VOL. 27 S5

CHEMOTHERAPY

Cefamandole o 7~ 45 & O 17 9% P9 124 158

BBy oR ME- N S W 2 M U Mk
Bﬁ x'l’- tU' ML * J‘fn\ ,LU /3' L&
R AL RO S B I A B

Frt7ro 2B vELtEHE, Cefamandole sodium 2 = HUGEA it 21 778 - /- 20 $EM
A 2 BHCOHT, % 10 SEBIFIC 1 g OB E72213 2 g 30 220 ik A L, ifehiEs
BLRUFHE, WA, WITHRA O Cefamandole INIE DERM 178 - 2o ML, 1 g MiikL 2
EFTIZ 15 SHESEY 15.1 pg/ml, 30 4} 19.3 wg/ml, 45 4l 20.5 wg/ml, 60 73t 18.7 ug/ml
&, BRCE-I BB SN, TATE, I, T OMELINILEEE, Cefamandole sodium 1 g %
BEL/EATRIRSME ST 12.5 ug/g UTFTHo-70ht 2 g 2 RlNHE L 223EW <1, 10
flith 8 PlICENTTNT O 12.5 pg/g LI L OMEE.I0 S,

MREPYIRBE & O FE T RIRES S0 Ol bl - O HIIC BN T, 1 g BT LAENITE, o
BEEHAM (27.0%). IE (22.5%), FEEMALEN (15.2%), FEI5$MEIEH0 (14.7%), Jht

(11.8%) DIFICIEM L72D, F/ CMD 2 g %% Sil#E LIEF <, TESSAR (39.9%),

JE (38.3%). JRHL(28.9%), T-EILMIMIN (25.5%), F&

BRERDGF oM

F UL &I

BREICH U THRAEDE 2 RS T3ICEEL AR, DR
7 P vORELEBNBETH 5, iR, ERARERICE
VTR, [ERA 7 v OLUEHE I BIEE B IR
S SN TV, bEAALUEHHOTERIC & - Tilnh @
REBZBL, $h, MPBRELMARNBEMNTFTLTOIER
Mo, Licds-T, MAHEOMBABEXDSC &1,
NEHEOREICH 0 ERLEFNTESHVETH B,

Fig. 1

0
Ot

OH 7@“3” S‘J\ N

CO,Na

Cefamandole sodium

i, K[E Eli Lilly #T Cephalosporin i/ #ME D1
T#% Cefamandole sodium (J/F CMD &B59) HEAREH
2o CMD Dt ##X % Fig.1 ICid, 22T, ZOHFLL
HAEME THS CMD £MFTICE L, BATFHRHMLHNZ
TR THONLMRBIC DT CMD BEZRIE L, BitL7:
DTHET 2,

B R FH &

D &

AR, W53 41 AHSMBA 53 £ 6 AT
BT RS 2 A B bR ARHCABE L, MR T
BRMAWNA1T15 -7 20 EVITH B, CMD 1 g %

JEERPIRERY (17.9%) ONICIENE & 75

BiER5 U 10 (& 1 i, CMD 2 g A iy
U210 1% 0 BET2E, %4 0EENARIUL,
I BETRFEMIE 7 4, FEIRBIE 2 #1, IR
1L BITHY, T BETIFEHIE 90, FHEIRHE 1 ¢
ThHd, 43 1 TRV 45.8 F (41~52 ),
0 METEEY 46.9 F (41~53 §) TH 3, KT 1
PETIZWY 54.4 kg (43~72 kg), T METIFIY 51.7
kg (44~65 kg) TH 2, MITRETIZ CMD [ER G
B2VIZETH Y, IFERIERLEN TH -7, T2, A
REPEGIMESEAS T BT 2 ¢, I T 1 Pila S,
WREREZ, 1 BETIZ GOF o&Kkhs 8 #l, GO X fifiss
SREEDS 2 HiTH D, TTTIE GOF DAKEH 9 i,
IEHERRREDS 1 BITH - 700 1o, BTN o did:
MEDOEGIRZIT TNIZ,

2) BEFEBKVAUES &

I BHIMEEEAS CMD 1 g Z/EBfAKK 5 mlic
R EmEL, T 2 CMD 2 g %2V J £ T, 300 ml
IR L, g 33.2 43 (26~38 4)) THEIGHEL -,
MIHEARD SHAL, IE, FEISBORBIN, S,
FEBBSMUD 5 F SR U7, AEEME: Endo-
metrium & Endometrium 5% 3 mm @ E X ®
Myometrium % SA7HIMETH D, HEBMEIT Peri-
metrium » 5, FA-FEIEPIMY &3 Parametrium »»
5& %% 3 mm OEXD Myometrium A4 A 77415k
ThHb, TNTNOMKEFIZFmICIHEE Lo ligix H—
CICTHEREREL, 4 {5E0 pH 7.0, 1/20 M phos-



560 CHEMOTHERAPY

phate buffer %At RMA 4 I THIYIR, # IR
+ % Y44 #—1cT homogenize L, 4L 1,
3,000 [Elfz: 20 RO L #EG, T, MRS
B2 AR 16 4, 30 4%, 45 B LU 60 43L&,
MR O FERIMIRKS SMric iRl L, MAic 3,000 [Blix
20 ML L L2187, MRS 2003 AT WiE BY
thEE A ST O FERMIRE KT 5 $ TOREMME
b THEROBME Lc, RIKRRIETT —20°C T
HHKSRFE L7, Lk CMD MBEORIEIL, Bacillus
subtilis ATCC 6633 % Hyi Bl & 3 5 MK SEM LR %
DT DEBFHIBERIC K - 70 WS, hh B
i2 Moni-Trol 1 %, #I#/NMEEI2 1/20 M phosphate
buffer (pH 7.0) ZBOTHERL .

o4 %

1978 FEBR(LFMEFLREFE v v I LI E
WT, E. coli 698 Bkth, 90% ODBigkicxtd 3 CMD
@ MIC i3 12.5 ug/ml LT L FBEN/ADOT, £DIH
rEEICSEObDhbhORBABTT 5,

D miRE

1 B 10 EF oM@ D@~ OF T ORISR E
Fig. 2 iz, 0 15 HMeoViglE & BHeR%% Fig 3
ICRE, RIE L BN I3 10 Flch 7 fiHsd~T12.5
pg/ml LI ETH 1245, 12.5 pg/ml LT OREHEER
T30 3 Fld -7 (Fig. 2), 15 /HMHEIZFEEH 15.1 ng
/ml T, LIg#E L, 30 MEIR¥EY 19.3 ug/ml T,

Fig. 2 Blood levels of CMD after IM injection
(1 g) in 10 patients — individual data
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Fig. 3 Blood levels of CMD after IM injection
(1 g) in 10 patients —— mean and S.D.
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Fig. 4 Blood levels of CMD after DIV injection
(2 g, DIVI time; mean 33 min.) in 10
patients —— individual data
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Fig. 5 Blood levels of CMD after DIV injection
(2 g, DIVI time; mean 33 min.) in 10
patients — mean and S.D.
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Fig. 6 Tissue levels of CMD after IM injection
(1 g) in 10 patients
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Iig. 7 Tissue levels of CMD after DIV injec-
tion (2 g, DIVI time; mean 33 min.) in
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Fig. 8 Blood and tissue levels of CMD after IM
injection (1 g) in 10 patients
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Fig. 9 Blood and tissue CMD levels after DIV
injection (2 g, DIVI time; mean 33 min.)

in patients

Tinuue Levels of CMD (ug/ml, ug/g)
50 100 1?5
M 123.6 ug/ml
Blood N 100% )

0 ‘ 35.7 ug/s
very (28.9% )
Pullpan b mgg;/-

Uterine fundus 31.5 ue/k
(Ext. (25.5%)
Uterine fundus 22.1 ug/g
(Int.) (17.9%)
Cervix of the 49.3 ug/e
uterus (Ext,) Y 9%

MG SN, Ero, TRTNOMMA B MARED
39.9%~17.9% T&H -1

£ E S

AE, bhbhbhrgiciuns: CMD 13, FHLCXK
Eli Lilly #:Bi5txh7-i¥44F Cephalosporin %
WM TH 5, CMD 377 ABHEB LU/ 7 412
PRSI AR L, E. coli, K. pneumceniae 1THY
L TidCefazolin L DN h%ERL, ¥/ Pro-
teus sp. (P. vulgaris % [4:{), Enterobacter sp., Citro-
bacter \Zxb 4 2NN EABHENTL S, R
HBEIHOUT, v FMFEAEOHAR(L Cefazolin £
L1, RO EPHT, HE5EOH 0%
4 BERLINIZE S B, R RETIRAICERE L ENE
BaEwonY, vHFTO ARRSHOR, FHER
Cephalothin k h# <, Cefazolin L DG EWVHHHE
nH o,

bDhbNRIEGHERRIICEAENG 1 g Bk, 2 ¢
SIERE (19 30 4 0 2 >R ERET, MABIT
MUK BB A RE U fes

MrhiBEd, CMD 1 g BHEL7EFITIR 15 SHEF
9 15.1 pg/ml, 30 4MH 19.3 pg/ml, 45 5HE 20.5 pg/
ml, 60 4Ml 18.7 ug/ml TH Y, 45 HCE— I DBHS
M, 609MEIZ 15 SME& DEsEARL, 60 SLIKRO
MR TH S D & Db s, Harowp C. Neu’
13, 4% Cephalosporin D hiffE % Hi L T 528,
1 g B LMD peak serum level (3 Cefazolin 28
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STUDIES ON THE CONCENTRATION OF CEFAMANDOLE
IN UTERUS, FALLOPIAN TUBE AND OVARY

Tokuo KusaBa, Naovuki OnTsuka, KAazuo Murai,
YosHio SuMiyosHl and YOSHINORI SHIOJIMA
Department of Obstetrics and Gynecology, Yokohama City University School of Medicine

When we use antibiotics for the treatment of infection, antibacterial spectrum and the concentration
of antibiotics in blood and tissue should be considered.

In obstetrics and gynecology, it is often difficult to find out the bacteria by which the infection in pel-
vis was caused. Therefore, the sensitivity test to antibiotics is impossible and antibiotics which have broad
antibacterial spectrum are used for the infection. It is important for us to know not only the blood level
of antibiotics but also their concentration in the tissues of pelvic organs. The concentration of cefamandole
sodium (CMD) which was made by Eli Lilly & Co., U.S. A. in the tissues of the extirpated pelvic organs
was measured and reported.

The first group consisted of 7 cases of uterine myoma, 2 cases of uterine adenomyosis and 1 case
of ovarian cyst and second group consisted of 9 cases of uterine myoma and 1 case of uterine adenomyosis.
All patients undergone simple hysterectomy and bilateral or unilateral salpingooophorectomy after1 g i. m.
injection of CMD in the first group and 2 g i. v. drip injection of CMD in the second group. After surg-
ery, 5 small pieces of tissue were obtained from ovary, Fallopian tube and outer part of the uterine fundus
and cervix and inner part of the uterine fundus and cervix of the extirpated specimen. These tissues were
minched in 1/20 M phosphate buffer and homogenated with glass homogenizer.

The concentration of CMD in the supernatant was measured biologically with Bacillus subtilis ATCC 6633.

In the first group that received 1 g i.m. injection of CMD before surgery, the blood level of CMD was
15.1 pg/ml at 15 minutes, 19.3 xg/ml at 30 minutes, 20.5 pg/ml at 45 minutes, 18.7 ug/ml at 60 minutes
after injection.

Concentration of CMD in the tissues in this group was less than 12.5 ug/ml (mean MIC of CMD for
E. coli) and that in outer part of the cervix revealed 27% value of the blood level that in Fallopian tube
was 22.5%, that in inner part of the uterine fundus was 15.2%, that in outer part of the uterine fundus was
14.7% and that in ovary was 11.8%.

In the second group that received 2 g i.v. drip injection of CMD, the blood level was 96.5 ug/ml at 15
minutes after injection, 158.6 pg/ml at 30 minutes, 78.4 ng/ml at 45 minutes, and 50.6 pg/ml at 60 minutes
respectively. Concentration of CMD in the tissues in this group revealed much higher values than that of
1 g i.m. injection group and that in outer part of the cervix revealed 39.9% value of the blood level, that
in Fallopian tube was 38.3%, that in ovary was 28.9%, that in outer part of the uterine fundus was 25.5%
and that in inner part of the uterine fundus was 17.9% respectively.

From the results obtained in this experiments, concentrations of CMD in tissues of pelvic organs were
almost same level as that of the other antibiotics, and especially by 2 g i.v. drip injection, higher tissue
levels were obtained and good effect in clinic is expected.



