1368 CHEMOTHERAPY DEC. 1994

e RS MBIE X1 T 5 biapenem & imipenem/cilastatin O LLBMIN

W oE % HM-# O L
G K B R

L S
HLMERA Y BRBNLHE

oW AR E
WORKEE LML R EHE

B H B ¥
WO S E B AR WK

x W%
WU MBEIB R W

IS S
WHAPELRBREHLHE

# K 8 =
FRHRM RSN

A ¥ B
SRR EYBWRBHEHE
B &IRTRKY
L i E B
BHEREERPEFBBRBHFEE

X &#HB KB
KRS KB bR MR
F B A KX-® N & —
MFAFEYBIBRBHFIHE
X #F b2 X @ E
R RS EFBBREHFHE

& N fie
ERBA¥EX¥RURBHERE

e P -0 XK B B
AMKEEFERIBREEFHE
X # #F &
BERBREEF¥TIBRBHENE

B ok W X
RBAFE¥THRERRERRENE

t B X K
EMEMALERBINE

* TR ET 40



VOL. 42 NO. 12

BIPM » IPM/CS- Mt FREE RSV

1369

(PRL6ETH 1 BRA - PREFEIA 14 BRE)

FLCBAR S N Y VSRR LKKEH], biapenem (BIPM) DMMEMREEBRIEIC
3 EAMEERNICNEYT 2 BT, imipenem/cilastatin (IPM/CS) 2 E L7k
“EEREERB 175 7z, BIPM i3 1 300mg (L#), IPM/CS i 1 & 500 mg/500 mg
(I2) 2wFhd1H2[E, 5 BMARBERC, UTIRMMEER G- TEHKZR % ¥
B LT, MBS 219 ik L 88 98§, 1B 102 P HRMOFMER E L icos, £
DHCBOTLEIERENCR-> Tw (p<0.1) L4, BEWRET ML THREMIC
ERELBORDr o, RAEYHEIRLBTSE2.7%, 1BTT17.5%, MBEHARILED
163 ¥kth 90.2%, [BEM 161 #%h 86.3%TH D, WIFhbAEMCHEEE WO Rh o1, Bl
R LBO107HR 26 (1.9%), B0 1128528 (1.8%), BEKREEOR¥ERIZ
LED 105 B 108 (9.5%), 18D 109Fh 8 H (7.3%) B ShizatvIh b FEH
KEREZRRDY, $-BELLE, FAMCHL T AEMCEREERED oo, Zh
5> DORM» S, BIPM D 1H300mg, 18 2E#5 1k, IPM/CS ® 1 [E 500 mg/500 mg, 1

B2 @5 L Fskic, SEEERBEERMECN L TERRZERETHI EX N,
Key words: biapenem, M#tEREERERE, —EEMRIESR, imipenem/cilastatin

Biapenem (BIPM) R HZAEV YY) —KASHTHRES
NRFLOERBI VSRR LARTENETHD, I
~ 3 NBRED 4 60T methyl ¥, 3 fiZiZ pyrazolotriazolium
®ExHT 5.

AFX7 7 ABRME, BEEICK L TBLEVIEARY
M EBL, 77 LBMEEICN L Tidimipenem (IPM)
IDRVRLLEMMBDH L bOD, 7T LREBEICNL TS
{OEENLTIPM EHE L L 3ENHEN 2R
Transy,

AR b BLUREBYOBTE FoxRTF S —
Y1 (DHP-1) &ET, DHP- 1 HEAOHRA L LE
LR, HMERANTETHD, BELMBOLI LR
LRI L FSEOPPRELEL SN, PHEMRCNT S
FEARIBLEAEZD SR TR WY, KK AHRERE (60
2) Bomh@eEid 1 g — 27 &L, mhiHkE
B 3K 1 R, 24 B¥f : CORPRMOEME X 60~
N% L|EETNTWBY,

AFNZ DV 1990 £E 11 B 2 5 £EFABHOM RS 3
Ban, HIHE 2 AEKARICBVLTRBBREICNT S
AP REMBERIND L L bIZ, TRIZFIEHENT
TonBKARRNARY Tz, BHEREBRE N
LT1E300mg, 1 H2EDOHECERNICHETE S
AWM L RAEERT I LOERTELOT, SH, FH
DML RBBSE T 2 E AR EBRNICTHET 5B
#T, imipenem/cilastatin (IPM/CS) R L L7
“HEREBEBRETI LT

I. NREIURNHZE

1. NREBBIUVBERG

HNREBIREICERKBEE T 2 MM IREEBR
FErl, BEFEIUTI EDFMHEE FEIR
#v>, 52 /HPF L EDRBER L 10 CFU/ml BLED#
BRE2ET5 16 RULESORAMOARES L L1,

ChODFEMIZI93E2H I s Ao, £
44 DD FFEHERER I ABRP T, ERFOERI
H7:0+22BEET, RRSMORESESN
ERITHD, 8, ERRISMERROLBREES
BED0EABEBTITORIbDTH 3,

2. HLREA

BRANERELT1,94 7 vz BIPM % 300 mg
BETB 4TV (BEV S Y —5(ASHRE) %2,
¥ 7o rtERIEF & LT 184 7vhic IPM/CS % 500
mg/500mg F T 54 7V (BENEEIASHR
f#t) AW,

SR & LT IPM/CS 2RAZHEAIR, HER
R7 MV, EABESEUL ZEREDO AL VIR A
REYHET, REBRREOHECLSAWSH, £
DEM LRt T 2FES—ELTWE T L,
AERRNABRC ONEE L LAV L, AR
ENTANNRIALRTENE OLEAR P ITEL
THNEEEL L THVORTWERZ LR EIRE 3,

mAIE bR—/ L 7VEFEAL, XA T7AVREY 2
Yy 7BEEREIL, NABEBRTRETS LI
IV EHEREL L TOBEBREERR L, 1EKRE



1370

CHEMOTHERAPY

OEC. 1994

DERL1IL4TN, 2847 1LE1BREL, 5BS%
LEFS L LT IHcD, EEFE L bRREL
L T L-627 « IPM/CS (UTI) | & #iRL rza8, MW
ONBIZWAITREL LTz,

XX 4EFMF R 1L, £ECZBIPM
IPM/CS 2 h®h2EF V2L B LIicar b
0—3— (hMEF) HMIERCEHD T, %8,
*F— 22— FRIRNNMBRT 2 Ta Y bo—7—0RE
L, $7:RFOXREMI, KRN Tk~ b
O— 7 —RENCHH L RRFIcDWT, BT
B & RRAT L, PSRRI & DITo T,

3. B5RBIVEESEK

HREYEMIIBESHREGCHET I LA
WLk, AESOBEORMCHETIZLEL, BN
ESLINA T ARERAER 100ml CERLZO D
*1E&kEL, ChE182E (H, %), 3073LEL
D THEFHE L T2

L7325 T 1 Bt 5 & i3 BIPM 25600 mg, IPM/
CS$t1,000mg/1,000mg %3, D& Kks
BEMBEL BRI, IPM/CS DBE 3 MM RE
RPFE T 585455 L LT 1 [E 500 mg/500 mg,
IA2EBb L b—REITHEI LI LB, ¥
BIPM iBL T2 RMN AR O R, 1 E 150 mg,
1H2E S50 ERRBCS I 5HEHEN1IFSD
78.9%, 1E300mg, 1B 2E/ESEOMARETIE
260h 84.6% L WARBICBLWTHL, —HBFHE
DORBEFEEIERARBETL.2%, RHARKTIZ0%T
boleli¥ho, HEMERBEBRECHT 2
BIPM DB FR 2 1 B 600 mg 25824 = ¥ L 7-Z
ik b, nBH 5z UTI EZFFMERICHEL
5SHMEL 7,

4. RPHIEEORE L MIC OBE

R OMEE X dip-slide s (VY A1 + E® /)
CEDSML, BRBICBWT ITC, 16~24 BELE
REBEBEFHE, HERIE S IR EESERH
BARBRESMENE XL, HEMORE L MIC
DHEZEITH L Tz, 2B MIC REXILEMEFSNE
&= @V, BIPM & IPM icDWTHIEL 72,

5. BERHROYE

R AT I RRE, REMEIT, UTI XM
HA - TRABKRIR, MEENRZ L EHE
Ltz 378 BORPCHENICIEDShido
1L DS B L BE T, BEEHEME
ELTHEEH LIz, ThEDHERTIHRE, oL
DED I BERMBGERR LIEFIP, BEEDBES
fTohkb - I5ER, FEORFRICATE ORELTDH

hizio BN Lz, TELME L TREHRON
ﬁb‘én”bko

ChHDTESAADIMY BOFORTE, *7:M¥%
M LIRS 81 2K MOME 2, “NR
EES (TESN), 7Y bo-F—, GNLHRN
HUE (FEMK) BLUXAHREODHSBiITh
1.5 HORA (9 Eth, HO K KIM—, AX
BE, BEXEHE) » 62 5/BRECEVTHRN
ﬁOko

7. UTI IRPHE R & SR & i3, HY
EMARERPRAR, ROEEOEBZ Y 558
ELT, ERThORBTHRKEDRE (%), [H
21, [PLHR] 2722 (M) O 4BMcHEL
120

6. R2@EOMN

B - RIS IR O E,» SKA S I
GERHERD, MBTELTXTOEMEHRELTR
MUk, EHEKMERICELZTERR , 8Eik
theh 3 AUARBERENEES Wt T XTOE
PENRE L THRELY,

BIfEFR % 7- BRI MO RMLIEED 5 h I REK
X, ¥5%EME OB % B 4KM UTI EAMEE
BME-T [HoLHEDY |, [S2BEDY |,
BARH S, 6 Lzv ), [BRRZVS LW, [BEE
zZL) OSERICHEELEY, Z055 [Hsrcl
%>y ), (BHMEDLD |, [BAKRDE»bLIkw]
EHE S N -EMERER S 5V EKRERREX
BEEA L LTz,

B - faReBfER 1 X UIKRERKC 5 L2 TES
YREL T, BNSESIRELLSEE [£2), [BR
£4), [POME»0 |, (MDY ] ©4BRECHE
L7-b8, & ORI SRIGEERDB X VEKRERACS
IETESONENRE LEEADS b, BKRED
mE, FF, WREMREDS | HHU L BRERShLE
FIE LI, %72 UEIHER & R REKRARRREBR
BEMR TR THERREMAB LU

7. BRAtOHE

BEKZNR L 2o 2 XK L THYEMsHAEEN
LR, ONENRITADE LBREZLETR
b OFENR L 2 o ToEM E L, BfEMAE RS
EMEFERSEMRBEN S , EHEOFENRLS
BAShTWT L ERAEOFERRICIMAEIEL
L7

BREOHEEI I, —Ric [FERIRE]L IRE
(XA H] LZLERS10cm D7 a7 AT—
N OB AIR E1% D B kAT,



VOL. 42 NO. 12

BIPM & IPM/CS- M1 RIS ERE

1371

8. M =
HARNMR TR T RTOEMRREERL, &
WEREEHEL LS AT, MBRECBVLTRELH
DY FEREL, HAFEMIC DV T2 UTI %D
FHIEENE I G > TRIKZIR DHIE 1T - 72,

ChoDHBICNT ZHYEMORMM L WE L %
BRLALET, BIRBMBILEVDLE, ¥t U
—T—DF—a— FEHHLI:,

9. WA

RREOBHOMEITIR, 2V bo—5—niEND b
ERBERVYY —WTITo 7, ERIFEEORE
&, 2X2 2HIF N L T it Fisher O ERER H -
%, 37TY —kBEFDODH 5 5WFEiCH L Tiz Mann
-Whitney D URE %, BFOZwR8RIcHL T
BREREEZERTHAVE:, ¥FRETFIEOVWTIRE
EOHEEZAVT 2 EARMOT SO ERERIT L
2o CCTRODBTBDONIBEIIZ, TORD K
RicE5 2 38 % Breslow-Day DMEW LV 3HF
XEFROERERTL, TEFRAORVEICIX
Mantel-Haenszel &% B\, ¥ =-XEEBOH 25
CREBTORBRERT L. BB, BEARIIGE
5% & L1,

II. B w
1. HAEROEAH

TER O RBROBMIZ, 2RAMICH L ERE
P B 1x BIPM #%103.9%, IPM #8106.3%, MM
T % i3 BIPM 22 104.1%, IPM 2£100.2% T %
D, WFhbLERZAHTILDTHo 2,

2. MEHEFI (Table 1)

ST 220 FINBBFI NI, ZDS5H 1FIxEK
BRAAT I AR ME S hiz - o XTI T, L
Do TREMT R SR L 1o

BESThn I 219 FIh R @EH 0t 17 6, FiF)
H28BY, Tho 2R BIPMESR (LB 0
98 %, IPM/CS¥ 58 (I8) D128 2 HYMHED
AR E Lo RELFAIDOARIZ Table 2 2 RL
Tehs, TREFE U TRERTRPEE KRS 10° CFU/
ml RWOEFM 1L FL bo L bHL, DL THES
EEIN6FITHo e,

B - thENFIEREEEOTHbAL LED 107 81
1B 112 FIfl e FHERN R E U ¥ BRRE
Hick XIZTHEL, REEBEN4BUETNIS
BIEBR < LEED 10561, 1EED 109 % SR &R & LT,

BET2E R, BRREMCB XIZTEEORN»
SEASh, BIERA:2ZED b4, MK,
F, BBEREOLTFhoSERSNLT, BERRE
ool 5FDR IR LB, 8K 1056
EFESRE LT,

Table 1. Patients assessed

Treatment group

No. of patients evaluated for Fisher's test

LI) Ib)

Clinical efficacy 98 102 NS

Clinical adverse reactions 107 112 NS

Laboratory adverse reactions 105 109 NS

Overall safety rating 105 105 NS

Clinical value 99 96 NS
Total no. of patients 108 112

®L: L-627, ®I: IPM/CS, NS: not significant

Table 2, Reasons for exclusion

Treatment group

Reason
L I
Ineligibility bacteriuria less than 10* CFU/ml 5 6
infection due to fungi 2 4
subtotal 7 10
Withdrawal discontinuation due to side effects 2 0
Dropout no administration due to withdrawal of consent 1 0
Total 10 10
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R 27 1 9, BISELE OFMENTER L 2% > Tetd
A ORMN R & 2R BT 18R 5, WIF
B E 7 IR RAL 7 3EMLC 15,
B ORISR & 1272 o RIS RSE 0@ 5
R AN STIOH 24 PIEIRE LMD 9B, I8
o 96 P& FRENRE L 7

3. WRETF

B ORISR & L HESIC 81T 5 EREEWR
HFE MM THERL M E—EL T Table 3 i
RULEN, WTFROABICHLTHEBEERD LD

ot EMAWIZLBZBLTEHEMEM~N- 124
f (p<0.1) BEBH LN, BAMEDROL
BEGFIBAICIE, MY ERMETIMELITIC L
L, CORMKENAMITHML T oREMINES
2R, WML b Enterococcus  faecalis 86 -
Lb®<, DT Peudomonas aervginoss, Escherichia
coli DRTH >,

KA 5 MICik, LE>SS RSNz 163
b 156 ¥k, 188052 ME N7z 161 PO 157 %
KoLV THMESHA N, Fig.1IRRKLZLSK
BIPM @ MIC (A:B), IPM O MIC (C:D) ow7¥

Table 3. Background characteristics of the patients

No. of patients Statistical
Characteristics
L 1 test
male 76 ” "
Sex female 2 3 NS
16~19 1
20~29 3 3
30~39 1 3
Age 40~49 3 4
=0.063"
(years) 50~59 5 7] P
60~69 23 2
70~79 54 4%
80~ 8 6
group 1 12 16
monomicrobial group 2 7 7
Type of infection infection group 3 15 15
(UTI grouping) group 4 19 16 NS»
polymicrobial group 5 17 18
infection group 6 28 30
+ (5~9 cells/HPF) 4 2
Grade of pyuria -:; (10~29 cells/HPF) ; ;: Ns?
# 49 61
10¢ 10 10
Grade of bacteriuria 10* 19 25 NS®
(CFU/ml) 10° 19 20
107 50 a7
neurogenic bladder 14 9
benign prostatic hypertrophy 26 24
Underlying urethral stricture, ureteral stricture 2 7 Ns®
disease tumor, cancer 27 25
calculus 7 15
cthers 22 22
Symptom + 28 27 NS*
- 70 %

YFisher’s test, ?U test, ¥x? test, NS: not significant
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;\; 100 Q_M
X o W
§ / a—a(A)
i o— (B)
a===a(C)
H o----0 (D)
w
f
© 1 1 1 1 L
MIC] U
of 0.025{0.05( 0.1 | 0.2 {0.39{0.78]1.56{3.13]6.25/12.5 25 | 50 | 100 > 100/ Total| test
L L(A)| 15 |28 | 12 9| 17| 11 | 14| 26| 10 5 1 1 1 6 | 156 NS
I(B) |16 |17 |17 7123110 |13}27 |11 3 1 3 4 5 | 157
I L(C) 8 4124 | 22 9| 38 | 27 5 4 7 1 2 5 | 156 NS
I1(D) | 13 312011 |11 43|28 7 3 3 1 4 4 6 | 157
Fig. 1. MIC distribution for clinical isolates (10* CFU/ml).
Table 4. MICs of biapenem and imipenem for clinical isolates
(ug/ml)
. No. of Geometric
Organism strains Drug Range MIC,, MIC,, mean MIC Mode U test
BIPM =0.025~>100 3.13 100 3.0 3.13
a) <0.
GPB 132 IPM =0.025~>100 0.78 100 1.3 0.78 p<0.01
BIPM =0.025~>100 0.2 3.13 0.2 0.05
b) < .
GNR 181 IPM =0.025~>100 0.39 3.13 0.5 1.56 p<0.01
BIPM =0.025~>100 0.39 6.25 0.6 3.13
Total B M s0.05~>100  0.78 12.5 0.7 0.78 NS

“GPB: Gram-positive bacteria, ®»GNR: Gram-negative rods, NS: not significant

BIPM: biapenem, IPM: imipenem

Nl COmERIcERE 2RO R o T2,

4. HEEwCHT 3 MIC
FAREFHCBRZ L, BREFMORY» >SN
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B L TR IPM SEB BN TEY, RS T A
et B o U Cid BIPM BSEREL T, &2
BELEICNT 2 MIC CRAAMCERZELRDR
hol, E-HAL b F raHE T 5 MIC
B, 77 2Bt 2 MIC XD ER TV,

5. ERRZNE

1) BREBKZHR

UTI %R M8 o - THE L LB EABKIHE
i3, Table 5 iZRL7*& 52 L BED 98 BITI3ER 30
Bl (30.6%), HEZS51H (52.0%), EHELBEHED
bELEWE UATEYHE) 1382.7%, 15D 102§
TIRER 296 (28.4%), HZN50 61 (49.0%), B

R77.5%THYD, MHEMICEEZRED RIS,
In% UTIRBRBHECHRLBE, wTh
DIREHCBOTHLERER2ED T, £ LHKERY
Bl EEERRFIC AT THR LIRS, 27TV
HEES L FEFBEFICHT THELIZBETH, v
ThHTAHFBCABREZITED 2o o7z,
BABERDRHEDIEEL LIBRICN T 2R L
HMER T 2% &£ OBAfRIX, Table 6 IZ7RL 72
& R 2R, HERICNT 2HROWY
NCBLTHAEMcERE2RED o1z,
2) MEENHR
MEEMZRIL Table 7R L& 51Z, LEd
SoMEI T 1638k 1478 (90.2%), [ E» 54
Bxhi- 161 Bk 139 Bk (86.3%) 2SIHEL 7208, #
BHAERCHAL THEMCERZR2ZD o1z,
Ihi 77 LBHEE 7T ARNEICH T THEL
HEECH, WTFhOEARCEL CHHEMCEER
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Table 5. Overall clinical efflcacy related to the type of infection
Type of Infection Treatment| No.of | Excellent | Moderate| Poor i Fisher's
group | patients (%) (%) (%) rate (%]) test
group 1 L 12 4(33.3) 5 4.7 3 (25.0) 75.0 NS
(indwelling catheter) I 16 4 (25.0) | 5 (31.3) | 7 (43.8) 56.3
group 2 L 7 ) 2 - NS
(poat-prostatectomy) 1 7 6 1 -
Monomicrobial | group 3 L 15 8 (53.3) | 7 (46.7) 100 NS
infection (upper UTI) I 15 4 (26.7)| 8 (58.3) | 3 (20.0) 80.0
group 4 L 19 9 (47.4)| 9 (47.4)] 1(5.3 94.7 NS
(lower UTI) 1 16 8 (50.0) | 6 (37.5){ 2 (12.5) 87.5
btotal L 53 21 (39.6) |26 (49.1) | 6 (11.3) 88.7 NS
subtota I 54 |16 (29.6) |25 (46.3) {13 4.1)| 5.9
group 5 L 17 4 (23.5)1 9 (52.9) | 4 (23.5) 76.5 NS
(indwelling catheter) I 18 3 (16.7) |11 (61.1) | 4 (22.2) 7.8
Polymicrobial | group 6 L 28 5 (17.9) | 16 (57.1) | 7 (25.0) 75.0 NS
infection (no indwelling catheter) I 30 10 (33.3) | 14 (46.7) | 6 (20.0) 80.0
btotal L 45 9 (20.0) | 25 (55.6) | 11 (24.4) 75.6 NS
subtota 1 8 |13 (21.1) |25 (52.1) [10 (20.8) | 7.2
L 98 30 (30.6) | 51 (52.0) | 17 (17.3) 8.7
Total I 02 |29 (28.4) |50 9.0 |23 @2.;)| s | NS
NS: not significant
Table 6. Relation between effects on pyuria and bacteriuria
Pyuria
Bacteriuria Treatment Cleared Decreased Unchanged lEffect. on
group
- L 30 13 27 70 (71.4%)
El
iminated I 29 10 3 70 (68.6%)
L
Dec
reased 1 1 2 3(2.9%)
L 5 6 5 16 (16.3%)
laced
Repla I ‘ 2 7 13 (12.7%)
L 2 3 7 - 12 (12.2%)
Unchanged
ang I ‘ 12 16 (15.7%)
Effect on L 37 (37.8%) 22 (22.4%) 39 (39.8%) Patient 98
pyuria 1 33 (32.4%) 17 (16.7%) 52 (51.0%) total - ; 102
' Excellent “ L 30 (30.6%) Overall efficacy rate
| I 29 (28.4%) L group 81/98 (82.7%)
I group 79/102 (77.5%)
Moderate II. 51 (52.0%) group
50 (49.0%) U test
Poor L 17 (17.3%) effect on pyuria: NS
1 23 (22.5%) effect on bacteriuria: NS

NS: not significant
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Table 7. Bacteriological response to the treatment
L I
Isolate No. of | Eradi Eradi d Fisher's
- 0 radicated Persisted® No.'of radicate Persisted® test
strains (%) strains (%)
S. aureus 3 3 1 1 -
MRSA® 1 1 3 2 1 -
S. epidermidis 7 7 9 7 2 -
S. haemolyticus 2 2 6 5 1 -
S. warneri 3 3 -
S. simulans 1 1 4 4 -
GPB? Staphylococcus spp. 2 2 2 2 -
Streptococcus spp. 1 1 4 3 1 -
E. faecalis 39 35 ( 89.7) 4 34 31 (91.2) 3 NS
E. faecium 6 1 5 4 2 2 -
C. xerosis 1 1 1’ 1 -
subtotal 63 53 ( 84.1) 10 71 61 (85.9) 10 NS
E. coli 25 25 (100 ) 14 13 (92.9) 1 NS
C. freundii 5 4 1 6 4 2 -
C. diversus 3 -
K. pneumoniae 8 8 4 4 -
Klebsiella spp. 4 4 2 2 -
E. cloacae 6 6 5 5 -
Enterobacter spp. 1 1 3 3 -
S. marcescens 8 8 8 7 1 -
Serratia spp. 1 1 -
P. aeruginosa 26 22 ( 84.6) 4 23 16 (69.6) 7 NS
GNR® | b cepacia 1 1 -
Acinetobacter spp. 8 8 8 8 -
A. faecalis 3 3 -
F. indologenes 2 2 -
P. mirabilis 2 1 1 2 2 -
P. vulgaris 1 1 3 3 -
Providencia spp. 1 1 1 1 -
M. morganii 1 1 3 3 -
GNF-GNR® 1 1 1 1 -
subtotal 100 9 (94.0) 6 90 78 (86.7) 12 NS
Total 163 | 147 ( 90.2) 16 161 139 (86.3) 22 NS

“regardless of bacterial count, YMRSA: methicillin-resistant Staphylococcus aureus, “GPB: gram-positive bacteria,
9GNR: gram-negative rods, ® GNF-GNR: glucose-nonfermentative gram-negative rods, NS: not significant

ERBduholts, 77 LoBUHEOMARIZEIC
BLTbTrieEL, Hie/ 7 LBEHEOHEAKIZL
BB TubThrEdro,

¥ L-EEBECHELESCY, BEMgEZVWTR
OEMOMEE AL THLERELBD Lo 7203,
E. faecalis DFHEE X L BT 398+ 89.7%, 1HT
34 ¥%:h 91.2%, ¥ 7z P. aeruginosa DIHKLEIZ L B
T26 %51 84.6%, I B¥TC 23854 69.6%TH- 7z,

MIC & #iE#9%h R & DBSfRIX Table 8 iIZ/RL 72

23, WL b2 MIC & MIBEH A ORI B8R % BA1R
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5 23K NIY, BEEHBMEE LA 7>
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¥ HBEEEONRCEAL CHLEREZ2TD T, Wi
& b Xanthomonas maltophilia, Yeast DSEEHNE
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0o fehs, L MIC8V>sTIiX Enterococcus  faecium o)
”u‘)lt") fo:o

4) HY4EAOHE L 7 KRR

HUEAG S HE L 7K 2RIz, Table 1005
MM ERERDL Y, WXL HT81.6%,
IMTBL4%THD, UTIRDMNEERI L )z
LERORDHEL IZIZMETH - Iz,

6. R

B NN ERIX Table 110X 5k, LEOD
10728 (1.9%) 3%, IRO112Mt2M
(1.8%) 4RO ENIM, EDORBECHLTH
RUCHEEBERBL LN T,

NERONEIX, LETI2 1 ANRE L BER,
DIPNRFET, TORKIRLLEAETHD, 26
EoEmMEDIEL, kBB T hIERSE
RLTWwS, —HINRTIR 1 MSEN, EH, A%XF
BT, TORKIRTEE, QXL LERIZHAL
TED, 0 1 ARENT, BEIZEE, QEIRE
LT3 KR TRERIZHXLTWS,

HBARERORMZRY L Table 12015k, LB
T2 105 P 10 (9.5%) 20 /%, IB¥TIZ 10940
hef (7.3%) & 17#RBH SN, TORIEE
Bl THRBMcHEEZLRD 2o, REONE
IEE L b i GOT, GPT D LRI U TH - 18,
LWTRALEEOXHTHD, L ENRESTET
bolEABVTRLVTh—AROXHTYH
7o

BIEL LK 2 Table 130X 5 kWM HEEE%
Bo¥, [£€] t [BREL] $bb¥rie¥i
WL HIK96.2%ThHo Nk, BB LEBLBVLTIES
i (PIEHY ) tHEEEN: 1L, KEORSL
EEEHEL, RELPELEMTHo T,

7. BRf

A% Table 14 D& 5 CRBMCHEEZE3Y
¥, TORRBIZLETS.0, IF¥T8ROTHo
2o

rate, %)
1
1
94/100 ( 94.0)
78/ 90 ( 86.7)

Total
(eradication

1/

1/ 1

v

/

v

/
147/163 ( 90.2)
139/161 ( 86.3)

6/6
2/3
77
2/4

Not
100 >100 done
1/1
1/1
1/1
3/6
4/6

0/1
3/4

1/1
4/4

“GPB: gram-positive bacteria, YMRSA: methicillin-resistant Stapkylococcus aureus, “GNR: gram-negative rods, “GNF-GNR: glucose-nonfermentative

rods

125 25
2/2
2/2
45 11
33 11

6.25
1/1
1/2
2/2
3/3

MIC (ug/ml)
. 3.13 .
1/1
1/1
8/8
4/4
/7

1.56

1/1

1/1
14/15 15/22

0.78
11
7/8

39
15/17 10/11 14/14 24/26 17/10

1/1
13/15

0.
1/1
6/8
15/17 10/10 9/10
7/9

0.2
17/20 10/11 10/11 39/43 21/28

0.1
9/9

2/2
15/15 28/28 11/12
3/3

15/15 25/25
12/13

=0.025 0.05
2/2

1. % ="

HEMORT» 52 MA BB CNT SRAD
MIC % .8 L - R T2, BIPM i27 7 ARHEEE
HLTIRFEY1.3EIPM L3 b00, 774RE
B LTREYIIRIPMEI O BERTEY,
BIPM RHEH OAD» & 137 7 slECHT 3
BHSMES AR LI ERH 5 Lol B
i P. aeruginosa it LT iz, IPM @ MICs i31.56
ug/ml, MICso %% 6.25 ug/ml TH 3 DIHL, BIPM
T 13 MICso £%0.39 ug/ml, MICso & 1.56 pg/ml &

Treatment
group
L
I
L
I
L
1
L
I
L
I

Table 8-3. Relation between MIC and bacteriological response (no. of strains eradicated/no. of strains isolated)

Isolate
Providencia
Spp.

M. morganii
GNF-GNR?
Subtotal

Total

GNR®
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Table 9. Strains appearing after treatment

No. of strains (%)
Isolates® x? test
L 1
MRSA®» 1
S. epidermidis 1
S. haemolyticus 1 1
S. saprophyticus 1
o S. warnen 2
GPBY | g capitis 1 NS
E. faecalis 2
E. faecium 10 2
E. avium 2
subtotal 14 ( 43.8) 10 ( 43.5)
P. retigeri 1
X. maltophilia 6 4
GNR® F. indologenes 3 1 NS
A. faecalis 1
subtotal 9 ( 28.1) 7 (30.4)
Yeast 9 (28.1) 6 (26.1) -
Total 32 (100 ) 23 (100 ) NS
No. of patients in whom strains 26/98 19/102 NS
appeared/total no. of patients (%) (26.5) (18.6)

®regardless of bacterial count, ®MRSA: methicillin-resistant Staphylococcus aureus,
9GPB: gram-positive bacteria, “GNR: gram-negative rods, NS: not significant

Table 10. Clinical efficacy as assessed by the attending physician

Treatment No.. of Excellent | Good Fair Poor Efficacy U test
group patients rate (%)
41 39 6 12
L B | we | G | (61 | a2 | 8
33 50 13 6 NS
! 021 @ | wo | an | (s9 | %4

NS: not significant

RIFTHYD, ZDZ i, BHEMREREREORKKE
ELTWERE P. aeruginosa DIFEBE L, FEOD
RETHH % 2ED Tk LE2FXSE,
BIPM 0K 28 LTET 2 e08TEL S,
SEORNTEONIBABKHRIZ, LET
82.7%, IBTTI.5%DEMETH Y, MEMCHER
ErxBduhol, LHLEREATFORICENT,
LEOERAIHXEREMNCR-> Tz (p<0.1),
—R iR E OB EERBBRE CRIEDE I
IREBEFETT2EABH DY, Lo TL
BETHIRRD L Bbh 28, S0DBREEKRIR
{22\ T Breslow-Day OME 2fTo72 & 5, 3

TREEHSAD Sz, I TS ICREERIR
2 ESEREN R LR, ZOFRORYD IWE
DRAEERSRCFEL TRV DO LEKE T,

HEEIE L L TR IPM/CS OB ¥EM REERBREE
T AR, FIRRFOLBRAR' YTk 108 fit
74.1%, panipenem/betamipron BAFERF D LL#AER"
DOHNBEELTHV S -EIZ X 99 Fith 79.8%,
meropenem FHSERF D HLBEBRYOXMBIE L L THWL
Sh-BIciZ748F81.1% tHEINTEY, 5
DEREIZZH S OBEIGEMLTEB D, 1ZIZRYZEK
#wErgonitEx1oN 5,

LEORE ? UTIRBRESN B L EE,
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Table 11, Clinical adverse reactions
ity | Relati . L.,
Treatment | Age Type of | Dayof | Administration Severity | Relation Incidence| Fisher's
(vr) Sex "  test dru Treatment of to the (%) toat
group yr reaction |appearance| of tel g reaction| drug
" betamethasone
62 [ M e'rt::.xon 1 withdrawn sodium # definite
Hching phosphate
hydroc;c')rtlsone 2/107
L sodium (1.9)
succinate »
80 | M |eruption 1 withdrawn # definite
stronger
Neo-Mino NS
phagen C
nausea
56 F |vomiting| starting withdrawn none + definite
I anorexia 2/112
(1.8)
76 | M | nausea 3 continued none + possible
NS: not significant
Table 12, Laboratory adverse reactions
T id isher’
reatment | Age Sex Items and changes in abnormal values Inci F s
group | (yr) (%) test
70 M GOT (18—43—17*), GPT (14—55—24°*), Al-p (65—180—112°),
v-GTP (16—85—49°)
70 M [ BUN (19.6—28.3)
35 | F |LDH (281—618)
75 M | Nc (% 59.9 —79.0), Ly (% 28.0—8.7) 1(09/150)5
L |75 | M |Eo (%4.2-11.1 '
76 M | GPT (38—49—32°)
59 F GPT (11—60—17*), Al-p (6.1—16.1—+8.7°), y-GTP (13—137-51°),
LAP (45—119—65*)
4 F GPT (64—83—15"), Al-p (203—324—170*), y-GTP (99—180—96°),
LAP (56—81—44°)
63 F |Eo (% 11.1-23.0)
62 M [ GPT (40—67) NS
82 M [ GOT (49—101—15°*), GPT (40—66—11°), LDH (236—386—183°)
67 M WBC (5,600—3,200), Ba (% 0.9—2.5), Ly (% 24.8—45.1),
Pt (29.6—19.2)
72 M [ GOT (25—48), GPT (33—45)
I 76 | M |GPT (40-128-50%) ':_/I 12?
49 | M | GPT (31-48—35°), Urobilinogen (+—f—+*) '
60 M |[Eo (% 2.0—10.0)
67 | M [BUN (18.4—-27.7-19.6*), Cr (1.2—2.0—1.3%)
49 M | WBC (3,800—2,700—4,800°), Eo (% 4—13—4.6*)

*follow-up results, NS: not significant
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Table 13, Global safety rating
Treatment NOl. of Safe Almost Safety slightly Not safe U test
group patients safe doubtful
94 3 1
L 5 g 6.0 (2.9) (1.0
‘97 4 0 NS
! 105 @0 3.8 (3.8)
NS: not significant (%)
Table 14. Clinical value
Sc
Treatment Nc{. of ore (mm) Median U test
group patients 100~91 90~81 80~71 70~61 60~51 50~41 40~31 30~21 20~11 10~0
30 26 19 7 3 1 3 2 4
L P @3 w2 (1) @) 60 w0 6o @o wo -
I % 34 20 16 12 1 1 4 2 82.0
(35.4) (20.8) (16.7) (12.5) (6.3) (1.0) (1.0) 4.2) (2.1 ’
NS: not significant (%)

EUELLEBNEr S B 2T THRH, B1E

LEOHTT5.0%, BSHT16.5%THD, Zhbd
HEARL BRI N U T b HEICOBERIRE2 R L
TED, L7:-3->TBIPM REEEFREREIHT,
B R R BREE DRI WS 2 EXTH 2
tEzohd,

HEZNHRCBVWTY, MBEHAERILET
90.2%, I1BTB8.I%NLABEREDY, /o0y
NOBEEOHEARICBAL TOAREZ2BD R, o 1
0, 77, ELEL L TOMHERIZLEEY
94.0%, [#586.7%&, LECBVWTOLTHLCHE
$, Bic P. aeruginosa DHEREIZ L BT 84.6%,
[#T69.6%THY, ZhosDRBMITEH B
3 BIPM OB LS RBL - b D EBbh 3,
—FEIfEREL T, WEOH - thENEIERD
RERICHEBRZL2TEDY, LECBIREEEL.9%
it, BIPM O —MEEIKABR Vi B 51,340 Bl D
22%ERBEAYRZETHY, FRERREOREME
REFE BT HHBEMCERER2ZD T, wTh
YEE»O—BYOEBITH S Z Lh s, KAIIEIE
Aoz, RerERTHS EBbhl,

E 3
AR icBIME N HRRERS L CHSEMEUT
KRL, BEZI#HEEERLE T,

AL SNE WSS L CHEHYERS (8
)

HRERI AW RBRL Az, EFRARBILR

BEL A B, MB)IIR+HFRBTIB R SR BIRK B,
EXEX, RRBIBBRRWREE R #—, R
BER+FRbTbRBR: Tl 18, HERRFED
RFBTILRABRE AHEE, KERBEXEMAFIRBER
#/ELEH B, AEM—, BB A, XREE2E
BEREH R E P RBib R R NEFFE—, A+RE,
RRHFRBTIMRERL A W, RBAFEZRW
REEE BHFES, REAFEZEMERABRBTL R
#[E: MB®E, MilG, SRAFEFHIRER
BH X, b3sESRBEBRER: TEHR—, &L
R+ FRBBRBR REAX, KRFRTFREEBR
RELEE X, RMERE®EKXFIWRER: WEHIE
i, ERABAFHERSHESSIL)IRBTIBREF
EefR, HEHE, AFHIIRESHRRBRER: §
ARiE—, V& RABWRBR: HBEE, BRKT
FRBTWRBE: BRI E, BRIREESRRWRE
B RIS, MEAZEFIDRERL RARE, @
# B, HERBWERBR LD &, )% & T
EEH, MAY KRRWRER: LAARN, B
#, B B, FEHMERRRRER: PHEEX, K
BERARRBTIBRER: M T2E, MILKFERE
WRBR: EOEE, ERED, BUPRRERWERS
Bl RO, EEFHILEFTRRBMRSER: L%
3h, BHILRBTRRBE: RHER, H2RRILE
MRABIBRBEE MAVE—BE, F& F, AHAER
BribfRaERh HHEE, ERAFEZTWREN: LM
s, RRA+FRETIBREBR: Bk R, FEELM
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A double-blind comparison of biapenem (BIPM), a new parenteral carbapenem, and
imipenem/cilastatin (IPM/CS) was carried out in the treatment of complicated urinary tract
infection, Patients were randomly assigned to receive either 300 mg b.i.d. of BIPM or 500
mg/500mg b.i.d. of IPM/CS for 5 days by intravenous drip infusion. All patients were
shown to have pyuria of at least 5 WBC per high power field, bacteriuria of at least 10*
CFU per ml of urine and identifiable underlying urinary tract disease. Overall chinical
efficacy was evaluated on the basis of criteria proposed by the Japanese UTI Committee as
“excellent,” “moderate” or “poor.” Of the 200 patients evaluated for clinical efficacy, 98
patients received BIPM and 102 received IPM/CS. No significant differences were observed in
the background characteristics between the two treatment groups except that the age
distribution in the BIPM group was higher than that in the IPM/CS group (p<0.1). The
overall efficacy rate was 82.7% in the BIPM group and 77.5% in the IPM/CS group. The
difference was not statistically significant. The bacteriological eradication rate was 90.2% of
163 strains in the BIPM group and 86.3% of 161 strains in the IPM/CS group, the difference
being not statistically significant. Clinical adverse reactions were experienced in 1.9% of 107
patients in the BIPM group and in 1.8% of 112 patients in the IPM/CS group. Laboratory
adverse reactions were observed in 9.5% of 105 patients in the BIPM group and in 7.3% of
109 patients in the IPM/CS group, with no significant differences regarding the incidences of
either clinical or laboratory adverse reactions. Global safety and clinical value were not
significantly different between the two treatment groups. From the results obtained in this
study, we concluded that treatment of complicated urinary tract infection with 300 mg b.i.d.
of BIPM is as effective and well tolerated as that with 500 mg/500 mg b.i.d. of IPM/CS.



