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Table 1. Cases of abdominal simple hysterectomy
Case | Age Diagnosis Abnormality Hepatic Renal Complication Wetlght of
no. (y) g of adnexa function function p v &us
1 49 myoma of the uterus none normal normal none 430
2 35 endometoriosis none normal normal none 260
3 43 myoma of the uterus none normal normal none 320
4 52 myoma of the uterus none normal normal none 3300
5 47 myoma of the uterus none normal normal none 440
Table 2. Uterine tissue and blood levels of cefepime
(intravenous bolus injection of 1.0g cefepime resolved in saline)
Case no. 1 2 3 4 5 Mean = SE
Time after administration (min) 95 80 90 80 90 87 £ 3.0
Uterine arterial blood (xg/ml) 39.5 27.9 26.4 30.5 28.9 30.6 + 2.3
Elbow venous blood (xg/ml) 47.7 28.6 27.3 29.2 28.4 32.2 £ 3.9
Oviduct (xg/g) 18.9 27.3 15.4 23.9 15.6 20.2 £ 2.3
Ovary (ug/g) 22.0 29.5 20.8 28.8 — 25.3 £ 2.3
Endometrium (zg/g) 20.1 16.1 11.5 21.0 13.0 16.3 = 1.9
Myometrium (xg/g) 18.0 13.5 13.1 21.2 10.9 15.3 £ 1.9
Cervix uteri (ug/g) 20.0 15.0 20.5 31.4 16.2 20.6 + 2.9
Portio vaginalis(ug/g) 13.3 19.1 20.8 37.1 19.3 21.9 £ 4.0
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Fig. 1. Cefepime mean transfer rate of uterine tissue

(companson with its level in uterine arterial blood)
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Table 3. Cases of total hysterectomy
Case | Age . . Hepatic Renal ..
no. (y) Diagnosis function function Complication
1 48 cervical cancer of uterus stage Ib normal normal none
2 41 cervical cancer of uterus stage Ib normal normal none
3 57 cervical cancer of uterus stage Ibocc normal normal none
4 44 cervical cancer of uterus stage Ila normal normal none
5 55 cervical cancer of uterus stage IIb normal normal none
6 60 cervical cancer of uterus stage 1Ib normal normal none
7 43 cervical cancer of uterus stage IIb normal normal none
8 56 cervical cancer of uterus stage IIb normal normal none
Tabled4. Cefepime concentration in pelvic cavity fluid and venous blood
(intravenous bolus injection of 1.0g cefepime resolved in saline) (zg/ml)
1 hour 2 hours 3 hours 6 hours Total volume of
i i i i lvi ity fluid
Case Pe]ch [Venous Pel\.nc Venous Pelch Venous PEIYIC Venous pelvic cavity il
o LAY pood J | cavity blood J | cavity blood J | cavity blood ] in 6 hours
fluid fluid fluid fluid (ml)
1 7.4 (25.1) 26.3 (15.1) 28.3 ( 8.8) 19.7 (3.9) 144
2 1.2 (39.4) — (21.0) 20.4 (5.8 19.4 (3.1) 54
3 — (22.4) — (18.1) — (16.5) 14.5 (8.3) 96.5
4 7.8 (24.1) 21.9 (19.2) 28.5 (15.2) 19.0 (7.0) 169
5 4.6 (43.9) 15.6 (24.5) 30.7 (13.0) 19.1 (5.1) 102
6 2.4 (23.3) 16.0 (12.9) 19.7 (6.7) 15.9 (2.7) 139
7 15.7 (22.9) 40.4 ( 9.0) 28.8 ( 6.3) 11.1 (2.0) 88
8 11.2 (22.9) 20.9 (12.9) 18.4 (7.1) 11.5 (3.0) 129
Mean 7.2( 28.0 23.5( 16.6 25.0 9.9 16.3 4.4
+SE ¢1.9[¢3.0] earlars) s20l+1s) 113[10.8] 115.2+13.0
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Fig. 2. Cefepime mean concentrations in
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Table5. Clinical results of cefepime
Dose Effect i
Case | Age Diagnosis | Daily d Durati Total 4 Isolated Side-
no. | () g atly dose | Duration | Lotal dose organism Clinical | Bacteriological effects
(gxtimes) | (days) (g)
M. morganii
1 73 | pyometra 0.5%X 2 5 5.0 Kp netjmamae good eradicated e
E. coli
K. pneumoniae GOT1
2 79 | pyometra 1.0x 2 4 8.0 B. distasonis good replaced
' GPT 1
E. faecalis
B. fragilis
1) candida
X \rs
3 70 | pyometra 1.0X 2 11 22.0 B. fragilis good unchanged vulvovaginitis
B. ovatus
P. asaccharolyticus
4 | 17 |Pelvic 1.0% 2 5 10.0 S. milleril good unknown —
peritonitis !
ND
5 | 29 |PeVie 1.0 2 8 16.0 ND good unknown —
peritonitis
elvic S. aureus
6 37 |PEVIC 1.0x 2 7 14.0 1 good unknown —
peritonitis
ND
7 | g3 |infective 1.0 2 5 10.0 ND good | unknown —
lymphocyst
infective CNS
8 56 1.0X 2 8 16.0 i good unknown —
lymphocyst
ND
rupture ND
9 53 | of infective ;gi g g 9.0 ! poor unknown —
lymphocyst ) Streptococcus sp.
. S. aureus
10 34 bartholin 0.5%X 2 4 4.0 1) good unknown —
abscess ND

CNS : coagulase negative staphylococci
ND : not done
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72LDIFABTH B,
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EsHL I TAEMEA L L2,

2) #R

TFERRY 3B, BRNEGE 65, SESSRE
1BT, FEES N RAHIZ OB TH 1), BIhERY
B) 4B, BEERRBI 3B TH 7z, SRHEIZEH
9fl, 4Exh1 B THEREIZING OF/10F) TH-
7z. BIFEAB & UBRKREME D RELENZ 1Hlic S-

GOT (20 —» 57— 341U/1), S-GPT (12> 41— 181U
/MDA, 18lch > v it rrZoonl, U
THREHZTRT,

FEH 1. FESRIa T, FEERENES TRYE
DU EBDT, FEIZRBD SNLuH - 2ht, CFPM
05gX2/H, SiE#iEs5 AMORS CRES UL Z
D %o T, SBEHE I3 Morganella morganii &
Klebsiella pneumoniae NDEEE B E N, #5EE
PHEEL I,

501 2, FEdiElla #T, FERRENES CRA
L SR OB WY % BsH 7z, Cefaclor (CCL) 0.758
/H & cefmenoxime (CMX) 1.0g/A#% 1 H, CMX2.
0g/B#%1BEHERATZLHRLW2HCFPM 21.0¢
X2/H, M4 HRELBEBLE 25, BESH
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ik & CRP DIEE L 386 5 7z, rBER I3 Es-
cherichia coli, K. pneumoniae, Bacteroides distasonis
HREEN, &5 %IZHE K L 72 b Enterococcus
faecalis HEEA TR b7z,

fEBI 3. S IE T, FEBREDER THREA L R
% 7z, Ciprofloxacin (CPFX) 400 mg/
H4HMBET LM%, 2AMO FLVF—2% ¢
5L HICCFPM1.0gX2/H, SiE#dE 1l A %6
LIz E ZAGWHIIERS5%5 BEICHE AL, B
8 HHICHEE /2, % BEHI3, Bacteroides fragilis H*
B ENT DY, B. fragilis, Bacteroides ovatus H#5
#ADH LN B EBE% 12 HBIZ A > 2 Fhhbag 4
EH, L L, BMEEROEEILZRS S K
Bicix AR & HEL 72,

FEBI 4. B R OB T, TREEIC TRBEL F
EBEB LU 77 ABICERHSH), CFPM10g
X2/H, siEEHES B TV BMERFROSE 272
7z, 4> Bt ¥ 13 Peptostreptococcus — asaccharolyticus,
Streptococcus milleri IIARH & 7z,

P 5. BB R DIER T, T, TEME8%:
SV 77 2B e, CFPM 1.0gx2/8, &
WEHE 3 BRI G HICIE MM %Rz, BIMEL
LRERHM 24TV, 207 CFPM o SiE#E % &
5125 BRE#HRE L B EEROUEZ D72,

fEB 6. BB R OIES TT IR, FEfMfBSs &
V577 2@IcEf% 38 CFPM 1.0 gx2/H, HiiE
BT BRERS L Bt EERORE L B, SR
i Staphylococcus aureus »HH & iz,

B 7. FESBE I CLATE LM £17T- 1214,
T8 BRI R > BEBE ) IE R % 2 nor-
floxacin (NFLX) 400 mg/H % 3 HR4#& 5T 2 L %h7%
<, N o sEBEZER M 41T, CFPM 1.0gx2/H, &
HEHES BRI S L AtEFE RO uFE 2 B 72,

R 8. FEEREIMTEAFELMBMLIT- 1214,
T BRI Yt ) > o< HERE DL % 30 cef-
metazole (CMZ) 2.0 gx2/H % 3 BREI%E5$ 5 L%
C) B ZRIH % 47 CFPM 1.0 gx2/8 ik
08 AR S L Bk E 4 iz, B
coagulase negative staphylococci (CNS) A &
(AR

EF 9. FEWRE I CHERNEM TN
SV v ERRERE 7+ O—T o TS, RBAET
RIS % 2o, RGptEY) > < EMEDZMIC T CFPM
MIElE 1.0 gx2/H, 2 HRESHEHIES 512 2.0 gx2/
H, 2 BEAEHEYT 5 L BfhEEREE T, 264
BB ) o <PEIEAEZL L 72 720> 5-1% 4 B HICBIlE

ML, HIERERREREAT 24Ty, R & HE L 72 5ER)
TH b,

FEBI 10, 7S b)) CIRR THETER &L BRHVH
D, CFPM05gx2/0, 4 B SigkEs Lz, #%
S1HBICRE*VIRLEEMEIT-72. 4 HBICIZ
JESE, FERFICWERLZ, SBERIZ S aureus TH -
72,

Iv. # %=

PER ARHREAE O R HE O 5Ok DRI, Sta-
phylococcus DR, E. coli #1318 ET 577 LE
AR DM, % 72 Proteus, Pseudomonas % N5575H
RN LR/ TH B2,

INLDERHEICKT LTI ZOTMEA AT L, FH
BEhr =) R, 77 a 2R RPERDS
LZCHVONT VWSS, BOETIRINSICHT 2 &4
MHEEIDHBRL KELMEL L > TETW3,

AEMER L 72 CFPM*i3, HUskIRETER % FF DR
770 XK > Thb ceftazidime (CAZ) & H#k$
5k, 777 LBIEERBIC L T4~T N, E(nT
7 LEEMEFEH, $%1C Enterobacteriaceae (25t L T b 2
~8fEHEEbNT W5, 72, CAZMEREICHL
THWHHENEZRTHY, THRARPEED -
lactamase I Xt L TEHETH N, »OBEREDEESE
HEPIEN 72D TH D Vb T 5, FEIZZ DL
IS, MEAR7 b, BB, ¥iC g-lactamase |2
9 BEEM, LrbEetodubidsls L ToR
HEFmimz L T b,

4B ER ARHEBUC BT 2 ABIOFEMEIC DN T,
FEBE, BRIKMIE» 5 RET 21T 72,

K| 1.0 g SiBEESH 1BM309 T, FEB LU
BB~ DERALE O P REATIREE 13 253 ng/g (BIE)
75 153 ug/g (BR) ThHb, PETRLE, B
8, BEEB, INE, WA ZIUCKE, HRTRLIEN
BEARL 72, TEHRMANBEICNT 2 KEBAL~D
B 1TH T &4 % & ampicillin (ABPC), sulbenicillin
(SBPC), cefazolin(CEZ) FnfiFlon F & N, (13
IZERRD R el %k L 72,

SEBNEIC SRS IRE % A 5 &, £ TOEALT 3.13 ug
/gLl EOWMEZMI L Twd, ZOBREIR, 774
Bz, RO KRRS ORI FEEHILEBE (MIC) %24
WN=LTwd, LrLZ0BEHN1.0g] BEHEHET
HoIErFEziuL, B5RFBICHMTIUSEICER
WHROWHED MIC 2 B2 50 L BATREDIGH L1
bLnrFEzoN, PERARVEEAEICN L T, AFIZ
RGUHRHSEFEFTCEL L ERL TS,

Kz, IUHEFE ik 5 B8R~ D BAT %
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Rap&, E#IFMBI CIIEBEZRLL,
R M IR EE AR 5% 1 B R T4 28.0 ug/ml
&N #5-1% 3 BRI TF# 9.9 ug/ml EELT BDICK
L, SEMERCRIBREIS 3 BEfEI B & TFIBEE 25.0 ug/ml
ICERAL, waRerici@d L T6RME TLFHRE
16.3 ug/ml #/;RL T\ 5%, Lo b, 2RMELETIE
ARMPBEL D LEWEEZRL TW5, ZOBRIT
KRS BBIEENICBITL20b, LIFS KR, =
DEALAFHITB T b7cb e FE2 b, BRKRENICIZA
MThbLEZLND,

BEARBNZ10B0IC &+ L TF14.0~22.0 g5 % RAA
T, Bxh9pl, EMIBITHEMEIOS THY), KEH D
BEFUEEATRL TS, BRE L L T, B
TIX S. aureus 2 %, CNS, B. fragilis h*Z N F1 1%k
o, BB TIE M. morganii+ K. pneumoniae,
E. coli+ K. pneumoniae+ B. distasonis, P. asacchar-
olyticus +S. milleri Il Z N FNTHEI N1z, MEF
BIRIRICOWTR % &, £1K T3 83.3 BDIEKREHTF
Lz,

RRICEIER B L UBRRREMICOW-Ti3, Baeks)
10 & EBERIRRETH 13 Bd 5 B 1Bl S-GOT, S-
GPT D k&, 18Iic > 2 SRR A ED L 10
AThHb, INLNEDPLH CFPM 3ZLMNZ
EKENEEZ NS,

E =

AIFRICH 72, CFPM DEEZRIEL Twizttn
727N X P =4 — R R LA AR
Frie b NS BEERIE # EMEL T 722w - BB s
BRARRZE v > 7 —IF7REBH OE—SE4I3 Lo, HEH
BREALICRRE L 2HELHETET,
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PHARMACOKINETIC AND CLINICAL STUDIES ON CEFEPIME IN THE
FIELD OF OBSTETRICS AND GYNECOLOGY
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Pharmacokinetic and clinical trials of a new cephalosporin derivative, cefepime (CFPM) were
conducted, and the following results were obtained.

1. CFPM was administered to 5 cases undergoing abdominal simple hysterectomy due to hyster-
omyoma and endometriosis at a dose level of 1.0 g by drip intravenous infusion. The average levels
of transfer measured at various locations in the uterine tissue and adnexa at an average of 1.5 hours
after administration were studied. The CFPM level was highest in the ovary, 25.3ug/g (ratio with
respect to the uterine arterial blood : 83.7%), followed by the portio vaginalis, cervix uteri, oviduct
and endometrium and was lowest in the myometrium, 15.3xg/g (50.2%). CFPM concentration were
higher than 10.9xg/g in all tissues.

2. To study CFPM transfer to pelvic cavity fluid CFPM was administered to 8 cases undergoing
radical hysterectomy due to cervical cancer at a dose of 1.0 g by drip intravenous infusion. The drug
was transfered at high levels to the pelvic cavity fluid. A level of 25.0u4g/ml was observed 3 hours
after infusion. The drug level in the pelvic cavity fluid was consistently higher than that of venous
blood. These concentration in the uterine tissues and pelvic cavity fluid were higher than the MIC
against many strains of Gram-positive and Gram-negative bacteria. Hence they can be considered
therapeutically effective concentrations.

3. Ten cases of gynecological infections receiving in total 4.0 to 22.0 g of CFPM demonstrated
“good” responses in 9 cases, and “‘poor” in 1 case. Nine strains of organisms were isolated from 7
cases.

4. As a side effect Candida vulvovaginitis was observed in 1 case. Abnormality in laboratory tests ;
elevation of S-GOT and S-GPT was observed in only 1 case out of the 10 cases enrolled in the clinical
trial and the 13 cases undergoing pharmacokinetic evaluation.

Based on the results of the studies described above, this drug is considered to have excellent
efficacy and safety.



