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Carumonam D4 X B L U3 FIZ BT 3 BHRMERF

BEZ/\NE - SH &
HEER TERA S P RFTFRR

Carumonam D4 X B X UV 4 FIZ B} 2 BEHMEF IOV T, Stop-flow HIC & W iR
FFL 7. A4 X Tl carumonam DITAIEB L ENRAE TN & D WB & CHRIUISE
& 51 F, probenecid BFREDEE S A SN 5Tz, —H, 74 ¥ Tl carumonam Dif
AIFRME SR & D WHRD s iz, I DFRME S2uhix probenecid DHAIC & b R4

W sz,

L7585 T, carumonam i34 X TidE & L THRIREARIBIC X D, 79 F Tl RERAER
B ($960%) LUAIRMEEDW (F940%) k- THEEa h 3,

#*

Carumonam (CRMN) 3# LK A& hi- BBMD
N-sulfo-g-lactam #i & ¥ & T, Pseudomonas aer-
uginosa ¥ E8 7 7 AEMHECHWTEN 2 RTY
CRMN » BBV ETEIBANKRST 5, &
PHrEBRREh, Folds s VHSNEBELRL, ¥
ELTRFPCHRE & 52,

AT, 1 XBLUTYHFI2B1F5 CRMN O BHE
MR % Stop-flow #1Z & D BREFL 7o i ic DV T
5,

ERME S SUERFZE

1. ERAEA

CRMN 3 HER - FRAFRFTCER I N D
D%, ZOMORFEITROFRSZ B,

2. EEEY

1 X3 Beagle &, fff, £% 8~10 # 5#, A& 10
~12kg, V¥ ¥ik New Zealand White, 1, 4%
3~3.5 4 Ak, AE 2.5~3.5kg DEBEL D% H
Wiz IR b REIREH] 16~18 B DR 21T -
AN

3. Stop-flow ¥z & 2 EE&

3-1) FMALE

B4 sodium pentobarbital (N embutal, Abb-
ott Labs.) ® 30 mg/kg 2B’ 5 L THE: L,
JEYVHEY =2 —VEAR, EPYHL CEHRE
KRV ZFVYFa—TREAL, RERRL,

BEREMIIARBHIRICEALIZA=Z2—1 LY
priming # & Uf sustaining &5 % 1T - 7z I3 5
KEREIR & V1T o7,

3-2) HEREYBKROAR

Priming %t 5A%E®K : p-7 3 / BRE (PAH,
Sigma Chemical Co.) ¥ 200 mg/ml R, 7v7
F=>(Cr, FIt#ZE) 3 100 mg/ml B, CRMN
13100 mg/ml BECZNFRBEEREKEMLT
WL T2,

Sustaining RS FHAE®K - BRI £ LT, D-vv
= b=V (FOXHEE) 15% (w/v), Cr0.25%, PAH
0.1%, HL>+ bV v A (FIXMIE) 0.9% 2 etk
BREROW, BBEI L TR EZOERIC
CRMN 170 pg/ml 0L 72 & D 2B 12,

Probenecid #5# : Probenecid (Sigma Chem-
ical Co.) IXY4E®D IN NaOH 8 X VEEAEMZ,
OB & D ¥ERE L 72 (60 mg/ml, pH 7~8),

3-3) Stop-flow ¥

1 X EERER#R L D, PAH 20 mg/kg (20 mg/
0.1ml/kg) B & UF Cr 100 mg/kg (100 mg/ml/kg)
% priming 5 L, v T % 0.5ml/min/kg
DEETEA LTz, HHtREHIEIZ—E (K9 10ml/
min) k725 72384 1 ARItA 1 ¥R, CRMN
10mg/kg (10mg/0.1ml/kg) % priming#& 5 L,
$T > TEYR I % 0.5ml/min/kg T sustaining £ 5
Ltzo Z0% 10 SRR T 3 EHER L, FRPRAT
Mm% 3 EHRELL T, Free-flow 7 ) 7 5~ AHE
BERIE L1z, RWT, MRS 7 —7 Vbl
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Fig.1 Stop-flow pattern of carumonam in dogs.
Before (—), and after (------ ) administration of probenecid.
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FTIE& A, REizEBIEEE, 58%ICA XY 50
mg/kg (50 mg/ml/kg) #&EL, ZD 153&ICIE
M+ %BEML T, BHT 2R %2 0.4 ml 37 0F%
B9 40 AR EERE L 72,

Rz, probenecid DK E* A 57:012, Ei
@ Stop-flow FREEEUR T 40 43712, probenecid 30
mg/kg (30 mg/0.5ml/kg) #&iFEL, Z0D 30 2%
I EEED AT X D Stop-flow R % EEERYIC 40 &
BRERL 72,

THF I U FIZBIF B Stop-flow & X FRBRE
2#70.3ml 3 OEFHIC 20 RERE L 72 LSk A X
TORBRICHEL TITo 72,

4. SAE

4-1) CRMN 0ZEE

a) Bioassay % : CRMN 0o Mm#h s & R+
B X Escherichia coli NIH] » BB H&, EYWER
B[54 3] No.d (KAKELE) % HERAEH
&3 % Agar well ZiC & D fIE L 722, MERED
KEIBE IR—SREDEEMECHERL - KH5E
BICLOBONIABRIRE, LRREDOZNIE
0.1M Y BB ER (pH 7.0) TER L - BE B IC
LV BoNIAFEMBREANT, TAFhEHL 2,

b) HPLC ¥ : M#IXZEED A S / — V%22
7o, BOSEEL TBREAL, HPLC REYXTE
HAERLU:b D%, Rb HPLC HRAY A CHEEER
LicbDz, FA—BWEDMES & FRICERE
BRBEEPHINE, ThFh LD LS OB /-
bOxrRE7a<x b ET7 408 —2=y b
(Ekicrodisc, 7 7 R7) 2BV TlAL, &
BUTHRIERL /2,

4-2) p7 IV ERBOEE

mE+F B L RSO PAHEE X WAUGH &
BEALL D&Y ICH U THEEEL T,

4-3) 1 XV VOER

FReD A XY > 13 SCHREINER D /5549 12 #
CTthBE&E L 72,

4-4) JVT7F=CDEE

MBEFBLIUVRGTDOD I V7 F = EER
FoLIN & WU O/ ED HETWT, 2L 7F=>
FER* v b (Creatinine-Test Wako, FIY¢#tiZk) =
IDHBEEL T,

4-5) Na*, K*DEE

P B L CRPD Nat 8 & UK B IT 4%
KBS (B3 205 BANKESER) X bl

E LT,
KRERE LUEE

CRMN O A X B LUV HFIZBF 3 Stop-flow
AT A

CRMN OB HRMBFICDOWT, 1 XBLUYY
F % vz Stop-flow BBIZ & DRREFL 72, RMEESR
EALOFEER & U C, SENLRME 7612 1k PAH, 5§
RAEBERNC I Nat, K OBESRAIEL:, 1
) VIZREBRERNICKRS L, RERERROEE
ELT, &5, REBLIUMFD CrBE:HE
L, ReBLvme CrigEt. (U/PCr) %REH
DEBEE LT,

AXBLO VY FIZBIT 5 HEA % Stop-flow
NRE—v%Fig 1 BEUV2WRT, TDRF—>0
#weEhi, SEAEYWEORT B & B (U/
P)% U/PCr TRRLAETRRL T3, 1 XiZ8
W, EAREERM 2R PAHDEDE -7
HIRERALC &, FBAREEM 2~T Nat, K
EOADE—7 HERHICH, CRMNOY—7i
BHSNE» oI, /2, probenecid ZHi&5L,
A FRAE W% 5 £, PAHOE -7k
K U7z, CRMN /8% — > izBEDOEIZ 2
2720 L7235 T, CRMN i34 X TidE & UTHREK
BRI & - THRt S h, REEL» S DA WB LY
BRUIIZFEAE BV D EEZ SRS,

—%#, vHFEBWTR, EMNFRAERMCERT
PAHOY— 7B CRMN O -7 8RH 5N
2o Na* BEOB/NETIZ CRMN OBEEiZA
s o7tz, %72, probenecid fFRERFICIZ PAH
EEFIZ, CRMN DY — 27 2518k L. Lo
T, CRMN @7 #F¥z8nwTid4 XDHELRL
D, REREEBS & CIEAIRME W & > THl
ENBbDEEZ SN2, CRMN ORME DI
Free-flow 7 V 7 5 V A DER 5 5, RFEHED
#140%TH o7,

D&, CRMN OBHEtHEF BRI &
ST RHDIEEBTELbDEELSNS,
WEIDEKAMM 5 ® i3 B A 817 5 CRMN D%
WENREIZ &2 ¥ probenecid ftEKB 5D EE ¥ R
U758, CRMN o[ B4R T K, ma ¥
B, B2V 77 A8 L URPHEMEKIZ probenecid
EFHALTHELALELLEVI L 289,
CRMN i3 F & L TABRERBICLVEREE NS
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Fig.2 Stop-flow pattern of carumonam in rabbits.
Before (—), and after (------ ) administration of probenecid.
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DEHRL T DB, —F, EHS? BLURESD &
CRMN D #ER A 81 5 10 8 5 3 5 H
probenecid DHIR S CETFTER T I L 2HREL
T3, TORERZOLTL»TH S,

E: =
BT ST\ 12 72 0 1o B RBFFRAR O RAT EHE,
BLEMOMRICEH 2L £,

X L
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MECHANISM OF RENAL EXCRETION OF CARUMONAM
IN DOGS AND RABBITS

YAasuo KiTA and AKIRA IMADA

Central Research Division, Takeda Chemical Industries, Ltd., Osaka

The mechanism of renal excretion of carumonam (CRMN) was investigated by stop-flow analysis

in dogs and rabbits.

In dogs, there was no specific CRMN peak corresponding to the peak of p-aminohippuric acid
(PAH) secretion nor of Na*/K* reabsorption in the stop-flow pattern. Though the PAH peak
disappeared when probenecid was administered, the CRMN stop-flow pattern showed no change.

In the stop-flow pattern in rabbits, the peak CRMN concentration corresponded to that of PAH and

disappeared when probenecid was administered.

These results suggest that the renal excretion of CRMN in dogs takes place exclusively through

glomerular filtration.
and renal tubular secretion (c. 40%).

In rabbits, however, CRMN is excreted through glomerular filtration (c. 60%)



