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Table 1. Pharmacokinetic parameters of cefepime in rabbits after 20mg/ kg i.v. administration
Rabbit A B a /{ Kvel K_|z Kfl T8 AUC
(pg/ml) (pg/ml) (h7Y) (h7t) (h71) (h')  (hY) (h) (h-pg/ml)
A 170.0 7.6 0.996 0.385 0.93 0.04 041 1.80 190.4
B 98.3 294 2.344 0.871 1.69 032 1.21 0.80 75.7
C 107.5 487 1.758 0.809 1.29 0.17 1.10 0.86 1214
Mean 1253 28.6 1.699 0.688 1.30 0.18 091 1.15 1292
+SD +39.0 +206 0676 0265 +0.38 +0.14 +0.43 +0.56 +57.7
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HEF1 63 5 10 A2 & FRIGHE 10 A : ToMIc 4R}
BIUBEBRICABE L BB ENRE L7, B5E
BN AR PR B RRE 19 B, BB TZE L 3H
S UBMRIVIRE 1 BITH - 72, EWDMIL 20 BH 5
W0 JIC KA, BRIOREFkE, F#I05 g F 7213
1.0g # A AEK 100 ml £ 7213 500 ml 1o AR L, &
1R C 1 B 2 BAHBEBEL 72, 2VRHEI UTI
RMFHEERENC L 2L Dk, BRERY X oED
FEELMRL 22 EBEHEDORFIC L DIT- 72,

BEROREHI&BICATY, BERE» L®TE T
NERER, MWHEAROFELBEL, KHLERE,
ECFEREFIT- 72,
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B IR B ROAE 19 Blic D¢, 58, BEHE,
BRIR, $hEHE % Table2 IR L 72, D5 & 16 FilAHs
UTI B2hFMMHAEICEA L, HETEETH -7, 2D
FR% Table3 TR L 72, Z8hh* 78I, Aiha 4 i,
ENH5BIT, BHINEIL 69 %TH- 72,

BOMNME IR B RIS B BED DA 315 % Table 4 1277,
Group 1 T60 %, Group5 T50%, Group6 T 67 %
ERRTH - 729% Group 3, Group 4 Tl 100 % &
R THh - 7z, Catheter R EBELKTIE 56 % T, EF
BN TII86 %BTh- 7o, AMHMMTES 41 &
UBMRIIIR R I ZHREHED A TH - 72 h P&
Th -7z (Table 5-1, 5-2),

UTT M1 L 2 B A5 R O R &+
Table 6 2779, BREg T, Staphylococcus aureus,
Staphylococcus epidermidis, Enterococcus Sfaecium,
Enterococcus  faecalis |3 &¥kil% U 7245, Enterococ-
cus sp.TIX 2Bk 2 Bk D A LIHEIZ 82 % THh -
2o BB T3, Escherichia coli %138 & L TLrRIH
KL HRED % b - 725, Pseudomonas aeruginosa |

2Rk 2 Bk L 72, £FRIE L 72 E. coli, Klebsiel-
la pneumoniae @ MIC (Z 0.05 ug/ml LLF T - 7255,
HFHi L 72 P. aeruginosa 2 ¥k MIC i3 # L F 1 12.5,

313 ug/ml TH - 7z, % B, f-lactamase FEA (X Acid-
metry 12k ), MIC (3 ERKFEMEIZ L DAIEL 72,

85 #%HBEIZ, Enterococcus sp., P. aeruginosa,
Alcaligenes sp. & 1 # & YLO (yeast like organism)
2HTH 72,

AR5 L 5 BHEN, HEORBERIZEZS SN
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L7z, LaL, BHFHAELTETELTAR L N
RIZBA S A TlE 20 v,
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TIZ56 % EIRCFMEREZR L2, ZOERIZ LY
catheter BEREBNIZ N 2 MBI L2 R h bl - 72,
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Table 2- 1. Clinical summary of complicated UTI patients treated with cefepime
Diagnosis Treatment Bacteriuria* Evaluation®* _
Patient|Age Sex| Undorly Catheter | UTI 5 - Symp- Pyuria® MIC | £ -1ac ?flde
no. | (y) nderlying | (route) |group| Dose |Duration| toms® i ¢ A yUTI Dr |effects
condition (gx/day)| (days) Species | Cou (ug/ml) 10°| tamase r
CCC + | +H+ YLO 10°
1 |65|F|———| — 05x2| 3 fair | -
neurogenic _ 3
bladder + YLO [<10
CcCcC +H | +H+ | E faecium| 10° | >400 | —
2 |9O|M|——m — |G-4]05%X2 5 moderate|excellent| —
urethral _ + _
stricture )
K. pneumoniae | 10° | 0.025 +
CCcC + — +H+ | E aerogenes | 10° 12.5 +
1 6 —_
3 |57|M|——— G-5/05x2| 5 £ foeals | 10° 1 50 moderate| good | —
prostatic _ _
cancer (urethra) +
CCC - +H | S epidermidis | 10° | 3.13 +
4 |S8|F|—— — |G-4]1.0%x2 5 excellent fexcellent| —
bladder _ _ _
tumor
CCC + + |+ | S epdermudis | 10* | 125 +
5 |89|F|——— G-1/1.0x2 5 excellent|excellent| —
urethral _ _ —
stricture (urethra)
CCC + +H+ | +HH | E faecium| 10° | >400 -
6 |59|F|——— G-1/1.0x2 6 excellent|excellent| —
urethral
stricture (urethra) - - -
CCC + + + | S aureus | 10' | >400 | +
7 |60 M|————— G-1/1.0x2 5 excellent|excellent| —
BPH (urethra) - - -
E. coli | 10°]| 0.05 -
A Y E frecatis| 16| 25 | -
8 [2|M|[——| — |G-6/1.0X2| 5 moderate| fair -
bladder + H —
stone
Ccc + H | + | Paerginesa | 10° | 3.13 +
9 |80 | F |vomm—— G-1/1.0%x2 7 poor fair -
bladder stone P aenginsa | 10 | 3.13 +
neurogenic  |(urethra) - - YLO 10
bladder
C CC : chronic complicated cystitis *Before treatment **UTI: criteria proposed by the UTI Committee
B P H: benign prostatic hyperplasia After treatment Dr : Dr's evaluation

Y L O : yeast like organism
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Table 2-2 Clinical summary of complicated UTI patients treated with cefepime
Diagnosis Treatment S Bacteriuria* Evaluation** s
Patient|Age - Catheter | UTI — Symp - " ide -
. | () || Underlying | (route) fproup| Dose |Durationtoms® |PY™ | o o lo | MIC {Bdac |y | feffects
condition (gX/day)| (days) (zg/ml) 10° |tamase
_ P. retigeri | 10* | 0.2 +
ccp + + Alcaligenessp. | 10 | 12.5 +
10 |58 | M G-5[05%2 5 moderate | good -
(uretero-
bladder tumor stomy - + -
P uudgans | 10° | 0.39 +
CCP + +H + | K pnewmonie | 10% | 0.025 +
6 —
1 |7n|m G-s5losxz| 5 Efaeals 11071 50 poor | poor | —
; Alcaligenes sp. | 10* | 3.13 +
prostatic cancer |(urethra) +H + o 10°
; 6
CCP _ + A. calcoaceticus 106
Enterococcus sp.| 10 GOT1
12 |73|M — |G-6/1.0%x2 5 poor good GPT1
BPH - — | Enierococcus sp.| 10°
_ P aeruginosa | 107 | 12.5 +
CCP + | Enteracoccus sp.| 107
13 |8 |M G-5/1.0X2 7 poor poor -
P aeruginosa | 107
— +
BPH (urethra) | Bnteracoccws sp.| 107
P mirabilis | 105 | 0.05 -
ccp S opdemidic | 10°] 156 | —
14 |49 (M - G-6/10X%2 5 excellent | excellent | —
renal stone - - -
CCP + - *+ | E cloacae | 107 | 125 +
15 |54 F G-1110X2| 14 poor poor -
| velvi _ + P aerigmosa | 10°
renal pelvis cancer | (urethra) | bt 9| 105
_ E faecom | 108 | >400 | —
CCP + + YLO 105
16 |56 | M 1.0X2 5 fair -
uretero - _ + E faecm | 10* | >400 -
post total cystectomy < stomy * YLO lo*
CCP +H+ + E coli |10°| 0.025 -
17 |56 | F - G-3[1.0%x2 5 excellent | excellent | —
ureteral stone - - -
E faecalis | 107 | 100 -
CCP H+ | H 10 107
18 |64 | F - 10X2 6 excellent | —
renal stone - - -
CCP +HH+ + E. coli 107 | 0.025 -
19 {70 | M - |G-3|1.0X2 6 excellent | excellent | —
renal stone - - —

C C P chronic complicated pyelonephritis

*Before treatment
After treatment

**UTI: criteria proposed by the UTI Committee

Dr

: Dr's evaluation
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Table 3. Overall clinical efficacy of cefepime in comphcated UT1
0.5gx2/day, 1.0gx2/day, 5 - day treatment
Pyuria Effect on
Cleared D d Unchanged .
Bacteruria ccrease bacteriuria
Eliminated 7 2 2 11 (69%)
Decreased
Replaced 2 2
Unchanged 2 1 3
Effect on pyuria 9 3 4 patierllEi total
Excellent 7
,:_| Moderat 4 overall efficacy rate
erae 11/16 (69%)
: Poor (including failure) 5

Bacteriological response

Total no. of strains Eradicated Persisted*
25 21 (84%) 4
* Regardless of bacterial count
Table 4. Overall clinical efficacy of cefepime classified by the type of infection
. Overall
Group No. of patients Excellent | Moderate Poor efficacy rate
group 1 (indwelling catheter) 5 3 2 60%
group 2 (post-prostatectomy)
Monomicrobial
infection group 3 (upper UTI) 2 2 100%
group 4 (lower UTI) 2 1 100%
sub-total 9 6 1 2 78%
group 5 (indwelling catheter) 4 2 2 50%
Polymicrobial - X
infection group 6 (no indwelling catheter) 3 1 1 1 67%
sub-total 7 1 3 3 57%
Total 16 7 4 5 69%
Table 5-1. Clinical summary of acute uncomplicated UTI patients treated with cefepime
Treatment Bacteriuria* Evaluation** |
Patient (Age Sex|Di . S [Pyuria® Side-
o | () X [Diagnosis| pose | Duration |Symptoms* [Pyuria Species Count MIC |[B-lac- UTI Dr effects
(gX/day) (days) pe oun (ng/ml) 10°|tamase
+ + E. coli 10° | <0.025| -
1 [20| F | AUP | 05%x2 5 _ — —_ —_— — excellent| —
+H+ +H E. coli 10 | 0.025 +
2 |38|F | AUP | 1.0x2 5 | — —_ — | — excellent| —
+H | +H+ P. aeruginosa 107 | 3.13 +
3 [66|F | AUP [ 1.0x2 5 _ | — —_ | — ] — excellent| —

AUP : acute uncomplicated pyelonephritis

* Before treatment
After treatment

: Dr's evaluation

** UTI: criteria proposed by the UTI Committee
Dr
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Table 5-2. Clinical summary of acute prostatitis patients treated with cefepime
Treatment Bacteriuna® Evaluation**
Patient| Age S ' .| Catheter | UTI Symp- - Side-
ex | Diagnosis : ymp- | Pyuria MIC | B-lac- .
no. | () (route) | group | Dose | Duration . ac I effects
(gx/day)| (days) toms Species Count (ug/m 10| tamase UTI Dr
+H + E coli 100 | <0025
1 (4| M acute - 1.0X2 6 excellent | —
prostatitis - - —

*Before treatment
After treatment

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

Table 6. Bacteriological response to cefepime in complicated UTI

Isolate No. of strains | Eradicated | Persisted*
S. aureus 1 1
S. epidermidis 3 3
E. faecium 2 2
E. faecalis 3 3
Enterococcus sp. 2 2
Sub - total 11 9 2
E. coli 3
K. pneumoniae 2 2
E. aerogenes 1 1
E. cloacae 1 1
P. mirabilis 1 1
P. vulgaris 1 1
P. retigeri 1 1
P. aeruginosa 2 2
A. calcoaceticus 1 1
Alcaligenes sp. 1 1
Sub - total 14 12 2
Total 25 21(84%) 4

* Regardless of bacterial count

MEFHSIRE 22 &, BEBICRE S iz 25 kR
ZLBRDTH (84 %), HFICIRRNDADAE TIZ 14 kP
12 BkHTEK (86 %) L7z, ZnFEke L 7-HkEI 2 k&
b P. aeruginosa TH Y, #H MIC iz FnFh 125,
313 ug/ml TH - 72,

ZHUZH L TeRiBk L 72 E. coli, K. pneumoniae
DMICIZTNT0.05ug/m LT THo72e ZNLHED
BICHT 25\ HE A & N7z 25, P. aeruginosa
KL TREFOTEIERLERE 4> 12,

72, f-lactamase FEAEH & FEREEE & DRIC Nk
EnEzIR LN T, B-lactamase FEARIC L &V HIE
NEBETBZ EBEDH LN,

BIfERIL, BEER, MERE LEELEHE
Blizze , BRRREBLICLEELREELEHT
CFPM Dt Ml I nrz,

UEank 512 CFPM BIRIEVWHE R R7 P L3 5
B, FC7 7 LEMREICHL 3B LHE T 7
DEATHY), SMBETRPICHRINLZ LY
IR L CHES L RRTH B £ 2 L,

X R
UTI 382 (03 - KBRIERK) | UTI 2K S kit
(% 3 W) . Chemotherapy 34 : 408 ~441, 1986
WRHMER, N ERFE, BIIEE, KEEHK : wRES
BRI 11T 5 Cefamandole D # 3+, Chemother-
apy 27 : 463~468, 1979
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3) HHEHRE, HERS, ATEH, egdx, Bk Cefpiramide ) %REH) - BRKEIRET. Chemother-
8, WAEX, KREK WRBEHERIC 51 3 apy 31 - 516~527, 1983

EXPERIMENTAL AND CLINICAL
INVESTIGATION OF CEFEPIME IN UROLOGY

Motoaki Tanaka", Hiroaki Inatsuchi®, Kazuo Matsushita”, Nobuo Kawamura?,
Masaaki Ohkoshi?, Takashi Nakanoma?, Yasuhide Yamamoto?, Naoaki Ikeda®

YDepartment of Urology, School of Medicine, Tokai University,
Bouseidai, Isehara 259-11, Japan

2Department of Urology, Kawasaki Municipal Kawasaki Hospital

3Department of Urology, Ikeda Hospital

Experimental and clinical investigation of cefepime (CFPM), a newly developed injectable cephem
antibiotic, was performed. Experimentally the serum level was studied in rabbits undergoing dehydra-
tion and overhydration after a bolus i.v. injection of 50 mg of CFPM. Serum concentrations fell more
quickly in dehydrated rabbits than in overhydrated rabbits. Clinically, 19 patients with chronic
complicated urinary tract infection, 3 with acute pyelonephritis and one with acute prostatitis were
treated with CFPM. Of the 16 evaluable cases, response was excellent in 7 patients, moderate in 4
patients and poor in 5 patients according to the criteria of the UTI Committee. The overall efficacy
rate was 69 %. The efficacy rate was excellent in all of acute uncomplicated pyelonephritis and acute
prostatitis patients according to investigator’s evaluation. No side effects were noted, but a slight
laboratory abnormality in GOT and GPT levels was observed in one case.



