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FLWESHE 7 x 4R TAEWE TH b cefluprenam (CFLP) 120w THEERY - BRIRAIRRET 21T\,
UTo#E %1372,

1. EBERRET (UHEN)  HEREDOIRBKEEESBEE (12 8 446 #k) (<349 5 CFLP, ceft-
azidime (CAZ), flomoxef (FMOX), cefuzonam (CZON), imipenem (IPM) o MIC % MIC 2000
AT LAERAWTHELZ (1°CFU/ml: #EE &), AE D MIC,, i¥, methicillin-resistant Sta-
phylococcus aureus (MRSA) 32 ug/ml, Escherichia coli 0.032 ug/ml, Klebsiella pneumoniae 0.125
ug/ml, Indole-positive Proteus group 0.25 ug/ml, Enterobacter spp. 1.0 ug/ml & IWE&EKF LN R
WS E I Th - 72, £ 72, Staphylococcus epidermidis Ti3 4.0 ug/ml & CZON & 6%, Enterococcus
faecalis T3 8.0 ug/ml, Pseudomonas aeruginosa T3 4.0 ug/ml & IPM & [61%¢, Proteus mirabilis
Ti30.063 ug/ml & CAZ LRIZETH Y, I N LMo ECEER L 1) B Tvr72, Methicillin-sensitive
Staphylococcus aureus (MSSA), Serratia marcescens \Z¥ L Tix, IPMIZKCHBE I 2R L 7297,
Enterococcus faecium (234 L TIZMIEA & FRICHOHE I TH - 72,

2. BRIREIRRET : AR % BEHAEE T L R 2 B, SHEVEIRIERRYE 34 ), RMERE FARR 1HIB &
URIERTIZIRS 2 Bl 5 L, BRRIRE L UKEMNRET 217> 72, BUHHEMMEERERTIZ 1HH
M ETRE TH D, BRKZNRIZFR) TH - 72, HHEVEIRBEBGE 12 51T B BRI FIZ, Fxh 11 61, B 15
B, #ezh 2 B THMEIL 92.9% Th - 72, MHEFENEIZ 37 %F S marcescens 1 ¥k, P. aeruginosa
2HREBRC A MRAHKL, HRFEIZIIN.I%TH -7z, 72, BHRBE AL LBAICHT 52 EREHEIR
ARTHY, BUERRE2HICHL T TNLENTH - 72,

BIMERICBIL T3 39 B Z2h7 1 BREs & 1, B M A i R 283 i sk 8 1 #13 & 08 GOT,
GPT, ALP LA 1#%38H 7z,

Key words : cefluprenam, RIEM2FEYSE, HLEH
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FEENTHLCEFHAE7 702K ) > K Th b, AK XL HE N 2RI Z ek EHRETH B,
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1. EBERIRGET (U )

RGN & 0 58 L 72 BERFEKICHTT
2R/ANRBEHIERE (MIC) DBlEZIT- 72, XNFEEL
7288 Escherichia coli (E. coli) 45%k, Klebsiella
pneumoniae (K. pneumoniae) 35 ¥k, Proteus mirabilis
(P. mirabilis) 47 ¥k, indole-positive Proteus group 46
¥k, Enterobacter spp. 40 ¥k, Serratia marcescens (S.
marcescens) 43 ¥k, Pseudomonas aevuginosa (P. aer-
uginosa) 34 ¥k, methicillin-sensitive Staphylococcus
aureus (MSSA) 31 #, methicillin-resistant Staphylococ-
cus aureus (MRSA) 33 #k, Staphylococcus epidermidis
(S. epidermidis) 30 %k, Enterococcus faecalis (E.
faecalis) 17 ¥k, Ewnterococcus faecium (E. faecium) 45
B 12 HFE 446 % THh 2,

MIC m#lE I 54 F 2~ 7% MIC-2000 system = &
hEfEE R 10°CFU/mlic TiT» 72%. F 72[EBFIC ceft-
azidime (CAZ), flomoxef (FMOX), cefuzonam
(CZON), imipenem (IPM) o MIC ##lzE L, A3 -
D HEBRE 21T 72,

2. BRIRAORRET

n x %

1991 4F 7 A4 &5 1993 4 1 A 12 ALBEEE R A7 B 2750 it
REsEE B & OBEE 4 ME%IC ABE L 72 IREE - MERREYLE B
FHEDuHT, RENRFLN 9B 2R E L7z, FEFID
WFRIL B 33, P66, Faoaiis 19~84 i, #£
BOWNRIZ BB E LR 2 6, BHENEIR B RYE
3465 (BERE 4 22 4, BB R 12460), BVEMRE LK%
B, SYERISLIRE2HITH - 72,

(2) %5 HE

KENOHGE - ARIZIBMHHEMEE LB R 260100, 1
Bllg, 1H2ME%Z 1FCHLTIZS BB, &9 160K
L Cix 3 BR#ERG L 72, MR TlE, 9Bz
i31m0.5g, 1H2M%5HM, 23#icid1E1.0g,
1H2@%5HM, 26Ici3 1@ 1.0g, 1H2ME%4H
G L7c, BYERE AR 1HE L SRR % 2
BlzAL T2, 1@ 1g, 1H2E%5HE#REL 7,

(3) Ff ff

ShRHEITEEEHNE & UTI R4 R liz# (83
W) S HE - TIT - 720 etEicB L T, &5H%B%D
Bt EEIER OB EARAEL, H5RI%O MERE,
g ReRE, BHRERESE 21T, BAREEOREE

Tablel. Antimicrobial activity of cefluprenam and other antibiotics against clinical isolates (MIC 2000 system)
Organism MIC (gg/ml), inoculum size : 10° CFU/ml
. Drug
(No. of strains) £0.016 | 0.032 | 0.063 | 0.125 [ 0.25 [ 0.5 | 1.0 | 2.0 | 4.0 | 8.0 |16 |32 |64 |128 | >128|  50% 90%
cefluprenam 36 9 =0.016 0.032
Escherichia coli ceftazidime 1 11 20 9 21 2 0.125 0.25
(45) flomoxef 6 17 17 5 0.063 0.25
cefuzonam 2 1 17 15 7 2 1 0.125 0.25
imipenem 19 20 6 0.25 0.5
cefluprenam 21 7 3 2 1 1 =0.016 0.125
Klebsiclla pnewmoniad ceftazidime 4 12 12 3 1 1] 2 0.25 1.0
(35) flomoxef 1 9 19 2 1 1 1 1 0.125 0.5
cefuzonam 11 17 1 1 3 2 0.125 1.0
imipenem 4 13116 | 2 1.0 1.0
cefluprenam 6 33 6 1 1 0.032 0.063
. .. | ceftazidime 7 36 1 1 1 1 0.063 0.063
P "”"’”(547”)1””””“ flomoxef 1 2 |30 |12] 1 1 0.25 05
cefuzonam 1 9 27 7 1 1 1 0.063 0.125
imipenem 1] 2] 325|813 4.0 16
cefluprenam 11 23 6 1 1 2] 1 1 0.032 0.25
§ ceftazidime 2 16 15 5 1 21 2] 1 1 1 0.063 1.0
IM‘”““&‘;’“ EIOUPY f16moxef 1] 3| 1|ufi2z]w] s 1.0 40
cefuzonam 7 17 10 4 1 2 4 1 0.032 1.0
imipenem 1 1 51141205 4.0 8.0
cefluprenam 5 14 4 1 1 6| 5| 2 1 1 0.063 1.0
Enterobacter s ceftazidime 2 4 7 6 12 1]4]7 6 8.0 >128
oy PP | flomoxef 5 50 2] 22| 1 2|2|s5]2[3]7| 2 8.0 128
cefuzonam 5 8 4 2 1] 4 519 2 4.0 128
imipenem 1 5 13115 2| 2|2 1.0 2.0
cefluprenam 3 5 8 5 20 6| 81 211 1 1 1 0.5 1.0
. . | ceftazidime 1 2 6 4 3110 6] 4] 2|1 1 3 1.0 16
Serratm(zp;a)rcesa " | fomoxef 4 7 1 1 ol al201] 4l 9 3 39 <198
cefuzonam 1 7 4 50 3| 2| 54 |7 1|12 1 2.0 32
imipenem 2 2 3 9 311210 1 1 1.0 2.0
cefluprenam 1 3 4 8 71 9] 1 1 2.0 4.0
Pseudomonas aeruginosa ceftazidime 1 N 4 Z) l 2.0 3.0
(34) flomoxef S| 4414 17 128 >128
cefuzonam 1 611318 5 1 32 128
imipenem 1 1 5] 8| 14 3 111 2.0 1.0

| e
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Table2. Antimicrobial activity of cefluprenam and other antibiotics against clinical isolates (MIC 2000 system)
Organism MIC (ug/ml), inoculum size : 105 CFU/ml
. Di
(No. of strains) ™8 <0016 [ 0032 ] 0.063 | 0.125 [ 0.25 | 0.5 | 1.0 [ 2.0 | 40 [ 8.0 |16[32|64|128| >128| 50% 90%
cefluprenam 1 1 8 (18| 2 1 0.5 0.5
Staphylococcus aureus| ceftazidime 1 1 5113 |10 1 8.0 16
(MSSA) flomoxef 1 2 |17] 91 1 0.5 1.0
(31) cefuzonam 1 1 3 (13111 1 0.5 1.0
imipenem 2 3 16 6 4 0.063 0.25
cefluprenam 1 51 8 4| 3| 4161 1 4.0 32
Staphylococcus aureus| ceftazidime 1 2121312 7 16 128 >128
(MRSA) flomoxef 1| 2| 4| 4[5]4]|10] 3 64 128
(33) cefuzonam 1(3 51 2| 3[5(3] 7 4 32 >128
imipenem 2 3 2 21 5|1 5|1 1] 1|2 2 7 4.0 >128
cefluprenam 1 7] 819 41 1 1.0 4.0
... | ceftazidime 1 5111|911 2 8.0 32
Saplploctcis Pl | fomoxef 1 705 |1| 3|1 2 40 8.0
cefuzonam 1 1 4 7(10] 3 11 2 1 1.0 4.0
imipenem 2 5 5 2 2] 6 3 1 111 2 0.5 32
cefluprenam 21 713 3| 2 1.0 8.0
Enterococcus faecali ceftazidime 213 2 10 >128 >128
a7 S | flomoxef 1(3| 9| 4 128 >128
cefuzonam 3 4 4151 16 32
imipenem 1 8| 2 41 2 1.0 8.0 -
cefluprenam 1 1 2 21 1|1 41 3] 30 >128 >128
Enterococcus faecium ceftazidime 1 31213 >128 >128
(45) flomoxef 1 1] 1{6|3] 5| 28 >128 >128
cefuzonam 1 111 1] 2 5| 4] 30 >128 >128
imipenem 1 1 4 8| 2 4 1 111118 4 64 128

MSSA: methicillin-sensitive Staphylococcus aureus
MRSA: methicillin-resistant Staphylococcus aureus

BNEELY B AR EFSRERHNERERTER S
BEYICHEHIE L 12, o B, BRIRRETREICOBES N2
BIcA$ 5 MIC #I5E 13 BRFRAREIC & 5 BAR{LE
LA SRERERY [0 - TT» 72,
1. &

1. ERERIRRET (BLEH)

HERFF O IR EYAE S BER IS 0T 5 BREEH OPHE
J1% Table 1, 2icF &7z,

1) E. coli

AZD MICy 12 0.032 pg/ml T, HHEfEIX 0.016 xg/
mILUTFTTHY, BET L5 FAPL - LR HHE N %
RL7

2) K. pneumoniae

AN MICy, 12 0.125 ug/ml TH Y, ZOEHHEIL,
0.016 ug/mILITFE, M7« 2EHBL L5 & LB
nrHEhERL 2,

ES

3) P. mirabilis

A MICso, MICy, 125 % 0.032 ug/ml, 0.063 ug
/ml TH Y, RHFEEIZ0.032 ug/ml TH - 72, ZEDH
B, CAZZIZ Lo E LMt 7 2 2RIV RFTH
272,

4) Indole-positive Proteus group

AN MICso, MIC,, i3 &% 0.032 pg/ml, 0.25 pug/
ml THRAFEIX 0.032 ug/ml TH VML 7 2 LKLV E
HThHo1,

5) Enterobacter spp.

I MICso, MICy, 1354 0.063 g/ml, 1.0 ug/ml
THRHAEIX 0.032 ug/ml TH ), AENHE NI+ 7
T AEINENTW,

6) S. marcescens

A MICso, MIC,, 12 &% 0.5 ug/ml, 4.0 ug/ml T
IPM L IZIZEFTH Y, ot 7z 2LV ENTY

Table3. Clinical summary of acute uncomplicated UTI cases treated with cefluprenam

Patient . Treatment Bacteriuria* Evaluation** )
o, |Age|Sex Diagnosis dose duration | Fever* |Pyuria* . Sgide effe(l:(ts
(g% /day)|TOUte (days) species count| MIC | UTI | doctor | & remarks
1 |74|F AUP. 1x2 | 1LV.| s L + E. coli _10°10.025 _
- - E. faecium <103 >100 excellent
1 7 [=<0.02
2 |64|F A.UP. 1x2 | DL | 3 L i E. col % 0.028) o vcellent | excellent|  —

A.U.P: acute uncomplicated pyelonephritis

**UTTL criteria proposed by the UTI Committee
doctor: doctor’s evaluation

*before treatment
after treatment
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Table 4-1. Clinical summary of complicated UTI patients treated with cefluprenam
Di . o Treatment Bacteriuria® Evaluation** Side eft
Patient 1agnosis Catheter | U] 1 Pyuria® Side effects
no. Age|Sex Underlying condition | (route) | group | dose | 1 duration yuna species count| MIC UTI | doctor | & remarks
(g x /day) (days) :
C.C.P. .
- e + E. faec 05| >1 .
1 |76 |M lop. r-Renal cancer| M ., G-1| 1x2 | DL 5 Jaccium 10 00 moderate| fair -
) (urethra.) + — 0
Neurogenic bladder
C.CC. n o 4 E. faz)cal{s ) 12? )
2 65 | M e G-5 1%x2 DI 5 + P. acruginosa 107 | 12.5 |moderate| fair -
Bladder cancer |(urethra) e
1 — 0
C.C.P. B. cepaci 07 25
3 |63 |M|—=——| - |G3| 1x2 |DL| 5 * L B oderate|  fair —
1-Renal pelvic cancer + - 0
CCC S. aureus 1.56
4 74| M TPV pp— dd' e — 1x2 DI 5 + C. albicans 10° fair -
adder cancer + C. albicans 102
C.CC. . . -
N o ) P
5 58 | M | op. Renal cancer ( N G-1 1x2 D.L 5 | £ acruginosa 17].6.2 moderate| fair -
. cysto.) + — 0
Neurogenic bladder
C.C.P. i 1 E. coli 107 0.1
6 69 | M BPH G-3] 0.5x2 | D.L 5 — — 0 excellent | good
C.CC. + P. mirabilis >107]£0.025
7|7 - 2 0.5%2 | DL — a -
7 74| M BPH G 0.5x2 | DI 5 + — moderate| good
.C.C. + . coli >107] 0.
8 61 | M cee - G-4| 0.5x2 | DL 5 E. coli 2107 =0.02 excellent | excellent —
BPH — —
C.C.C. . . -
E. col >1011=0.02
9 |65|M BPH - |G4|o05x2|DL| 5 ul S ’0’ 0-022) o xcellent | excellent | —
1-Renal cancer
oli 71<0.02
10 43| F __ceh - G-3 1x2 D.I 5 i E. coli 1071=0.025 excellent | excellent —
r-Ureteral stone - - 0
) ac 1 1<0.025
11 [(77|F —C'C,‘C‘ - G-4| 1x2 | DL 4 # K. prewmoniae | 10" | £0.025 excellent | excellent —
Neurogenic bladder - — 0
E. faccium >100
C.C.C. + . + Candida sp. 10° o
12 80 M Neurogenic bladder | (urethra.) 1x2 DI 5 1 E. faccium 107 | >100 poor
C. albicans
N So 4
13 83| M -——L — G4 1x2 DL 5 L E. Jaccalis 10 3.13 excellent | excellent —
Prostatic cancer - - 0
cec S. aureus 6.25
14 53 | M L _ 1x2 D.L 5 P. acruginosa 10| 3.13 excellent —
op. Penile cancer _ — 0
b . AeruUgInos 108 50
5|63 M|—SSE b gy 1x2 DL s # | B acruginosa 0130 | noderate| good -
op. Bladder cancer + - 0
C.CP. ) i )
bil-Ureteropelvic + B 5 - + P. aeruginosa 107 | 1.56 Eosino.
1119 M junction stricture | (nephro.) Gl X2 DL ° + | P. acruginosa 10° ] 3.13 poor good 7.8—-16.0
bil-Hydronephrosis
cCe E. faccalis 50
17 les|M LL. _ G-61 1x2 DL 4 + P. acruginosa 10° | >100 |moderate| good | Eruption
op. Bladder cancer + _ 0
C.C.P. E. faecalis 25
18 | 41 | M |op. retroperitoneal cancer|  — G-6 1x2 D.I 5 + P. acruginosa 10° 100 poor fair —
Ileal conduit + P. acruginosa 10 50
C.CC. - + S. epidermidis 10 0.78
19 H|M| = — - X D.I r moderate od —
Bladder cancer G 12 ’ 1 - 0 £00
E. acrogenes 0.2
C.CC. + . _ C. freundii =0.025| ]
20 40 | M rethral stricture (cysto.) G5 1x2 D.I. 5 + NEF-GNR 107 0.1 excellent | excellent -
- — 0
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Table 4-2. Clinical summary of complicated UTI patients treated with cefluprenam
Treatment Bacteriuria*® Evaluation** )
Patient |\ 1o Diagnosis Catheter | UTI — Pyuria® Side effects
no. | &1 | Underlying condition | (route) | group ( S(}ijea )| route d::(;’:;;t;n species count| MIC | UTI | doctor |& remarks
g y
~ T ‘| <
2 || F|—EP e x| v.| s t |E col A0 120.020) o cellent | fair —
Neurogenic bladder - - 0
C.C.P. + . + — 0 .
2 |7 —_— x2 | LV. 5 —_ fair —
o 1M Prostatic cancer |(urethra.) 1 - — 0
j ccce. + . . - - o aluable|  —
B T M| 25| rethra) 05x2 [LV.| 5 - — 0 uncvalua
C.CC. . E. faecalis 12.5
24 66 | M | Prostatic cancer (urethra) G-51] 0.5x2 | LV. 5 + S. marcescens 10" 0.1 |moderate| good —
Neurogenic bladder ’ + - 0
C.CC. + ¢ P 3
+ . tropicalis 10
25 |80 | M| Penile cancer - 1x2 | LV. 5 T = — 0 good B
Labile bladder
C.C.C. .
+ P. rett 107
26 | 62| M| Renal cancer 1ure-t+;1ral G-1| 1x2 |LV. 5 T re ge—rz 5 =0.025 moderate| good —
Neurogenic bladder '
; s < -
27 |83 M (isg}({: - |64 1x2 [LV.| 5 *|Ecoli 1_3_ 2002 oxcellent | excellent | —
CCC E. faecalis 1.56
28 |76 | M P—— - G6| 1x2 |LV. 5 +  |E. coli 107 [ £0.025| moderate| good -
rostatic cancer — — 0
y 7
29 |n|M|—SCC 1 o] ke v, | s * | E col 2071 005 | scellent |excellent|  —
Neurogenic bladder . — 0
S-GOT
124828
C.C.P. + B . ++ S. aureus 107 0.78 . S-GPT
30 60| M BPH (urethra.) G-1 1x2 Lv. > + — 0 moderate|  fair 14- 60— 34
ALP
9 23-127
cce S. epidermidis 0.39
31 80 | M ——BPH — G-6| 0.5x2 | LV. 5 + Micrococcus sp. | 10° | 0.05 |moderate good -
+ - 0
C.C.p. + + K. jac 107 .
2|76\ M || G| ke 1V ] s u prewmaniae - 095 | excellent fexcellent| -
CCP + E. faecalis 3.13
33 |84 M B.P‘HA - | G-6|0.5%x2|LV. 5 | B coli _107| =0.025| moderate | excellent -
- E. faecium <1081 >100
S + # |S. marcescens 10| 1.56
34 168 | F | Contracted bladd G-1]0.5%2 |LV.| 5 - marcescens | 107} 1. _
" rt?i(]:fe\?URa <" |(urethra) + S. marcescens <10 25 moderate| - good

C.C.P: chronic complicated pyelonephritis

C.C.C: chronic complicated cystitis

VUR: vesicoureteral reflux

BPH: benign prostatic hypertrophy

NF-GNR: glucose non-ferementation gram negative rod

7z,

7)  P. aeruginosa

ARED MICso, MICqp 12 % 72 2.0 ug/ml, 4.0 ug/ml
T, B 4.0 ug/ml TH Y, CAZ, IPM &3 [)%
T, FMOX, CZON I DB &z tEn v,

8) MSSA

AFED MICq 13, 0.5 ug/ml T, % DELuiH L, 0.5 ug
/ml TH N IPMIZI3%55 Lo, o x b & g
Tz,

9) MRSA

**UTI: criteria proposed by the UTI Committee
doctor: doctor’s evaluation

*before treatment
after treatment

KID MICso, MICy, 13, &2 4.0 ug/ml, 32 ug/ml
THY, HHEEIZ2.0ug/ml TH- 72, AEOHEH
i3, IPM &l MIC;, TRI%, MIC,, THENTE Y, i
7 2 LEEVBELAICEN TV,

10) S. epidermidis

AFEND MICqoi3 4.0 ug/ml T, HEIZ 2.0 ug/ml T
HH CZON LEI%TH - 12,

11) E. faecalis

AFEND MICy 13 8.0 ug/ml T, HHfEIZ 1.0 ug/ml
THNIPM LRIET, it7 L 2%k Dag LI EN
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Tz, Table5. Overall clinical efficacy of cefluprenam
. in complicated UTI
12) E. faeczum 0.5¢g, 1 gx2/day, 5days treatment
AFED MICso, MICgo i3 & L 12128 ug/ml Ll ETH Pyuria Effect on
. . Cleared | Decreased | Unchanged |, S
n, CAZ, FMOX, CZON t RIZHICFHVHHE I TH - Bacteriuria bacteriuria
. Eliminated 1 12 24(85.7%)
9. EEIREURET Decreased 1 1(3.6%)
1) RERMEEEELR (24) Repraced : 13.6%)
Bk % Table 3127k L 72, UTI SahsEli itz & Unchanged 2 2(7.1%)
2 B FAHI A TR Th - 72550 1 Bli3, E®Th), E Effect on pyuria 11(39.3%) | 3(10.7%) | 14(50.0%) | Patient total 2§

BEICLBHELENTH 72, 5 1635 BERS
Blchn, 3HBEGHORER, MERKRELZEINT,
UTI MR AEICAEL hh 5 720, FiEEICL 5H
ETREMTH 72,

2) HEMEVEIREEREYLEE (34 B1)

FHEBI N FEM & BRIRBHE % Table 4 12/R L 72, MMM
R M REYAE 34 BlIC XY B EiGEHEIC & B EIE,
1160, Axh 1261, XF#= 9B, EH1BITH Y, EH
23 3R SRR T2, BIR - MERYEETH - 12
ROHERRTH 72, 2D b, UTI Eahapfise sz
& BEHEIATTRE TH - 12 REBE, BERAE, HERAL,
ERBICZ LT 260272 28BTH Y, Z KA
RahF % Table 51c/R L7z, %0 1160, H%h 15 6, 4
#M2BIT, BEFRFEI2.9% (26/28) TH -7z, 284
H 24 B CHIBE IR A AL L T 7z, IREERERNIC A B &
(Table 6), BiJhERGAE 20 B, ERERYSE 8 I TH
D, A7—TVBETA A5 LEEIH, JERE 18HT
hofz, B1IH (BHERPEN A T—TILHEE) Tl
Bl, BLUE6BH (BEEAREENSHT—T LVIERE)
T1HIHESD E HEINT2DATHIZENUETH - 72,

[C—J) Excellent 11(39.3%)
[ ] Moderate 15(53.6%) | Overall efficacy rate
Poor 26/28(92.9%)
7 0,
— (including failure) 20 7.1%)

Bacteriological response

Total no. of strains Eradicated Persisted*

37 34(91.9%) 3

*regardless of bacterial count

KiZHLHE E L CTo# Xz 15 B 37 I A3 5
B RO % Table 7123072, AR E L T
13, E coli "9%kE Lo &L %<, RTE. faecalis 7
bk, P. aevuginosa 6 ¥k7¢ & HR 2 7z, S. marcescens
2%k 18k, P. aeruginosa 6 %k 2 RO 51412 L B
L, BHIHRERIL91.9% (34/37) TH 12, b, FEHIF
12A4 5 &, 280 3HlIc BV TREAFEI»ERFL Tz,
F72, 1HEBIZB VT, E. faecium 1 #A 5% HEE
L THHE s (Table 7), &RHE D MIC & #HiEY
B RDOBGE % Table 812RT 2%, BIEFEL 72 S marces-
cens 1% MIC (3 1.56 ug/ml, P aeruginosa 2 %k

Table6. Overall clinical efficacy of cefluprenam classified by the type of infection
0.5g, 1 gx2/day, 5days treatment
No. of patients Overall
Group -olp Excellent Moderate Poor efficacy
(percent of total) o
rate (%)
group 1 (indwelling catheter) 7( 25.0%) 1 5 1 6/7
group 2 (post-prostatectomy) 1( 3.6%) 0 1 0 1/1
Monomicrobial
. . .39 3 1 0 /
infection group 3 (upper UTI) 4( 14.3%) 4/4
group 4 (lower UTI) 8( 28.6%) 6 2 0 8/8
sub-total 20( 71.4%) 10 9 1 19/20(95.0)
group 5 (indwelling catheter) 3(10.7%) 1 2 0 3/3
Polymicrobial R . =( 17 99 =
infection group 6 (no indwelling catheter) 5(17.9%) 0 4 1 4/5
sub-total 8( 28.6%) 1 6 1 7/8
Total 28(100.0%) 11 15 2 26/28(92.9)
' . Overall
. No. of patients .
Indwelling catheter (éegc:ntp(ff 'S)'l;l) Excellent Moderate Poor efflcalc)_\'
rate (%)
Yes 10( 35.7%) 2 7 1 9/10(90.0)
No 18( 64.2%) 9 8 1 17/18(94 . )
Total 28(100.0%) 11 15 2 26/28(92.8)
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Table 7. Bacteriological response to cefluprenam in complicated UTI MIC (3 1.56 ug/ml, 100 ug/ml TH -7,
0.5g, 1 gx2/day, 5days treatment + BRI nTIE, 5 ﬁaﬁ*&%f%?}] < -7 15
otate | N0 | Erascaea | Persisiea” | S UNE (Taple 4—1 No20) 120V TOARRREHTHTH
S. aureus 1 1 > 7205, 7 BREKREZIZIZER» RO S nr,
S. epidermidis 2 2 3) AMrEE &R (16)
5 Juecalds : . BEPRHCE £ Table 9 12k L 72, MRIZAETH 1
E. faeciun ; o . e[ 2
Wi o | 1|1 b, AN, MR L, EAENEISESNTH
sub-total 12| 12(100.0) 272,
E. coli 9 9 4) BrERIZiRE (26))
K. pneumoniae 2 2 Ba PR & # Table 10 127K L7, 2% L EBREHNE
€. prewndii ! ! (3T B - 725, UTI SADFHE A 13 AL %7 -
E. aerogenes 1 1
S. marcescens 2 1 1 72,
P. mirabilis 1 1 5) BIfEA, EERRAERELS
B rettgen ! ! BIEF IR L T i3, 39 B 1 Bl #5B%E 4 HBICR
P. aeruginosa 6 4 2 o o . "
B. cepacia 1 1 BEHED LN diFRGHIEE L2, Bikf% 5 HEIC
NF-GNR 1 1 I3HEL 7,
sub-total 25 | 22(88.0) 3 B AL REEENE, 39 2B TR LN, ]
Total 37| H0L9) 3 iRk ERTH), BREIBETH- 2, T2, b
10.7% 3.6% 5 14iz GOT, GPT, ALP LR TH Y, 5K THT
(3/28 patients) | (1/28 patients)

Percentage of persistently infected

cases after treatment

14.3% (4/28 patients)

*regardless of bacterial count

NF-GNR: glucose non-fermentation gram-negative rod

A%z E{E L 72 (Table 11),
on. * =
R, B AN FADEVH LWt 7 L LRAEY
BHBEREEN, F0Eer bIE{BRICERINTY
2, L»L, BENE DL 7 2 2R MEWEIZE.

Table 8. Relation between MIC and bacteriological response to cefluprenam treatment in complicated UTI

MIC (ug/ml) Inoculum size 10° bacteria/ml Not | Total

folate <0.05| 0.0 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 100 | >100 | dove | (%)
S. aureus 1/1 1/1
S. epidermidis 1/1 1/1 2/2
E. faecalis 1/1 2/2 2/2 11 1/1 7/1
E. faecium 1/1 1/1
Micrococcus sp. 1/1 1/1

sub-total | 1/1 1| ez || e 22 | 11 | 11 aan
E. coli 8/8 1/1 9/9
K. pneumoniae | 2/2 2/2
C. freundii 1/1 1/1
E. aerogenes 1/1 1/1
S. marcescens 1/1 0/1 1/2
P. mirabilis 1/1 1/1
P. rettgeri 1/1 1/1
P. aeruginosa 0/1 1/1 1/1 1/1 0/1 1/1 4/6
B. cepacia 1/1 1/1
NF-GNR 1/1 1/1

sub-total | 13/13 | 3/3 | 1/1 0/2 o b o o | ik

(88.0)

Total el as | e | s | e | | e | e |2z | on | o s

No. of strains eradicated/no. of strains isolated

NF-GNR: glucose non-fermentation gram negative rod
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Table9. Clinical summary of epididymitis treated with cefluprenam

Diagnosis c Treatment Bacteriuria* (

Patient atheter . . ... | Side effects
Age|Sex dose oo | Symptoms® | pyuria® Evaluation®* |’ o
no. Underlying disease | (route) (g /day) route d:lg:)t:;n species count| MIC & remarks
I S. epidermidis 0.20
1-Acute epididymitis . .
1 46 | M —‘—i-"— - 1x2 ILV. 5 # + P. aeruginosua 100 0.39 good —
- + 0

*before treatment **doctor’s: evaluation

after treatment

Table 10. Clinical summary of acute prostatitis patients treated with cefluprenam

b Cath Treatment P Bacteriuria® Evaluation**
atient atheter ain on . Side effects
Age|Sex : Fever* . .. | Pyuria*
no. (route) @ S%eay) route d:l(;:;g;n micturition species count| MIC UTI | doctor | & remarks
+ —
1 73| M - 1x2 LV. 5 — i— i’p — (L, excellent —
+ - + — + E. faecalis 107 3.13
2 7 . 20 . _
2 84 | M (urethra.) 1x2 LV. 5 — — — — 0 excellent
*before treatment **UTL criteria proposed by the UTI Committee
after treatment doctor: doctor’s evaluation
Table 11. Changes in laboratory test results
Total no. of Aggravated (relation to the drug)
[tem patient‘s Unchanged
B I - v
evaluated definite probable possible subntotal unlikely difinitely subqutal (%)
(%) not (%)
RBC 39 1 1(2.6) 38(97.4)
Hb. 39 1 1(2.6) 38(97.4)
Ht. 39 1 1(2.6) 38(97.4)
Eosio. 27 1 1(3.7) 26(96.3)
Plt. 39 1 1(2.6) 38(97.4)
S-GOT 39 1 1(2.6) 38(97.4)
S-GPT 39 1 1(2.6) 1 1(2.6) 37(94.9)
ALP 39 1 1(2.6) 38(97.4)
Glucose 33 1 1(3.0) 32(97.0)
K 31 1 1(3.2) 30(96.8)
No. of patients with aggravated 5
laboratory test results -

Jaecalis %2 Enterobacter spp., Citrobacter spp. \2¥fL T
RIE IR 3E 2%, Lo L, EEKRBYIC com-
promized host 7 & Tl LIz LIF 26 DMIEIC & 5%
PRENS R b, BEME L2 204k v, REID
77 LBTEERB D & 7T APEERRE £ TIRISVC I A
JELERLTEBY, izt 7 2 LRHUEWE»H N
ERE LW E faecalis IR L TLHBBRENHEN %
R, &FE B-lactamase 124t L TET, 2228
D& 728, Citrobacter spp. X Enterobacter spp.
TELEAMENERT S R EAL TV 502

A, Fe i3RI L A5 oI - BIRBIRRGT &
1o 72,

1. HHEH

HERGEDERRS M- X3 2 5% 51 # CFLP,
CAZ, FMOX, CZON, IPM okt L7z, 77 L&
HARE T2 E. coli, K. pneumoniae, indole positive
Proteus group, Enterobacter spp. 2 53 5 AEKD

MIC,, 13 5 EAIHP i L BN T T2, 72, P.omivabilis T
13 CAZ r 8%, P. aeruginosa Tl IPM & 6% T, fho
JEAME ) LEN T 72, S marcescens (2 DWW T3
[PMIZKWTRETH - 72,

77 LG TEERE TIEAEKD MICy, (3 MRSA Tl3 5%
Ay - & L BRIT, S epidermidis Tz CZON ¥ 6%
T 3EA L D LIEN T2, 72, MSSA Tz IPM
IR THERTWZ,

KD 1 DTH % E. faecalis 1233 B4
122V THE MICg A 8.0 ug/ml TH Y, i+ 7 « L5
MAEME TH 5 CAZ, FMOX, CZON LY & 2 ~ 4 B
Pl BN, IPM L EEThH 72, %13, E. facciuom 125
L TII A & RIERIC I 113590 > 72, L 72h%5 T,
AFITIRIEE S & 4 BIKHIC BV TRIEfFD L7 2 L
FIHCEWE L) E DL ) HE N, Aot L FR
PUEMBICE - 72, $£72, 77T 2B&MERREEIC L T
BN £ 7 = RN L WS Foftsh 039 72
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DIZ, TEEHEMIRERRNER & L THEL Tw57
F LISTEEKEEIC & B RIS X L C L BRI L i HRAK
BHrgFsns by th s,

2. BaRouREt

AEMEE TSR TIE UTI EahHii#c £ 55
WlATTRE Th - 72 1 HHIFER, &Y 1610 EEEHET
[IEMTH - 72,

HEHEPE PR B UG 12 B\ T3, UTI EshEkfio w6 T
B2 280 & 2 RABRFIIES 1L, F315
B, R 2 B THRAEMEIL 92.9% (26/28) & EBENTZHK
BThotz, WEHNOBERMFIL S T—T LVEERNIZ
90.0% (9/10) DEABMET, #»T—TNIFBEHNT
1294.4% (17/18) twThLEBENLREEZ L2, £
7z, BIMERRGENBAERET 95.0% (19/20) T, B
BN 7/8 L EEDOBIETH » 72, WMHEFHIHNETIE
HREREDHEIERZEIL 91.9% (34/37) L@V iEELTRL
72, 4%IC E. faecalis T3 THIT X TOHERF THATE R
L, HBEORETOBEE ML 2BRREE CTh o728 F
25, S5 BANDOKRAEMEIL0.5gX2/H T2 8/8,1.0
gXx2/BTiF 18/20 (90.0%) XIZZFEFNOBMETH > 72
(Table 12),

¥/, BUEREE KR, BMRTZIRAICHL TLEA
EHETEMU L BRBLN TS,

L 725> TWIREBFIFAE CHELB T % JREEME 25 YR 10
LTS ZDLECHEAN P b biEZ 615
Sy cAEMEOBCESHTEWEESZ L.

BIPERICBIL Tid 39 Bl ez 0y L BIRESD S 7z, #%
Brpibic & ) T A0 il L, ZHUIHES >Ry
T L2 D 4.6% (54/1170) L BHTH - 7z, BERKRA(E

Table 12. Overall clinical efficacy classified by dosage
in complicated UTI 5 days treatment

Daily dosage pI:t()ié:tfs Excellent |Moderate| Poor Ove::ilee(fof/zzacy

0.5gx2/day 8 3 5 8/8

1gx2/day 20 8 10 2 18/20 (90.0)
Total 28 11 15 2 26/28 (92.9)

BEIIITFBEK A 1RO NI BEETH-72, F
72, GOT, GPT, ALP L&#» 118 s nizdy, &5
BTHTARHICEBEL 2, FE VRS T7L29010.5
% (118/1124) * L CHIZIZEETH D, Le&Hic
LB W EFEZ bz,
D EE D AEIEMELLEME L ECARECEN:
EFREREWE EEZ2 b,
X ik
1) Watanabe N, Hiruma R, Katsu K: In Vitro Evalua-
tion of E 1077, a New Cephalosporin with a Broad
Antibacterial Spectrum. Antimicrob. Agents
Chemother. 36: 589~597, 1992
2) BH B 42 EHACEREESRS, IS R
v, E1077, f8R, 1994
3) HEHTTIE, WHENFRK, PEESE, MHERE), [TTFEE:
MIC 2000 > 27 4 & BHAR{LEFELESFREICL S
N FEMHIEBE (MIC) HIEEN kT, Chemo-
therapy 29: 1424, 1981
4) UTI#FFRRS (RRFE  KBIERK) : UTI Sahalfi 4 (58
=#)., Chemotherapy 34: 408~441, 1986
5 BAb¥EEFELEERHEERERTIERES: MEE
I & 2IABRIEBNC BT 2 BIFER - BERRAMBEREOH
€2 %, Chemotherapy 39: 687~689, 1991
6) HBA{LEHSEELS  R/EBEERE (MIC) lIEEE
WEIZ DT, Chemotherapy 29: 76~79, 1981
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Basic and clinical studies on efficacy and safety of cefluprenam
in the management of urinary and genital tract infections

Takashi Sato, Akihiko Sibuya, Takaoki Hirose and Yoshiaki Kumamoto

Department of Urology, Sapporo Medical University School of Medicine
Nishi 17, Minami 1 jo, Chuo-ku, Sapporo 060, Japan

Tsuguo Umehara
Department of Urology, Asahikawa Red Cross Hospital
Masao Kadono
Department of Urology, Saiseikai Otaru Hokusei Hospital
Chosho Enatsu and Kiyohito Yamazaki
Department of Urology, Tomakomai Oji General Hospital
Yoshio Takagi

Department of Urology, Hakodate Goryokaku Hospital

Antibacterial activities and clinical efficacy of cefluprenam (CFLP), a new injectable cephalosporin, were
studied. The following results were obtained.

1. Antibacterial activities

The antibacterial activities of CFLP against 12 species of 446 clinical isolates from the urine were
examined and compared to those of ceftazidime (CAZ), flomoxef (FMOX), cefuzonam (CZON), imipenem
(IPM). The antibacterial activities of CFLP against methicillin-resistant Staphylococcus aureus (MRSA),
Escherichia coli, Klebsiella pneumoniae, Indol-positive Proteus group and Enterobacter spp. were superior to
those of CAZ, FMOX, CZON and IPM. Against Enterococcus faecalis and Pseudomonas aervuginosa, CFLP
was as active as IPM, and superior to CAZ, FMOX and CZON. Against methicillin-sensitive Staphylococcus
aureus (MSSA) and Serratia marcescens, CFLP was superior to CAZ, FMOX and CZON, but inferior to IPM.
CFLP showed a poor activity against Enterococcus faecium, as same as other cephalosporins.

2. Clinical efficacy

The efficacy and safety of CFLP were studied on 2 patients with acute uncomplicated pyelonephritis, 34
patients with complicated urinary tract infections, 1 patient with acute epididymitis, and 2 patients with
acute prostatitis. CFLP was administered to patients with complicated urinary tract infections in daily dose
of 0.5 g to 1.0g for 5 days. In 28 cases satisfying the criteria of Japanese UTI Committee, clinical responses
were excellent in 11, moderate in 15 and poor in 2 cases, with the overall efficacy rate of 92.9%. The
eradication rate in bacteriological response was 91.9% in 34 out of 37 strains. As for adverse drug reactions,
skin eruption was observed in 1 case. Abnormal laboratory changes were observed in 1 cases showing
elevation in eosinophilia, and 1 cases showing transient elevation in GOT, GPT, ALP.



