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Human serum Rabbit serum pH7.0 pH7.5
Phosphate B 3
pg/ml pg/ml sphate o/ml Phosphate B
100 100
90 90
80 80
70 70
60 60
50 50
401 40
30 * 30 30
20 20} ° 204 20}
10 10} -
o 10 o ]Or
[ L | L 1 1 1 1 1 1l 1 1
12 4 8hr. 12 4 8 hr. 12 4 8 hr. 12 4
Fig. 1-3 Stability of CFT in buffer solution
pH2.0 pH5.0 pH6.0 ph6.5
HCI-KCI B Acctate B Phosphate B Phosphate 13
ug/ml pug/ml pg,/ml pg/ml
100 ® 100 * 100 a
o o o
90 90 90~
80 - - - -
N 80 N 80
70+ . 701 . 70l °
O o
60~ 60 60
501~ 501 501 50~
40} 40} 40} ° -
30 301 301 301
200 20~ 20 20
10~ 10 10 10
L L L L 1 1 11 1
12 4 8 hr. 12 4 8 hr. 12 4 éhr iZ’ i ;

1% pH 6.0 o phosphate buffer
THRLEBEG L BERALT
Bolo S. lutea, B. subtilis
wHEBEE L, Cefatrizine £
#¥%% pH 6.0 o phosphate
buffer THML, 5°C T 2 Kl
Ih#a £ e\, 31°CT 15~17 B
[BigEHE LB ih iR % Fig.3wc
ALlico BEBEE LT, S. lutea
#HWBIE5 5 B, subtilis %
Buwasih, 453 L KEBE %
THETE I

B, BREEY S lu-
tea L3 5%E SL-15 i
& Heart Infusion #%ih (HI ¥
) AV, RER%Y B su-
btilis &+ 5PAwi BS-1 55
1k HI B oo BEEEM
#ux Fig. 4-1, 2, 3, 4 RL
o

S. lutea DAL SL-15 55
it HI BEsic e, BRREfhiR
DR, HRELIBRIFTH-
o

B. subtilis D4y BS-1
eiaad HI B 13 % e
BEHEMBROBRENRIFTH
o



VOL. 24 NO. 9

CHEMOTHERAPY

1703

BEIIVicEs,

By pH% 6.0 & 7.0 ©¥ %, =X
pH 6.0 D3 5 MNEEREMR A ERE ¥

TH T ENTE I, FREEY 31°C L 37°C XF

z, BEMBLTIVEE,

B. subtilis o4 31

°C DIEHH 37°C IVEREFTFIKCENTE Lo
S. lutea DFEIFHEOHCH X hZRXRHLILI»
2o

Concentration (ug* 'ml)

Concentration (ug* ‘ml)

“r

2.5

0.31
0.1561~

0.078

0.039%

40,

20

<«

o
@
T

>
P
T

0.62

0.31

|

0.156

organism : Bacillus sublilis ATCC 6633

Method  : Disc Plate Method

Seeded agar : 8 m}/90 mm Plate
Dilution 195 Phosphate Buffer, pH 6.0 S. lutea
Medium  : Polypeptone 0.5%

Diffusion : 5°C, 2hr:
Incubation : 31'C, 15~17hrs

Fig. 3 .Standard .curve of CFT
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Fig. 4-2 CFT, Standard curve

B.subtilis ATCC 6633 (S—601)
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Fig. 4-4 CFT, Standard curve
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Table 1. Serum levels after 2hr of 500mg CFT oral administration.

Comparison of standard curves and influence of temperature (ug/ml)
monitrol serum
Samples pH 7.0 buffer | pH 6.0 buffer | human serum | monitrol serum | 4Xdiluted by
pH 6.0 buffer
Serum ordinally taken and
treated at room temperature 2.7 1.6 4.2 4.8 2.9
Plasma obtained in ice-box
at about 3°C 3.2 1.9 5.0 5.8 3.4
Table 2. Serum levels after 2hr of 500mg CFT oral administration.
Comparison of dilution of sample (1g/ml)

monitrol serum

Samples pH7.0 buffer pH 6.0 buffer monitrol serum 4 x diluted by

pH 6. 0 buffur
Original serum 2.7 1.6 4.8 2.9
diluted 4X by pH 6. 0 buffer 4.0 1.4 6.0 4.0
Original plasma 3.2 1.9 5.8 3.4
diluted 4x by pH 6.0 buffer 7.6 4.2 13.2 8.0

Table 3. Serum levels after 2hr of 500mg CFT oral administration.
Comparison of bioassay method (#g/ml)

Samples S. lutea cup plate B. subtilis cup plate S. hemolyticus tube
Original serum 2.7 3.1 3.8
diluted 4X by pH 6.0 buffer 4.0 9.4 4.6
Original plasma 3.2 3.4 5.5
diluted 4x by pH 6.0 buffer 7.6 10.0 6.2
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Table 4. Comparison between value with pH7.0 standard (original serum)
and those with pH 6.0 standard (serum x4)
Teikyo Tokyo Ikaken Jikei
37°C 31°C 37°C 37°C
SL Medium | SL Medium | HI Medium | HI Medium | SL Medium SL-15
pH6.0 pH6.0 pH6.0 pH7.0
M.K.|K. U. M. K.'K. U.M.K.|K.U.M.K.|K. U.| ice |room |room| ice
pH 7 4.0} 4.0} 42| 4.2| 5.4/ 82| 3.8| 3.0| 3.0 3.3
the pHS | 40| 40| 56| 56| 60| 6.8 44| 48] 208 1.28//////////// 8.5
pH 7 2.5| 3.3| 42| 29| 41| 5.4| 2.6| 6.0| 1.5| 0.4 27| 3.2
Zhr. pH 2 3.2| 52| 5.6 5.2 48| 84| 4.4| 48| 4.4| 40| 1.4| 4.2
pH 7 3.0| 2.4| 1.6 0.9| 3.6 | 2.8| 3.8| 1.5 2.2
A pHS | 40| 16| 40| 56 68| 44| 48| 1.0 2.8
pH 7 0.9/ 1.8 0.9| 09| 1.5 0.9| 1.1] 0.6 0.7
Sbr. pHS | 12| 1.3] 18] 09| 28| — | 16| — 0.96
1hr. pH 7 3.0| 56| 33| 7.0| 50| 5.4| 4.4| 9.0
heparin | ;n € | 52| 5.2| 56| 56(100| 8.4| 68| 7.2
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‘Since cefatrizine is unstable in vitro, a fixed method to determine its tissue distribution was devi-
ced. Although considerably accurate result will be obtained by this method, experimental conditions

or dealings of the specimens may produce some difference.
be recommended to be used to obtain the values as accurate as possible.

Therefore, two determination curves will
From the characterisitc of

this agent, authors endeavored to minimize the lowering of antibacterial activity of cefatrizine in

vitro.



