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WM PR B R 1S AR O R % AR FUAEMHE ritipenem acoxil (RIPM-AC) DEEK A &
239 5 HH T cefotiam hexetil (CTM-HE) A XM HBE & LA BERBRZ 1T - 7,

RIE UT] R (B3R THEIN S EBEMRBREED S B, FILRAR 3 » LA
AR AT =T IVERBER & L

RIPM-AC O#5%&(3 1 B 450 mg 4 3 (RIPM-AC-L &), #1600 mg 4> 3 (RIPM-AC-H
), CTM-HE O#5%&(3600 mg 433 (CTM-HE B) & L 7 HR#&5#%ic, UTI EMFMmEHEIC
HEHL L CEERR IR ZHIE L 720

BERN R DM FR 1E RIPM-AC-L 8 3341, RIPM-AC-H #f 39§, 5 & U CTM-HE® 34 #IT
0, RIPM-AC © 2 HEBEMIC DLW TEZERFORNZT-712A, WTHOHBICELWTHEEE
RBEDSNIED 5 T,

BAEEFRL R RIPM-AC-L BT 93.9%(31/33), RIPM-AC-H # T 84.6% (33/39)DEMET
by, 2ARBRICERZRRDONI M > 7chy, FEXHERTIE RIPM-AC-L B T 48.5% (16/33),
RIPM-AC-H 2 T 53.9%(21/39) & RIPM-AC-H # O A" RIPM-AC-L # X UV BIF S B %
RL7, 788, CTM-HE BOEMREIUVUEHRIIZNTH 38.2%(13/34), 70.6%(24/34)THhH -
1o MIBFHIZNE X RIPM-AC-L BT 89.1%(49/55), RIPM-AC-H BT 92.2% (59/64) DA TH
SkRTHD, 2HBRBEICEERELZDNL LN, 75 LBHEDOHKLRIT, RIPM-AC-H BEM
RIPM-AC-L Bl D BEN/KETH >1o 4B, CTM-HE BHEOMBEHEKRIL 75.9%(41/54)Tdh -
72

BIfEAIZ RIPM-AC-L #T 13.5% (1/52)DHMETH - /A, RIPM-AC-HETR1H|HEDS
7, RIPM-AC-LETOREENEEICED » 72, 4P, CTM-HE B 136.0%(3/50)TdH -
to EERMRAEREEZH I RIPM-AC-L BT 2.3%(1/44), RIPM-AC-H #7T 2.2%(1/46) DRI
RTHY, 2 HBRBMICEEELADEN-1, e, CTM-HE BHORHERIT 2.1%(1/48) T
5 i) f:o

Plb&v, BEERMETIEI RIPM-AC D 2 B E B THUEBEMRERL, X5 RIPM-AC-H#
NEHR, 75 LBEEICHTIMEENSE FHAKTRIPM-AC-L#% EBEl->-TWAZ & &
D, EHEERBEREEICHT S RIPM-AC OZ&ERSEIZ1 H 600 mg 3 3NEYTHELEEZI SN
1o

Key words : ritipenem acoxil, cefotiam hexetil, FIBILBGARR, MHEMIRIRBRPE, KO L
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Ritipenem acoxil (RIPM-AC) 31 % ) 7 D7 7
VIZNT Aoz (R770<vTHi) TH
RINCEORRLRIAEMET, BEACEORINS
N 73 Oritipenem (RIPM) D 2 LAV HE VEBRICT £ b
FUAFAEEIZTFNEAIER RIPM-AC LT 5
CEICEOBOBNERREIC LIcERTH 5, AFITEE
O#%5%, BEROERBRNIZT I —LICLOHRERE
#2H 3% RIPM ko g n, mic#r L, &4
AR/ TB,

RIPM-AC 37 5 LBHEMNS 77 LRREREICX L
TILFERSIE AR PIVEFL, HCBXEZEC S 7
LBMHES L O REHEICY L TENCRENE R T,
X5, &M B —lactamase ICEE R 2%, B
—lactamase EEAMKICH L THHRE N EE T 2 AN R
EIxhpY,

ARNTOVTIE 1990 F 5 A o 2EREOHERM
Mg, AT AR IC B WO TR BARAE 1< Xt

TEEMENKREINSE L DIC, B2HOETHRHE
BWZ EMHRSNDT, SH, BEERBREEE
WHRELIERBRRITARET > 7,
1k FARRIIEAAEBEEEBN (ERE 45,

FRTE 108 28) EXRGBOBERARDOEREICHT 2
B#icoWwT) (GCP) =85 L, 1991 £ 11 BH
1993 FE 2 Bicbhlc - T, BERIEREEZBRDAD
ZBTERL I,

I.E & 5 &

1. 8RB Ly bo—5—

AEER (3 Table 1 IS 34 RIS L D K S hr-5F
7e (KFE: KFELZ) TERINEHRELEHET
b, avho—5— (HBXF) 3, RBEEHANEO
BB REENE, EAOEID 1, F—3—- FORELSU
ICHH, HEHEBROTF—7 OREEL EHABEBO ALY
DRI E 1T > 1o,

Table 1. Institutions and doctors taking part in the study

Institution

Doctors

Kobe University, School of Medicine
Hyogo Prefectural Amagasaki Hospital
Hyogo Prefectural Kaibara Hospital
Hyogo Prefectural Awaji Hospital
Hyogo Prefectural Adult Disease Center
Kansai Rosai Hospital

Kobe Rosai Hospital

Hyogo Prefectural Kakogawa Hospital
Nishiwaki Municipal Hospital
Mitsubishi Kobe Hospital

Kobe National Hospital

Yodogawa Christian Hospital

Kobe Ekisaikai Hospital

Okayama University Medical School
Okayama City Hospital

Okayama Red Cross Hospital

Tottori Municipal Hospital

Shakai Hoken Hiroshima Municipal Hospital
Kure Kyosai Hospital

Kawasaki Medical School

Kawasaki Medical School, Kawasaki Hospital
Tamano Municipal Hospital

Tsuyama Central Hospital

Kyusyu University, Faculty of Medicine
Fukuoka University, Faculty of Medicine

Hara Sanshin Hospital

Fukuoka Municipal Hospital
National Fukuoka Central Hospital
Kyusyu Kouseinenkin Hospital
Kyusyu Rosai Hospital

Saga Medical School

Miyazaki Medical College

Moji Rosai Hospital

Kyusyu Central Hospital

Sadao Kamidono, Soichi Arakawa, Yuji Chokyu
Gaku Hamai, Nobutoshi Oka

Masami Matsusita, Hiroshi Tachibana
Shojin Ka, Yoshiharu Nakayama

Akio Fujii

Kuhei Hirooka, Yuji Yamada

Hiroshi Saito, Shinsuke Takagi

Hideo Oshima

Nobuo Kataoka

Masayuki Kuwayama

Keiichi Umezu

Minoru Hazama, Osamu Imanishi
Masayuki Sugimoto, Hiroshi Moriwaki
Hiroyuki Ohmori, Hiromi Kumon
Katsuichi Nanba

Katsuyoshi Kondo, Teruhisa Ohhashi
Shunji Hayata

Taiichiro Josen, Satoshi Uno

Naoki Mitsuhata, Yoshio Nishitani
Hiroyoshi Tanaka, Yoji Furukawa, Keigo Kinugawa
Motoyoshi Takada

Yasuhiro Katayama, Yoshitaka Yamashita
Teruaki Akaeda

Joichi Kumazawa, Tetsuro Matsumoto
Kimitaka Sakamoto, Daisuke Yokoo,
Hirofumi Taneda, Yujiro Yamashita
Akito Yamaguchi, Masatoshi Eto
Seiichi Nakamuta

Ichikiro Morita

Tetsuo Omoto, Tatsuo Nagafuji

Kenji Ito, Hideya Noma

Zenjiro Masaki, Shinji Sato

Yukio Osada, Tetsuro Ofuji

Hiroshi Kuramoto

Toshihiro Hasegawa, Naotaka Sakamoto
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ARBRTRARKOPITNERS (EBRRIEERM - X

Bz EHERER - TFREAX, RER— AXME. *®
Jifl—, BAETH, avho—5— - dBXIF, BLU
HEFHRETE - HOB—) %48 UARENER oM
B, RERAFAOMDIRWEERRICHT 2 EHE DR
CBREL, BEAEAICOWTIR/INERSKHEET - .

2. NEBLUVBESRY

AT 1992 £ 6 AM S 1992 £ 11 ADMIC, Table 1
RT3 ROWRBRIINREZL L RIBICEME
EXETHEEDD B, HIILRWTE. 3 » BUROER %
BLAT—TFUEERBOEHMEREERIERE & L1,
BELEH UTI BENFEEEGEIR) (LT TUTI &
) LTV I, RSATRIKN 5 3 /hpf LLE &
S5RiAEHN 100CFU/ml LI L2 i& - ¢ 16 LI L DIE
FlE L, HRIRARR & Lo

BL, UTOBRAHEOWITNMICHEYT ZER TR
HedarlEELTs

WEERPETROFICL AR TRYIENETX

BHD,

RB-77 9 LRIERICHT BT UILF-BRERE%
FT5H0,

RBEMERTIIIAGENEE /0 3ETHT, BR
R oFMHE, TeMo¥ENHEEL D,

WiRREAR IO ERIREIC L D IERI HE
L2255 b0,

G2 B H» RIPM-AC ¥ X U cefotiam hexetil
(CTM-HE)iZt LEASMicEEEZ S b b D(HE
&, Pseudomonas aeruginosa, Sterotrophomonas
maltophilia),

OFEDL, Fds\WIIBREREDS S HOD,

M7a€I FEREOFRFOHEE2LEETEHD,

@i, FARBLUFRL TV EEEEDH S

D,

(ORIPM-AC, CTM-HE ¥ 7z (3 cefotiam (CTM)
EVABRBREBERICEBE IR TV HOD,

N&EEBHEEDH 3 b D,

1D Dfts, HYENFEY &L LbD,

BE, ARBOERICH->TIE, BECHOHLD
HROBH, Hk, HNESEHEL, AHETICL IR
BEMOB®:*XEE - ROFTHEL 12,

3. RREH

BREL LT 18edic RIPM-AC 150 mg (120 mg
Nl B& T 20 mg (160 mg Hfli) 28T 58
Bl, *BEELT18Hic CTM-HE % 200 mg (B
) 28ET 28K U 2RY L ® T 200 REX
R IEKRLHIRG) 68 L1,

XX CTM-HE %:&%E L7-®i3, RIPM-AC &
RRHETH 2O X LRAEMERIBRE CHES h

TWBHDIREL, FORHEBEAMVELL TV S
Ot 7« LRFEMKOP T, SHEBBREEICLT
RAIN, REBRREICKLTOEDOEWE L T2
MTARMAHEILLTWELHTH S, T,
CTM-HE (3, RIPM-AC & ZDHEARY M BLY
HEABEDHEAEU LTV A A TOMRIESE LTHEY
ThrLEZONKY,

4, BRERBIUHEHIE

RIPM-AC i2W\W T3, RIS —HERRARK TR
Shic UTI BBICET 2 MRS BREES D S
5, 1 BH%5%& 450 mg4> 34312 B, 600 mg 43 3 A% 19
Pldbo, RABEKMRIIZNAEN 75.0% (9/12), 84.2
% (12/19) TH O, R HRHICHBIZEN -1,
IhoDkE#E X, RIPM-AC ® 1 H 450 mg %
3/EE LU 600 mg 4y 350D 2 HEIZHO>WTERKRA
BERFAIHLEE LT

—%, MRELELTEELK CTM-HE i2>W T,
WM RSB AIE IS T 2 KZEHETH 5 1 H 600 mg
a3kEE L1,

RIPM-AC 450 mg (Bl F RIPM-AC-L #9),
RIPM-AC 600 mg (LI F RIPM-AC-H ) & U
CTM-HE 600 mg(LLF CTM-HE &) OFEHIIHz -
Tix, RIPM-AC-L # & RIPM-AC-H H0D 4,
Fig. 1 IZ;R¢# Y, RIPM-AC 150 mg &, RIPM-AC
200 mg |H LUV TN TN EABL L2 E—DT 5K
gt x4 AA&bYE, RIPM-AC-L B & RIPM-AC-H #
EDBBINREEENL B LD, MBO_EERELHE
RLI, BREMBIIREEE D T AERARIES TS
LEL, TEHS%E VERSE L THAB LB RIELS O
IR REE L, EHIELE LT IFC/TA-CT $2(UTD |
ERRULHEBESEZM LI

EROEOHFIR, av bo—5—2NFH6EFS%E
1HE U TERIEAICIT > BB, F—3— FRIERK
TEETa bo—-5—2NEH - - BE LI

FREIBEINRBEORGICHEATE I E2HE
Lk, #HBOBVIRICEROBREEXMBT AL L
L, #5EAMNRELKIZ, EFOEBRITHOIEWS

Morming Afternoon Evening
RIPM-AC-L group ® L o L. *
RIPM-AC-H group O % —’ l O % l O *T
CTM-HE group l A l A l A -l

@ : RIPM-AC 150 mg (potency) tablet
% : RIPM-AC 200 mg (potency) tablet
A : CTM-HE 200 mg (potency) tablet

O : RIPM-AC 150 mg placebo tablet
¥ : RIPM-AC 200 mg placebo tablet

Fig. 1. Dosage design and administration schedule
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EE L7,

XA OBHRRIIEA O OF 3R, 2V bo—-F5—
PRIERICHIE U A2 WBRKH B L U REFIC > WTE
RRARFABATE R TRICHRBERXEREHN R ERE (X
F: BAE ) CEBLTEREL

5. B - RAFBBLIUAE

BRREROBMES KURKRE T, UTI B
L, RANE LTHRERT (REMKBA) LBE5ERTHR (B
BRIESRTRAE) IKKREL

R DME I Dip—slide i& (7 ) # )V ME, B—{L¥F
EKRKRNSH) itk aEl, SHRICHEWT 24 B4
ERERICREREHEL, HERESLICHRRASERR
Bty inEH L, BEORES LU MIC ORIE %
WP EB L2, BRRIERRAERREE Y ¥ —IC
BLWTHRELBEE L1,

MIC O RIE 3 B ALEREFESEHEED ISRV,
RIPM & CTM @ MIC %2#IE L 720

Fre, BPRAEE BHICEERICEVWT HRFMED
ERERZTV, SHEORBICEDI,

BAREIRGHBLURERICEBL, ARPICE
JAEHERRBEOBEIIOVWTHEEL,

6. ERERZNRD¥IE

1) ZESHE

BERRICERRE, RPOMEEREZITV, Thoo
HREEDEIT, UTIEEICH > TRIRICHT 2R,
BRI 2208, REBERDES L UCHBE¥ENER
DYHEXRIT - 120 BIRIZ TEHEAL), THEL (RE)
D 3IERMET, MERIZ MEM L, THDL, TERKI,
(RE] D4BETEFRENRHEL, Thoollsasb
HICKDRABERMDEE 1E%h), TH%, 8% O
SBEETHEL. MBE¥NMRISHBILICHE
Rl Efd THERE owWFnHrTHEL, BERIICHE
Do h- tEEVPESRICEDNIBERIINE
BERHBREEE L,

OB, HohUDEDBERMEIER UICER P
BHEBD ICRENTONIE M- EF, FrEDHBICE
HONRENITONIE D - 1EFIL & RARELRES &
LU CERMBEDOHEN SBA L1z,

2) FIREHE

UTI B#ICHE U7 IE & 3B, 18 4 E M AVES BRIE
ROHEBPRFIIROREESZSICESX, 1FH), (F
i, TPE%), TEY) O4BETERDIELHE
L7

7. RLMEORE

BEEIRERR T RTOEFIZH>WTH - fEEHEIfER &
ERREBEICRETEEERT LI,

BlIfEAE, FRRERREEOREZEHIEDSNIIE
HiTik, FORBEAELROEHT 2 &3z, UTI

BEHICHE VIR E A & OMMEE FBEN ISy
RdD, (E5B%RHD), TFEEDHINS LALL,,
MRS LV, MBFRAEL) O5BRETHEL,
TEHHoMMED D), EH2BFEDD1, TBHEHZH
bLhRw EHESINIBE, BRERICERT 25
ER, HAVIZERREBEMBERELESE L/,
ML, HBREFICERT ABIER, £50IER
REERHEEHOBREMEL T, EREY 1£2ThH
5], TBIZRLTHAI OPHEBEND S, TEEN
b5 DIRETHEL .

8. HRAEOHE

ERMOHEIR, FTHRENEU®EZ2EERANI
VgL, —i%E (ERICRE), ME (FERICRE)
EL100 mm 7+ 07 Ry — )LV EDBEL 6 E i
/) 288l Co I/ HouBED FEEICR
W oD mmPBEHEEBLTHMEL, ZTORIT
¥IE Lo

9. I

RBHRTER, IRTOEFICERBEROLKIELRE
FLIcHAT, NEELTOEIRY, BLUTHEICHL
TNEELHMR A v —2BD0RBNIV L HERS
hictk, EFOBEETY, I bo—-F—2Ff—-a-
FEpg L7,

10. fEHr A

HBEOF— 7 O@BITIR, a2V ho—5—-0ERDD
&, HOBEHRASHERER L v & —Hit@rfich
WTHF - ke B #HEIZ, RIPM-AC-L B¢
RIPM-AC-H # D 2 HEEMIZ DLW TITY,
CTM-HE BRR&Dlidh -1, TOEHIZ, ARXBOH
#9972 RIPM-AC 0 Z HABOKRE TH b, CTM-HE
BAWMBEEL LTHRELTVWSDII RIPM-AC 2HE
HEOBHR, T2HORLYUOERELTEDHTSH
5, BB, REWKCRT—IORE, #EKELT,
Wilcoxon DEMIFIBRE, Fisher DEEEBEZAL,
BREOHEKEZER S % & L

I. & x

1. RBREAOHEEY

HREBAT LR TRICIThbh - BHRROBK T
FRNMECX LT, BARSETTIX RIPM-AC 150 mg 8
7199.6%, RIPM-AC 200 mg 8% 98.6%, CTM-HE
200 mg $EA% 104.4%, F 72 T T2 RIPM-AC 150
mg §EH 99.3%, RIPM-AC 200 mg $E 7% 98.6%,
CTM-HE 200 mg & 105.5% D3 &TH D, VWTh
LHEBICEETA2bDTH 12, 1o, &8T5 EAER
EERKEZL(EHELTWRWI &, RIPM-AC 150 mg
$E3 L UF 200 mg B8 & TS5 AR IIAE L2 C BMBIARHE
TH5BHIENERI NI,
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2. EFOARR
BRIEFI T Fig. 2 ICRTHEOKET 151 BITH D,
055, 45 %1 Table 2 IS RTEHICL D AREE

BRI WTIE, Bt RN E IR R
Lot 101l E & bic, BOMEOFMERN S BERA
XNNBIEREMNRBL 72 6 ) %2 M A 72§ 107 # %

EHs L 0B L, % BRIPM-AC-L #® 33 #, HENEE L,
RIPM-AC-H B ® 39 #l, CTM-HE &0 34 fl&=HH 3. wREF

BoFMmIRE Lo

g - ¥ REIfERIC DWW TId, RIPM-AC-H B TH)
BRI REE LIS - 7o 1 B2 B < 3t 150 51 % 3F 48 o
gLl

ERREMEICRIT TR, B3 BUA, HEK
Tk 3 BUNICERREN K X Wit 138 6% >t
gLt

FhRSMICOVTIE, B - fIENEIER B &K UEREK
REBICRETRENEDICHFBINA138HIELD
12, BERREIFMEMURLI SBA I NIARIERNRIR
Lz 3BlEmA fo3t 141 BIE MR E L,

ORI R 106 filic>\WT, BEAHOBEH
BT % i U 7ot 2 —#& L T Table 3 1Z/R L7,

e, F£#, MPJELWEL, UTI KBFREEE BAHTO
LEREOHHE, REHMR, REFRPABELICOV
TR L7z, BRIt WTIE, ARZREDONEVD
D ®D, RIPM-AC-L #¢& RIPM-AC-H #0 2 A RE
BUCR O NEH SN, TOMOIAETIZ 2 HERERH
KERBRZRED SN T,

BERORBPIEE D% % Table 4 IZ/R L7, O
ThORBRERE & b Escherichia coli, Enterococcus
faecalis "% { nEEI N7,

Total No. of
patients

RIPM-AC-L 52
RIPM-AC-H 49
CTM-HE 50

Total 151

|

|

|

|

Efficacy Side effects Laboratory test Safety Usefulness
| | | l l
No. of No. of No. of No. of No. of
patients patients patients patients patients
evaluated evaluated evaluated evaluated evaluated
RIPM-AC-L 33 RIPM-AC-L 52 RIPM-AC-L 44 RIPM-AC-L 47 RIPM-AC-L 35
RIPM-AC-H 39 RIPM-AC-H 48 RIPM-AC-H 46 RIPM-AC-H 46 RIPM-AC-H 37
CTM-HE 34 CTM-HE 50 CTM-HE 48 CTM-HE 48 CTM-HE 35
Total 106 Total 150 Total 138 Total 141 Total 107
No. of No. of No. of No. of No. of
patients patients patients patients patients
excluded excluded excluded excluded excluded
RIPM-AC-L 19 RIPM-AC-L RIPM-AC-L 8 RIPM-AC-L 5 RIPM-AC-L 17
RIPM-AC-H 10 RIPM-AC-H 1 RIPM-AC-H 3 RIPM-AC-H 3 RIPM-AC-H 12
CTM-HE 16 CTM-HE CTM-HE 2 CTM-HE 2 CTM-HE 15
Total 45 Total 1 Total 13 Total 10 Total 44
Fig. 2. Specifications of patients studied
Table 2. Reasons for exclusion and dropout
Reasons RIPM-AC-L | RIPM-AC-H| CTM-HE
Post prostatectomy 1 1
Bacteriuria less than 10*CFU/ml 7 4 4
Infection due to P. aeruginosa 4 4 8
Infection due to yeast-like organism 4 1 1
Non—determination of organisms before treatment 1
No visit after first consultation 1
Short administration period 3
Violation of examination day 1
Total 19 10 16
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Table 3. Background characteristics of the patients evaluated for clinical efficacy
Characteristics RIPM-AC-L | RIPM-AC-H | Statistical | omy pp
analysis
Sex Male 21 17 NS# 22
Female 12 22 (P=0.103) 12
20 ~ 29 1
30 ~ 39 1 2
40 ~ 49 2 3 1
Age 50 ~ 59 3 4 NS» 2
(Year) 60 ~ 69 11 11 (P=0.837) 7
70 ~ 19 12 14 16
80 ~ 89 5 4
90 ~ 1 1
Diagnosis Pyelonephritis 3 4 NS» 8
Cystitis 30 35 (P=1.000) 26
Group 3 1 3 NS®» 6
Type of infection Group 4 15 17 (P=0.690) 15
Group 6 17 19 ’ 13
Chemotherapy just - 29 36 NS» 34
before treatment + 4 3 (P=0.695)
+ (5~9 cells/hpf) 1
. + (10~29 cells/hpf) 6 10 NS© 4
Grade of pyuria # 7 12 15 (P=0.219) 8
# 15 13 22
10¢ 6 1
Grade of bacteriuria 108 4 8 NS?» 8
(CFU/ml) 10°¢ 5 4 (P=0.161) 9
107 22 21 16

+ 1) : Wilcoxon’s rank sum test

2) : Fisher's exact test

3) : Chi-square test

Table 4. Organisms isolated from urine before treatment

Isolate RIPM-AC-L | RIPM-AC-H | CTM-HE
S. aureus 3 1
S. aureus (MRSA) 1 3 1
S. epidermidis 4 5 6
Gram— | Staphylococcus spp. 5 4
positive | Streptococcus spp. 3 6 3
bacteria | E. faecalis 12 11 10
E. faecium 1 1
E. avium 1
Corynebacterium sp. 1
Subtotal 25 34 23
E. coli 11 12 13
C. freundii 2 3 2
C. diversus 1
K. pneumoniae 2 4 4
K. oxytoca 2 2 1
E. aerogenes 1 2
E. cloacae 92 5
Enterobacter sp. 1
_ | S. marcescens 3 1
Gram= | 5 rabilis 1 4
negative .
.| P. vulgaris 1
bacteria M. morganii 1
P. stuartii 1 1
P. rettgeri 1
B. cepacia 1
A. baumanii 1 1
A. lwoffii
F. odoratum 1 1
O. urethralis 1
Salmonella sp. 1
Subtotal 30 30 31
Total 55 64 54
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BpEFORDAMEICTT 5 RIPM 5L CTM @
MIC 4% % Fig. 3—1 & U Fig. 3—2 IR L7, @Al
OMICHHIZ2HBHEME DRIIEARTHOERE
FADUEM o T,

4. BRRHR

1) REBERHR

UTI B2 ic#H L THELREERD R I,
Table 5 127k T & 9 iC RIPM-AC-L B0 33 H T3 ¥
16 # (485%), B 15 H (454%) T, ¥%H-F
MEEHEHRIT 98.9% (31/33), RIPM-AC-H #
D39 FITIIER 21 F (53.9%), BX 12 B (30.7%)
THOEMRIZ 84.6% (33/39) THH, RIPM-AC D

QHBREEICERELRDE M1, 4%, CTM-HE
B 34 Tid, FHRh 13 1 (38.2%), BH 11 H (32.4
%) THEMIILT0.6% (24/34) ThH 1,

UTI EBERIERERIC B L7 & b Table 6 IZ/RT
EIICE3, A BLUVBHOVWTNDOETH RIPM-AC
D2 RBEMICEEZRROIEN T,

RABRMBOIEEE LIcIRRICH T 22185 L UH
BRICcHTA2MBOVWETNICEMLTH RIPM-AC 2H
BEMICERELERDEN 1N, MROKERIZ
RIPM-AC-L # T 84.8% (28/33) LB|bHEL, KL
T CTM-HE B® 70.6% (24/34), RIPM-AC-H #®
61.5% (24/39) DIETH - tco MERDHKEII,

100+
8 804
= (106CFU/m1l)
Q
§ 604
o MICs of RIPM
>
3 40
5 o——e RIPM-AC-L
E 20 o—o RIPM-AC-H
O ~— CTM-HE
MIC T T T T T T T T T T T T T T T
O\ sy 0,05 0.2 078 313 12.5 50 200 >400 | Sub-|Statistical| \y |0
reatment 0.1 039 156 625 25 100 400 total |analysis »
RIPM-ACL| 2 4 3 11 12 7 7 4 2 52 NS 3|55
RIPM-ACH| 3 6 6 10 11 10 8 2 3 2 61 |(P=0838) 3 | 64
CTM-HE| 4 4 3 9 11 10 7 2 2 52 2 | 54
ND : not done 1) Wilcoxon's rank sum test

Fig. 3-1. Susceptibility distribution of organisms isolated from urine before treatment

100+
8 80
= (106 CFU/ml)
Q
§ 60
® MICs of CTM
2 404
—g e—e RIPM-AC-L
g 20 o——o RIPM-AC-H
O +—— CTM-HE
MIC T T T T T T T T T T T .
@g/md| 0,05 0.2 0.78 3.13 12.5 50 200 >400 | Sub- |Statistical| \ - I
Treatment 0.1 0.39 1.56 6.25 25 100 400 total |analysis
Treats ) . . :
RIPM-ACL] 1 5 11 4 4 3 3 | 5 8 2 5 |52 NS 3 |55
RIPM-AC-H 9 7 7 7 5 1 2 1 3 11 3 3 2 | 61 |(P=0956)] 3 | &4
CTM-HE| 4 4 12 4 2 2 3 2 2 1 12 2 1 1|52 2 | 54
ND : not done 1) Wilcoxon's rank sum test

Fig. 3—2. Susceptibility distribution of organisms isolated from urine before treatment
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Table 5. Overall clinical efficacy

Pyuria Effect
o Y Cleared Decreased Unchanged b ecton
Bacteriuria Treatment group acteriuria
RIPM-AC-L 16 8 3 27 (81.8)
Eliminated RIPM-AC-H 21 1 9 31 (79.5)
CTM-HE 13 2 3 18 (52.9)
RIPM-AC-L 4 4 (12.1)
Decreased RIPM-AC-H
CTM-HE 4 4 (11.8)
RIPM-AC-L 1 1(3.0)
Replaced RIPM-AC-H 2 1 3(1.7
CTM-HE 1 1 1 3(8.8)
RIPM-AC-L 1 1(3.0
Unchanged RIPM-AC-H 5 5 (12.8)
CTM-HE 2 1 6 9 (26.5)
RIPM-AC-L 20 (60.6) 8 (24.2) 5 (15.2) Patient 33
Effect on pyuria RIPM-AC-H 23 (59.0) 1(2.6) 15 (38.5) total 39
CTM-HE 20 (58.8) 4 (11.8) 10 (29.4) 34
RIPM-AC-L 16 (48.5) _ o ,
@ Excellent RIPM-AC-H 91 (53.9) Efficacy rate*?’ Statistical analysis
CTM-HE 13 (38.2) RIPM-AC-L 31/33 (98.9—] ) b0 oo
RIPM-AC-L 15 RIPM-AC-H 33/39 (84.6) o
| ] Moderate | RIPM-AC-H 12 CTM-HE  23/34 (70.6)
CTM-HE 1
RIPM—-AC-L 9 Effect on bacteriuria*? NS2 (P=1.000)
E Poor RIPM-AC-H 6 Effect on pyuria NSV (P=0.379)
CTM-HE 10
1) Wilcoxon’s rank sum test * 1) Excellent+ Moderate/No. of patients evaluated C )%
2) Fisher’s exact test % 2) Eliminated + Replaced/No. of patients evaluated

Table 6. Overall clinical efficacy classified by the type of infection

. ) Treatment N?- of Overall clinical efficacy Efficacy Statistical
Type of infection patients rate* lysis"
group (%) Excellent | Moderate| Poor (%) analysis
Groups | RIPM=AC-L | 1 (3.0) 1 100 NS
Cona? %TD RIPM-AC-H | 3 (7.7 3 100 (P=0.083)
PP CTM-HE 6 (17.6) 2 2 2 66.7
L RIPM-AC-L | 15 (45.5) 8 6 1 93.3 NS
f‘:;’e“c‘:i’::mb‘al (13::5;1) RIPM-AC-H | 17 (43.6) 7 8 2 88.2 B (P=0.464)
CTM-HE |15 (44.1) 8 3 4 73.3
RIPM-AC-L | 16 (48.5) 8 7 1 93.8 B NS
Subtotal | RIPM—AC-H | 20 (51.3) 10 8 2 90.0 (P=0.915)
CTM-HE |21 (61.8) 10 5 6 71.4
Polvmicrobial Group 6 RIPM-AC-L | 17 (51.5) 8 8 1 94.1 NS
s (no indwelling | RIPM~AC-H | 19 (48.7) | 11 4 4 8.9 ) (P=0.902)
techt catheter) CTM-HE |13 (38.2) 3 6 4 69.2
RIPM-AC-L | 33 16 15 2 93.9 NS
Total RIPM-AC-H | 39 21 12 6 84.6 (P=0.985)
CTM-HE |34 13 11 10 70.6

1) Wilcoxon's rank sum test = Excellent + Moderate/No. of patients evaluated
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RIPM-AC-H B4' 87.2% (34/39) &/HEHL, RW
TRIPM-AC-L #® 84.8% (28/33), CTM-HE #®
61.8% (21/34) DIETH » 1o,

e, BEFRRFOUNCHVT, FREIRDS
niwbHoo, RIPM-AC-L B & RIPM-AC-H 80
o FREEICED (P=0.103) REH SNy, LK
Mantel E2 AW TEABETV, TOLBERIT L.
LIAFEERBEDONT (P=0.873), HHIDR IF
ERDEHECHEERITITVE Y I N,

2) MEFHHE

MEF¥NH R 2 RIPM-AC-L 2o 08X/ 55
trh 49 % (89.1%), RIPM-AC-H EnofBtxhrk
64 ¥Rep 59 Bk (92.2%) MNHEL, MEMEARRICBALT

13, 2HRBRICERELZBDEN -7 (Table ), 74
B, CTM-HE B TSl S Nre 54 4k 41 ¥ (75.9
%) WNHEKRLI

RSO MERE D MIC 976 & MR L OBIRZE
Table 8 IZ/R L7zo RIPM-AC-L B Tid MIC 2SflIE &
N7 52 k2 THN125ug/ml UTTHYD, TOHER
i2 90.4% (47/52) T& » 7z, RIPM-AC-H B T3
MIC MRAIE S N7z 61 #kDH B 12.5 u g/ml LITDOHD
HERIL 96.6% (57/59) TH O, 25ug/ml D 2T
WFEN bER L7, CTM-HE #Tid MIC BAIE S 1
72528055 125ug/ml LITOMDBEALREIL 93.9%
(81/33) TH D, 25ug/ml LLEDKRTIE 47.4%(9/19)
DPERRTH - 1,

Table 7. Bacteriological response

RIPM-AC-L RIPM-AC-H Statistical CTM-HE
Isolate i i aus 1'ca i
S. aureus 3 3 1 1
S. aureus (MRSA) 1 1 3 2 1 1 1
S. epidermidis 4 3 1 5 4 1 6 6
Gram- | Staphylococcus spp. 5 5 4 4
positive | Streptococcus spp. 3 3 6 6 3 2 1
bacteria| E. faecalis 12 8(66.7) 4 11 10(90.9) 1 10 3(30.0)
E. faecium 1 1 1 1
E. avium 1 1
Corynebacterium sp. 1 1
Subtotal 25 20(80.0) 5 34 30(88.2) 4 NS 23 14(60.9) 9
(P=0.474)
E. coli 11 11(100) 12 12(100) 13 12(92.3) 1
C. freundii 2 2 3 3 2 1 1
C. diversus 1 1
K. pneumoniae 2 2 4 4 4
K. oxytoca 2 2 2 2 1 1
E. aerogenes 1 1 2 1 1
E. cloacae . 2 2 5 5
Enterobacter sp. 1 1
Gram- S. marcescens 3 3 1 1
.| P. mirabilis 1 1 4 4
negative \
bacteria P. vulgaris 1 1
M. morganii 1 1
P. stuartii 1 1 1 1
P. rettgeri 1 1
B. cepacia 1 1
A. baumanii 1 1
A. lwoffii 1 1
F. odoratum 1 1 1 1
O. urethralis 1 1
Salmonella sp. 1 1
30 29(96.7) 1 30 29(96.7) 1 NS 31 27(87.1) 4
Subtotal (P=1.000)
T 55 49(89.1) 6 64 59(92.2) 5 NS 54 41(75.9) 13
otal
(P=0.753)

1) Fisher’s exact test
*) Regardless of bacterial count
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Table 8—1. Susceptibility of isolated organisms and bacteriological response

leolate 'I;;‘lg;t‘ MIC (ug/ml) (Inoculum size : 10°CFU/ml) ND (ergi??éltio
group |0.05}0.10.2]0.39/0.78(1.56|3,18|6.25|12.5| 25 | 50 | 100 | 200 | 400 |>400 rate*, %)n
RIPM-AC-1.
S. aureus RIPM-AC-H 2/2(1/1 3/3
CTM-HE 1/1 1/1
RIPM-AC-L 1/1 1/1
S. aureus (MRSA) |[RIPM-AC-H 1/1 1/10/1 2/3
CTM-HE 0/1 0/1
RIPM-AC-L 2/2 1/1 0/1| 3/4
S. epidermidis |RIPM-AC-H 3/3 1/1 0/1| 4/5
CTM-HE 2/211/111/112/2 6/6
RIPM-AC-L 2/212/21/1 5/5
Staphylococcus spp. |RIPM-AC-H 2/212/2 4/4
CTM-HE
D RIPM-AC-L| 2/2 1/1] 3/3
Streptococcus spp. |RIPM-AC-H| 2/2 | 1/1|2/2 |1/1 6/6
GPB CTM-HE 1/1 1/1 0/1| 2/3
RIPM-AC-L 1/1[6/6|2/5 8/12 (66.7)
E. faecalis RIPM-AC-H 4/414/410/1|1/1 1/1 | 10/11 (90.9)
CTM-HE 0/113/9 3/10 (30.0)
RIPM-AC-L
E. faecium RIPM-AC-H 0/1 0/1
CTM-HE 1/1 1/1
RIPM-AC-L
E. avium RIPM-AC-H
CTM-HE 1/1 1/1
RIPM-AC-L
Corynebacterium sp.|RIPM-AC-H! 1/1 in
CTM-HE
RIPM-AC-L{2/2 {4/4(2/2(2/2|1/1|5/6|2/5 1/1 1/2 | 20/25 (80.0)
Subtotal RIPM-AC-H|3/3 |6/6 |5/5|3/3|2/2|4/4|4/4|0/1{2/2{0/2 1/2 | 30/34 (88.2)
CTM-HE 1/1 2/211/1(2/212/2 1/2 0/1 {5/11 0/1 | 14/23 (60.9)
RIPM-AC-L 1/1|5/514/4 1/1 | 11/11 (100 )
E. coli RIPM-AC-H 1/1|4/4|5/562/2 12/12 (100 )
CTM-HE |3/3|2/3|6/6 1/1 12/13 (100 )
RIPM-AC-L 1/1 1/1 2/2
C. freundii RIPM-AC-H 3/3 3/3
CTM-HE 1/1 0/1 1/2
RIPM-AC-L 1/1 1/1
C. diversus RIPM-AC-H
CTM-HE
RIPM-AC-L 2/2 2/2
K. pneumoniae {RIPM-AC-H 1/1)2/2 171 | 4/4
CTM-BE |1/1 1/1[2/2 4/4
RIPM-AC-L 2/2 2/2
K. oxytoca RIPM-AC-H 1/111/71 2/9
CTM-HE 0/1 0/1
RIPM-AC-L 111 1/1
E. aerogenes RIPM-AC-H 0/1 1/1 1/2
CTM-HE
2) RIPM-AC-L 2/2 2/2
E. cloacae RIPM-AC-H 1/12/211/11/1 5/5
GNB CTM-HE
RIPM-AC-L 1/1 1/1
Enterobacter sp.|RIPM-AC-H
CTM-HE
RIPM-AC-L 1/1 1/111/1 3/3
S. marcescens |RIPM-AC-H
CTM-HE 0/1 0/1
o RIPM-AC-L 0/1 0/1
P. mirabilis RIPM-AC-H
CTM-HE 4/4 4/4
' RIPM-AC-L 1/1 1/1
P. vulgaris RIPM-AC-H .
RIPM-AC-L
M. morganii RIPM-AC-H 1/1 1/1
CTM-HE S
RIPM-AC-L 1/1 : 1/1
P. stuartit RIPM-AC-H
CTM-HE 1/1] 11
1) GPB : Gram—positive bacteria  ND : not done * No. of strains eradicated/No. of strains isolated

2) GNB : Gram—negative bacteria
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Table 8—2. Susceptibility of isolated organisms and bacteriological response
Treat- ize * Total
Isolate nﬁgit MIC (ug/ml) (Inoculum size : 10°CFU/ml) ND | (eradication
group [0.05/0.1/0.2(0.39/0.78|1.56|3.13/6.25|12.5] 25 | 50 | 100 | 200 | 400 |>400 rate*, %)
] RIPM-AC-L
P. rettgeri RIPM-AC-H
CTM-HE 1/2 1/1
RIPM-AC-L 1/1 1/1
B. cepacia RIPM-AC-H
CTM-HE
RIPM-AC-L 1/1 1/1
A. baumannii  |RIPM-AC-H ‘
CTM-HE 1/1 1/1
2) RIPM—/!\\S—[I;
1 i RIPM-AC-E
og| A bwelfi CTM-HE /1 1
RIPM-AC-L
F. odoratum RIPM-AC-H
CTM-HE 1/1 1/1
RIPM-AC-L
O. urethralis RIPM-AC-H 1/1 1/1
CTM-HE
RIPM-AC-L
Salmonella sp. |RIPM-AC-H
CTM-HE 1/1 1/1
RIPM-AC-L 1/119/9 10/11]1/1 | 2/2 | 4/4 | 1/1 1/1| 29/30 (96.7)
Subtotal RIPM-AC-H 1/1|7/7|8/9|6/6|4/4{1/1]1/1 1/1| 29/30 (96.7)
CTM-HE | 4/4|2/3(12/12] 2/2 | 1/1 1/1 2/2 1/111/2[0/1]0/1|1/1 | 27/31 (87.1)
RIPM-AC-L 2/214/4|3/3 |11/ |11/12| 6/7 | 4/7 | 4/4 | 2/2 2/3 | 49/55 (89.1)
Total (100 ){(91.7)
(eradication |RIPM-AC-H 3/316/6|6/6 (1%&0) (1;)0/191) (1?0/010) 8/8(1/2|3/3]0/2 2/3 | 59/64 (92.2)
rate’, %) ovrE | 4/4|3/4 |12] w4 2/2]2/2]3/3 1/2]2/2]0/1 |62 [1/2]0/10/1 ] 1/2 ] 41/54 (75.9)
(100 ) (50.0)
1) GPB : Gram—positive bacteria ND : not done * No. of strains eradicated/No. of strains isolated
2) GNB : Gram—negative bacteria
3) EHHEE Table 9. Organisms* appearing after treatment
BEHBFIOTRBPICHIE L/ HE I Table 9 1IZ/R L Isolate RIPM-AC-L|RIPM-AC-H| CTM-HE
fe& D1, RIPM-AC-LETIZ 334l 74 (21.2%) g }eliiderrlnidis 1 1 1
. . - . haemolyticus 2 1 1
75 9 kA%, RIPM-AC-H BT 39 s 781 (180 G | Siapholoecous sp. !
%) ho Ll LI N, FOHBEEIIOWVWT positive | E. faecalis 1
LARBMCAEEERD AN, B, CIM-HE ~ 2ere | T fuecum ! 3
BT FIb8H (23.5%) o 16 BELSBEXI N, Enterococcus sp. 1
HEEORRIL, RIPM-AC-L E» S 75 LBHEHE, Subtotal 4 3 8
- A . . . . E. coli 1 1
7 LRBHEANENEFN 4 kB L U5 B, RIPM- K. pneumonige 1
AC-H #H) 0 3tk LU 74, CTM-HE EH» 5 8 tk E. cloacae 1
N N = . S. marcescens 1
BLU6 ﬁif& 272, Gram- | M. morganii 1 1
4) EREHE negative | P. aeruginosa 1 3 1
AR & 15 > 72 106 Plic DV TEIGEpHz  Ooerie | § maliophle 2 )
U7cERPR%H R 12 Table 10 iIZR9 & 912, RIPM-AC-L Alcaligenes sp. 1
BT 87.9%(29/33), RIPM-AC-HE! T 84.6% (33/39) & hydrophilia 1 .
—Cﬁb, Zmﬁﬁfaﬁt:ﬁﬁ%%iﬁbfib\of:o fii’d. Subtotal 5 7 6
CTM-HE B OEERIE L 67.6% (23/34) Tdh -1, Yeast-like organism 1 2
5. ®e&H Total 9 11 16
B« i e8I/ER 2 Table 11 IKRT & 5 i, S‘r’al"rfsp:;;’;‘;gm;gi“ 7/33 7/39 8/34
RIPM-AC-L #C 74l (13.5%), CTM-HE BT3#  No. of patients (21.2%) | (18.0%) | (28.5%)
(6.0%) B¥ >N7h, RIPM-AC-H BTREH S L
1att iel)
nEh o 2o RBRIZH Tk RIPM-AC-L 2 Statistical analysis (P=I:I),S772)

RIPM-AC-H B & D AEICEM » 72 (P=0.013), &

*» regardless of bacterial count
1) Fisher’s exact test
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Table 10, Clinical efficacy assessed by doctors in charge
Treatment No. of Clinical efficacy Efficacy |Statistical
group patients | Excellent | Good Fair Poor rate"(%) |analysis”
RIPM-AC-L 33 17 12 2 2 87,9
NS
(P=0.990)
RIPM-AC-H 39 21 12 2 4 84.6
CTM-HE 34 17 6 5 6 67.6
* Excellent + Good./No. of patients evaluated
1) Wilcoxon’s rank sum test
Table 11. Clinical adverse reactions
Treatment |Case | Age S ; s it Day of | Administration Day of Relation to Incidence® Statistical
group No. | Sex ymptom overity appearance | of the drug | disappearance| the drug analysis?
70 | itching + 0 . 6 probable
1 M | loose stools + 1 continued 6 probable
2 7}? abdominal fullness + 2 discontinued 4 probable
70 . . . . .
3 F urticaria +# 4 discontinued 6 possible
70 . .. 7/52
-AC- i 1
RIPM-AC-L | 4 M stomach discomfort + 0 continued definite (13.5%)
P=0.013
5 15\2 susurrus aurium # 1 discontinued 9 possible
80 . . .
6 M tachyarrhythmia + 1 discontinued - probable
76 .
7 M | nausea + 2 continued 7 probable
0/48
RIPM-AC-H| — | — — — — — — —
0%
81 . . .
8 M stomach discomfort 1+ 2 continued 4 possible
CTM-HE | 9 ij eruption # 3 discontinued 14 definite ( : /05;;)
37 . . ..
10 F stomach discomfort + 0 continued 1 definite

* Patients with side effects/No. of patients evaluated
1) Fisher’s exact test
Severity : severe ; #, moderte ; #, mild ; +

BLKEMERADOAWEA L, RIPM-AC-L B TIRHILSBE
KA 3B, TULF—EK 26, ZOMOIER 2HlT,
CTM-HE B T3MHLBEK 261, 7 VILF—FERK 1 41
T®H -7 RIPM-AC-L #® 4 #|, CTM-HE #® 1
FITHRENFIEI NI, BRHLBLBELELTSEHD
B, BICEEBLORBDONEM -1, BB, i
Rizplbic kb WFhbEPMEEL 1,
EHEOMBELEDODNIERREBORELH I
Table 12 IZRT LD, 3EHEL 1HTHR DL
2, REPIHVT2HBEMICEREZRBD o nl
Mot, FDOAABIL, RIPM-AC-L BETi3 GOT, ¥

£ U GPT ® £ %, RIPM-AC-H #7Ti2 BUN, k&
CImEs vr¥F=>oLtH, CTM-HE BTIid GPT ©
ERTHY, WThoZHLBETHD, BEEKLEFE
MBENAbORBDOSNLEDI T, .
BIEAR SV IKERREBORELZHOFE BLU
FOREICHEDETERENYE LKLY % Table
Btk Lz, TR2TH5) OEAIIRIPM-AC-L
27 83.0% (39/47), RIPM-AC-H T 97.8% (45/46)
Thbh, 2HEBEEBcERENRBD >N (P=
0.015), 753, CTM-HE BDEIA1E 91.7% (44/48)T
5?7’&0
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6. BRK

Et s Rt EERLUFRECLIEABYESE
Table 14 ISR L7co BRABOFRAMEZA 27 % 5 B
(0~19, 20~39, 40~59, 60~179, 80~100) ZX4%}
LB D 60l EDER M S 5 E| &1, RIPM-AC-L
BT 82.9% (29/35), RIPM-AC-H B¥T 89.2% (33/37)
THD L HBEBICHEREZEZRD UL - 0 B,
CTM-HE B T3 71.4%(25/35) Tdh -7,

m * ®
B, MERPEORKICLCAVSATVWAEOD
FEMBROVD LD, BO®7 2 LANEFON B, L
MU S, B RIEIE TN BEEOF W
BEAEARICTABRERE®ERTEODL 7 « L8R3
0, I LBUEBLUBEEERRBICH N~ 558

—BIRFEAIORIEARLIFTI L D FEFN TV 5,

RIPM-AC B3R * LB#HA2FTAH LLRFEOHE
MRTHH, BEOEOL 7 x LFNCLANT, XS
S LMBERE X UMREE I L TRVWIRENERT
CODLIAFIIED LT  LEVXREHERET, H
o, WMHRBBRRAECEVTAMBEEORT E.
faecalis ICH L THHMWHE N ERT L2 RHME L
EEHTHBY,

AEoEKRARRITRERBRTIZ, SHREELLT
CTM-HE 1 H 600 mg 3 %AV, RRBREATDHS
RIPM-AC iZ2W T3, 1B 450 mg 43 3 & 600 mg &
SO2AREREL, Ihs 2 HREMOBYE, T2
HELUOERMELILERT I itk D, HENERBRE
fEICXtd 3 RIPM-AC OEKARERITTAZL%2H
&L,

Table 12. Abnormal findings in laboratory tests

Treatment Abnormal No. of . Statistical
.. . Incidence* .
group findings patients analysis!’
1/44
RIPM-AC- . T
AC-L | GOT* -GPT?* (2.3%) NS
1/46 (P=1.000)
RIPM-AC-H | BUN?t -Crt (2.2%)
) 1/48
CTM-HE GPT ¢t (2.19%)

* Patients with abnormal values/No. of patients evaluated

1) Fisher’s exact test

Table 13. Overall safety

Treatment Nq. of Safe Nearly Shg.ht problem Not safe Safet{ rate Statlstfcal
group patients safe with safety % analysis?
RIPM-AC-L 47 39 5 2 1 83.0
P=0.015
RIPM-AC-H 46 45 1 97.8
CTM-HE 48 44 2 2 91.7
1) Wilcoxon’s rank sum test » Safe/No. of patients evaluated
Table 14. Usefulness evaluated by doctors in charge
Treatment No. of Usefulness Statistical Usefulx:ess
. ., | Mean*SD rate
group patients | 100~g80 | 79~60 | 59~40 | 39~20 | 19~0 | analysis %)
RIPM-AC-L| 35 20 9 3 2 1 7.9 82.9
NS +23.54
(P=0.253) 84.0
RIPM-AC-H 37 26 : .
7 ! 3 +19.74 89.2
74.4
CTM-HE 35 20 5 ; .
5 3 2 +26.46 .4

1) Wilcoxon’s rank sum test *

260/No. of patients evaluated
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WHRIEELT CTM-HE %2:8€E L7-Bd i3,
RIPM-AC L RIRHETH HEORKT LRREMKIZBH
BETHRINTWS DR, EEERNEULT
WBREO+L 7 = ARMEMKDOF T CTM-HE 23R8 K
BEDQERMBICBE LT, KB LUOLRLUOFMmHNHE
L, o, EMNESRMEERPECLTRAEINTS
D, HBEAXRY MBIV ERN#EDLS RIPM-AC &8
PULTVWBZEIcL3Y,

WRERSTBEFRAFOS B, HHITO>VWTRH,
EEZRBHONBLVWHDOD, RIPM-AC-L B &
RIPM-AC-H # o 2 AREMICBEONA SN
(P=0.103), MABETVWEOREERNLILETA
BRZRIEPHONT, HHORY IRHE I EER
WK nic, TOMOEETRINT 2 Hk
BEEICRLRBDONT, ARBROBMK I RIPM-AC-
L ¥ & RIPM-AC-H#H D 2 HEREAATFICHELES
bOTHBHEEZOLNT,

RABERDEOE SR IZ, RIPM-AC-L # 7T 93.9
%, RIPM-AC-H®T84.6%Thb, 2HERHEMICH
BEZRRHOoNLE -1z, LHLENS, EMRTIE,
RIPM-AC-L # T 48.5%, RIPM-AC-H BT 53.9%
CEHBENERBRBICELIERETH > 1o, KAEBKY
BOfEL LBRICHT 2R, BLXUMERICHT
AHBICELTIE, BROER/LEII RIPM-AC D 2
ARECHS EEL-  qAELESOUBCRIGHEA
BICHNBEHEHEIE-> T, —F, HBEROHEER
BEERICE, BEREBICHNEHEHENE > TV,

HEBEFHHNBICBWTIE, 7S LBHE 75 LBk
B LUNHE2AOVLTNICEVWTH 2 AEEMICHE
BERBDONLN -1, BERRIR, VT LBHE
< RIPM-AC-L  80.0%, RIPM-AC-H % 88.2%,
75 et E T RIPM-AC-L # 96.7%, RIPM-AC-H
B 96.7%, H¥E24& T RIPM-AC-L 2 89.1%,
RIPM-AC-H B92.2% &, 75 LBHEE CHHEREN
BEABRIVHNSBREEVEHBEERETRLI, 185,
CTM-HE B0 /'S5 LIBHHE. 77 LEEEEB X o8
BRE&ETOHARIT, FhFN609%, 87.1%, 75.9%
T&HY, RIPM-AC#E 7 5 LBEHBEDOHERIIB L
TKREBEMNTE-DIZ, CTM-HE BEHEHEK
WE. faecalis I 2BEICL B bDEEZI LN D,

ik, AMEEB S5 CTM-HE OREEIZ, BHZE 70.6
%TdHo, CTM-HE ZBEE L0 _EERKLL
BRRY TOBHER 1% EBERZETHD
CTM-HE O—&HI7SEERRZ R % RB L TV,

EHEoMENEDODNIH - hEMBI/ER I,
RIPM-AC-L #TEBARR, HEREQZENTHICR
BL7H, RIPM-AC-HE I 1AILHETT 2HE
BEICEEE (P=0.013) HEDONN, BERFEEIC

EEBEAE LO - CEEA»RET 2BEHBRICELS
he, ZORLIZBRALBLDOEEZONT, B,
CTM-HE # T3, BHRtREK KREZOIFINREALL
»%, RIPM-AC BRBFILRREBIL LD TRE,-
7o

BERREEOREEHICDVWTEH EOEELRbN
tz b D3, RIPM-AC-L BT GOT - GPT ® L& 1
#l, RIPM-AC-H B#TBUN-Mi&/ L7F=rvot
R1Hl0AT, 2 BREMCARZRIZD ONT,
CTM-HE #TbH GPT O LR 1HIDAT, WEFhb
FRERIREE 735 bDIFTEMN > T2,
PlEosi#kE D, RIPM-AC |3 4 R B8R EE
ML TENIBEWEERTELE bIL, REBEOFHVEH
ThrHEEIONI, E5I2, AHOEMBEN R RLE
et AT EARIZ1E 200 mg, 1 B3@EARYT
HrrEZONTI,

X "
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To find the optimum dose of ritipenem acoxil (RIPM-AC), a new oral penem, in the treatment of
complicated urinary tract infections (UTI), we performed a comparative study using cefotiam hexetil
(CTM-HE) as the control drug.

The subjects were patients with complicated urinary tract infections associated with underlying urinary
tract diseases. Patients with indwelling catheter and patients within 3 months after prostatectomy were
excluded.

RIPM-AC was orally administered at a daily dose of 450 mg (RIPM-AC-L group) and 600 mg
(RIPM-AC-H group), and CTM—-HE was orally administered at a daily dose of 600 mg (CTM—-HE
group), for 7 days.

The overall clinical efficacy was evaluated according to the criteria of the Japanese UTI Committee.

Of the 106 patients evaluated .for clinical efficacy, 33 patients received RIPM-AC—-L, 39 patients received
RIPM-AC~-H and 34 patients received CTM—HE. No significant difference in background characteristics
was observed between the RIPM-AC—L and RIPM-AC-H groups.

The overall clinical effectiveness rate was 93.9% (31/33) in the RIPM-AC-L group, 84.6% (33/39) in
the RIPM-AC-H and 70.6% (24/34) in the CTM—HE group. There was no significant difference between
the two RIPM-AC groups. However, the rate of patients evaluated as excellent was higher in the
RIPM-AC-H group [53.9%(21/39)] than in the RIPM-AC-L group [48.5%(16/33)]. The bacteriological
eradication rate was 89.1% (49/55) in the RIPM-AC-L group, 92.2% (59/64) in the RIPM-AC—H group
and 75.9% (41/54) in the CTM—HE group, with no statistically significant difference between the two
RIPM-AC groups. However, the eradication rates in gram-—positive bacteria species were higher in the
RIPM-AC-H group than in the RIPM—AC-L group.

The incidence of adverse reactions was significantly higher in the RIPM-AC-L group [13.5%(7/52)]
than in the RIPM-AC-H group [0%(0/48)]. The incidence of adverse reactions in the CTM—HE group
was 6.0 (3/50). The incidence of abnormal laboratory findings was 2.3% (1/44) in the RIPM-AC-L
group, 2.2% (1/46) in the RIPM-AC—H group and 2.1% (1/48) in the CTM-HE group. There was no
significant difference between the two RIPM-AC groups.

Our results showed that the RIPM-AC-H group was slightly superior to the RIPM-AC-L group in the
rates of patients evaluated as excellent, the eradication rates in gram—positive bacteria species and the
usefulness. We, therefore, concluded that 600 mg was the optimum daily dose of RIPM-AC for the
treatment of complicated UTI.



