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HNBHEIR I 81T 5 Cefatrizine O b O KRB

SREHEA - HRIHE - MIIRK - T
SR - AR KER - BERK - REES
NHEEA - F)IKE - KT =
ZHBHLKRFEH SR
(EfE SHEAKED)

" Cefatrizine (LT, CFT) 3kE 7 v A + ABFERTIC
THRIREFLVLESROEO L7 »» AKRY VR
HHTH D, KFNIfhDO €7 7> v AFY VREAEK LR
UL 77 250 - BHECH LTARC EOHE I
o> T B0, KFIROFREC X o THEE» L XL
WIS h, BATRIEEASRBIRS L, KB
DHRRECTCHENDEF T E XL LTRPABERE
5, B st s AFoBERBRC ST, EEMKE
ThHIENPELMCINTED, #HEEMHED LR
DB THWIE WO,

SH, RAZFHCOWTETORBURNEITIR
Lrd, BERACHEALED TEFORECD\WTHH
%3 %,

wn O ® h

SEEHRRYERT B © 7l Ui 6 7" 1w BRES 21 1%,
KIBES 21 #k, Klebsiella 20 ¥, 278 20 #ko CFT,
Cephalexin (LA, CEX) wxt3 % B/ RHMILRE
(LAF, MIC) % H ALk SR E CTRIE L
7= (pH 7.0 Heart Infusion Agar i, MR 108
«cell/ml),

EHES P oBRECH LT CFT O MICDO Y — 711 3.2
ug/ml THY, FTTOHEM MIC 1.6~6.34g/ml @

ug/ml THbh, CFT 13 CEX Xk bh#EE7 ¥ oRERD
WL DHE M 1 BelEh Ty % (Table 1, Fig. 1),
KBEoWTi Table 1IR3 &b, FOHENT
CFT, CEX t3ic MIC i@\ MExRTH, CEX it
~ CFT % 1004g/ml Ll Eo#ERAicw (Fig. 2),
Klebsiella 1o\~ Ti¥, CFT 13 MIC v — 72 6.3
ng/mliz 5H, 100ug/ml D#kd 6 Fxbh b, CEX
oW Tt 100 2g/ml L o> MIC % 5R3#E2% 17 # &

Fig. 1 Correlation between CFT and CEX
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Table 1. In vitro activity of CFT and CEX
#g/ml
Strains 0.8 1.6 3.2 6.3 12.5 25 50 100 >100
Drugs
Staph. aureus CFT 5 13 3
(21 st.) CEX 2 14 4 1
. CFT 1 6 8 3 3
E. coli (21 st.
coli (21 st.) CEX 8 2 3 8
Klebsiella CFT 1 1 7 2 6
(20st.) | CEX 1 1 1 17
2 1 2 3 12
Proteus (20 st.) CFT
CEX 3 17
Pseudomonas CFT 10
(10st.) | CEX 10




VOL. 24 NO. 9

CHEMOTHERAPY 1863

Fig. 2 Correlation between CFT and CEX
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Fig. 3 Correlation between CFT and CEX
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B\ REEMOABBGREY 2% & CEX wxt L 100ug/
ml ko MIC o#fthoTh CFT X LMETx
MIC % 5Rk3#A 2 bh T 5 (Fig. 3), BHE (Fig. 4)
ZoWTix, CFT s LT3_TofkAa MIC 28 12.5
ug/ml pERIZFRI ETHBH, CEX LHHLED
PEDIERTHBEE2 X5,
7e¥s, BB D 10 #2 CFT, CEX 3wz %d MIC
1% 100 #g/ml M ETH - to
b b meiREE, ROt
A 6 £1c CFT »R#ZefEm: 1 @ 500mg %
RS L, mAgE, Pty ilE Ui, MBS
Sarcina lutea ATCC 9341 ZHREHETHHBY v 7
#:T, pH6.0 0 SL-15 SERIEM A HH Ui, AR
ERC e Tk pPH6.0 DBy 7 7 — & oo
FicomiE, KRR UL pHE6.0 OfEy 7 7 —
RTHFR LI, IBME IR —RIT 4 EFREBEELL
foo MARMREELX, #EHK 30 4, 1RERE, 20%R], 4K
[, 6RRIZ LML, MiEFSHERER -y 77—
TAEFER, BMBARELRTR oo TDOEFE (Table
2), 6BIDFEHEL 30 HHET 2.2ug/ml, 1RFREIH 4.1
ugfml, 2WfHER 6.1ug/ml, 4BRI%% 2.94g/ml, 6
BT 1. dug/ml TH ol ¥— 7fHEH 5 & 1R
T16, 2BM%C 46, 6BFRMIBIC 18D 5 ens, &
D 6B Y — 272 HT 5 1 Gl % BESF Licds
STBTHY, FOkdE—203BhI-bDEELLR
Bo TD1FIHRENEFDFEEEY LB L 30 54 2.6
ug/ml, 1FefIEE 4.8ug/ml, 2BRIKT 6.7ug/ml &
‘bEL, AREEK, 6B Th 2. 9ug/ml,
1.0ug/ml B i, FRICHIE UicRebdkig: 2%
L (Table 3), RER X W HELELAINBN, i
2~ ARMORCE - 28RO 5X5TH%B, LrL
4~ 6BHORICE VTS, THLoBEECHHIh
T\, 6FfF TORPEIRKE, b oT 24
%, %\ bDTT0%, i 45.8% TH 1T, Fig. 51
k6 FIOFEEYRLIELIDTH %, MFBEIRE—2
P2 BEHIR LBVH, TOREIIRV. ¥z D 6fh
Table 2. Serum levels of CFT (500mg p.o., a.c.)
(#g/ml)

CCases e 12 1 |2 | 4]

No.1 61kg 29y. | 4.7| 8.8| 7.6 2.9| 1.0
2 54kg 26y. | 2.1| 2.9| 3.8| 2.8| 0.8

3 68kg 33y.| 1.6 | 4.1} 7.5| 3.6 | 1.3
4 56kg 22y. | 2.5| 3.5| 5.7 20| 0.8
5 58kg 26y. | 2.0| 4.6 | 88| 3.2| 1,3
6 50kg 41y. — 1 0.8] 29| 2.8 3.3

Mean 2.2 4.1|.6.1| 2.9| 1.4
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Table 3. Urinary excretion of CFT (500mg p.o., a.c.)
Hours
N 0~2 2~4 4~6 0~6
CFT Concentration (ug/ml) 900 2,600 610 286. 4mg
Amount (mg) 52.5 182.0 51.9 57.3%
CFT Concentration (ug/ml) 460 560 120 151.4mg
Amount (mg) 69.0 56.0 26.4 30.3%
CFT Concentration (ug/ml) 380 680 370 164. 0mg
Amount (mg) 60.8 68.0 35.2 32.8%
CFT Concentration (ug/ml) 440 1, 350 740 348.0mg
Amount (mg) 176.0 135.0 37.0 69.6%
CFT Concentration (ug/ml) 700 1,150 430 119. 2mg
Amount (mg) 56.0 46.0 17.2 23.8%
CFT Concentration (ug/ml) 310 2, 600 590 304. 0mg
Amount (mg) 71.3 156.0 76.7 60.8%

Fig. 5 Serum levels and urinary recovery of CFT

500 mg p.o., fasting(n=6)

pug/ml 9 ; -
Serum levels 50f Urinary recovery

6 45.
5t 40}
4

30,’
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1 10F ﬁ
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Fig. 6 Serum levels and urinary recovery
of CFT and CEX

ug/ml 500 mg p.o. % 80.2 87.1
16} fasting, cross over 80| .U R
test(n=1) rinary
14} recovery
12t CEx Serum levels 60F
10f
8 40
6 // \\(/CFT
atf 7 . 20
/ S
2 o
I — 1 1 o
1721 2 4 6hrs. 0~22~4 4~6 0~6hr.
1flicss\ T, CEX & CFT LD 2w At ——%fF

7t 5T\ % (Fig. 6)o fiPBEDOE— 7% K%L, CEX
A 1R T 16.24¢g/ml, CFT % 2 BRI T 7.50g/
ml THB, 6K F TORFPEUREKIL CEX » 87.1
%, CFT IL 32.8% THoto AFICI\ Tk

B, RehdE# E iz, CEX 22 CFT g 2 {20 fEi%
“/]_.< L‘f:o
REMETHBIT

E#HFEE (FA 3kg §ith) 4 PELThEFhRKTIR
BEL, QRS =. v—>a v LIBHORER—E
Ziso ot BEND 100mg/kg o CFT % 1 [EEE
Utco $RIMIL 30 5%, 1R§RIGR, 2RSRIER, 4RI,
6 BRI RIS TR 5 Too MRHEREUL 1M L2 B2
L, 6B¥M% TIT7 o oo JIEH L SL-15 SEXRE
R EEBY » 7T, Sarcina lutea ATCC 9341
PREW & Lo FRMRIFRIC B b MFRERER
1% pH6.0 DBy 7 » —%, BHFRENECIER
FAAH (PH8.6) R {Hf Lico TodsImifiz 4 AR LI
L Ok L Lico MiFhREL (Tabled), HEXE
BUTHE Lickcdd, ©—2ixnic b Bh 2 B
16, 4BRI#C 26, 6BfERIC 16T, FHTAHRD
& 4ABERIEE 13.0ug/ml TH » 1o JAHHB 171X (Table
5), HADRTES LHDNFYFNRAELIBN, ¥—
P{HTHS & 2T~45ug/mlTHh, MEFRED 2~3

Table 4. Concentration of CFT in rabbit bile
and serum (serum).
(100mg/kg introduced via gastrostomy

tube) (ug/ml)
~_ Hour
\\\\ 1/2 1 2 4 6
No. ™ }
1 0.6 | 10.8 | 16.4 | 13.2 | 12.4
2 54 | 6.4 | 56 | 17.6 | 8.2
3 31| 96 | 104 | 12.4 | 10.2
4 1.1 | 40| 64 | 86 | 10.2
Mean | 5.1 ’ 17[ 9.7 1130’ 10.3
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Table 5. Concentration of CFT in rabbit bile
and serum (bile).
(100mg/kg introduced via gastrostomy
tube) (#g/ml)

Hour] 0~6
No 0~1{1~2|2~3|3~4|4~5|5~6 (Amount)

460.9 ug
1 7.3 22 |28.5 30 |45 |45 (0.249)

614.5 ug
0.22%)
613.5 ug
0.27%)
617.2 ug
(0.28%)

2 1.8 5.1 1.9 11.5/ 36 |19

3 2.6/ 23 |32 |31 |28 |25

4 —| 7.6/ 12 |19 | 24.5] 27

576.5 ug
Mean | 2.9 14.4/18.6 22.9 33.4 20.0 10 5255

Fig. 7 Concentration of CFT in rabbit
bile and serum

ug/ml (100 mg/kg introduced
via gastrostomy tube)

e—e bile
301

X=X serum

1HEDEZ R LT %o 6B % TOEHFREIRERL 0. 22
~0.28% THh, F 0.25% TH-1 (Fig. 7)o
e MERBIT

NIB5 5% 0 BB AES 2 Bilic 2\ T CFT 500mg 22
JERG 1 [E8E R85 A 1T\, T O FBITERIE Lic,
HBH R I 0 8 P D BRHE 4R & FEG 2 DRI TER L e
e, AR SEEERAUTH B, feBEHIX
125 & THREREI A2 X Y] » T mERE LT,

fitf 1 (Table 6) % 85 DO LM:T, T X YA
BOREELHEL KL Licied, PTC Fro— o2 BT
EGITH Bo MIEFIRE 2BEHBICE— 225D 5.3
#g/ml, 6BFIRTE 3.5ug/ml B Shich, B+
PENEL 5 W] ¥ T trace T 6~8MMTH 1.0ug/ml &
BbDTH oo AEFNIEEMD L, FEBELE
Mis b EEETH B 1% MG 36, T. Bilirubin 6.5mg/dl,

Table 6. Concentration of CFT in human bile and
serum
Case 1 (500mg of CFT p.o., a.c.) (#g/ml)

Hours /2| 1 | 2 | 3| 4|5 |6 | 8|12

Serum 0.8 2.7 5.3 3.8 3.5
Bile — — — — —0.81.00.7

Biliary excretion (ug)

6~8 ! 8~12 | %

Hours ‘ 0~5 5~6

Bile | — 7.1

21.1 ' 19.9 | o.01

ZTT4.8, TTT1.5, GOT75, GPT 27, Al-Phos 23.7
KA Bfr &) FrgEoBERE L, BINILE
BhrotdbDiE2bhb,

fEB 2 (Table 7) X 70 RO L THIIHEEO B
THB. AL PTC Frr— ORBT T 52, Bifl X
b BE O FEERESE (MG 28, T. Bilirubin 4.5mg/dl,
ZTT 4.5, TTT 2.0, GOT 184, GPT 121, Al-Phos
63.8) XRD T\ 5, MFFREL4REIc -7 &
7th 5.6ug/mlTHBA, 6BMETLLS LIBVE
ENB LR BiFBE X 4~585/HT 6.64g/ml D
Table 7. Concentration of CFT in human bile and

serum
Case 2 (500mg of CFT p.o., a.c.)

Hours 1/2/ 1 | 2| 3

(ug/ml)
4 1 5|6|8/|12

Serum 0.9 1.6 4.7 5. 6) 4.8
Bile — 1.6/ 6.1/ 6.2/ 6.6/ 5.7| 4.01.3

Biliary excretion (1g)

Hours|0~1{1~2|2~3|3~4 |4~5|5~6|6~8 8~12| %

Bile | —{74.4/200.71247. 4353. 1223. 4/276. 4/250. 0(0. 33

Fig. 8 Concentration of CFT in human
bile and serum

(500mg of CFT p.o.,a.c.)
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V-2 Lito T b, MEFRELZPP LEISEETSH
1o 12 B % TOMRHFREIREKIL 0.33% TH - oo
Fig. 8 13z hb 2l 2dicdDTH B, WThb
MEPBREORRKNAR L, HILFEPICETSHFE Ly
LW S BB IOREBN B L O 5D TR W E & 2T
Wb, JEHEBTRE LT, fFED 2w At —3—
BT o TR DHENDE IRV, 1 HRBVT
5 &5 DORFEEND Y A bMmEPBE Y LB S Ty
BT b, IRERPIECH LESHETE 50 TR
WhEEZ B,
BE PR {5 A R IR

ABHREIE W AFI R L, BERYRE2BH L
(Table 8), PGP E LCITm, Ry, Stk(biE
Y voQRK, IR, MR K OBIBER O 2L
IBERSIED EETH D, £HT 12 fITh b, BEF
L5 D 72 RETTHY, BFIM, LF3HT
@97‘;0

BEFEE A T e LT1E 500mg REMR 1
H3ET, 1HE 750mg OfEMI 44, 1E 250mg
# 1 H 4E(6KHE), 10 1,000mg 5 UIciEMM 7
#l, ZA16Ix1HE 500mg #1H3E (&%), 1H
1,500mg ##5 Uico #HEMML7 BREIZEA & L
PEWLDT3H, BWboT 15 HEORE# T
oo

ZHERHIE IR LKA AR O B LR RS EE T D\ T
DEEOEETH HH, BB, i EER T K

B, PHE, AmBRE, MEFORELEEHEL, =
BEERMEAEEH 3 AURCHE Lich0eEs), *
EREROBEENEAR 5% 5 HLUACHEE LI D%
BR), EEERD > B Thn 12 EN7 BURKCH
BLichORRRBRE L, £5137 BRORSOHKIT
H—EIHER LA WHEELLLD & L,

FERIES 12 Flo 5> bEX 8 Fl, B 16, E%
3BTHY, CREREEDIAENRIL 75.0% THo
Too BIfERIZE <§§&3 bhigh oo

% x®

CFT 3#H L\ EAROFEN 7 » v 2 R Y VRHA
HThh, FARHKONMAITHS CEX &It LEARS
FoIRE, KBEZILDETEEL D7 T ABHEERE
RECH LT, ZOHEHIER TV D Z ERFEVD
INTWwbHo Fi- LEITNER, F. Hic X, B~y
ABEERCE T EFOYREILHE Shic CEX b CFT
HERTWSZ ER@EY LTV 5, CFT 2 EERAK
22N 1 Bl LB E, MPREOC— 71 i#5H% 2
BT b, £ OMAFERIIER V. Wi ), CEX 1T
BT, MAABREDOY — 73558 1R b i
FRITED o Lo LRI—ER SRR TiX CEX ©
MARREE D ¥ — 7 {EiLEV o T DOWADHE S L FHIO
AR BIRED FRIR R RIC\ DT T3 00D & 2l b BBk
BNEZATH Do )

CFT 3o €7 y v A K Y vRHEAFERA UL D
A BTRRFTH Y, MRy LE % BHHRE

Table 8. Result of clinical trial with cefatrizine

Daily dose| Dura-

Age . . . Causative e Res- [Side
No. | Case (y7) Sex| Diagnosis (mgt>i<mes) (dtal;.r;l organism Sensitivity ponse | effect Remarks
1|F.S.{35 | M | Furuncle 500% 3 4 Good —
S.Y.| 31 | M | Furuncle 250x 4 3 Staph. CEX {+ CER #ff{ Good —
aureus | ABPC i}
TC 4 CP 4
3|F.A.| 51| M | Furuncle 250 x4 14 GPC Poor —
4 |K.M.| 38 | M | Infected 250 x4 8 Poor —
atheroma
51Y.K.| 7| M | Acute 250 % 3 7 Good —
lymphadenitis|
6 |T.F.| 5| M| Acute 2503 7 Fair —
lymphadenitis
71Y.K.|72 | F | Phlegmon 250 x4 7 Good —_
81/S.0.| 43 | M | Phlegmon 250 % 3 5 Good —
9|G.1./52| F | Abscess 250% 3 15 Staph. CEX 4 CER 4| Poor — | Incision
epid. | ABPC _
10 |G. K.| 44 | M | Abscess 250 x 4 4 GPC Good — | Incision
Escherichia
11 M. K.| 20 | F | Purulent 250 x4 3 Good —
parotitis
12 |Y.T.| 19 | M | Erysipelas 250 x4 3 Good —
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BELhBZ LB 1DOOHHTHS, LrLIBEAED
PER D AR TH B, FEELHETHEMACKS VT
ZOEHHBTIEEIh B, FFFIRRATSY,
SELWREPAZEY A U ERI ST, HHEERT
HHORRHEE S DHR%Y 5o L LIBERD
LORHBEITAIGE, Klebsiella P&~z Lic X,
ChLRHAEHIREL, LodEHhBITORFRAH
4B OHHORLIEC S FHH LRFTRESRD B
&%i&hf:o
% B

(1) #t & 5

HEHEEN DB LKA FYRE, 77 ABNHIE
BT aHE D CEX o2 X DR TV 1o
(2) WX, Bkt

BEERA 6 Glic CFT 500mg % Zefghs 1 [ K5
LinrhigE, RPBELXIIE L, MPREDOY — 71X
L% 2BERNCH HFE 6.1ug/mlTHY, 6BHIET
D RFEILRIL 45.8% TH o Tco MAPBEIX EFIXE
W AR A RY I R AR Lo

KR THEHPBTLRET S L LD, FHREA
CEWTh 2 BIRE Lico AFDRHSBTIZMmMPRE
*EESSDOTHY BIFLBITER L.

(3)  FERIR(EF RS

SHRHBCE AR O SR LIBMERRIED 12 Sl EF%
BE Lo B8O, LEHLIM, HEHH3HATH-
oo BIWERIZRD b o ko
(SHEOEBEHREBR S X O EK 5 L io Cefatrizine
EANEMR) »OREEZF I DOTH B,)
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% 33, Cefatrizine KEREBO<=Y R« 5,
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FUNDAMENTAL AND CLINICAL STUDIES ON
CEFATRIZINE IN SURGICAL FIELD

Kivouito SuiBaTa, Jiro Yura, Nacao Suinacawa, Hipekr NisHi,

Kazuya Svuzuki, YosHitaro Suzuki, MiNoru EmiNa, TEersuro TAkaOKa,

Yosuinort UcHipa, Akxkivosur Havakawa and Axira Mizuno
The First Department of Surgery, Nagoya City University, School of Medicine
(Director : Prof. KIYOHITO SHIBATA)

Some laboratory experiments have been made on a new antibiotic cefatrizine, and this drug has been

applied clinically in an oral preparation in surgical infections.

ned.
1) Antibacterial activity

The following conclusions were obtai-

Antibacterial activity of cefatrizine and cephalexin against Staphylococcus aureus and gram negative

bacilli isolated from surgical lesions,

demonstrated stronger activity of cefatrizine against Staphy-

lococci, E. coli, Klebsiella and Proteus than that of cephalexin in this study.
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2) Absorption and excretion

Cefatrizine was administered once at fasting in 6 healthy adults, and blood levels and urinary exc-
retion were examined. Average concentrations were 2.2 ug/ml after 30 minutes, 4.1 ug/ml after 1
hour, 6.1 ug/ml after 2 hours, 2.9 #g/ml after 4 hours and 1.4 #g/ml after 6 hours. Average urinary
recovery within 6 hours after administration was 45.8%. Biliary excretions were measured in rabbits
and in clinical cases. Cefatrizine was excreted well in bile.

3) Result of clinical application

Cefatrizine was applied in acute suppurative infections of soft tissues in surgical field. Out of 12
cases treated, the results obtained were good in 8 cases, fair in 1 case and poor in 3 cases. No side
effect was observed.



