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Cefepime (CFPM) OREENMENIZ, HFAMER
13 BEIE ARHEYLAE R DR F7 Bk 14 #FE 250 #& (1988
£ 8 AL HE) 12D\ T, BAR{L¥REFOEEE
&, RAEEMIEBEE (MIC) Z3EL, ceft
azidime (CAZ), cefoperazone (CPZ) & H#L 7.
BEMEREICOWTIZRE L < BR8Pk (1988 49 AU
FEorBE) ORSMER 3 BAE 0 BRIC OV THRAKHR
MIC &g ki # L ¢ MIC ##ilE L, CAZ, CPZ¢
L 72,

2. B K

LW X 2 CFPM 3 & U e 3K #) > MICso,
MIC4o 3 & UF range % Table 1 1Z/”L 72,

S. aureus 20 #RIZ X3 5 CFPM o MIC (3 0.78~>

*T227 B ik A 1-30
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Table 1. Comparative in vitro activity of cefepime, ceftazidime and cefoperazone
MIC (ug/ml)
Organism (no. of strains) Drug
MICs, MICyo Range
Cefepime 1.56 12.5 0.78~>100
S. aureus (20) Ceftazidime 3.13 50 1.56~>100
Cefoperazone 1.56 100 0.05~>100
Cefepime 1.56 3.13 0.39~100
S. epidermidis (30) Ceftazidime 3.13 6.25 1.56~>100
Cefoperazone 0.39 3.13 0.025~50
Cefepime 100 >100 25~>100
E. faecalis (20) Ceftazidime 100 >100 50~ >100
Cefoperazone 25 50 12.5~100
Cefepime 0.025 0.05 <0.025~0.05
E. coli (20) Ceftazidime 0.2 0.2 0.05~0.39
Cefoperazone 0.2 0.39 0.05~100
Cefepime 0.025 0.1 <0.025~0.1
K. pneumoniae (20) Ceftazidime 0.1 0.39 0.05~0.78
Cefoperazone 0.78 12.5 0.2~50
Cefepime 0.025 0.1 <0.025~0.1
P. mirabilis (20) Ceftazidime 0.05 0.1 0.025~0.2
Cefoperazone 0.39 1.56 0.05~50
Cefepime 0.025 0.05 <0.025~0.78
P. vulgaris (18) Ceftazidime 0.025 0.2 <0.025~0.78
Cefoperazone 1.56 6.25 0.39~>100
Cefepime <0.025 0.025 <0.025~0.025
M. morganii (11) Ceftazidime 0.05 12,5 <0.025~25
Cefoperazone 1.56 25 0.2~50
Cefepime 0.025 0.05 <0.025~0.1
P. rettgeri (11) Ceftazidime 0.05 0.1 <0.025~0.2
Cefoperazone 1.56 3.13 0.2~6.25
Cefepime 1.56 50 0.78~>100
P. aeruginosa (20) Ceftazidime 1.56 50 0.39~>100
Cefoperazone 6.25 >100 1.56~>100
Cefepime 0.78 1.56 0.1~3.13
S. marcescens (10) Ceftazidime 0.78 1.56 0.1~1.56
Cefoperazone 50 >100 1.56~>100

100 pg/mlico#iL, % MICsfEix 1.56 xg/ml,
MIC,ofiid 12.5 pg/ml T, IEAE] & N2 & MICs,
ENZEIZ L7\, MIC BN ZEIF R E <, EHEN L
LWEATRE N2,

Staphylococcus epidermidis 30 ¥k = ¥+ 3 5 CFPM
) MIC i3 0.39~100 g/ml =545 L, MICsofii3 1.56
ug/ml, MICyfifiiz 3.13 ug/ml T, HiFl L NFEIFL %
l’\o

Enterococcus faecalis 20 #:12 %49 % CFPM o MIC
1$256~>100 pg/mlic45 L, MICs, MIC,ofitild Z
NEN 100, >100 wg/ml T, fBFElEDEL Dk,

Escherichia coli 20 #I= %43 5 CFPM o MIC i3 <
0.025~0.05 wg/ml iz545 L, MICsofiiid 0.025 ug/ml,

MIC,ofitiiZ 0.05 ug/ml T, MFEl& N EZHEA RV,

Klebsiella  pneumoniae 20 #RIZ %5 5 CFPM o
MIC 13 <0.025~0.1 gg/ml 5 L, Al L &%
AR,

Proteus mirabilis 20 #ki=%+3 5 CFPM o MIC (2
<0.025~0.1 ug/ml 125315 L, CAZ £ IZARETH
5%,

Proteus vulgaris 18 #ki2x19 5 CFPM o MIC 13 <
0.025~0.78 ug/mlic5 AL, CAZ LIZIZRIEETH
%,

Morganella morganii 11 #%kI2x4$ 5 CFPM o> MIC
13 0.025 wg/ml AT T, wLEEHEAIR,

Providencia rettgeri 11 ¥RICHT L T4 RSEVEAR |
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Table1l. Continued
MIC (ug/ml)
Organism (no. of strains) Drug
MIC;, MICs, Range
Cefepime 0.39 1.56 0.2~1.56
E. aerogenes (10) Ceftazidime 50 100 12.5~100
Cefoperazone 50 100 25~100
Cefepime 0.1 0.2 0.025~0.78
E. cloacae (20) Ceftazidime 0.39 25 0.1~25
Cefoperazone 0.78 50 0.2~>100
Cefepime 0.2 3.13 <0.025~12.5
C. freundii (20) Ceftazidime 100 >100 0.1~>100
Cefoperazone >100 >100 0.2~>100
A'?e;::;f;;ar;‘s’t°°°°c(‘l0()30) Cefepime 01 039 0.025~0.78
S. intermedius (10) Ceftazidime 0.39 1.56 0.2~6.25
S, morbillorum (10) Cefoperazone 0.2 0.78 0.025~1.56
Peptostreptococcus spp. (30)
P. asaccharolyticus (10) Cefepime 0.05 0.78 <0.025~125
P anaerobius (10} | oty sidime 0.39 3.13 0.1~50
P. magnus (5)
P. micros (3) Cefoperazone 0.05 0.78 <0.025~6.25
P. indolicus (2)
B. fragilis group (30)
B. fragilis (10) Cefepime 50 >100 3.13~>100
B. theaiotaomicron (10) | oy idgime 25 >100 3.13~>100
B. distasonis (5)
B. ovatus (3 Cefoperazone 12.5 >100 1.56~>100
B. vulgatus (2)
Table 2. Concentration of cefepime in serum and genital tissues after i.v. administration of 1.0g
Concentration of cefepime (ug/ml or ug/g)
Time after - - -
administration | Arterial Venous Endometrium | Myometrium Cervn}x Po-rtxo. Ovary Oviduct
serum serum uteri vaginalis
1h23m 344 34.6 243 22.4 30.8 36.4 — 25.8
1h25m 23.9 235 215 215 28.6 274 26.1 266
1h57m 13.0 134 11.6 11.7 14.7 12.7 133 155
2h27m 15.7 145 7.67 7.92 10.3 12.0 159 142
3h15m 9.28 9.45 8.06 9.04 9.70 14.1 — 10.0
4h20m 412 4.30 3.46 - 3.23 3.23 443 5.98 474
4h33m 6.03 5.83 3.78 411 5.87 4.49 6.36 4.85
5h32m — 1.52 0.89 0.92 0.98 2.38 — -
7h15m 1.06 1.04 1.12 1.09 1.12 121 1.84 138
7h4lm 0.70 0.61 0.63 0.54 0.70 0.85 — 111
7h59m 1.34 1.37 1.74 1.86 2.14 2.10 2.67 1.73

<0.025~0.1 ug/mlic4#5 L, CAZ LIZIZERETH

5O

P. aeruginosa 20 #ki= x4 % CFPM o MIC i 0.78
~>100 ug/mlic P45 L, % MICsoffiit 1.56 ug/

60

ml, MICeffiiZ 50 ug/ml T, CAZ &IiIZERETH

Servatia marcescens 10 Bz 5 L Tid 0.1~3.13 g/
mlicafm L, CAZ LIZIZEIRRETH 5.
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Fig. 1. Serum and tissue concentration of cefepime after i.v. administration

of 1.0g
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Enterobacter aerogenes 10 ¥RiZxt L Cix 0.2~1.56 50 _1
ug/mlico A L, fH & D EEEI R,
404 o --e pelvic dead space exudate

Enterobacter cloacae 20 #Riz¥L Tix 0.025~0.78
pg/mlicoAi L, AL D RESEIR W,

Citrobacter freundii 20 #RIZx L Tix<0.025~12.5
ug/mlicoAE L, &L BEHEHI R,

Anaerobic streptococci 30 #kizx L Tt 0.025~0.78
pg/mlicof L, MFlL ) LEREELRV,

Peptostreptococcus spp. 30 BRIZxt L T3 <0.025~
125 pg/mlicaAm L, ML D BRSEHEITR V.

Bacteroides fragilis group 30 #kicxtL Ti3, 3.13~
>100 pg/mlicA L, MFIEIZEAEEDL ) Hihh
272,

II. BEAMSBASARE

1. 5 &

FELETN, BRSO EENMESEGNEE 2R
ET A, FEHECFELTEMMEITREICHE
CFPM 1.0 g # 20 ml o 5 %¥ERICER L C 37T
BEL (1161), —ERM%IcHEm L 22, S5 %R
#51%, MAFERRERSZ ToORMEL, FFICT
BENRAEIRD L3R L CliE & o8 L REicatL 22,
eI g, BEALE ORI, £EAEKTE
HEOMMB* FEFEERL, —20CIcEREREFEL. &
W, FE%pHO60n 1% v BEBHEEEZMZ, K%
CPHAF—THEIFH L L, EOLEEREICHL .

F 72, FELRRESHMEDBBIEEREEDHITE
ExRET L7120, TELALEMNE A% 1gvH
EL, Fr—r X DRI BEREHERLT, 20
w O EEERIECEEL 72,

CFPM B RIEHEL, Morganella morganii IFO
3848 FMRER & T 5 discHEIZ L D RIEL 72,

2. B &

1) BHEAEREGENBE

Table 2iC/RT &<, FEBIRIM & BFEEMRIML O M
HPEEIZIZIZT-BL, 5% 1BH23 22 RE1E
(34.4, 346 pg/ml) & LT, LI%, BEEICESL,
TR 59 4T Z N FH 1.34, 1.37 ug/ml HEBH LN
7oo MKAPICIZR 514 1 B 23 5o 36.4 ug/g 2 RS
fEE L, 78 41 9T 054 ug/g H8& b7z, Fig.
lLicxznBEBRL 72,

2) BRI RIRE

FREFERER IR P ICIL, #2514 304 T 3.85 pg/ml
DD LN, 2EERBIC Y — 71E27.3 ug/ml 5755
L, 12 KpfEf£ic 1.05 ug/ml #5888 5 7z, Fig. 2142
ZNREBERRL 72,

&—e Venous serum

Concentration (ug/ml)

Time (h)
. Concentration (ug/ml)
Time () T3 [ 1] 6 [ 312
Pelvic dead

ND | 385|189 27.3{13.7 4.38| 275 1.05
space exudate

Venousserum| ND | 47.3 | 28.4 | 11.9 | 4.22 ) 1.95| 0.64 | ND

ND:not detected

Fig. 2. Concentration of cefepime in venous serum
and pelvic dead space exudate (1.0g i.v.)

. &

1. NRBIUHE

1988410 A & 1 1989 4 9 A  ToRic, BHIX¥
EEWR ARIBEE MEER I AR L 72 BEIR AR RILE 194
ENRE L, ZNORWRIZ Table3icRwT LI, F
ERARBEI0H, FETRESBKR2A, FHIEER]
B, BREBEEL2H, ) CIREE 2, BER
BLIR 161, BREBER 1BITH 5. 85F53, 1R
g 1 B2EBEZIGABBEZRENE Ly, —B
fEPlIC 1@ 2.0g, F72131 H3EBE# L7, #58
iz 3~10 BRIICRA 72,

OBEFNIHERE L e - 72,

2. HFRHEEE

ERPRZhRIL, RABEOWE, HEEROLEL, RE
BAENEAL Y Eh LRAMICHEL, 3 BURICEN
kB L CEK, REFROEHLEEIROLNALE
AREHEL, EROBFICENLULORELZELL
LOEAR, BHEEKRONE BOMEIHALST
LWL DRENE Lz, MEFRRIRIL, BOWKL
2y DIzt L, BE, EEORSIEBL L, BE
DEAL 72 b DIRERR, BEhoLwboRrTFELL
720

3. EBIHIERKRIR

FEMWRBYGE 10616 D, Case no. 1 I3RS 218
BRWER 3 B BICREL - FERRRT, Aot#
#2i: & L T sulbactum/ampicillin (SBT/ABPC) »*#

K & B
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Table 3. Clinical results of cefepime treatment in gynecological and obstetric infection
el ) Underlying | Preceding| - Organism MIC Daily | Dura- | Total | o)) | gaerogial | Side-
" B)(IV Diagnosis condit}i,ong chemoth- [i{ol:e__ (ug/ml) Route | dose | tion | dose efficac: effecg; effects
" (kg) erapy After HE grtimes| | (days) | (g) y
E. coli(4) 0.05
38 | intrauterine . SBT/ B. fragilis (+) 50 . X
1 54 infection abortion ABPC | P. anaerobius (+) 0.39 iv. 1x2 3 6 good |eradicated| —
(=)
intra i E. de - 0.39
2 ig mitr:fdel;tt?::e D&c BAPC C(W(o-e)nsw) iv. | Ix2 ] 3 6 | good |eradicated| —
i i S. 5 3.13
3o | Mo labor =55 ) iv. [1x2| 6 | 12 | good |eradicated| —
S. dysgalactiae (+) 0.025
24 | intrauterine S. agalactiae () 0.05 X .
4 53 infection D&C BAPC CNS(+) 0.78 v, 1x2 5 9 good |eradicated| —
(=)
i i P. harolyticus (+ 0.05
5 3 mitnrfae '?S::e D&C oo (rz;;u‘us ! iv. 1x2 3 6 good |eradicated| —
i i . P harolyticus (+ 0.025 .
6 gé mi:;:ittei;:e abortion M“?’_U';“msl ) iv. 1x2 3 6 good |eradicated| —
19 | intrauterine S. aureus (+) 1.56
7| 49 infection labor S. agalactiae (4f) 0.05 iv. | 1x2 3 6 good |eradicated| -
(=)
21 | intrauterine S. capitis (+) 0.39 .
8156 | infection D&cC BAPC | S cpidermidis (+) | 625 | W | X2 ® 6 | good | replaced | —
3 i i N Iyticus (+ 3.13
g | 33| intrauterine D&C | BAPC | == ) iv. | 1x2 | 10 | 19 | good |eradicated| —
31 intrauterine BAPC S. warneri (4) >100 . 1x3 3
10 39 infection labor AZT S warneri (1) >100 iv. 1x2 2 13 good |unchanged| —
19 pelvic tubo ovarial S. haemolyticus (+) 0.78 d.i. . .
1 53 peritonitis abscess (=) i.{r 1x2 8 16 good |eradicated | —
24 pelvic R-adherent CPM no growth .
12 51 peritonitis  |ovarian abscess| BAPC V- 1x2 5 10 good |unknown | —
48 ... |uterine myoma E. faecalis (+) | 100 .
13 56 parametritis hysterectomy [ ) J iv. 1x2 8 16 good |unknown| —
40 uterine myoma E. Jaccalis (1) 50
14 50 parametritis hysterectomy K. Dneumon.we(ﬂ-) <0.025 iv. 1x2 3 6 good |unknown| —
E. faecalis (+) 50
54 |inframmatory of | cervical cancer E. faecalis (4+) 50 .
1 ; s -
5 48 Fetroperitonea] spacd hysterectomy E. faecalis (+) 50 v 1x2 10 20 good | decreased
., K. pneumoniae () 0.05
16 i? bzr;:;lézs — P._asaccharolyticus (4}) 0.05 iv. | 1x2 3 6 good |eradicated| —
(=)
38 bartholin’ S. aureus (++) >100 .
1 3 :;)s:e;:s . (,{) iv. | 1x2 8 15 | good |eradicated| —
: terine myoma .
46 |abd 1 n| P. asaccharolyticus (+) 0.05 R
18 73 su(;r;::r::ti:: hyste{)?\;tomy (_;V Lv. 1x2 5 10 good |eradicated| —
33 - E. coli () <0025 | di | 9y
19 — b _
7 pyelonephritis E coli (1) 2005 ]l\ 1x1 8 24 good unchanged‘

BW : body weight

D&C : dilation and curettage

DM ! diabetes mellitus

SBT/ABPC : sulbactam/ampicillin

AZT : aztreonam

BAPC : bacampicillin

CPM ! cefpiramide
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EINT w3 ESDHOAREILFERE N, FHERK
FL, BLMHEL, A TH-72, Caseno. 6 b, #E
RE 8B EHRMERNDTFENRYET, MEEITI%L <,
AR & > CRBIEREEL, HLMEEL, AHTH-
7z, Caseno.2, 4, 5, 8, 9iZVTN b ATEIRPH
WD FENRBYRT, No.2, 4, 8, JIZFIHRELL T
bacampicillin (BAPC) »*#&0#&53nTEY, No.5
IR v, A 3~10 BRERSIC LD, &PHE
WordEsh, @D No. 8 #BRWTiEkL, A®MT
H -7z, Caseno.3, 7, 10 ZFHEHEDTFENRLT,
No. 3, 7 {3 A3 % <, No. 10 i3 BAPC, aztreonam
(AZT) 53N Twb, KHI3~6 HREKESIC &
N, BERIEEIN, HFHTHN, No.3, 7i3ME
LiE% L 7245, No. 10 i3 Staphylococcus warneri 58
HEN, HERET, MEXHHRITETH-
Caseno. 11, 12 I3 BF8EBL T, FMHIHETINTE
D, FL—r%EF&EBEL T3, No. 11143, ALY
Staphylococcus haemolyticus R ENTEB Y, &H|
FRICE VER»EEL, HLBEXLTEMNTH- 72,
No. 12 i34f1% cefpiramide (CPM), BAPC »s#5 &
nTwichs, ESOLbERE2RGLILNT, BE5
BB KEETIIME 2 R TE b - 7205, AR
Bic kD EROEES A 0T, BERDIRAER), HE
FHIEIREAER & |72, Caseno. 13, 14 iz FE &G BM
BOTFTEERABRT, AIRERI TV, KEIREIC L
DERYREL 0T, BERMRASE Lz, MEE
BIZhFRIZ, BREHSBAB L DT, R E L 72, Case no.
15 3 FESBE [a TERNFE LM 2 BT L 227
R L 1B RSERER T, BRI, ARoFERIC
L VERNBELZD, HRhELHEL 2, Case no.
16, 1743750 MY Y RIBE T, FHMEHBITL TH,
WEARZRE L, EREEFBOANTHY), HE
LiE%k L7z, Case no. 18 i3 TE AWML N EE LI
T, AREREICLD, WBRL, WME LKL 2, Case
no. 1913, BERER T, BREIIL <, FAHBEEIC L
N, ERIZHEERL, BHELHEL 22, HERTALET
Hotz,
Pk, 8532k, 90LB»EHNTH- 72,
4. EBIIHBEFRHE
B, MEIREINDIE 195 16 5T, F
BANEYGTiE 10 Bl 8 Blheteit, BERA 1H, A%
140, BRI 2 BlixbetEqt 1 41, RER 1 @, FE3E
AR 2PIITH, BEIFES 1HITEL, <L
) BRIRE 2 BlidEEE L, BRBE(LIR 1 BlIZReHEAL, B
HERIBITET, BIET 5 &, B 126, B
14, WA 18, %26, B8 3BT, MKk 8L

3% TH -7z,

5. SrEEEFIMEFRIZNR

FRNT L, MBI NAMBEIT 14 HE 22 %o
BIBIL, AEFEAKRELY, HWEARERIZ864BTH-1

6. EIEA

AEMERIC L 2BIERIZL A <, BRREMEREE
LEER G BBD L - 72,

7. B B

U EDBRREE % BIET 5 &, CFPM I3 ERARKE
BOBGSEIC R L, BRREFR, HEENMEIZDH L
n, BMERIZ b -7z,

Iv. % %=

CFPM (37 ) A } V- =4 X¥— XA SHT
BRI -ESEE7 7o AR > REEWE T L
HWOWEAR7 PLEEBL, BAOLHEEELRT,
7, FEMBAOEET 5 B-lactamase (23 LEH T
FETH DY,

o, BRNBERREBWERBELREFTH
O, b ORES L ERREIAREL RIS,

A, FzIZERABHC BT 3 4 8RE, RBR
LGE 2 TR & L TARDOBRKRRE 21TV, 72, B
RBERRICNT 20081, FEMESOBITELR
L 72,

IEFEDOERABBREIE» 513, 77 LBEEEY
iR e L, 77 LBM%HE, RAEESI SEERIE
ENTEY, LroBEEETHBZ 0%, IR
INLNEENEZ TN L TREFLHEERL,
FICAEB TREBEEDE S, S. aureus, coagulase
negative staphylococci (CNS), E. coli, K. pneumo-
niae, Peptostreptococcus spp. %z i L T B iF st
HERLZZ LD 0, FEOMEFOMFIIFTE
2bnrFEZ LN,

FEEBCESSE, BENEREROFEEE
BADBATICONWTIR, RIFLBITHFEH LN, $<
DREZME D MIC, l % H <—F pELBLNLZ
b, BREBRTIcBIT 2MEEES I TELZL
FRL T3,

FREREGARIC D\ T3, EER ARG IC XL, 11
1.0 g, 1 H2HEEET, EEFEEKRIRIZAREI00
%, BEBFIMEFEEZNRIZ SRR 81.3 %, FHEETIN
BRI RIT, 1A 86.4 BNFERE2/LY, Zhid
W Ry 7 L BT 5 BEHRMY L ABEETH Y,
ERNBREL—KTEIDL W) T eHTED,

BIERERY T, REEEFLLZH TR,
S RT T MBI BB TIRY, 2.3 %NRFAED
Slzd, i, MORREN ERELELLN,
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BACTERIOLOGICAL, PHARMACOKINETIC AND CLINICAL STUDIES ON
CEFEPIME IN OBSTETRICS AND GYNECOLOGY

Nankun Cho?, Kango Fukunaga?®, Katsuaki Kunii®, Koichi Deguchi®

YDepartment of Obstetrics and Gynecology, School of Medicine,
Showa University, Fujigaoka Hospital,
1-30 Fujigaoka, Midori-ku, Yokohama 227, Japan
“Department of Obstetrics and Gynecology,
International Goodwill Hospital
¥Kunii Hospital

“Tokyo Clinical Research Center

The newly developed cephalosporin antibiotic, cefepime, was investigated for its antibacterial
activity, tissue penetration, clinical efficacy and bacteriological effect in obstetrics and gynecology
patients. The following results were obtained,

1. Antibacterial activity : The MICs of cefepime for 340 strains of 17 species of clinical isolates
were examined. The MIC,, ranged from 3.13~ > 100 xg/ml for Gram-positive cocci, 0.025~50 xg/ml
for Gram-negative bacilli, 0.39~0.78 xg/ml for anaerobic cocci, and >100 xg/ml for anaerobic
bacilli. '

2. Tissue penetration : Tissue penetration of the drug into intrapelvic genital organs was good.
The level in uterine arterial serum was similar to that of cubital vein serum and the peak level in
uterine or adnexal tissues ranged from 22.4~36.4 ug/g after intravenous injection of 1.0 g. The peak
level of the drug in pelvic dead space exudate was 27.3 pg/ml after 2 hours of administration and 1.
05 gg/ml at 12 hours.

3. Clinical results : Cefepime was given to 19 cases of obstetric and gynecological infections at a
daily dose of 2.0 g for 3~ 10 days, The clinical efficacy was 100 %, the bacteriological effect was 81.
3% and the eradication rate against isolated organisms was 86.4 %. No side effects were observed.

4. From these findings, cefepime is considered to be a useful antibiotic against obstetric and
gynecological infections.



