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CHEMOTHERAPY

B FERMEIBUC 1) 5 Cefepime N EEBER - BRIKEIRRES

WHE B - WA RE-DEOE
BMERAY R BT E

FLOEHBL7 702K > RHUEWHE TH % cefepime (CFPM) % B BRFHRIBUC TRES
L7,

1. BMReRE L 1) 58 L 72 Staphylococcus aureus 118 #RiZx+9 % MIC % 10°cells/ml #
B TRIZEL 72, SB & L T cefuzonam (CZON), ceftazidime (CAZ), cefotaxime (CTX)
% MAv7z, MICs0i3 CFPM i 3.13 ug/ml, CZON (3 0.78 ug/ml, CAZ (% 6.25 ug/ml, CTX
13313 ug/ml THh - 72,

2. 7 b2 CFPM 20 mg/kg 8 kN5 L 728k 15, 3047, 1, 2 BRfOMENRE,
RENIBEIZ ZNF 414, 245, 105, 0.74 ug/ml, 25.0, 15.1, 6.17, 1.09 ug/g (n=4) T
H 72,

3. FMHEATEE 3 &I CFPM 1 g #IkMRS L o mEN, EENBEIZZNEFN8LS5
ug/ml, 382 ug/g (10 571%) (n=1), 59.4 pg/ml, 17.6 ug/g (25451%) (n=3) TH-72,

4. BMREGRIERESHIC CFPM 1g # 1 B 2B 5~8 HRESEEHEL 72, Exh 46, F5h1
BIThH-72, BEBEE L TE S aureus 4 ¥k, Peptostreptococcus prevotii 1 ¥kZRRH L, £Hl
B Xz, BIWERIZ 1 BITTRI» A SN,
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Cefepime (CFPM) 13¥rL < BARE N EHH L7
7OARY) CREWETHY), 77 LBEEREBLY
77 LEMREIC LIREVWHEZ 7 b LvEAFL, &
WEHEIC L NG RICHFIL BV P IBE S LN
Y, A8, K GREERBEICHERT 2 e 2B 20
T, BEEEMRETAMZ THET 5,

I. ¥ & F &

1. B E L D 58 L 72 Staphylococcus aur-
eus 12344 5 MIC

BBREYIRE L VS8 72 S. aureus 118 ¥k % 1
L, BARCEHBEAREE2I2# ¢, 10° cells/ml
iR MIC # CFPM, cefuzonam (CZON), ceft-
azidime (CAZ), cefotaxime (CTX) I2 >\ CHIEL
72, MW HEH & L T Mueller-Hinton broth (BB
L), #zEMsEH & L T Mueller-Hinton agar (BBL)
RV, WERMICIZI 7a 77 s—%FRLE,

2. 7w MBI 5 CFPM DN, K ERsE

Wistar &7~ b (200 g #iifg) 1&E4CE A,
CFPM 20 mg/kg% Bk & 1 %5 L, 092 M0E
W, EENBEZNEL L, #5%1549, 304, 1,
2 B4 = — T VBRI IS SHBAR & 0 BRI B L,
B A ME L TR A BRULL 72, MMIEE L L 7215,

M3 % M L HE F T—20°C THEREL 72, KRt
BT I3 3 AICTRELRE, TX2RMM
1L, 0.1 M phosphate buffer (pH 7.0) 2 f&& (V/
W) #%7mz T Polytron &# R €+ 4 ¥ —Ic Tk E
DA XL, 1EMEEE L 2%, 4C, 22,000xg, 104
FELL, 20LBsEBORREL, MEET-2
CTHRBERT L, EERNBEIMEE L KR8
LIBREEL N ICHREL 72, WIEIX Morganella mor-
ganii IFO 3848 % Fi\>7z bioassay #ic & ) 7)) A b
Vo 2 A X — XA SIS TRIE L 72, 72720,
MFERSOZEAMBRIT T -~ 2 A, HgREY
F— F DRE#RIAIZ 0.1 M phosphate buffer (pH 7.
0) ZHVWTZENFNERL 2,

3. k MiZ2BIF 5 CFPM N, KEHIBE

FMMATEE 3412 CFPM 1 g #&HL, MEA,
BEERBELRELZ, 1FITIZI00BBLU25T
%, 2PITI3 25 igIc i & R 2 IRELL, 7
MCBU B ERBDKETT ) A b - 24 X — X0
RARASHIC TREL 72, 222250, miFREOEE
BT E b L% vz,

4. BRERRRGS

FERITE 1 A S FRIGE 9 A : Tollic gamER

ST 783 v [ ifi i) WY )i



voL 39 S-2

R BRM4EEIC 81T 5 Cefepime

339

K ERHC ABE L, IGBROEE % 1572 16 Ll LD
BRERESHIZNR L Lz, ZOWNRITEMIE 1
B, FRERE 1), & o 14, RTERELE, BEme
1BITH 72, HEREEELTIECFPM g% 1 H 2
HEEEL, BRNREREL 22,

K E I FRRAEIL 7 EIRE D E A HIRIC &
NHEX NI, HERIEE LT, BEE, Lo, 9EH
%, BMIETIZ5 BE $ CICEHRELEZY, WEE
), PRUELRRAYN, TELL I I ELE
MrlL, THEHE CICEHSEELZ AN, TELPLPH
m, FRLSNEESE L2, ETRETIITHEEXT
I ZHUEE R EN), WELAEY, RWELRRER,
Yy Lo EELESE L, 10 HEH E CICEHK
LA, KELLRLEMN, TS EERE L,

II. #& 2

1. BEERYYRE LN EEL 72 S aureus I3 5
MIC

Table 1 i CFPM, CZON, CAZ, CTX o MIC(10°
cells/ml B#8) #55%, CFPM i% 1.56 & & > 100 ug/
ml 1255 L, MICsl% 3.13 ug/ml T - 72, CZON i
0.39 7% >100 xg/ml 245 L, MICsold 0.78 ug/ml
TH-72. CAZ 13 313 75 125 pg/mlic s L,
MICs, i3 6.25 ug/ml TH 72, CTX i 1.56 225 >
100 pg/ml i L, MICsoid 3.13 ug/ml Th - 72,

2. Jv MBI} CFPM o MiiEN, KEENIEE

Fig. 1127 v Mz 1+ 5 CFPM 0N, EEHiE
Exrd, 154, 304, 1, 2 BERZOMBRIEE (ug

/ml) iz F N Fh 414, 245, 10.5, 0.74, BEEPBEE (ug
/g) 3ZFnFn 250, 151, 6.17, 1.09 (EEE) TH
N, MEMRECKT 2 EEBRBEL (BEERTE
IEZENZEA 060, 0.62, 059, 147 Th-7z,

3. t MicBiF 3 CFPM o MmiBEW, KEMNBE

Table2 it Mz BT 2 CFPM D iEMN, K EH#
EERT, MENBE (vg/ml), KENBE (ug/g)
2 FNEN8LS, 382 (104%%) (n=1), 59.4, 17.6

204

Concentration (ug/ml or ug/g)

104

0

15 | 30 60 120 (min)
[Skin/Serum] 0.60 [ 0.62 0.59 147
Fig. 1. Skin and serum levels of cefepime in rats

Tablel. Sensitivity distribution of Staphylococcus aureus (118 stranis, 10° cells/ml)
MIC (gzg/ml)
Drugs

Range 50% 90%
Cefepime 1.56~>100 3.13 100
Cefuzonam 0.39~>100 0.78 25
Ceftazidime 3.13~125 6.25 6.25
Cefotaxime 1.56~>100 3.13 50

Table 2. Concentration of cefepime in serum and skin after i.v. injection of 1g

Concentration
Age Body - Skin/Serum
No. (y) weight Skin (ug/g) Serum (gg/ml)
Sex (kg) . - . - - ;
10min 25min 10min 25min 10min 25min
1 39
+ — 38.2 11.9 81.5 61.8 0.47 0.19
67
2 of — — —
i 61 17.0 57.8 0.29
17
3 i 60 24.0 58.7 — 0.41
Mean +SD 382 17.6 £6.07 81.5 59.4 +£2.10 0.47 0.30 £0.11
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Table 3. Clinical summary of cefepime
Agely) Diagnosis Treatment Isolated organism Effect
No. Daily dose | Duration | Total dose . c lini .| Sideeffects

Sex Underlying disease (gxtimes)| (days) (g) Species [Count| Clinical |Bacteriological
31 bacteriemia

1 1x2 5 9 S. aureus| +H good |eradicated | diarrhea
M atopic dermatitis
19 furunculosis

2 1x2 5 10 fMauri\u; tH | excellent |eradicated —
F prurigo simplex subacuta RS
22 carbuncle

3 y 1x2 7 13 S. aureus| th |excellent |eradicated -
1
34 subcutaneous abscess

4 1x2 8 15 P. prevotii| + |excellent |eradicated —_
M morbus Recklinghausen
78 cellulitis

5 N erythroderma 1x2 5 10 S. aureus| tH |excellent |eradicated —

trichophytia superficialis

MRSA : methicillin-resistant S. aureus

(25971%) (n=3) TH " EEBATEIEIZN TN 047,
030 TH- 12,

4. BRIRAIRRES

Table 3 Iz BRKBE—BE % ~"d, SBUCHAL, &M
40, B 1B & &BIEULTH - 72, o8 & LT
I S. aureus 4 ¥k, Peptostreptococcus prevotii 1 ¥k%
L, ek ns, BEHE L T1IHTTH
A bz,

. # =3

CFPM & S. aureus \=xt3 5 MICsol3 3.13 pg/ml
TH'), CZONIZHL 2FIZEEC, CTX LixE%,
CAZIZL 1BIZERFTHY, CZON IZ iz
2400, CTX % CAZ LilizRFEFZ 23 2 nll ko
MENEETHEEbNS,

CFPM # 7 v }iZ 20 mg/kgHiRIFIR A5 L 72 8%
DI IEREATHFIL 15 47412 0.60, 30 431412 0.62, 1 BRRE
#%120.59, 2BFMIZIC 14T TH -2, TN S DHEIZT
CZON D E MFRATHFE I HE L TE <, EB~OBAT
IIRHTHL EEbNS,

E MBI BMENE & R BNIBENORET TL M
HABSLUEBNBEIRIFTH), BEBITELS

<, S. aureus \233$ 4K MIC & HE2E&b¥bE
BRIV E AT HFTCE 2 ENBELIBLND &
Bbins,

BEPREAE TIZ S BICHR L, &BIFER v LA
RFu#R»rHBons, BRE L L T34HTS
aureus, 1B T P. prevotii #RRHE L, &P TREIN,
BVHEFEAMRER L, BFERHE L Tid 1HITH
FEDOTHIH A LN, ZOFER TIELFIIC <=
) RIERDOWIREFIC RN FTHRASEL TEY,
AHITLRIEDEIERD S b bz b ok Bbis,
F 72 [EHER T FERER DI S5 A b Uz, EBER
BLT7Me—MEBAZAELTEY, ks
MBIk L DR etErE - E B b,

X 73

1) % 38 Bl H AR LM FELBE, HE VK IT A
Cefepime, &, 1990

2) BAMbHREYS  BNREMIERE (MIC) Ofl
EHEBHETIZ O\ T, Chemotherapy 29 : 76~179,
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3) hHIBCY, AR, FHEKES MRS BT
% L-105 ) #REHY - iR EYRRES, Chemotherapy 34
(S-3) : 704~706, 1986
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IN VITRO AND CLINICAL STUDIES OF CEFEPIME
FOR INFECTIOUS SKIN DISEASES

Masami Ikeda, Yasuo Yamamoto, Hajime Kodama
Department of Dermatology, Kochi Medical School,
Okohcho, Nankoku, Kochi 783, Japan

1. The minimum inhibitory concentrations (MIC,) (10° cells/ml) of cefepime (CFPM), cef-
uzonam (CZON), ceftazidime (CAZ) and cefotaxime (CTX) were assayed against 118 strains of
Staphylococcus aureus that were isolated from infectious skin lesions. The MICs, of CFPM, CZON,
CAZ and CTX were 3.13, 0.78, 6.25 and 3.13 xg/ml, respectively.

2. Serum levels of CFPM in rats (n=4) at 15 min, 30 min, 1 h and 2 h after intravenous injection
(20 mg/kg) were 41.4, 24.5, 10.5 and 0.74 xg/ml, respectively. The corresponding CFPM concentra-
tions in the skin were 25.0, 15.1, 6.17 and 1.09 xg/g (wet weight).

3. Human serum levels of CFPM at 10 min (n=1) and 25 min (n=3) after lg intravenous injection
were 81.5 xg/ml and 59.4 ug/ml. The corresponding CFPM concentrations in the skin were 38.2 ug
/g and 17.6 ug/g (wet weight).

4. One gram of CFPM was administered intravenously twice a day for 5~8 days to 5 patients with
infectious skin diseases. Excellent improvement was observed in 4 cases and the remaining case was
judged to have a good response. Four strains of S. aureus and one strain of Peptostreptococcus prevotii
were isolated from the lesions. Every strain was eradicated by CFPM administration. One patient had
diarrhea as a side effect.



