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Ritipenem acoxil (RIPM-AC) R# LWL X7 NBIR X LRZEORT, EOHKREGE, 1BE THEP
T, IKAMRI N, EMAKTS B ritipenem (RIPM) & LTHEHERT 70 K55 794 7D
HAEMBETH 2, AFIOERNBMEEEMER VT, MEERT + X7 #%ITTT -7, New Zealand
white i (NZW #&) &+ F%H\), ritipenem acoxil % 20 mg/kg %5 X &, DORERRIEICHE
HOMBAOBITARET B E & b, WHREEDTEICIES Y4 F TR MK - Heimdahl i
KTREAEERIE, 2OEFMICOVT OAFIOBITICBT 2 LRI 217 - 700 BERIMAZIIL
%, & EN, FFY o8, BER BTR L¥EE THE WAeuREL7s

&+ D RIPM ® Tmax (REBEILEIER) (JRKGEE 0.24 BT, BEHIPPEC, Cmax

(BEmbEE) 1312.05,g/ml, 11.33ug/ml ENEDBEHOBITTH -1, MEICOVTI, B
B Tid Tmax 12 0.19~0.26 BT, Cmax 130.74~7.15ug/g TH » 12, HPEAILE ORMAED
BITREL, FFR BETREEOBMEBANDBITNENITIRV TV,

BBEHOTEINIERRBZIUTRO TV, EKTHEBIKOVWTIR, Cmax BMHBITO 12
%, AUC Tl3#3 %OBITNRONI, L LEBRICEET 2458 OBRHTIHTROPETIOE
WHOD, FEENOBEITEBIL S HDTH 7,

BT/ 37— L LTR2FICMAEBTHHEEFTHRIBEUL T, BREFL@EH T, Tmax

0CT. 1995

IIREBOANREBICHEL TR, 2 Cmax 22V T, 1.0~25EBITrEM» -7
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Ritipenem acoxil (RIPM-AC) 34 % ) 7 @
Farmitalia Carlo Erba # (38 Pharmaciatt) TR
EINEFRIZATIVBRRLZROET, FOKER,
BEEDIZTS —EIlk > TEPMS, MKkIEX
n, EWAETDH B ritipenem (RIPM) & L CHEN
ERTTORNS v 794 TOMEMETDH %,

EHEAAED RIPM R&EL-F 7 /< —FILELE
T, 7o LBHE, BEEICLEBELREARY MLE
BL, £<ITMRSA, BEEL L CHEIMERE I LE
NRENERTEVDATVL B,

ErDSEMTERVEBICOVWTEREY (V4
F) ZHWV, OFEREEICEED 3 H#B~D RIPM ©
BITEZHRTAEE I, EERBPEOEEICILE T
FHBICEEEZERLRIYE, ZOEFILIZO>VWTHAFD
BITICHET 2 BT E21T - 7o,

I. RBMHELIUAHE
1. EREABX KRS HE
RIPM-AC 3 Farmitalia Carlo Erba #% X & #
(38 Pharmacia fRX&#) Lo 53t bDEH

Wiz, ##5i1d 72> TE, RIPM-AC &% 05%
carboxylmethyl cellulose TE#BX ¥, 7 M LZ AR
Fa—7 (TFr, 7 bL) ZHVT, BHEENCERICE
B L7,

2. REH

Bacillus subtilis ATCC 12432 (H D8I KB FEF
WKTHR - RELI.bOERE) 2BV, BIRENHE
BRI —4— (5) Bacillus subtilis ATCC 6633 D FHEH:
ICE U THAB LI FERK 10°spores/ml % I ERLH#IIC
0.05% (v/v) DE&THREL,

3. BIE R XS

MR # D Nutrient Agar (DIFCO) 27 L v B=
T hU DL (BELE) %2 0.5% 10735 & 5 ICHEERNIC
WL 73 (0.5% 27 =~ B=7 bV 7 L0 Nutrient
Agar) 2{EH 3 5, 7272 L pH ABRITHOE I - 120

4. BEWERE

BEAIFEIL 8 mm thick Paperdisk Advantic® (&
ERERT) 2RV, EBERT 1 R 7 EICEDIT 10
FET1BEPHILEET > 0%, 37°C, 18 BEREH
L., BEIEMZRIET 5,

‘HEABTFRERELR 2-3-16
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5. BEBERORE

RIPM &5 % BB R H /K THEM L 1,000 £ g/ml F1{H
DEEFKERET 5,

IM MOPS (pH5.0) : =F L v/ Yya—i=1:1%
LEMAFE LTAY, TRKSERORFEKEMZI LD
AEERFWRIK S T 5. BE K IIC Bacillus subtilis
ATCC 12432 2T 5 7-%, 5~0.04 £ g/ml DHEH
T, 2EFRFEINEERL

6. EREBY

1) EHEY

New Zealand white 74 ¥, 1, 7~10 HREF#
FE%, KE25~30kgDbOEMEBLELT18 26
PeEE L. £/, BREFLEILEFETIE 26TE
Lo ERICHIc-TiE, BIBLDBAIYE, BHICK
KX E,

2) RREEFILIER

£ 7))V I3EHE — Heimdahl & IC#¥ U TERIL
2o BEBRM» SRV N JLE % — ) Na (Pitman
Moore 1) ZHW, BT ICTHBOKRE, KAHE
%, BMEEHOETICAVWH 1 cm O EYIEZEMA,
BFRICET A2 ETHMICHBEL, BHLAKBHEIAD
BREEZVELBEEZBH Lic, BOYIEIAS Y~ /3=
#BERHWTCTHBICEKNKOBEEZERKL, ZC
IZ, 10®* CFU/ml IZ % U 7o Streptococcus milleri
NCTC 7331 (Public Health Laboratory Service 435
S. milleri) ¥ & U Bacteroides fragilis NCTC 9343
(Public Health Laboratory Service &35 B. fragilis)

DB AR~ 002 ml FoORIMS 7 /MEEREEA
L. 4-0 PGA R IicCTHIEMEA, RWT 3-0MRICTHE
WhES = HKHITIT - 72,

B FIVER% T ABO Y F2REEEAEE L
7o

3) M DR

EREL ORGP LD, RIPM-AC OBBEK %=~
Y FEEHD 20 mg/kg PBRTEOK/S L, HRMbL
UHEER DR B T3R5 0.25~ 3 By 7 B%
BTV, BEETR—BRICKAOMMANDOBITIEE
BIEEERLT, %51% 008~ 38D 9IFHRT
17 oo PREUHE RS O Fe RIS o0 RRGLAE 1 B8 & % #BLAH,
&, A, BETY Uo%M, BETER. BT L¥E, T
HEBLIUVMETH 5, MFEIGHRERL2ME%: 3,000
rpm T 10 SR LS L, Boh/c EFBICERENLA
(1M MOPS) i T 2f&5/R L7 MBI 2 EERODIE
EEREEMZ, Y bovkEVFAHF—T+okE
Ux—1btL, 4°C, 12,000 rpm, 10 SREIE L8 LT
ZoLEERBE L1,

7. EEFERRRT

BEAMEICE >~TEHOWEAENINSHAD O TS
LB EFEREL, E— A v MEHEH LU one compartment
model & TIEE) HERIRIT 21T - 72,

oI. #& 2
RIPM ol B L UHEBEENSB O EH HE
ML B A Table 1 ISR L7z,

Table 1. *Pharmacokinetic parameters of ritipenem in normal and infected rabbits

Tmax Cmax T, AUC MRT VRT
me | (FEmD g ny (CeehmDl (hr?)
(ugl/g) (ug+h/g)

Serum healthy group 0.46 11.33 0.68 12.64 0.90 0.59
infected group 0.24 12.05 0.73 14.03 1.03 0.94
healthy group 0.48 3.49 0.72 4.06 0.98 0.79

Tongue .
infected group 0.19 4.66 0.38 2.86 0.52 0.23
Gingiva healthy group 0.63 5.62 0.69 6.31 0.83 0.35
& infected group 0.23 7.15 0.47 5.49 0.64 0.34
Submandibular healthy group 0.68 0.73 0.79 0.95 0.96 0.48
lymph node infected group 0.26 0.74 0.45 0.53 0.63 0.35
Submandibular healthy group 0.58 1.95 0.75 2.40 0.97 0.64
gland infected group 0.21 3.28 0.26 1.42 0.34 0.07
. healthy group 0.48 2.70 0.65 2.88 0.89 0.63
Parotid gland infected group 0.20 3.43 0.34 1.91 0.45 0.16
Maxill healthy group 0.54 0.78 0.62 0.79 0.78 0.38
axitia infected group 0.25 1.67 0.17 0.47 0.22 0.03
Mandibul healthy group 0.49 0.58 0.55 0.52 0.70 0.31
andibuia infected group 0.24 1.43 0.18 0.43 0.24 0.04
Pus 0.26 1.70 0.32 0.88 0.44 0.16

XRitipenem acoxil (20 mg/kg ; p.o)
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MEHRD Tmax (FREHEE 0.24 B[S, BEHIIPLE
< 0.46 B5fE, Cmax 13 12.05 £ g/ml, 11.33 1 g/ml &
DREOEBEVBITTH - o AUC (RE —RIBHRT
mE) FhEFN, 14.03xg-h/ml, 12.64ug*h/ml T
&5-9 f:o

B> WVWTR, BEHTIE Tmax X 019~
0.26 B¥R T, Cmax | 0.74~7.15ug/g, AUC I3 0.43
~5.49 g h/g TH 1. HFPWANE DKM D
TREL, TR, BETRAEOBREE~NOBTIZN
WIRE, BRRBOFEETIHE, BTV v/ MHOIRT
Hoteo EXICTHEBII-O>WTI, Cmax 3MPHT
D#12%, AUCTR#IXOBITHR LN, LL
AHORH PETRIMPETLOEV OD, FEBIT
ERBZBEHDTH -7,

BiT/35 — v & LTR2EICMEBIT bHERBT LR
BEFALTHED, REFEBEERHTIE, Tmax 3R
BHOoAXBEBCHBELTRL, »DCmax i2WT
i3, 1.0~2.5 EBITLEN - 1.

m * ®
Bt RRE & IR 2 BIRT A BRICIE, £DiRL
AERBOANBIRINTWVWS, ERZTOEREBIN=
JURBLLRET L LRZDOVWDWE B-F 7 5 LRE
HThHd, T0HIBELITET7 2 LRDHDOTHAIN
TW3 cefaclor (CCL) iIZ2WTAHBE, & ICHEE
RPEDERAERBL O NBI NS 75 LBHERE IS
% MICy,i2d Tic8.18ug/mlicBLXATELY, &5

KHENDH 3 bOWEEN TV,
AR S LBHREEI»D TR, BFRICH
EBEE M S 558 X B Peptostreptococcus J& ¥
Bacteroides BIZX L TH 0.10 x g/ml LX)V TOHE

HEH->TVWEY

Wi BT, E—HET NZW i~ ¥ CCL
% 6 R%S Li-Ee s ARIES OB HBL
2o Cmax ic2WT#A% &, CCL A5 L1cMi& Tk
16.78 u g/ml, BEPI 4.38 1 g/g. ET Y v/ Hi 1.22
ve/e, BTFW 1.8ug/g, LBE 013 0e/E THE
0.65ug/g TH-1"0 ChOoDIEEAFIREDRERE
W4 3 &, MiEFHiTE CCL OANELENTNS
A EEEFcELTIRCCL Lt REFHFLLIRTR
PIET, &oiCHid L7k 5 AR OHRENHENTL
2L AMS, BEREIICIE CCL ITHXTRIFIIHRM
BohalENTFRTE,
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Study on the penetration of ritipenem acoxil in rabbit infection models

Tazuko Satoh, Aoi Abe, Yoshiki Ishigaki and Takahiro Miyasaka
The Nippon Dental University, School of Dentistry at Tokyo
Department of Oral and Maxillofacial Surgery I
2—3-16 Fujimi, Chiyoda—ku, Tokyo 102, Japan

We carried out a basic study on ritipenem acoxil, a new oral penem antibiotic. Ritipenem acoxil
at a dose of 20 mg/kg was orally administered to New Zealand white male rabbits to measure the
penetration of ritipenem acoxil in various tissues, and a pharmacodynamic analysis was carried

out.

The Tmax of ritipenem in serum was 0.24 hour in the infected group and slightly later in the
healthy group, while the Cmax were 12.05 z g/ml and 11.33 ¢ g/ml, respectively. In tissues, the
Tmax in the infected group was 0.19—0.26 hour, and the Cmax was 6.74-7.15 1 g/g.

The serum level and tissue penetration were similar in both groups. In the case of the infected
group, the Tmax was earlier and the Cmax indicated penetration that was 1.0—2.5 times higher

than in the healthy group.



