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CHEMOTHERAPY

SEPT. 1970
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1. Staphylococcus aureus 508D Cephalosporini®
AR AR (1)

FREHERD27 75— 2B 7B 508k D CEZ, Ce-
phaloridine(CER), Cephalothin(CET), Cephalexin
(CEX) wkxi¥5REEH o LEiky Lk Xy
MIC CHELTAB &, %1 Din{,CEZ 13 CER,CET
X% 50, CEX XhFShiiEIER Lk,

I. E.coli 508knD Cephalosporin RiAFiTst3 5

B E2)

JREHSRO KRG EE 50 #Riexi3-% MIC oyl CEZ,
CER, CEX, CET D) EEE L, CEZp3 0k
L3 ChAHBENIER L, CER ORI
TH%E CER @ MIC 23 >100meg/ml #57Licd D
2 BHEB DI, ZTOF 2k CEZ LRRMERRL,
1#ix CEZ 12.5mcg/ml © MIC 7R Uiz,

#1 Staphylococcus aureus 508k > Cephalosporin RILLER iz 5t + 5 RS
¥ A e ‘
=0.05| 0.1 0.20 0.39 0.78 ’ 1. 56 3.13 6. 25 12.5 25 50 =100
CEZ 50 4 26 20
CER 50 17 20 11 2
CET 50 1 22 27
CEX 50 15 28 7
(LERE LB R
# 2 E. coli 50%k» Cephalosporin RIpaAlc x4 % iRP ik
B & Escherichia coli RAAFBEMRILBRE (MIC) (mcg/ml)
E A NIHJ o # oMIC
L 3 (meg/ml) | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 100 | >100
CEZ 50 1. 56 19 23 1 3 1 1 2
CER 50 3.13 3 16 18 4 4 2 3
CET 50 12. 50 11 20 12 3 4
CEX 50 6. 25 4 30 9 2 3 2
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M. R X OBEM (K8, 4, 5, K1, 2)

CEZ 13D B\ 18 CE A & h 5 D¢ CEZ il
BRI X OFkc T, CER X HEiHE Lico
CEZ i3 CER it Le PE7A T § v EDREEAERNE
Wi, TOmBEFEEERMEYFRT 5K Bu-
fler HRLMBFRRNIC L O TR DOTL B5DT, WH

% 38 Cefazolin iR o I ERE

OEBREMB LR L, MERBRELNE L, NFERE
HERIBERERERRE L T56E « )| LRER
B XD,

CEZ, CER % # 4 500 mg iR Mg iR 2 R

R 6 fli>& Cross over study T LiciE RN,

#3, 4, M1, 2TH%,

ERE 0K RS Human sera %464 RIEY: : Streptococcus hemolyticus EHitkic X 2 BB pH 7.2
Cefazolin o Mg (mcg/ml)
No. |8 #® % & ¥ |54 |66 B | R & &
(kg) (mg) 1 2 3 6 8
1 F 43 63 500 29.0 23.4 14.3 5.8 3.25
2 M 21 46 500 37.0 30.4 24.0 6.25 4.15
3 M 36 46 500 22.0 18.7 16.6 7.5 3.25
4 F 25 48 500 38.0 21.0 13.5 3.87 2.1
5 M| 26 60 500 42.3 21.6 11.8 2.72 1.77
6 M 30 78 500 29.5 23.0 10.8 8.4 4.85
Mean 32.9 23.0 15.1 5.8 | 3.14
Cephaloridine 11 Fh 8 & o 3 & B
EREOHmRRS] Human sera # (#/ HIEY: ¢ Streptococcus hemolyticus {EHFERIC X 5 BEfE B pH 7.2
Cephaloridine o ifirh{&E (mcg/ml)
No. |®% #¥ £ & | |4 |6 B | &K & &
(kg) (mg) 1 2 3 6 8
1 F 43 63 500 11.8 5.2 4.2 1. 52 0.2
2 M| 21 46 500 12.1 6.6 4.1 0.78 0.35
3 M| 36 46 500 9.8 7.1 4.1 0. 88 0.32
4 F 25 48 500 13.0 6.4 3.9 0. 59 0. 26
5 M 26 60 500 9.0 7.6 3.2 0.45 0.24
6 M| 30 78 500 10.0 6.0 4.1 0.97 0. 55
Mean 10.8 6.5 3.9 0. 86 0.32
%4 Cefazolin fnHs i B o> B 5E Bt
s o %5 0. 1M Phosphate buffer pH 7.2 #% /8
REB: ¢« Streptococcus hemolyticus (IR IC & 2 BEREE pH 7.2
Cefazolin o |fn B EE (mcg/ml)
No. |8 ® & & | ¥ |4 |6 BE | &K & &
(kg) (mg) 1 2 3 6 8
1 F 43 63 500 16.0 13.0 6.1 2.43 1.4
2 M 21 46 500 21.0 17.0 18.4 2.6 1.75
3 M| 36 46 500 12.5 9.2 7.5 3.13 1.4
4 F 25 48 500 21.6 11.0 5.7 1.62 0.9
5 M| 26 60 500 24,0 11.8 4.9 1.18 0.78
6 M| 30 78 500 18.5 12.8 4.5 3.5 1.83
Mean 18.9 12.5 7.0 2. 41 1.34
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Cephaloridine i1 538 B o J % BB
EREOMFRT] 0. 1M Phosphate buffer pH 7.2% {#
REY: : Streptococcus hemolyticus (ZWHRIc X 2 EEE p. HT.2
Cephaloridine o ffiRi R (mcg/ml)
No. |[# ¥ £ & | ¥ | &8 |6 BE| R E E
(kg) (mg) 1 2 3 6 8
1 F 43 63 500" 11.8 5.2 4,2 1.25 0.2
2 M| 21 46 500 12.1 6.6 4.1 0.78 0.35
3 M| 36 46 500 9.3 7.1 4.1 0.88 0.32
4 F 25 48 500 13.0 6.4 3.9 0. 59 0. 26
5 M| 26 60 500 9.0 7.6 3.2 0. 45 0.24
6 M 30 78 500 10.0 6.0 4.1 0.97 0. 55
Mean 10.9 6.5 3.9 0.82 0.32
%5 Cefazolin [ReRIREE O B ERH
RIGE: « Streptococcus hemolyticus EHFHRIC X 2 BB B pH 7.2
Cefazolin o JRhfEf &
No| B # &£ & | |44 |6E |[pym— 02 2~4 4~6 6~8 Total
(kg)|(mg)| mg ﬁéf mg | ml | mg | ml | mg | ml | mg | %
1 F | 43 | 63 | 500 |176.4 84 |172.2 84 | 79.56)] 68 | 31.0 50 | 459.2| 91.8
2 M| 21 | 46 | 500 |239.7| 235 |162.4 116 | 74.7 90 | 18.02| 53 | 494.8 98.9
3 M| 36 46 500 [182.4| 120 | 98.28 84 | 42,92 74 | 32.94| 108 | 3566.1| 71.2
4 F | 25 48 500 |244.8| 153 [217.6 128 | 63.7 98 | 25.52| 290 | 526. 1| 105. 2
5 M| 26 60 500 |226.2| 174 |150.1 158 | 78.84] 142 | 23.21| 139 | 473.4; 94.6
6 M| 30 78 500 (268.4| 220 (142.5 150 | 99.0 180 5.12| 320 | 515.0| 102.0
Mean 223.0| 164 [157.18| 120 | 71.79] 109 | 22.64| 160 | 470.8| 94.0
(Diluted with 0. 1M Phosphate buffer pH 7.2)
Cephaloridine [}y o HIE BB
HISER: : Streptococcus hemolyticus EWtRic X 2 EEE  pH 7.2
Cephaloridine o JR A&
No| # & & | |44 | R mrm-— | 2= 4~6 6~8 | Total
(kg)| (mg) | mg m% mg | ml | mg | ml | mg | ml | mg | %
1 F | 43 63 500 | 144.0| 122 | 94.38 78 | 57.0 50 | 36.48 358 | 331.8| 66.3
2 M| 21 46 500 | 210.9 89 | 75.9 55 | 51.5 50 | 15.3 51 | 3563.6| 70.7
3 M| 36 46 500 | 123.6/ 120 | 73.08 84 | 30.34 74 | 12.31] 108 | 239. 3| 47.8
4 F | 25 48 500 | 292.8 61 [137.8 95 | 28. 17| 90 | 10.83] 190 | 469.6] 93.8
5 M| 26 | 60 | 500 | 287.0| 70 |144.0 90 | 35.0 184 1 12.4 | 130 | 478.3| 95.6
6 M| 30 78 500 | 275.5 190 |112.0 140 | 48.0 160 | 33.0 110 | 468.5| 93.7
Mean 222,83/ 109 {106.19] 90 | 41.67| 101 | 20.05 105 | 390.2} 78.0

(Diluted with 0.1 M Phosphate buffer pH 7.2)
iz, CEZ OmiFREBEERBOVLAR1DHD

Buffer ##R¢ CEZ o 1 E[E)f# 18. 9mcg/ml (FF5)
X Le b mEHRTIEFE—mEL 32.9meg/ml %R
L7c7?%, CER it Buffer MR & MBEHR & CcEEHE
Bo—F Lictd, BRI X 223 HR LD bhich

7, CER X v 35 hEEunEhRELXR L &I
7tb, CEZ i CER C LERABEARIR/LTS, £
DORINE X CER % R A TdIc, FOMmEHOEE:E
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mcg/ml
404
e Cross over study
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1 CER, CEZ 500 mg £52ERs o if 7 o i
EH CER XD BB bDLEIND,

W RAPEEESR S CEZ 500 mg £ B @ U < fithk
BRA 6 BlieounCHiREs 8 e 2T, 2 RHECRE R
L THRE LcHRENFES TH S UEEIRA T BE.
JII EEEEC Buffer Fific X 2R CHE L,

fERIzFEOM SEERIE TOR P EINRIZ4%T,
CER 0 78% X b3 h T i,

B OB OB R

CEZ 5P R RBEARRE 18 ITH B, £
61 hBninl, MPREFEYYE 4 61, IRERRYYE 6 B, IRES
RYSE 260, FoM 1 fITh s, PREBERSAFMLD 3
Bz TR ER), 52 H0kRIL CEZ HEKTRIC
3. Enterobacter »\HZ o, X121 BHEOEEK
BETIIER L, F4 CIORMIEMRS - E#rE
e LTABE ABEH 3 X OB H DfEas8 anerob. Stre-
ptococcus R I hicH, FAE, BRZUERABRITTLo
T T ERTEIehDN, CEZ B 5 1g HiEH
&, 500mg 2 BIfFHE, 1g RFEAEAS 4 BRI oo%k

meg/ml T
40
Cross over study
EElAR © & b ERIR
301 §

20
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1 2 3 6 B(EERT)
®2 CER, CEZ 500mg 52k o if ¥ sh il

LT h, 3HE»LEBRML BIEHACEIL, CEZ
DRI H E LK LD, TRERI 0D
1=DT, MFICERE L, HERBIL 6 AITLIITE,
BMEROEHD B\ ILERD, FEHEROBRD, EHAT
RosENR LD LRI, BREOKRE S hiz 3 filic
TR S (6 ~108) AALERRYE DD e
2y, BRI b e ot SBGIOBENILE
FF OCBEAR O g TR R DIERIL Ie DT, 7
7 — 7 L REEE G 105/ml Bl ECH oD T, CEZ
L Licd’, HEt(b Lichols,

120 SN IR CFF TR B ABE, ABE
%2 HM CP 1H 1g Sl LA TEET, ABRSE3H
B2b CEZ 1H lgienxicklh, THILNLCTEH
L, BEERS 7 B2 HEL, PREETKE
Btk &7 b, BB S ABERO 13200 55 8100 & 75
p, CEZ 8 HREo#E- Tk LB IRR B L
fs#ﬁﬁ% L'f'&o

F13GI0 Y v < FBTFERIER, BRERISEL
72 & D DOIREERERIEH: TH DT T D AR DRRL E 5 b=
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#6 CEZ 0EEFRR
No.| & m % | 1agse | B2 rusons |wn| ® %
S8 LI & Norma! X—$RAT Rk
1 742’g 3 H OE & 500mgXx2 | 14H flora + B SR R B 36
Klebsiella— MSI &6t
2 88 1 @ | AREEM LK S00mex2 | A | b, scter | T | x-mrrREmaE
Normal X-BPT R
3 57 3 SF X% | 500mgx2 | 148 fora + ik 67—32
FEREER T 2%
500 mg X 2im anerob. Coombs Test(+)
4 27 5 | A B9 {1000 mg iv| 4 B | Streptococcus + | #BEKT1IH2AB)
., - E. coli(+H) CB-PC {#5i#
5 64 3 Lo 5% | 500mgx2 6 H ) + CEZ
PAgEM:RE A OF
B ¥ &
6 55 3 g;iﬁ %g 500mgx2 | 6 B | At s h ¥ + | T#, BMREFE
CRP (8+)—(-)
- E. coli(+) T&#, HMRIEHL
66 H 4 2
7 S | &aBaos5% | 500mgx 108 ) + S
. 1) Klebsiella
FEED S % —E. coli + | TH#
8 69 3 B = % 500mgx2 | 9H 2)( E) ol | 4
B & R& % fE T, BmRED
o , .
9 B9 g | S00mex3 | 228 | mitzh Y + | g
BMRIEFE
10 53 Q | AEHE®D>% | 500mgx2 | 118 | B & hF + | CRP (4+)—(—-)
AT RoE
Citrobacter (i}t) ER REE6
11 70 4 4 -
@ | AP K| 500mgx2 | 5B 0D PN
E. coliCHP) T, SmREFL
12 23 Q@ | AR A | 500mgx2 | 8H _—:(_) H | FRikckE, Rt
E#E, BRERME
T#, HMmMIRIEEE
13 29 ’
& | vy | S00mgx2 | 9B | WEAREAE| ? | o PR
BEMTH 5, ) BHhkoa27/5—BEE7EOKcOZ

EROHELE LTCORWER R AR5 e &I I\
<C, Hb, FRm#ER, AMmIR, RFTR, BUN, GOT, GPT,
Coombs Test(E#pk) % CEZ 5K I\THE
L=, 4 8lcts\~T Coombs Test 23 7o
feblshicidfiie CEZ oL Bbh b Dixihidh
hichote, L LE 46k CEZRTH 1 A%IC Coo-
mbs Test (3[atk & D7z,

t ¥ U

Cephalosporin R¥HitE#E Cefazolin &0 X Hw
BRI RITIRV, ROBREZ

CEZ, CER, CET, CEX i1 BB 1 & s Uiz s,
CEZ 3 CER, CET X »®*®%4b, CEX X hit3<h
TR %R Lo

2) REBEOKXBE 508kko% CEZCER,CET,
CEXIZxiT BB % et L7, CEZ 2 CER X h %
23 ¢h, LT CEX, CET DJECLRLHENIMETL
oo

3) CEZ 500 mg /it Mgk s X O RSk %
CER 500mg iR £ & Cross over study Tlb
BRE Lick oAb, CEZ i3 CER RELIZALKE
IiERBEES R LichS, £ORFBEHERS CER X0 &
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ot Fhin B LI,
4) HZERPYE13Hc CEZ #FEAIL LT 1 BE 500
mgX 2 L LERCi 11 glehs), 16Es), 16 X B
THDORRE 2o, ETRRIID 1 FICIiZEATEEA, BT 1) BEEE, I ERE DMBEX: BRE (1K
BEAZ DA LI, PREE) KX BR=v ) vEREIOVWT, H1
5) BIER & LTRERTREC &iXiedotdy, 1 #, J.Penicillin 1, 281~291, 1948

e 3\~ T Coombs Test B4 7R Lich’, HBERTH

LABORATORY AND CLINICAL STUDIES ON CEFAZOLIN

KEeinicHl NAKAGAwWA, JuNzaBURO KaBg, HirosHl Fukui,
KENTARO WATANABE and KAZUHIRO SASAMOTO

Department of Internal Medicine, Tokyo Kyosai Hospital
MITSUHIRO Y OKOZAWA
Section of Clinical Bacteriology, Tokyo Kyosai Hospital

Cefazolin(CEZ), a new cephalosporin antibiotic, was tested for its minimum inhibitory concentration
against 50 strains of coagulase-positive Staphylococci. The results showed CEZ to be higher than
Cephalexin (CEX) and lower than Cephaloridine (CER) in the in vitro antimicrobial activity.

The minimum inhibitory concentrations of CEZ were also measured against 50 strains of E.coli,
with antimicrobial activity of CEZ higher than that of CER, CEX and Cephalothin (CET). But the
differences of antimicrobial activity in these cephalosporin antibiotics were not so great.

Intramuscular administration of CEZ 500 mg produced relatively high serum concentrations (stand-
ard; human serum); the peak ranged from 22.0mcg/ml to 42.3 mcg/ml (average 32.9mcg/ml in 6
volunteers) and 3.14 mcg/ml in average value was sustained even after 8 hours. These values were
higher than those of CER. Urinary excretion of CEZ at the intramuscular injection of CEZ 500 mg
‘was also higher than that of CER.

CEZ was administered intramuscularly to 13 patients with various bacterial infections in doses
of 500mg twice daily, of whom 11 well responded to this drug. No side effects were seen in any
of the patients treated.



