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1. RRREHER

BRERMEID 5 b, 77 MR L U URRER (EE
B, UPEENRAE SLARARIS, Bk RMRECRE, VAN
B O Staphylococcus aureus 22 ¥k, 7 5 ARRMARE
EUTHES REHEED E. coli 26 %k # 4R L LTE

W, &HK| (CED) 8 XU & L7 Cephalexin (CEX)
23 2 RBREMERBRE AL ERE 2B L TIT
v, MIC % JE L

% F Staph. aureus Tix MIC @ 43 £, 1.56~25
pg/ml 2% Y, Peak 1% 3.12 pg/ml T BHkED BN
NZDOfEER Lo CEX T LAF| LG LA ERI LR
VERBEE SR L, Peak 1ZRIU < 3.12 pg/ml izAh bhiz,
E. coli Tix 6.25~50 pg/ml ORICRSHDO S H B
, 268178 MIC 12.5 pg/ml @ Peak fH 275 L
7zo AN CEX TY, Zh&izFRBOMENZ Hh
7= (Table 1),

2. MARE

A 2 fl &%tz CED 500 mg % FLEIZEMERFIC
1REAHRE- L, Y4, 1, 2, 4 BLU6 BEEZICERMm L,
Streptococcus hemolyticus S-8 ¥k HREH LT 2 HE
B X D P MEERE Lic, kB, EEBROFRIZIZ
pH 7.2 ® Y g Buffer 24/ L7z,

A#ix Fig. 1 oL 39T, 3053HIZFH 5.6 pg/ml
T, Peak X 1Wlicd v, 5 10.5 pg/ml DIETH -
Tzo LA, 2 WEMIEIZ -4 6.8 pg/ml, ARFREMEN 1.9
pg/ml LWIB L, 6RMBITMERETH o7

3. HA%IMm, ¥FKBIT

CED Dffu#y, ¥(K~OBITLBET 20, S
Wiz 18] 500 mg Z AR ARG U, AR VR g i o s i,
B LIS & 07K 2 HRER U IEE & U L7co WA Mo
B LRI TH Do SIREMIL 46T, BEHRMFHR
HRE TORERIZ4053 7 & 3 BRI Th S,

Table 1 Sensitivity tests of cephradine and cephalexin
M I C (pg/ml)
Species Strains
0.1910.3910.78 | 1.56 | 3.12 6.25‘12.5 25 50 100 | >100
CED 4 14 1 2 1
Staph. aureus 22
CEX 5 13 2 1 1
lcED | | o] 3] 2|
E. coli 26
lcex| [ | IREIEEREES




VOL. 23 NO. 1 CHEMOTHERAPY 431

Fig. 1 Blood level of cephradine. Dose : 500 mg Rigix Fig. 2 IRT LBV T, BEfP~i38E&m
(pg/ml) DYs~ Y OMEBIT (2.0~2.7 pg/ml) 1ED bh iz,

¥k BERT 1 BERI30SY DEERIT 1.6 pg/ml, 3 FEMH15
SOFERT 2.2 pg/ml DIETH Y, W bR MmMEE
10 RS ER L, HOREOBEBE & HIBTNE
TR 9 hhibhi,

4. HBABT

FEME JRRBEEOFHAE RIS, WHIERZ
1A L, FREOHIHgS Tabb, FE IE
BEEREFFA XL THREZRE L

BTG4 3 RERI4053 2 5 5 BEI20 £ TO 34T
FEERERT 0. 62~1. 1 pg/ml DBATARD bR TH, §8

SR

o-—

g\\\\ﬂ HNBITIEEECH Y, IRBENA ~OBTIIR
1 2 i & hes. W bhind o7 (Table 2),
5. FLitABT

IR 3 BlicAH 500 mg 1[EHEEL, 1, 2, 4 8
IO 6 BEEIRICHT 2 IR L, LROFETHELRIE

Fig. 2 Cephradine levels in umbilical cord and

amnion water Dose : 500 mg LAt A&NZig2 04 Cephalosporin 2 RIT < H
(u/ml) HA~OBITIREL, 34l b 2B E TBITAA LN
104 o Level in mother’s blood ¥, 4 RRILAE TER ~1.6 pg/ml B ShZBETH

X Level in umbilical cord % (Table 2),

ALevel in amnion water

BB R K

Cephradine (CED) % 7t % PERAFHERD B
AL LTERANBYYE EHLRRA ARMER XU
FREGRRYAE L Lt 28BICBER Lz,

a BEFET]1 AR 1.0~2.0g T1 B 4@EICHT TR
Of5 Uiz, P —%ix Table 3, Table 4 jZir$ &
‘ ] ‘ i i BYThB,
1 2 3 4 5 6 hrs. 1. AR

ERERENY, FEMNBRR BRAMELL6HICL
H 1.0~2.0g, 5~7 HE#E-L, 2BFENTH -7,

Table 2 Levels of cephradine

Levels in genitals (500 mg) (pg/ml)
. . Time until . Ovariocystoma’s
Case | Diagnosis collection Mother Uterus Oviduct contents
No. 1 | Hysteromyoma | 3 hr. 40 min. 1.8 1.1
No. 2 | Hysteromyoma | 5 hr. 20 min. 0.7 0.62 Trace
No. 3 | Ovariocystoma | 4 hr. 15 min. 1.5 0

Levels in milk (500 mg)

hr. .
Pl 2 3 4

0 Trace 0

0
No. 2 0 0 Trace 0.6
0 0 0 0 (pg/mD




432 CHEMOTHERAPY JAN. 1975
Table - 3 Cases treated by cephradine
B RS O O N = o o PO e
B R | o [Pl e | R (R 0| s | so| w | - | R CED)
2| T. T.| 32 |Right adnexitis 1.0] 6 6.0 + -
3/S. T.| 28 u (after abortiqn) 20| 5 10.0 | H | -
4| Kos | gy Punlent 4| Staphoawress | 10| 6 | 60| + | — | T Pestoperation of
5| M. N.| 24 g:rstcheglsin?sf gland Bacteroides 1.0| 4 4.0 — =T Incisio-n
6/S. T.| 22 ' ﬁ:gi?ﬁf:rgf é)ll;iﬁperal.» Staph. aureus 1.0 4 4.0 — - +(§%;I’SII;4MC§E”£§’)
7I M. K. | 26 " Staph. aureus 2.0 4 8.0 — - |7 E%Sé\g’s’il;%KM’
g S. 'K.| 29 |'Puerperal masti;-ié . 20| 8 16.0 | + — !
9/K. T.| 29 w o Lol 5 | 50| # | —
;)M. T| 24 " : 20| 5 |10.0| + -
1 T. Y| 2 I‘t‘l:fgfj:r‘;f P erall ioh. aureus | 2.0 7 o - | - +(§%S¥;g EM’)
12 O S. | 21 LI'nfect:ious abortion ygé;;?)foccus 2.0 5 10.0 | + - (gp,cglli/[,—l’-l‘ (gclgelzi)_st,)
13| K. ‘M. | 30. | Right adnexitis 2.0 7 | 1401 + Ceses | .
14/ N. S.| 24 | Left adnexitis 2.0 7 14.0 | + =
CED-disc (BBL) : 30 sg (=, +» 4
Table 4 Cases treated by cephradine
No| Name | Age Diagnosis. Caus‘f;g:ﬁa dD:SiL)(,g)ID];::’ij Total | Effect Sflfiit Remarks (Disc)
1/Y. N.| 36 Cystitis | E. coli 1.0| 5 50| H+ - +
21 T. T.| 31 " E. coli 2.0 5 10.0 | + - +
3K, L| 32 | » VE. coli+Enter. | 10| 7 | 70| + | — | +
4[E T.| 28 | » E. coli 10| 5 | 50| # | — | +
g M. M. | 25 | Pyelonephritis E. lcoli ‘ 20 6 [12.0] H - +
6|H. O.| 29 | » E. coli 20| 6 120 + | — | +
7 A S, 20 | Cystitis’ Staph. epiderm.| 1.0 | 4 4.0 + | — +
8/Y. U.| 33 ” E. coli 1.0] 5 50| + - +
9| S. T 27 | ” E. coli 1.0| 4 4.0 H - +
o Cancer of uterine ‘ »
100 Y. Y. | 45 |neck, Bacterial urine | E. coli 1.0 4 4.0 + - +
durin'g. radiotherapy v
1s. N.| 53 ggsg;;;; opergfif.fs E. coli 10| 6 | 60| # | — | +
12 T. N.| 37 P:)/rro’s operzgtaif;xes E. COZ’.+E’""‘ 2.0 4 8.0 — B P:oteus appeared
B H N | 24 | o E. coli Lo| 4 | 40| # | — | +
4T K| 27 | » | E coi 20| 4 | 80| + fauw |y
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FAED R FHIE R I AFI S IC X Y EEERTR A
SHUNIZZE L #E L, BRCE-BArEY
), FEAMERERS 3 AR FEOHEME TR L,
0%, HEERICA»->THAEEER (+) &Ll B

HT 3 HARE LT b LB EMMEERSME SR

ATdH % (Table 3), %iE Bl 1 O P 17 BEEAH IS
B, BIMIOKEOFAE TIRB, HEERNHY, FEN
X v Peptococcus & E. coli SR EN7-2%, AHEL-
%2 HTHHL, 5 HERIEBRTRLERLL, T8N
BRI L 2o

B 3 X AP RGEOSMTERBSR R Th 5
2, FEEE®3 BRICERAL, TEMRBREOLR, K
W ¥ ORFHR b 4 ARICITIRR L,

EFN2DBIRE T FEAR X D, I coli, Pepto-

coccus DFEH S NTeDs, 2 DR b AR X D ##

ik, IR ORELITIR o/ I E. coli ® CED
BEMEEZRET S L EHEFHEAL Y DO E. coli LF
< MIC ix 12.5 pg/ml G, ¥ 7z, CED 422 T
HRBZMEE R LT,

2. EBIBRREEMN

PEMRILARR 3 B, PERRFLARARE 3 Hlik e flic 1 1 LO
~2.0g, 4~ 8 HMAAIZESE L.

HRBETERRIC E B @ HEFLIRAE D 3 Blic i 1”\“'5715'%'“;
B TH -7228, Staph. aureus 12 X 3 FLIREE O 3
EBLERAK TRV TA L ES T 2T o 72
(Staph. aureus » MIC % 3.12 pg/ml 2 ¥, 12.5 pg/ml
BT, chb3Bizvw Fh b PC, SM, TC, EM,
KM (2Tt TdH %)

FDIED, FEBEHREDOANLE (Staph. aureus 5y
Bt) ¥ X Bacteroides i¢ & 5 SV Y VIRISIED 2
BlzER L, BIEICIXEBR LS, BHEIEN KD
Jco 7035, 4YME Bacteroides i3 CED ¥4 % 7 T3 /&
BHETRE RN o7, ' ‘

3. RERMRAE

AH R REBRE PN Lico X RTIR O Rt

BEBE R 3 X CABRh OB BB R, Wikl b5 CICEBORE

MR TH B, 1 HEERIZ 1.0g DL 9H], 2.0g D

bOME BT, MEARIA~TBTH B, BRAEON
Rix E. coli Biph 114, E. coli+Enterococcus 2 1,
Staph. epidermidis 1) TH %,

BEARZDR DY B REAR OB, SR M Ok

RICERTRZ b LT o7z,

&ﬁﬁﬁ%UL (+2AE) 1341, #&%h1 WJ@fr‘%%éi
72A%, T OEFIZ AR v — iR OBERR T, BEERIC
WERL LN, 4 ARE®RIC Proteus O 35 RHZ%E

L BRI OT, FIELSEED E. coli ik CED 74 2 7 TRk

ZHBB/D LML o7z,
BRBIORPHE, ERERE TORE A3 FH 4
~5 07T, %7, RFELZEREOAANCHT5EZ

 ERBROMAE b X —B( LT (Table 4),

4. EERREOBIE

U Ea#iEd 5L, REBBYSEDH 2H1392.8%, &
SR U S BERS 03 % B RIS T 2B B
IR DBERIRIZS0% & 75 D, Atk e LC28pH23
182, 1% I ARID B RAFHD D lzo

7, 1 HBH-RBOBERSR Kol T IR D B
IREBYRE D% N 1 H 1.0 g Be5BEOH SR T H2.0g
BEBEX D EOREREE R, SRR REROE
BLTIREICE2E LS b LEZLLR D
(Table 5),

5. BIEM

REOESIC X BREAICRFRT S b0 EBD AL
olee Eio, —EBOEHITIIBLAHEOFFHEE (S-GOT
S-GPT i34), ##E (BUN, REHEH) ERHL
7eds, L IREFRERD R -7 (Fig. 3), '

t . T U

‘B4t Cephradine (CED) iz \C AR & B
ZB1Eh, EMARHERIC B 3EHRISR 275 VKO
FERE % 700 o

Table 5 Clinical results of ‘cephradine
85?6 /day Case Cli.nical results - v Effective rati(; (%)
Effective | Ineffective
1.0g 15 (9) 13 (9) 86.7  (100.0)
2.0g 13(5) | 10 (4) 3(1) | 76.9  ( 80.0)
Total 28 (14) 23 (13) 5(1) 82.1 (92.8)

Figures in parenthesis indicate urinary tract infection.
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Fig. 3 Results of various tests before and after cephradine administration
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1) BaEOHKSEERD CED RBEZMRRE T,
Staph. aureus Tt MIC 3. 12 pg/ml I BREHED Peak 2 % X ®
248 L, E. coli Tix 6.25~50pg/ml o iz MIC o 1)  WELIKY, L.; et al. : Cephradine : absorbtion, excretion

SAEHRH Y, PORRESHIED Peak (X 12.5 pg/ml 12 3
» s, CEX LigiERgRORE B Z bl

2) 500 mg FEOEEEOMPMEED Peak 13 1 K
®icz bh (F310.5 pg/ml), FERALT b BEH f
ICEHE D Y~ MR OMBERBITAED L, €D,
FEARPA~OBITHIEH L 2 7,

3) AKIOMIBRABITEIER L x 1205, LHNBTE
122> 4 ER Cephalosporin & [7] U < —#&IZEV

4) HRICHE LU TBRRNBYEYE EBILRR, R
Y YR8 ER L, AEhR82.1% (236]) Dpk
EE 2Tz

5 BHERAL LTHETRELDOZBHOTVIERN, X
o, BERBOEBRERETYH, L{BRFERD AL

2720

(BRI OB XF220E AR LEREFIRITRER
L)

and tissue distribution in animals of a new cephalo-

sporin antibiotic. Antimicr. Agents & Chemoth.:
49~54, 1974

ZAK A.: et al.: Clinical pharmacology of oral cephra-
14(3): 118~126, 1974

dine. J. Clnic. Pharmacol.

3) LIMSON, B.; et al.: A new cephalosporin derivative,
the
Current Therapeutic Research 14 (3) :
1972

KLASTERSKY,; ¢f ul.:Chephradine—antibacterial acti

cephradine, in treatment of acute infective
diseases.
101~ 106,

4)
vity and clinical effectiveness. Chemotherapy (Basel).

18 : 191~204, 1973
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CLINICAL APPLICATION OF CEPHRADINE IN THE FIELD OF
OBSTETRICS AND GYNECOLOGY

SEn1 MATSUDA, MIKIHIKO ENNO,
TakasHl KASHIWAGURA and YUKIMASA TAKEDA

Department of Obstetrics and Gynecology, Juntendo University Schoo! of Medicine

Laboratory tests were made with cephradine, then the drug was applied clinically in the field of obstetrics
and gynecology, and the following results were obtained.

1) Sensitivity tests were performed with cephradine on the strains isolated clinically. Staph. aureus
showed a peak of sensitivity at MIC 3.12 pg/ml. E. coli demonstrated a distribution of MIC between 6.25
~50 pg/ml, and a peak of sensitivity was observed at 12,5 pg/ml, antibacterial activity being almost the same
as that of cephalexin.

2) Blood levels of cephradine were measured after an oral administration of 500 mg. Peak obtained 1
hour later was 10.5/g/ml on an average. As for faetal transfer of the drug, levels in umbilical cord were }§
to Y of those in mother’s blood, and levels in amnion water were proved too.

3) Levels in genitals were proved with cephradine, while levels in milk were generally low with ceph-
radine similarly to those of other synthetic cephalosporins.

4) Cephradine was applied clinically in 28 cases, including pelvic infection, puerperal mastitis, urinary
tract infection and others. Effective ratio obtained was 82.1% (23 cases).

5) No remarkable side effect was noticed with cephradine. No special abnormality was recognized with

the drug in various tests before and after the administration.



