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2o T 6059-S 1 g 24 EAKRK 20 ml ik
Bik# 3 4RH1J T one shot ®EL7-Db, 15, 30
ML 2 BXU 4 BEgOMEDRESRIEL, /-
D55 4 PlIRRKICHES 4 BRIE $ TORBEIR
REUELL 7 HlOS bFREFLE 3 4 (OWTFh
VRESEXL) T3, BiE%k 4 550002 6 BRIET
@mmmmmmm TRbhb, HER 0~
L 1~2, 2~3, 3~4 B XU 4~6 BERIICIRI L 7-W85K
CEROHE 1% /v 7 VT F VIRHKAENA T H—1t,
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~34 pg/ml 2/RU 1o MrpERW (T 1/2, G-phase)
12 81.7~125.4 4}, F# 105.5 53T - 720 2 HCD
WTORDBEDOHER SEMIORU 7225, 8 4 BRI
B ToRPERERIZIZIZ 80% TH-1,
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£Hic, EEEBES V-7 L @G EEERLTH
%0 T70bL, K#l%E 1g, one shot #ik 15 4rikic
100~165 wg/ml OE—-27% b5, LIkT HPhHICHRK
L, 4 BRdkicid 15~23 pg/ml 2R L7 T 1/2 i3
77.7~102.7 4y, ¥4 89.8 HTH 120 2 HlORPB
Ei#BL35 L, 4 HEEE TOENERIT 75.9%8 Bk
U 56.9% ici#L 7
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S
Fig. 1 Serum levels and urinary recoveries of 6059-S  Fig. 2 Seum levels and urinary recoveries of 6059-§
after single administration of 1g, i. v. after single administration of 1g, i v.
(Cer= 70 ml/min group) (Cer< 70 ml/min group)
Hg/ml
Hg/ml Serum level (g/ml) ol Serum level (4g/ml)
150 '
e—— Cer=123 ml/min o—— Cer=67 ml/min
p—a0 Cer= 98 o (/:cr=36
»——a Cer==103 o—o Ccr=353.5
ool o—o Ccr=105.5 100 -
50 |- or
% 1530 60 120 Z0min. o 1930 60 120 240min.
100 - Urinary recovery (%) ) 1or Urinary recovery (%)
50 F Hr
GIO 1;0 1;0 ZAIIOmin. 60 120 180 240min.
Table 1 Serum levels and urinary recoveries of 6059—S after single
administration of 1 g,i.v. (Ccr £ 70 ml/min group)
Patient B.W. Car Serum levels (ug/ml)
(kg) (ml/min) 15 30 60 120 240 min.
L.T. 50 123.0 165 100 53 42 34
S.L 49 98.0 67 60 42 28 19
S.N. 40 103.0 76 53 34 21 10
LN. 42 105.5 76’ 67 53 31 16
Patient Urinary Excretions (mg) Total Recovery
0~60 | 60~120 | 120~ 180 180 ~ 240 min. (mg) (%)
S.L 390.6 247.0 100.5 96.0 834.1 834
LN. 504.4 95.0 157.5 29.9 786.8 78.7
ZPITH T GTHAL, SAEBETIR 5% 7 o8 250 ol K

f5HEZ, 1E1g 18 2[4, 7 AMZELR BU, # 2 BHETHES Lk, 6 flo) b 4 Fid o
ELT, 6059-S DRARIGHETTDD bICREIRIIIC £ shot i, 3 @iz AME#E (GEG 5 12 10 ARJO one
B U7, One shot #EDHAIIEEAER 20 ml shot Bk AKBESTL- ) ZRRL, KK
foid 20% 7 K w¥EN 20 ml I TIAMRIB, 2~5 S3RIH SRIMER 5 XU 6 @ 40g (2 g/A%208) T
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Table 2 Serum levels and urinary recoveries of 6059 after single
administration of 1 g, i.v. (Ccr < 70 ml/min group)
Patient B.W. Ce Serum levels (ug/ml)
(kg) (ml/min) 15 30 60 120 240 min.,
A.O. 49 67.0 123 86 47 3l 15
M.N. 41 36.0 100 60 38 31 18
T.L 42 535 165 100 60 42 23
Patient Urinary Excretions (mg) Total | Recovery
0~60 | 60~120 | 120~ 180 180 ~ 240 min, (mg) (%)
AO. 403.0 165.0 97.5 93.8 759.3 75.9
M.N. 195.5 219.0 64.4 9.0 568.9 56.9
Fig. 3 Serum and sputum levels of 6053-S after 2) Rk

single administration of 1g, i. v.
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FHBR, MICRETRERESY I X3 EABEORY
EM»o0"H L DIRA%HML, Table 5icRLI&S
IC, Excellent (¥%)), Good (&%), Fair (90A%))
®¥XU Poor (42h) o 4 BBEicHY 7eo

6 SEFlICAKIZ 1 B 28, 7~20 ARAES L RER,
=8 2 fl, BY 2 PlBIUPOES 2 A, BFYR
66.7% &\\5HR#EE7: (Table 4),

O 2 REFARAILY RELLEEZ SN
HREXRERTH 508, RIEEROMMN, PEREED
BEOAMENE XL UABL 7o MEERIERD S
#8B (MIC: 50 ug/ml) A 1x10" f@/ml itk & h:
o, 6059-S £ 1 E 1g, 1 A 2 @ (#-4) one
shot #L 7, B5EAES 1 BM%icid CRP 13paHE(L
L, BEROMABREGHEL L. UL, WBikR, IF
W EKEL & DERMSRETH S 5 A, RAEED LRI
B (MIC: 50 pg/ml) A% 7x10" f/ml i <, ER
RBERABC UtcteDICAKIOB G A2 RIEL foo KIEV
PP EHEHEL 70

o 5 Bz, LASHDOEBKBEEL K ST
BERME 2 PTH Y, TN TERAERE TIRIERE
E¥DHTREBIIANATH -7 2DIH 4 B (EH
3~6) Tit, BEKMER, FRISUIKRERESHEL
totodiT, ERLOLIREE LI B 1 H GE
B 1) 12, muk, e, FREESEOERERIIEE
L 00, EmEks (6,000-17,800), CRP (fatt—
fB4) o acute phase reactants MF(LL fcrodbics
DEYEMFEL o 0B, KEFTIRAFRESKT Hho
BRIZTE I -7

3) EIER

6059-S Ik AEIER%E A B7-0iC, AFIREERL
LUBEKRTERICOBEORE, FiEs X CERIE
BB EEBET L. RICEBEEPREL L DRIE
RAORRICHDEDI,
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Table 3 Sputum levels of 6059-S after single administration of 1 g, i.v.

Patient 0~60 60 ~ 120 120 ~ 180 180 ~ 240 240 ~ 360 min,
S. 1L Sputum level (ug/ml) 1.56 0.76 0.94 0.56 -
6ly volume (ml) 5 5 5 5 -

M property P1 Pl P2 P2 -
49 kg Serum level (ug/ml) 42 28 - 19 -
I.T. Sputum level 0.62 0.68 - 0.56 -
15y volume 3 6 - 4 -

M property M2 M2 - P1 -
50 kg Serum level 53 42 — 34 -
I.N. Sputum level 0.50 0.68 1.06 0.84 0.84
50y volume 10 13 3 6 8

M property P3 P3 P3 P3 P3
42 kg Serum level 53 31 - 16 -

Table 4 Clinical summary treated with 6059-8

Case | Age, Sex, B.W. Diagnosis Causative _Before Dose, Route Clinical Side
No. (y.) (kg) (Underlying dis.) | organisms After Duration effect effect
Pneumonia 1gXx 2/day, iv. .
1 65, M, 45 (Old pulm. tbc.) Unknown 8 days Fair -
K. pneumoniae
’ .
2 | 51, M, 42 | Chrbronchitis | — X 107/mD | lgX2/day,iv. | g, -
P. aeruginosa 7 days
(7 X 10" /ml)
Pneumonia 1g X 2/day, i.v.
3 46, F, 50 (Apoplexy) Unknown 10 days Good
Pneumonia 1gX 2/day,d.i.
4 75, M, 5§ (Old pulm. tbe.) Unknown 10 days Excellent -
1g X 2/day, d.i.
Pneumonia 10 days
5 51 47 -
» F, (Old pulm. tbe.) Unknown 1gx 2/day,iv. | ©°¢
10 days
Pneumonia .
6 | 59, M, 50 | (Oldpulm. tbc., Unknown LeX 2day.di 1 pxcetient | -
Chr. hepatitis) ays

BREBD D H, HMERE (EX{E : 5,000~8,500/
mm?®), CRP (EME b, 14 [2tk), may GOT
(REITMAN -FRANKEL 7%, E#E : 8~40 Bify),
# GPT (ReEITMAN-FRANKEL H:E:, FEHME: 5~35
B, Mmig AP (Kino-Kine 7, EE@E: 2.7~
10.0 K-A Bifr, $EB) 2 It Tt Bessey ¥, FE
fii : 40~120 EHpEEAI/L), BUN (Urease-indophenol
#, EBfE: 8~23 mg/dl) Xt Creatinine (FoLin
%, E%{E:0.8~1.7 mg/dD) ORIEMEA Table 6 i
AU 7

AR B0 ER & Bbh 3 AMERHAIRE 0
M otze F7z, Table 6 ICiZZAL THELS, BEL
7o 4 PITRESRIFRERES (10% LLL) 2H1ER
BB SIS - o0 FHREERED S b, R 3 B
UER) 6 @ ALP hAFIES b i LRUES,
ZDROBHNRETS - ffsdic AFP LREAHL
DBFEIIRAE EHX 5B, ER 3 THEHREE
ICH BT a—thEds, FHER 6 Tt BEFXD
AlnzOREROD & obbLNEN, 158, EAO
7% GOT fEIZAKIR SR REFERL TV, #
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Table § Criteria for evaluating effectiveness of an agent on
respiratory infections

Excellent The principal symptoms and signs improve within
3 days after beginning of the treatment and the
causative organisms disappear in sputum during
treatment.

Good More than half of the symptoms and signs improve
within 7 days after beginning of the treatment and
the causative organisms disappear in sputum during
treatment.

Fair Any of the symptoms and signs improve within 7

_ days after beginning of the treatment or the number
of causative organisms decreases in sputum during
treatment,

Poor Neither the bacteriological effectiveness nor the
clinical improvement is observed after 7 days from
beginning of the treatment.

Table 6 Clinical laboratory findings before and after administration of 6059-S
Case WBC CRP | GOT | GPT AlP BUN Creatinine
No. ( /mm?) 4 (U) ) (K-AU) | (mg/d) (mg/dl)

1 B* 6,000 - 13 5 6.8 11.0 1.0
A* | 17,800 3+ 15 9 6.7 14.0 1.0
2 B 6,800 2+ 10 11 144** 12.0 1.7
A 7,900 - 14 18 96** 10.0 1.5
3 B 3,300 2+ 18 19 8.3 15.9
A 6,700 1+ 19 13 11.2 12.2 0.7
4 B 11,200 5+ 8 9 7.4 12.9 1.4
A 5,000 - 18 18 1.7 17.1 1.1
5 B 3,800 14 11 6.7 14.3
A 4,000 12 10 8.9 15.0
6 B 3,700 62 27 5.7 31.7 1.0
A 5,300 - 38 34 11.8 10.9 0.8
* B : Before, A : After ** LU,
FRICRERIEL 15> 720 ACA OBH® S %8 O ICEHE N, 7 HLICid methoxy

BREMSEBTR TR, AFIORIERE Bbhi b0
RROBE D - 1,

m. % E S

BEOL7 y oz R ) YRRAHEOBRRBIIHEEL
<, ££L T T-aminocephalosporanic acid (7-ACA)
DIMBIOR T AORBEEBERT S Licky, &
D BT RAEYES RSN T, 6059-S i3, 7-

HEEDEO ) SR LOR#AELL 2234 Oxace-
phem RFEMETH %o AFIOREINILHMER L D
EXNTHE LS, 777 LtEEic L TiitF LD
DIEMICE D, 777 LBRUERICIEL GROREER
A2HLTWS, 15, kot 7 7028 v RitEY
BOBEEINTWALIEH, €7F7, TV/570n7
2= EICH L THROVRBNERT DAHIE5T, FIR
BICBOTHBEEBREETIRE — 7{Ed 12.5~25 g/
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Now, 1980

ml ® MIC 24-5:0bhTHE, S 5ic, Btk
BEE LS, HM~OB{THRIFTHY, RbAmu
KPRt E N2 E D il e L T DY,

4, FFHSi2 T HlEMKIC 1 g one shot Mk
IZB1 2 AR D MM RIET 2 & & bic, 20
b 4 GlCIRPEIRRE, 3 PlCHRIRIS TS b LY
7o HHIT, IMHOMEE S L CIRPEISRIZ DO TS
TEDRLBRIC & D LM U228, Cer f& T 1/2 (8-
phase) ICI2IARE S BAMYEZ IS - 720 BRI, B
G Cer fif (123.0 ml/min) A2;7L7 LT. iz T
1/2=115.8 /pTH b, MiED M. N. #i (86.0 ml/min)
DT 1/2 12 102.7 3 MME N LHL, ReBER
RIZEWBE V-7 25 »Ic &% SR L,
M. N. i3 56.9% EMIETH -7z

MR 3 VD HRERRESIC OV TR
Lo 3B H 2 izt EmibL, {bo 1 4T
IR OREME L L 57 L L, DMPAIOBRE
Tl3H %M, 1g one shot #ixik 6 B5MIE T TIRRK
HRIZh»H ST, 1.0 pg/ml FigEZIZ—F LTH
t2o BUTFRBRIVEORKLHELTSM Y7oy
HFEE, AFD MIC pskik 1.0 ug/ml LIFTH 3 &
HESNTHDY, +HICAAMSHRATEHZ LV 3,
UL, BERHTRERIMEOELBOV LOTH SR
JRE T2 MIC k0L, EESOWRBRERHKD
5A5E, PROARBIMERRIETHZ2LELX 2%

T ——
- YA v

ZHLiL, 4H 6 WOTFREBBIEICARND 455
1754, 66.7% OHHRER, 6 PID5L 5 fuy
R EEAL 1D ABRETH D, BD 1 Wy By
HRIE® TH I ARLLOMBTH 12, s
REEMOBEHTICEY 5 66.7% Liv5Mzn, 4
[FHIZHRY £ E0FTHUL, MERRTIRERNE,
B LRROFRMUETRT bOLEL SN, 15, ¢
B2 ok SickHiC 50 sg/ml D> MIC % ohige
R E i, phbICRERD MIC % o588y
HRL - WRERETCLRTEIRDTESS, tog
IEDNT RIS HPIL SN TORLO I BDICRRRS
BEOH, FRCLIBWZRARICELTLES oK+
NSTERMALETHL L EE &5,

X "

1) 27 [ BR{C¥EMEL LB RKESBRE H¥ /2y
Y L 6059-S, 1979, kMK

2) AR, FRAK, kR & WOTH $X 1.8
EREERERERE—210/ml D #%—, BNE
L1 16:77~89, 1978

3) iMAL: METRERLEOMB(L, HERE %6:42
~456, 1977

4) BAER, KES=, BASA, TRET: KARAS ¥
2RI, WM& 19: 43~52, 1972



VOL. 28 87 GHEMOTHERAPY 525

CLINICAL STUDIES ON 6059-S, WITH SPECIAL REFERENCE TO THE
TREATMENT OF RESPIRATORY INFECTIONS

Yukio NisHimMoTO, MICHIO YAMAKIDO, MASAO KuwABARA and TAKASHI WATANABE
\
The Second Department of Internal Medicine, Hiroshima University School of Medicine

The clinical effects of 6059-S, a new derivative of oxacephem antibiotic, were studied in patients with
respiratory infections, and the following results were obtained:

1) Serum levels and urinary excretions

The peak level of 6059-S concentration in sera of 4 patients (Ccr=70 ml/min) was 67~165 ug/ml at 15
minutes after one intravenous shot of 1 g, thereafter the level declined gradually. About 80% of 6059-S was
excreted in urine within 4 hours after the injection. In another 3 patients (Ccr<70 ml/min), the peak of
serum level of 6059-S was 100~165 xg/ml at 15 minutes after one intravenous shot of 1 g, thereafter the
Jevel declined gradually and the rate of excretion was 56.9% and 75.9% during 4 hours after the injection.

2) Concentration in sputa

The concentration of 6059-S in sputa of 3 patients with chronic bronchitis administered 1 g by one in-
travenous shot was 0.56~1.56, 0.56~0.68 and 0.50~0.84 ug/ml, respectively.

3) Clinical results on respiratory infections

6059-S was administered intravenously for 7~20 days at a daily dose of 2 g to 6 cases with respiratory
infections. Excellent result was obtained in 2 cases, good in 2 cases, fair in 2 cases. No side effect was

observed in any case.



