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SEMEIBUC 31T 5 Cefepime D EBER - BRIKAIRET

EX-BN B-XK%®
B BH KT B

HE BB - &)l E-HETF K

FLCBEBEINLEHBAL7 » 223 EWH cefepime 12D THEMEBIC BT 2 2LBERY -
feRHIRGT 24TV, LTRSS "L NI,

(1) EH  NAERES 8D Staphylococcus  aureus, Eschevichia coli, Klebsiella pn-

eumoniae, Pseudomonas aeruginosa \=x+4 %5 MICs,/MIC,, (ug/ml) i3 % L F11 6.3/100, <
0.05/0.2, =0.05/0.1, 6.3/50 T&H Y, E.coli, K. pneumoniae i=%+L Tit ceftizoxime (CZX)
LREELBLNZENULOBD TRIFAME NI #/RL 72, S. aureus, P. aeruginosa \23+¥ 5
HUE 1113 piperacillin (PIPC) L N RN Tz,

(2) 8B L OHRABPRAT | B BATIZ 1 g HHE# 2 BRI TH 10 2L 20 gug/ml Dt
—ZIWCETHEEZLNED, MPHBEL OB TIMERETH 5. BB, K HH, K
TRRIE~OBATIZ TN L AR OTEEEIPIF LIRS IBEISEL T,

(3) BRARBEAREE - AEHAYRYE 36 BIICERI L, 30 1261, AZh 196, /%) 3 41,
WA 1B, % 1BIT, ARhEIT 88.6 % Th -7z, F72, MEFOYICIZINE 16 B, ERTEE 2
B, A% 36, HAS BICHREEIZ 808 % TH - 72, BINERIZTHI & B 1B, BK
REMBDRELENT ABNCERDLNITZD, WTNLEELLNTII A, BRKRIICRIE: 7 5

NP &/ O A

Key words : Cefepime, + 7 = A RTAEWH,

Cefepime (CFPM) (37 Z } L= A4 *— ZHZE
A SH CHR I N EHAL 7 7 0 28 > R
EWETH b, KHENZ Staphylococcus aureus, Strepto-
coccus  pneumoniae HF D 7T Ll D & Pseudo-
monas aeruginosa ¥ % &7 7 LERMH E TEN
MEERAERTEENT WD, 72, £ -
lactamase IZ X L TEeEH D BAME DK 720D, B-
lactamase PEAEBRIC X L CLHB N 2 BT 2 EH TH
%o ARNTT TIOHIT S N — Rt B, A FlItER,
WhBEERR, —REERRE L UK [ ARSI
$N ZDEEWHHRE N TV 2D,

SRR 2 IZ AR DR % ST THRMEBIC BT 2 %
BERY - BRIKBORRAT 21T\, Z MM, Lethizon
TETORR LB THET 2,

I. &R & F &

L #HdEh

BERGFORESME DS b, S. aureus, Escheri-
chia coli, Klebsiella pneumoniae, P. aeruginosa |~
DWTHR/NFEE L #E (MIC) *##lE L 72, %72,
cefmetazole (CMZ)?, cefazolin(CEZ)¥, methicillin

MW, WERAT, SRHeYRGE

(DMPPC)*, piperacillin (PIPC)®, minocycline
(MINO)®, ceftizoxime (CZX)", cefotiam
(CTM)®, gentamicin(GM)?iZ 113 32 MIC § (=
WL, B L 72, #% ¥ 313 Mueller-Hinton
broth % A \>7z broth microdilution method T& 1,
AR ER 1056E/ml TH 3,

2. MBS RSP RAT

EENAER 76, BER) —7 28039 FIZE W
T, REEERGHATHEATRR C AR oM, MRS & KK
hRAT (REAERE, ARFERRIT, MIREREIT, A, KT
FelG. MK, KA, PINRIM) %#MEFL 72, 72, &
BBETF2—7FvF+—o D450 (HEAEMES3
B, FEIEIEMITE 1 B) ICB T, ARIOFREEAYRRH
BATERET L 72, BEHERITNLARA L g 4R
B 20 ml (S TAEE L CRIRICEIRNIE S L 72, o
S DRRARD WL Morganella morganii IFO 3848 %
BERE T HMBTFIRT 4 2 78S TRIEL 72,

3. BEIKMEH

198844 HE N 1990 F1 A CloHEB L OBLE
5Hisk THBRBINOFEE % 1% 5 1172 SR IR E 36

PTA67 it R EEEIX BRNRT )1 1



290

CHEMOTHERAPY

JUNE 1991

Blic AR 2 ERL, ZTOREKRMER, KeEELREL 2,
B, RBRICELHLREICR=V ) yRBIU+7 2
LRIIHT BTV AX—BEERNcWT & 2 MR L 12,
st FEF (Table 3) 13 B4 17 61, HE19HT, £
215D 584 T, FHOIKRTH -2, B EG
FEEGBRRE L THAR L g b b3 2 g x EHAIEK
100 ml ic &ML, 30945 60 52T TRBEREL /2,
1E1glB2EEB54336, 101 glH]1AKS
228, REBEBL1FITREERITI2g» 5 24 g
3T, FH#138g TH- 7z, B AZESIOAR
IEER 15F), BEENREG6S, BEX - HIERE
B, WrisBIRke 441, AMABERE 28 L UHIRE,
MEE WEAEEFNEFNIBTO>TH S (Table
4),

BRI R HE I BENHEEREIC L 12h > TiT» 12,
Thbb, FEXEIRIFRRE 3 B CEEERKD 2/3 KL
ErEEREFLREELLLD, BRHEBBRESETE
BERERDBEBHIE LT 2 I3WFEL 2L 0, RREFY
LRFBETBTERICERALPDOEEFALNTZ LD
EL, ESHE 37 BEULNBREICTHERNKHEL
TV, HEWEBILLLDE L2, HEFEHR
RIBEFBIORE L VOB INLREE 2 BED S
2, BRELZHEL, TOHEERICLIEE, B, B
% B0 ABRBETHEL, 8, SHE,MEL,
BRIEBAREE L % - BRI 3R e WEL 72,

. & 2

1. #tES (Table 1)

2AF ) UitERET F RS (MRSA) 9 %48t
S. aureus 20 BRI K3 2 AKIOBE /1L 1.6 ug/ml»
5 100pg/ml LI EoRIic4A L Tz, MICy, i 63
ug/ml, MICgit 100 zg/ml T, MIC #—7'i% 2 4tk
IR T2, M) & DB T, AAliZ DMPPC &3z
[% T PIPC & ) &N, CMZ, CEZ & %%z
D, MINO X&KL ) K& (5T,

E. coli 20 Ric3F L T ARIZ REF L HE N 2RL,
MIC;o 42 0.05 wg/ml LIF, MICqoid 0.2 g/ml To%
7516 ug/ml LT MIC Th - 72, Mkl L okt
12, CZX & 0N, CTM, PIPC, GM k"
P ICEE- Tz,

K. peumoniae 20 #iZ B> T HAEFNZ 0.1 pg/ml B
TTeHnNFEELMILL, BHOTRELAENLRL
7zo M & DB T3 AR CZX L F% T, CTM,
GM & NN, PIPC X NIZKE - Tz,

P. aeruginosa 20 ¥RIC X § 2 & HF o) MIC i3 3.2 pug/
ml 2 & 100 pg/ml KL EDFBEIC A L, MICsld 6.3
ug/ml, MICq (350 pg/ml TH -1z, ZNHENR
GM XD bTHhIcgsn0n, PIPCLYizbThi
&N, CZX, CTM & NHAL > Tz,

2. B L UEHBEFBIT

AE 1g 2 BRANRS L -BEOZEBHNEBE

Table 1. Antibacterial activity of cefepime against clinical isolates
Test organism Antibiotic MIC (ug/mml)
(no. of strains) Range 509% 90%
S. aureus Cefepime 1.6~>100 6.3 100
(20) Cefmetazole 1.6~50 1.6 25
Cefazolin 0.2~>100 0.8 100
Methicillin 0.8~>100 6.3 >100
Piperacillin 0.8~>100 25 >100
Minocycline 0.1~50 0.2 0.8
E. coli Cefepime <0.05~1.6 <0.05 0.2
(20) Ceftizoxime <0.05~3.2 <0.05 16
Cefotiam 0.1~6.3 04 6.3
Piperacillin 1.6~>100 3.2 >100
Gentamicin 0.4~6.3 0.8 16
K. pneumoniae Cefepime =0.05~0.1 <0.05 0.1
(20) Ceftizoxime £0.05~0.2 <0.05 0.1
Cefotiam 0.1~1.6 0.2 0.4
Piperacillin 1.6~>100 6.3 12.5
Gentamicin 0.2~6.3 0.4 08
P. aeruginosa Cefepime 3.2~>100 6.3 50
(20) Ceftizoxime 25~>100 100 >100
Cefotiam >100 >100 >100
Piperacillin 3.2~>100 125 >100
Gentamicin 1.6~>100 6.3 125
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(Table2) &, RHMAH T3 1 Bef%4°19.6 e\ L
89.8 ug/ml, 2 BERAMEAH 8.95 %\ L 58.1 ug/ml T 3 B
g ORIEIZ 1 BN AZHY13.0 pg/ml THh - 72 (Fig.

FIUR ML AP oD B R 12 KA I & 1 X ERRDHES 2R L 72
(Fig. 2),
KBRS, $eb51% 1 BRA & 2 iR 40

. SRS #1172 8 AR T 6.61 7> L 164 ug/ml
Table 2. Concentration of cefepime in bile, tissue, ascites and plasma
1 2 3 4 5 6 7 8 9
Peripheral 2h 3h 1h 30min 1h  |1h 53min 1h 2h 9min| 2h 5Smin |1h 10min | 2h 31min | 58min
(#V;/'rf;ﬂ) 15.2 13.0 43.1 64.9 51.3 89.8 58.1 8.95 232 18.7 19.6
Portal 1h 30min | 2h 40min 1h 21min 1h 15min 1h 10min | 2h 32min [ 53min
(,,vge/lr];]) 46.3 413 65.4 722 245 19.2 19.3
Gallbladder 2h 40min 1h 30min | 2h 40min 31min 1h 50min | 1h 10min | 1h 25min | 50min
bile (xg/ml) 7.41 1.40 8.30 5.45 4.97 5.63 <0.39 | 535
CBD bile 2h 40min 1h 30min | 2h 40min 1h 14min 1h 2h Smin |1h 10min| 2h 2min
(xg/ml) 771 122 8.47 16.4 14.3 6.61 9.34 6.82
Gallbladder 1h 50min | 2h 40min 46min 1h 1h 50min | 1h 10min | 2h 5min |50min
wall (xg/g) 289 | 167 4756 53.0 834 | 258 | 197 | 221
Ascites 1h 50min | 3h 15min 2h 34min | 57min
(ug/ml) 372 | 180 140 | 775
Muscle |2h3min|2h 55min |1h 25min|3h 15min | 1h 3min|1h 53min | 1h 16min | 2h 9min 1h 14min | 2h 34min
(ug/g) | 487 | 367 165 | 522 | 177 | 888 186 | 16.3 884 | 682
Fat 2h 2min | 2h 55min | 1h 30min | 3h 15min | 1h 3min | 1h 53min | 1h 16min | 2h 9min | 2h 15min | 1h 10min | 2h 34min |51min
(ug/g) | 467 | 509 105 | 440 | 155 | 752 119 | 576 | 358 | 930 | 574 | 470
CBD : common bile duct
100+ 100+
= = o
=1
l; 50 % 501 .
= ] °
© O °
o ° o ° °
T
°
0 L L ! ! 0 L L L .
1 2 3 4 1 2 3 4
Time (h) Time (h)
Fig. 1. Concentration of cefepime in Fig. 2. Concentration of cefepime in

peripheral vein (n=8)

portal vein (n=7)
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Fig. 3. Concentration of cefepime in Fig. 5. Concentration of cefepime in
CBD bile (n=8) gallbladder wall (n=8)
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DMz aA L7z (Fig. 3).

LIS U BEEIE M T, #8515 31 S b 2 B
] 40 7 ORISR S L7z S DA F D WE 13 0.39
pug/ml LUTF A 5 8.30 pg/ml % THOEV-ERIC o L
72 2N % 0.39 ug/ml LT #5RL 72 No. 8 DIEFIZ
RERREIC L ) IEREHPAEL T2 (Fig. 4),

IEFEEEN DB (IR 515 46 S 5 2 BERT 40 oo fd
IR E L7z 8RAKIC B VT 834 2\ L 53.0 ug/g

Fig. 4. Concentration of cefepime in
gallbladder bile (n=8)

Fig. 6. Concentration of cefepime in

ascites (n=4)

DA L7z (Fig. 5).

BAFADEITIZ 4 B CRIES N, B 5% 57505
3 R 15 BRI MWEEIR 7.75 %\ L 37.2 ug/ml Th
-7z (Fig. 6),

BAFANOBITIIRE% 1M S 5 IRHL
SOBICRIEI N, ZOWEEZ 3.67 c\ L 186 ug/g
DRz aA L7z, F—6 3 Hlic BT 2 BREFHIRIE TR
WL RAMEmERL 2 (Fig. 7).
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Fig. 7. Concentration of cefepime in
muscle (n=7)
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Fig. 8. Concentration of cefepime in
fat (n=9)

BT OB 2, #5151 90 5 3B/ 155
DENCKREARELE N, 3.58 20 L 155 pg/giciEl
2o F—Blic 317 2 ZR89RE Tld 1 BRI & 2 KR
KT T3 EAER 2R L 7225 2 BeRiH & 3 BRRSIC 2
FTzz—ENETH -7 (Fig. 8).

REFHREH A TIE 4 Blic BV CRET L 72, B 1)
BETERECN L Y-TF2—74%EBL 5%
NEMTH 5 (Fig. 9). itk 36 H HioAFKI OB h#

55y.0., F, gallbladder cancer

1007 GOT 51 1U/1
GPT 57 1U/1
Al-P 1643 1U/1
¥-GTP 556 IU/dl
LDH 2621U/dl
T-Bil 2.4 mg/dl
= +—plasma
& o— bile
%
2
5 501
g
e
[
g
o
&}
0 T T T T T T T T T T
0 05 1 3 4 5 6 7 8
Time (h)
Plasma (yg/ml)] ND* 99.1 70.0 474 185
Bile (ug/m)[ ND** 159 206 162 114 865 5.58 3.41
*ND<0.16ug/ml

**ND<0.4 xg/ml
Fig. 9.

Concentration of cefepime in bile and
plasma

82y.0., F, choledocholithiasis

1001 GOT 231U/l

501

Concentration (ug/ml)

0

GPT 22 10/1
Al-P  1331U/1
y-GTP 101U/dl
LDH 2741U/dl
T-Bil 0.3 mg/dl

e plasma
>— bile

P

T T T T ¥ T 7 T T T
0 0.5 1 3 4 5 6 7 8
Time (h)

Plasma (ug/ml)

ND* 749 64.7 55.0 240

Bile

(pg/ml)

ND** ND**ND**ND**0.66 ND*'*2.57 1.0

*ND<0.16xg/ml
**ND<0.4 ug/ml

Fig. 10. Concentration of cefepime in bile and

plasma
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78y.0., F, choledocholithiasis

1007 GOT  251U/1
GPT  241U/1
AP 1791U/1

r-GTP 64 1U/dl
LDH 3351U/dl

T-Bil 2.4 mg/dl

% ~—plasma
> >— bile
2
=
-2 501
2
=
15
Q
=
o
)

0 /B—Y\'_I\

(‘; T 12 :érim“e (h)5 7 g

Plasma (ug/ml)] ND* 52.7 47.6 419 328 18.5 10.1

Bile (ug/ml)| ND**0.65 11.6 6.83 4.90 3.38 1.96
*ND<0.16ug/ml

**ND<0.4 ug/ml

Fig. 11. Concentration of cefepime in bile and

plasma

58y.0., F, choledocholithiasis

100} GOT 271U/
GPT 141U/1
AP 1191U/1

r-GTP 421U/dl
LDH 366 IU/dI

T-Bil 0.4 mg/dl

E «—eplasma
< o—o bile
%
2
=
.2 501
g
s
[
|53
<]
5]
o

o 1 2 3 4 5 6 7 8

Time (h)

Plasma (ug/ml)| ND* 47.7 31.1 20.1 10.1 3.60 248

Bile (ug/ml)| ND**5.86 13.2 6.60 4.27 2.08 125
*ND<0.16ug/ml

**ND<0.4 ug/ml

Fig. 12. Concentration of cefepime in bile and

plasma

Table 3. Distribution of age and sex

Agel(y) Male Female Total
15~19 1 1 2
20~29 2 4 6
30~39 3 1 4
40~49 4 3 7
50~59 3 1 4
60~69 4 3 7
70~179 4 4
80~84 2 2
Total 17 19 36
Mean age 44.8 53.3 49.3

TEMETL 72, PR IZ 30 2012 99.1 ug/ml % 7=
L, LASLHE L € 4 BERR1£IC13 18.5 ug/ml & 7 - 72,
ZAUSH LB R IL 2 BERIRIC B — 7 ) 20.6 ug/
mliZ#EL, DL T 8 KEM1£i2 i3 3.41 ug/ml %
L7z ABITIE N7 AT I F—IdBRELR LT
BN, £72, €VNNECDERI ST LA 7 5
277 8—tR y-GTP NEH L LA Tz,

FE2BNIBEREERERICNL TF2a—7428EL
72 82 N IHETH B (Fig. 10), #7430 B BicA#|
BRH P RAT 2 RRET L 72, AP iBE L 30 345D 74.9 ug
/ml 5 5k L C 4 BffE T L 245 ug/ml 248> T

Wiz, ZHUSKH LB B I ARV L L ERL,
BETH 6 K% 257 ug/mlic§ & e o 72, 55
TIIFHBEICIZIRE 22D T, 825 L v ) EldEA
DREHHEHHIC BB L 2 0h L Lk, 8 3HIIRIERE
BIEEEAICNLTF2—728EBL 8E0KHE
TH 5 (Fig. 11), Mtk 20 H Bic KK nBEH+HHITE
BEF L7, mApigeEsI 1 ReR#%IC 52.7 wg/ml Z7RL,

LI#TR L T 8 BERI£4C 13 10.1 pg/mlicZEL 20K

L, BT 2 BERE% 116 ug/ml 2 E—7iC 8
REfEI14 1013 1.96 ng/ml ¥ TR L 72, 45 4 61 b EER
EEZEACN L TF2—742RBL 2580kt
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Table 4-1. Clinical summary of cefepime
Age . . Treatment Isolate
Diagnosis . L . .
4 N erly 1 a ( e MIC Adverse
Case | (y) and severity Ur;(.inrl)mg ot doee C{I[l}uf:a BaClE;l{U](:glCdl beflnru MIC | Advere Pretreatment
no. . (region) isease g X times x days 9 efficacy effec , HE.
Sex g) (after)
eritonitis CNS 3.13
" panperitonitis D N P 0.9
1 ;;‘ moderate (=) 1x2x7 14 excellent replaced P anacrobius 2 none none
(duodenal ulcer) A, xylosoxydans ND
ritonitis S. millerill 0.05
panperito >, asaccharolytic: 0.1
2 :2 severe (=) 1x2x7 13 good eradicated P. asacc I“am yheus none none
(duodenal ulcer) (=)
panperitonitis E. coli <0025 dGlI;:’rT”.:ea
al i S . N
E ccalis 100 " -~
3 2: severe ileus 1x2x9 18 good eradicated E /Hjm " 10 Al-P 1 CczZX
(small intestine) (-) y-GTP*
LAP?
33 panperitonitis (=)
4 M moderate (=) 1x2x10 20 good unknown ) none none
(duodenal ulcer) (=)
5 panperitonitis (=)
5 M moderate (=) 1x2x10 20 good unknown ! none none
(duodenal ulcer) (-)
S. prnewmoniac 0.025
60 panperitonitis E. faccalis 50
6 M moderate (=) 1x2x10 20 good eradicated P. asaccharolyticus 0.05 none none
(ducdenal ulcer) [
(=)
— — P
25 panperitonitis 2%92x2 ) S. haemolvticus 125 GOT *
7 M severe (=) 1x2x8 24 excellent eradicated ! GPT * none
(duodenal ulcer) (=) ’
panperitonitis L (=)
8 SFA severe gdslr::m::ncer 1x2x9 17 good unknown ! none LMOX
(colon) : (=)
E. coli 0.05
35 local peritonitis K. pneumoniac 0.025
9 M moderate (=) 1x2x%8 15 excellent eradicated B. vulgatus 12,5 none none
(appendicitis) i
(=)
2% local peritonitis P. anaerobius 0.1
10 F moderate (=) 1x2x7 13 excellent replaced ! none none
(appendicitis) CNS 25
S. aureus 1.56
15 local peritonitis E coli(B-lactamase(+)) 0.025
11 M moderate (=) 1x2x7 13 good eradicated E. coli(B-lactamase(—)) 0.05 none none
(appendicitis) !
(=)
local peritonitis . C. freundii 0.05
18 - partially B. ovatus 313
12 F moderate (=) 1%2x8 15 good eradicated | none unknown
(appendicitis) B. ovatus 313
2 local peritonitis C. diversus 0.025
13 F moderate (=) 1x2x6 12 excellent eradicated i none none
(appendicitis) (=)
S. anginosus
58 local peritonitis E. coli ND
14 M moderate (=) 1x2x8 15 fair replaced E. lentum none unknown
(appendicitis) i
B. fragilis
2 local peritonitis E. coli 0.025
15 F moderate (=) 1x2x9 18 excellent eradicated i none IPM/CS
(appendicitis) (=)
“ ‘“""’a‘::::s“"a' E.coli 0025
16 (— x 2 7 ica
F moderate ) 1x2x9 17 good eradicated ‘ i ) none CBPZ
(ileocecal)
59 intraabdominal E. cloacac 1.56
17 M abscess DM 1x2x4 8 excellent replaced ] none none
mild P. alcaligenes >100
n intraabdominal
18 F abscess gastric cancer 1x2x11 22 fair unknown ND none CAZ
moderate

DM . diabetes mellitus

IPM/CS : imipenem/cilastatin sodium

CNS ! coagulase negative staphylococci
CBPZ : cefbuperazone

ND : not done
CAZ . ceftazidime

CczX

" ceftizoxime

LMOX ' latamoxef
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Table 4-2. Clinical summary of cefepime
Age Dia . Treatment Isolate
Case | (y) iagnosis Underlying Clinical | Bacteriological (before) MIC Adverse Pret
no. i and seyenly disease gxtimesxdays Total dose | efficacy effect ! (ug/ml) | reaction etreatment
Sex (region) () (after)
E. coli 0.025
<+ raabdominal CNS 313
intraabdomina N . s
37 X sigmoid colon B. fragilis >100
19 F abscess cancer 1x2x7 14 poor replaced B. ovatus >100 none CS976
severe i
B. adolescentis 125
68 intrapelvic P. aeruginosa 1.56
20 F abscess rectal cancer 1x2x6 12 good unchanged none unknown
moderate P. aeruginosa 1.56
P. mirabilis <0.025
intrapelvic E. coli <0.025
p 59 partially E. durans 50
21 F abdscess rectal cancer 1x2x10 20 good eradicated ! none LMOX
moderate P. mirabilis <0.025
E. faecalis 100
22 5 cholangitis bile duct cancer 1x2x4 7 excellent unknown ND none none
M moderate
23 65 ChOIa.ngilis gallbladder 1x2x5 10 excellent unknown ND none OFLX
M mild cancer
24 46 chola‘ngltls gastric cancer 1x2x5 10 good unknown ND none CT™M
M mild
E. coli <0.025
73 cholangitis R . E. aerogenes 0.05 ASPC
25 F moderate choledocholithiasis 1x2x8 15 good eradicated | none LMOX
(=)
K. pneumoniae 0.05
26 | 49 | cholecystitis (-) 1x2x5 9 good eradicated G freundii 0025 none unknown
F moderate !
(-)
E. coli 0.025
g7 | 8 | cholecystitis (=) 1x2x8 15 good | eradicated K. preumoniae 005 | eosino t cT™
F severe
(=)
gal‘:rt‘:f” E. coli <0.025
. , K. pneumoniae 0.05
28 n liver abscess DM . 1x1x7 7 excellent eradicated E. faecalis 100 none TAPC
F moderate hypertension 1
chronic renal
B (=)
failure
66 wound infection S. aureus(MRSA) 12.5
29 F moderate breast cancer 1X2x4 8 fair unchanged 1 none AM-833
(right breast) S. aureus (MRSA) 125
. . (=)
30 49 wound |lnfeclmn (=) 1x2x6 12 good unknown 1 none CMX
F mild
ND
. . . E. faecalis 50
31 65 wound infection per(ora%lye 1x2x6 12 excellent unchanged ! none CMz
M moderate peritonitis . CPFX
E. faccalis 50
periproctal K. prneumoniae 0.025
32 i}l abscess (=) 1x2x7 13 good eradicated B. them:ollaomuvan >100 none none
moderate
(-)
periproctal . s S. aureus 1.56
42 atrial fibrillation . GOT t
33 M abscess WPW syndrome 1x2x8 15 good eradicated I GPT 1 none
moderate (=)
20 phlegmon S. aureus 1.56
34 M moderate (=) 1x2x5 10 excellent eradicated ) none none
(leg) (-)
35 64 pleu'nsy (=) 1x2x5 10 good unknown ND none CTM
F mild
. . P. anaerobius 1.56
36 78 | wound [_nfecuon (=) 1x1x2 2 unknown unknown ! eruption CT™M
F mild ND

WPW syndorome : Wolff-Parkinson-White syndorome

MRSA : methicillin-resistant S. aureus

CTM : cefotiam

OFLX : ofloxacin

CMZ : cefmetazole

ASPC : aspoxicillin

CMX : cefmenoxime

TAPC : talampicillin

CPFX : ciprofloxacin

Iz 1.25 pg/ml F THAL 72,

LD 4Bl BAT 5 &, IBHHBITIED TRR
Tho- 1B 2L RITIE, EFOBHRIBEIRGH
2B TE—2ISEL, FOfEIIMH 10 v L 20 pg/

(Fig. 12) T, %22 A BICIBI+H#ATE2RETL 72,
Mrp R 1 BeE% D 47.7 ug/ml SR L T 8 B
P44 13 2.48 pg/ml 2R L 720023 LT, B H e
13 2 BRI 132 wg/ml D — 7 ITE L, 8 REfE4IC
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ml T, MHBEICHE LKL~V TH- 72,

3. BRPRAEFI R

A Z G L 72 SRR AE 36 Bl N 1 B EI1E
o &> THE L 72726002, BRRAMER S L OHIB2ER
WEIL 35 Pl E RIS L TRETL 2. BRI RIC OV T
Esh 1261, A% 1961, H%3 ), &M 16IT,
AuhEi 35 B 3161, 886 % ThHh-72, TNEKAE
MRz EEERZ I LD E L THEENRE, BER
PENFHICBWTL R BEI R 5 /2 (Table
5) ZNHLDHRRLEND B\ WIZES L %> 12IER %
Baf L7z dER 14 I3 BMRERIC L 2RBEERLT
»BHARFNTRE & FMIC & D ERRANICIZIHE L 7207,
BE#TH%2B8HI N BERRBENAGHEED 20,
PRI L HE S Nz, M F B3 Bacteroides

Sfragilis »ELARTHEL TH Y, latamoxef (LMOX)
N‘EIZ L > THEL 2 EH 18 IZBEICHT 2 HY
BREOKIENBBENIER T, AHREIC L) — B
L7z, 10 HEL VBEARZRL 226, ©X
B HEI NI, REHS RN TETRAEIIAHT
# % 5%, imipenem/cilastatin sodium (IPM/CS) o
BEICLVHEIF LN, EF 1912 SKEBED
FIic & 2INEHEBEER DM HERBENER TH 5,
EATEIC I Z THIRTS BREDFILKEA KV Tz
compromised host T# ", AFNFEI2mz TFLV
F—=TEBMLZICL22b LT, BEREICIZEED
RondEMEMEINS, £, AROBEHKRTIE
IPM/CS #FR L 22 Fa k KEIZBH LN H -
720 fEBY 29 IZFLIBMIE DRI T, FHI OS5I L

Table 5. Clinical efficacy of cefepime classified by infection

Diagnosis Total cases Excellent Good Fair Poor Efflc(a;); rate
(]
Peritonitis 15 6 8 1 14/15
Intraabdominal abscess 6 1 3 1 1 4/6
Cholangitis-Cholecystitis 6 2 4 6/6
Liver abscess 1 1 1/1
Wound infection 3 1 1 1 2/3
Periproctal abscess 2 2 2/2
Phlegmon 1 1 1/1
Pleurisy 1 1 1/1
Total 35 12 19 3 1 31/35(88.6)
Table 6. Clinical efficacy of cefepime classified by isolates
Isolated organisms No. of cases Excellent Good Fair Poor Efficacy rate(%)
~ | S aureus 3 1 1 1 2/3
| S haemolyticus 1 1 1/1
E| E. faecalis 1 1 1/1
b
3 © sub-total 5 3 1 1 4/5
ik E. coli 2 1 1 2/2
S| |7 | E cloacae 1 1 1/1
€ E| €. diversus 1 1 1/1
k) S | P aeruginosa 1 1 1/1
Ed 3
B sub-total 5 3 2 5/5
4
g P. anaerobius 1 1 1/1
8
Total 11 7 3 1 10/11(90.9)
8 2 isolates 8 1 7 8/8
£ 3isolates 6 2 3 1 5/6
5 4isolates 1 1 0/1
£
s Total 15 3 10 1 1 13/15(86.7)
Unknown 9 2 6 1 8/9(88.9)
Total 35 12 19 3 1 31/35(88.6)




298

CHEMOTHERAPY

JUNE 1991

BRITEB L 72 L OOPERIZHEERET, B EH
EINT, REFINREEIZ MRSA TH - 72,
AEIREIC & BEERMRETBEENICKRETT 2 &
(Table 6), MR TIZ S. aureus N5 EERF) TEM
160, A% 161, RXH% 16 (MRSA), E. coli D5
BB TER LB, AR 1B s, £KT 11 6 10 1
BRI, LD R A TG b Tz S B T L 15 )
3 HIHEM, 10BI»BRE, B LHRETH > 72,
SRER RIS R B F09%F (Table 7) 13, HJhEH
ey 11 Bilp 8 BlATH R L 72, FfEL 72 3HROM,
MRSA & Enterococcus faecalis 13 AR FNZ & Ui T

#1255, P. aeruginosa (2 XT3 A F D MIC i 1.56
ug/ml TH - 72, WHE S BEG) TIZTE X 10 51, oy
%260, BERIBITH 72, SERTIRIEK 166, 5
iR 2B, A 36, BRA 5 B THREERIZ 26 Fih
214, 80.8% & RIFkciERIELNL,

AEN DG ) BWERIZ 2 Blic B b 7, 56
3TIRIRGEE%K T HRBICTHRIZHRL, Bk
FHDOMRIC L ) 3 BICIZERL 22, BFH RS
BfRiz “BfRssh bt CHESNR, 17,
FEB) 36 TIIAF DR 5FLE% 2 BEICEFDRKEH
WL, 5%k L2 25202 BRICIIRBI

Table 7. Bacteriological effect of cefepime classified by isolates
. . Partially ..
Isolated organisms No. of cases | Eradicated . Unchanged | Replaced | Eradication rate(%)
eradicated
— | S. aureus 3 2 1 2/3
L |'S. haemolyticus 1 1 1/1
E | E. faecalis 1 1 0/1
P © sub-total 5 3 2 3/5
gl E. coli 2 2 2/2
S| | 7| E. cloacae 1 1 1/1
= E | C diversus 1 1 1/1
K © | P. aeruginosa 1 1 0/1
g )
7 sub-total 5 3 1 1 4/5
3
g P. anaerobius 1 1 1/1
B
Total 11 6 3 2 8/11(72.7)
£ 2 isolates 8 6 1 1 7/8
£ 3isolates 6 4 1 1 5/6
i 4isolates 1 1 1/1
= Total 15 10 2 3 13/15(86.7)
Total 26 16 2 3 5 21/26(80.8)
Table8. Adverse reaction
diarrhea 1case(2.8%)
eruption 1 case(2.8%)
Abnormal laboratory findings
Case no. Examination Before During After Follow-up
GPT 7 71* 12
3 Al-P 116 323 205
v-GTP 5 78* 21
LAP 29 106* 64
7 GOT 58* 82* 98* 19
GPT 46* 193* 268* 27
2 GOT 25 36 41* 32
’ GPT 18 33 62* 21
27 Eosino 3 12* 13* 8*

* Abnormal Total 4 cases(11.1%)
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HELZOT, HRBEFEIT "R AR N CHE
A, ZOERNT 2 B B#&S ki & ) BEES)
ELTHRbN, BRKRAEEDRELES)L 4 HlIcE
Lz, fEHI 3 TI3 GPT, Al-P, y-GTP, LAP
g EREKL 7. 567 T3 GOT, GPT % |
A%, fEH 33 TIZREIL { GOT, GPT »B&EN LA H
Aoz, LIED IBIDIBEEREIIBEKRT H08
WA TIEELIHREINTEY), A7 ENEE
iRz “BRss00 Lkt LHEENS, 72,
B 27 TR G H L B ERT HICH T BRE O IF 8
LA A LN, BEHFAEIC CTREEmIHEEINT
wWh, ARBMFRIE “72RxABESIN” LHEINL
(Table 8),
1. =% =

FLOESHE7 » 22 WEHE TH 5 CFPM i
2V, AEHER TORET #1T- 72, AENZ 7T L6
HEKEH» & 77 LEHRBEICE S £ TRILWHTEENYE
EFEOLINTEBY, SEDERIRTTYL, 774
EHERE D 9 BRRIC E. coli, K. pneimoniae |\ X3 %
BE NI TENIERLIG L N2dY, P aerugin-
osa 12 ¥F L Tid MICso/MICop7* 6.3 g/ml/50 pg/ml
CHREEDREANITH -7, 72, S. aureus 1281+ T
B EH W ROK A HH MRSA TH - 72 726,
MICELTiEHENFLVEREHI»FSLNT PIPC &
NRRENTRETH - 12h%, BEERIEITI3 o=
N2 4% D S. aureus » 5 H MRSA # < 3#ki3 T
~T MIC #9156 ug/ml THroBREENTED, £F
P MRS T N B (MSSA) 2xf L TidTe
DUMENEFE LD L EL Ln,

AEIDPBHSHATIZ 1 g B 2 BRI TH 10 70 v
L20 pg/mlob—27123% L, LUE#NRT 2L 0 &%
ZHNB, INLDEIRCTRL MBEPREL DK,
ARNMEKBERHBITHRICBT 2 EREE2 LN D5,
PBFEEE PN MR 13 8.34 2 \> L 53.0 ug/g & HEay AT
LRRPELNT2, FOMOKEE & B FE A~
T3, KA 7.75 20 L 37.2 ug/ml, BAH 3.67 %\
U186 ug/g, BTFRERSA 358 Zr\a L 155 ug/g DL
NAVTHho1z, FEOBENLHBEL*EETHE, =
NHNDFERIZIBRES %13 L sd & 2 BRI BRI
WL, BEERICHT 2ERNE R%T2L0TH B,

SR RAYSSE 35 BliC X3 B A BRI BRNEIL 88.6 % &
REFTHY, BREFRD 808 B LR T NEHERLIFS
7z, BWERIZTH & FEr 1 HIT D, ERKRRAEED
BRELEIFEREESL L L T4BIzED LN,
WEFNLEELLOTII L, FoHEE#HTHICITH
EVMERINTEY, BRICHEE 252 3%
272,

Pl o> Bemgty - BRIREIRRET 4% F, CFPM (2745184
RYUEIC X L TR » 5 38K L R 2 N7z,
BER B>  BRIEAEREESL NTT Righs
JWBESEL, SR ALREAEL M EAREAEL B
PR BE SR

X 13
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2) SHEA, HEIH, @MIERX, $HKRFKER, i
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3) HEA, FEEEX EHER, RIIERE SHRX
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BACTERIOLOGICAL, PHARMACOKINETIC AND CLINICAL STUDIES ON
CEFEPIME IN FIELD OF SURGERY

Jiro Yura, Nagao Shinagawa, Shu Ishikawa, Akira Mizuno, Keiji Mashita
First Department of Surgery, Nagoya City University Medical School,
Mizuho-cho, Mizuho-ku, Nagoya 467, Japan

Bacteriological, pharmacokinetic and clinical studies on cefepime, a new injectable cephem
derivative, were performed in surgical patients, yielding the following results.

1) Antibacterial activity : MICso/MIC,, (ug/ml) against Staphylococcus aureus, Escherichia cols,
Klebsiella prneumoniae and Pseudomonas aeruginosa were 6.3/100, =0.05/0.2, =0.05/0.1 and 6.3/50. Its
antibacterial activity against E. coli and K. pneumoniae was equal or better than ceftizoxime and
against S. aureus and P. aeruginosa was better than piperacillin.

2) Concentrations in tissues and body fluids : The peak level of cefepime in bile was 10~20 ug
/ml, but this was low compared with the plasma level. Concentrations in gallbladder wall, ascites,
muscle and fat were judged to be at a sufficient level.

3) Clinical results : Clinical efficacy and safety were evaluated in 36 patients. Clinical efficacy
was excellent in 12, good in 19, fair in 3 and poor in 1. One patient was excluded from analysis. The
overall efficacy rate was 88.6 %. Bacteriologically, the eradication rate was 80.8 % ; i.e. eradicated
in 16, partially eradicated in 2, unchanged in 3 and replaced in 5. As side effects, diarrhea and eruption
were each observed in 1 patient. Abnormal laboratory findings were observed in 4 patients, but these
were not severe.



