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Cefatrizine (S-640P) oEBERY, FEKMKRE

R T

# M

INKRFERERER EEDH—HH

w

B %

BRERKFEFERHE B

F L WA & L CBE% X 1uic & Cephalosporin %
HAEWHE CH 5 Cefatrizine (AT, CFT :B83) ko
W, ERNROCRBERNRNET R o TRET

Bk, 2V v F2THE, =v T ety x—228, RIBH
28BRIC DN T B AL R e R X b, CFT %
X T Cephalexin (LATF, CEX :BX3) OB/INREFRIE

%o BE (MIC) 2HE L1,
HREBEHE 2) RERAZERIVAREE14OWT, CFT
1) BRF49%E 4 AL, AKRFE—ANROABEEED 250mg WEREOMAPRES, 5, BEH 3045, 1
BRIRM B o8 X hic e s ¥y ERE168k, KBEHE35 R, 2 W5, 3BERE, 4BME, 6BrEOMmEIOWT
Table 1 Sensitivity distribution of clinical isolates to CFT
MIC (ug/ml) Total
Organisms strains
0.2 0.4 0.8 1.6 3.1 6.3 12.5 25 50 100 >100 (%)
Staph. aureus ! 1 8 4 1 L 16
(6.25)| (6.25)| (50.0)| (25.0) (6. 25) (6.25) (100)
E. coli 1 3 5 3 4 3 4 12 35
(2.8)| (8.6)| (14.3)| (8.6)| (11.4)| (8.6)| (11.4)| (34.3)] (100)
Klebsiella 1 3 6 2 2 2 6 5 27
3.7 (11.1)| (22.2)| (7.4)| (7.4)| (7.4) (22.2)| (18.6)| (100)
2 1 1 18 22
Enterobact
nrerobacter (9.0 (5| @5 @820 (100
Pseud. 28 28
aeruginosa (100)| (100)
Table 2 Sensitivity distribution of clinical isolates to CEX
MIC (ug/ml) Total
Organisms strains
0.2 0.4 0.8 1.6 3.1 6.3 12.5 25 50 ‘ 100 ‘ >100 . (%)
6 3 1 1 11
Staph. '
aph. aureus (54.5)| (27.3) 9.1 (9.1)| (100)
. 1 7 8 5 1 2 24
E. coli
(4.2)| (29.2)| (33.3)| (20.8)| (4.2)| (8.3)] (100)
. 4 9 1 1 2 3 20
Klebsiell
costerta (20.0)| (45.0)| (5.0)| (5.0)| (10.0)| (15.0)| (100)
1 1 18 20
Enterobact
mherovacter (5.0) (5.0) (90.0)|  (100)
Pseud. ) 20 20
aeruginosa (100)| (100)
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g Lz, ¥7-, CFT 500mg MBRIES (2H. T.) D#y
bgn, #5285, 4056, 6 KRR, 8RR MBI
DWTd, MAEEYRIE Lic, HIEHEIERNBE
BB NERER X » THHE Wi HET, Sarcina lutea
ATCC 9341 #3528 & Li- Cup plate method ¢, pH
6.0 1/15M phosphate buffer iz X b, E¥EH s L O
HOFREITIL -0

3) AAFE—NEES IUBEBREZARDO AR R XU
RBEOTRBRPFEY THT, REEYEEL O oK
HuEFc, CFT 1H 1g 7t\WL 2g #EAHFEL,
DEERZE I X OBIERAC W THERE Lico

® x

1) EERSEEEO MIC

RS EE D CFT w35 MIC X Tablel D¢ ¥
hC, BET FPyREIeKTIE, 3.1ug/ml te— 25
»b, k¥sH (87.5%) % 6.3ug/ml LITF THoTo
La» L, 100ug/ml L EOMEED 18D -0

KIRE35HE T, 6.3ug/ml I/NE W —203B B0,
12.54g/ml LI Fo ik 12 ¥k (34%) L47e<, 100
ug/ml A ED S DM 128 E R DB - 7o

2 VT v F2TRRTIE, 3.1ug/ml 12D — 2 A%
Hb, 12.5ug/ml PTIX4KEERLIDD, MITEE
DIFEETH - oo

v F ety x— 22 BTIY, 12.5ug/ml LTFDOHD
7, 82% L4 ph 100ug/ml L ETHotoo

RIEE28HEIT TR T 100 4g/ml LLETH 570

ohb LRI HE L CEX o MIC i3, Table 2
DEEHYTH T

CFT & CEX » MIC 0B A THB L, HES
FYRETIE, Figl 0Lt EREDLIATITXL
MBI LT\ eht, CEX i 3.1ug/ml LLFD HDiks
¢, CFT 6.3ug/ml A FTD oA, CEX X bhd1~3
BEBRETCh TV,

7 I AlaMEE i oW, CFT & CEX o MIC @
HBEx R AL, Fig2 oktxbh, KBE, 2v7ves
©i3, CFT @ MIC »% 12.5ug/ml LAFD D D%
2% CEX kX h {1 ~3BEEEThTHI, L,
CFT o MIC #% 25ug/ml LA ko 3 o Tk CEX 73 CFT
I TR THBIDONENn ol =V T RAZ X —,
BT, X<HBIL TV,

2) CFT WiREfOImnFRE

CFT 250mg WHRBS DM EEH %% L, Fig.3 o
Fb, BERAD2HATIARIKHBY—2L7%D,
¥i5 3.93ug/ml THolco Lind, 4BFHIEKN 2.8,
6 BeREIE8 1. 3 ug/ml HiHE D MM PERE A HERF S h Tuvieo
S SERA OB AL, WNIR 3 IFHEIRHIE ShTwit

Fig.1 Cross sensitivity of CFT and CEX
against Staph. aureus

MIC (ug/ml) (11 strains)
>100 ®
100
50 M
CEX 251

125’_ L L

6.3". (] L[] [ 1 1]

3.1
1.6

0.8 1.6 31 63125 25 50100 >100
CFT MIC (ug/ml)

Fig.2§ Cross sensitivity of CFT and CEX
against Gram-negative bacilli

M>IC(/4g/ml) o x
100 <o B
100 an
50(- c 2 e
oo o oo oco
D 251
CEX (o] o oo ©O o N (o]
12.5¢ 2™ 2 2
6.3k a ° a
3.1 o . E. coli(24strains)
1.6 s Klebsiella(20strains)
4 : Enterobacter(20strains)
0.81 * . Pseudomonas(20 strains)

0.8 1.6 3.1 6.3125 25 50100 >100
CFT MIC (ug/ml)

Fig.3 Blood concentrations after oral
administration of 250mg CFT
pe ml
ol

-~
T

Concentration

Wy, B CFT e HE L, 2By —2»
Lich, o264 &LFA U 3.88ug/ml /R L1, LaL,
ZDFITIL 4 FEE R EETET Lo ¥, 14
TIXPR30G % b /3 CFT BRIECTE R VWEETH -
foo

Zhb3FOFEERD E, NR1ERE2 15, 28
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Fig.4 Blood concentrations after oral
administration of 500mg CFT

ob— L L L —_

0 2 4 6 8 hrs.

FI$£3. 23, 3 HfHEIHS. 93, 4 RERH#2.20, 6 FERI40.93
pg/ml i 51,

CFT 500mg # AR Lic@bkiti& DiERC 1, Fig.4
DEEDh, HELMAPBEENLFEET, 2H& 3.3
sg/ml TE—2 L7, KECTHD L b, 8%
13 0.9ug/ml &z CFT a3 X h T\ vico

3) KRR

Table 3 Lk b, FRBEYHEL LT, MLIBE1
Bil, BHERK 66, SHESEXK3H, BEKETK2
Bl, BYEmBksk2 61, SPEWEIEZ 1 GO 15 6 & fiiks
¥, BHEEMEEED 2 filic CFT %[ Lo 4EHBIT215EA
LT8FETT, HLANEATHY, AOERYE I
HOMNED 5T, BRI E S oo T, BAH
B2 V7L FRIBEELRBIDIH, ~E7 41
A3B, =vFwyx—, HHES VRS, BHEN
EFRENR1BT, BN T WD ONTHTH -7
CFT off iEiX1H 1g #FEAIE Licht, it 2g
&b L5g B{ER LI, AL B2 5150 T
KEGT, 1IB»H3BAFEALLLOLD 1o
A RITFEIG DR » T RED 2 FIaER\T, 156020
THhBE, HEH), FHAbbETIF (60%), LEL
36 (20%) THY, 26 (13%) wTEih o
oo BIWERH® 7o ¥ 2 BEITHIE L REFIIRETH »
oo

WRER LD 2 flTi,
BEITHETH -0

MREREGHEE LT, IREERD 4 HIIT61EI HT6REDE
AT, THERBBIELL I T, AT KIGE 3
B, 2v7v=7 16T, FEFRZFHARC X CEX
) TH oo EIRZIFZHL 16, LRAEL 3 HIT,
SESZERD ST h 5 oo

RBREIIEE LT, MMk 6, aHBETLS
B, BHEEELLMOH 86 & B#kko 14iic CFT
R, ERII24580 6T E T T, KoL HT
Dol BEEITRTVRA - IFEY 2D 1A%
T, TRTRBETHD, T4 A 2B X AT

WwThd CFT 1H 1g, 1

TR CEX({it) Thoto CFT FHEIILIH 1g &L,
FISNENZ 1.5g HEHA LA, 2H2H 15 HREM#AL
Too BRIRINCER 6 B (75%), B 161 (13%)
T, EHIBEEERE B 16T X eh ot

BIfFR & LT3, £5032600 5%, 54 (15.6%)
= GOT, GPT o LA»MREDdbRc, 1FIIBEEEDE
L& DXPMNTE LD 5 hchy, BREFCIIRETRD
bhich ot FREMN1IAR 1.5~2.0g L4k,
Twicd o GOT, GPT D EH A bR REET
BULENRD Do TOIIMTEL « B, TRz XLz
L0, BEREOOEh ot db D, RERELicbon
FhZh 1B D LR, HEEZ — s ARBIL 9IFIC
W4T Liedd, WFh KT, &S50 @R L
2B THEEMTH 5o T, GOT,GPT D L7 LH
¥ — A ARBREBBRLTVLEITHoTco TDIED,
REER, 72 v7F=vicEBRE~NOEEIALR
TR T2 BD bR s T,

£ %

BED AR Cephalosporin RyiAEMEDHHFE L DHE
FLWwbordh, L, WIRFEL LT Cephalexin
(CEX), Cephradine (CED) &2\ T, Cefatrizine (CFT).
PEHLTEI, Livd, CFT oHE N CEX kb
LERTWB EWbhTWh3Y, bhvbh ORETIE
77 AGHEREORFE L LTHLT Py REYRICH,
g-lug/ml @ MIC o —272bY, CEX k)i 1~3
BEBMT ChICIEIIN d adibhic, K, 3Tk
EEMEEN 1R TR ENFE LI LREET AL

77 AEHRED 5%, KBETIX 6.3xg/ml i
2v7F v 5T 3 1lug/ml i MIC D12 D v—2
bbb, Lrd CEX X hHBEERETChicbonS
Dy oteht, 100ug/ml 7o LERELED & DH5%E
LIS &L, TOHENBRHIITE R WE R
bhd, Lnd, MIC okE\w& AT, CEX 0fi
HWHDIR M EE 5 T BEBD DR D %o
CHhBIEIBEBH L TCARBREND S 5, Eh, =V
Tuly k-, FEECREHETERVEATH -
o

¥R, CFT OfED 122 LT, RYPHERT
DD CEX IHENRTTChTn5 LT, Mgk
DREEFENE 2 DR TV 59, bh bh Ol
wWE Li-fiE T, CFT 250mg KIRT 2 fiT 3 kg
#®ic, 1A 2 Bt emsfE & 7 b, wWThd 3.94g
[ml THoleo TOERERORME X—5T5 X
5THBY, Lnd, 6Ky, » AFED CFT
MNMAFCEFELTE D, 6RMEBONMREITKS &, M
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hEEDO RISV ELDTR VLN EEL LR, b
HhbhoOflE L 500mg MRANE, MmPEEO EFHMN
HED X7, 7 &b Dose response 1IE % b
RIDWRBETH - 7eht, REFMICh e b A iRE 2 R
INDBT ERIEH IR, ZHIIMRERATHY, KRE
L OBENER IN T WD, ThETORKER
o TWBDMhHEN e\,

EREIERI~D CFT Offiffix, MREFREWEL EET
ALten, Bk, LEIZLADOLBITIE, B XED
wHERDHLI100 (83.3%) Lich, UL dicEhichl
HEHhN I hdlbhic, LI 1HEN 1g L\ oo
WP IONETH B AN, HEROPIAR & BT gy
IONBETH Do I, ~ET4NARR XD 1HNCE
HTH ~Tco FbBES, MRIHLD 3FITIXELR 16, R
16 E BLHRMNLREL, 1HIIELNTHD -0

R EGE 8 BT, BREACAS LIcEDD 161%
BT, RRE1IM, HEXTNTEHERL, e
FYAIFEY AR IBHEMACSEYTH oo ¥
1o, IEREGWE, WRAEXCLHEHTHY, Thie
PiEmETH B LHE Ihi,

RHENSARD E, FOT Py ERECHAIRECHEL
T, HHEEDO1HIIEY Thoto 77 HEERET
X, KBE, 2Vv7 v FRART, ~ET 4 VARE
HDLDOHND T

BIER & LT, GOT,GPT @ LR % HIcdH D 5 Hl
(15.6%) &% -tpd, CFT NiR%xFIET5E, B
CIEFEL Lico £, 1HENRE» > FIICREET
Botos, MmbREo LA LBGRAD Db MNIc,
MR 2 FCBD bhicie T, 1HEfER
NEPTH-To i, EEN1HRED LRI, H

B2 — A ARRITRNTERETH -0

£ 1%

1) RS #EEO CFT w33 MIC #JlE Lic &
Z 5, MIC 12.5ug/ml LA FD b0, Har FyERE
168D 87.5%, KBHE 358D34%, 7 V7 v » T 27k
D51.8%THY, =viuyx—, BEEIHEER
JTHoto

CEX ¥ CFT o MIC 0% %% &, CFT »: CEX
ID1~3BETSHICLONED 5T,

2) CFT 250mg PIfREFD MR, PIREE 2~ 3
BC RS L7 b, 3.9ug/ml THotoo Lnd, 68
iR d 0.9ug/ml ¥ i’ ERAF LT i,

3) WPRERREYELSH, BRR AP 2 B, RRERYAE
40, RESRSGE8 B, ot 3fic CFT1H 1~2¢
AL, BT 6, B, LRELHT 6, ELH3
B, FIEREE 4 BITH » o

4) EWEBXLT, MEFFVvAT7TIF—¥DLERS
B, HALEER 2 6, RZ 16, BREE1FAIED LR
Too To¥s, B2 — » ARBUIFANCHETIRTRM
THoToo

e B AFGEC HH Ui Cefatrizine i3 75 843K (%) 2
LIRS hELDTH D,

X ik

1) Cefatrizine BFEL$té, 522 B B AR{b¥gRpE
LEARLMIRSL, 1975

2) LEITNER, F.; D.R.CHISHOLM, Y.H.TsA] G.
E. WRIGHT, R.G.DEREGIS & K.E. PRICE : BL
-S640, a cephalosporin with a broad spectrum
of antibacterial activity : Bioavailability and
therapeutic properties in rodents. Antimicr.
Agents & Chemoth. 7 :306~310, 1975

CLINICAL AND EXPERIMENTAL STUDIES ON CEFATRIZINE

YosHiRO SAWAE

Medical Technology, School of Health Sciences, Kyushu University and

First Department of Internal Medicine, Faculty of Medicine, Kyushu University

Masanipe TakIn

Second Department of Internal Medicine, Faculty of Medicine, Fukuoka University

1) Minimum inhibitory concentrations (MICs) of cefatrizine (CFT) against clinical isolates were
determined. Growth was inhibited at 87.59% of 16 strains of Staphylococcus aureus, 349 of 35 strains
of Escherichia coli and 51.8% of 27 strains of Klebsiella respectively at an MIC of 12.5ug/ml or less,
while all the strains of Enterobacter and Pseudomonas aeruginosa were resistant to CFT. A correlation
between the MICs of cephalexin (CEX) and CFT showed that CFT was 1 to 3 times superior in con-

centration to CEX.

2) The peak serum concentration of CFT administered at an oral dose of 250mg was observed 2
to 3 hours after dosing, its level being 3.9ug/ml. The concentration of 0.9#g/ml was maintained even
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after 6 hours of dosing.

3) CFT was administered at a daily dose of 1 to 2g to 15 patients with respiratory tract infections,
2 with parodontitis, 4 with biliary tract infections, 8 with urinary tract infections and 3 with other
infections. Response was excellent in 7, effective in 11, slightly effective in 7, ineffective in 3 and
undecided in 4.

4) As far as side-effects were concerned, there were observed increase of serum transaminases in
5, digestive symptoms in 2, eruption in 1 and feeling of swinging in 1. Direct COOMBS’ tests revealed
negative reactions within a range of the tests.



