CHEMOTHERAPY

ERARHRBIC 51 2 6059-S 1CBId 2 ML S ICHi BRI TRYE

AN MKW - EHRF T TET
—¥WMKE-BEBNEFE LD ®
Tl KB AMARY

AEORBERARTUIRICEI S 6059-S 12 2 M r7s & DICBIRIMMM £ {7150, RDEH 18

BREEGN.

1. GUBET : BRRIAR K DOYEEL 7277 5 ARRMERUN 72 Bk L U0 5 L B ERTY 8 Mhicxtd- 2 6059-S
@ MIC ©431iid, 12.5 ug/ml LI T, 2775 ARMIRICH LTI 97.2%, F 17" 7 LM BRIRIC
WU Tit 62.5 ThH- 1

2. MEEERHC T 2R IMBES AT ¢ BEAR (21 ) HXUW (2 B1) ic 6059-S 1 g MERS%
DEBERBENTIIRDEED TH -1
1) BHAMPEGPIREE : 13 HEOERT 49.1 pg/ml ERFUENA SN, ZDHD 2 PMITEHDL,

7 K5MIROES T HBEORERTETH - 70
2) MMM 0 55 N ROERT 16.8 ug/ml EBEENS SN, TOHD EPDITRLL
12 BRHAA (BRR) BiTRRHAMPE P BEDH 1/3 TH -7
3) Fokehipr 0 3 B 10 HHOEF T 12.7 pg/ml EBTHEATRL, TOERBIBICHL L 0
4) FUHPRE : b3h (0.53~0.67 pg/ml) OBITHA SN,

3. BMFERER MKhIBE : 6059-S 2 ¢ TSk, MM T 4 MRdkic 34.4 ug/ml & BEEH
S5, TOHWZPHICHIL 2. BRFEER HIKP~OBTIRIFEPREDK 1/4~2/5 TH
-7

4. MEBARRINE : 6059-S 2 g MIEFHE®RICHT ZHBEBNERORSMHIINEE 29.9~31.8

ug/g O VICFE 16.4~30.4 pg/g, T/ 1 g B 5RTIIMNEE 11.6~15.1 pg/g LS VITT
E 7.3~25.4 ug/g THo7%

5. EELRARE: @ EHRIIAMBRYYE 100% (% 5§D, BRARYYE 80.7% (E 1 4, B%
55, #%h1 f)) BIURKBREE 1008 (Ezh 1 41, B% 2 §l) T, 2KkELToBHERI
93.3% (E%h 2 41, B% 12 fl, |H 1 H) THo71o

6. MBEFHIZNE  BITLE7 12 FITIREEHEL 8 4 (66.6%), WA 3 £l (25.0%) BLUH
ZR 1§ (8.3%) THoto LIcdioT, MEFNAELRIT 91.6% (11 §) TH-70

7. KAl E3K EBRDLNIRIIERIR E CICRD SN H - 7

B L & (I

6059-S (3 HFHBKMW AT TR X 7= Oxacephem D
EMAOHIEHET, ZOMERERRITEOLBDTHS
(Fig. 1),

Fig. 1 Chemical structure of 6059-S
OCH; H

HO—@-EH—CONH— I_N
OONa O%’——N ~#—CH:S N’&

|
OONa CH,

AROKERIZS 5 ARMEEEII LD & LTERAHBICO
SFTHVABIES AR TILRE R 22 b VAT, B-lactamase
R BREUDTL, TrRLBELE.

RS RREMARERICES T 2 6059-S ic FAd 2 MM S

CICHEKNBR N 2 RB 12D T, TORBRICONTRRE,

I. XEEMIRE

1. HH&EXTHE

) #EhH

FEASBYD (TFENRPER) & XUBRITER
Mk (BRFEMERE) K OBENH L 7 Aldig
B, Escherichia coli 26 ¥, Klebsiella aerogenes 11 #k,
indole [t Proteus 15 ¥k, Pseudomonas aeruginosa 6
BROE 58 BR& Ik (FKBREes KURIIABUKA)) &
D438t L 7. Escherichia coli 5 ¥k, Klebsiella aeyogenes
3 ¥, Proteus species 3 ¥k, Citrobacter freundii 2 ¥k,
Pseudomonas aeruginosa 1 ¥k, Staphylococcus species
6 ¥k, Streptococcus faecalis 2 HRDE 22 BricovT,
6059-S DF/NREMILEE (MIC) % BA(LEREY
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OB RE L, SRR BE T L 7eo 1585, I
DOFEIZ microplanter % )IIVT {8ty WEIE 10°
cells/ml & U7,

2) EHEME KU REAENE PR

1) 1EBANRIBIT

Rl ekl 21 iz 6059-S 1 g % 20 ml o7k
BHRAEFOKICTWL T, &9 3 S0INT MR- L, o)Xk
MR, BN XU AR E LRI 720

1) Pt e

PP 4~6 N hO WL 2 plic 6059-S 1 g A
PR, fRISN (2, 4, 6, 8 W) CRLHAIRIL
7o

iil) EARTERRE T R EE

TEBMRI D IC THRFENE~ polyethylene tube %
FRIRIITHRL U 720

Nk, 6059-S 2g A MEL 7o ik, #ENGNNCILM (0.5,
1, 2, 3, 4, 6 H:M)) BXUBEMIEERILE (2, 4, 6,
9, 12 B5RD) FREXL 120

iv) tE2EHERE AR

fMmiic 6059-S 1g H5UNd 2 g AHHEL, PEEHK
TS D T B BhURAE SR W £ THEZE ML IEE D RE R
Ll 20 &%, RMICHIHIRIE & UFEBKIL%E
MU 720 fHU72ABEE (OB, VD LS TieFE
(%, AL mE, ABD BT EicaBieL,
polytron % il T homogenate L 7: & D% A#HL4HILL,
Bohfc EBEABOTRERNEETI - o

BERIEIL, E. coli 7437 %#Eiis 3% agar well
HETITIE - 700 EHEMEIT, MAFAICIE concera, D
fho i X U sa%kFIciz 0.1 M phosphate buffer
(pH 7.0) #FWTIERL 70

2. B %

1) #EH (Fig. 2, 3, Table 1~3)

Fig. 2 Cumulative percentage of susceptible
strains isolated from uterosecretion
and retroperitoneal space exudate
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Fig.3 Cumulative percentage of susceptible strains
isolated from amniotic fluid
Inoculum size : 10° cells/ml

(%)
100 -

40 -

1 ! 1 1 1 1 1 1 1 1 1 !

<0.2 0.2 0.39 0.78 1.5 3.13 6.25 125 25 50 100 >10
MIC (ug/ml)

Table 1 Antimicrobial activity of 6059—S to isolated bacteria from uterosecretion and retroperitoneal space exudate

Inoculum size: 10° cells/ml

Gram negative bacilli MIC (ug/ml) )
(No. of strains) <0.2| 0.2 | 0.39| 0.78 | 1.56 | 3.13| 6.25| 12.5| 25 | 50 | 100 {>100

Escherichia coli (26) 2 11 7 5 1
Klebsiella aerogenes (11 1 2 5 3
Indole positive Proteus

Proteus morganii (9 1 4 3 1

Proteus vulgaris (49 2 1 1

Proteus rettgeri (2 1 1
Pseudomonas aeruginosa ( 6) 1 3 2
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Table 2 Antimicrobial activity of 6059-S to isolated bacteria from amnliotic fluid
Inoculum size: 10 cells/ml
Bacteria MIC (ug/ml)
(No. of strains) <0.2| 0.2 | 0.39 1.56| 3.13| 6.25| 125| 25 | S0 | 100 |>100
Escherichia coli 5) 2 2 1
Klebsiella aerogenes A3) 1 1 1
Proteus species A 1 1 1
Citrobacter freundii ) 2
Pseudomonas aeruginosa (1) 1
Staphylococcus species  (6) 2 3 1
Streptococcus faecalis (2) 2

Table 3 Antimicrobial activity of 6059—S to isolated bacteria

Inoculum size: 10° cells/ml

Bacteria MIC (ug/ml)
(No. of strains) <0.2| 0.2 0.39|0.78 | 1.56 | 3.13| 6.25| 12.5| 25 | S0 | 100 [ 100<
Escherichia coli 31 2 13 5 2
Klebsiella aerogenes (14) 1 3 6 1 3
Gram negative|  Profeus species (18) 3 8 1 1 2
bacilli Citrobacter freundii (2 2
Pseudomonas aeruginosa ( 7) 1 4 2
Subtotal (72) 6 26 | 12 6 6 3 2 9 2
Gram positive Staphylococcus species ( 6) 2 3 1
cocci Streptococcus faecalis  ( 2) 2
Subtotal (8 2 3 1 2
Total (80) 6 26| 12 6 6 3 4 12 3 2

1) IS aatRECHTIRED

6059-S » MIC iz, 77 LRHEBHEDIZEA L DHE
el T, 12.5 pg/ml PITFICHTL T T8
b, 12.5 ug/ml OBEET, 775 ARWRE 72 fkicxd
TARBEHEILEIZ 97.2% TH- 10

BERlic 272 6059-S @ MIC i, indole pt4: Pro-
teus, Escherichia coli, Klebsiella aerogenes, Pseudomonas
aeruginosa DIEICIEMEATR L 720

1) 75 ABRMUERECTBRED

6059-S @ MIC i3, 13& A L&D Staphylococcus spe-
cies It LT 12.5 pg/ml PIFIAHL T 18
by, 12.5 pg/ml OWPREET Staphylococcus species IT
HNTBRGEHIERIZ 62.5% Thoto 1o, Strepto-
coccus faecalis 1cxtd %5 MIC 12 100 pg/ml DI ETH
27

2) BANE IS EEAREST

i) ¥ps8B1T (Fig. 4, Table 4)

(a) HBEmAFRRE
21 Flic oL TRIEL 2 45E, AFRS5#% 13 S0l
W 49.1 pg/ml ERESENSH SN, TOHRWY BPMIC
BAU, 5% 7 MO T BEREN TIETH
-1
(b) M MmERRE
AFIPEE % 55 HOIEHT 16.8 pg/ml & Bl A
5>h, 3 #R 10 LI OERI T I RHMAMAG B % £
Thy, TOKDDZPMITHDU o
BEEThRET 2 &, R (BB Birdi, fHA
MmEhBEEDR 32.9% Th- 1.
(¢) FIKFBE
#5% 13 KOEFATIKPAOERNBH SN, 3
109 10 HOfERT 12.7 wg/ml L EFELRS SN,
Z0D%, FABLHMAERL 72
i) 3LitehimEE (Table 5)
AFIE 5% 8 i E COTMHPBEER, S 0.53~



Fig. 4 6059-S levels in maternal serum, umbilical
cord serum and amniotic fluid after 1 g
intravenous administration

—o— Maternal serum
—s— Umbilical cord serum
—x— Amniotic fluid
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0.67 ug/ml THFHOBTMNERD S,
i) BARIERRY AP RE (Table 6)
(a) miEhRE
AFE5% 0.5 FRIICESET 128 ug/ml & KEH
HKHoH, FOHWLIPHLICHIL, 6 Bk
12.8 ug/ml &75 57,
(b) BRIERREEDIRE
ARE % 4 BIIICEAET 34.4 pug/ml EREE
BB 5N, TOEREELBLERL, 12 BRgkiz 15.7
pg/ml 15572,
BEETHET 3 &, BEREERBER~OBTER
MEHBEED 24.9~40.5% TH - 720
Iv) tEEstaPARE (Table 7)
(a) B#IRE KCFEBIRMmA RE
A% 2 g #&EHITIE, BeE5% 2 KR 20 OERT
H#R S L CTFEBIRMEDRE S 60.0 pg/ml & K&
HERL, £DOHRYZPMITRL U1,
1lg BEHTIE, BeE5% 2 BH 30 SOEFTHE
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Table 4 Conoentration of 6059-$ in maternal serum, umbilical cord
serum and amniotic fluid after 1 g intravenous administration

cue | Timeater | PSE | ot | Vi
(ug/ml) (ug/mi) (ug/ml)
1. NU 13min. | 491 8.0 <0.1
2. so. 24min. | 406 11.5 24
3. AT 2min. | 392 10.5 21
4. KO. 43 min. 19.9 142 18
5. MK 47 min, 20.5 10.1 6.3
6. RU. 55 min. 31.6 16.8 1.0
7. LU. |1h 13 min. 14.9 9.4 44
8. KN. [1h. 23 min. 11.6 4.6 2.0
9. K.Y. {1h.34min, 213 16.2 5.3
10.  Y.N. |1 h.38 min. 17.9 9.1 39
11. K.Y. |1 h.58 min. 10.6 11 52
12, SX. |2h.51 min. 8.9 64 2.0
13. MK. |3h 10 min. 49 6.5 127
14. RK. | 3h15 min. 9.1 9.4 107
15. LN. | 4h.20 min. - - 5.4
16. MM. |4 h.55 min. 3 38
17. NN. | 5 h. 15 min. 27 1.6 -
18. M.Y. | Sh.31min. 3.0 5.6 9.5
19. T.O. | 6h.30 min. 2.6 3.2 6.5
20. CH. | 6h. 41 min. 1.8 4.1 11.1
21. LN. | 7h.00min. 31 5.6

Table 5 Transfer of 6059-S into milk
after 1 g intravenous administration

Concentration (ug/ml)
2h. | 4h. | 6h. | 8h
1 |o062| 075 | 059 | 0.61
2 | 043 | 058 | 062 | 052
Mean | 0.53 | 0.67 | 0.61 | 057

No.

BRI e 27.1 wg/ml XU FEBIROEDR E
31.1 pg/ml & BFEEERL 1o
(b) AMIBMEENRE
2 g WEBTIZ, B5% 2 B 20 HOEFATHE
31.8 ug/g BLUIE 29.9 pg/g L BEMEATRL, %
OB BZOMICRL Lo 1 g BEHTIE, BHE®R2IEFE
ng 30 DEF TG 15.1 ug/g & XTI 11.6 wg/
g LEEMEERL
(o) FEkNRE
2 g ®/E5PTIE, B5% 2 KR 30 HOEMTHEE
30.4 pg/g, B 21.1 ug/g B L UHEE 22.6 ug/g LK
BEERL, NEOREMER 15.4 pg/g THRE® 2 K
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Table 6 Concentration of 6059-S in serum and retroperitoneal space exudate
after 2 g intravenous administration

No. | Specimen » Concentration (ug/ml)
0.5h. 1h 2h 3h 4 h, 6h. 9h. 12 h.
1 Serum 153 136 96.5 65.1 50.5 25.6
Exudate 2.1 34.2 35.6 322 29.2
2 Serum 111 63.6 34.6 21.1 138 6.3
Exudate 145 21.7 25.3 13.5 10.1
3 Serum 120 71.9 37.0 225 149 6.6
Exudate 48.7 41.5 26.8 12.7 8.0
Table 7 Concentration of 6059-S in serum and genitalia
No Time after Serum (ug/ml) Adnexa (ug/g) Uterus (ug/g)
injection V. cubiti A, uterina | Ovary Oviduct | Cervix | Endometrium Myometrium | Serosa
1 2 h. 20 min. 60.0 60.0 31.8 29.9 19.2 15.4 204 18.1
2 2 h. 30 min. 55.5 43.1 26.5 25.5 21.3 14.5 124 21.7
6059-S | 3 2 h. 30 min. 45.7 51.0 16.5 21.8 304 13.0 21.1 22.6
25LV. | 4 2 h. 46 min. 31.6 373 18.1 12.3 7.1 121 13.0
5 '3 h. 35 min. 17.8 35.5 11.5 14.8 4.6 5.7 5.1
6 4 h. 00 min. 27.3 25.8 10.5 284 1.1 9.0 5.9
6059-S | 1 2 h. 30 min. 27.1 311 15.1 11.6 25.4 11.5 73 15.4
1g,Lv. | 2 3 h. 00 min. 22.2 25.1 8.4 9.4 8.7 12.3 36 12.9

B2 HOEFTH 70 18 BEFITIE, Blith 2 #;
30 HOERTHEE 25.418/8, BT 7.3 ug/g BLU
A 15.4 pg/g L RAMBERL, NBEORET 12.3
1g/g THE5H 3 BRDERTH - 70

I. ERERAGIRET

1 dgepErE
HEIER 3 RIFA2E1T & I BB~ ABE L 7 Atk
RBYE 5 4, BRAREE 7 Fld LORBREE 3
B, & 15 piTH 5,
HBE5HHIT 6059-S 0.5~2 g % 500 ml DFELECHE
BLT, 2~3 BT AMBERS LT 0
2. DR¥THM
BRNZRHEIZROD & 5 T b ESHOTHNE -
T
E%h: FEH, MEERY 3 ALIAIKEL CHEL,
ZOHBREL 12 D,
B XEH, MEERS 3 FILIANICKED ElE
KU, TOHBELI-HD,
W FEH, EERL 3 BEAEEBLTH ®EX
F gAY NN

2720, ARIIREA B L AR, EHomaT
LBEHEHEL

ML REHEICIIRD & S BERABOCHE
e, Wk, B, RN, REICHL .

: FIELSIEDH Yo 2 ED S IIEWEL - b0,
+  FELEHOK Ye~1s R EDSIBEHEL b

Do
+ MO HEATETE513Y, TLOMBREL /-
60)0

3. EsFkRt#E (Table 8)

1) AMESRERLE (EF 1~5)

fEF 4 N.Y. 25 F pEE#S (BMER)

Aok gz IHBLTHE TS, ¥EHE (B
EDEAEL TOED > - DTAM) X ORI ATEEL 7=
DT, BFEAZB U, 177bic, BT X 305EY
ATROVREBB LA, FRBELSRBEL T,
SikEHE DR (39°C) BLUHIRSHERRL, EF 3
HBIMEBTORANASNADT, RIEY 27
MEEbH, YUR~EBEL .

KBoHiE#H (CET, TP, LCM, GM, AKM, NA,
CEZ) %##5L1, YEBRKEDTH 7D T 6059-
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Fig. 5 Case 4 N. Y. (25 years) Puerperal fever (Sepsis type)
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1g/d|2¢g/d
1.CM 3g/d
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AKM 1¢/d
NA Tgid
T &/
40
39 -

38 |-
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36 |-

Chill H#

Cold sensation ¥
of extremities

Lower abdominal
pain +

W+

WBC 10,600 7,000

6, 200 4,900

CRP 5+

3+ &

Isolated Blood : Negative

bacteria Intrauterine :

Proteus morganii(+)

Intrauterine ©
Negative

Proteus morganii(+) — -

CEZ ABPC SBPC GM

L #.

S k) EZ #2, 6059-S 4 g/ AiFFICKD, #5 3R
BIRRBEARLN O CICERER (W, B, KRN
B, TR OXEOERNED >N, Sbic, 6
g/RICEEBL 4 BRIRSLIEC S, B TH 7o

6059-S H5AT, #ic Y 2 EMERI 7,000—4,900,
CRP 5+ (%) &#o70 FEEA»SOMBERRKET
it Proteus morganii (+) D4yt S hi-hs, HEKRT®
BEHTH - 120

Bk, APlOREFRIZTFEENEHET SN, TOHE
KRB S ER T B & B bl T H-1e
(Fig. 5),

AHBRYSE 5 flicd 3 6059-S DFSHERH
#E& 100% (H%h 5 ) THo7

2) RmEABLE (EH 6~12)

EH 7 H.F. 27 F BmEs

ARRTHEL D FTHEMESHRL, BERELHERELT
MRRE TR T NITSATTERLL B> DT, FRBEA~
2L,

BEREELOLIHD & &ic 6059-S 5L, F#hs
THUABKET, SRERBAEMNE T8~ BAEART

Fig. 6 Case 7 H. F. (27 years) Pelvioperitonitis

1 3 5 7
1 ) | )
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36 |- W
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Lumbago + + — —
Lower abdominal
p:in abdominal | — — —
Défence # _ _ —
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CRP 34 1+
Isolated
hsacteria Escherichia coli (£) Not tested
CEZ ABPC GM MINO
Escherichia
coli (4 # o+
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Fig. 7 Case 9 C. N. (62years) Pelviccellulitis after radical hysterectomy
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A
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bacteria Streplococcus faccalis (£) Bacteroides [ragilis (x)
Bacteroides fragilis (+)
CEZ ABIC GM  MINO CEZ ABPC CM MINO
Beloerar () |- -+ o+ Tolae®) |- - e o+
ol R O ERR
Uittty [# % - #

12, #2777 AR AR L & SICRERY)
R (B8R, FE) BIUBMEKCHHELTE
y, ELKHNOMBRREWICRAL, FHIRTH-
tro TOEE, RMHIF V- VEEEITE o120 €D
#, 6059-S 2 g/ QDS HMIC X VEEIRER (B,
R, TN, Stk bHEL, BIMTH-70

6059-S 541, HickF 5 EMmERK 15,000—9,600,
CRP 3+-1+ E7io7z, MBRIRMIKIIC I 5 MIEH
#2 T3 Escherichia coli (£) D3yt ahrhs, 5K
THITIE F U — U HT TIKEINTO A DITRFER
AAHTH -7 (Fig. 6)o

fEf) 9 C.N. 62 ¥ WMIEREA

FeEgEs b foamo b Eic, [LNEFE 2
AT o7, #it: 5 BB & bR R (38°C i,
®), v BREN B L UEDIESROBE RS Shi
DT, gHOHEH (CEZ, ABPC, GM) 0#5%21713
S MBESNTH -7 DT, 6059-S ic)b #7120 6059
=S 1lg/AoLickD, BRERIEEL, BHTH
>7e

6059-S #5571, ®ick1r 2 AMmEkEK 13,200—-7,600,
CRP 5+—2+ &1iotc. BMFEHRLEPICET 24
@i #E T3 Enterobacter cloacae (+), Streptococcus
faecalis (), Bacteroides fragilis (+) Mot hic
b3, ¥yS5# T #ici3 Enterobacter cloacae (%), Bacte-
roides fragilis (£) &L15&-7- (Fig. Do

Fig. 8 Case 12 N. N. (48 years) Intrapelvic abscess
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Serratia Serratia - - - M
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fEM) 12 N.N. 48 ¥ BRAIRE

FE%R b Hozwmo b &I KRETELRLTE
18- 7o88, WM& MEFREHRL I,
#% 10 BEICAR~ER L. #itk 256 BEX DR
DO (38~39°C), BRR, MEnk, THMALEOERE
& HICE TSI ER & 2 R i L 7o BERWE
&0y VI EEORENT, BUOMKANERLU

#itk 34 BEICBERATN -7 LT3, FEROR
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FHBHONIDT, IIHIHMNIS S TIC K L — VR
2E -1

Mk D 6059-S 2 g/ HDBEIHEE TS0, IR
FEROBELIIRCRBL 20T, BYLHEL .

6059-S 5, #ickF 2 EiMmke 10,700-5,500,
CRP 6+—1+ 1870 Mithic B 2HIBRETIZ
Serratia marcescens (+) MSWES N7cHs, BT &
DRV—- VBB hD S D MRTI Serratia marces-
cens () &18-7- (Fig. 8),

SRABYGE 7 Blicxid 5 6059-S BRI
% 85.7% (Exh 1 4, 5% 5 B, MEh 1 H) TH

3) REMEE (EH 13~15)

VTR TFE R M D BMVE IRBIRYYE T, T D
Sbbid I3 FHMREERAGE 1§ GEFY 13) BT LE
REBREE 2§ GE@) 14, 15) @ 3 $iTH o

6059-S 1~2 g/H, 5~7 RS L1, R 13 i
TEH, MEERSES 3 BLRIKELLHEL RL
FHEHEL, FEH 14, 15 3RIRE LT IRPHITEIZ %
53 pRIKR, IR LBEJHEES I, BHER
KELWRESED SN > D THEBEHEL 20

RRRRLE 3 Flicktd 3 6059-S DEEKHIRIIEY
% 100% (E%h 1 #l, 52 2 #)) Tho1o

4. WMEPHDE

6059-S H5IC &k 3 MBEFMHRIC OV THRITLig7
R Ao IERIE, ROEBDTH-1e THDDL,
BEFOENRIINER RS 100% (BHK 3 Fl, &
BO 14, BRNERGYE 80% (EHK 2 #l, HK
B2, BRR 1 #) BLURBKGWE 100% (B
%3 4) T, AkELTIZ 91.6% (EN%k 8 i, H©
WL 3 B, B 1 H) TH-7 (Table 9),
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5. KR

6059-S rliRl, Hicimiias (Ht, Hb, RBC, WBC,
WBC 4} # & Ui L2 ma (GOT, GPT, BUN,
Creatinin) %1775 5788, AFREIC &I ERD
N3 8, (HMERIED SNEh -7

15k, P L 5, 13 HXU 15 kT, MEMRE
FAOEY GRUMFR) MW Sht. iYW 1 OBE
(34 SN, EH 5 DBARTRIGMM, FH 13 B
LU 15 DIBARBURMEROL BE ENTNEL SN
%o fEH) 10 ICHWOTIHREIRTEE (GOT, GPT) OR%
HOBB SN 208, T OIEMOUA IR MM #% HEfd
T - t- (Table 10),

m. * E 3

6059-S M7 7 LIEMEERBIC %49 5 DUPHIENEI fthil &
DOPEZH, 7T ARMREICHL TRFL DT
nTW3B, &Lic, Escherichia coli, Proteus mirabilis
feEAIZUWELT, Eka Cephalosporin R
BHC U TRSHEDIEL indole [k Proteus, Entero-
bacter, Citrobacter 3 X U* Serratia iTsi U T D TH
WIRBIEE 2R 5

A SRERATHERIC BT 5 RHEBYIED BEHRBRIK
CEk, FERZWY, BRFEEELER) 5 5BolsEE
L1725 niatkisgd (Escherichia coli, Klebsiella aero-
genes, indole [ Proteus, Pseudomonas aeruginosa)
BXU 75 LM BR B (Staphylococcus species, St-
reptococcus faecalis) \TxT BMBANERH UIe £D
$E8, 6059-S » MIC 04#it 12.5 pg/ml LITT,
75 aiatksEcd LTI 97.2%, E7: 77 ABHEK
Bic LTt 62.5% %5, $ - REEESED
shi: (Fig. 2, 3, Table 1~3), ZhdOBBKIIMD

Table 9 Bacteriological effect of 6059—-S

Effect

Disease Eradicated Decreased | Persisted Super infection
Intrauterine infection 3 1
Pelvioperitonitis 1
Pelvic cellulitis 1 1 1
Pelvic abscess 1
Urinary tract infection 3

8 3 1
Total 91.6 % 8.3%
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Fig. 9 Comparison between MIC and amniotic fluid transfer of 6059-S
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B/E LRE-BKLTHD, RERYUEICB 23N
EHEBFE NS,

AFlo M BEDs BERT 2 &, WO RELT
Sh, Lrbco¥BnENCETH B, LELD
KA B X OB BB IC DO THRET L 7o

6059-S 1 g MEREROBKRBTES S &, W
MEDBEIZ#E% 55 HOERT 16.8 pg/ml &Ky
1E%RL, BHANFEPBEORESMEL O 40 HEIT
HEU7-. #i% (BBR) BiTRiBHAMEBEDHN
RI¥ ThHoto Tt FKDBERRSH 3 B
10 A0EHT 12.7 pg/ml L EEMEERL, ThITE
WEEHSEEH 3~6 N:OEM T LB Shic (Fig. 4,
Table 4),

6059-S mFE% (HifD) BoKICkESEd 5 EKEGDT
B B3R RA L % BRITIRETL 745584 Fig. 9
Thdo “hid, 6059-S 1 g ¥HESRiIckT 2K
i, MEmbE LU EKkhilpEaG (Fig. 4, Table
4) L ¥kehaysegiicadd 2 MIC (Fig. 3, Table 2) &
D% 2 THICED LD TH %, bbb,

D LiH T DEEIC KT 2 RZUIHED S b, b
HHEL T MIC b 503 LR MIC {§%473L T
Woho o, () OEEIR FkehiBged MIC £ 1%
DIGEEEYDEIREL 1 & XDBREHBRERLTH
%o LichinT, zoBEHREIT 86.3% LiEEsh
7Y%

TERREBNROEEAMETH 2 BMIEMERICKT
2 T i3 2 VI IR DL ERNE L B B 7S S TICRER
HICTE b T2 DOMERTH 2. 22T, AEbid
HREXOBMITENICE T 2 BB I5IE & 4 2 gkl
IZoWWT #E3 L, 9 TIC Penicillin #3# (SBPC,
ABPC), Cephalosporin %¥%#%| (CEZ, CET, CER),
Aminoglycoside %¥# (AMK, DKB. GM) XU
thiamphenicol glycinate injection iz B84 2 @ lic >
THRELTE13Y, choDMRL5H5E, 6059-S
DERFENENOBEIZ CER EHBIL 72,92 — VAR
720 T1ib B, 6059-S 2 g BERS KO ERICKER H
WhORE#EIE 48.7ug/ml T, TDFEHMEIZ 34.4 pg/
ml TH-1ce —H, BRFEMEXICHS 2 BRI
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NOV, 1980

Wrhk b DML 25 ARM:MIC W 2 6059-S D
MIC #¢ 12.5 pg/ml PIFT 96.5% % 5HTH5C&
5o, 2O RSHEPRITFRTHI C EMNMLEND
(Fig. 2, Table 1, 6),

MR GEICRS 5 6059-S DG RYREHEL ST 72
WITIE, HERSARP BRI % ERL T < LB B Do
6059-S 2 g BrLplic 3513 2 4 PR AR B O BT,
{1B% 29.9~31.8 pg/g 705 UICTFH 15.4~30.4 ng/
g 71 g 54T 11.6~15.1 ug/g 735
CNC T 7.3~25.4 ug/g THh o120 —77 TERIEH
EIC B 20D 5 algERINICK T 5 6059-S
MIC #% 12.5 pg/ml LITT 96.5% %LHHTHSC
EMS, 2 g BE5HITRITROBR IMFMMEEND
(Fig. 2, Table 1, 7),

BRI T, PMUERERYYEIC Xt 2 AR 13
100% (#5%h 5 #), BRABIYEICHT 2 @5 H%F
12 85.7% (%) 1 #, 4% 5 4, Mxh 1 #) HIU
IRERROIEIC X 2 558 100% (EZ) 1 4,
A% 2 ¥) Thoto ChOERATIE, BE5EY
Hi3 93.3% (FE 2 4, % 12 4, w1 H) &
73 -7z (Table 8),

MEY R, WAL B 124055 11 §)
(91.6%) IcBEHT, DS bbiFIFHENL 8 4 (66.6
%) BLUERBD 3 # (25.08) Thote 0%, &
2o 1 FlIRZARBITEH -7 (Table 9),

AFlicbESKEEDLNZH, (BEMABIERIRED S
N ot i, BE (MK, MmMEENE) BRECE
WTHBILT 2 LD N BB Shiidr - 7o (Table

10),
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BASIC AND CLINICAL STUDIES ON 6059-S IN THE FIELD OF
OBSTETRICS AND GYNECOLOGY

Ryutraro MoTOoMURA, KAzUE NAkANISHI, CHIKAKO TERAMOTO, YOSHIO ICHINOSE,
YukiHirRo NisHIMURA and ToORU YAMABE
Department of Obstetrics and Gynecology, Nagasaki University School of Medicine

We have performed basic and clinical studies on 6059-S in the field of gynecology and obstetric and
obtained the following results.

1. Antibacterial activity: Against 58 strains of gram-negative bacilli and 8 strains of gram-positive
cocci isolated from clinical materials, the MIC distribution of 6059-S under 12.5 ug/ml was 97.2% against
gram-negative bacilli and 62.5% against gram-positive cocci.

2. Distribution to body fluid of pregnant women: The distributions of 6059-S to body fluid after in-
travenous injection of 1 g to 20 pregnant women and 2 postpartum women were as follows.

1) Maternal serum concentration: Peak level of 49.1 ug/ml was observed 13 minutes after injection,
which gradually decreased, but it was still detectable 7 hours after the injection.

2) Serum concentration in umbilical cord: Peak level of 16.8 ug/ml was observed 55 minutes after the
injection, which thereafter gradually decreased. Fetal serum levels (transplacental) were about 1/3
of maternal serum levels.

3) Concentration in amniotic fluid: Peak level of 12.7 pg/ml was observed in a case 3 hours and 10
minutes after the injection, which thereafter gradually decreased.

4) Concentration in milk: Only small amounts (0.53 to 0.67 ug/ml) were detected.

3. Concentration in exudate from pelvic dead space: After intravenous injection of 2 g of 6059-S, an
average peak level of 34.4 ug/ml was observed at about 4 hours, which thereafter gradually decreased. Con-
centration in the pelvic dead space exudate was about 1/4 to 2/5 of that of serum.

4, Tissue concentration of genital organs: Peak tissue concentrations of 6059-S after intravenous in-
jection of 2 g was 29.9 to 31.8 ug/g in the adnexa and 15.4 to 30.4 ug/mlin the uterus. The maximum con-
centrations after administration of 1 g was 11.6 to 15.1 ug/ml in the adnexa and 7.3 to 25.4 ug/g in the
uterus.

5. Clinical results: The effective ratio was 100% (effective in 5 cases) in internal genital organ in-
fections, 85.7% in intrapelvic infections (excellent 1 case, effective 5 cases, poor 1 case), and 100% in uri-
nary tract infections (excellent 1 case, effective 2 cases), with the overall effective ratio being 93.3% (ex-
cellent 2 cases, effective 12 cases, poor 1 case).

6. Bacteriological effect: In the 12 cases that could be evaluated, elimination of bacteria was observed
in 8 cases (66.6%), decrease of bacteria in 3 cases (25.0%), and superinfection in 1 case (8.3%). There-
fore the bacteriological effective ratio was 91.6% (11 cases).

7. No side effects due to this drug were noted.



