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Fivrag4 FREAEWR RU 289650 ML B IR MG A& (X34 H1ER -
HALE (3 2 BIFER DOBRES

7
BB KZEREM TR RERN

Kit A
A LA

RU 28965(RU)DEMT 1 X 4L IN#H L8124+ H1EM & Erythromycin(EM) & H# L, HILE
T ARER LRI LT,

RUIZMMRN R U+ ZRBAICE 40.2, 0.6, 2.0 mg/kg K 1¥0.6, 2.0, 6.0 mg/kg N 3 AR %ix5
L, EMREOREHLHEBL, 2IZRA—WRY IS L) RUDERTIERAV, —F, RURU
EM &43.0mg/kg ¥+ HaMAICIKES L, NPRELHEL . T/-WHEMIZHT S RU L EM
OFEAR ZEHAIL, RU O EM ICHT 5 HiERE ROz, TOHR, ZHHTRBRARSOSE,
RU 0.6 mg/kg, EM 0.3 mg/kg, +_#EM+x5NH4, RU 2.0 mg/kg, EM 1.0 mg/kg TIZITRBM 2
ZRIIFEARBLL, RU D EM 12+ 5 HiEEIZ0.5Ch 572 L LBKRAKRSOREIE, EM
1.0mg/kg H 5\ iZ RU2.0mg/kg T, T4+ _HERMAKSOHEIL, EM3.0mg/kg H S\ i2 RU
6.0mg/kg TRIGb AKX, WI0~0NICEHAALNL, —F, REMTIIBRAKZSOESIL
EM 1.0 mg/kg 5\ it RU2.0 mglkg C, F7-+ W5 NBEI12, EM2.0 mg/kg A\ i RU
6.0 mg/kg THLH10~30% ICEHMA LRI, WTFhOBE S, 1/3RUT CREERIIZE 57-<
Rohkhot, —F, RUDTZEKBHHZRSEOM PRAEIXRU LR —&D EM ¥ix5 L TH&L
7R, EMICH L#3~5E® C, 128M&E T 62.54 pg/ml & EM DI G E L2225, DUGERDIE
# 4 BEMIRICIHBE L7

RU OFHQB M P REIRKAR L EFRETE, £ 1 AARRA2~-3 mg/kg THIL, €}
4 X & ) AFIH URSEEAMEL O THLE NG ES) T E T CER, BHHEVIITHNL S
ZEEARBOTHERFHAL 2V LD ELEZ LIS,

RU 2896513 Erythromycin A D 9D + > %2-2 +
FU-LPIFU-AFNFFIALATERLIZMARD
Macrolide RILEWDR TH AV (Fig. 1), EHIZ I3 HREE
RERLEN-BIREOBEUNBOLN TSI, —
#c89(214 B8R Macrolide RALEW KA 2, HILFOI
FER TR ICEDCRIERICOVWTRRF STV,
AFAETIE, EM £ BEE L TRU DHEHLEXEE) x4
THERAEEMTENRKLAVTHEL, FHOHIL
FiCBTa U ER) IR T 2RIEHRB O EMICD
WTRE L7,

I. BEEH®
1. ERKOER
MEFERLA 6 S (RE4 SR, M2 FH) T >/ FHOBER
9.610.34 kg Td - 7=, Pentobarbital sodium(Nembutal,
Abbott, Chicago)30 mg/kg DMRNEH TLEFHEL,
bhbh AR L 7 force transducer (LA T transducer

EREEC) & AL ERBRE 12 & 4 O RIKIE UG H I %E T &
SHENMA T AVTIBIEEH L /Y, Transducer Dk
HBOLIL 6 Fh 4 FUIHKIE, BaES, + -k =

Fig. 1 Chemical structure of RU 28965
N,OerO—CHrCHrOCH:
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%, /NS, BIBRUKBOL - th - TERO8~IMATTH

h, ¥ENOMPRENERIZH RS 2/TE, |,
+oER, ZROIWHTTH 7,

Transducer D{MITBBANSENICO B L, W
MEETEELTHREIOHMCMO ML, EMICEE
Lo —Fh, MMRS5H 3 cm IO+ _i8MICIE+=
ERAZKSAMY ) 3 ¥ F 2 — 7 (Silastic, 602-205,
Dow Corning, Midland, Michigan, US.A.) ¥ B &A K
L, R ANACHOM LU TEMICEAE LA, -k
DY) F 2 —TEENBERKD S ERRBIRP I
FEL, it LTHRSEMCEEL, BRA~D
RS RURLAE LTHV . ThOERLF 2 —
TRAXIT vy PERRAELOTREL, 1 X4
181 AEF% S5 BKIC—ERDOMH(Gaines meal, 20g &
BRER/kg, KO- A1 75 F, KF)E52T
#SFL, Kizadicsx,

2. HitESAGHOMEY

Transducer 56 O BRIIMIER LD — 7L E
Pxio VATERL, HILESBODGEER Y 8 7 v
YEAMREEL - ¥ —(RIG-3008, HAXABEILE,
RRE)ICREFL, MLEEBICBT IO KN
Wi oo fh, BRIESONGREARY I ENES LK
RECEROMIT L, 1 ARERBS—CATHHAICE
R AN

3. ¥Ho%ks

¥#)12 RU 28965(RU ; A &)L+ V) B U° Erythromycin
lactobionate (EM ; K H AR ) ¥ fv 7z, MEHM I &4
I8 =M@ R L(0.02mg/ml), il RU DS
T VA UBOERTMA, TOREBRIEHTHR
LT, E4DEKOHELL- Y OEREBKRADH S
Wi+ ZHRBAICHIOBRM T TR L, k5%, 5
ml DEBEIEH T flush L7-, HILFERIIBARE T
FORGBBRPE/ Yy - HR R HNDTY, EHKS
bRRRRICIT oo BIL, KRATZMN T3 2R3
EREDUNE (LA F IMC E®E0)Y A H TR T L T1053#%
DWIERIZFTV, BHRMIBRA2-3MEIC T o7, B
K% 5 Cit EM 120.1, 0.3, 1.0 mg/kg THH, RU
DESRING ERBEORC LRI TRELTEA
0.2, 0.6, 2.0mg/kg ¥ ‘A, +_IEBAKXKS Tt
EM 130.3, 1.0, 3.0 mg/kg & L, RU i20.6, 2.0, 6.0
mg/kg & L7 HEEBUI IS EARI@EL,
BRI+ 2 M) & D FI9E A 62X 2 parallel line
assay ¥17- T, RU D EM 24 5 HiftE % ko7,
2B, TRHERIZAL XIZ transducer DHEARRF % 4T
2T O#H3AMKL VEEL, H3 »MICb/-VER
¥tTo7z. COM, 4 XIIRBETHILTNAREILTD

bhilehor,

4. BUEMR Ok lE?

EM RU'RU O+ ZiMARSOM®TRMOLL, 20
I ml 2t L~s¢Y) »(Novo, Denmark)0.02ml £/ T
0 CTHiLH, Mm¥%ETML—20C THRELA migP
RE IR 1 AMUPICHEIE Lo HISEIE B. subtilis
ATCC 6633 % REMETHLMBH » TiHEIZ T o7

I.®& R»
1. ZHHES
1) MARARS

RU 0.2 mg/kg DX 5T W H 62z H 5T IMC 1%
RICAHB L - 2B DRUSIZNE {, B> TRIE
A& %H o575 RUO.6 mg/kg &5 Tid Fig. 2 IRT &
BN, BroZWMICARML IMCHREL, Zhidiz
IZEM 0.3 mg/kg % 5-(Fig. 3 )I2 & 5 RIS ICRE L 7=,
MEE bR LT ORER xR L7:A%, 9B
2~3ATCRRELZVBELH 57 RU2.0mg/kg D
5 T2 IMC G A #3058 L, 9BIh2~36IT
260 LA EICRESD b DH 5 72(Table 1), &5 L7=K
It EM 1.0mg/kg $x 585 IC b R ICZH 6N, 9 FS
5 BT IMC U SIS A%605 LA L ##% L 7= (Table 1),
C I LRIV, RUTIR 9B 28012, EM Tit
9Bh 1 NICEREF D7,

—7%, BETESIUGEIEEA, SFM L7 RU O EM I2
MY HHIEEIE, EM #1.0 & L7-38480.41Th -7,

2) +EBBARS

RU 0.6 mg/kg %5 T2 IMC UG A A FEH 7 +
1LIFHICHB L7 ZORKIEIE EM 0.3 mg/kg #2585
DRIE & ) R KEH o 7:(Table 2), RU 2.0 mg/kg £
5Tt Fig. 4 ISRT & B, BBML IMC HERYATH
B L7, £DORIEE EM 1.0 mg/kg %58 O KIE (Fig.
SHIBBLLAS, 9B 16Tk Fig. 51SRTEBY,
FDORUICHC0F LR 2B EDH o7 L LEE
ELRIEHRZOON SN o7 EM3.0mg/kg % 5 T°
W2 RU 6.0mg/kg $%5- Tl IMC ULHE AL T605- LA L
R L7co FnBEmIdFIYMET, EM 0B43.140.165
M, RUDHE4.410.20MFH L7z, 7, BIERA L
LTRU TIXMEmEAT9 Bich 2 511, HEfEid 9 Bith 4 #i2
ZHHN, EM TIREHAC9 fith 2 812, HEEIL 9 fih
IBcAHA LN,

—%, BRIESIIHT 5RO 70 ENRIZE A1
EEERDIZETAH, EM %1 L LABESDRU OffIL
0.58CH - 7=,

2. AMiRS

1) BRA%ES
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Fig. 2 Effect of i.v. instillation of RU 28965 (0.6 mg/kg) on interdigestive contractile activity in the

GI tract of a conscious dog in the fasting state

RU, 0.6mg/kg (intravenous)
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Fig. 3 Effect of i.wv. instillation of EM (0.3 mg/kg) on interdigestive contractile activity in the

GI tract of a conscious dog in the fasting state

EM, 0.3 mg/kg (intravenous)
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Table 1 Mean duration of contractions in the gastrointestinal tract induced by intravenous
administration of RU 28965 or EM in the fasting state
Dog Mean time (min) * S.E. obtained from 3 observations in each of
Drug 3 dogs excluding cases (0) and (>60)
Al GB GA D ) MI AC bC
EM (0.1) 9.2 £ 1.8(9.2+ 18| 15+ 28| 11 + 3.3 0 9 ¢ 0.0 9+ 0.7
) 0:1/9) | (0:1/9)
EM (0.3) 21 £ 55| 21 £55( 21 £ 51| 17 + 8.4 0 9+03| 13%1.4
(0:3/9) (0:3/9) (0:1/9)
EM (1.0) 23 £ 7.1 23 £ 7.1 60 17 + 4.0 5+ 0.3 15 £ 2.7| 20 £ 4.0
(560:5/9) (>60:3/9) | (0:3/9)
16 + 2.8 16 + 2.8 21 £ 2.6 | 23 + 1.2 0 11 £ 29| 15 £ 2.4
RU (0.2)
(0:1/9) (0:1/9) (0:1/9)
RU (0.6) 17 £ 3.7| 22 + 4.4 20 £ 3.1| 12 £ 2.2 0 14 £ 1.6 16 £ 1.9
(>60:1/9) | (>60:2/9) (0:2/9) (0:2/9)
RU (2.0) 29 + 4.7| 29 £ 47| 31 £ 1.0{ 33 + 0.8 0 23 + 4.8| 26 t 6.4
(>60:2/9) | (>60:2/9) | (>60:4/9) | (>60:2/9)

In parentheses, 0 means no effect and the fraction with a denominator of 9 denotes the number

of cases in 9 observations ;

with a denominator of 9 denotes cases with a duration of over 60 min in 9 observations.

Y60 means that the contractions lasted over 60 min and the fraction

GB : Gastric body, GA : Gastric antrum, D : Duodenum, J : Jejunum, MI : Mid-intestine, I : Ileum,

AC : Ascending colon and DC : Descending colon.

Table 2 Mean duration of contractions in the gastrointestinal tract induced by intraduodenal
instillation of RU 28965 or EM in the fasting state

D Mean time (min) £ S.E. obtained from 3 observations in each of
o]
Drug e 3 dogs excluding cases (0) and ()60)
(Dose : Latent
me/kg) time® GB GA D J MI AC DC
9+1.1| 15 + 3.4| 15 + 3.4 18 £ 2.7| 13 + 3.8 0 16 £ 4.0 + 3.
EM (0.3) 22 35
(0:5/9) (0:5/9)
EM (1.0) 5+0.8| 22 + 5.4 | 22 £ 5.4| 29 £ 5.8 0 0 14 29| 14 %29
) (>60:1/9) | (>60:1/9) (0:2/9) | (0:2/9)
3+0.3 )60 >60 60 4.3+ 3.0 0 24 £ 59| 28 + 5.3
EM (3.0)
(360:2/9) (0:2/9) (0:2/9)
RU (0.6) 7+1.9| 30 £ 5.7| 30 £ 5.7 30 + 4.7 | 44 £17.3 0 10 £ 1.9 15 £ 1.9
’ (0:3/9) (0:3/9)
RU (2.0) 5+2.4| 43 £ 5.6 47 £ 6.9| 48 £ 6.1 | 26 + 9.2 0 23 +£3.2) 1829
) (>60:2/9) | (>60:2/9) | (>60:2/9) | (760:2/9) (0:1/9) (0:1/9)
3+0.2 >60 60 >60 >60 0 39 £ 1.0| 45 £ 0.
RU (6.0) 0-5
(0:1/9) (0:1/9)

In parentheses, 0 means no effect and the fraction with a denominator of 9 denotes the number

of cases in 9 observations ;

with a denominator of 9 denotes cases with a duration of over 60 min in 9 observations.

Y60 means that the contractions lasted over 60 min and the fraction

GB : Gastric body, GA : Gastric antrum, D Duodenum, J : Jejunum, MI : Mid-intestine, I : lleum,
AC : Ascending colon and DC : Descending colon.

- Time after administration when the first contraction appeared.
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Fig. 4

Effect of i.d. instillation of RU 28965 (2.0 mg/kg) on interdigestive contractile activity in the

GI tract of a conscious dog in the fasting state

RU, 2.0 mg/kg (intraduodenal)
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Fig. 5 Effect of i.d. instillation EM (1.0 mg/kg) on interdigestive contractile activity in the

GI tract of a conscious dog in the fasting state

EM, 1.0 mg/kg (intraduodenal)

Gastric body MMMMMMJJ\L} J__,Jk AJJU MI\AJ

Castrlc antrum

JLJ

Duodenum

MM&MMMMM
Jejunum
- d A N . P

e
Mid-intestine I I |

Ileum

IO PNY U et _a .

Ascend. colon

__,«AMMM \;‘\_-}N:.M

Mid-colon

e A MAMAR S tepl
1 N 1 "

4

Time interval, 10 min



VOL. 36 S-4

CHEMOTHERAPY 109

RU0.2mg/kg #* EM 0.1 mg/kg N5 Tz W, +_°4k
B, ZWiC10~155MOIUBH DMK BH LN, X
BT OM LR TV ER DO TTEA AR & A, BIE
HizEH oA 572 (Table 3), RU0.6mg/kg 5T
REL LTHMES, +1HW, ZRICEV TR
ORENALN, KRTHEHLIGERTEERLA,
+ RO KR T L 9 ik 2 B TIZ603 A LR L 72,
F#NZELi2 RU 2.0mg/kg % EM 1.0mg/kg #5813,
Fig. 6, TIERTEBN V- F5EPE LY, 96t 3
~5FCIRERESOER)TTEAHC05 L L&KL 7
(Table 3)o TAKMICHTHEROERTH 72,

2) +iRBARRS

RU 0.6 mg/kg & U* EM 0.3 mg/kg D5 T2 HILE
NG icH LT CERAVFRBO OGN H» 570 RU
2.0mg/kg {5 Tk Fig. 8ISRTEBY, B, +2HE
ZRIZPBN DMK LS ARDOTENRD G h, HHI
B D RUICIE 9 Bl 2 B1T6093 LA Lk L 7 (Table 4),
EM 1.0 mg/kg 5 Cit Fig. 9IS RL7=EBh, 20K
CRBAEZBOON LB IBFIFIZHY
(Table 4), F2-ABIIHTHRES 9 FIch 5 HIZED
bl ot €T AN, RUG6.0mg/kg 3 5\ ix EM
3.0 mg/kg TG RFIZI3H 3 FHRICEBH L G0 ETH DO TT
ENHICED SN (Table 4), KBOIHER L 25
THAE LA, FRICHEV, RU T2 9B 3 6 TR,
9P 5 FITHEME, EM TizEnt, HHER4 1812 ED
AL

3. mARE DL L UEER

Fig.10i2 RU J U EM 3.0 mg/kg % ZB I+ 3508
RIRG LI BEDE 4L DMBEFIREDHB % 3TANF
BELS E TRLIELDTH D, M—ROEHIFRSGIC
22bo¥, RURFICABICMETRENTL, @
EF L 3073 TE—2I12#EL, RU Ti33.410.2 pg/ml,
EM Ti31.3+0.1 ug/ml Th o7z £NDk, 3BFMET
2 RU i2 EM ®5.54%, 6B§Mj#& Tt 61, 12BFR7%T
131415, 24BFRIECRRI2ZEEBETH o720 —H, 9
L7 ep i B & U EE) % 8 L T A% & Fig . 11IZR
TEBY, RUZ.Omg/keg 58, MPEHBEIL4~6
BREICO D BMETH B, H, + B0 ESR
12131 4 BEEI RIS 3L L7, £7- EM 3.0 mg/kg 5
BONGES I RNO1I~1.5BFMOBMEICHTL,
D®RIZIZNTER DZEBEEDKEIZRE 5 72 (Fig.12),

m. * ®
14 B8] macrolide ZRILEHH IZEMD (2 Oleandomy-
cin [ HLE NG ER L UEE LOSZERHDH L Z L
PHOLRTVEY, ZORERTEOREIZOVTIE

FHTHBY, bhbhOBREOHEIZLSHE, 14AR
macrolide &4 R DX A0 112 W8 WX & HF O
RIZETCLDERDNEY, ) LAERHICED, b
L14 B3R macrolide RITERAKRICIG SN HIC
&, EM OBIRAES SISO bR D &S 2K EORIE
H, Blb, MK, WH, MEsHRTAIC LA EIOLR
5,

RU B~ HiZ, UARDT 7 b BRI
desosamine & cladinose A FIZ /) L FRESLTH
D, HILERESN MR b OLFEREEH LT
5, bhibniCosICKBL, FHOS XI5
LB AR MR SR LA A, ZHMERK
METREFOHIEHMICETFOERD 7DD, EM &
F ORI MIER X RU DIZIZ2HERTHBI Y, RUDK
EHIRBBUREM D1/2L xR,

—7%, EMIZHT 5L BENSEFIROBREMIZ T TIC
WMELAEBYNAREL FTRERZD, 1 XTIIARY
% IMC ¥ E#& T % EM O&i30.1 mg/kg * hr D205-H A%
AR ETHAHDICKL, b MTRRE—EATIR
1.0 mg/kg * hr D15~203 M5 L h RBL Y. £
N, BRARFHRZSTLA XDOEROWIVERTER
DIMC2RETAHI L%, BEADORBRIZES
KERELhKEVWLEZLND,

AR OB Fig. 1I0RIITRLAEBD, DT
REMICELMETREOTMETHH, O LK
HARAESTAIENETH S5, FE, BEKARI
150mg ¥ 1 B2ERAE SN THEHY, 1EEIZH2
mg/kg ER NV SEDA X TORERE W %V, THHD
CEEREGTAL, FHORMIZEID L MBI AL
FEEARTEICESCRAERDORBIIER, BHH 5\
THICHLTREDTALVLDLHM LT L,

Bk (M iR & AR B DORIGRIC DOV T, 45
Fig.1LiZ/RL7:& B Y, RUBRSHOMFBREL A5 L
5~6BEM % b 1~ 2850 m PR AE & FNEELLTY
ZWIZH DD b6, IREEER)IT 4 BEF LIRS LTy
5o, RURTZIBAFESIC L h SFicmpicBiTLT
WaAH, 04 XOMAREHRBSIIMMOEHHE L HE
fEERL, $-mPERBRVY, € TRKMIZIZ
HILBEISHTHAREOEIL Vb DLEIOND, T
7z, A EIDRE X bicassay HEIZ & o 2o KB O
WidFTo TR wnd, b MILARIERETIIES S
300 mg OGS LB, &5 4 BMEOMYE Tt bio-
autogram FHETEE Y b D& b F DD free oxime t
PRUESNHDOAT, R#WE LTHETLEEIZLN
% monodemethyl & % didemethyl iz X h T2
W TNHDZ LA EZHDEDLE, K DHELFIX
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Table 3 Mean duration of contractions in the gastrointestinal tract induced by intravenous
administration of RU 28965 or EM during the digestive state
Dog Mean time (min) * S.E. obtained from 3 observations in each of
Drug 3 dogs excluding cases, (0) and ()60)
f}?;f;gﬁ) GB GA D J MI 1 AC DC
EM (0.1) 0 12 £ 1.9 10 £ 2.5 6 6 0 0 12 £ 1.0 11 £ 0.5
(0:3/9) (0:3/9) (0:3/9) (0:5/9) (0:5/9)
14 £ 31| 30 £5.0( 15 + 4.0 8 £ 1.3 0 0 10 £ 1.3 12 £ 1.9
EM(0.3) 1 160. 1/9) | (360:3/9) (0:1/9) | (0:1/9)
15+ 1.0 10 £ 00| 10£ 0.7} 13 £ 1.1 0 0 18 £51] 21 £4.1
EM (1.0) (060:5/9) | (360:2/9) | 360:2/9) ©0:1/9) | ©:1/9)
RU (0.2) 0 11 £ 23| 15+ 19| 10 £ 0.0 0 0 13 £ 13| 13+ 18
(0:2/9) (0:2/9) (0:2/9) (0:2/9) (0:2/9)
RU (0.6) 15 £ 1.5| 27 £ 9.0| 24 £ 6.8| 14 = 2.4 0 0 14 £ 1.7 17 £ 4.2
(0:4/9) | (>60:2/9) | (>60:2/9)
RU (2.0) 18 £ 7.4| 22 £ 56| 16 £ 3.1] 12 £ 1.6 0 0 16 £ 2.3 22 + 3.2
(0:4/9) | (>60:3/9) | (»60:3/9) | (0:2/9)
In parentheses, 0 means no effect and the fraction with a d of 9 d the b
of cases in 9 observations ; Y60 means that the contractions lasted over 60 min and the fraction
with a denominator of 9 denotes cases with a duration of over 60 min in 9 observations.
GB : Gastric body, GA : Gastric antrum, D : Duodenum, J : Jejunum, MI : Mid-intestine, 1 : lleum,
AC - Ascending colon and DC : Descending colon.
Fig. 6 Effect of i.v. instillation of RU 28965 (2.0 mg/kg) on interdigestive contractile activity in the

GI tract of a conscious dog in the digestive state

RU, 2.0 mg/kg (intravenous)
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Fig. 7 Effect of i.wv. instillation of EM (1.0 mg/kg) on interdigestive contractile activity in the
Gl tract of a conscious dog in the digestive state

EM, 1.0 mg/kg (intravenous)
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Fig. 8 Effect of i.d. instillation of RU 28965 (2.0 mg/kg) on interdigestive contractile activity in the

GI tract of a conscious dog in the digestive state

RU, 2.0 mg/kg (intraduodenal)
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Table 4 Mean duration of contractions in the gastrointestinal tract induced by intraduodenal
instillation of RU 28965 or EM during the digestive state

Mean time (min) = S.E. obtained from 3 observations in each of

D
Drug o8 3 dogs excluding cases (0) and (760)
(Dose: Latent
mg/kg) ime® GB GA D J Ml AC DC
0 0 0 0 0 0 0
EM (0.3)
EM (1.0) 6 *1.3 0 33+ 73|37 £ 1.4 0 0 17 £ 59| 19 £59
) (0:3/9) (0:3/9) (0:5/9) (0:5/9)
3 0.2 0 Y60 Y60 )60 0 22 £ 75| 29 + 6.8
EM (3.0)
0 0 0 0 0 0 0
RU (0.6)
RU (2.0) 7 £1.9 0 49 £ 1.7| 47 £ 3.3| 47 £ 3.0 0 18+ 17| 19 %20
) (560:2/9) | (960:3/9) | (>60:1/9)
2.5+0.6 0 60 60 41 £ 4.0 0 32 +£39| 32+29
RU (6.0)

In parentheses, 0 means no effect and the fraction with a denominator of 9 denotes the mumber

of cases in 9 observations ; 260 means that the contractions lasted over 60 min and the fraction

with a denominator of 9 denotes cases with a duration of over 60 min in 9 observations.

GB : Gastric body, GA : Gastric antrum, D : Duodenum, ] : Jejunum, MI : Mid-intestine, I : lleum,
AC : Ascending colon and DC : Descending colon.

* Time after adiministration when the first contraction appeared.

Fig. 9 Effect of i.d. instillation of EM (1.0 mg/kg) on interdigestive contractive activity in the
GI tract of a conscious dog in the digestive state

EM, 1.0 mg/kg (intraduodenal)
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Fig.10 Changes in plasma RU 28965 and EM concentration (mean £ S.E.) after
i.d. administration in 3 dogs
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Fig. 11 Changes in plasma RU 28965 concentration and gastroduodenal contractile activity after
i.d. administration in a dog
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Fig. 12
i.d. administration in a dog
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EFFECT OF RU 28965, A NEW MACROLIDE ANTIBIOTIC, ON GASTROINTESTINAL
CONTRACTILE ACTIVITY : SIDE-EFFECTS IN THE DIGESTIVE TRACT

ZEN ITOH
Gastroenterological Laboratories, College of Medical Technology, Gunma University

SaTosHi OMURA
Kitasato Institute

We studied the effect of RU 28965(RU )on gastrointestinal contractile activity in conscious dogs with force transducers
chronically implanted using erythromycin lactobionate(EM )as a reference material.

RU was given intravenously in doses of 0.2, 0.6 and 2.0 mg/kg and intraduodenally in doses of 0.6, 2.0 and 6.0 mg/
kg. EM was given intravenously and intraduodenally in half these doses. The study was carried out in both the digestive
and fasting states. The plasma RU and EM concentrations were measured after administration of 3.0 mg/kg intraduode-
nally. The ratio of potency of RU to that of EM was calculated from their motor stimulating activity on the gastric
antrum. We found that typical interdigestive migrating contractions were induced by intravenous injection of 0.6 mg/kg
of RU and 0.3 mg/kg of EM and by intraduodenal administration of 2.0 mg/kg of RU and 1.0 mg/kg of EM. Consequent-
ly, the relative potency of RU to EM was found to be about 0.5. Intravenous injection of 1.0 mg/kg of EM and 2.0 mg/kg
of RU and also intraduodenal administration of 3.0 mg/kg of EM and 6.0 mg/kg of RU in the fasting state induced long
periods of intense activity in the gastrointestinal tract, resulting in nausea and vomiting in about 10~30% of the experi-
ments. Whén the same experiments were carried out with the same doses in the digestive state, nausea and vomiting were
also induced in 10~30% of the experiments. But when the doses of both antibiotics were reduced to one-third in each
case, there were no adverse effects. The plasma RU concentration after intraduodenal administration was 3~5 times that
of EM during the initial 5 hours. Even at 12h after administration, the plasma concentration of RU was 2.54 xg/ml, about
14 times that of EM.

In conclusion, the high plasma concentration and long-lasting activity of RU enables us to keep the therapeutic dose
low. If an oral dose of 2~3 mg/kg is given, there shoud be no side-effects such as vomiting and diarrhea due to stimula-
tion of gastrointestinal contractile activity, since sensitivity to macrolide antibiotics in humans is much lower than in

dogs.



