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Cefatrizine (S-640P) DIERERY - BEIRAIKRES

Rl % - WLIEE - HREET
P HEE - A ERE
I B KSR R BB RE (M - B EERR)

Cefatrizine (S-640P) (LAF, CFT) i, kE7 v =
AR CHREI R ALRBOYAR L7y AR VR
HiAEWE <, Cephalosporium acremonium ¥ 7=ix Ce-
phalosporium salmosynnematum DEEFC X > THD
hbt77ymAxRY) vCOLERNFEATEHDY,

CFT ofilh, 77 25, BHEECKE B I,
CEX whl T 2~8 f5HEh, &EH I BE» LRI
IR, KBSNREADF FIE LR > TRBP~FER
Eh5aY,

SEBR A, ETOXBRBMIRN L &b, REERE
wx+ 5 CFT ofER#HRCOWT, RFEEMLLDOT

AEEME 12 &) &, SERBRRYSEREORP» LS
Xt~ E. coli 1054k, Klebsiella 43 ¥k, P. mira-
bilis 60 BRIz o\T, CEX %% R3E#H & LT MIC %3
E Lo 0¥, EZl: Heart Infusion Agar (3:%F),
BEE T 108cells/ml & Ui,

2) LB

EHERICOWTIY, CFT,CEX & 31z P. aeruginosa
2RRESMCIE, BOCRREEER LY, fHovwTFhoR
¥oBATY, CFT 5 CEX kb 1~2 HREERT
\vio (Table 1),

Fio, BIRZHE E. coli wouTix, WHIE S 1k

|mET 5o ThHb, MIC ov— 2% CFT, CEX T#& 4 6.25ug/

A. Epgahidt ml, 12.54g/ml THY, BEA—-wv 1, HERNL

1. HEHO#KRF 3, CFT 2R Eh il 2R TEANEbR i,
1) BRI BELBBREZIRDbhish o (Fig. 1, 2, 3),

YUBERFOELER 18 tk (77 2B E 6, 77 WANT, Klebsiella wo\~Th, WEIE B 10EHT,

Table 1 Antibacterial activity of CFT and CEX against
some standard strains

Test strain CFT CEX
Gram-positive bacteria
B. subtilis ATCC-6633 0.39 1.56
S. aureus FDA 209 P 0.39 1.56
S. aureus Terasima 0.78 1. 56
S. aureus 226 0.78 1. 56
Sarcina lutea PCI-1001 0.78 1.56
Sarcina lutea ATCC-9341 <0.19 1.56
Gram-negative bacteria

E. coli NIHJ JC-2 6.25 12.5
E. coli K-12 1.56 6. 25
E. coli Kp 3.13 12.5
E. coli 0111 3.13 12.5
E. coli 055 6. 25 25

E. coli 014 K-7 6. 25 12.5
K. pneumoniae PCI-602 0.78 3.13
Shigella flexneri 2a 5503 1. 56 6. 25
Aervomonas liquefaciens Y -62 1.56 12.5
P. aeruginosa NCTC 10490 >100 >100

P. aeruginosa Shogen >100 >100

Proteus sp. (MB 838) 0.78 6.25

MIC (ug/ml)
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MIC v — 27134 4, 1.56ug/ml, 12.5ug/ml Zh b,
4F 13 CFT 2R T\wieo BE—® VT, XD
B ThD, Lvl, HBEEXRTHSDL, CFT itk
T CEX RS EHT 580 2 %D bhic (Fig. 4,
5, 6),

X bz, P mirabilis <%, WHE DH1EMOY
— 2% H A, CFT X 1#E%EK\T 6.25ug/ml LT

Fig. 1 Sensitivity distribution of E. coli isolated
from urinary tract (105 strains)

%

60

50f hY

/

40+ J \CEX

301

201

101

O O

MIC (ug/ml)[1.56[3.13]6.25]12. 5] 25 | 50 [100 [>100[ Total
No.of [CFT| 5 [ 23|37 |26| 5 | 4] 2] 3
strains|CEX| 1| 3] 4 [54]31] 4|26 |

Fig. 2 Cumulative percentage of sensitive
strains (E. coli 105 strains)
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Fig. 3 Correlative susceptibility of sensitive
strains (E. coli 105 strains)
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L, CEX Tl LT b TER T, = DOBEKIT,
Bt —x v, HERTW- 25 W LM THS (Fig.

7’ 8} 9) o
2. Biophotometer [C & B#5t
1) BRI ®

CFT 0 E.coli i3 3REMHBEL R DD,
Biophotometer (Bio-Log II) ¥H\WTHRE L, s,
¥y Trypticase-Soy broth (BBL) %, #MEHEE X
108cells/ml VXA & Uiz, %¥ic, CEX, CET %%
FE LTI

Fig. 4 Sensitivity distribution of Klebsiella
isolated from urinary tract (43 strains)
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Fig. 5 Cumulative percentage of sensitive
strains (Klebsiella 43 strains)
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Fig. 6 Correlative susceptibility of sensitive
strains (Klebsiella 43 strains)

pg/ml
>100-

100+
501

251

CEX

12.5( ®* =

6.251 o e

3.13r .
®: 5 strains
1.56- ¢:1 strain
0'78—| L Il 1 1 L 1 1 1
0.78 1.56 3.13 6.25 12.5 25 50 100 >10Q
CFT pg/ml



VOL. 24 NO. 9

CHEMOTHERAPY

1895

2) BB A

¥, CFT, CEX o 1/4MIC, 1/2MIC, 1MIC %n
B0, E. coli NIH JC-2 woxb3 2 iMGIME* %5 &,
CFT %, 1/4MIC, 1/2MIC T#£ 4 14hrs. 23hrs. @
growth inhibition #78 1L, CEX o % h X b Eh T\
#20 L L, IMIC Tt CEX D3 5 %, M EREO
MEH~® LTvie (Fig. 10),

WANT, BEKBE O P TIXHEIR B-lactamase JE#:
DY E. coli EC437 BraH\T, 1/4, 1/2, 1MIC
st s CFT, CEX, CET ofiflfek b Lz & 5,

Fig. 7 Sensitivity distribution of P.mirabilis
isolated from urinary tract (60 strains)
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Fig. 8 Cumulative percentage of sensitive
strains (P. mirabilis 60 strains)
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Fig. 9 Correlative susceptibility of sensitive
strains (P. mirabilis 60 strains)
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WFho MIC i\ T?d, CFT o growth inhibition
NMER T\ o B CFT DEERYED S L, 1MIC
¢ 3lhrs. OHEITH » =DA%, 2MIC TiL 48hrs.
AMIC TIXHEEEE ETd 0 &, bactericidal TH o7
(Fig. 11),

Fio, fd B-lactam RITAYE L OHEFEIEHOREL
BEY, CEX oxh i t#32BMT, ABPC LofH

Fig. 10 Growth inhibition of CFT and
CEX against E. coli

Strain ! E. coli NIHJ JC-2

I\rﬁ:éuluén size . 8X 10°cell
| ] FT 0.25ug/ml
]TO(O%) ch 12.5 pig/ml

FaE 2 T e n L

5 10 15 20 25 30 35 40 45 50 55
Note i No.are as follows, 1) Control 2) CFT 1/4MIC 3) CFT 1/2MIC 4) CFT 1MIC hrs.
5) CEX 1/4MIC §) CEX 1/2MIC7) CEX 1 MIC

Fig. 11 Growth inhibition of CFT, CEX
and CET against E. coli

Strain : E. coli EC437
Inoculum size : 5X10°cells/ml
MIC : (C:ET 3.13 ,ug/m}
X 25
1) CFT Hg/m

100
75
50

CET 12.5 ug/ml

5
2 —_— 6) dead,
10 20 30 40 350 60
hrs

I1) CEX

1 1 I}

10 20 30 40 50 60
Note : No.are as follows, 1)Control 2)1/4 MIC
3)1/2 MIC 4) 1MIC 5)2MIC 6)4MIC

of each antibiotic.
Fig. 12 Synergistic effect of CFT and CEX
adding ABPC against E. coli

Strain ! E. coli NIHJ JC-2
Inoculum size @ 1X10°cells/ml
MIC : CFT  6.25 ug/ml
CEX  12.5ug/ml
ABPC 6.25 yg/m]

e L 1
10 20 30 40 hrs.
Note : No.are as follows, 1) Control 2)CFT 1/2 MIC at A 3) CFT 1/4 MIC+ABPC 1/4 MIC
at A 4)CFT 1/4 MIC at A, ABPC1/4 MIC at B 5)CEX 1/2 MIC at A 6) CEX 1/4 MIC
4ABPC 1/4 MICat A 7)CEX 1/4 MIC at A, ABPC 1/4MIC at B
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ToREEF L (Fig. 12), T=10% (AK) T,
CFT, CEX # % 4 1/2MIC #n3 % &, MHIREEIX
15hrs., Shrs. THoTeH, ZDAST CFT 1/4MIC+
ABPC 1/4 MIC, CEX 1/4 MIC+ABPC 1/4 MIC% %in L
J-3840Y, %4 2lhrs, 16hrs. FTHH L, X b
CFT+ABPC D135 #%, BehitBETH oo CFT,
CEX r %Kk, ABPC » ORiABRIEM L Eo», CFT
D5 NI D ER T, T, ML T bR
DB R DI, AT CFT,CEX % 4 1/4MIC
W, T=30% (BM) T, ABPC 1/4MIC »¥mL
THicH, FARCHEMUICHEE L FEEIELd
oo

3. RePEt o

1) EBFHE

BERABT 14, Zogrs, CFT 1,000mg (250
mgxX4h7enN) 2 1ERMAZE, 304, 1, 2, 3, 4, 5,
6 REER DR &M L, RPEE%S Cup B THE L,
HEE L B. subtilis ATCC-6633 £, £t #yit Heart
Infusion Agar (SBF) B\ oo BEIX, IVRT 7
4 VR —TRHEE, GERABENEESOERY s
T, 1/15M, PB @ pH 6 & 7 THFR Lo

2) £ B K

%3, pH 6 OBESDOEE v — 7 13RF% 2~3hrs.
Thh, 6,200ug/ml Thoi, 6K E TOERKIL,
65% THolo

HNT, pH 7 OBE T, BEY—213, pH 6 L[F
U< 2~3Bhrs. hbh, BEIX 4,2004g/ml ThH i,
6 RERIEURERIE, 547 Thotco BE, BEIRE DI,
PH 6 DDz 5 23, EFEhTWwic (Fig. 13),

4. ReREhokst

1) RRH®

CFT oRFREHOFEEHERT 5 BT, UT0
BigafTitotco 9, RPBENECHCCRY, &
2B S — L, BT (18/32, Visking Compa-

Fig. 13 Urinary excretion in man following
oral administration of CFT

oral; 1000 mg/man

cup method
strain ! B. sub. ATCC-6633
1/15 M PB
pH 6 1/15M PB
pH 7

urinary concentration mg/ml
S =N W s U1

w
(=]
urinary recovery rate 2;

ny) =, polyethylene glycol (¥ x'{t2, LIF P.
G.) A\, 4°C TTH 10 f£BFHE L T L L, thin
layer chromatography % ¥, Bioautogram % {E#!
L7co Solvent X n-BuOH : EtOH : H,0=4 :1:5 %,
adsorbent Zi% Merck # o Kieselgel F 254 %, #%E
BiY B.subtilis ATCC-6633, % f- medium |3 Heart
Infusion Agar (BF) Ao

RNT, EAZORF%TILS BT, A& @ik
1,000mg (250mg X 4 h 7)) %, 4ZOBBERAS
Fief s L, 2~4 B5E#% ORI L T, Bioautogram
IEB LI,

Ao, AR EDOER, BEFEOECVC I DERY
W35, FTFRBREAT O CFT ik, @ CFT
250mg »7enr, @ CFT whAuwbhich 7L FD
b0 (A= vat), @ CFT 250mg » 7w L%,
® P.G. %X T, Bioautogram % {EFH T 5\ »
F5T, R 1,000mg RAATOR L, RAS 6 K%
TORY, © RBEMOBE, @ HERKERMEILE
HrRWEEE, @ RREZEI®LHEE, @ Minicon
(Amicon Company) T, 10 f5i##ELicH4, ® P.G.
T 10 B LB AT, & 4%HikL LT Bioauto-
gram ®{EH L,

2) EBKE

%¥3° volunteer A DA, IRAFTO R TIXHEENY:
%Fo spot 1X7s<, MRA#% 0~2hrs. 4~6hrs. R T
1%, CFT K L@ U Rf {& 0.24 1 1spot »i&si-
G TH o tedy, 2~4hrs. [RTITZ D spot Dz,

Fig. 14 Bioautogram of human urinary CFT

after oral administration
i) Urine concentrated by polyethylene
glycol

Solvent i n BuOH : EtOH : H.0=4:1:3
Adsorbent : Kieselgel 254 (Merck '
Test org. ! B. sub. ATCC-6633
Medium " H.I. Agar (Eiken)

CFT capsule 1000mg (250 mg > 4
?fd Volunteer A

I b

1 1 | N
0.0 T pre—3h i 6K,

time after administration
Rf.Volunteer A B C D
1.0

[ [ ]
o ® [ )
0.5 e o °
o @ o o o
1 1 i ] H 1
0.0 CFT A—-1 A2 B C D

2 ~4hrs. after administration
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Rf=0.45 {312l spot # Bz,

U\ T, volunteer A, B, C, D @ 2~4hrs. [RTD
Fhaltie+s L, HEEEE2ETS spot 1%, Aix2
@& % Rf=0.24, 0.45 L A—HERTH -, BT
- D 2 > 0ffiz Rf=0.80, 0.90 ® 4>, CTit Rf=
0. 24, 0.80, 0.90 » 32, X HIZDTix Rf=0.24, 0.45,
0.80 d 3oD spot X @E»ic (Fig. 14),

Xbic, CFT B3R, CFT 2 7x2n, BT HED
CFT Tix, 11igFE— Rf Z/RLc2, CFTieivwbh
teh T NILERER— R fECBREOHEEN2F
4% spot AHH, i P.G. Tk Rf=0.73 DI
spot BFFELTc, ADHBEIW X 5 BIRZBEL L
T T, 28 bEREH ORI spot e, #5
HBRTIEX, P.G. CX-BELT, FERELELBHNA

Zd 5 150 spot &Rt (Fig. 15),

B. HEFRESRET

1. BERDRE

1) NBEIVOEEFH%

AR RYE 53 ic CFT » 7 A&y LT*
DB REF Lo £DhT, BREEMNDD, HEHT
REBI 34 BITH - 7o

KRBT, SHEBMERER 1O, Sk RN
% 12 G, athEMtEEERE L 16, Bt bt
9, EMBMMEEEREL 11 flo 34 fiT, WTFhi
TRF494 11 B 18 A BRS04 6 3 B ¥ Tic, I
BREMRBRZHh AR, ABREBETH S,

CFT 13, &MFETIZ 1M 250mg % 3 [EGAK, 18
HAETIX 18 500mg % 3 EIFEARKICRAIRIDO%LE
& Lo Fhe, XTOBEMML, SMET3 EIT4
B, BHETII7 BME2RENE L

FEIRZNROFIE L, fER - BBIR - MIEIRD 3 Ficxh3
DEYR TN, ER) - BEY - RO 3 BFEICHE Lo

2) FE R B K

CFT o#b5-%1T1s o To BRI 1 44 iE O fiE B %
Table 2, 1@ RERLyES Table 3 &, FhFh—
%L'Cﬁiﬁ?o

R RISE 35 CFT OEKGEYE LD THRD
L, EFTAMRBEPIETE, 14 6, 13461, H
215 PR ENRBDONR T B, WolT 5, B

RESBYSETIX, 206, EZHIH, HZh6H, &S5
BT, ZTOREIL 75% LIMECHLLUTEVD, »
Teh ORI D -7 (Table 4),

2, MEFNHRELRS L, DHRERIMEDRE
i, 14 Hsh, E.coli 11 4, Klebsiella 1, S.epi-
dermidis 2 I TH > 7ch’, WTFh B LTV b, *
to, BHERBEHEED FRIL, 20 i 21 kkb b, &

Fig. 15 Bioautogram of human urinary CFT
after oral administration
ii) Concentrated by various methods
Solvent : n-BuOH : EtOH : H,0=4:1:5
Adsorbent Kieselgel F254 (Merck)

Rf Test org. :B. subATCC-6633
1.00 : Medium : H.I. Agar (Eiken)

0.5F
s ¢ . 0

1 1 1 1 1
0.0% CFT CFT 250mg capsule CFT polyethylene
Rf.Volunteer A capsule of CFT in capsule glycol

1.01

0.5¢
o . o 0 ° ‘

0.0L T S
CFT pre post pre. post. pre. post. pre. post. pre post.
not conc. supple. evapo Minicon
after -ration
frozen

O-6 urine after oral administrationof CFT

AL 16 B, 76% bl HWERIX 16 (E. coli—
Klebsiella) TH Y, = OEZENRHA % & D THLREOM
AR 81% Tholoo n¥s, 46 (19%) T,
CFT #5#%%, #5AOMBEN R L T\ 1o (Table
5)o

Z OMIBEFEMAE L MIC L 0B, HIE L&t
IiE 9 Bk, 1BMEE 16 BRDE 25 BRIt TS T LB —
ETIXIRL, LA MIC kX b, HiEL ORIMRH
BNX5THhoto Tihbb, 100ug/ml Lo MIC
7R L7 S. faecalis 100 ug/ml @ E. coli, S. faecalis,
S. epidermidis H34 Lic\» - 5 T, 3.13ug/ml ©
P.vulgaris, RZMEHTHHBAMELND G(—) M
WO 26 & bic, F LT (Fig. 16),

B EIEA C<h B2, CFT #4545 5304 161 (2%)
12, 4B Urticaria 3, 750mg (250mg 7/
(BT 3E) RARETHE LK, - DR ETHELHIE
LickZh, #1 BEITHER Lo Do HLIRER
EHE T HHEENBERTIED Tt BT,
CFT #hpiithic, FFHREIREE & LT, GOT (841,
GPT (8#l), LDH (8%1), Al-P (78l), Ch-E (3

Fig. 16 Bacteriological response in
relation to MIC

MIC (g/m1)
0.78]1.56 [ 3.13] 6.25 [ 12.5 | 25 [ 50 [100[>100
o 000 00 o

Diag. Organism

E coli
Klebsiella o

UTE | S, epider. °

E. coli o fele] o
Kiebsiella o
P.mirab. oo o

Aecute

Chronic
1 P.vulg.
uT! GNB except EB ) °
S. faecalis oo o o
S. epider. o

O Elimimated ®: Persisted
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Table 2 Clinical cases

I. Acute urinary tract infection

No. A&gze (]27(5;; Diag. Organism | Effect Clif?ical Side
Sex xXdays strain counts ’ MIC pyuria bacteriuria effect | effect

1|45 f. | 0.75x4/ ASU | E.coli 64x10% Disappeared | Eliminated |Excellent| (—)

2120 f. | 0.75%x3 ASC S. epider. 5X105 | 0.78 | Disappeared | Eliminated Excellent | (—)

3119 f. | 0.75x3] ASC S. epider. 9x10° Disappeared | Eliminated Excellent | (—)

4(31 f. | 0.75%3 ASC E. coli 89x10° Disappeared | Eliminated |Excellent| (—)

560 f. |0.75%x3 ASC E. coli >107 | 6.25 | Disappeared | Eliminated |Excellent| (—)

620 f. |0.75%x3 ASC E. coli 5X10% | 12.5 | Disappeared | Eliminated |Excellent| (—)

7159 f. |0.75%x3 ASC E. coli 49x10% | 12.5 | Disappeared | Eliminated |Excellent| (—)

8|63 f. | 0.75%x3 ASC E. coli >107 | 6.25 | Disappeared | Eliminated |Excellent| (—)

9|72 f. |0.75%x3 ASC E. coli >107 | 6.25 | Disappeared | Eliminated |Excellent| (=)
10|20 f. | 0.75x3 ASC E. coli >107 Disappeared | Eliminated |Excellent| (—)
11 | 49 f. | 0.75x4] ASC Klebsiella >107 | 25 Disappeared | Eliminated |Excellent| (—)
12120 f. 1.5%x3| ASC E. coli 19Xx10% | 1.56 | Disappeared | Eliminated |Excellent| (—)
13|72 f. 1.5% 3] ASC E. coli 4X10° Disappeared | Eliminated |Excellent| (—)
14 | 48 f. 1.5X 3 ASPN | E. coli >107 | 25 Decreased Eliminated Good (=)

ASU : Acute simple urethritis

ASC : Acute simple cystits

ASPN : Acute simple pyelonephritis

Table 3 Clinical cases

II. Chronic urinary tract infection

No. Agze (27;513: Diag. Organism Bffect Crinical | Side
Sex X days strain counts | MIC pyuria bacteriuria effect effect

15 | 59 m. | 1.5%X3 CCC | P.mirab. 2X10° | 3.13 | Disappeared | Eliminated |Excellent| (=)
16 | 59 m. 1.5x5/ CCC P. mivab. 2%10° | 3.13 | Disappeared Eliminated |Excellent gg:ﬂ
17|75 f. | 1.5%x7 CCC S. faecalis 90X 10°% | 12.5 | Disappeared | Eliminated |Excellent| (—)
18|66 f. 1.5x7 CCC E. coli 53X 10°% | 6.25 | Disappeared Eliminated |Excellent| (—)
19 | 40 m. | 1.5x7| CCC E. coli 3%10° | 3.13 | Disappeared | Eliminated |Excellent| (—)
20| 8 m. | 1.5x7 CCC E. coli >107 | 50 Decreased Eliminated Good (=)
21|72 m. | 1.5x7 CCC S. faecalis >10"7 [>100 | Decreased Eliminated Good (=)
22 |3 m. | 1.5x7 CCC GNB except EB 22X 10° | 25 Persisted Persisted Poor (=)
23 | 55 m. 1.5%7 CCC P.oulg. 6x108 Decreased persisted Poor (=)
24 | 55 m. [0.375%x7| CCPN | E.coli 5X10° Disappeared | Eliminated |Excellent| (—)
25| 8 m. 1.0x 3| CCPN | P.mirab. 9X%10°% | 6.25 | Disappeared Eliminated |Excellent| GOT?
26| 8 m. 1.0x 4| CCPN | P.vulg. >107 Persisted Eliminated Good (=)
27 122 f. 1.5X7| CCPN | Klebsiella 3X10°% | 100 | Disappeared Eliminated |Excellent| (—)
28 | 76 m. | 1.5X7| CCPN | S.epider. 74X10% | 100 Decreased Eliminated Good (=)
29| 31 f. 1.5X7 CCPN | S. faecalis 5xX10% | 12.5 Decreased Eliminated Good (=)
W 52 m | 15T copy | B Bamn gar| | Persieed |3 Beised | poor | ()
31 | 63 m. 1.5%7| CCPN | GNB except EB <10%® | 12.5 | Disappeared Persisted Poor (=)
32 | 55 m. 1.5x7 CCPN | E.coli 49X 10° Disappeared Altered Poor (=)
33|71 m. | 1.5x9 CCPN | E.coli >107 | 6.25 | Decreased Eliminated Good )
34|45 f. 2.0%x 4| CCPN | S. faecalis >107 | 100 Disappeared Eliminated |Excellent| (—)

CCC : Chronic complicated cystitis
CCPN : Chronic complicated pyelonephritis
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Table 4 Effect of CFT treatment on UTI

. . 1 i } | | Efficiency
- Diagnosis | No. of cases . Excellent Good ! Poor . rate (%)
' Simple urethritis 1 1 1 0 0
Acute | Simple cystitis 12 : 12 0 0 100
i Simple pyelonephritis 1 ‘ 0 1 0
. ' Complicated cystits 9 3 5 i 2 2
Chronic . . 75
i Complicated pyelonephritis 11 ! 4 4 3
Total s 22 7 5 85
Table 5 Bacteriological response
Diagnosis ‘ Organism } Eliminated \ Altered Persisted Total
| E. coli 11 ‘ 0 0 11
) Klebsiella 1 0 0 1
Acute UTL | g pider. 2 0 0
Subtotal ‘ 14 ‘ 0 0 14
E. coli | 5 ! 1 0 6
Klebsiella 1 | 0 0 1
P. mirab. 3 I 0 0 3
P. vulg. 1 | 0 1 2
Chronic UTI | P- aerug. 0 ! 0 1 1
GNB except EB 0 | 0 2 2
S. faecalis 5 ‘ 0 0 5
S. epider. 1 | 0 0 1
| Subtotal \ 16 l 1 1 4 ‘ 21
Total 30 | 1 | 4 } 35
), FI-BHAEIREIL LT, Na (1061), K (30 4l), “E LW RFE L, LACFEMEHRE I LD

Cl (10%1), BUN (104, S-Creatinine (4 #)) »3{ 5T, WbLMERCIZEHELIMELE Vo 5
FELTHHM, ZofT, 14 GEM No. 25) © GOT BTH, ERBFETHERLTEAL b, EFEET
(B 20, b 44, # 70) O LH, XTHH D 14 (No. Tlio D26 TIE, £ TOREEE CEFHAE
16) © GOT (§7 30, # 181), GPT (@ 26, % 197) BTh -7 (Fig. 17, 18),

BMEDOERXRD T35, WL biz, LDH, Al-P, Ch

Fig. 17 Influence on the liver function Fig. 18 Influence on the renal function
due to CFT treatment due to CFT treatment
~S-GOT S-GPT [.DH Al P Ch L.
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Table 6 Suppressive effect of CFT to recurrent UTI
Age 7 days 14 days - .
. . Pre-used Clinical | Side
No.| & | Diag. Organism bt - —
Sex antibiotic symp.’pyuria Bi;:aterx symp.'ipyuria Ezrxic;erl effect ieffect
1 [25f.| ASC | S.epider. >10" | FL-1039 free | none | none | free | none| none |Excellent| (—)
150mg 5d
2 |26f.| ASC | E. coli >107 | FL-1039 free | none | none | free | none| none |Excellent; (—)
150mg 7d
3 |43f.| CCC | E. coli >107 | FL-1039 free | none| none | free | none| none |Excellent| (—)
150mg 7d
4 | 59m.| CCC | Citrobacter FL-1039 free |persi- none | free | none| none Good (=)
>107 | 150mg 7d sted
5 | 55m.| CCPN | E. coli 5x10° | CFT free | none| none Excellent| (—)
375mg 7d

CFT : 375mg/day 7~14days
ASC, CCC,CCPN : same as clinical cases

2. BRIFHE

1) MR IVOEHE

RBERYSERREOBECT5 CFT oFRMEIL)
RERF LI

NRBAEAX, BI504£58 22 Anb, BBFS04E6
A 10 B ¥ CRIKBRFEBRERII R 2 FhIcbDTH
b, TOREEL, SH:BEMERN 201, BN
Wit 2 4, MEEEHENBET A 1ATH -1 hFE
BN Ui HE L, 4 6iht FL-1039, 1 A CFT
T% ie] 7‘Co
BRENEHDO» 121X, CFT # 1@ 125mg » S
YEAHK, T~14 BEBEE L,

2R, R BR - MBEROBETHEL, EX) -
L - &ZHD 3 BT o

2 BR%HE

HRMEHZ R A 2 IEF % Table 6 ic—E L TRT,
SHETE 2 61, 1BME3FI, EH4G, FH1ML, £
4 CFT 50k, BRAFCRI LTW5, T,
O, L0 BENEIERLIALED T,

C. % ®

1. |AEHICOWT
REERLAEFRRE L UTHEEDOE E. coli, Klebsi-
ella, P.mirabilis wx3+% MIC 13, CEX Dxh Lt
HWLTABRED LA XERUEDORETH oo LI
P.mirabilis 60 ¥R TIX, 1¥k%BR\T 6.25ug/ml LT
LEBINDELZATHD, TDEIX, ABDHEEH,
LEITNER 57, ‘“é 51z WATANAKUNAKORN 59Dk
THLRAKRTHD, HEZ DX 5 HEBEC X 5 REBRYIE
AWML TVS En b b, CFT ofifioEn ST
DHBHEBbLRD, L L, \ olF 5 TlX, P. aeruginosa
CIRESHTHEAEDL, BRe7rewARY VHTHDR
DHYURTIIHAH, PXOVBERELTELRE LD,

2. Biophotometer (Z ) B3 (DT

CFT, CEX #RinsgslycoD E. coli NIHJ JC-2 o %
FHix, 1/4, 1/2MIC i3 CFT 0 5 HHHIBEA
A%, 1MIC Tz OB HEE LTV 5, = DEREIL,
DFELLH ST A, CFT 28 MIC D X b
EWE AN filament BRE S XRHZ LD LEY
FBB DO NIt WoiE b, CFT 1%, E. coli
EC 437 kst LTy, CEX,CET witLTt£To MIC
TIVRIEBEXMHLTE Y, chb2HX b, B-
lictamase T D2 EARE IR

2O, EFEHAEMEMEEOBEREER T 53
PHREINBN, Laoldd %7 ryw AR VREAY
BERDIDIPINLSTH B, HYAMSY i3, 7
3V G RiieEmwE (GM, TOB) r, CET #% %1
CEZ optB T Providencia, Proteus ®» MIC, MBC D&
TEaED, Thbo200RFEOHEHEMCHEDR
NADBRD ERXTV B, Wi 5, GREENWOOD »
O’GRADY!® 3, B-lactam RIAEMWEMHE O HEER
COWT—EDOHREITIN, = OHEIEROHIFZS
WT 32D type pipH BT EXBRTWB, Thbb,
@® Methicillin 0= ) F—-EREMFEALFIATS
3m, @ CEX LFL-1060 OfHT, {H 4 O FKHwik
TIIRW]EE7s spheroblast R 21T 7c\» 5 B 1EH, @
CEX ME\EEIET filament 2#{EBEEHN #FIHAL
T, HOBRENEHETAHIERATH B, SEOHLhb
NOERTIX, ZOHE 3D type ¥HEELTHRF LI L
A, —EBDEETTIEHBH, CFT D135 » CEX X
YERTWAHZ LR LI, L L, GREENWOOD 5
DRIOCH B L 5T, wiEHAOTh X 5% R0%
RIZPDdD LRt otco L LA S, HmERIRE,
R—bF - BEAOEE, HinkEE, MIC kb
T BETOLE /I EORFORMIFZINRTVH L)
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ZBbhb,

3. RepEE#ICONT

RbpBREOY— 2713, RAK 2~3 BEChY, 68
FEIRERE, FHWD pH 236 D & ¥ 65%, 7 Tik54%
Tholco CEX BITHMEMELHI2ID L HET5 L,
v — 7 REEIEL, FABEUREN CEX T 80% LIET
DHBEDITILTEH T\ B, Ff:, pH 2ibABIRL,
DIEOE T 24 URT VA, & RBEPFERX T D
bhbhiciz, FELE, W SAMDOREIED X5 T
»%o

4. ReBpKRBMICONT

HEAEWRFROERD WL, CFT A% e+ R
THEESEYE T WA, T40 CFT E3Thh,
HET 5 dmhm Mg iy, iEHRLVWEIRTE
9, RXERHAROFT —2d, chrBMHFTWw3,

LhH L, bhbhDXRRTIL, 4480FTRPI,
CFT F#E LA U Rf % 7/~7 spot Dfhiz, Rf=0. 45,
0.80, 0.90 fH¥FIcfE 4D spot # Wb, X LITITFRE
£HAT, DTLIZD4 o0 HBE LRV E WS ERIZK
olcobhbh OBk, i 2% & £ic s A%, ©1,000
mg LWHSEDRATHY, »> @ PG I
EERIT LIcZ L ThbHo Dk, RPHBEE
To5HE%Y detect L LTREMEEETE LV W'y
35, EFFIMOX, P.G XsBmERTEYED
Wik, MHEOBALE D ANANERIBFETEI R
», FERofMiz, »FerEFl, 27erZ0dbn, 7
L HNE, P.G. AR T Bioautogram #{EHl3 5%
&, BRR RS LI b Wb bT, 7L FD
3Dz d, Rf=0.25 0 spot #2¥s», P.G. ix Rf=0.73
2 spot H{Eotee SEIDKETIE, 7 LD spot
ERERDOZRE X, RE EAUIER U dBEEIX VDS,
P.G. MBIEANEA TS & (Bo#EE, 1l
WVWht), KizED Rf=0.80 fEic spot %fF o 7o itk
% B.C.D. o2, 43FLd CFT ofR@im L 11 5
Wiz {7 Bo Fh, ADRMEYHITLIBE, P.G.
X o TR IS spot i2inh, DOBATIXERE
BA—WELIETTH 510

UEDER M D, P.G. #fiic X % Bioautogram iz
HSRAHE spot 1%, BFHBBICAE U] 520 A AR
MTALELEDRZILVE, &TRIDHERBTIC
X, TETHDZLNEWEEDLEDE X\

5 HEEHRICONT

SHRBRIMETIE, 14 AILBCHRELR TV B,
LFHMETHD, TRFEREOKRRIH E coli TH
Hrk, qbicxo MIC % 25ug/ml LIFThHH, 4
ROMBTHA D, HBEREIL, 750mg/day *[FEAIL L

Tedd, ELRABTLIRGRHGENYHETELTHSS

&ng’)h’ko

WolE 5, BMRBRESER, 20 Bl 156, 75% D
ERHRTHolco 20 DRBECMOLLDOFERLE
LTWBZENBART, CORBIHBRTNELDLEE
2 bhdo TR L, MEFEML, MIC LFHRORK
gap M » b, P. vulgaris, P. aeruginosa, BRBPIHELL
N0 G (=) MEIE, MIC kB  ERHBIANEL I o
o ThIL, KMOEHBbh Tk, LILEE
3t LT CFT 2 {5 5B EENLETHS 50

BIfERE, BEMTIX 1ML o Urticaria #§8%
fedd, BRIAEOBBERIIAGEDEholo %
7z, 2412 GOT, GPT o LEAZAD bhihl, H#HEK
TH, HOMCTLRBE LI, D 26Ld, FHEED
fed, CFT 5 RHARRTH % L IIMETE L\,

Ihie, SAMECHTsEREOYRE (375mg/day)
%, 7T~14 AEHE LT, BRAHIZRE L R ERA T,
S5HLABBATIDBNLRACRELEDI, 205D
30N, TERMEALME  FoSMEENE RERYIETH
DT, COREIENRICIDTHS S,

D. # i

FLOWROEER L7 » v AKY VRFEHE CFT
oW, EEH L ORI 2 R, &k
DX 5 isfmi i

1. FEEERR 18 Bk, IREEHIR E. coli 1058k, [F Kleb-
siella 43 ¥k, [ P. mivabilis 60 Bz i3 2 HE NI,
CEX HLTERT o & {IZ P.mirabilis &ZD\»s
Tix, 14 6.25ug/ml AT TH o oo

2. ke B-lactamase FEM: D\~ E. coli EC
437 #Rizxt LTk, CEX, CET X b REMHIEEC I
TERTE b, 4MIC TIL bactericidal “TH » oo

3. E.coli NIHJ JC2 wxt3% ABPC ¥ DHFIEA
oL, CEX X R T\

4. FRhBEZREH 2~3 BETY—-27KEL, 6
BRI TIR K 60% MEUR X i, L, FHFED
pH X » T, HEBEOEENED LI,

5. W@ polyethylene glycol #EfFiz X 5
Bioautogram THRH LAzt = A, CFT LI# o spot %
B bhich, BrORNOKE, AT, Rbc
CFT LSO RBYIRFET B LITELTL v

6. HERZE T, S2HIRBERYE 14 iz efichs
%, 18 RERRRYWE 20 BITIX 75% DEHKTH » oo

7. EBWWER & LT, 28561536+ 16lic, Urticaria
DHEBEE %, 146l GOT @, 5|0 1 #ic GOT, GPT
DER% Rl

8. S5HICHREMGHDRELL, 2HHEHTH oo
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BRbbrehbich, CFT TR - » 7« 5 - Bk
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BACTERIOLOGICAL AND CLINICAL STUDIES
ON CEFATRIZINE (S-640P)

Manasu Kurivama, Masanosu Horie, Yoko Ssrowmi,
Yukimicar Kawapa and Tsuneo NisHiura

Department of Urology, Gifu University School of Medicine
(Director : Prof. T. NISHIURA)

P. mirabilis were superior to those of CEX.

nary recovery rate for 6 hours was about 60%.

But this data was changed by the pH of diluent buffer.
5) By the result of various studies, there were no antibacterial substances in urine except CFT

A new antibiotic, cefatrizine (CFT), was studied both bacteriologically and clinically in the urolo-
gical field, and following conclusions were obtained.

1) MIC of CFT for 18-standard strains, 105-urinary E. coli, 43-urinary Klebsiella, and 60-urinary

Especially, P. mirabilis strains were inhibited by concentration of 6.25ug/ml or less except one.

2) Ability of growth inhibition of CFT against E. coli EC-437, which produces a large quantity of
B-lactamase, was better than that of CEX or CET.

3) CFT had superior synergetic ability to ABPC than CEX against E. coli NIHJ JC-2.

4) Urinary concentration of CFT reached the peak at 2~3 hours after oral administration and uri-



VOL. 24 NO. 9 CHEMOTHERAPY 1903

after oral administration.

6) All of 14 patients with acute urinary tract infections exhibited excellent or good response to
CFT treatment, and 75% of 20 patients with chronic UTI did same effect.

7) General uriticaria was observed in 1 out of 53 cases who were administrated CFT in this trial,
and transient increase of S-GOT, S-GPT and S-GOT was noted in 2 out of 8cases.

8) All of 5patients, who were treated UTI with any antibiotic, could exhibit suppressive effect to
recurrence by CFT 375 mg/day.



