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Cefepime (BMY-28142, CFPM) iz7Y) 2 b L=
1 ¥ — X RFHRRSHRFHERIC L > THREIN
HLWEHHAE7 7oA R) S HTH L, FRIZE
FEMB AL T % B-lactamase ICHt L TERET, » D
BABMMEIEL, 75 LBHERE D & Pseudomonas
aeruginosa ¥ S UK 7 LRME F TIEVWHE X
R TLEETHY

% 2T, ARIDBE N OREBERIRE % F & o ok
ZEDIT, Fi, BKRMRE LT 2D THRET 2,

I. ¥BBLUHZE

1. HiEA

IRESREHSE BB L ) DB L 2 BB RN (SHEE
1985 £ ~1988 4£) 795 b, Escherichia coli (50 %),
Klebsiella pneumoniae (50 ¥k), Proteus mirabilis (50
#k), indole (+) Proteus spp. (50 #k), Enterobacter
spp. (50 #k), Serratia marcescens (50 ¥),
Pseudomonas aeruginosa (50 ¥k), Staphylococcus

aureus (47 ¥k), Staphylococcus epidermidis (50 #),
Enterococcus faecalis (50 #%), Enterococcus faecium
(50 #) 1= D> T MIC 2000 > X 5 4% v, 10°CFU
/ml DEFBE R THABOR/IFEEMHILBE (MIC) #
REL2, T/, KF)HEEK & L T ceftazidime
(CAZ), cefuzonam (CZON), latamoxef (LM-
0X), cefmetazole (CMZ) %\ 7=,

2. BERFRERRET

1988 4EH* & 1989 4E ¥ THOHARM I FLIRERIKZFEWER
#RB L UNT THIRRE RSN 222, RBH
BRI B 72 ) EENE S N7 M R B RRE 12 i
BWT CFPM #BIRNEBE L, Z0EEREZRE
L7z BEICHENLLET7 2 28, ~= )~ REAlC
TV AX—DBERI LW L 220 CREL 2.
CFPM #5835 L #5553, 1E 0.5 g % 100
ml DEBLEKICHEREL, 1 BE-4 2 [ 302527
miEEEL, FRAX L T10 BREREL 22,

*T060 ALMETHHIXE 1 4P 16-291
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Table 1. Susceptibility of clinical isolates to cefepime and other antibiotics
Organisms Antibiofi MIC (ug/ml) by MIC2000; 10°CFU/ml
. ntibiotics
(no. of strains) Range 50% 90%
Cefepime <0.025~0.2 =0.025 0.05
Ceftazidime <0.025~0.39 0.1 0.2
E. coli (50) Cefuzonam <0.025~0.39 0.05 0.1
Latamoxef =0.025~3.13 0.1 0.39
Cefmetazole 0.05~100 0.39 0.78
Cefepime <0.025~3.13 <0.025 0.05
Ceftazidime =0.025~6.25 0.1 0.2
K. pneumoniae (50) Cefuzonam <0.025~6.25 0.1 0.2
Latamoxef 0.05~25 0.2 0.39
Cefmetazole 0.39~50 0.78 1.56
Cefepime <0.025~0.2 0.05 0.1
Ceftazidime <0.025~12.5 =0.025 0.05
P. mirabilis (50) Cefuzonam <0.025~6.25 0.05 0.1
Latamoxef 0.05~12.5 0.2 0.39
Cefmetazole 0.2~>100 1.56 3.13
Cefepime <0.025~50 0.05 0.78
Indole (+) Ceftazidime <0.025~50 <0.025 0.78
Proteus spp. (50) Cefuzonam <0.025~>100 0.05 3.13
. Latamoxef 0.05~>100 0.2 1.56
Cefmetazole 0.39~>100 3.13 25
Cefepime 0.05~50 0.2 6.25
Ceftazidime 0.1~>100 1.56 50
Enterobacter spp.(50) Cefuzonam 0.1~ >100 6.25 100
Latamoxef 0.1~>100 6.25 100
Cefmetazole 0.39~>100 >100 >100
Cefepime 0.05~>100 1.56 6.25
Ceftazidime 0.1~>100 1.56 3.13
S. marcescens (50) Cefuzonam 0.1~>100 3.13 12.5
Latamoxef 0.39~>100 50 >100
Cefmetazole 3.13~>100 >100 >100
Cefepime 0.78~>100 6.25 25
Ceftazidime 0.39~>100 1.56 3.13
P. aeruginosa (50) Cefuzonam 0.78~ >100 50 >100
Latamoxef 1.56~ >100 25 >100
Cefmetazole >100 >100 >100
Cefepime 0.78~>100 3.13 50
Ceftazidime 1.56~>100 6.25 100
S. aureus (47) Cefuzonam 0.2~50 0.78 12.5
Latamoxef 0.2~>100 6.25 >100
Cefmetazole 0.39~>100 1.56 25
Cefepime 0.78~100 3.13 125
Ceftazidime 3.13~50 6.25 25
S. epidermidis (50) Cefuzonam 0.1~125 0.78 1.56
Latamoxef 3.13~50 125 50
Cefmetazole 0.2~125 3.13 6.25
Cefepime 0.78~>100 50 100
Ceftazidime 1.56~>100 >100 >100
E. faecalis (50) Cefuzonam 0.2~>100 50 100
Latamoxef >100 >100 >100
Cefmetazole 2100 >100 >100
Cefepime =100 >100 >100
Ceftazidime >100 >100 >100
E. faecium (50) Cefuzonam >100 >100 >100
Latamoxef 25~>100 >100 >100
Cefmetazole 12.5~>100 >100 >100
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BIfERIC DV T3 BREEEEER DR ROM, 8511
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Table 2. Clinical summary of complicated UTI cases treated with cefepime
Case 1(\8)6 Diagnosis UTI Treatment Pvuri Bacteriuria* Evaluation** Side- Remars
B Dose Duration | Pyuria® emar]
0. | goy | Underlying disease | group (gx/day) Route (days) Species Count | MIC UTI Dr effects
+ P. cepacia 107 313 :
69 | chronic pyelonephritis . - poor fair
1 —FF— | G3 0.5x2 d.i. 10 + P. cepacia 10¢ 313 — —_
M BPH : oor fai
— P. cepacia 10° | 313 P ar
+ E. cloacae 10° 0.39
53 | chronic pyelonephritis i - poor excellent GPT
2 —| G3 0.5%2 d.i. 10 - E. faecium 10¢ >400 —_
F | vesicovaginal fistula - 28-39-25
E. faecium 10% >400
57 chronic cystitis H# E. coli 10° 0.1 excellent | good
3 NGB G4 0.5%2 d.i. 10 —_ o — —_ —_
M
bladder stone — - — excellent | excellent
29 chronic cystitis + K. pneumoniae | 107 005 | excellent good
4 M | operated Irenal pelvis tumor G-4 0.5%x2 d.i. 5 - —_ — —_— J—
NGB
7 chronic cystitis # E. aerogenes 10" | 0.78 [ excellent | excellent
5 M BPH G-4 0.5%2 d.i. 10 — —_— — _ —
renal tumor — _ _ excellent | excellent
S. epidermidi: 10% 6.25 :
75 chronic cystitis ) L eptdermidis good fair
6 ——— | G4 |[o05x2| di 10 + — - I
F bladder tumor - —
+# S. epidermidis | 10* | 6.25 poor poor
A. radiobact 10" 125
| s9 chronic cystitis i L o good good
7 M W G-4 0.5%2 d.i. 10 + —_— — _ —_
adder tumor " — good good
E. cloacae 6.25
. + "
s chroch ) . + P. aeruginosa 10 625 | excellent good
8 M pyelonephritis G-5 05x%2 d.i. 7 — -
bladder tumor — — excellent | excellent
S. o
65 chronic cystitis # aureus 10 good good
9 _— G-1 05x2 di 10 +H — — _ —_
M urethral stricture
+ JE— — good good
S. marcescens s | >400
# E. faccium | % | >400 )
poor fair
" chronic cystitis S.E "‘;’ cescens >400
10 — G5 05%2 - . faecium 10¢ | >400 - .
F operated renal tumor d.i 10 P. cepaci L56
NGB
S. marcescens >400 oor oor
+ E. foecium | 10° | >400 | P P
P. cepacia 1.56
A. faecalis 25
+H E. gergoviae 107 poor poor
1 83 chronic cystitis G5 05x2 & 10 S. milleri
_— - 5% i P -
M prostatic cancer ! + C. parapsilosis 104
- C. parapsilosis 100 poor poor
A. faecalis
chronic + J— —
.. good
pyelonephritis
12 | 62| DYSOMPEE | gsxz | di 5 - — - — | —
F rt. ureter stone
renal stone
M before ** 5-day treatment BPH . benign prostatic hypertrophy

5-day treatment

10-day treatment

10-day treatment

NGB : neurogenic bladder
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T~ 72, 13 0.025 pg/ml LT FiIcE— 7 %27R L 725, 50 ug/ml
II. R’ -1 MIC # 6§ 2%k % 2 %kaBod 72, 72, MIC,oi3 0.78 ug
1. $iN (Table 1) /ml TCAZ LRI TH 72,
1) E. coli 5) Enterobacter spp.

CFPM ? E. coli i ¥t¥ % MIC i% 0.025 xg/ml LL
Fict—7%RL, 2802 ug/ml LLTFIC2AG L 72,
% 72, MICso, MICqi2 0.05 g/ml LAF T, CAZ &1
2ERBENHE N 2R L 72,

2) K. pneumoniae

CFPM D K. pneumoniae i\2x+3 5 MIC i3 0.025 ng
/ml U T —7 %KL 7255 3.13 ug/ml » MIC #
BT H8%% 1REH 2, F 72 CFPM @ MICyi3 0.05
wug/ml AT THN, CAZ kD 2 BRBEEN T2,

3) P. mirabilis

CFPM 9 P. mirabilis \2%t4 %5 MIC Db — 713 0.
05 pg/ml T, &8 0.2 pg/ml LIFicomL 7z, 72,
MICy, 12 0.1 wg/ml TCAZ L D 1B LD
CMZ, LMOX k& WENZ-HE N 2R 72,

4) Indole (+) Proteus spp.

CFPM o indole (+) Proteus spp. =333 2 MIC

CFPM @ Enterobacter spp. \=x4 % MIC 1218 /x
KoL, £DE—7130.05 ug/ml TH Y, 50 ug/ml
DOMIC #FT 2% 2 %kilod72, 72, MICyid 6.25
ug/ml T CAZ & 0 3 ExBE, LMOX L ") 4 ExpgEn
MENERL T,

6) S. marcescens

CFPM & S. marcescens \=xt$ %5 MIC HhE— 713
1.56 ug/ml TH - 7257, 100 wg/ml Ll LN MIC % 4
TAM%E 1HRED, 72, MIC,, 2625 pg/ml T
CAZ kW 1L s Lnm, CMZ, LMOX k0 L&
nrHEhERL,

7) P. aeruginosa

CFPM o P. aeruginosa \=x44 % MIC i3 12.5 ug/
mlict— 7 #/RL724% 100 ug/ml Ll ko MIC %48
T HH%E 2B, MICsoid 6.25 ug/ml TCAZ &
D 2EBESE > Twiz, F 72, MICgl3 25 ug/ml T

Table 3. Overall clinical efficacy of cefepime in complicated UTI
0.5g X 2/day, 5-day treatment

L. Pyuria Cleared Decreased Unchanged Effect on
Bacteriuria bacteriuria
Eliminated 4 | 1 2 7 (63.6%)
Decreased
Replaced 2 2 (18.2%)
Unchanged 1 1 2 (18.2%)
i 1
Effect on pyuria 5 (45.5%) 1 (91%) 5 (45.5%) patient tota
(L Excellent | 4 (36.4%)
. overall efficacy rate
[ Good ] 3 (27.3%) 7/11 (63.6%)
L Poor | 4 (36.4%)
Table 4. Overall clinical efficacy of cefepime in complicated UTI
0.5g X 2/day, 10-day treatment
Pyuria Effect on
Bacteriuria Cleared | Decreased | Unchanged bacteriuria
Eliminated 1 1 5
Decreased
Replaced
Unchanged 4 4
Eff . patient total
ect on pyuria 3 1 5 9 5-day results in the same cases
Excellent 3 3/9
overall efficacy rate overall efficacy rate
2 3/9 6/9
i /s
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CZON, LMOX &0 3EMENL-MENEZRL 1

8) S. aureus

CFPM 0 S. aureus i=34§ % MICoHE— 713 3.13
ug/ml Th 72, 72, MICsolt 3.13 xg/ml, MIC,,
1350 ug/ml T, CAZ & ) —EBXBEENIHEHNEZRL
72

9) S. epidermidis

CFPM @ S. epidermidis i2343 % MIC HE— 713
3.13 ug/ml TH -7z, F72, MICyid 12,5 ug/ml T,
CAZ L W —EBBENLHEHE R,

10) E. faecalis

CFPM o E. faecalis (=339 % MIC i3 £ — 7 425
pug/ml TH Y, MICs»* 50 ug/ml T MICoo A% 100 ug
/ml TH -7z,

11) E. faecium

CFPM o E. faecium \25t$ 5 MIC i3 1 ¥k %# B \»
T 100 pg/ml L ETH - 72,

2. EEPReORRET

B IR R 12 BI0ER—E S & UBERZIE
% Table 2 IZ/R L 72, FEMY 12 13 UTI 3KAhERMR %I
YT, BHERDAKRETL 72,

UTI £#hapfli L ic A3 L 72 11 Bl 5 Bk 51
& 5RAEKSFE % Table 3 IC/RL 25, &%) 4 #1
(36.4%), 3B (27.3%) THRAEEXIE 63.6% Th
-7z, 10 B 51%ic, HERMRETH - 2 I FnKLE
ERERENE % Table 4 IR L 725, ZEXh 36, A% 26l
T#H - 72, Table5 i3 UTI SRHBRERNIC 272 5 H B0
BEERMRTH 5, G-1EN 1BIZEXTH - 72, G-

SED2HUIENTH > 720 G4BT 5B 3Bl
T, 2BIHDERTH - 72 G-5 BN 3B TIIEH)
Bl, EH2BITH 72, $E- T, HMERELKTR
8 HIhERh 3B, Fxh 3B, 2B THY, BEHKER
ek Tl 3BIFER 1B, 8526 TRAFDR;
63.6% ThH-12, TRAHT—TNEBEDNDEEICL 28
SAEMENIEES Table5 DTERICRL 722¢, #5F—
TIWIEBEB T 7 BIHESR 3B, H) 2 B, &S24
THo12h, AT—TINEEFITIZ 4 B15ER 14,
Hxh 16, EM2HITH- 72,

RiCS BRBICEDFHMEZ T2 11 Bh SRAE
L Tl N7z 14 858 15 BRIC K3 2 S F 0% 80
BiiE % Table 6 Ic/RL 72, RRREFE T3 Enterobacter
cloacae <2 ¥k X & b % {, iz, Table WicRL%%
RS EN TN LR T OThH o7z, TNLIINTS
BHIEEEIT 80.0% TH -7, —H, 5 HRBRS5HEHNKE
®iix E. faecium ) 1 ¥k, P. cepacia N 1%k & Candida
parapsilosis 1 \RDEF 3R TH » 72, ZBEEIC» 2D
LTREBRLBRFED L VRITREZ2ET 5EHIR
115d 45 (36.4%) TH -7z,

RicERREICNT 5 MIC & HIEREE DBERE
DWW Table 7iI2/RL 7z, 77 LEMIRE Tlk MIC
#%0.05 g/mlH* 5 100 pg/ml LA EF TIEE 44 L,
BIEEEIZ 11 Bk 9Bk 81.8% TH - 12, 7' 7 ABHR
BTH MIC #6.25 pg/ml A5 100 pg/ml L EZT
I AL, HIHEFIZ 4P IR T5.0%TH 72,

3. BIEH

AHIR 5 & 3 BIER 285 T & 72 12 B, AFli

Table 5. Overall clinical efficacy of cefepime classified by the type of infection
0.5g X 2/day, 5-day treatment

Overall
Group i‘;’;f [g?l:ftx;tl] ﬁ:rfte Good Poor efficacy
rate
G-1 1( 91%) 1 1/1
Single G-2
infec- G-3 2 ( 18.2%) 2 0/2
tion G-4 5 ( 45.5%) 3 2 5/5
sub-total 8 (72.7%) 3 2 6/8
Mixed G5 3 (27.3%) 2 1/3
infec- G-6
tion sub-total 3 (27.3%) 1 2 1/3
Total 11 (100 %) 4 3 4 7/11 (63.6%)
No indwelling catheter 7 (63.6%) 2 2 71.4%
Indwelling catheter 4 (36.4%) 1 2 50.0%
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Table 6. Bacteriological response to cefepime in complicated UTI
0.5%2/day, 5-day treatment (11cases)

Isolate No. of strains Eradicated (%) Persisted S;i:i;?;i;‘:g
S. aureus 1 1
S. epidermidis 1 1
S. milleri 1
E. faecium 1 1 1
E. coli 1 1
K. pneumoniae 1 1
E. cloacae 2 2
E. gergoviae 1 1
E. aerogenes 1 1
S. marcescens 1 1
P. aeruginosa 1 1
P. cepacia 1 1 1
A. faecalis 1 1
A. radiobacter 1 1
C. parapsilosis 1

Total 15 12 (80.0%) 3 (20.0%) 3

(2/1118%:/(;65) 27.3% (3/11 cases)
:;Ze:rt:aggn an tpersnstently infected cases 36.4% (4/11 cases)

Table 7. Relation between MIC and bacteriological response
to cefepime treatment (5-day treatment)

MIC (gg/ml) Inoculum size 10° bacteria/ml Not
Isolate Total
=0.025 | 0.05 | 0.1 02 1039078 | 156|313 (625|125 | 25 50 100 | >100 | done
S. aureus 1/1 1/1
S. epidermidis 1/1 1/1
S. milleri 1/1 1/1
E. faecium 0/1 0/1
E. coli 1/1 1/1
K. pneumoniae 1/1 1/1
E. cloacae 1/1 1/1 2/2
E. gergoviae 1/1 1/1
E. aerogenes 1/1 1/1
S. marcescens 0/1 0/1
P. aeruginosa 1/1 1/1
P. cepacia 0/1 0/1
A. faecalis 1/1 1/1
A. radiobacter 1/1 1/1
Total 1 |1 1 | 01 | 33 | 11 | 1 o2 | a3 | /15
(80%)

No. of strains eradicated/no. of strains isolated

$5EBbn s BENERIZSBICED LN LD > B LAKERSEIC & 2 REBEABEHND, HiC0E
2o RIMBERETLLBUCREFTD L Hh 72, B PYHEXET 10 HEICIE 251U/ & EELL 72,
#EtRE (GOT, GPT) L, #BI 20 1HIC B VT . =& %=

GPT »*281U/1 » &8 544 5 ABIci3 391U/1 £ T L I, 770 2K > RRERIZEERITEOR
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SRELEM L LICENTWBZ LY, EERERICHE
HaEnTwa, REIZ 7T LBHHE, BERICHLE
BHLHEZ~7 b 762K, B2 S auwreus, S.
pneumoniae % 77 LG E H & P. aeruginosa %
ERCT 7 LENEE CTEALREERZRL, 72
EEMENEET 5 B-lactamase 125t L TR T%K
ETHDLZENPHMLNTWBY,

4, Fr ITARNICE L BT O RBER - BRARAIRET
2T 72,

1. mEH

AEIDO MIC, % 77 LBEHREIC B VTR
5k, E coli & K. pneumoniae Ti3 0.05 ug/ml T
CAZ k" 2 BEBsEN T2, F 72 P. mirabilis Tl 0.
1 pg/ml T CAZ & ) 1E%B&4 - T\ 72 2%, indole
(+) Proteus spp. Ti2 0.78 ug/ml & CAZ L RHETH
72, Enterobacter spp.Ti3 6.25 ug/ml TCAZ &Y
SEREENI-TE N 2R L 72, S. marcescens Tl 6.25
ug/ml TCAZ k) 1 BB% > i Th > 72, P.
aeruginosa T3 25 ug/ml & CAZ k0 3EkBE% - 72
MENTH-72, TNLDERD LERFIIFERNE 3
L7 7o 2R > RMEHC LT, —EBArE%
~Y P. mivabilis, Enterobacter spp. 234 L T & EaIR
HRDEFFTE B EEZ L,

F727 7 LHHERBEIC AT 5 MICsoid, S. aureus 3
LS. epidermidis Ti3 3.13 ug/ml TH -7z, F 72
E. faecalis Tt MICsol3 50 ug/ml, E. faecium Ti
100 pg/ml LLEDTE N TH 5 2O BEERBRIZH F 0
MRETELVWLDEEZ LN,

2. BRRBYEHFE

VMR RIPAEIZ B VTS, BABEKMEZ 5 A

HTHET 2 L ER 46, B3I, ES48cha
HINE 63.6% Th - 7z, UTHIREEFI DEERIR 3,
AT—TNVBEOTIE 4P 2BEHULT, »5
— T NVIEEER T2 7B 5 BIEHLULTH ) ER
THEE R, F-HEMERRETIZ8HIh 6 ik
BMULETH - 285, BEERB T 3AF 1 Hnsg
TH - 72, B FHINR TIIRREDBIY LKL 8,
0% EmVIHRELRLL, 615 BRERS L 10R
MRS DIMRE BT 5 &, 10 ARRE %4772 94
HEZh 3B, AR 2Bl SBIAESLUETH -7,

RIERICBIL Tid, 12 BIHARIC & 2 BIVERIZ 14
LRBDLm o7z, T2, BERREBERELTEICOWT
13 GPT O LA 1B b N2 2%, BFICME L+
FICEEILL TH 0, BREICIIFEE 37205 %h -
72,

LI b & D ARNZ, P aeruginosa 25643 75 A
REREICREFLHENERL, 72 S auwreus, S
epidermidis ¥ 7" LG HEREIC L H 2 BREOHE
NEATLLDEEZ LN, EBENBRKREICEW
TY 636%NERELERL 2, 72, A&k 284
M3, BRRREED ETH GPT nRE LA
BZD LN 722 b5 PRREY 2 AL E
b T Y (VAN

X [

1) %838 b BAILEREFLRL, FEKL v Er L,
Cefepime, &%, 1990

2) KMIERK, M UTI ) oF 0 4 % (% 35),
Chemotherapy 34 : 408~441, 1986

3) BAMLERE¥S  RANRBMIEBE (MIC) ME
HEBEETIC DT, Chemotherapy 29 : 76~79,
1981
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ANTIMICROBIAL ACTIVITIES AND CLINICAL STUDIES ON CEFEPIME
IN COMPLICATED URINARY TRACT INFECTION

Naohito Mikuma?, Takaoki Hirose?, Yoshiaki Kumamoto?, Shougo Shimamura?, Shigeru Sakai?

YDepartment of Urology, Sapporo Medical College,
291 Nishi 16, Minami 1 jo, Chuo-ku, Sapporo 060, Japan
2Department of Urology, NTT Sapporo Hospital

Antimicrobial activities and clinical studies on cefepime (CFPM), a new injectable cephalosporin,
were performed and the following results were obtained.

1. Antimicrobial activity of CFPM

Antimicrobial activity of CFPM against 11 kinds of urinary pathogenic 47~50 isolates from urine
were studied and compared to ceftazidime (CAZ), cefuzonam (CZON), cefmetazole (CMZ) and
latamoxef (LMOX). The antibacterial activities of CFPM against Escherichia coli and Klebsiella
preumoniae was superior to CAZ. Against Proteus mirabilis and indole (+) Proteus spp., CFPM was
superior to CMZ and LMOX. Against Serratia marcescens and Pseudomonas aeruginosa, CFPM was
superior to CZON, CMZ and LMOX.

2. Clinical efficacy

CFPM was administered in a daily dose of 1.0 g for ten consecutive days to 12 cases by drip
infusion. In 11 cases which were included in the Japanese UTI Committee, excellent results were
observed in 4, moderate in 3 and poor in 4 cases, while the overall efficacy rates in terms of
bacteriological response were 80.0% (12 out of 15 strains). No adverse reactions were observed. A
transient abnormal laboratory change (elevated GPT) was observed in 1 case (8.3%).



