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Table 1 Susceptibility of clinical isolates to 6059-S
Organism | No. 01 02 04 08 16 31 63 125 25 50 100 >100ug/ml
_ x| 2 6 6 2 1 1 21 2
E. col 2 1 100x 14 1 1 5 |
_ o | 1 S 2 1 1
Klebsiella 100 3 4 X
. 28 1x 3 5 6 4 10
P. aeruginosa 100x | 1 ) s . 5 . ) X
1 1X 3 2 2 1 2 1
Proteus 100x 6 | | ) X
. 3 1x 1 2
Serratia 100X ) )
b 1 1X 1
Enterobacter 100x )

Fig. 2 Correlogram between MICs of 6059-S

and CEZ
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Fig. 3 Plasma levels of 6059-S (1.0 g IV)
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Fig. 4 Plasma levels of CEZ (1.0 g IV)

(n=4) (n=4)
Hg/ml #g/ml
150 - 150 -
100 100 |-
+
50 50 |-
i 1 1 " 1 Fi——— 1 " 1 —
¥ 1 2 4 6 8 Hrs %1 2 4 6 8 Hrs
Table 2 Plasma levels of 6059-S after single administration by IV
Volunteer Plasma level (ug/ml) at hrs
Dose | Name | age | Veisht 1/4 12 1 2 4 6 8
(kg)
T.M. 22 65 99.6 86.2 45.2 349 134 1.2 3.6
M.H. 21 70 71.5 56.3 31.5 23.1 13.3 5.8 29
10¢g T.M. 21 50 95.2 65.1 54.5 27.9 14.0 7.5 3.8
M.M. 20 52 101 87.5 41.5 333 “13.5 6.4 3.2
Mean 933 73.8 43.2 29.8 13.6 6.7 34
+S.D. +10.8 +15.5 + 95 + 54 + 0.3 +0.8 +04
Table 3 Plasma levels of CEZ after single administration by 1V
Volunteer Plasma level (ug/ml) at hrs
D .
ose Name | Age Weight 1/4 1/2 1 2 4 6 8
(kg)
TM. 22 65 115 100 517 | “215 | 121 6.0 3.1
M.H. 21 70 114 86.8 47.8 213 119 6.0 <3.0
10¢g T.M. 21 50 116 91.5 50.8 19.6 11.0 4.8 <3.0
MM. 20 52 118 96.6 51.7 21.5 10.8 4.5 '<3.0
Mean 115.8 93.7 50.5 21.0 ~11.5 5.3 3.1
+S.D. 17 1 +58 | +18 | £09 | +06 | +08
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Fig. 5 Plasma levels of 6059-S and CEZ after Fig. 6 Urinary recoveries of 6059-S (1.0 g IV)
1.0 g IV injection (mean of 4 cases) (n=4)
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Fig. 7 Urinary recoveries of CEZ (1.0 g IV)
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Table 4 Urinary excretion of 6059-S after single administration by IY

Volunteer Cumulative urinary recovery (%) at hrs
Dose Weight o~1 ~2 ~4 ~6 ~8
Name Age (kg)
TM. 22 65 34.3 49.7 63.5 70.4 74.0
M.H. 21 70 32.8 47.3 61.8 66.0 734
1.0g T.M. 21 50 37.1 53.4 170.6 75.3 79.3
M.M. 20 52 38.0 62.2 80.3 89.2 93.8
Mean 35.6 53.2 69.1 75.2 80.1
+S.D. 2.4 6.5 +8.4 £10.1 £9.5
Table 5 Urinary concentration of 6059-S after single administration by IV
Volunteer Urinary concentration (ug/ml) at hrs
Dose | Name | Age Weight 0~1 1~2 2~4 4~6 6~8
(kg)
T.M. 22 65 6,589 1,485 743 369 285
M.H. 21 70 8,412 4,535 860 968 475
1.0g T.M. 21 50 7,731 3,698 738 689 362
M.M. 20 52 3,392 3,309 1,096 738 506
Mean 6,531 3,257 859 691 407
+S.D. 12,223 +1,287 + 168 + 247 + 102
Table 6 Urinary excretion of CEZ after single administration by IV
Volunteer Cumulative urinary recovery (%) at hrs
Dose Weight - » - N - \,
Name Age (kg) 0~1 2 4 6 8
T.M. 22 65 39.6 57.4 76.1 84.9 88.6
M.H. 21 70 419 61.4 80.5 89.5 92.9
1.0g T.M. 21 50 51.0 69.4 86.8 939 96.7
MM. 20 52 50.0 69.9 87.8 95.1 98.2
Mean 45.6 64.5 82.8 90.9 94.1 ¢
+S.D. 5.7 6.1 | +5.5 +4.6 4.3
Table 7 Urinary concentration of CEZ after single administration by IV
Volunteer Urinary concentration (ug/ml) at hrs
Dose | Name | Age Weight 0~1 1~2 2~4 4~6 6~8"
(kg) , )
TM. 22 65 9,667 3,558 2,342 1,290 526
M.H. 21 70 1,373 1,208 463 470 192
10g T.M. 21 50 4,853 2,667 687 304 200
MM. | 20 52 3,707 2,163 1,047 478 220,
Mean 4,900 2,399 1,135 636 285
+S.D. 13,492 +981 +840 +444 161
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Fig. 9 Plasma levels of 6059-S (1.0 g IV)
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Fig. 13 Serum levels of 6059-8 in rats
(40 mg/kg IM)
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Table 8 Clinical results with 6059-S
Diagnosis Organisms Dosis Clinical Adverse
a S g v SUR
Cases & isolated Daily Duration cffect effect
- vNormal flora (+r) lax 2 T
TT. S4y. M | Pncumonia P. aeruginosa  (+) E%< days Good None
H. influenzae (+) Dl
Pulmonar 1gx 2 i
$S. 20y. M ,y Normal flora & 15 days Good | None
suppuration LV. !
Pulmor.:r'v _vl(«";;l;s;lla +) 1gx2
) 14 d. G
SN. 64y. M suppuration Normal flora 1.V. ys sood None
Klebsiella 10% /ml
U.T.L aft 0.5gX
HY. 9y. M 2 erl P. morganii  10° /ml BX 1 S days Fair None
transplantation LV.
S. faecalis )

dl L ERAEBEDIM, CrHRARETHH, 1 MK
IKREBMEIKE - 720 BUN ERDREIZFRATEH - 120

HY.® 9F &«

EBBEL DI BEICHL - o REERSUET, HHEIR
wgic kv, Klebsiella & P. morganii % & $ic 10°/
mlich L, S. faecalis H3¥IND > TWtzo 4K 0.5
g % 20% 7FoEk 20 ml iciERLT 1l B 1 AN

AL, 5 BMMirL7ze IRPDFEIZ—E. S. faecalis 5x
102 /ml O HE18 51275, #&TH 5 B BT Kilebsiella
% 10* /ml A&, PPHEHEHEL 12, BE5%2Hh
L7-BA»S BUN 28 40.5 mg/dl &730, Z20%ke
DfEibikE ce CORBIMIZFEBICHRLIZDDLEHE
Ao5N b,

HBRMRAERMO—E% Table 9 (CRT, HAICHAE

Table 9 Laboratory findings

Ttem T.T. S.S. S.N. H.Y.
B A B A B A B A
RBC (X 10%) 388 470 503 537 402 387 305 321
Hb (g/d) 13.1 14.4 15.4 16.2 13.0 13.0 9.7 10.1
Ht (%) 31.5 425 45 415 39 39 31 31.5
WBC 19,400 9,700 10,200 6,100 6,500 5,900 7,800 7,800
Bas 0 0 0 2 2 3 0 0
Eos 0 0 0 R 7 6 0 0
% Band 13 3 17 6 3 2 4 8
Seg 65 77 57 44 39 35 81 74
Lym 15 13 18 35 45 47 9 11
Mon 7 7 8 4 7 4 6
Th (X 10*) 314 35.5 26.0 27.6 18.7 56.9 30.1
GOT (V) 21 (a7 ] 15 21 33 26 15
GPT (U) 21 (62 ] 12 17 23 23 14
__AlP (KAU) 6.0 7.2 7.2 4.5 6.4 6.6 5.7 5.0
BUN (mg/dl) 13.8 14.2 14.1 19.6 19.8
Cr  (mg/d]) 1.1 1.0 1.1 1.0 0.9 ‘0.9 0.8
Urine (Pr - - - - - - * *
Su - - — _ — _ — —
CRP >6+ 1+ 3+ - +
_ﬂi (1h) 94 53 57 4 43 17
B : Before A : After
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STUDIES ON 6059-S

Otoniko Kuni, Kazuruto Fukava, SHOJT NAKAMURA,
TakasHl KoMATsU and KORICHIRO IwWATA
Department of Internal Medicine, Institute of Medical Science, University of Tokyo

Against 6059-S, a new homemade oxacephem derivative, the susceptibility of gram-negative clinical iso-
lates was determined comparmg with that of cefazolin (CEZ). Antibacterlal activity of 6059-S was consider-
ably superior to that of CEZ in general.

Serum level and urinary recovery of 6053-S at healthy volunteers were compared with those of CEZ af-
ter 1 g one-shot intravenous injection in cross over study.‘ The courses of serum level of both drugs were
almost identical, shoWing the very similar half-life. Urinary recovery of 6059-S was slightly lower than that
of CEZ.

After the simultaneous injection of 6059-S and CEZ, serum level and urinary recovery of both drugs
were determined separately by HPLC method, comparing with the values at single injection of each drug.
There found hardly difference between the two corresponding values.

.., Serum, urinary and biliary levels were determined in rats with acutely and chronically injured liver by
CCl, comparing with those of normal controls. Chronic liver impairment lead reduced biliary excretion and
increased urinary excretion.  Acute liver impairment showed only minimal change in these levels.

Clinically three cases of respiratory tract infections responded well and one of urinary tract infection
resulted in fair. No adverse effect was observed, but the transient elevation of GOT and GPT was shown

in one case.



