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Table | MIC of standard strains
0% cfu/ml
Strains 0815;5 LMOX| CTX | CEZ |PIPC| CMX | CTM
S.aureus 209P JC-1 0.2 1.8 0.8 0.1 0.2 0.4 0.1
S. aureus MS 858 0.1 0.8 0.8 0.1 0.4 0.8 0.2
S. aureus  Terajims 0.1 1.8 1.6 0.1 0.2 0.8 0.1
M. luteus ATCC 9341 006 | 0.4 0.056 | 8.1 0.2 0.06 | 0.2
B. subtilis ATCC 6688 0.2 3.1 0.2 0.1 (126 1.6 0.1
E.coli NIHJ JC-2 0.06 | 0.05 | 0.008| 1.8 0.06 | 0.008| 0.026
E coli K-12 C-608 0.06 [ 0.2 0.028| 1.6 6.2 0.012| 0.05
E. coli 808 0.06 0.1 0.06 | 28 >100| 0.08 0.4
S. enteritidis G14 0.06 | 0.05 | 0056 | 186 0.8 0.025| 0.1
K. pneumoniae PCI 602 | 006 | 0.06 [ 0.006| 16 1.6 |[so0.008] 0.025
P. mirabilis IPO 8848| 0.2 0.2 0.012( 12.5 0.2 0.025| 0.8
P. vulgaris 0X-19 0.4 0.2 0.025| >100| 0.4 0.006 | >100
P. vulgaris HX-19 0.4 0.2 0.025| 50 8.1 0.012| >100
P. rettgeri IFO 3850| 0.2 0.06 | 1.6 | >100| 0.1 [so0.003f o0.025
M morganii IFO 8848| 0.2 0.06 | o0.006f >100]| 0.1 c.006| 0.1
S. marcescens 1AM 1184 0.1 0.2 0.1 >100} 0.8 0.012} 50
E. cloacae 963 8.1 0.1 6.2 >100| 1.6 0.05 0.1
E. aerogenes ATCC 18048 25 0.4 0.4 >100] 125 0.2 25
P. aeruginosa 1FO 3445| >100 | 12,5 81 | >100]| a1 | &2 | >100
P. aeruginosa NCTC 10480 >100 | 8.1 1.6 | >100]| 04 08 | >100
P. aeruginosa PAO 1 100 | 125 6.2 >100| 8.1 6.2 >100
(ug/ml)
Fig.2 Sensitivity distribuiotn S. aureus 2) EREKSYMEHE
80 strains (10°cells/ml) S. aureus 80 ¥kic4d % &M MIC (30, 1~1.56 ng/
1&‘) ¥ mliER/HL, EDHH 64 #kH0.1~0.39 pg/ml iZH
/-’ h, LMOX & hxahic@h, HBREAPRLENL
H .X: MIC %2R LTV (Fig.2), HMRKICA S L, &
{..)\;; LA EDHT LMOX, CTX, CMX, PIPCXY, &5
& ol IK¥MEL EotkT CEZ, CTM & b @hf MIC £/ L
% so T (Fig.3)e
i Escherichia coli 50 #ic i3 5 o MIC i3 0.025~
0.2 ug/mlick b, LMOX iclHL T 1 ER/OALH
ZRL TV (Fig.4), HMRITA 5L, CTX, CMX
‘ KB L THMO MIC 3% 2 BB 1> 1A, .
MIC(ug/ml)| o.0s 01 02 039 078 156 312 625 126 25 50 100 >100 S ICRSHOMVVDOMOBNRERIC IIHVWESHE
6315-S 2 26 36 9 7 RU#: (Fig.5)e
LMOX 105 9 46 11 8
X T 10 45 15 8 1 Klebsiella pneumoniae 50 #3344 5 & #H 0 MIC
CMX 3 3430 8 5 {2 0.005 zg/ml LI F~25 pg/mlicf}fiL, €055
CT™ 2 9 24 22 14 8 1 48 Bkic13 0.39 pg/ml LI F©, LMOX, CTM k0%
CEZ 7 16 28 17 2 3 4 ) _ .
PIPC T s 1 5 01z 5 5 .18 »@h, CTX LRSS THBM, CMX X%~

TWwi (Fig.6, Mo LML, CMX iKRRSHAML TE
FlICREOBRENETRTHRY, 20FEDOHLD LA LI,
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Fig.3 Sensitivity correlogram (S. aureus 80 strains)
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MIC(ug/mi) Inoculum size 10° cells/ml MIC(ug/mi) Inoculum size 10% cells/ml
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125 125
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0.78 3|5]1 0.78 1{5|1]2
0.39 14|21 1 0.39 2{13|10(10{ 1
0.2 3 (185 0.2 6ftof7]1f1
0.1 2 0.1 1
<0.05 006
<005 02 078 312 125 50 >100 S005 02 078 312 125 50 >100
01 039 15 626 25 100 01 08 15 625 25 100
CMX MIC(¢g/ml) CTM MIC(»g/m)
MIC(ug/ml) Inoculum size 10% cells/ml MIC(ug/mi) Inoculum size 10° cells/ml
>100 >100
100 100
50 50
25 25
125 12.5
T 62 7 625
© 312 0 312
D 156 1 2|1]3 3 156 1 6
0.78 115 112 0.78 1138 4
0.89 8(16]|10(1 1 0.39 114|1(4({4(6]3 317
0.2 5(8(1012]1 0.2 21215 4/4|3]|2 1
0.1 2 0.1 1
<0.05 <0.05
<005 02 078 312 125 50 >100 <005 02 078 312 125 S50 >100
01 039 1 25 25 100 0. 039 15 625 25 100
CEZ MIC(vg/m)) PIPC MIC(»g/mf)
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Fig. 4
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Sensitivity distribution E. coli
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Fig.5 Sensitivity correlogram (E. coli 50 strains)
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CHEMOTHERAPY

682 MAY 1987
Fig.7 Sensitivity correlogram (K. pnemoniae 50 strains)
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>100 >100
100 100
50 50
25 1 25 1
125 1 125 1
P 62 @ 625
w312 w 312
S 156 D 186
0.78 0.78
0.39 0.39 2
02 |11]12]6 1 0.2 6115|153 1
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Fig.8 Sensitivity distribution P. mirabilis
50 strains (10%cells/ml)
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Proteus mirabilis 50 ¥kicXt L Tix, &Ho MIC it
0.1~0.78 pg/ml iIc3#H L, LMOX & B IZRIZE T,
CTX®CMX £ h¥%->TWwik (Fig.8), HMXTH
54, CMX T3.12 pg/ml Ll ED MICA 7R L 7o 5%
R T 0.1~0.39 pg/ml BN TWB LDAS5 #kdb -
- (Fig.9).

Proteus vulgaris 25 ¥icxt3 3 MIC i3 0. 2~1. 56
pg/mliEnHwL, £D5H 22 #kic LT 0.2~0. 39
vg/mlicd ¥, LMOX & i3iXE% T MIC 04
A%<, CTX, CMX ic&E\W MIC %5 L1tk bAHic
2E\W MIC 2R LTWwWi: (Fig.10, 11),

P. rettgeri 14 #Ri< 34 5 FF(D MIC (3 0.05 zg/ml
LIF~100 pg/ml LU L BIEL % L, CTX, CMX,
LMOX &9 b4 ->TWwi: (Fig.12, 13)

M. morganii 25 tric x4 5 &Kl D MIC i1 0. 39~25
vg/ml 3% L, CTM & b #h TV 34 LMOX,
CMX, CTX £ W% ->TWi (Fig.14, 15),

Serratia marcescens 30 ¥k i3 % &H D MIC i3
0.1~100 g g/ml DRI, XMBEK & EHIBLL A%
L, CMX, CTX, LMOX &£h % -»TWi: (Fig.16,
1M, '

I EERMOBH
I MB|ELUHE
HBEFIL 12 AT, ZOERIHIE 20N S 81 &%

THD, EAIBETH, RESHTHZ. EDRED
MRS, MRREEMAIE 0B (s 5 H), BpEAELR I
A, AR ROBHEMB AL LU TS
Rtide & ¥UBA U BEER 2 RYIB & DS L7 L 41D, BEMM
RAE 2B, PRESBULE L FITH 5,

RERL VRS HIEIZ, FH%E1E0.5~2.0¢8
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W &% Table 2 ISR L.
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Fig.9 Sensitivity correlogram (P, mirabilis 50 strains)
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0.06 [ 0.06
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<0006 <0.006
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LMOX MIC(uR/ml) CTX MIC(sg/mh)
MICGymD) Inoculum nize 10% cclls/ml MIC(u@/ml) Inoculum sise 10° coite/ml
>100 >100
100 100
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0.1 1131 1 0.1 4111]1
0.05 0.05
0.025 0025
00125 00125
0.006 0.006
<0.006 <0006
<0006 00125 005 02 078 312 125 50 >100 <0006 00125 005 02 078 312 125 50 100
0006 0025 0.1 039 15 625 25 100 0006 0025 01 029 15 65 k-3 100
cMX MIC(ug/mh) CTM MIC(xg/ml)
MIC (ug/ml) Inocnlum wize 10% cells/ml MIC(ug/m) Inoculum size 10° cells/ml
>100 >100
100 100
50 50
25 25
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<0.006 <0.006
<0006 00125 005 02 078 312 125 50 >100 <0006 00125 005 02 078 312 125 5 >I100
0006 0025 0.0 039 15 625 25 100 0006 0025 01 039 15 625 25 100
CEZ MIC(ug/mD) PIPC MIC(ug/ml)
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Fig.10 Sensitivity distribution P. vulgaris
25 strains (10°cells/ml)

Fig.14 Sensitivity distribution M. morganii
25 strains (10°cells/ml)
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Fig.11 Sensitivity correlogram (P, vulgaris 25 strains)
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Fig.13 Sensitivity correlogram (P. rettgeri 14 strains)
MIC(ug/mi) Inoculum size 10% cells/ml MIC(ug/mi) Inoculum sise 10% cella/m!
>100 1 >100 1
100 100
50 50
25) 1 11 25 1111
125 1 128 1
P 625 11 Y 11
w812 1| It v og1e 1 1
S 156 2 S 166 |2
0.78 0.78
0.39 0.89
02 |1 1 02 |1 1
0.1 0.1
$005| 1 00611
<005 02 078 812 125 5 >100 <005 02 078 312 125 50 >100
01 03 15 625 25 100 01 039 15 626 25 100
LMOX MIC(vg/ml) CTX MIC (vg/ml)
MIC(ug/mi) Inoculum size 10¢ cells/mi MIC(ug/mi) Inoculum size 10° cells/ml
>100 1 >100 1
100 100
50 50
25 1{1]1 25 3
125 1 125
T ez 1 1 T 62 11
0 312 1 1 w 312 2
D 156 2 @ 15 1 1
0.78 0.78
0.39 0.39
02 |2 02 |1 1
0.1 0.1
=005(1 <0.06 1
<005 02 078 312 125 50 >100 <005 02 078 812 125 S50 >100
) 01 039 15 625 25 100 0.1 039 15 625 100
{\m-\{:ft)f y CMX MIC(sg/ml) CTM MIC(ug/mD)
MIC(ug/mi) Inoculum size 10% cells/m! MIC(ug/mi) Inoculum size 10% cells/m!
>100 1 >100 1
100 100
50 50
25 3 25 1 111
125 1 125 1
T 62 2 T 62 1 1
0 312 2 B 312 IEE
3 156 2 o 186 1 1
0.78 0.78
0.39 0.39
02 2 0.2 1 1
0.1 0.1
<005 1 =0.05 1
<005 02 078 312 125 50 >100 S005 02 078 812 125 50 >100
01 039 15 625 25 100 01 039 1 626 25 100
CEZ MIC (wg/nh) PIPC MIC (v8/mD)



688

CHEMOTHERAPY

MAY 1987

Fig.15 Sensitivity correlogram (M. morgani 25 strains)
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Fig.17 Sensitivity correlogram (S. marcescens 30 strains)
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Table 2 Clinical cases treated with 6315—8
%o|Cace Age Diagnosis. Isolated Daily | Duzs- Effect Side
*9*sex (Undly. disease) bacteris dose| -tion (Clini Bacte- | ppg .
cal risl
71 | scute pyelonsphritis E""’M:’-‘“H 10%m/ 1gx - )
1|T. N 6 days | good | reduced -
M (prrg;:t:l:xztﬂrophll) Enterococcus<i0%nl| 2/ day
70 | pneumonis S. aureus 1gx eradi - (
2|AT lofibrosi $ 12 days | faiz -)
M | (Tiog cancer ) S. epidermidis 2/ doy cated
69 | posamonia normal flors 1gX% ]
8|y M £ 1 12 days | good|"™***** (-
M | (asthms bronchisle) sputs (=) 2/ day sble
30 normsl flors 2gx unassess-| GOT ©
4{Y. A pneumonis 14 days | good
M N. D. 2/ day sble | GPT t
20 | pneumonis N. D. 1g%x _
5|71 i N 6 days [ good |"™***"" (—)
F |(mycoplasmal pneumonia] normal flora 2/ dsy sble
89 | infected bulla 1gx =
§|Y.K N. D. §7 | 18 days [ good ["™****] (-
M | pneumonis 2/ day sble
50 normal flors 1gx massess-
7|{M T acute bronchitis 11 days | good (=)
M normal flora 2/ day able
78 | chronic bronchitis 1gx unessess—|
8ly.o0 N. D. 14 days | good &)
M | (cerebral infarction) 2/ day sble
79 | chronic bronchitis 0.5 g X Direct
9{AF uterine cancer ) N. D € 7 days | good URAs8Ss C oombs
F pulmonary emphesema 2/ day sble | teqt (+)
67 B.T. I lgx
kA N.D €% | 14 days | fair [™***"] (-
F | (gull stone) 2/ day sble )
81 B.T. I lagx |
1T M suspect of liver abscess N. D N 7 days | poor uoassest (-
F | (gall stone) 2/ day able
20 2g X% -
12[ Y. Y. mycoplasmal pneumonia N. D. £ 4 days XN exclude | (=)
F 2/ day lude

B.T L

FLEORELZHEYEHE L,

4 IEREBLBHEVHAAT, AFREICL
DEPHICEML, 14 BMOKSICL D CRP BH#1t
L. WBRABRELHELEYEHMEL . EREIIE
EBTEXIhot,

ER 5 kAKRS® 6 BEICT A 375 X< itklist
BETHBENHBALIFITH B0, FHEEICLD
FHOMCRBL, WEREBREORZLED O, BE
D IEBREERE LAh-h, MESHLEE6
LTWitELA OO, BYHEHEL,

R 613, HM BEOEWHRHELKL, £203HK

! Biliary tract infection

N.D. : not done

BCORMELIY, HELDHBREBRAHERINE
Bzl 7o %BiB§ CRP (6+), #kit 1 BfRI# 120 mm T,
ELicEMEREE kS BEags o ticenAl
ORAKEED, AF1E1 g1 B 2E0KE%18H
PTG, BN, BIRS R MERKOMN% CRP BHIL
FRCENRE L S FicWBERREOR B LB, FHL
HE Lo

RT3 BCORM, HWk, ®FENSHD, CRP
(#) Th-otoo AF 1 B2 gBEMBICLDEPHE
B LUEDEHEL

OIS INEERMA XD LD, NEX BK %
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Table 3 Laboratory findings before and after treatment with 6315-S

RBC b 1 wie lloain | Neutro aotv arT ALP BUN Croal
Mo |Cuee | (x10Y) | Cg/dl) (%) (Lu) | C1u) (L) (mg/dl) | (mg/dl)

B-A B-2A B-A B->A B-*A B-A B-A B-A B-A B-A B-A
1 | T.N. | 3975400 |18.0>18.0/87.8 5380 90008500 | 0.5-0.0 |68.5-+74.0| 186524 | 19-28 | 188-»164 |16.0-+18.0 0609
2 | AT.| 267187 | 8359 |25.8-18.2| 42002600 | 8.0-+1.0 [80.0->81.5] 8428 | 16-+12 | 467805 |12.0-10.0( 0.9-20.9
3 | YM | 417462 [18.1514.3/88.9542.7| 72008200 | 6.0->120(52.0+880| 24-24 | 27-20 | 880->367 [16.0-»14.0| L1111
4 | Y.A | 439500 [14.3-+164/|40.6 +46.6( 5000-+6600 | 8.0-»4.6 |88.0-»86.0| 2670 | 25-»229 | 185148 |[18.0-12.0| 1.1-1.1
5 | T.1. [N.D.~423 [12.6 »11.9|N. D.~86.4| 288008300 |N.D.»2.0 [N.D.680| 1416 | 1011 | N.D.»>160 | 7.0-+10.0{ 0.9-0.7
6 | Y.K | 3285N.1).[109-N.D.[32.6 »N.DD.| 656004900 | 1.0-+1.0 |69.0-+58.0( 85->29 | 5088 | 23.2-9.0 [109-12.9| 0909
7 | MT. | 570-N.D.[16.9N.D.{47.9N.D.| 85003500 | 1.0-4.0 [87.0-750| 23-16 | 2718 | 6.8-66 [18.1-13.0| 0.8-N.
8 | Y.O. | 876383 |12.5-12.9/35.3 »86.8( 10100-»8000 | 8.5-10.0{58.0-+65.0| 1818 | 1011 | 128168 |12.0+10.0] 1.1-+1.2
9 | AF. | 335349 | 7.8-8.1 |26.1-»27.5| 6500-9000 | 0.0->1.5 |82.0-83.5| 80-»23 19519 | 348812 |21.0-+22.0| 0.9~0.8
10 | TM [ 370438 |11.0->13.1/35.6 »40.5| 1000012900 | 0.5-»2.0 [84.0+835| 3934 | 4336 | 688-826 [10.0-7.0 | 0908
11 [ 'TM | 358317 |11.09.7 |32.9-29.6| 1700016800 | 0.0-»0.0 |88.5-»88.0( 21142 | 15541 | 116651520 [29.0»12.0} 0.9-0.7
12| Y.Y. | 442417 {135->182]39.1 »37.8| 54006700 | 3.0-»2.0 {77.0-71.0| 1916 | 4-9 10186 |12.0-10.0{ 0.9-50.9

N.D. : nol done B: Before trestment A After treatment

REHREBFICLD, BLAFREBRBELILTSE
ATH%, SERRLBE RREBRIZDIEI -1,
W, Bk SMERL, QmEkEE, CRP (#+) %
Bt AF1H2¢g, 14 BEESL, EPHICER
L. %W - BEDi%, CRP o(LE2H, FHE
HE L

R RFEERKBROER T, AN, EEQME
DERIC S LEERRD L, WFRBHERELLTY
BEATH 5o RN RBIIBDIIMN - 120, F8,
B, HEE%L, CRPH (4+) Th-1e, X#|1H
g5tk D, B, B - BEDHE, CRP O
et E 2%, HYEHE L,

R 10 IBEDSH 2 BERRET, HE, HEHR
M, BCLUEORMAHD, KK 1H2gDkE%£T
oo BE5®IABICITMELD, HEMBMH LM
KL7cA, BONMEIFET, CRP b (#) ho—b
(F) CRELLFBFYE (#) U120, PPEY
EHE L1,

EF 11 bERDSH 2 EERRET, 39. TCORM,
BWERLTEY, 481 H2 gDEE5EF 110 —
ERMEEERL TV EE% 6 HEL YV BURME
¥LU, £/ CRP (6+), BMIKMEI T 57 0HE
WEHUE L, REFIZEDOROERL D IFRBAED
i,

P 12 3AFKS 4 HEIK2A 375 X<MRTEH

BT EAIEAL, MBRYELORAL L, ARIREDIE
38~39°C DR MAH#HE L T\ /A%, Minocycline &5
KD EPIICREML I,
BithREIBIER I 2MICE VTR - 124, BEK
REERE IER 4 SER 9 1cBW\WTEM (Table 3 )
fEF 4 TIX, FHIKE%, GOT, GPTOoLER%E%L
fomt, thibic kD EPMCERICE L. ER 9 T3,
B - LARUETH - 1H, ARIESRBEICELL
Teo 7835, fEH) 3 DIFMIRHINE 2, EREBTH A
BEXRBIC LD ER LD FREREA G MK D 10% A
BERLUTOIERT, FFICLZL3ELR,

I. EMEoUVICKE

6316—-S IEFRUEARF TR IALFLLA
¥4 72 LT, BEOAFY+£7 2 LTH5 LMOX
&0 75 LBt E~REAM A SH ™Y, Disulfiram
BIERANEERES NI bDEEhTWVSE Y,

SEobhbhoBRFFICENTS, S. aureus icxL
TOMICI20.1~1.56 zg/ml ORJICEEL, hid
LMOX, CTX, CMX, CTM, CEZ, PIPC o MIC i
HBELTEWSDTH >, —H, 77 LEBHEICED
T3 E. coli, K. pneumoniae, P. mirabilis, P.
vulgaris 2B 5AK|D MIC i3 LMOX X0 1| HigH
BEWVWD, RIXRFETH >k, P. rettgeri, M. morgani,
S. marcescens iZ%t L Cid LMOX X o h i b &EW
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MIC %27 L1,

ERRRAMRIC BV TRIFREBRE S Hh T HICH
2, TEMMGLEE S 2 ichoE % | B, IRESBRIEI |
RATH->EHHFT, H 1P LA 8 Hl, WHE
T2THREMOWENRER L, BERZEHIMIZEL,
REMANE LTGOT, GPTOBELRA 1 #), M
7 — LARRMER AL BlD 24 (16.7%) TH -7,

BEL7 2 LARKO Y 5 LISMERICHT 25TIMND
WMLE AR NS LOWKRNBAK—T, 75 LR
XTSI OEVGVREHSHINL, 75 LHBERICK
BEMBEOHMMABEMEREZ L LBV, EDORKICEH
WT, S. aureus I3 L E—ttXt 7 = LA L BB
BOEEL, 7SLERMEMICRE" - B=tht 7= 4
K& 2RSS ER 6315-S RiEHICMT 5%
LWHAEMKTHEEEA ONT, 10, TOBRKYR
BLUKSHICHEVWTH, LR LLRROB=HKE
72 LKL RERLARNEIMECTELHERTH-
1

X ]
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(Washington)
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LABORATORY AND CLINICAL STUDIES
ON A NEW CEPHEM, 6315—-S (FLOMOXEF)

Yuruko OkAaMoTO, KEIGO MAEHARA, SEIBUN YoONEzU, YuBE IipA
YOSHIHIKO SAKAKIBARA and KoJiRO YASUNAGA
First Department of Internal Medicine, Kansai Medical University, Osaka

Yosuinro UsbA and Hirosni OkuBo
Rakusei New Town Hospital, Kansai Medical University, Kyoto

6315—S (flomoxef), a new cephem analogous to latamoxef (LMOX) developed by Shionogi
Pharmaceutical Laboratory, was evaluated for its antibacterial activity in vitro, and its
clinical usefulness. The results obtained are as follows :

1) Antibacterial activity in vitro : MIC’s of 6315—S against bacterial strains isolated from
clinical infection foci were estimated using the agar plate dilution method, and compared
with those of cefazoline (CEZ), cefotiam (CTM), cefmenoxime (CMX), cefotaxime (CTX),
and piperacillin (PIPC).

S. aureus strains showed equally high sensitivity against 6315—S as against CEZ, while
Gram-—negative strains too, especially those of E. coli, K. pneumoniae, P. mirabilis and P.
vulgaris, showed sensitivity to 6315—S comparable to LMOX and other third—generation
cephems examined.

2) Clinical availability : Twelve patients with infections were treated with 6315-S, 0.5-2.0 g
‘X 2 /day by drip infusion. One patient was omitted from clinical evaluation, as the infection
was later diagnosed as mycoplasmal pneumonia.

Among the remaining eleven patients, clinical efficacy of the therapy was shown in 7/8 of
RTI, 1/1 of UTI, and 0/2 of biliary tract infection ; the total efficacy rate being 8/11 (73
%).

No clinical side effects were observed, although a transient elevation of S—GOT and S-GPT
was found in one patient, and the direct Coombs’ test turned positive in another.

These findings suggest that 6315—S has promising clinical availability.



