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Cefatrizine DOEBEN, FEZRAIPITE
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Cefatrizine X, XE7V A + VR BT,
BRI hi-5 L4/ Cephalosporin RiL4&EWE T
% -, T7-aminocephlosporanic acid ® 3fric+ v 7
V- LBYEAL, XHKIT ik p-hydroxy-D-phenyl-
glycine ©7 vrfbLicz ek »T#E 5 5 Cepha-
losporin C DL FHHETH BV,

4E - o Cefatrizine o\ T, EBHY, EEKMBRH
Il D THET %,

7t3, AT % Cephalosporin RFIEHEX KD XS K
B3, Cefatrizine (CFT), Cephalexin (CEX), Cepha-
loridine (CER), Cephalothin (CET), Cefazolin(CEZ),
Cefacetrile (CEC), Ceftezole(CTZ), Cephapirin(CEP),

# 3] h

FRIRTBERT O\ T, HALERE ALY o
3 ERFERFERE T CFT 5 X O, fhd Cephalosporin
FRUEMEDR/EIEEBE (MIC) %tk Lico

1. Staphylococcus aureus DRRZM:

CFT o Staphylococcus aureus 34 #fizxt32 MIC
1%, 0.4~50ug/ml LB AL, 1.6ug/ml X Ot

25ug/ml iZ 2 IHED Y — 2 R T. T ORZTHS R

o Cephalosporin RETEWHE L HEEL TH B &, CEX
ziE\At CER, CET, CEZ, CEP, CTZ, CEC /& X hix
B B RRZHAME (Fig. 1),

Zh 4% Cephalosporin R HEM © £HEkED
#ABIBEMR % & 5 &, CER, CEZ, CET, CTZ, CEP izis\»
T2 B2 B 4B, Cefatrizine D3 5 RARFZHIMEL,
CECLizd » & HE/ LTV BB EANTIZRR Y CFT
DIE 5 HBREZFHIUEV CEX L HER LI HiRRT
HR CEX D1z 5 BRZMAME - Tiebb Siaphy-
lococcus aureus 2o\ Tk CFT OHE T —Hich
@ Cephalosporin RHFAHE L DT hT WD Lk
zew (Fig.2),

2. Escherichia coli DM

Escherichia coli 26 #kicxt3% CFT o MIC % 0.8
~50ug/ml ORCIESFAL, &R —-21k7eL,
HIELDIRGHTH B0 1o 3 100 #g/ml LA _E o i tdk
* 2HAD T B, Zh fiid Cephalosporin FRhid
WHEE TS L, CTZ LRERAKOFHTH Y, &
o ftn CER, CEX, CEZ, CET, CEP, CEC X b ix{E\» MIC
D%\ (Fig.3),

Fig.1 Antibacterial activity of CFT compared with that of other
cephalosporin C against 34 strains of Staphylococcus aureus
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Fig.2 Cross sensitivity (Staph. aureus 34 strains)
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Fig.3 Antibacterial activity of CFT compared with that of other cephalosporin C
against 26 strains of Escherichia coli
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Fig.4 Cross sensitivity (E.coli 26 strains)
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= h 5 Escherichia coli #¥Rzx3 % BB, AN 5 & U HEE

CER, CEX, CET, CEC, CEP 1i% 2 ~ 4 B0z, CEZ
WHLTIE1~2B 0% T CFT 05 ARRZHIE .
CTZ ki3 1~2 B0 THEHE LT3 (Fig.4),

3. rofoBORZHE

BELZ VRO T—EDFEARFHLC LR TH S
7%, Klebsiella 3%k, Proteus B 6 #kicxt3 % CFT
35 X O fis © Cephalosporin RZHi4EHHE D MIC T
(Table 1),

AFlext L Klebsiella 3 1.64ml, 12.54ml S X
O 100ug/ml S s FR 1832 H b, Proteus
mirabilis Ti3. 0.8ug/ml 1z 2 B, 3.1ug/mlic 4 #kHd
H5bo

BBt Sarcina lutea ATCC 9341 e &1
BEREEENC X 0, BT AR Heart-Infusion-Agar
B\ oo /¥ standard curve (X pH7.2 o BEEEME
W e bl EOmMETERL, MPEEORIECITE
¥, RAERRORECIIRE pHT. 2 OBERBER
TR L, Bi&D standard curve &\ THIE Lic,

1. e rREIHHRHE

1) furhigeE

B A 5 flic CFT 500mg % REIZefEkack 300
ml LR S8, 2 R UK 120 % 180ml $EHL
TRCHAEOMAPBED ¥ — 213 1B 7o L 3 BRI
BIZdH T 7.0~8.4ug/ml T, F % & % L 2 W
H 7.1ug/ml ©¥ — 2 %iRTo &EDH—7 111K
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Table 1 Sensitivity distribution of clinical isolates ug/ml
0.1 1021 0.4 0.8 1.6 3.1 6.2 12.5 25 50 100 >100
CFT 1 1 1
CER 1 2
CEZ 1 1 1
Klebsiella | CEX 2 1
3 strains CET 1 1 1
CEP 1 1 1
CEC 1 1 1
CTZ 2 1
CFT 2 4
CER 2 1 3
CEZ 1 1 1 2 1
Proteus CEX 4 2
6 strains CET 4 1 1
CEP 1 3 2
CEC 3 1 2
CTZ 5 1
Fig.5 Blood levels CFT per os
ug/ml o
7.
ol 7.1
r —— 500 mg
6 _— e=—= 250 mg
4.1
4
F] Y 4
1.5
1 5 1 I L ~. )
’ 1° 2° 0 < 3
¢ oex’
Table 2 Blood levels
No. Age, Sex B.W. 30/ 1° 2° 3° 4° 6°
1 0 27 3 80 4.0 7.0 6.4 5.8 7.4 1.7
2 K 27 5 66 1.7 5.2 7.2 5.2 7.2 2.1
Fasting 3 Y 28 3 63 1.6 6.4 6.4 8.4 6.8 1.2
500mg 4 U 28 & 54 7.0 8.4 7.4 5.2 3.6 1.2
5 F 31 & 60 6.4 8.4 8.0 8.4 7.8 1.0
2° after Avg. 4.1 7.0 7.1 6.6 6.5 1.5
meal 6 0O 3 ¢ 45 1.0 4.6 8.4 8.6 8.0 7.2
250mg | Fasting | 7 | S 26 5 | 52| 16| 36 | 37 | 23 2.0 0.8

Administration with water 300ml

after 2° : water 180ml
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Table 3 Urinary excretion

0~2° 2~4° 1~6°
No. mg mg mg Total mg %
1 67.8 | 192.0 66.0 | 325.8 65. 2
2 34.2 | 216.0 26.0 | 276.2 55. zl
3 65.0 32.4 9.6 | 107.0 21.4° 500mg
4 67.0 81.6 24.0 | 172.6 34. 5[
6 25.4 70.7 58.3 | 154.4 30.9) aftermeal
7 75.0 35.2 ‘ 11.6 1 121.8 | 48.7 250mg
‘ \ Average ' 41.4%

Bac. : Sarcina lutea ATCC 9341

Table 4 Clinical results of CFT

. Isolated Daily Total |Clinical| Side
No.| Age | Sex Disease Bacteria, Sensitivity dose Days dose |response| effects
Acute Staphylococcus aureus .
1132 | 3 |ionsillitis | (4) CEZ, CET, TC, CP, ABPC, PC lg | 12 ) 12g + -
Acute a-H aemolytic Strept.
2| 46 | ® | yronchitis | (4#) PC, ABPC, CET, CEZ, PC lg | 4| 42 | + -
3| 39 | ¢ |peute. . | Neisseria 1e | 7| 78 | + -
Broncho- a-Haemolytic Strept.
41 23 ? pneumonia () PC, ABPC, CET, CEZ, TC, CP, 1.5¢ 14 21g + —_—
EM
5| 49 ? ﬁi‘;iﬁjﬂ’t’g Staphylococcus epidermidis 1g 5 58 + —
E. coli
Acute Exan-
6| 35 ? e (4#+) CET, CEZ, TC,NA,GM 1g 10 10g +
cystitis | (79 ABPC, CBPC thema
Broncho- a-Haemolyic Strept. G(+)rods
7| 37 3 neumonia (4#) PC, ABPC, CET, CEZ, MPIPC 1.5g 13 | 19.5¢ + -
p EM, OM, CP, KM
Neisseria, Pseudomonas
Acute (#) TC, MINO, GM, CL .
81 48 | % |yronchitis | (1) CP, KM, SM, CBPC lg 9| 9¢ - -
(—) CEZ, CET, ABPC,NA
Acute Neisseria, a-Strept., Staph. aureus
9| 27 Q harvngitis| C(fit) ABPC, CBPC, CET, MINO, 1g 4 4g - —
pharyng SM, GM, CL, NA, TC, CP, KM
a-Haemolytic Strept.
0| 60 | & |feute. | Neisseria 12 | 7] 782 | + -
(#)PC, EM, OM, CET, CEZ, TC, ABPC
Acute Neisseria
11| 21 ? | tonsillitis | CHP f&%PECM’ CET, CEZ, TC, MINO, 1.5¢ 7 |10.5¢ + —

B b 4 B & Tl b iaii b B O L% /R L 6 By ExRLi, Fhchd 1HTHBH, 250ug/ml Z2jE
o TEAECTRET 2, kB 1ATIED B0, A2 B S Rplciie— 72 2BMBRD D, FORE
B B e R4k 500mg IR X BL e — 7 A% 3 BER % 3.7ug/ml & 500mg E5REDKFSFTH -7 (Fig.
#wepHbh, 8.4ug/ml THbH, ¥— 27 OFITEITL 5, Table 2),

EERED XK, 6KMET & fo¥s 7.2ug/ml OmAE 2) Rebbkit



1778 CHEMOTHERAPY DEC. 1976
Fig.6 Bronchopneumonia G.0. 37 3
4 \L (
AN W (A
38T Tz 26/11 7/11 1/
37°
13/11 20/ 11 1/11 10/111 20/11 1/NV
N ]
Leuc. 8,600 8,900 CFT 6cap/T (1.5g)%13 9,800
N/L 71/25.5 60/30 69/25
BSR 1°~27mm 42 36 42 26
CRP + + v
GOT 62u 20 31 36 38
GPT 50u 40 38 55 54
BUN 15mm 11 mm
a—Str. a—haem. Str. +
Sputa : haemoph [us} B Neisseria 4 }
G(+)rods
PC Ccp PC ABPC
MPIPC KM ] MPIPC KM
EM ABPC fit EM CP H#
oM OM
CET CEZ CET CEZ

CFT JRf%k 6 BEfSIE ¥ T o Frh EIR I 1L, 22k
500mg #5.60Ti3 34.5~65.2% THYH, A 500mg
B 5B T3 30. 8%, ZBfiils 250mg #5-4Tik 48.6%,
F4541. 4% Th -1z (Table 3),

BE R £ A B3

CFT %P a3REYufE 9 B, REEREHE2 B, 511 6)
HERAL, FOMEXHRN L, #REEIX8HI 1.0g
(18 4@58R), 36wk 1.5g (1 H 3EFR) T
BEMET 4 ELD4BRBITDH B, BRHEELT, A
R 9B, PRELIFATH oo ads, BIERIZEER
6 D35F Dictk, AL D 1 Fics\ - T—@MDRK
BxHich, ToOHBNEBEORERTE, Wbk
5 DRIEX1F T\ e (Table 4),

TR ZhoficonwToN%,

FEGI1 32, FB, RHERMIR%,

bR o EIE 2 28, ASLO 500Todd L1, FEEE
BRI X » C Staphylococcus aureus g, CFT 1g,
128 M5 U CHEER B Lcat ASLO iz &1k
'f, "Q’%’ﬁ%k LTCo

EHI2 46, &, BHEKEI%.

BEOHMRBOBECAETL AL A0, CFT1g, 4 H
OEETBR L,

fEGI3 39, L, RHEKEIZK.

o5 ETEBETH, REh, EWMEEFL L CRE,

CFT 1g, 7 HMi#E, R ThH 1o

EB4 23, &, [EIZMR.

LIELIIMERAE I RAOERE L LT, R
#, IR r-TR2, B X-P CATHHRCEREY
#|ditc, CFT 1.5g, I4AMBECER, MRH X-P &
HIBHR L, RRHEERI3I~4BoRBTESLE
HELTWB,

EFIS 49, &, [HEBERTX

CFT 1g, 5 HMoRECER, RFRL dcHEL
o

EFI6 355, &, BB,

hHERERC X > C E coli %2k i, CFT 1g #
5o W08 B aTRS s X OEBCRAY RS, RAY
kLo LOLEDHE CR—EDHREIEBLA T
TEATH D0 BREXRAPIEERT X r L L,

EGT 3TR%, B, KEIM K,

R, BWKEEFEL L TORB, BT X-P wTHE T
By @wi, CFT 1.5¢ (1 B 3E4HR), 130
CREBEOMNKL, BEROHFEL L (Fig.6),

EF8 481X, &, BUEREIX.

RE, DK, WKRE X LEEK ABPC So#yriks
Z T wienBReFRREZ 2, CFT 1g, 9 HMO#%
S CHIERBR Lichiins e b 5 7o GM o
THEEL 7o
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Table 5 Laboratory findings of CFT
o ] | 1 2 | 3 N ‘ 7 8 [ 9 j 10
) GOT F 13 12 29 15 29 11 67 25 35 34
(u) A 18 12 20 19 17 31 26
GPT F 11 7 25 8 21 6 50 10 32 20
(u) A 11 7 17 13 10 38 23
AL-P F 5.4 7.7 15.9 5.9 5.6 2.7 5.1 6.5 9.3 | 10.9
(u) A 5.8 6.8 9.5 5.3 3.0 5.5 6.7
~—BUN F 14 10 9 7 15 14 14
(mg/dl) A 13 14 10 7 11 16
Creati. F 1.2 0.9 0.9 0.7 1.6 2.2 1.1
(mg/dl) A 1.1 1.3 1.0 1.0 2.3
c F 5900 | 12100 4900 6500 | 7900 | 6400 | 8600 | 7100 | 4400 | 9200
WB A 6500 7400 4700 4700 4700 8100 4700
RBC F 514 445 366 462 426 427 431 438 454
(x10%) A 522 436 373 456 432 428 429
Hb F 16.8 14.8 12.8 14.3 | 15.1 | 14.3 14.5 | 13.4 | 17.1
(g/d) A 17.6 14.2 13.3 14.5 14. 4 14.8 16.0

B9 27k, &, BMEMEEEK.

CFT 1g, 4 BHBE LI, RKBRELALL ZF1X9
HHChRBWIEK, BRERDT,

FEFHN0 605, B, FEREIZKo

FEHN 21R, &, SRR K.

FRFENRT BMEE CFT %% 1.0g, #EI
1.5g THRLI,

U, BRLi-&ERAD CFT 5 ofi#%o GOT,
GPT, Al-P, BUN, Creatinine, WBC, RBC, Hb % D % &
itk QE L BB Lz AR B R Twigy s (Table 5) 4

RIES LUK

1) Staphylococcus aureus {343 % CFT o MIC 1%
0. 4~50ug/ml ZHBIA L 37 T %o ¥ 7= Escherichia
coli wx+5% MIC % 0.8~50ug/ml Z4HiT %,

2) e bricFs CFT 500mg H RO mAFRE O
v— 23 2BMBred b 7.1ug/ml TH T,

3) MR BERRYER X CREEGUELISC CFT %4
Lz, BZIR81YG, LB ED D L 100% OFE)
RTH%bo

LIk, %L\ Cephalosporin RHi4EHETHS CFT

ToWTEBER, BROBEEEYSC Lol Wbk
SERLS 2HEMETHHLEL DN D,

R SEOBRE AV bhvie Cefatrizine (X EARMIE
(B bRES Wb D TH B,

X [N
LEITNER, F.;R.E.BUCK, M.MISIEK, T. A.
PURSIANO & K. E.PRICE : BL-S 640, a cepha-
losporin with a broad spectrum of antibacte-
rial activity : Properties in vitro. Antimicr.
Agents & Chemoth. 7 :298~305, 1975
WATANAKUNAKORN, C. ; T. BANNISTER & C.
GLOTZBECKER : Susceptibility of clinical iso-
lates of Enterobacteriaceae to BL-S 640, a new
oral cephalosporin. Antimicr. Agents & Che-
moth. 7 :381~385, 1975
B/NFEHER LB ER T, Chemotherapy 16 : 98
~99, 1968
RKARS, BEET : 4K, GRFOoN4EWER
B o AHEABRENE —L & #HEEEE band
culture method o\ Tt—, HAEK 31(2) :
205~211, 1973

Y]

2)

3)

4
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FUNDAMENTAL AND CLINICAL STUDIES ON CEFATRIZINE

Hirosur Okuso, Yuruko Oxkamoro, Kyosuu Go,
Fuminiko Usa, Yosumiro Uepa and Junko Makino
The First Department of Internal Medicine, Kansai Medical University

Cefatrizine, a new semi-synthetic cephalosporin antibiotic, was examined on its in vitro activity
against clinically isolated bacteria, its serum level and urinary excretion in human after oral admini-
stration as well as on its effectiveness in clinical cases. The results obtained were as follows :

1) Antibacterial activity : The M.I. C. of cefatrizine against 34 strains of Staphylococcus aureus iso-
lated from human infection foci were distributed between 0.4 and 50ug/ml and those against E. coli
were between 0.8 and 50 #g/ml.

2) Serum level and urinary excretion in human : The drug showed a serum concentration curve
with gentle slope in normal adults, reaching in 2 hours to the peak of 7.1ug/ml on average and dis-
appearing in 6 hours after single oral dosage of 500mg. The average urinary recovery of the drug in
6 hours was 41.4% of the dose.

3) Clinical trials : Eleven patients (R. T.1.9 and U.T.I.2) were treated with the oral administration
of cefatrizine 1.0 or 1.5g daily, and the result was more or less effective in all of the cases. No side
effects were found by clinical and laboratory observations except for one of the patients showed exan-
thema during the therapy.



