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SR IC B 2 BRAEERIRS 2TV, DUTOEREE/,
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Ritipenem acoxil (RIPM-AC) &, 12V T7D7 7
VIZ N7 Aoz ) "gTEIBINHFHAZEORR
LEMAEMBETH 5, AHIZEMAILTDH 5 ritipenem
(RIPM) @ 2 A IVEVEEIZ, TEIFVAFILEE
IZTFIEA LI bOT, BOBSBRIICBEERZDIZ
TI-FItL0MASRINT RIPM & LCREEMH
KBITT370F5 97 THB, RIPM I35 LB
BRENS 7S LB EEBLEVRBERARY ML ERD,
BICBHRE, MRSA B UBSHECRVWRENZEZR
L, BREL-5 7 4= —PIcH LEERERTH B,

SE, (hOKRFEFEHER AR B L 0% OBERKRBE 3
BRICBWT, AFOERWERORTE T 2HL%
B BETOMREBLOTHET %,
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1) RS MBABT

RIPM-AC O SHEBABITONRIEF 3, ®BAF
BHEBRCERXTFE2HHNFPERETHD, MBS
ICEIEDOB ONIER & L

FMBAMRAENC, RIPM-AC 200 mg %7213 400 mg %
BO#%SE L, MAlFE8ROEKEICFSERD - M
AR % HER L7, EARBLEK FEHE HE ]/
fEEs, IE, NRIVMBURZZNTHH 1.0 g R
L, #EAEKEE LI —ETMREAEESR OB =
BHIC-80°CHFERE LI, 10k, MMk MmBRRRSY 2 &Ly
DECTHRE, FBOLE/LH [1M3—-(N-morpholino)
propanesulfonic acid & ik (MOPS)(pH 5.0) : =F L
y7Yya—)=1:1] LiRfL, -80CTHEREFEL
7o

2) FERBEREL

HEHIBE I, Bacillus subtilis ATCC 12432 KA R E
B & LT, Bioassay HEiC & D AIE L7z, BIERRE,
0.04 ug/ml Etzldug/g TH-12,

"WOBRFEHH /N 1144
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2. ESR#VMRE
1) xi%
19928 7 A& 0 1993 £ 5 A £ TOMICILOKRFEE
FEWERAR L LU0 Z OBLERKR 3 itk z %8 LI BE
DHH, FEMEEBR FEARE FEHER (/7
IVTERL), SNILNY URE, S Y R,
FUR RIS EOERABESMBRBPEER L, RO
BINCEBOBONIERAENRE L,
2) ®&E5HE
RIPM-AC % 1 [El#% 5 & 100~300 mg,
BROKEE L,
BESRRIE, HAE LT BRKS & Lic, 2L,
BHEHEINDFATD, RIE3BEOKREET S
&Lt
3) BZIFRE
RIPM-AC 0# 54l #&54%, #&5%iczhEhnd
fhEIER, —RMERE, FRERE BRERE
CRP, KRUEBIUVLHMEORE - EAEZHARN
Ca2ERBL, RIPM-AC 0F#ME L URLHEIIoV
ThEt L7,
4) HBR¥IERLE
BRZNER I, EX, B, 8, HELREIHT, £
DY EHEERD & S ITHE LT,
(NEH : FEEMBEERN3 BLUAIELILHEL,
BRICE-TBE

QF% : TEBMBEERD 3 BLURNICHEDHEED %R
L, ZTO®REBRICE > GA

BVESy : TEEHMBEERNIARBLTCHHEINL
WiBA

(4) ¥ EAREE

rztZL, F - YA EOARPREEHALT, F
MTH-otcbDIREYEFETENE L

MEENRHE IR, OFE (B, OBDEL
BEAHEER, OFK (RE), @EXK, OFRHD 5 4%
HTHEL

18 3EA&

FRKEOHE R, BEOESR BRHR, WEEHY
R, RerRearcHEL, OBDTHRA GERIH
B), @FHA (iiE), @PPHER (ELEHLbuin
V), @FREEL L CRi), @FF LRV GEEic
Kiili), @HEREED 6 FHATHEL 7o
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1. EBERIRRES

RIPM-AC 200 mg #£0#&%5 12 #|% £ U 400 mg &
D% 5 18 flit 30 Fl &= Riz Lic, HFnid 32~51 %%
(9 435 %), KEIL 41~81 kg (F1953.7 kg) T
HoTce

EKH 5% FEBRS L T TOBRIE, 200 mg &0
W5 H T 1 BERT 23 2~ 4 B 7 4, 400 mg BEOH
BT 1 B 10 53~ 4 B 23 3 Th > 72,

M & S EZEAN D RIPM BEZRAE L EC
A, HBEADDELEL 1BBETRIPM BEZHRET
EREMITIFITHD, ZDHER%E Table 1ITRL
tzo TS THERITIE, FFEIKIMAE S RIPM BERF
EEIRIMTEPEED 102%THY, T/ 20 mg FK58
DY BEBNEE I 0.12~0.56 £ g/g, 400 mg ¥ 58
DR BE L 0.15~0271g/g TH b, HHEHABN
RIPM B 3 FEEARIMAZES RIPM BE D15 36~96
% xR LT, MR T RIPM 2R TXx 200 13
Blick > 2M4ES RIPM RSB E X, FEHIK 0.39
Lg/ml, #0421 g/ml TH -1z, BD 10 HIT
2, WTFhoREICH RIPM 2B TE -7,

¥, e, BEEICHOWT, ER 5 BEBHERL
DB®HEFITHY, BUN 43 mg/dl, 7 L7 F=23.23
mg/dl, ZL7F=v 27 )T75 % 281/day L&
HEAERLAY, HOEFTRETEEHHAANTS -
72o

2. ERERMIKRES

EE R AR B R 10 Fl 2R & L, 205
WRBEOER, KE, DML SHE R5E-R®S5

Table 1. Tissue concentration of RIPM in genital organs

No.| Dose | Age | Weight Time Uterine |Peripheral | Endome-| Myome- | Cervix Portio |Oviduct? | Ovary?
(mg) (kg) |(h:min)| artery” | vein" | trium? | trium? | uteri® |vaginalis?
1 200 38 51.5 1:23 0.44 0.40 0.18 0.12 0.12 0.15 ND 0.15
2 200 46 58 1:35 0.39 0.44 0.24 0.21 0.21 0.33 0.24 0.36
3 200 50 54 1:44 0.156 0.15 0.42 ND ND ND ND 0.24
4 200 45 48 1:43 0.70 0.77 0.56 0.30 0.30 0.39 0.39 0.45
5 400 44 49 2:27 1.02 1.08 0.18 0.18 - - 0.27 0.24
6 400 51 41 2:89 0.64 0.58 ND ND ND 0.15 - -
7 400 45 42 4:23 ND ND ND ND ND ND 0.15 ND
1): pg/ml 2): pg/g
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Table 21X/~ L7co
R 23~T2 5% (P39 40.1 ), AHEII 43~64 kg

(45 52.6 kg) TdH - 720

REBONRG, FERBRRETIEL3Hl, FERRRE

Table 2—1. Clinical efficacy of ritipenem acoxil treatment

1), AESRBET/ NIV MY VIRBE 6 FITH - 720

Administration Clinical response B Ab al
acterio- norm,
. | Isolated lini . Sid. -
Case | Age BW | 31 grosis| 15012ted | mexly oy ater | body | WBC | 10%T fersert crp |0 logical | 2% |1aboratory [Utility
No. |(y) |(kg) organism |times (m)|ireatment Umm®) abdominal il efficacy offect effects| finding
xdays mg)|treatment|temp. |(/mm pain | MSS (mg/d1)
F. varium before [37.1| 8600 + + 10.99
salpingi- 300%3 — _ . o _
1 (23|56 tis v X7 6300 7 136.2| 9600 0.01 | good [eradicated useful
_ I ——
o NF before |37. 2| 10600 + #+ |7.97
2 (42149 sal}:;:gl- v 200:,? 4200 3 [36.4| 7300 - + (2,93 | good |unknown| — — useful
- 7 36.8| 7200 - - 10,76
before |37.1| 6100 + + 1=0.10
NF
ingi- X 3 37.0| 5600 - + [£0.10
3 | 36| 43 | SIPINEL Vo P23 6000 good [unknown| — | — |useful
tis NF x10 7 136.8| 6500 - + |<0.10
10 |36.8 - +
B i before |38, 0| 12900 + |4.64
endome- faecalis 200X 3 . _ _
4 (72|64 - i 4200 3 |36.0| 9600 + 13,73 | good feradicated useful
tritis _ X7
7 36.2| 8800 - — |2.56
NF : normal flora
Table 2—2. Clinical efficacy of ritipenem acoxil treatment
Administration Clinical response . Abnormal
Case|Age| BW Isolated X Surgical | day Clinical Bacterio Side |laboratory
Diagnosis . megx |y otal after . logical Utility
No. | (y)|(kg) organism times treatment pain|size | pus | efficacy effects| test
(mg) treat- effect finding
Xdays ment
CNS ] before #| +
5 30|51 Bartholin's |P. melaninogenica| 2003 4200 | puncture 3 + | - good |eradicated| — — useful
abscess v X7
- 7 - - |-
P. prevotii before| + | # | + direct
6 |45|53 Bartholin’s i 200%3 4200 | puncture 3 + | + | + | good |eradicated] — Coombs useful
abscess X7 test
- 7 I R i
NT before| + | # | +
., %
713448 Bartholin’s } 200%3 42000 — 3 + |- | + | good |unknown| — — useful
abscess - X7
7 p— pa— p—
- before| + | + | +
lin’ X
814060 Bartholin’s } 150x3 2250 | puncture 5 — | — 1| — | good |unknown| — — useful
abscess X5
NT 1
E. coli before| + | + | +
K. oxytoca 3
Bartholin’ . mirabili x tlHE
9 4756 artholin’s | P. mirabilis | 200x3 6000 | puncture poor |decreased| — — not
abscess ¥ Xx10 7 + + useful
E. coli
P. mirabilis D
. P. aeruginosa before *
B ! 200 %
10 {3246 artholin’s } 003 4200 | puncture 3 + | + | poor |decreased| — — not
abscess . X7 useful
P. aeruginosa 7 1+ 1 =1+

NT : not tested
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Table 3. Clinical efficacy classified by diagnosis

Diagnosis pI::i;ar?tfs Good Poor E:i;c?c%;
salpingitis 3 3 0 3/3 (100)
endometritis 1 1 0 171 (100)
Bartholin’s abscess 6 4 2 4/8 (88.7)

Total 10 8 2 8/10 (80.0)

* : excellent+good/No. of patients

Table 4, Bacteriological efficacy classified by causative organism

. . No. of . Eradication*

Causative organism patients Eradicated | Decreased rate (%)
E. faecalis 1 1 1/1
Monomicrobial | P. aeruginosa 1 1 0/1
infection P. prevotii 1 1 1/1
F. varium 1 1 1/1
Polymicrobial | 2 strains 1 1 1/1
infection 3 strains 1 1 0/1

Total 6 4 2 4/6 (66.7)

* : eradicated/No. of patients

Table 5. Abnormal changes in laboratory findings

Item

No. of patients

Direct Coombs’ test

(==+)

1

#5413, RIPM-AC @ 1[E 150 mg &5 1 #i,
200 mg %5 84, 300 mg &5 1HITHY, £T1H
3EBE L L, BEHMMIES~10 B/ (£ 74 B
i), BFRE5R]I13 2250~6300 mg (F 4575 mg) T
-7,

FETE R 10 Blicx 3 2 ERRZN R 3, IIER 3 Fl, F
ERERELLA, SV VIRIBE 6 lh 4 FIIBEHTH
D, WHEIZ VLY VRRBO 26| TH - 12, TIEb
L, B8l BHM2HITHD, BHRIT 80.0%
(8/10) & 137z (Table 3 ),

MEFHIRRIT, HEARETDH -7 6 FlicbBWTHRE
L, B % 4 §) TI3 Enterococcus faecalis,
Peptostreptococcus prevotii, Fusobacterium varium
B 137 %k L, Pseudomonas aeruginosa B4 1 £
DHBDTH » 120 HHERYLE 2P TiE, Coagulase—
negative staphylococci & Prevotella melaninogenica
D 2 & BFIIIHE %, Escherichia coli, Klebsiella
oxytoca I & U Proteus mirabilis ® 3 % & #H)13 K
oxytoca DAER LMOBEHIIFER L cicoHaHEKE
D, 2EDHEERIL66.7% T -7 (Table 4)o
Z2MORFTIZ, BMENEIERRKRS Lic2filic
RBOoNLEN T, BARBEOREEHEL TR, E
B —LZARBROBHALN 16 GEFI6) KRB o

2, FICERKREICIBBELE 35180 - 72 (Table
5)o

UEb&by, B L ULt 2ZEELAREDY
EZ, BHSH, BRAKALL 2flLKE T

m % 3

RIPM-AC |3 Mitsuhashi et al.¥ W#EL TV 5
& 912 B —lactamase I L TEET, £D MICy, 1
75 LBHE T3 Staphylococcus aureus 1.56
t g/ml, Staphylococcus epidermidis 0.39 £ g/ml,
Streptococcus pyogenes 0.10 i g/ml, Streptococcus
pneumoniae 0.05xg/ml, E. faecalis 3.13 £ g/ml TH
D, 75 LEHETRE. coli 0.78 £ g/ml, Klebsiella
pneumoniae 0.78 £ g/ml, P. mirabilis 0.78 & g/ml,
Haemophilus influenzae 1.56 £ g/ml TH Y, HIH
B T3 Bacteroides fragilis 0.39 ¢ g/ml & FEHIHEL
CBhAHENEH-TVWE, $LZOERE
Franceschi et al.V iz X hid, BREHNTH S LHEESN
TW3,

WX - HEHHCBIL T, BEEC O Ik E, BER
Aicxt LT RIPM-AC % 150, 200, 250, 500, 750,
1000 mg ZEREEHE 5 L 7= Cmax 13 30~60 2R
bbb, #h¥h 1.60+0.95 2.10+1.31, 2.12+1.07,
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452+92.79, 4.16%1.62, 6.79L2.67£g/ml TH 7,
F7-, FRepyEittid 24 BRI 10% & BEERE LTV
3, Jx ORFEFIT , REHNEOKSES K 1 1K
WAUREEL, FLFHOLDREMRE (H,Z25
kERK, HBEHD  c 2HMBE/BTLTVEI L&
D, BELLORNMEFEIN, EEY OHE XL KME
KhE-TWAbDEEILNE, LML, 200 mg &5
B Dbk B MR P B S 13 0.12~0.56 £ g/g, 400 mg %5
BOMBANEREIZ0.15~027T1g/g THDH, FEBK
LD HBEBANOBITRIIFLY 36~96% & BIT 75 M
BAMARDON, FLBRVENEEIADTE, &
hr-BERSENFTE S EBbic, £/, Repdeitt
PEETHEIELD, BAOBUEERLBEDOMA -
HENEELERHLEEERIEM > bDEEZ B,
7 CHRINC, A IZERARSRSRME R ELYE 10 £
i3t LT RIPM-AC %5 L #:F L7c. RIPM-AC %
18 150~300 mg, 1B 3EBELAER XS
fl, ®AH2FlOHETHD, BHERI 80.0% & BIFL
BETH -1, BfENEHWERZ2FIBHoNT, ]
FREMBEEZHE L CEE 7 — L ZARRBGHELD 1 F
KED SN, BERIICREBETNEERINEL, &K
AHICRBICHERSVWLDEEZ ST,
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Clinical value of ritipenem acoxil in obstetrics and gynecology
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We performed basic and clinical studies on ritipenem acoxil (RIPM-AC), a new oral penem
antibiotic, in the obstetric and gynecological fields, and obtained the following results.

1) The maximum tissue concentration of RIPM in genital organs was 0.56 z g/g. The transfer
ratio from the uterine artery to the genital organs ranged from 36% to 96%.

2) In our clinical study, RIPM-AC was administered orally to 10 patients with gynecological
infections. The clinical results were good in 8 cases and poor in 2 cases, a total efficacy rate of 80
°/o._ No critical side effects were observed in any patients.

These results indicated that RIPM-AC was a promising aid in obstetric and gynecological

infections.



