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PEIR AEMEIZ BT 5 cefluprenam 7 FEHER],

BRPREIRR Y

fRE - WJT BHE - BE LT
TARRF SLEE R R B IR AR

HLCHERBINENAL 7 2 2 25EMWY cefluprenam (CFLP) 2Ry, BRRAIRET 24TV, LU
ToOFREE2, EBEMKRETE LT, CFLP1.0g one shot BERICEIT 2 MERBE, IS HEL
WBES L OEBRITERTEELAEL 2, AROKMEBIRILE PBEEZ, #5HEZT80.616.2 ug/
ml, 1R T30.1£0.7 ug/ml, 2 BERI44 T 19.9+1.7 ug/ml & 8@k L 6 BEREI#£ T 4.1+20.5 ug/ml T
Hole, BRFCHERPBEIREERTT7.621.5 ug/ml, 1 FEfE T 24.7£4.1 ug/ml, 2 BfE11% 7T 26.6
+2.5ug/ml EE—J7METH ) ISR L, 6 REEI#£ T 10.911.2 ug/ml TH » 72, MGBEIZ DWW T
3, #5%13~90 7 TRETL, SRHTKRIEMBED 37%~112%DER KL 72, BRERRET CI3, EE
FERBE 1Y), BBIEHER 16 ARRS 21T - 28R, 28 LICETH - 72, MIEZENIZIZ1H)
& Prevotella bivia & Proteus wmirabilis %, 1% & methicillin-resistant Staphylococcus aureus
(MRSA), Enterococcus faecium 3 & U Bacteroides fragilis H55yBE& 1, MRSA LIS XTigkL
7z, BIWEA B L UBRREBORELEHRIRBD L b -7z, U Engk#E L ) CFLP i3 ER AR

PSRN LRRLZRREEZ b,
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Cefluprenam (CFLP) (3 = —% 1 %REH TR I N
TR LA L7 T AR CBMETHY, TR
IZ43 fluoromethoxyimino #%:& % A L 7z aminothiazole
# %, 34Lic (3 propenyl #i& % /> L C N-ethyl-N-
methyl glycinamide ## & L T\ 5,

A F X Staphylococcus  aureus i~ ¥+ 5 B8 F7 i3
flomoxef (FMOX) &IZIZEHETH Y, Pseudomonas
aeruginosa =33 L T3 ceftazidime (CAZ) N#9 2 &0k
WHE N 2T TIEA, WABOBEEE T LIFLIEE
KW & % % Enterobacter J=° Citrobacter &7 &Iz &
WITEEE R RL, FRBRAUEHEICLRFLHENOS
L5 EHEIN T B,

A |2 2 ERABSEIRIC BT 5 CFLP o EREmy 7
b N BRIRI A ORI 21T 5 A 2 8 D THET
5,

I. m#& HRE8s L UBRERE~DBTEORE

. #H &

HRFHBBITORITICB W TRRRIELZ B2 EZENEA
MEREBTITON2ABOEMFELBWMICH 1,
CFLP1.0g # AF A K 20 ml |2 /A% L RAEEIR L 1
5 4rfEic THEHEL 72,

i, FEBIIRERRICRMEBIRL S & O FE8hHk M
BERIL, Z22bIicmiEasmEL 2o, HESAERLE LT3R
&, OBE, TEWNE, K358, TEEL, FEERZ
R, £EAEKICTHRELOEZBRELZ, ThoR
KIFHE F T—30CIz THREREL 72,

BRFEEBEANDBITORTCB W TIEH 52 LORE
D% NIZIER| TF BN 12 HIT b N2 LT E L3
IBRL TAR1.0.g (961) %4 AHEAK 100 ml ic THE
%L 30 21 TERIRIR G- L 72,

BREMTH%, #TH /200, #£T7# 1M, &#T#
2 Wef, #7715 4 BERE, AR T 1% 6 BRRIRIC RANRIR M B &
UM EEREICBBE L2 Fv—> L ) BBIERER % 7
NN 72, SIRILIZ 7272 bic s, B85E
FERUEEILED LE% & ) HIE $ CHEBREL 2,

CFLPO Ul EHE 3B EREK 7o~ 757 4 —
(HPLC &) I TRIFE L 72, % BHIEBRRIZMES & 0T
BEICRER T3 <0.1 ug/ml, Has#HR%IZ <0.1 ug/g TH
- 77,

2. # R

miEsB & O HEESRESRT

CFLP 7 1.0 g BERERIC 81} 2 MiEH L &S
AR BE % Table 1 12R L 72,

RIEEIRILEIC 51 2 BRI 514 13 5T 58.7 ug/
ml THY, 2554 T 64.1 ug/ml, 50 5T 42.2 pg/ml, 1
KM 30 4 TH 41.1 wg/ml THh - 72,

TEBIRME CIXEHIRMTE & B L 2 2h o T
ZEACRLETH - 72,

BHBIEGADORBITICOWT A S & I, JRE, M,
B8, SEE, IR F N E N OB T, 15484 30 54 (25
57) O (& iz ug/g LTFEAE) 1251.5, 25.8, &k
L, 38.3, 44.1, 35.6 Th 72,
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Table 1. Serum and tissue concentration of cefluprenam after intravenous administration of 1.0 g dose
| Serum (uzg/ml) Tissue (ug/g)
Case B.W. Time - -
Age X in) peripheral uterine . endo portio cervix .
no. (kg) (min, ) myometrium i e . ovary oviduct
vein artery myometrium | vaginalis uteri

1 39 48 13 58.7 69.1 328 229 — 22 — 382
2 64 50 25 64.1 69.1 38.3 - 35.6 44.1 25.8 515
3 50 51 50 422 55.5 274 impossible 47.1 39.3 impossible 314
4 47 46 90 41.1 385 26.3 17.7 36.5 18.3 — 16.8
BEMHK 1R (504) TIXEIC 31.4, RIERFELU FNZEFnEsERIC, 80.6, 43.3, 30.1, 19.9, 9.1, 4.1

F, BIEBRFLUT, 27.4, 39.3, 47.1 TH Y, #51%1.5
BRI CIIORE £ BV TIRIZ 16.8, 17.7, 26.3, 18.3, 36.5
ThoTz.

FHEBTOREICIZIELDELD 258, ELR, I8
BhPicI(BATLTE ), NEFREICWT 5 HEK
BRIE37.5% D b & 111.6% TH - 72,

FRFEREHE A~ NFEATIZ Table 2 3 & U Fig1 125K L 7=,

CFLP, 1.0g, 30 45 ToMEFBEIIRSKT
B O(ORRR), #T151/2 RS, ST 1IRER], &RTH#2
B, TR 4RRR, RT 1% 6 BRI FEME (ug/ml) T

1001

-—o-- Serum

—e— Retroperitoneal fluid

Concentration (ug/ml)

0

0121 2 & 6
Time after administration (h)

Fig.1. Concentration of cefluprenam in serum
and retroperitoneal fluid after intravenous
administration of 1.0 g dose (n=9).

ThHY, —HERFCER THOFHME (ug/ml) iZ 20T
7.6, 19.1, 24.7, 26.6, 16.5, 10.9 &% » 7z,

KRR TR 0 B TR IR o) 1 1 P IR B
THHIFZFNFIREIC9.4%, 44.1%, 82.1%, 133.7
%, 181.3%, 265.9%T&H - 72,

BEHRT £ 2 FER CTEBICRER D B E ARk LI B
BELNEC L), UBIIHRLEPREICHRL TH2E
BREOEWERICERBITI A LT,

I. EBEKM#KH

1. WREINREFAB L U5 B

PRARIIRGET I RA A L ER R B R ERARHC A
B LBRRAZBRSMORZ RS iz 2 Bl R ARHER
BPE# R & L TT» 72,

EFIIEBTFENRE L FEEREC L 5ZFE
ERMENERIEERLTH ), BREEOEEEIZE DIC
R L HEINTERTH B,

BENFEWHIIEBIU29ETHY, KEIZ50.0
kg BLU37.0kg TH-712,

CFLP N 5B AHRETHY), 1.0g 2 £HAR
K100 mlicE#EL 60 DM THSFEEERS %1020
T-o7, %5 H#IZ5 BB LU 10 BT, Bf5EiT
10.0g & 19.0g TH» » 7> (Table3).

PRIREN R OHIE X EFE 2 BMUEASERST 3 HURNIZE
ILAKELBRBICW - 254 %2E%, 3 BUNICYE
DEEERL, TORERL-BE5E2EM. 3 BRBL T
LREBLLZVWGELENE L THEL .

Table 2. Concentration of cefluprenam in serum and retroperitoneal fluid after intravenous administration of 1.0g dose

Case A Serum (pg/ml) Retroperitoneal fluid (xg/ml)
ge

no. 0h 1/2h 1h 2h 4h 6h 0h 1/2h 1h 2h 4h 6h
1 63 64.2 338 27.8 21.7 124 7.0 46 16.5 26.0 26.0 20.2 125
2 68 716 61.3 313 182 95 38 9.7 25.1 427 36.1 23.4 111
3 51 86.1 35.7 305 176 72 37 127 33.2 37.4 35.1 147 6.4
4 60 825 35.9 26.6 13.0 5.2 3.0 145 249 30.8 22.6 99 41
5 52 735 383 286 17.9 8.08 3.41 6.01 136 22.1 312 20.0 137
6 46 86.4 4.4 299 19.3 7.71 2.63 - - — — — 165
7 29 124 57.9 31.0 325 8.8 5.27 5.8 17.7 186 26.0 20.7 10.4
8 51 52.8 402 303 15.8 7.72 2.98 6.34 185 149 136 9.51 9.09
9 67 84.7 421 349 229 15.1 5.15 1.18 3.62 477 22.1 13.2 146
Mean 80.6 433 30.1 19.9 9.1 41 76 19.1 24.7 26.6 16.5 10.9
+SE. +6.2 +3.1 +0.7 +17 +0.9 +0.5 +15 +29 +4.1 +25 +18 +12
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Table 3. Clinical response of cefluprenam in gyneco-obstetrical infections
Isolates ) cal Clini
Case Age X . Treatment before Bacteriologica inical R
emark
o, ) Diagnosis Pretreatment (g x times/day x days) ( | ) response respons rks
after
P. bivia
. 2 Puerperal ceL 1x2x5 P. mirabilis eradicated good -
endometritis !
(=)
S. aureus (MRSA)
E. faecium .
2 29 | p iti FMOX 1x2x10 B. fragili partially ood
arametritis . fragi lf eradicated g
S. aureus (MRSA)
CCL. cefaclor, FMOX: flomoxef, MRSA: methicillin-resistant Staphylococcus aureus
Table 4. Laboratory findings before and after cefluprenam treatment
Case RBC Hb Ht WBC Pt BUN S-Cr.
S-GOT S-GPT Al-P
no. (x10*/mm?) (g/dl) (%) (/mm?®) | (X10*/mm?3) (mg/dl) (mg/dl)
1 B 441 12.8 39.1 10,600 28.1 11 9 155 9 0.4
A 438 12.8 38.2 7,400 23.9 13 9 161 10 0.4
9 B 365 11.1 32.8 17,700 24.3 10 101 4 0.6
A 384 11.5 34.1 11,900 46.9 12 10 142 6 0.6

B: Before, A: After

2. ERRFIRB & UHEFORR

FRIRBNROHE CIIERFENRE, BHREERLNT
NLAEMTH - 72,

2IEFIDBIEEITZN TERETFRE L THR53INT
W72 cefaclor (CCL) 8 L ' FMOX TH 0, & LICER
CHEZRN, ARUCEESINTHEEHEZI N,

2EFIOMEFBIRE TIIEBTENRETTFENL
N ®H & 1172 Prevotella bivia, Proteus mirvabilis 13 &
IZHE L 72,

— 5B BEIONE & Tl B BICES W0 b AF R 5/
methicillin-resistant Staphylococcus aureus (MRSA),
Enterococcus faecium, Bacteroides fragilis ) 3 Bk&hHs
REE N7, BRI L BIEHFBEWBKE faecium, B.
fragilis 13i8% L 72 5° MRSA O A5 EERMBEE R TH
S 12 DR L 72,

AENOMBEERSRIL, 77 LEEERE 2% T3 E.
Sfaecium 1§ %k, MRSAf#i, 77 LM HE 1% (P
mirabilis) 13143, FIBREMEH 2% (P bivie B LU
B. fragilis) 12V TNLIEERTH - 72,

3. BRERREICBUT 2EWWEA S L VBRIRRAEED RE

BIERORBEDEREIC O T EEL TEEL 72,
ARG L B ERRREENLES)IC D\ Tl —4%,
Frigee, BHREREZITOREERFEORIANOFEICS
WTOLRETL 72, AR SRR DOERRMAE 2 Table 4
2L 7z,

Z DR, R TARE2HE L2 26icBWTH
A L BIERNRERIZI RS N h - 72,

2 BRRREMEIC DWW T FBIRERIRICRELES

BELE YN (RAG PP AN
om. == =

PR ARHEYIE DIERICIIBEN &L Z 5 Z DL Il
A7 b7 LEREER, SVRREEZATLI LI
& BREW L EHBRIC L > T -7 7 5 LRIAEWHE,
L TUE7 2 LRIDEBIRE L L THLNBZ L
&,

ZL Tt 7z 2FDFEROEMICON THORSHED
ETRMEEOEMLE L k->TH, WETEN.
BRNDIZDITIE -7 7 5 LRTEWENER L EH £
NENDREE AL L2 DI NE TCULICEREL Y
2 T\ 548,

A EFK 2 HRESL 72 CFLP I3, 77 LoBHEB L U7
7 LEMEICH L TIRILC T > 20 L WHEESE LT
FE&EN, S awreus 2L Ti: FMOX ¢ AR,
Enterococcus faecalis I3t CTiz+ 7 = 28| TR L&,
P. aeruginosa \=3t L T3 CAZ D# 2 fENHE N % 7
D3NS, FlEMARNRYME COEELRERETH
LIRAVER R T EE 1 & IR ARHEMRE B A 1% ) B E T
L L3 LIEME & 1L 3 Enterobacter J& %° Citrobacter
BaEDBE7 7 LREREICLERCHENZRT
& EHEE 42 Bl H AR EY 4RSS (1BR) oy
YRZTLATHHEINTE ), AR DERARELT
DE R EIFEE N2,

EBERRRET & L OHSBHMBMITORI 21T 205, &
Al 1.0 g BRI 5-1C & 2 1R AMERS BT TIZ 2 OBAT
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BIFRIFT, B DERARBRIENE LB N MIC %
HR—TEBEEZ LN,

372465 1.0 g D5 THOERIEERBITORE T,
300D ETHER G DR T 14 2 B CE BRI P IBE S
BIRMETREZ LR > TE ), LEOBMIcsY T
MiEFBED 2 EREOBITERL Tz,

PlEo &9 elgigs L BEIREERADBITOR
th L ARINBEN - BATHBEE I N, CFLP 3 —#&ELR
NBHREIE R B IRIERE K % & DIBEIC B W TERK LA H
ThhH)EZ LN,

EBHRETCE DN T 28I TH 2 A EERRET #1T- 72,
BREAENOBREHIERARHRE TL - L L LIZLIZR
Ld LDTH B ERTENRYGE & TEEERIREIC X
THLNFEERMEOBEETEL (FEEMENTFE
ERABR) ICAHE R TUT- 72,

FORRBERMFIZE LICARTH -2, E2HBEYF
BRRTIZ 7 7 LBHE 28, 77 LBMEHE 1%, BR
BH 2 5kDE 5 RO ARRIBRERTICKRE S Nz 2s, #HFE5#K
T#I213 MRSA O 1 BREZBRWTTXTIHERL 72,

RBICKREMNRE Tl EBNRET, BRBIRETO W
THOBIZBWTLARBICRET 2 & %2 51 5 B
WMEWERIZ 2 <, FLBRREMBORELELZDOLH
272,

AEDERREIRES I 2 B & DB TH 25T NLOEER]
KL T S OHEFERMER EBRSHEIFLN, 2

HEORES T L MBEIZEED L - 72,

AF| 0 EEWG AFRBUC BT 2 BIREGEER D 1 D &
LToOEFRAEE #FDMEDTHIZOWTIREGHENE LG D
BRIRBIRGET 2 LB L § 5 2%, 4 EDEBEIRETHERL 5
ATHLEDL ) KRV 2EABER A HiEII 55
brEZ LN,

X 13

1) Watanabe N, Hiruma R, Katsu K : In vitro evalua-
tion of E 1077, a new cephalosporin with a broad
antibacterial spectrum. Antimicrob Agents
Chemother 36 : 589~597, 1992

2) Toyosawa T, Miyazaki S, Tsuji A, Yamaguchi K,
Goto S: In vitro and in vivo antibacterial activities
of E 1077, a novel parenteral cephalosporin.
Antimicrob Agents Chemother 37: 60~66, 1993

3) BH B F 42 bBAAEREFELSRE T UK
74, E1077, 18R, 1994

4) MHEILZ, RE{A: SRHMEBIC BT 2 ERDFEE
KIRZEAL & MBS —Em AR NS EH 5, (LR
HENTEB 9: 689~695, 1993

5) MHESLI: ERARMRBUSEE, BAERIMEE 2D
% (EH #&, BEKEARME  99~119, * T4 #
WY e —F Nt (RE) 1987

6) FIHEFREE, REIA, SE—1E, EEE—R, REAE
B, T EHE, MESLT  MEEIRETIC & 2 FEEM
BOBEBIEIERIZOWT, ERARDER 39: 555~
560, 1990

Fundamental and clinical studies of cefluprenam in the field of obstetrics and gynecology
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Fundamental and clinical studies of cefluprenam (CFLP), newly developed cephalosporin, were performed,
and following results were obtained. In the fundamental study, concentrations of CFLP in the serum, female
genital organs and retroperitoneal exudate were examined after the intravenous infusion of CFLP. When
1.0g of CFLP was administered by one shot iv injection, peripheral blood consentration of CFLP were 58.7
ug/ml to 41.1 xg/ml at 13 to 90 minutes after administration. In these cases, CFLP penetarated into the
female genital organs at levels 37.5% to 111.6% those of peripheral blood concentration. Peripheral blood
concentration of CFLP were determined to 80.6 xg/ml to at the termination of drip infusion of 1.0 g of CFLP
over a period of 30 minutes, and gradually decreased thereafter. Concentration of CFLP in retroperitoneal
exudate reached there maximum levels, 26.6 xg/ml, at 120 minutes after drip infusion. In a clinical study,
CFLP was administered to 2 patients with obstetrical and gynecological infections such as puerperal
endometritis and parametritis following the radical hysterectomy. Clinical efficacy was good in both cases.
Bacteriologically, 5 organisms were isolated and except methicillin-resistant Staphylococcus aureus , 4 were
eradicated. No side effects were observed, and no abnormal change of laboratory data was observed.



