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Table 1. Clinical summary of complicated UTI patients treated with cefluprenam
o H F— H s Side
Patient Age | sex Diagnosis Catheter | UTI Treatment —_— Bacteriuria Evaluation effgzcts
no. Underlying condition (route) | group (Zdﬁgfy) route d(lér:;:g;] species count| MIC UTI doctor |remarks
C.C.P. + # | S. marcescens | 10° | >100
1 45| M|— (nephro.) G-1 1x2 | D.L 5 |—— poor poor -
1-Renal stone pAare. + S. marcescens | 10*° | >100
C.C.P. n # | P. aeruginosa | 107 50
2 57 | M |[——— (nephro.) G-1 1x2 | D.L 5 |— poor fair —
r-Renal stone phro. + P. aeruginosa | 10° 100
P.PI + + K. pneumoniae | 107 | 0.05
3 73| M (urethra.) G-1 1x2 | D.L 5 |— moderate | excellent —
BPH : + — 0
P.PI + | CNS 107 | 3.13
4 65 | M - G-2 1x2 | D.L 5 |—— —_— moderate | excellent -
BPH + - 0
PPl H# A. calcoaceticus 107 25
5 62 | M - G-2 1x2 | D.L 5 |— —_— excellent | excellent -
BPH — 0
C.CC. # K. oxytoca 107 6.25
6 64 | M |—— - G-4 1x2 | DI 5 |— e moderate| good —
Bladder tumor + — 0
C.CC. H E. coli 107 0.05
7 7% | M - G-4 1x2 | DI 5 |— E Jaccium — | =T moderate| fair —
Bladder tumor + | P. aeruginosa | 10* 50
Candida sp.
CCC. + | P. aeruginosa | 107 | >100
8 64 | F |———— - G-4 1x2 | D.I 5 |—— excellent | excellent| —
Incontinence _ _ 0
Neurogenic bladder
S. aureus 100
CCP. # | ey 0| %
9 67 | M + G-5 1x2 | D.L 5 |— - — |2 moderate | excellent —
p . (nephro.)
rostatic cancer + _ 0
Bladder infiltration
E. cloacae 100
CCP + ‘! 107
0 |57 | M + G5 |05x2|DL| 5 |— | L acrueinosa B_| Leor fair -
. (nephro.) A. wylosoxydans s | >100
Renal failure + NF-GNR 10 S100
E. faecalis ;| 3.13
C.CC. # : 10
11 60 | M |——————— - G-6 1x2 | D.L 5 |— P aeruginosa | " | 3.13 moderate | excellent —
Prostatic cancer H# — 0
PPI + gNejézdemzdw 106 02g8
12 63 | M — G-6 1x2 | D.L 5 |— moderate| good —
Prostatic tumor + — 0
P. rettgeri 0.2
PPI * | P putida 1071 373 _
13 65 | M - G-6 |0.5x2| DL 5 |— E. faecium — | =700 poor fair -
BPH + F. odoratum 10° | >100
NF-GNR 3.13
S. aureus 0.78
P.PI + iseudo[mot;’q/g sp. 106 —
14 65 | M - G-6 1x2 | D.I 5 |—|— mallophiba —— | —— |moderate| good —
BPH + — 0
C.CC. + Serratia sp. 107 —
15 %9  M|— — 1x2 | D.L 3 |— unevaluable| fever
Bladder tumor + — 10* —

C.C.P. : chronic complicated pyelonephritis
C.C.C. : chronic complicated cystitis

P.P.I' post-prostatectomy infection

BPH : benign prostatic hyperplasia
CNS ! coagulase negative Staphylococcus
NF-GNR : glucose non-fermentation gram negative rods

*before treatment
after treatment

**UTI : criteria proposed by the UTI Committee
doctor . doctor’s evaluation
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Table 2. Clinical summary of acute uncomplicated UTI cases treated with cefluprenam

: Treatment Bacteriuria* Evaluation** |..
Pa;:;ent Age | Sex | Diagnosis a ot Fever* | pyuria® 2%;;;?-35
: @ x‘ﬁgy) route (3";;03“) species count | MIC | UTI |doctor
© | x| Sehghice |y |38
1 24 F A.U.P. 0.5x2 D.IL 3 excellent —
- - - 0
# H# E. coli 107 <0.025
2 25 F A.U.P. 1x2 DI 4 excellent -
+ — — 0
A.U.P. " acute uncomplicated pyelonephritis *before treatment **UTI : criteria proposed by the UTI committee
after treatment doctor : doctor’s evaluation
Table 3. Clinical summary of acute epididymitis treated with cefluprenam
Patient Diagnosis Catheter Treatment ] Bacteriuria®* ] Side effects
Age | Sex —— Symptoms* | pyuria® Evaluation**
no. Underlying disease | (route) (ggﬁ‘;y) route d(lg:;,';n species |[count| MIC & remarks
1-Acute epididymitis + H# E. coli| 10" [<0.025
1 47 M | —— - 1x2 D.L 5 excellent —
- + - - |
I-Acute epididymitis + + — 0
2 25 M | —— - 1x2 D.I 3 e excellent —
- - + - | o
r-Acute epididymitis #+ + — 0
3 21 M | —— - 1x2 D.I 5 —_— excellent —
- + # - | o
*before treatment **doctor’s evaluation
after treatment
Table 4. Overall clinical efficacy of cefluprenam in complicated 4 5 T, %’%ﬁ’;ﬁ&ti 71 .4% TH-72, f:E‘E?éEL: k
UTI "
— —— LHETIIEZ 6B, Hxh3I B, LF% 46, EHI
yuria ect on
Doty Cleared | Decreased | Unchanged | -~ "~ 8l TAENEIZ 64.3% Th - 72 (Table 1), 1z 3 BE
ICTARRIRS 2L, 4 BEHLBIZMAER & -7
Eliminated 2 2 5 9 (64.3%) ty)%ﬁﬁKﬁE &ML 7
TRHEVE PR B RS FE % IR RERERIC 8T % &, Table 5
Decreased NI EL, WRERRIEL, $1BE(HT—T VEER)
3B, 28 (BISLERANILREGAE) 26, S48 (20
Replaced ! ? 3 (EL4%) o FERRBRESAE) 3BITh 72, T 8HIDG B
Unchanged ) » 143%) 6B DV TIIAMULTH - 72h5, BIET2HOE
3% = _ —
nenange BIHED LTz, —F, EHRERRERESH (47T
i —TIVERE 2 i, F—F ) 4
Effect on pyuria| 2 (143%) | 5 (35.7%) | 7 (50.0%) | = 2tent total ﬁ))m %éﬁ(ﬁT 7R RE)
4 BITHN, s 6809 b 4BIDPENTH - 7120, &
] BHC 18I Bl 2 B 72,
@ Excellent | 2 (14.3%) " s s
UTI &M & 5572 L 2B O R &5 D8I N
{_—__l Overall efficacy rate 7oHABI 17 BKE 23 BR T - 72, Serratia marcescens 9
Moderate 8 (57.1%) o . R
10/14 (71.4%) 1 #k &, Pseudomonas aeruginosa 5% 5 b0 1 tx
: Poor C2UBRDBREE S 1, BRE®IZ 91.3% TH - 72 (Table
(including 4 (28.6%)
failure) 6) RIS Nuh -7 280 MICIZZ N ZFN, 50ug/
Bacteriological response ml, 100 ug/ml L ETdh - 7245, Z#Lisko MIC »° 50
Total no. of strains | Eradicated Persisted* ug/ml U ExR L7225 WiICOWTIIRE & iz (Table
23 21 (91.3%) 2 o ARIBLE 1% HBHIZ, Table 81277 8% THH 12
*regardless of bacterial count A, BREICBI L THREDERAITIRD S N h - 12

THERAPEE SIS R0 2 6] X BMERESE LRk % 0 3B,
BRARAERDBEI L 1), v Ny FRBEIC & 0 F4 & K
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*regardless of bacterial count

&N’z (Tables 2, 3),

ARFZ G2 & 5 BAERIVERIZ, 1#HICDWTRA
BED2 Nz 1 BrR%IC 38°C BORBHLBD LN A
Blck 2BIMERA £ BE 485 4 B BLUM IS E R & % -
12, AEIRGIC L B L Bbn s EERRAEEO RELES)
1288& 5%k h - 72 (Table 9),
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Table 5. Overall clinical efficacy of cefluprenam classified by the type of infection
Group No. of patients Excellent Moderate Poor g}/iiraacl}]’
(percent of total) rate(%)
group 1 (indwelling catheter) 3 (214%) 1 2 1/3
group 2 (post-prostatectomy) 2 (14.3%) 1 1 2/2
Mo.nomic.robial group 3 (upper UTI])
infection
group 4 (lower UTI) 3 (214%) 1 2 3/3
sub-total 8 (57.1%) 2 4 2 6/8
group 5 (indwelling catheter) 2 (14.3%) 1 1 1/2
Polymicrobial 172" 6 (no indwelling cathete) 4 (286%) 3 1 3/4
infection
sub-total 6 (42.9%) 4 2 4/6
Total 14 (100 %) 2 8 4 10/14 (71.4)
. No. of patients Overall
Indwelling catheter (percent of total) Excellent Moderate Poor Ersfaftlg(au/?)f
Yes 5 (35.7%) 2 3 2/5
No 9 (64.3%) 2 6 1 8/9
Total 14 (100 %) 2 8 4 10/14 (71.4)
Table 6. Bacteriological response to cefluprenam in complicated m == =
vt CFLP i3 = — { #hA 24t » B % L 72 3 L \> 44T A
Isolate :}:;Z Eradicated(%) | Persisted* r7ra2R) RIT, FOREAXI FTLIIT T L
Pp— . " P, 77 2BHEICH L TEbOTRILC, Eeit
S. epidermidis 1 1 BHhAABT5Y In vitro T P. aeruginosa %, Enter-
CNS 2 2 obacter sp., Citrobacter sp. % E128 L THEWHEE
£ Jaecals ! ! WEHRT B LHHREINTEY), F72 Enterococcus
sub-total 6 6 faecalis i23t L TREEFN L7 70 2K ) > HOFTY
o onin : X 5 & LHHEF (MICs, 4% 1.56 ug/ml, MIC, #°12.5
K. oxytoca 1 1 pg/ml) 2HTBHY, 2512, FEL-T7 72— ITHFL
E. cloacae 1 1 THETHDLDOVRHATH BV, 72, KHNIZDIZL A
g e 1 X : Y AR £ 3 EBE TR S A BY 2 2
P. aeruginosa 5 4 1 5, MRBEGEIENEREL L TOBEMESBFEINS,
Pseudomonas sp. 1 1 2T, AEFeiL, REERESERERNIC S L THRA % £
ol : i BU, 2O RO TREL 72, £ ORI,
X. maltophilia 1 1 UTI Eshabfif s (F=M0)? % L 72 E MR
Alcaligenes sp. 1 1 PR 14 B3 L AR, EHxh2 6B (14.3%), F%h38
NFONR : : B(57.1%), BAAMET1.4% &\ 5 Bflh R L7z, 18
sbtotal I 15882 ’ VEBTHEIE RS R TP 4 Bl - 7257, 5 5 3
Total 2 4 oy ’ PR EREGITH ), RAEEIEE MIC %75 L

72,

1 PR M PR B R EE 2 & 0 BE R N B O IR BRI
91.3% & RIF kR 21872, 3 612, BREWE L MIC &
NHB%ED 53K 72 break point 1, ¥EIZ LD
25 ug/ml & F 2 L7z,

KREEEIZ & 5 & Bb N b ERRAEED RECETIT
EFTRDLNT, KELHGLLTVHEEL V25,

PLb & D) ARBENSREEHERRRYSEDARE L L THHT
HbHEFEZLNT,
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Table 7. Relation between MIC and bacteriological response to cefluprenam treatment in complicated UTI
MIC (ug/ml) Inoculum size 10® bacteria/ml Not
Isolate Total
<0.05 | 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 | done
S. aureus 1/1 1/1 2/2
S. epidermidis 1/1 1/1
CNS 1/1 1/1 2/2
E. faecalis 1/1 1/1
E. coli 1/1 1/1
K. pneumoniae 1/1 1/1
K. oxytoca 1/1 1/1
E. cloacae 1/1 1/1
S. marcescens 0/1 0/1
P. retigeri 1/1 1/1
P. aeruginosa 1/1 1/1 1/1 0/1 1/1 4/5
Pseudomonas sp. 1/1 1/1
P. putida 1/1 1/1
A. calcoaceticus 1/1 1/1
X. maltophilia 1/1 1/1
Alcaligenes sp. 1/1 1/1
NF-GNR 1/1 11
Total 21/23
(%) 2/2 1/1 2/2 4/4 1/1 1/1 3/3 2/3 2/2 1/2 2/2 (91.3)
No. of strains eradicated/no. of strains isolated
Table 8. Strains appearing after cefluprenam treatment in
complicated UTI
Isolate No. of strains*® (%)
E. faecium 2
P. aeruginosa 1
A. xylosoxydans 1
F. odoratum 1
NF-GNR 2
Candida sp. 1
Total 8
No. of patients in whom strains appeared
3/14 (21.4)
Total no. of patients evaluated
*regardless of bacterial count
Table 9. Changes in laboratory test results
Total. no. of Aggravated (relation to the drug) Unchanged
ftem patients sub-total difinitely | _sub-total (%)
.. . - : y ub-tota
evaluated definite probable possible (%) unlikely ot % o
Eosino. 11 1 1.1 10 (90.9)
No. of patients with aggravated 0
laboratory test results
X [y 2) UTIHRS (K& © KBIERK) : UTI 8xhaFilis % (55
1) Watanabe N, Hiruma R, Katsu K: Iz vitro evalua- =), Chemotherapy 34: 408~441, 1986
tion of E 1077, a new cephalosporin with a broad 3) BARMLESEYS B/ NRERIEBE (MIC) HIEER
antibacterial spectrum. Antimicrob. Agents BE 22T, Chemotherapy 29: 76~79, 1981

Chemother. Mar., 589~597, 1992
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Clinical study of cefluprenam in genitourinary tract infections

Jun Madarame, Toyohei Machida, Shoichi Onodera, Hiroshi Kiyota, Hirokazu Gotoh,
Motoshi Kawahara, Hiroshi Igarashi, Katsuhisa Endoh, Takahide Hosobe

Department of Urology, the Jikei University, School of Medicine
3-25-8, Nishishinbashi, Minato-ku, Tokyo 105, Japan

Kenichi Saitoh, Hiroshi Mitani

Department of Urology, National Ohkura Hospital

We investigated the clinical efficacy and safety of cefluprenam (CFLP) in genitourinary tract infections
in order to clarify the usefulness of this agent for such infections. CFLP was intravenously administered to
15 patients with chronic complicated urinary tract infections for five days at daily dose of 2g, to 2 patients
with acute uncomplicated urinary tract infections for 3 or 4 days at daily dose of 1 or 2¢g, and to 3 patients
with acute epididymitis for 3 or 5 days at daily dose of 2g. The clinical efficacy and safety of CFLP was
evaluated by determining symptoms, pyuria, bacteriuria and blood test results before and after the adminis-
tration of CFLP. Of 15 patients with chronic complicated urinary tract infections, 14 patients were
evaluable according to the criteria of the Japanese UTI Committee, and overall efficacy was 71.4% (excel-
lent ; 14.3%, moderate ; 57.19, poor; 28.6%). In addition, 14 patients were evaluated by the doctors, and
effectiveness rate was 64.3% (excellent; 42.99%, good; 21.4%, fair; 28.6%, poor; 7.1%). Twenty-three
strains of 17 species were isolated from the patients, and 21 strains were eliminated. A strain of Serratia
marcescens and a strain of Pseudomonas aeruginosa persisted. All of 5 patients with acute uncomplicated
urinary tract infections or epididymitis were evaluated as excellent by the doctors. As for adverse drug
reactions, drug fever was observed in 1 case. No abnormal laboratory findings were caused by CFLP.
These results indicate that CFLP is useful for genitourinary tract infections.



