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KESHIEEREREIC 6059-S 1 g % one-shot WLk EOMmbRE & ReEIRREREL
2o MABED peak ITFFRAEEY - BEMER TIRAEMEHO 1 K, SEEZAOZNIT
LisMEOL 2 BERTHY, 2OMIIRERENOHTHENRBETH »7 NTBREDETIZE
BIERELSBEICEZICENEEL, FRAFTIREDTRRE L5, BRAPIODENTH & IEBIT A
RRET A&, BITAOHEMETIHERHTH D, FTOKENL Shz. MrhREEERBIZ ThE
BHITHEY, BEREEES - BEMAEMATIR 2.4 BITH A0, BRAAOIEBIRAMT 11.7 ¥
R, JTEAOFShT 5.5 B, ETRR TR 13.9 ML ELVERE A7, RBENSRIL, E
BEHOUBERERT 8 BITE TIC 40.1~73.8% T, BEMEMTIIDEM 4.7~10.7% ict ¥
ot

HEBERISE 11 £, - BREKREE 6 4, RERBYE 5 4, AIBREE 1 Mot 23 Flomk
PEICERL, EXh 6, B% 9, ©OAS 4. BRY 3, WERA 1 OREB. BIEREL T,
BRI bDIIMICE <, BEFRIREREE L, GOT k& 1 41, GOT -GPT o LtH 1 fihd i
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DOHT, BEELZEHERIRED ST, -1,

6059-S (3T EMFEH AT THAR X h/c#f LU Oxacephem
FHLHHE T Cephamycin 1T U - M5 £ 455 , B-lactamase
KHLEETY, Gram B Eicat L TI3B# @ Cephalospo-
i HEVRHE2HEHTCH B4, Gram BREBICRLTIE
EL{BNTWB, E. coli, P. mirabilis, K. pneumoniae {3
$L LD, ic indole B Proteus, Enterobacter, Citro-
bacter, Serratia, P. aeruginosa 13 ¥ i\t WNMABEESE R
Tl.l-!)o

DRONRBBIERESEIC AR RS LD Ml &
ROEREE RE L, %123 PIORGSER iIc K¥% ERAT 2
ALEBROTEORBERET 5,

. RUEREREC (15 MhBE, RhERE
(Fig. 1, Table 1, 2)

L A&k

B0 BEOBRIEERE 12 4 I 6059-S 1g %
one shot ML 7-H&d, MchiBpr & FRehEUNERA A
Ebta

BRI/ vy = v29777% (UF Cer) %
8L L, Cer. #¢ 60 ml/min UEOERF - BEER

Fig. 1 Serum levels of 6059-S after 1g i. v.
administration into the patients with
varjous renal functions

on H.D.

cr. <5 ml/min

Cer.7.4 ml/min
Cer.65.5 ml/min . *Cer.15.4
Cer.62.5 ml/min i

0.5 mi/min ml/min
Ccr.81.9
ml/min
0.1y 4 n 4
12468 24 48 (hours)

BierE=ER 4 4, Cer. 15,4 ml/min & 7.4 ml/min
OBREEEZHE 1 £& Cer. 5 ml/min T O MBEHENR
BETETEY, EEFEFMOTR 3 L2 HREL
720 BIHE 6059-S #iEtk 3.5 MERIHL SBEEEL, 5 By
81774 - 7o

ROBSEIER - BERERIL, BEL 2 4,6
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Table 1 Serum levels of 6059-S after Ig i.v. administration
into the patients with various renal functions

BW.| Ca Serum level (ug/ml)
Case e y
(kg) | (mymin){ Vor| 1h | 2h | 4h| 6h | 8h | 24h | 48h Note
1. MM.36yF |59.0| 107.5 | 0 | 48.5(33.5[142] 7.79 3.78 CGN.
2. KM. 65yF|s88| 819 | o | 665(43.0]|212]131 | 76 DM
3. IN. 73yM|460| 655 | 0 | 59.6|52.4(29.4|21.1 | 15.2 CvD
4. K.Y. 74y F |47.0| 625 | 0 | 75.1|55.5|31.6|197 | 12.3 RA
Mean 0 | 624 461|241 (154 | 9.7
5. WK.57yM|49.0] 154 | 0 [106.080.5]51.8[47.3 | 372 | 9.09| 1.38] Liver cirrhosis
6. K.S. 7TlyM|600| 74 | o | 57.8|57.8|51.4(399 [39.1|17.3| 52 DM
Mean 0 | 81.969.2]51.6|43.6 | 382 | 13.2 | 3.3
7. KR. 26y F [50.0] <50 | 0 | 60.1]57.8]49.4|46.6 [42.3] 209 | 43| HD.(om
8. N.S. S8y M|50.0| <50 | 0 | 532/809|752]|67.4 | 53.6| 249 | 385 HD. (o)
9. TX. 64yM|568| <5.0 | 0 | 66.6(73.6|68.5|57.1 | 521 | 268 | 392 HD. (oM
Mean 0 | 60.0]70.7|64.4]57.0 | 49.3 | 24.2 | 4.0
10. K.E. 28y F | 430 <50 | 0 | 81.5|66.3| 61.2]427 | 278 [ 122 | 39| HD.(on)
11. UR. 48y F|39.0] <50 | 0 | 96.6{79.9|75.6/60.0 | 39.6| 156 | 52| HD. (on)
12 AH.80yF|56.5| <50 | 0 | 85.0(820|537|41.6 | 328 | 168 | 104 | HD.(om
Mean 0 | 87.7]76.1]635|48.1 | 33.4 | 149 | 6.5

8 BMIRICATIL, BEREFITIX 24, 48 BRRICO
WTHITE -1

RS EY - BEREATI 0~1, 1~2, 2~4,
4~6, 6~8 KSEIRICTT, FEMEMTIZ 0~2, 2
~d, A6, 6~8, 8~24, 24~48 BRI L7co

BisEiz E. coli T437 BEREEE T3 XBFHRIC X
3 agar well TR, EEMREMPBRER
Moni-Trol I, [RehiBEsiz pH 6.0 @ phosphate buf-
fer X DEBL 720

2. R

ALY - BERER T, 200 peak {Hi3 18
Rkics D, SRESERERTI 1 BIETOL 2 B
BETH - 1o

BT - BEME 4 FIOVET peak i 62.4
pg/ml THY, Ll 2.4 BREOLREE S >TTHD
DIETL 8 Bsfdkiciz 9.7 pg/ml TH -1z, BER
% 8 MOV peak fI2 75.9 ug/ml & HHBICH,
LBAEL, BETRESTERT, BR20 &R 3 4
DOFHTIT 8 BRItk 33.4 pg/m), 24 BERIH 14.9 ug/
ml, 48 BRI 6.5 sg/ml THD, FEFEA 3 MO
FHTIRE S 3 PHIETERL, 8 KR 4.3
ug/ml, 24 BERSEE 24.2 ug/ml, 48 RO 4.0 ug/ml T

H.D.: Hemodialysis

Hotco BE 3.5 BRSPS 5 BRHOERELZIE
HRITI 4 BRIt o M BEDETY, FEENH
KHATED - 2o BRAFO MAARELBDIRE L <
ExL. EEFEFATIE 1.7 B, BiraACiER
th 5.5 BRD, BRTERT % 13.9 BEITH - 1.
BRREY - BERERICHT 254% 1 BHOR
BT 493~3,780 ug/ml CH b, S ERIBECOR
hENRERIL 40.1~73.8% THote —FH, RBEEE
KB 3 2 KRtk RPBEEIZ 135~415 ug/m] TG,
8 Ktk ¥ CORPEINEIZDTHIC 4.7~10.7% C&

2 /o

I. B Bk B #& (Table 3~6)

1 sig o
RREE 23 fiT, B 13 5, K09, F4
i 28 X058 FTETTHE
REONRIFREMRIE 11 7, FF - BB 6
Pl RESRIME 5 B, AUSBIRE 1 AITH-
SREOR, EEME Bbhs bOi RS B
11 oS5 9FIRFAT, B 2055 15 (E
%1 6) ¥t H. influenzae+S. aureus, 1 #] (50 10) &
H. influenzae it 2 % b0 L Bbhice FF - IEHIE
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U.V.: Urimry volume

U.L.: Urinary level

TIRERRBRAST, 2 PIOHFTE, E. cloacas (fE
@ 13) & P. aeruginosa (fEH 17) Hehehsdms
h, BENEEbN,. REMYSE 5 HiTIE, £h%
h P. inconstans (JEQ 18), E. cloacas (fEH) 19), En-
terococcus (ES) 20), P. mirvabilis+ Enterococcus (X2
% 21), P. mivabilis+P. morganii (EEH 22) 2s50Mt
&N, ARG (EW 23) 2512 P. asruginosa s
Brit&dh, sheniEmeEBbhi,

2, N5k -N5R

FHRIWSEERECHLTIR, 1 lg #7222
g 18 2 OEMRkcEETZCEERAIEL, BE
B, WROERILICIDERL I, BRAFM 1 4
B30 1gl B 1 EHDAMMMELTE -7

BEHMIES 14 © 104 ALBRET, RiFSEL
FHEER @ 268 g HWMETH - 720

3. Zm¥EaM

TROUERMEICHE - 2o

E%h (excellent): OQFEMOW SH»LBARREE
OM% L MEKERDAEIIHELE S D, COREBH
FPTCH->Th, WHRERDBELUEEL: D, @
fhop L EHIH LT 6059-S KEABL TH o &uEiItk®%
504 YONB .

E% (good): FREMNELE BMKEROHREDHTH
hbsH E»hf: 6@0 .

DOEE (fai): BERERD —88 32 BENE
2H7: b0, ‘

f®zh (poor): BDOMEESHT, BMEKERKAEID
BVIMBEDI- LD,

YI5ERRE (undetermined): QMBOEG T -7
bD. OF S DEETHRMBALIRICEEEPIEL
b0, OoHEA, MH (Steroid %) MBRAIN
o YO

4. NfeAo®RE

WSRO MER, HAK REEREORK, RS,
BHE - EEHRFEL L OWERE, TH, ThiLLoMH
{tBEEL L ORIERICERL . T, BEMNBORE
KRER#RD> >, B, T, BESSE~OXELEL. B
Bikic DTt MEERER (BUN), 2vT F=v
(Cr), B3+UREH (urine protein), FF#8EIc BAL
TROLFET VY 7227 75 —¥ (AFP) 5LV 7
YA73F—+¥ (GOT, GPT), Btz 1 TiIX
WmoRKimke (RBC), ~€suvE (Hb), ~=
F2 Y v b (HY), Bl (WBC), IfvMi¥ (plate-
let), 280 @HERIC BL T2 KEMIFRR 55
(eosino.) %@ & Utz
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Table 4 Overall clinical efficacy of 6059-S

No. of Global judgement Overall
cases Excellent | Good | Pair [ Poor | Undetermined | effectiveness (%)
RTI 1m | 2 6 2 8@y -~
BTI 6 2 |1 1 3)5 (60.0)
UTI 1 2 1 3/5 (60.0)
Others| 1 1 1/1(100.0)
Total | 23 6 9 3 1 15/22 (68.2)
5. RGaK CEZ 4 g—~SBPC 15 g+ CEZ 4 g+GM 120 mg+
(1) HEERR CLDM 600 mg Liv5&hf-i 2L HRELITIMho

E% 6, L 9, ©OAEY 4, W3, MERE 1A
ORERTH 720

|) SERBREENTRES 2, HL6, POELH],
%5 2 ITH - 1eo

EHOER 2 3XEERABRREL -7 BAOH

% T CEZ D5 41T - fobt, BREER, Mo X #42
DB, KREERALEEC A, BRER K
WX, REBEOTHODEREEE,

EH 3 IBEREXABEMHLLEAHLE DT,
M, IBEESERL, TFRALREE S, ABPC %
BELbDOL BRI, ARICEELLL T 3,
HEROENHE£B I,

E\HHUL 2 PITH 5. BEF 1 RREEROWTHEE
DrDICHi%ERBEL TN ZBET, AFRESICEhE
I, BEEOME, WEXBROUELLLOT
B3, AFBESKTHELDERESLLD, FHE
U 720l

R 4 3EBIC BRES, NEELETIZAOE
JEM% T, CER @ 5T EHTH - 12729, Z# 1
gl B 2 EOAWBELTE- R, 2g2E
ICHELTHId, FROIEE S0 - 1,

i)~ BB E S 2, A2 1, 2o 2,
HEFE 1 THo o

EHOEH 12 RIBGERET, FHEENELTA
BeL7cht, HEBHEE, REOEHT 375, MHAICR
Huh- Mz 2 BTG, CBPC5glH 2‘[§|, £tk CEZ
2g1 B 2 EOSABBELTE - M08, AR
l1gl B 2 EAOARBECEELLLEC S, Sl
ﬁﬁﬁ@&%&ﬂﬁ%&t@fLﬁﬁﬂﬁ%ﬁnbt

ﬁw14mmg&%mmﬁﬁb %ﬁﬁmr&ME

KOTHBEOLEOS &ic CBEC 4 g-SBPC 10g+

o, HEEBHE L TURAMICEABREL-bDT,
ABSMBLOAN 28 1 B 3 Bl AWMNELELEL,
Dtklglpd@ 2glAa2@E 1glagZEe
5L, WHLERDTFEE MEKRERKD %%, CT
¥y Y, YVFS5 AFHROKEES, AMERE
AL b Y, HLAUMBTESETS1-bDTHS,

) REBPETIIES L, B2, ©OH% L, &
%1 THoto

FHOER 19 BMRK, UBREAEEHET 8%
5, MR, MR, HROHRELLDT, CEZO#
BEFIS-ets, 2R, B E cloacae #
SEEENLLD, AREERL, $5ERaXZIRAL
t2o

WOER 20 BEMA 19 LRA—BETHEH, BE
REERYAEEIL, AREREU N, BHEMELHE
Mot

V) RIBRLOESR 23 RED T, BEEHS. TF
a—~7ZEAL, ABHEEIERL 700, BABICET
IR# AR L7 #2%, CBPC 10 g—»CEZ 4. g Li¥5L
7= D34S, IR 512 P. aeruginosa Higfi s h, AH
ERELIL A, HODI RME BHRUENEE S

V) BRESIOHRTH 545, Table 4 IKRT LI,
BFHULOEHERCRFRBBLE 72.78, F-BiE
FRGUE 60.0%, RERREYIE 60.0%, £4kT 68,24 T
&’)ko

@ WEeHHe

BREDBITIZXERARDILNY, H. influmzce (E
B 6, 10), P. mirabilis (FE 21, 22), P. aeruginoss
GEM 17, 23) bstﬂmaaamrﬁmﬁ\fnwo
WBEELTBY, P. morgmii 42 1 @ (EH 22) TH
2% o Enterococcus 13 RERGEIE 2 B CER 20,



voL. 28 87 CHEMOTHERAPY 387
Table § Laboratory findings before and after 6059--S therapy
I
Total| ) pyN | cr. | Urine | GOT| GPT| AlP RBC Hb | Ht | Platelet WBC | Eosino.
Case dé;e (mg/dl) | (mg/dl) |protain [ (U) | (U) | (K.AU)| (10*/mm®) | (g/d)) [ (%) Y10*/mm®) | (mm®)| (%)
- B “) 390 105 | 37.0] 17.3 17,400| 0
13X B4 17 | o4 -) | 19| 14| 68 408 105] 380 25.0 22,000 1
-] Bl 27 | 10 24 11| 5.1 408 125 370 164 7,200] 7
LMT{ 26| 41 9 | 07 29 | 22| 63 445 13.6| 435 277 5700 7
B| 19 | 07 « |15 ] 13] 53 441 120 395] 250 9,600 1
LKLL 24l 19 | o8 (=) | 25| 22| a6 370 124 385| 244 6,000 5
,|B| 12| 06 ) | 35| 12| 5.4 47 116] 395 199 11,800 o0
4811420 41 91 | os +) | 60| 32| 66 471 1201390 191 10,000
Bl 10 19| of 19 290 891 29.5| 31.6 5500 2
SN 8|
o e Bl 1| os @ | 6] 9] s2 333 97 310] 228 10,000 o0
6. M. Al 4] 04| )| 4] 10| s7 340 10.5] 335| 377 5100 2
o| iz | Bl 0] os @ | 14] s| s8a 414 11.0] 360] 368 27,600 ©
1. TS. Al 16| 04 | o) | 10] 5| 81 403 98| 340! 41.4 10400| 2
s 1s| 30| B 10| 09 1| 7| 88 560 124 435] 359 15,700 1
S Al 6] 08 15| 10] 89 543 118 415| 365 6,600 3
o vil 8| B| 13 29 | 16| 44 455 50.0 6,500
A Al 8 01 ) | 35| 15| 58 413 14.1| 46.0 5900 ©
010l 2B 12 © [ 10] 6] 68 377 128 | 40.0| 25.9 5900| 2
0. Al 10| 08 ) | 18] 14| 60 388 130 405| 278 5,500| 2
vkl 234 | Bl 30 | 22 () | 60| 47| 84 450 12.6 | 39.0 15,000| 0
TR Al 18] 11 ) | 21] 13| 43 466 109 | 36.6 6,500| 4
2 unl sol Bl 11| 09 60 | 91| 118 421 12.7 | 38.0] 258 6,900 2
- A Al 14| 08 86 | 77| 112 441 129 | 40.0 8.4 7,00 2
5 xx| 146 | B| 22 | 10 (=) {121 | 70| 39.3 315 90| 300| 283 19,900 0
R Al 12| 06 | (£)| 20 22| 119 381 112 355| 298 5900| -
. uN| 268 | B| 6| 03 60 | 16| 12.4 341 9.1| 30.0| 428 10,100 1
- Al 10 | o6 2| 18] 62 430 134 410| 22,0 5,100 7
5. 1n| 28| B| 6] 05 ) | 881 33| 107 405 125 36.0| 24.6 6,300 0
- Al 7] 04 #+) | 6| 27| 108 402 126 38.0| 236 7200 -
6.l 14| B 9] 07 103 | 46| 399 339 11.0| 39.0] 164 11200 1
Al 8| o8 132 | 56| 322 441 13.5 | 45.0 11,400| 0
mvk| 4| B| 18| 74 +) | 31| 10] 184 407 125 39.5 9.4 10,800| 0
Al 20 | 61 # | 11| 1] 84 258 85| 260| 264 5900 1
8 ar| 28| B| 8| 09 =) | 21| 15| 71 271 87| 275 589 12,400 2
Al 14| 09 ) | 16| 13| 56 232 70| 222 551 9,000| 2
19.Fs.| 11| B] 50 | 63 19 7| 126 297 8.6 | 26.0 7.1 7200 ©
Al 20 | 18 13| 7| 121 375 120] 37.5| 224 12,400 3
0 rs| 16| B| 47 | 30 = | 28| 17| 121 353 11.0] 350] 174 12,300 3
Al 32| 42 +) | 21| #1 195 322 9.1| 330 257 16,400{ 0
A TS| s|B| 36 | L4 | ¢ | 14| 5| 74 461 120 395 330 6,200] 3
Al 3¢ | 11 | &= | 20| 9| 67 453 11.4 | 40.0 7,100| ©
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B : Before therapy A : After therapy
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CLINICAL STUDIES ON 6059-S

Nosuki Aoki, OsaMU SEKINE, YOSHIMARU UsupA and YAsuko Yuasa
Department of Internal Medicine, Shinrakuen Hospital
TAKEAK! SHIMIZU
Department of Surgery, Shinrakuen Hospital
NoBuHITO WAKABAYASHI and SenicHi HAYASHI
Department of Pharmacy, Shinrakuen Hospital
Kyoko WATANABE
Laboratories, Shinrakuen Hospital

A new antibiotic 6059-S has been studied in the clinic, and the following results were obtained.

1. 6059-S was injected intravenously at a dose of 1 g into the 12 patients with various renal functions,
and its concentrations in the serum and urinary excretions were determined.

In the patients with creatinine clearance of 62.5~107.5 ml/min, the serum concentrations reached the
peak of 59.6~75.1 ug/ml one hour after the administration, and fell down rapidly with the serum half life
of 2.4 hours.

In the uremic patients, the serum concentrations reached the peak of 57.8~106.0 xg/ml one or two hour
after the administration, and the high serum levels were maintained for a long time-period.

In the three patients undergoing hemodialysis, a decrease of the serum level was observed 4 hour after
the administration. The mean half life in the sera of three uremic patients without hemodialysis was 11.7
hours, but in the three uremic cases with hemodialysis 5.5 hours during hemodialysis and 13.9 hours after
hemodialysis.

In the patients with normal or slightly impaired renal functions, the urinary recovery rates were 40.1
~13.8% within the first 8 hours, and were 4.7~10.7% in the uremic cases.

2. 6059-S was administered to 23 patients: 11 respiratory tract infections, 6 biliary tract infections,
5 urinary tract infections, and 1 wound infection. Clinical response was excellent in 6 patients, good in 9,
fair in 4, poor in.' 3 and undetermined in 1.

Labo‘ratory tests revealed the elevation of transaminase in two cases, although this finding was alleviated
rapidly following cessation of the therapy.

No severe side effects caused by the drug were observed.



