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Fig.1 Serum concentration of 6315-S (1g,i.v.) Fig.3 Serum concentration of 6315-S (l1g,i.v.)

with and without Probenecid (p.o.) with and without Probenecid (p.o.)
(1) 6315—S alone 6315-8 alone
Probenecid 1 g (30m before) Probenecld 1 g (30m before)
Probenecid 1 g (2h before) Probenecid 1 g (2h before)
0.25 g (1h before, Oh, 1h) 0.25 g (1h before, Oh, 1h)
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Table 1 Serum Lebels of 6315-S in renal insufficient cases.
No. |'s Cer Serum lebels of 6315—S (ug/ml) Half life (b)
o | Sex | Age | iimin)[ T5min | 30min | 1h 3h §h C) ®
1 F 53 <5 97.0 92.0 86.0 73.0 56.0 0.17 8.09
2 M 70 <5 79.0 71.6 66.4 56.0 44.8 0.18 9.05
3 F 62 <5 106.0 100.0 85.0 71.0 59.0 0.47 12.87
4 M 71 16.6 87.0 69.0 60.0 25.0 13.4 0.13 2.12
5 M 54 17.3 95.4 83.4 68.4 37.2 23.4 0.80 5.45
6 M - 25.3 88.0 64.0 43.6 21.4 8.4 0.23 2.23
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Table 2 Clinical Data of 6315—S therapy
Clinical Dose (/day) | Bacterial Clinic Side
Case| Age| Sex Diagnosis Days Effect Effect Effect
S. aureus
1 15 | M Sepsis 2.0g x2 Blood
Ope. Wound Infection 21 (+) = (-) (+) (=)
Wound
(+) = ()
- E. coli (+) (-)
2 76 F Acute Cystitis 1.0g x3 10" > (-)
S. aureus GOT 11445
3 32 F Pneumonia 1.0gx3 (+) GPT 18-+37
# > ) A1-p8.6-»13,3
1.0gx2
. 2 Klebsiella (+) (-)
4 43 M Pneumonia 1.0g x1 *) > (1)
15
S. aureus
Blood
Sepsis 2.0gx2 _ + _
5 15 | M Ope. Wound Infection 21 (+) = (=) *) )
Wound
(+) »> ()
(x—Strept.)
6 |2 | M | Endocarditis 2082 | P.aerug (+) -)
(=) > (+)
— 2.0gx2 .
7 19 F Acute Tonsillitis 4 unknown ) Eruption

Lico RERBICHL TREEKRMBIIBU L ¥ L 7o
Case 7 3R AF CREBIRETH - 124,
ARBEEIC LD ERNRE L, #5488,
BERY, 5L LA, EREK - CRP K&
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HIfERI3 Case T CREMNASKIY, 5k
Ok L1,
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tBbh3RBERBEDSNEN 1,

m * ®
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NEZON S, ZHOEAEAEIL 10~100,g/ml D
WETIII~28KBETH D, fthod cephem Hizth~
TI&L, #160% D Latamoxef icHHRTHEWV, Th
RAKOKHLEEL SN, BMOIRED LR, RIFS
HEBETIEEE NS,

bhbhdyIalb—a  OFRTIR, EHOEH
o OHEtt D KRB E S TH BA%, RERERE
KERETRREE ik REEOHEELRT D
EHM A Nto Probenecid §ffbs, Probenecid o il
chmBEA 100 1 g/ml Rk DB E, REFTHWOMEC
&b AHEERMIZ1.4Th EEICER L. —A, Cer
A 5ml/min ITFOHE, HettiZBEL 7248, 156~25
ml/min T3 BH¥RBA2.1~5.4h LR L, fthie
BOHE T3 Cor 2% 30 ml/min DA, LRIz
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Table 3 Laboratory Data before and after 6315—-8 Therapy

Case 1 Case 2 Case 3 Case 4

before 2 weeks after | before after | before after 1&: %1 before after
RBC 467 453 501 391 387 422 383 275 275
Hb 14.5 13.6 15.3 12,7 12.6 12.2 11.4 8.0 8.0
Ht 42 40 47 38 36 36 33 25 26
Ple(x 104) 15 14 20 19 20 21 34 19 21
WBC 10100 6700 6700 8400 5200 9200 5100 18300 6900
GOT 12 25 19 17 19 11 45 28 21 24
GPT 6 7 14 8 11 18 37 24 16 29
Al-P 12.8 16.7 15.1 3.8 4.8 8.6 13.3 20.0 616 767
T.B. 1.2 0.8 0.8 0.3 0.2 0.2 1.9 1.3
BUN 17.9 13.6 20.4 15.9 15.8 12.8 41.8 52.4
Cr 0.9 0.6 1.0 0.8 1.0 0.6 9.1 11.0
Na 134 136 143 139 136 141 137 141 132
K 3.2 3.6 4.0 3.9 4.9 4.2 4.2 4.1 38
Cl 94 97 101 99 107 112 108 100 107
CRP 3+ 2+ 1+ 2+ - 6+ -

Case 5 Case 6 Case 7

before 2 weeks after before 2 weeks after before after
RBC 486 502 479 452 462 492 449 434
Hb 15.0 15.3 14.5 9.9 9.9 10.4 13.5 13.9
Ht 43 45 43 31 32 33 39 40
Plt(x10*) 11 27 24 26 32 31 23 25
WBC 9600 10000 10500 11900 4300 5400 23200 7200
GOT 15 14 13 23 18 17 188 120
GPT 8 12 5 34 8 16 215 137
Al-P 12.0 15.0 13.2 7.9 5.3 6.0 41.6 60.6
T.B. 0.9 0.4 0.4 3.8 3.7
BUN 8.9 15.1 10.5 16.9 13.0 14.2 9.9 9.8
Cr 0.7 0.5 0.5 0.9 0.9 0.8 0.6 0.7
Na 141 145 140 141 143 143 135 134
K 3.9 4.4 4.0 3.6 4.1 4.2 4.0 4.9
Cl 102 106 107 101 105 104 103 99
CRP 7.4 2.9 8.6 13.0 0.6 (-) (+) (-)
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ERRRTRTHICHLTHERLALY, 2RFUT HBBONBVADEEL SO,
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PRECLINICAL AND CLINICAL EVALUATION
OF 6315-S (FLOMOXEF)
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We performed basic and clinical studies on a new oxacephem derivative, 6315—S (Flomoxef)

and obtained the following results :
1) Pharmacokinetics

Mean serum half-life (8—phase) of this drug was 0.76 h. Mean recovery rate in urine

within the first 6h was 91.6%.

In combination with probenecid, the serum half-life was prolonged, namely, almost
doubled to 1.47h. Recovery rate within 1h was reduced by 20~30%.

A computer simulation revealed that renal tubular secretion, directly after i.v. injection,
was nearly indentical with glomerular filtration, but as blood concentration decreased, the

former became predominant.

In renal failure cases, the serum half-life was markedly prolonged in cases Ccr was

under 5ml/min.

2) 6315-S showed clinical efficacy in 7 cases treated. As a side effect, one patient
exhibited exanthema, and another, an increase in GOT, GPT and Al-P.



