o fodt, Fournex &5 OMEY T
13 &K N30% v L300 mg/kg MO I1ET » FOWHS
WREPVTHORARTOHEFIZHEATVS, RRIIE
B oG SHAY 5O DHETH A, SEDKERIL ether
WA T ICH PRI EAT, 4 BRI A Wi R
D pH #HE LTV AHD A LT, Fournex & id#D0
B ICHHE L 7= DB chloral UM S5 KB T THIM % 4%

HMREARY 5 T 7:1o00, AUFLEDOKRN—K
LethotzbntEXOND, LAL, WHDpH itw
ThORRIZBWT L ERL, SOMIR—ELTH,
REN1 %BHEELE Y MZABRLTOAMTHI
M 8 nY, RAES L8R OR MR b 0N &
Niemor, 7, BT » POLRBENMIZLIH
MR EIM L 2 olcs ShODHMED, KIS
WA C RN RS BENER IRV EVT S,

KL, 3EMEICHASEELEN pH XHlIE LTV 2, 5y NBLUELE S FALOMBTERGMESIZKE
Table 7 Influence on spontaneous contraction in the isolated uterus of pregnant rat
. Contraction
' Concentration -
Drug* ™ Frequency (per 15 min.) Force (g-tension)
Pre-drug Post-drug Pre-drug Post-drug
10°® 7.810.6 7.8+0.5
RU 28965 ) 5.31£0.9 5.310.9
10 7.5%+0.7 6.2%+1.1 7.01£0.9 6.5+0.9*
MeantSE. n=6
¥ - Drugs applied for 15 min
* P<0.05
Table 8 Influence on contraction of isolated animal organs induced by spasmogenic agents or electric stimulation
Contractile force (g)
D Concentration Treatment® S ic agent
e ™ reatmen ACHY Hist? 5-HT® Oxy® NA? ES®
10'M 10"°M 10'M 10°3U/ml 10M
10° Before 0.9%0.2 1.9+0.2 4.8%1.0 2.1%0.2 4.0£0.9 3.1%0.5
RU 28965 After 0.9%0.2 1.9+0.3 4.910.9 2.0£0.1 4.5%0.5 3.1+0.5
107 Before 0.81+0.1 1.7+0.3 4.4%0.7 2.0%0.2 4.410.4 2.940.4
After 0.9+0.1* 1.6+0.2°* 4.210.6 1.9+0.2 4.410.4 3.010.4
Atropi 10 Before 0.7£0.0 - - - - -
ropine After 0.140.0** - - — - -
Before - 2.5%0.2 - - - -
; . -8
Tripelennamine 10 Alter _ 0.840.1** _ _ _ _
c n di 107 Before - 5.2+0.6 - - -
yproheptadine After - 2.1£0.2%° - - -
Phentolamine 10 Before - - - 4.01£0.5 2.610.6
entolamin After - - - 2.440.3°%| 2.7+0.6
Before - - - 4.940.6 3.610.6
: -4
Hexamethonium 10 After _ _ _ 5.140.5 0.740.3%°

Each value represents the mean and standard error for 6 preparations

L Preparations pretreated with the drugs for 15 min

b Acetylcholine, tested on guinea pig ileum

e Histamine, tested on guinea pig ileum

9 5-Hydroxytryptamine, tested on rat fundus strip

o Oxytocin, tested on rat uterus

n I-Noradrenaline, tested on guinea pig vas deferens

L Electric stimulation, tested on guinea pig vas deferens
. P<0.05

b P<0.01
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: Hemolysis width
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Table 9-1 Influence on prothrombin time, activated partial thromboplastin time, thrombin time,
serial thrombin time, plasminogen and antiplasmin values in rabbit plasma
Amount of RU 28965 PT A-PTT TT STT (sec) Plasminogen "“Antiplasmin
( pg/ml plasma) (sec) (sec) (sec) 30 min later 60 min later (%) (%)
Vehicle control® 8.1+0.1 |32.110.8 [12.0+0.2 14.5+0.3 16.110.6 100+ 9 98t 3
0.3 8.2%0.1 |32.2+1.0 [12.0%0.5 14.3£0.1 16.410.5 102+ 8 9+ 1
1.0 8.4+0.2 |32.2+0.7 |11.8+0.7 14.010.3 15.810.5 104+ 9 - 9+ 2
3.0 8.2+0.1 {33.1+£0.7 [12.0%0.4 15.110.3 16.110.3 100+ 9 100+ 2
MeantS.E. n=5
PT : Prothrombin time
A-PTT : Activated partial thromboplastin time
TT : Thrombin time ‘
STT : Serial thrombin time
Ll : 0.9 % saline containing 1 N-HCl and 1 N-NaOH
Table 9-2 Influence on prothrombin time, activated partial thromboplastin time, thrombin time,
serial thrombin time, plasminogen and antiplasmin values in rabbit plasma
Amount of RU 28965 PT A-PTT TT STT (sec) Plasminogen Antiplasmin
(ug/ml pl ) " (sec) (sec) (sec) 30 min later 60 min later (%) (%)
Vehicle control® 9.0+0.2 (27.4%+0.8 |10.9t1.0 11.2+0.7 14.010.4 107t 9 104t 3
6.0 8.51+0.1%|27.6+1.0 |10.4%0.8 10.6+0.8 13.9£0.6 108+ 9 105+ 2
12.0 8.8+0.1 [27.9+1.1 |[10.8+0.9 10.5+1.0 -13.610.3 111+ 9 107+ 3
MeantS.E. n=5
PT : l;’rothromt‘:in time
A-PTT - Activated partial thromboplastin time
TT : Thrombin time
STT : Serial thrombin time
3 : 0.9 %saline containing 1 N-HCl and 1 N-NaOH
* : P<0.05
Table 10-1 Influence on osmotic fragility of rabbit red blood cells
. . Amount of RU 28965 (xg/ml blood)
Hemolysis point Vehicle control 0.6 2.0 6.0
HSP (mOsm) 115 £ 1 114 £ 1 117 £ 1 117 £ 1
HMP (mOsm) 100 £ 1 101 £ 1 102 £ 1 101 £ 1
HEP (mOsm) 77 £ 1 76 + 1 77 £ 1 77 £ 1
HW (mOsm) 38 1 381 40 1 40 £ 1
MeantSE. n=5
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Table 10-2

Influence on osmotic fragility of rabbit red blood cells

Hemolysis point

Amount of RU 28965 (g/ml blood)

Vehicle control 12.0
HSP (mOsm) 117 £ 1 119 £ 1
HMP (mOsm) 101 £1 103 £ 1°
HEP (mOsm) 76 £ 0 77 £ 0
HW (mOsm) 41 £ 1 42 £ 1

MeantS.E. n=5
Performed at 37 C for 10 mi

n

HSP : Hemolysis starting point

HMP : Hemolysis maximum poi
HEP : Hemolysis ending point
HW : Hemolysis width

nt

o 0.9 % saline containing 1 N-HCl and 1 N-NaOH

. : P<0.05

Table 11-1 Influence on ADP or collagen-mediated aggregation of rabbit platelets

Amount of RU 28965 ADP Collagen
(ug/ml PRP) (5X10°~1X10*M) (2.5~12.5 ug/250 x! PRP)

Vehicle control” 100 £ 0 100 £ 0

0.3 9 + 2 102 + 4

1.0 9 t 4 101 =+ 3

3.0 97 £ 2 99 + 3

MeantS.E. n=5
Performed at 37 C for 3 min

All data shown as relative ratio against maximal transmittance in vehicle control

PRP Platelet-rich plasma

» : 0.9 % saline containing

1 N-HCI and 1 N-NaOH

Table 11-2 Influence on ADP or collagen-mediated aggregation of rabbit platelets

Amount of RU 28965 ADP Collagen
(ug/ml PRP) (1X10"*M) (12.5 pg/250 ul PRP)
Vehicle control” 100 = 0 100 £ 0

6.0 95 £ 4 103 = 3
12.0 99 £ 2 103 + 3

MeantSE. n=5
Performed at 37 C for 3 min

All data shown as relative ratio against maximal transmittance in vehicle control

PRP : Platelet-rich plasma

» : 0.9 % saline containing 1 N-HCl and 1 N-NaOH
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PHARMACOLOGY OF RU 28965, A NEW ERYTHROMYCIN DERIVATIVE

HiroMi l1zukA, AKIRA SHIMADA, YOsHIFUMI TANIMOTO, TsuGio KANEKO and ToMoji YANAGITA
Preclinical Research Laboratories, Central Institute for Experimental Animals

We investigated the pharmacological effects of RU 28965, a new erythromycin derivative, with the following results.

No influence was observed on spontaneous motor activity in mice, spontaneous EEG activity in rats, or spinal reflex
activity in rats after intragastric or intraperitoneal administration of 100 and 300 mg/kg of the drug. The drug did not
affect the blood pressure or heart rate in unanesthetized rats at 100 and 300 mg/kg, i.g. Further, the drug did not affect
the chronotropic or inotropic action of isolated guinea pig atria at 107° and 10™* M. Gastric and bile secretions in rats
were not affected by the drug at 100 and 300 mg/kg, i.g. or i.p., whereas the pH of the gastric juice increased. The drug
in concentrations of 107° and 10™* M did not affect the tonus of isolated stomach fundus, ileum, vas deferens, pregnant or
non-pregnant uterus from rats or guinea pigs. No interaction of the drug with acetylcholine, 5-hydroxytryptamine, oxyto-
cin, histamine or noradrenaline was observed in the isolated organs. Also, contraction of the vas deferens evoked by elec-
tric stimulation of the hypogastric nerve was not affected. The drug did not show local anesthetic effect such as surface
or infiltration anesthesia in concentrations of 0.1 and 1%. No neuromuscular blockade was observed in anesthetized rats
following intraperitoneal administration of 100 and 300 mg/kg. The drug in concentrations of 0.6 ~12.0 xg/ml had no
effect on the coagulation-fibrinolysis system, on platelet aggregation, or on erythrocyte osmotic fragility in rabbits.

From these results, no significant pharmacological effects of the drug were recognized.



