306

CHEMOTHERAPY

JUNE 1991

NEFEIBIC B1) 5 Cefepime 7 EERAIRN R
B Ui - T RIREORE

WA EfE - H E=
R AR — S =
EH ME - REOFHR
E SR LwRkes
AF FE-AE N -HE HE
3 1L AR BE S

2NN

B - FR G

o E Rk s

I

®w_

E s BBk

¥ L \» cephem RES BIAEDYE cefepime DAEEIBUC BT 2 HEREMEZBEKRMES L 0K
WARATOE D SRRETL 72, 15 SIS FHYREEIC Y L, A&I% 10 05~2.0g, 1 H 2 B TH#H
HEEIFABHRBELL, ZORER, BEERXT7HTIIER2H, B34, /146, &
1BITH » 72, Witk FRAIERGHE 6 B TI3AERN 5 B, 0B % 1 B T4 oo B e G AE 1
B, BIEERBED 1HIZKICERTH -7z, L2H > T, AREIL 80.0%TH -7z, ME¥ER
12 1% Enterococcus faecalis, methicillin-resistant Staphylococcus aureus MRSA), Enterococ-
cus faecium 7 i@ MIC 2R L 720585 RB R & 13463 L AEBAL Ah - 72, 15 Bl g
Ny BEOEIVERIZZS T, 18I HABRKREMRELES (GOT, GPT L&) »sH b
iz, MERPBLOCBEITHRBER T-F2—72HAINLZ3IBICBTRET L2, A&I10g
%30 T CHidEHE L 72 & 2 A MEPIEE IR 30 4714 37.4 ug/ml, 1 BER1£ 28.77 ug/ml %
R, ZO%EEL 4RI 9.48 ug/ml &k > 72, LA L, BBIRIBERERICL 215D
EhALN, 30DENOE— ZEHSFNFN 283 ug/ml, 17.8 ug/ml, 5.25 ug/ml & %7,
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L CHEINE 779 AR > RESBHEYW
H cefepime (CFPM) (3 77 L5, BEMEICHL
LB IRE AR P T aRRL, 72, BHEHBED
BEHET B f-lactamase I LBH THETH L LS
bhTw3,

Fz i3 15 Plor Ry LA 2 AL, 7
DHENE L REMDIRET 21T 2. 72, FEREC 34
DFEMEBHIONTHEIT LWL, MEFER~DOEHD
BATR BT L 72,

I. NBREIUHE

(1) Rz Eo#E

P L K2R 2R A — bRt b & OB TRBR L 72
WEHYRGSEN 5 6 15 BI 23R E L2, BN TIZH

84, WTHT, FEMIT19mH 5 86 5%, FH569&
Th-72, TONRIZMEEL 76, AIERREE 6 5,
Wik R 1 B, RISHMIRE 1FITH- T,

CFPM #5412 1 H1.0~2.0 g # 2B AEK
FR0F 7 PUBERBICARLC, 1B 20, BIkNIC
one shot ¥ 7213 MiGHS L 72, I5EM 12 one shot #
ETIE 20 ml, SiE%ETIZ100ml & L7, B5HE
i34 8LE, 14BLRHNEL .

MEFEIRE D 22 H DBAKIZIRR & L TEAORS
Bl - - Bl o X R—— 2 B TRIRL 72, &7
WHEZ &) DB o MICE# RIE L 72,

BRRZN R OHE IR, Hxh, 20BR, EH H
ERRTIT- 72, MIEHAEIR, ARRE 3 A TAME
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FROMEKEIZYEL b EEN, &E55HTE
EERDBEESEREIIRE L2 LEAEY, &
ETRBTERICTALPDEENALNIZ L DERR
BrhE L7z, 272, THULEREL TLAEH 50 ITE
bL7zb 28R E L2hS, RENHEELEEL, £
BEOHKT L ERL 72, MEFORIRIIHEE, B F
fid—ERiE R, WA, AE ABETHEL 2, E£ib
Eic k pBERa0A AHIIES CTHR, FH, °HH,
AL L, HEDRICOT THITL 2, 72, ¥
DR EH], P, BICOBEACERELZHBITL, BME
#IREITER O HIE L BBFICIT- 72,

(2) FEFIDEKBANBATORES

Frimbass, FPIERIREE, WEAHRBEERAa L L
OB EICT-Fa—7FLF+—U 2 /ITL 72
FEFD D B3P EXFHRE L, CFPM 1.0 g # B AR
A 100 ml (C &M L 30 40T T RiEaRE%, BRI
T-F 2 —7BITN~DOBATERIE L 72, FIRRC KA #
PR % 3FE L miEH > CFPM EZ#IEL 72, 2
5 3ERTIIRZED LERLURNIC O EWE DIk E
BaEqNTHELT, iR 2 BIIcBRENRE LD
DO LN KR DK G & 5 EAGIZ b - 72, JEIT
PELUMERBREORE IS REAK 7 0=t 757
4 —8 (HPLC) ik -7z,

. # £

(1) BRAR#FR KT

CFPM 5 & /- 15 Bl NERIZBERE & 7 61, Al
ERRYLAE 6 5, REMEPREE 1B, [MESRIRE 16T
»o7: (Tablel), EAIRS513, BHEF I3 AHHFE
Hrdns, #5EIZ1ME05~2.0g T1H2REKRS
eIz, HEHMEIZ5~15 B (F¥ 9.3 B) TR
B581370~560g (FH248g) Tho12,

PRIRR I E % 2 B, Axh 10 B, o0f%h 2 B, &
MIBITER - A% D2 A5EI380.0% TH -
72,

| 1 B3 30 s ot TA T BEEE TRBE L, RE
ROZWHHEE L 2 T cefotiam, piperacillin #5-»¢
AN, MEAEREZELRERBEE -2, iy
#%iz CFPM #5512 & ) —B R8I, B ImEkiEd %
BOHS %L D EERSA, OQmMIKESE KL,
aztreonam, clindamycin DHFHIC L D &L 72T
I HE I NI,

REFNCA D L TIIE 28, FH360, =
RELB, ERH1BITH - 72, BIRPETIZAERS H),
RREMLBITH - 72, FOMOINFIYRLSE Tld v
TNLAEMTH - 7,

MEERICIZ, I5BIP T NTHBRE L DV BER, D

BEE N, B %h > 72Dt Escherichia coli 4 KT, K
V¢ Enterococcus faecalis, Pseudomonas aeruginosa
3% § D, Bacteroides wvulgatus, Klebsiella
pneumoniae, coagulase negative staphylococci
(CNS), Enterobacter cloacae, Bacteroides fragilis H*
28R$ D, F 72 Proteus mirabilis, Bacteroides distas-
onts, Streptococcus sanguis II, Streptococcus sali-
varius, Bacteroides thetaiotaomicron, methicillin-
resistant Staphylococcus aureus (MRSA) 1 #9 D
Thotze TNLDH L 2HLL EOMEIC & 2 iRAR
QerEfli 8 (53.3%) T, MEATIZS/THI% Lo
72, MBFEORNRILIE %R 761 (53.8 %), —HERiHk 341
(23.1%), ®wsft 26 (154%), E1H (7.7 %),
TH2PITH -7z, WA ERL 2RI, 160 E.
coli, E. faecalis £ 1), Mo 1%l MRSA X hwdin
L E. faecium ~E R b7 LD ThH 12, TEHD 2 )
13, ‘S BOMBEFLIREIEITEN L >72L DT
b5,

INHLDGHEICxT 5 CFPM o> MIC f& 13
MRSA, E. faecalis, CNS 1# T3 50 pg/ml LI ET
B olzh, ZFOMOSBEICT L T TNL RiFh
BEEIRL T,

BIWERIZA B REL DT, M - RENKREIZ
BRELERI U7, L L 16l (6.7 %) icik5+F1E
Bz GOT (22 — 58 — 201U/1), GPT (12 — 64 — 211U
/1) O LERA%ZBHIA, 6 HIRIZIEFICEL 72,

(2) EROEBANBAITORET
RIEANFEAT % RET L 72 3 fEH (Table 2) 12 351T 5 ik
HigE (Table 3, Fig. 1) 8L Ui+ IEE (Table
4, Fig. 2) iz oW TRETL 72,

FEBI 1 TR, %5 30 Ao mEPREIZRE TE X
o tznd, %5 1 B 27.2 ug/ml 2R L, JRITA
B, 85304512178 ug/ml Db — 7% RL
PAN

EF 2 1B WT L, %5 30 9o MiEHIBEIZHIE
TELh o720 &5 1RET#£IC 32.3 ug/ml 2R 1L,
P PIREE L, &5 30 541 28.3 ug/ml Db — 7
N By

fEB) 3 TlE, %5 30 S iLCmEFIEEIR 374 ug/
ml %70, MBITNIEEI 525 ug/ml O E— 7 %5
L7

. == =

CFPM iZESHH 7 70 2K > RHEWLT & L
TRFEEN, 77 LHEHE, BEEICH L LEFROH
WA 7 L%RL, ¥5iC S. aureus, Streptococcus
preumoniae FD 7 7 LIGHEED 5, P. aeruginosa %
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Table 1. Clinical and bacteriological effect of cefepime in surgical infection
CaselAgel Diagnosis Previous | D2 | pyragion | LOtal| Isolated  (before)|\ e yocl Cinical | Bacteriological | Side-
no. | (y) Sex (Underlying disease) chemotherapy dose (days) dose | organism ! (ug/ml) | efficacy effect ff
|V ving (g < times) 4 (g) (after) | '#® effects
itoniti B. vulgatus 6.25
1|19|F peritonitis - — 1.0x2 5 10.0 ! excellent | eradicated —
(perforated appendicitis) 7
E. coli 0.025
peritonitis cefotiam E. faecalis >100
2 0% . -
30| F (perforated appendicitis) piperacillin 20x2 7 280 1 poor replaced
E. faecium >100
P. mirabilis 0.05
peritonitis E. coli 0.025
. di: X 12 i
3 (67| M| (perforated sigmoid colon cefotiam | 202 13 |soo| B distasonis 25 | good partially -
diverticulum) L eradicated
C. freundii 125
E. coli 0.05
P. aeruginosa
E. coli
peritonitis K. pneumoniae partially
Z X . . 117 11, . —
4|80 |F (acute appendicitis) cefmetazole 2.0%x2 8 320 B. /’rlagzlzs excellent eradicated
P. aeruginosa
S. epidermidis
S. sanguisII 0.2
peritonitis S. salivarius 0.05 . GOTt
- 0x 8 .0
5|67\ M (perforated duodenal ulcer) 10x2 16 1 fair unknown GPT1t
ND
E. coli 0.025
6 (86| F peritonitis - 10x2 9 |o| B vlees 625 | good | eradicated | —
(acute appendicitis) 1
peritonitis CNs 625
7|31(F (perforated duodenal ulcer) — 1.0x2 9 18.0 i good eradicated —
wound infection cefotiam B. thetaiotaomicron 125
8 34| M - latamoxef 1.0x2 7 14.0 1 good eradicated —
(perforated appendicitis) . .
clindamycin —_
. . B. fragilis
9 |40 (M wo%md infection cefmenoxime 1.0x2 7 14.0 ! fair unchanged —
(ascending colon cancer) -
B. fragilis
. . P. aeruginosa 313
w0l72| M wound mfe.cnon .flo'moxef 10x2 9 17.0 ! good unknown _
(adherent ileus) imipenem
ND
wound infection cefuzonam CNS 50
11|60 | F (gastric cancer) imipenem 0.5%X2 7 7.0 1 good eradicated -
g SBT/CPZ -
wound infection cefotiam 20x2 10 S. aureus (MRSA) >100
12|81/ M (rectal cancer) ceftazidime 1.0x2 5 500 ! good replaced -
. E. faecium >100
E. cloacae 0.05
13|52 | F wound'mfecll'o'n cefmetazole 1.0x2 11 22.0 E. faecalis 50 good par1.|ally -
(ulcerative colitis) ) eradicated
E. faecalis 50
P. aeruginosa 0.78
4|72 | M abdomu?al 1nfe§t1on cefmetazole 1.0x2 10 20.0 E. cloacae 02 good eradicated -
(hemorrhagic gastric ulcer) )
K. pneumoniae 0.025
i abscess E. 1i 50 )
1563 | M ileocecal ab‘scessA ceftizoxime 2.0x2 14 56.0 Jaecalis good eradicated -
(perforated cecal diverticulum) 1
CNS : coagulase negative staphylococci SBT/CPZ : sulbactam/cefoperazone ND : not done

MRSA : methicillin-resistant S. aureus
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Table 2. Patient profile and laboratory findings in the evaluation of the cefepime level in the serum and bile
Patient Age(y) Body . ) Laboratory findings
. Diagnosis .
no. Sex weight (kg) GOT GPT ALP ¥-GTP LDH t-Bil
1 ?\/} 68.5 HCC 26 21 155 55 283 0.71
2 70 475  Dileduct 54 55 278 137 404 1.2
M cancer
3 5: 54.0 HCC 55 47 237 41 374 1.64
HCC : hepatocellular carcinoma
Table 3. Serum concentration of cefepime following intravenous injection of 1.0g
Age(y) Serum concentration of cefepime (xg/ml)
Patient no.
Sex Before 05 1 2 3 4 (h)
61
1 M uD ND 27.2 16.2 ND 9.29
70
2 M uD ND 32.3 22.9 ND 9.66
58 -
3 F uD 374 26.8 ND 10.7 ND
Average — 374 28.77 19.55 10.7 9.48
UD : undetected (<0.5¢g/ml) ND : not done
Table 4. Bile concentration of cefepime following intravenous injection of 1.0g
Age(y) Bile concentration of cefepime (zg/ml)
Patient no.
Sex Before 05 1 2 3 4 24 (h)
1 16\/11 UD 17.8 13.2 9.7 ND 6.77 uD
70
2 M UuD 28.3 24.5 18.4 ND 8.64 UD
58
3 F UD 5.25 4.44 2.73 1.64 ND UD
UD : undetected (< 1gxg/ml) ND : not done

2077 LB CEACRBEFERERL, &8
MEDFELT 5 B-lactamase IZ K L THESD TEHE T
bBEEbLNTWBY,

Frz, —MREERSRBRIC B WV CHEEGEICH L TH
3 79.0 % OBEN BB ERT E I N TV B,

GBI 2 D 15 PIONFHIRYAEIC X 2 RET T
13, 12BIcEME 2 I3BEMH RO S, ARhEIT 80.0
%Th-7:, HBINTIR, EERTIRS/THICEMT
»Y, BIRESPSETIES/6 BlicHMZ RO, T2, i
TR 16, EERRE 1A TRvwTn
YEMTH - 72, FATHER O v 4 BITIE, 1 BIHR
AR, 2BIHER, 1PV EMTH -2, —H, KAT

AR ENF DM 11 B Tix, 9/116) (818 %) A
UL EDFEREED, FATHAERDOF LI L 5K
RiCIFEIED SN H DT EIIRR D LR
B-lactamase IZ%C5E T, % DBIEAL - 72 D HERE
rhhnwZrizksbnLBbnr,

SRR E Nz BERIC AT L ATREL PR ) MIC 1 %
HIE L 72h%, E. faecalis D 4 %k, E. faecium o 2 ¥k,
CNS » 1 #k, MRSA o 1 #kiz MIC & 50 xg/ml L1 |
DI, L L, NS0 BES NI 5 RER % KrEt
ThE, B5HIE. coli & E. faecalis DiRARIR T
Wik E. faecium (R EZRL 72 1 Bl EAL %517 L
RDHT, MUTTXTHMULEDHELRL Tz,

272, I
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Y 1 Bl A T E. faecalis H5BAF L 7205, HoBlTiz
FTRTINLDHEIZIEERL Tz, ZOMD T T LB
M, 77 LBMHEICIE MIC & 125 ug/ml LI T
WHENEZRL 72,

BIERIZABNE LD, 1B DABREDITF
BEERE VRO LN zp, + BB EEBEFILOM%T
LaN, BHEDRRBFRIIAL D TV GHEIC
BT 2 LEHNH B EBbn,

EINFATORE TlE, MFEHIBEI BT S D
Ehibel, 0 TREEERL, LB L 7225,
% 5% 3~4 B TY 10 ug/ml BIEDBEHIFF L N
TH Y, 5ED MICENKRE D &b A TS % i h i
ErfgbnTunwiz, 12, EHPAOBTIZIELDE
HH LN, 30BN E— 7EHZF NF 283 ug/ml,
17.8 ug/ml, 525 ug/ml & 7 -7z, I BEE & JEIH
BERLT L OUMEBEE RS b 7205, MPIRELRE
BN BEHRE <5 — > &R L T2,

intravenous injection of 1.0g

AFZ, ceftazidime (CAZ) & RIRRICIKIBE DAL
BITRETOERBNEEZ bNDH Y, BNHENE
ERTUE, BERLEYIIUD ET 2 IEERGEICHL
T, BRIUEIGEIFTEDL LD EEZ LT,

X 13
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BACTERIOLOGICAL AND CLINICAL STUDIES OF CEFEPIME IN THE
FIELD OF SURGERY

Sadanori Fuchimoto?, Kunzo Orita”,
Yuzo Ueda?, Yasunori Kuwata?,
Hideyuki Kimura®, Kazuo Kataoka®, Kiyoshi Mano®,
Naoya Kobayashi?, Junji Kasahara*, Eiji Konaga®

D1st Department of Surgery, Okayama University Medical School,
2-5-1 Shikata-cho, Okayama 700, Japan

2Department of Surgery, National Fukuyama Hospital

¥Department of Surgery, Okayama Saiseikai General Hospital

“Department of Surgery, Chugoku Chuo Hospital

SDepartment of Surgery, National Iwakuni Hospital

The clinical usefulness of cefepime (CFPM), a new injectable cephem antibiotic, was evaluated
with respect to clinical efficacy and distribution to human body fluids. The drug was administered to
15 cases with surgical infection by bolus or drip intravenous injection at a dose of 0.5~2.0 g twice a
day. In 7 cases of peritonitis, the clinical efficacy was “excellent” in 2 cases, “good” in 3, “fair” in 1
and “poor” in 1. In 6 cases of postoperative infection, it was “good” in 5 and “fair” in 1. In each case
of postoperative abdominal sepsis and ileocecal abscess, “good” efficacy was obtained. Thus, the
overall efficacy rate was 80.0 %. Bacteriologically, CFPM had high MIC values against several
strains such as Enterococcus faecalis, methicillin-resistant Staphylococcus aureus and Enterococcus
faecium, but the bacteriological response was not always correlated with the clinical efficacy. No
symptoms or signs associated with side effects were observed. Abnormal laboratory findings after
CFPM therapy were observed in only 1 case (elevations of GOT and GPT). The drug levels in the
serum and bile were evaluated in 3 cases in which a T-tube was inserted into the bile duct. Mean
serum concentrations of CFPM were 37.4 x4g/ml at 30 min after administration, and 28.77 xg/ml at
1 h, respectively. The levels gradually decreased thereafter to 9.48 xg/ml after 4 hours. However,
there was considerable case-to-case variation in biliary levels of CFPM with the peak values,
reached after 30 min, being 28.3, 17.8 and 5.25 xg/ml in the respective three cases.



