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6315-S (Flomoxef) i A Y 2 ERIRHIF

JekeRk NI W IREIRERS - % Eth
WBERA « ItEM - HBART - ER E
RS ERKYE Ak

tH %
WM ER K

FLIBMR SN/ ZEM A oxacephem F|D 6315-S (Flomoxef) ic2W TR L, LT DR
Al

1. WA 100 EHFRBIEETD S. aureus X473 6315-S @ MIC iz, T 3.13
rg/ml LR TH D, CEZ, CPZ £ b 3~ 4 B¥fg, CMZ, LMOX & h 4 ~5 B BN =K T
» - 7o P. mirabilis 1 X U indole #¢ Proteus icxtd 2 A&K|d MIC %2, +~T 1.56
vg/ml LT THH, LMOX L idRIENPPED, CMZ, CPZ L h 2~3BRE@BII- bDTH »
2o

2. WRUR - Bt : GEERAL A EREE 4 i 6315-S LU LMOX & 1000 mg % | BIME LM
DOMHMEER, BES HERICHTET0.8+19.5ug/ml 2R L, Lk 56.3+7.7 Y0 MLy
(BH) TETLTOEM®EICIZ0.420.1ug/ml &8 51, —F, %ETIZIEDS ik 118.8
Tl 1pg/ml DEZRLADSL, 110.4%14.9 FOMPERY (S18) £26-TET LI, F1:
Probenecid &D@#MIC&L D, 6315-S D BE IIEIE L, MPEHEM (84E) b 87.2+12.0
SR Lo COBE, RebHEMICIIBIEENS Shic bDOD, 8 BERIRPEINE I 80.3+7.4% T,
AF|BIRFFD 80, 416.5% L ORMICIIHERENBD SHiEh -1,

EREMEEICH T 5 6315-S oMb ABKIE, BMIEDET & & bic®EE L, Cer 50 ml/min.
DT oERTomPERYE (618) 3ERERAICL LT 2ELUEICER Ui, 7XBA%]12 M8
K& b RIFLEITEEERL 7.

3. EBRAR : A RIERRE 8 MIc6315-S1 H1~4g, 5~16 BRMGERL, Y5,
PYrEY2H, &Y PIOEKRNREZ ., EREFMEEFOHRIL, IMLAK S. epidermidis,
E. coli, K. pneumoniae, E. cloacae, P. aeruginosa ® 5 %, P. aeruginosa %W % fthi3 4~
ThHREXh’,

EfEAREMIBVTASNT, TAAKERNKR COEKREEIC LRELHREDS AL
MhNoteo

6315—8 (Flomoxef : FMOX) i35 &R EFH 2T
TAKS N, BRINAFLVEHA oxacephem %
it H©, Latamoxef & [F—d 1—oxacephem &%
2575,

AF OB Latamoxef @ o7 5 LRHEHE,
BRIABB~ORBENEZOL T EH LMD, 75 LB
BRI L THENA KB LSS 5,

4H, bhbhiz 6315-S DHES, BRI, Bt
EDEMEIRIT & WRLRRERIE o4 2 R R AR
LEDT, 20BRMEEET 3,

. &

1. BAIeHE

Bk ME D Staphylococcus aureus (S.aureus)
25%, Proteus mirabilis (P.mirabilis) 25k Indole
Mt Proteus sp.25 #kicxt4 5 6315—S O B/NREMHE
LRE (MIC) %, BALEREESESEICL > TE
WEFRETHIE L /2o 6315-S OFHRZEF12 100 ng/
ml M5 0.05 pg/ml £ TD2EHER, Eitnc iz pH
7.2 @ heart infusion XA H -, EHERIL
| EEREBL LV ZD 100 (EF R0 1 B&F (B
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Fig.1 Susceptibility of S. aureus to 6315-S

No. of strains
251

15 X 100 X1 (inoculum sixe)

MIC [go005 02 o078 313 125 50
(ug/ml) 01 039 1.5 625 25 1008
631551 X 1015 7 11

100 X 8 4 37 3

Fig.2 Susceptibility of S. aureus to 6315-8

No. of strains
251

20}
15}
10f
5

MIC [20.05 02 078 313 125 50

Fig.3 Correlogram between 6315-S and CEZ or LMOX

ug/ml
<100 .

25 Sels

6.25 ® i

CEZ
8
00

1.56- ®

0.39

0.39 1.5 6.25 25 100
6315-8 ug/ml

1mm) T, &M% 37°C, 24 BfiERk%ic MIC %2
R 1. %7FEIHic Cefmetazole (CMZ), Cefopera-
zone (CPZ), Latamoxef (LMOX), X &ic S.
aureus <>\ T2 Cefazolin (CEZ) & i€ CTHIE
L. #FOoREHEHKL T,

2. & &

1) S.aureus 25 #kic %3 5 6315-S @ MIC 9%
i3, 100 EFFREERMTILTS.13 vg/ml 3%
LT TH- ot RT3 12.5 g/ml, 50ug/
ml i 1 %F>BH o0, £D#hi3 3.13 vg/mlF /i3
ZThUTCRENMELEINL (Fig. 1)

100 & FRE oMM E DB Tk CEZ, CPZ & b
3~ 4 BB, CMZ, LMOX £ h 4 ~5 B IEEEBNI T

weml)| 01 039 156 625 25 100%
6315-8 8 4 3 7 3
CEZ 1 1 9 219 11
oMz 139 3
LMOX 112 4 71
(o) 7/ 1 103 4 3 113
pg/ml
<100+
®
254 o ooee S
o 000
5 625{ass § o o
Q [
3 156
0.39
039 1.56 6.25 25 100
15-§
6315 -

Wi (Fig. 2, 3)o

2) P.mirabilis =344 3 6315-S o MIC 21iid,
100 fEHFMTI2L2T 1.56 ug/ml FHB3ENLTT,
FFBENTY 12.5 vg/ml $1-B3EFNLITTH-
7z (Fig.4 ).

¥ & D HEETi2 LMOX & b @b, CMZ, CPZ
Lh2~3pREiEEKEh TV (Fig.5.6)

3) Indole Mt Proteus sp. icxt4 3 63156-5' 0
MIC £#i3, 100 EHRTIZLRT1.56 pe/ml it
FhLUTT, ABEMEETI26.25 pg/ml $13%
U FTH -1 (Fig. 7). o

fta#l & o H# T i3 LMOX & 22 @ %, CMZ, CPZ
&b 2~3RREEEEN TV (Fig.8,9)
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Fig.4 Susceptibility of P. mirabilis to 6315-8 Fig.5 BSusceptibility of P. mirabilis to 6315-S

No. of strains No. of strains
25

201
15 X100 X1 (inoculum size)
10

5

mic |$0.05 02 ' 078 313 125 50

Mic | £0.05 02 078 3.3 125 50 wgml | 01 039 156 625 25 1008

(ug/ml) 01 039 15 625 25 100§
6315-s| 108 5 1 1
1x 1113991
6315-S cMZ 6 153 1
100x| 4667 11

IMOX |1 2 317 2
CPZ 12 10 1 2

Fig.6 Correlogram between 6315—S and CMZ or LMOX

ug/ml pg/ml
<1001 <100+
254 25
N 6257 . B 6.251
5 5 e 1 strain
1.56 - 1.56 - @ 10 strains
000
e s ®
0.39 '!' 0391 @ o o
T T T v ] T Al T T ]
0.39 156 6.25 25 1005 039 1.56 6.25 25 100
1 6315—S ug/ml 6315-8 ug/ml
Fig.7 Susceptibility of Indole(+) Proteus sp. Fig.8 Susceptibility of Indole(+) Proteus sp.
to 6315-8 to 6315-S
No. of strains No. of strains
25 25 PSS
A
20 201 —
15
15 X100 ‘ . oMz
10 X1 (inoculum size) 104
[ 5
R T A e e <009 02 "313T12s T o
- R ; -5 g sg/ml 0.1 039 156 6.25 2 <
pg/ml 0.1 039 156 6.25 25 100S (ug/ml) 3 5 25 100s
100X 108 5 1 1 cMzZ 1 1110 1 3
LMOX| 4 9 5 7 1
cPZ 554 4 1 41 1
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Fig.® Correlogram between 6316—-S and CMZ or LMOX
ug/ml ug/ml
<100 £1004
254 254
e o o
% 6.25+ ) 5 6.254
156 { 338 § 1.56+ o 1 strain
s * @ 10 strains
0.39- 039 $
' o o
T T T 1 T T T T ]
0.39 156 6.25 25 100< 0.39 1.56 6.25 25 100
6315—-S ug/ml 63158 ug/ml
Table 1 Laboratory findings before 6315—S administration in healthy volunteers
GOT U-Cr URINE
Stature |Weight (mUlnd) Al-p| T.Bil BUN | $-Cr (ml/mis C-Cr RBC | Hb | Her Skin
Cose | Age fsex | 200 | N5 o (pLort) (meid) | ©/ 1 |(myidy| (mesdy ohume | (mifmin) WBC Lx10%)| (wedn| %) |Port | sug | rex
18 134
AH |22 /M 17 83 A 24 0.6 0.1/0.5 16 0.9 A 8.8 10000 | S25 16.6 | 40.3 - |
Y.Y. ZO/M 165 65 % 26 1.3 05 /08 16 0.9 121150 84.0 5900| 480 15.0 | 438 | - - |
K. T. ZO/M 176 92 % 33 0.3 0,1/).2 11 11 1”370 193.4 8500 512 15.3 | 4.6 - | N
Ks. [19/M | 164 |73 % 2.4 0.5 o.n/u 18 12 % 84.0 8700] 539 [15.4 | 451 - |
Mean | 20.3 169.0 | 78.25
tSD | £1.3 +56 | £11.8
I % &R - # # WMEFIIPH 7.2 DY O MEHETERL .,

1. MRESCICRIELE

1) 6315-S & LMOX @ cross over &%

BEXALEREE 4 Mic 6315-S 1000 mg + & O
LMOX 1000 mg %% 1 E#E L, BiE% 5, 15,30 43,
1,2,4,6, 8EsMIkicchME, ROBELHEL
B IR BEINR S HE Lo REKRAEEZ IV TH
LBFCEYES 20.31.3 F, FH{5E 78.3+11.8
kg ThH -7 (Table 1),

MmBMEERIE S, E.coli 43T %A REB L L -l
cup iEick ©, M@ ICZ Monitrol 1 & b BiEMA
R0,

RepERRIIPER BBIZTHE O~ 1,
4,
ZAEL, COBICRRERL TEKEME CoRBEIN
RERDI, REBEDORIEZMPRE - Ekic E.coli
T437 BREREHICH VBB cup TR~ 7, BB

1~2, 2~

4~6, 6~8EfIBICHBMARL, TORIRE-

2) 6315—S & Probenecid 0§t

BERAERE 4 Hic 6315—S T 1000 mg
& H £ UF6315—S 1000 mg #ikHi 30 53ic Probenecid
1000 mg 2 O/M & ¢ AP A M RE D EHGE
BRSUIRPERB AR Lo MPRE, RPRE
DRET S FICRPENEDOREEIFIBRDOED THSo

3) BMEREEICH ) 5 6315-S H L UF LMOX
DM ME, ROBMEL S TICRPENE

AREWABROSBERENMES (JLVTF-
Y2 UT 5 R 28.1~04.2 ml/min.jTable 2)
i 6315-8 B L UF LMOX #& 1000 mg % cross over
ETREL, MPRE, ROBEDS>ICRPEREE
BEEFHYICRIE L oo B GHIBOBEY THBo

4) Mg ET TR ® X IR NS IC 351 B 6316-8
O [ E

R I Mk E A A 8T L TV S8R EE 5
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. Table 2 Laboratory findings before 6315~S administration in compromised renal function

Weight | GoT ° / GPT Al-p |LDH| BUN | s-cr | c—Cr RBC | Hb | He b Skin

Case |Age [Sex | "y | (mUfml)/ (mUImi) | (BLu/L) | (U) | (mprd) | (mardl) | (mirmin) | WBC| (x209) | (e/dh)] (%) "::7:” (:l:’;‘l’ st
1LMT. |5 | F n 15 / 13 | %103 |292| 17 1.0 942 [s130| 153 |15.3]4s8| 96 17 NP
2HS. [ S4 [ M| 44 23 / 13 73 385 | 18 1.4 *51.9 |6800| 506 (14.9(437] 24 1 NP
3LTH |56 | M 57 14 / 9 79 |22 | 19 "7 *61.6 (8200 S04 |[157)46.4| 174 39 NP
4 HK |4 (M 52 17 / 10 9.5 |23 | a4 *23 *28.1  |7000| 470 [*13.3[39.7| 137 0 NP
5. KF. [ 85 | M 58 21 / 10 81 [289 | 17 1.8 *53.25 [5700| 466 |146]|441| 1 ‘ NP
6. HF. |56 [ M | 53 16 / 10 82 |32 | *32 *2.6 *29.8  [7600| 490 |[149|432] 169 [ NP

* + Abnormal

Table 3 Laboratory findings before 6315—S administration in Non—dialysis

URINE
c A |s Weight | GOT GPT Al-p |LDH| BUN | s—cCr c—Cr W RBC | Hb | Ht Skin
ae | A8 (5 | (kg) [(mU/ml)/ (mU/mI) | (BLu/L)| (U) | (mg/dl) | (mgrdl) | (mifmin) BC (x10%) | (wdl)| (%) | Prot. Sug. test
(mg/dl) | (mg/dl)
1. MH. [ 49 | F 37 20 / 27 *38.0 | 220 | °s8 .85 *<S [5300| *302 |* 9.9|*32.0| 96 18 NP
2.ML | 35 | F 44 19 / 25 *16.4 299 | *71 *10.3 *<5 [4000| *271 |* 8.1|°25.4| S7 114 NP
LML |53 [ M 46 15 / 7 *16.1 {196 | *30 * 81 *<S  |5600| *324 |[* 9.8]|*31.1| 342 7 NP
LY.L |3 (M 55 16 / 10 9.3 | 326 | *s8 *14.9 *<5 [6800( *338 [*10.0(*31.0] - - NP
5.5S. |49 | F 49 18 / 21 56 | 4711 | <65 * 9.2 *<S5 |5300| 506 | 15.0] 476 - - NP
Mean 40 46.2 *: Abnormal
+SD 288 6.6

Table 4 Serum levels of 6315—S in healthy volunteers (N=4), cross over 1,000 mg, IV inj.

Serum levels (ug/ml) Half life (min)
Drug Case
' 1/12 1/4 1/2 1 2 4 6 8 hrs a ]
A.H. 64.2 37.4 22.2 9.60 4,50 1.06 0.27 0 10.2 58.8
Y. Y. | 110 60.6 39.4 22.0 8.00 1.66 0.46 0.14 5.4 45.0
6315-s | K.T. | 99.0 738 350 158 7.0 130 0.6 0 126 588
K.S. 90.0 108 46.2 18.8 9.80 1.90 0.49 0.15 15.0 62.4

Mean 90.8 70.0 35.7 16.6 7.35 1.48 0.40 0.07 10.8 56.3
+SD +19.5 $29.5 $10.1 $5.3 $2.21 $0.37 $0.10 $0.08 +4.1 +7.7

A .H |103 60.2 55.8 322 17.7 8.58 3.46 2.14 7.8 90.6
Y.Y. {126 88.0 74.2 55.2 33.6 16.2 8.50 4.26 7.8 109.2
iMox | KT |119 86.8 66.0 45.8 24.6 13.1 7.58 3.38 16.8 126.0
K.Ss. | 127 88.2 72.8 50.0 31.8 14.9 8.26 4.50 11.4 115.8

Mean | 118.8 80.8 67.2 45.8 26.9 13.2 6.95 3.57 11.0 110.4
+SD £11.1 +13.7 +8.4 9.8 7.3 3.3 $+2.36 $1.07 4.3 114.9

(Table 3) . icimueEHT#EfTE b & OFE:BITERIC 6315-S R A EREE 4 #ic 6315—S % X v LMOX 1000
1000mg 28k L., LlgEseicmbBELZMEL, mg 28 1 BRELLBEOMPBRENRE %L Table
M REREFETRDF I L - 7o 4, Fig.10 iR,
2. &k # 6315—S (3 #piE 5 9% T 90.8+19.5 pg/ml £RL,
1) 6315-S & LMOX o cross over X5 LAtk (2 HEBR @ MICET L, 6 BRI <0.40+0.10 ng/
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Fig.10 Serum levels of 6315—S in healthy
volunteers (N=4), cross over
1,000 mg, 1V inj.

ug/ml
T¥% (min)
[ [
100 — 6315~ 108 56.3
‘.\ o= LMOX 11.0 110.4

Serum levels

LS
1/121/2 2 4 6
1/4 1

8 hrs.

Time

Fig.11 Urinary excretion of 6315—8 in healthy
volunteers (N=4), cross over
1,000 mg, IV inj.

Ag20.2 £1.1
ug/ml mg %
10,000 500 100
{ —6315-8
—— LMOX ‘
8p00} 400} - 480 s
2
" g
6,000p 300 1 // 0§
i / ,g
g 4000t 200} f «402
2,000f 100 } % N\ 120
ol o o
01 2 3 Sh

Table 5 Urinary excretion of 6315—S in healthy volunteers (N=4), cross over 1,000 mg, IV inj.

0~1 1~2 2~4 4~6 6~8 0~8 hn
Drug Case Levels Recovery | Levels Recovery | Levels Recovery | Levels Recovery | Leves  Recovery | Recovery  Rates
(ug/ml)  (mg) (ug/ml) (mg) (ug/ml) (mg) (ug/ml) (mg) (ug/ml) (mg) (mg) (%)
AH 5360 554.8 1720 136.1 572 34.7 173 226 38.6 4.9 753.1 75.3
Y.Y. 7360 538.3 2880 221.1 868 108.3 276 272 7 1.6 996.5 9.7
6315—-§ K.T. 5360 $03.1 1800 141.2 720 95.2 212 24.0 378 5.4 768.9 769 .
K.S. 11440 465.1 5600 165.7 1120 123.6 192 35.3 52 6.9 9.6 .7
Mean 7380 515.3 3000 166.0 820 90.5 2133 27.3 339 4.7 803.8 90.4
£SD 22866 139.83 +1812 $38.9 2233.6 +38.9 44,8 £5.7 £19.0 $2.2 ¢64.4 6.5
A.H. 2800 369.0 788 119.0 664 146.3 416 70.2 176 35.9 7404 "o
Y.Y. 4200 346.5 868 1504 648 164.7 902 92.8 264 481 802.5 80.2
LMOX K.T. 4880 286.0 2540 1443 1120 59.7 1020 75.5 388 39.9 605.4 60.5
K.S. 5760 289.7 2460 149.3 1010 110.5 496 85.8 176 483 683.6 684
Mean 4410 322.8 1664 140.8 860.5 120.3 708.5 81.1 251 43.1 708 70.8
+SD 1249 +41.4 1966 114.7 240 146.2 +297 $10.2 100 26.17 283.9 8.4

ml, 8l T4 AP 2 HIIHMERRLUTICIED,
0.07+0.08 pzg/ml &7 -7, —%, LMOX 3BiES5
D% T 118.8%11.1 pg/ml &78h, 6BM%T6.95
+2.36 pg/ml, 8BFMI% T 3.57+1.07 v g/ml OE
R U1, B—phase icHiF 2MbERM (t%8) i
6315—S T 56.3+7.7 43, LMOX T 110.4+14.9 T
»Ho7,

COEOBER 8 HME TORPEINRIL 6315-S
T 80.4%0.6 %, LMOX T 70.8+8.4% & 6315—S At
»® FE > 7 (Table 5, Fig.11),

2) 6315—S & Probenecid o 8fM

RFEXAEREE 4 iz 6315-S P & U 6315-S
X7 30 4 ic Probenecid 1000 mg A& ORME ¢
=B REHS It Table 6, Fig.12 IcRkT80T
H5,

755, Probenecid fi IR T304 o b ic b RE
ETRIEL, Bik8HMKTH 1.0020,55 zg/ml
D% E - 1DIcX LT, 6315-S Bis i 0,07+0.08
pvg/ml ThHot,

/o tups b 6315—S Bighbko 56.3+7.7 g’ 10 < £ 0
Probenecid ¢ B Tid 87.2+12.0 4 & HEOERN
Zvohi,
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. Table 6 Serum levels of 6315—S in healthy volunteers (N=4), cross over 1,000 mg, IV inj.
Serum levels /ml Half life (min
Drug Case (ug/ml) (min)
112 1/4 12 1 2 4 6 8hrs (@ phase f phase
A H 64.2 37.4 22.2 9.60 4.50 1.06 0.27 0 10.2 58.8
Y. Y. 110 60.6 39.4 22.0 8.00 1.66 0.46 0.14 5.4 45.0
6315-S alone K. T. 99.0 73.8 35.0 15.8 7.10 1.30 0.36 0 12,6 58.8
K. S. 90.0 108 46.2 18.8 9.80 1.90 0.49 0.15 15.0 62.4
Mean 90.8 70.0 35.7 16.6 7.35 1.48 0.40 0.07 10.8 56.3
+SD £19.5 £29.5 £10.1 35.3 12,21 0,37 +0,10 $0.08 4.1 £7.7
A H 99.0 47.0 38.0 25.2 12,6 4.50 1.64 0.44 5.4 72:6
. Y. Y. 99.0 64.0 48.0 32.8 19.4 7.60 3.15 1.40 7.8 87.6
6315-Swith | v ¢ | g10 486 334 206 120 535  1.86  0.61 8.4 864
probenecid
) K. S. 103 80.0 62.8 33.6 20.4 8.20 3.57 1.54 18.6 102.0
Mean 95.5 59.9 45.6 28.1 16.1 6.41 2.56 1.00 10.1 87.2
+SD 19.8 $15.4 $13.0 16.2 4.4 $1.77 $0.95 $£0.55 5.8 $12.0

Fig.12 Serum levels of 6315—S in healthy

- volunteers (N=4), cross over
1,000 mg, IV inj.

T gl TH (min)

e 8
o——a 6315—S alone 10.8 56.3

100 o——s 6315~S with probenecid 10.1 87.2

\ Age 202+ 1.1

10

Serum levels

11212 2 4 6 8 hrs

14 1

R~ %45 &0~ 1 B T3 6315-S
B ¥ © 515.3+39. 8 mg ic ¥ L, Probenecid fffl 6%
T 413.3+43.7 mg, 6 ~ 8 B¥fil ¢ 6315-S BT
4.7+2 2mg i3t L, Probenecid 8¢FiEFC 32.7+6. 3
mg & Probenecid g ic & - TRk Ic BEEA A
o, BNTHESLE S ENIMMDAK,

itk 8 BRI TORPEUNEIX 6315-S By

Fig.13 Urinaly excretion of 6315—S in healthy
volunteers (N=4), cross over
1,000 mg, IV inj,

6315-S 6315—8 with

alone  probenecid
Urine levels ——0 O—-=0
ug/ml  mg FL_‘ Recovery ——to——e ®
10,000 5001 rates 100
Urinary A
recovery i
8,000 400
-]
2
=
< 6.000p 300 H
o o
-_— v
- o
£ P
> ]
4,000 200f E
-]
Q
2,000+ 100}
0 o-

80.416.5%, Probenecid $t ¥ 80.3+7.4 % & HE
Mic£izs Shigh -7 (Table 7, Fig.13),
3) BREEME R ICH I 5 6315-S L ¥ LMOX
DMPRE, RPBEL ST RBEIRE
BEEMEREE LRI, 6315-S L0 LMOX
ZRELABollhRE# I Table 8, 9, Fig.14,
15080 TH5, BRIEOET L L biIcIPREDE
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Table 7 Urinary excretion of 6315-S in healthy volunteers (N=4), cross over 1,000 mg, IV inj,

0~1 1~2 2~4 4~6 6~8 0~8 hrs

Drug Ca [“ievels Recovery | Levels Racovery | Levels Recovery | Levels Racovery | Levels Recovery Recovery  Rates
(ug/ml)  (mg) (ug/ml)  (mg) (ug/ml)  (mg) (ug/ml)  (mg) (ug/ml)  (mg) (mg) (%)

AH. §360 554.8 1720 136.1 572 34.7 173 22.6 6 49 753.1 75.3

Y.Y. 7360 5383 2880 221.1 868 108.3 276 272 7 1.6 896.5 8.7

K.T. $360 503.1 1800 141.2 720 95.2 212 24.0 378 5.4 768.9 76.9

6315-Salone |y | 11440 4681 | s600 1687 | 1120 1236 | 192 388 52 6y | M4 M7
Mean 7380 518.3 3000 166.0 820 90.5 213.3 22.3 339 4.7 803.8 0.4

1SD 2866 139.83 1812 $38.9 £233.6 £38.9 £44.8 25.7 £19.0 £2.3 £64.4 £6.5

AR 3850 4008.8 2130 226.6 890 109.1 508 66.8 234 25.3 836.3 8346

Y.Y. 4560 459.6 632 87.2 460 74.8 516 75.2 184 .7 706.5 70.7

63158 with K.T. 3840 429.3 892 186.7 3 100.0 296 424 178 3.2 708.6 789
probenecld K.S. 5920 358.8 3540 223.0 516 187.8 356 77.4 176 35.7 79.7 8.9
Mean 4543 413.3 1799 173.4 559.5 117.9 419 65.5 192.3 327 802.9 $0.3

+SD t 978 +43.7 $1332 179.5 1228.2 2488 +110.0 +16.0 £28.1 26.9 £74.2 t74

Table 8 Serum levels of 6315-S (1g, IV inj.) in compromised renal function
(n=6, Bioassay)

Cases Serum levels (ug/ml) Half life (min)
BW C-Cr
No. | Age Sex (kg) (ml/min) 1/12 1/4 1/2 1 2 4 8hrs | a phase pphase
E ~| 1 56 F 71 94.2 107 64.0 43.8 328 18.0 7.00 1.07 6.0 78.6
_5-; T 2 54 M 44 51.9 162 110 68.0 52.8 39.2 14.2 3.19 8.4 114.0
kN 56 M 57 61.6 121 93.0 624 384 23.0 9.70 5.70 16.8 138.0
E, g 4 46 M 52 28.1 129 98.0 71.0 43.6 40.6 12,6 3.92 12.0 121.2
E‘ é 5 55 M 58 53.25 | 118 100 60.8 46.0 25.6 13.6 3.41 16.8 129.6
8 S| 6 56 M 53 29.8 135 120 86.0 62.0 40.0 25.0 7.50 222 174.6

Table 9 Serum levels of LMOX (1g, IV inj.) in compromised renal function
(n=6, Bioassay)

Cases Serum levels (ug/ml) Half life (min)

BW C—Cr
(kg) (ml/min)

No. Age Sex 112 1/4 1/2 1 2 4 8 hrs | a phase g phase

1 56 F 71 94.2 117 79.6 67.6 55.4 43.2 245 6.98 4.8 145.8
2 54 M 44 51.9 182 137 120 876 684 476 203 12.0 202.2
3 56 M 57 61.6 154 103 940 70.8 56.2 394 149 4.8 173.4
4 46 M 52 28.1 129 120 109 82.8 636 458 226 342 268.8
5 55 M 58 53.25 | 148 110 884 772 628 376 179 6.6 190.2
6 56 M 53 29.8 160 119 108 836 734 53.8 286 8.4 259.8

FTREBEL, MPEFPOERT2HEELSEDON, &  6315-S, LMOX & b ic 40~60 %ic{E T L7 (Table
ic Cer A 50 ml/min. 3 CEF 45 &, t% S 3MMERL, 10,11, Fig.16,17), ‘
ADH 2 fEICHER L 1, 4) [k FTHITI S & OIEEITRic 54 5 631576
COHEIZ LMOX DA bRIETH -7, DI RmE
REIXE 3 Cer 4430 ml/min. LI T OERITIL, SESIY I MAEN % M7 L TV 2 BB ALBES A
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Fig.14 Serum levels .of 6315-S (1 g, IV inj.)

in compromised renal function

Fig.15 Serum levels of LMOX (1g, IV inj.)
in compromised renal function
(n=6, Bioasssy)

1000, (n=6, Bioassay) 1000,
i _
3 g 100
10i
: 3
g No.6 C—Cr = 29.8, THh = 174.6 §
§ g 10 Ne.§CCr =108, T o 2808 min
§ 1% Nosccrs g i 1ES 1 A i ntine
- 1328, . L
S 3.25, T = 129.6 Y3 DTy § Ne. 1C~Cs = 416, TH « 173.4 min,
C TY o %] M. 1C=Cre94.0, T 145.0 min.
& x o, 12 I
No.1 C-Cr = 94.2, T = 78.6
' Jh, : 3"-9
&) ’lg_ 0
0.1 0.1
2 4 6 8 10 12 2 4 6 8 10 12
Time (hr)
Table 10 Urinary excretion of 6315-S (1g, IV inj.) in compromised renal function
(n=6, Bioassay)
0~1 1~2 2~4 4~6 6~8 0~8hes
No. (r::ll-v:n) Levels Recovery | Levels Recovery | Levels Recovery | Levels Recovery | Levels Recovery | Recovery Rates
(ug/ml) (mg) (ug/ml) (mg) (ug/ml) (mg) (ug/ml) (mg) (ug/ml) (mg) (mg) (%)
1|1 942 | 15,000 355.5 | 11,400 149.3 8,950 218.4 1,600 1.28 | 905 27.1 751.58  75.2
E vl 2 51.9 6,550 304.6 7,850 179.8 6,250 213.8 1,980 92,5 760 423 833.0 83.0
] 616 3,020 3473 1,400 178.2 760 53.2 455 721 248 4.5 692.3 69.2
_5 4 28.1 2,980 216.3 1,960 149.4 1,460 148.8 390 443 256 387 §97.5 59.8
gels 53.25 | 10,900 292.1 7,150 158.7 6,050 204.5 1,130 100.9 605 46.3 802.5 80.3
32| s 29.8 740 148.6 505 113.0 495 125.9 11 771 215 50.0 514.6 51.5
Table 11 Urinary excretion of LMOX (1g, IV inj.) in compromised renal function
(n=6, Bioassay)
0~1 1~2 2~4 4~6 6~8 0~8hrs
No. (mljmin) Levels | Recovery Levels | Recovery Levels | Recovery Levels | Recovery Levels | Recovery | Recovery Rates
(ug/ml) (mg) (pg/ml) (mg) (ug/ml) {mg) (ug/ml) (mg) (ug/ml) (mg) (mg) (%)
1| 942 3940 128.8 3060 179.9 5160 146.0 3290 106.3 1330 58.8 619.8 62.0
2 51.9 2710 179.1 3870 123.1 2990 183.6 1440 105.1 890 65.6 656.5 65.7
3 61.6 790 168.2 1090 104.1 542 129.7 790 85.4 422 69.8 557.2 55.7
4 28.1 1500 119.9 1450 97.7 1470 1151 578 1106 426 71.6 520.9 52.1
5 53.25 | 2950 158.2 1940 102.2 2040 152.6 1250 1024 665 69.2 584.6 58.5
6 29.8 542 107.3 955 61.7 596 117.3 452 81.4 280 58.7 426.4 42.6
EN
ERA
O MK HE T8 & JE I IS 6315-S 1,000 mg % 0B K R M

Wi L oMb RER#E4 Table 12, Fig.18 154
TNRCE AT Hi1T B C i ik 4 BER TP MBI 20. 1
$0.31 ug/ml &75h, MEHRACKLTHBEERL
1e#%, aphase DMPEEM (tha) 1311.6X7.8 5
EREEADENE BIZEIZETH 70 UL, thBi

140.0+24.7 & REARA DK 2.5 fSICER L 1o

R TCRECHEMPBRERBOBENS S
h, BE% M T 54.7£31.3 pg/ml, 24 BER%
TH28.4118.6 ug/ml OB BE LR L1

1. HRESTIERAE

AR — BB R E & X R I 6315—S B BR Ak
AR Ul ERIONRIBHR LG, MRS REBRRE
DEGELF, BIEK 24, FRESBEAE 3 PIORE~ B HIT
H 5o

EQRAHR U ISR FETT, BHSH, Kik2
PIThH-7-0 S¥BLEBLIREAR I Staphylococcus
epidermidis, Escherichia coli, Klebsiella pneu-
moniae, Enterobacter cloacae, Pseudomonas
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Fig.18 Urinary excretion of 6315-8 (1 g, IV inj.) Fig.17 Urinary excretion of LMOX (1 g, IV inj.)

in compromised renal function in compromised renal function
C—Cr (ml/min) (n=6, Bioassay) C—Cr (mlmin) (n=6, Biosssay)
No. 1 —..— 94,2 No.1—..— 942
~ N0, 2 ———— 51,9 100 No, 2 =——— 51.9
500 No.3_ _ __ 616 5000 No.3---—-~ 616 00
No. 4 __ . ___ 281 No, 4 —-— 28.1
|3 [ S 53.25 No, §ee=cce. 53.25
No.6 __ .. __ 29.8 No, 6 =+~ 29,8
400} — 0 g 400 0 &
Y €
_ ]
£ ; ¥ :
- o
§ 300 B 300) 3
g 3 3
8 5 8 4
£ 0 T i
: 1 £ 200} ]
5 3 5 H
s} o
100 100
0 o

Time (hr)

Table 12 Serum revels of 6315—S (1g, IV inj.) in Hemodialysis and Non—dialysis
(n=5, Bioassay)

Case Serum levels (ug/ml) Half life (m'l"i)'r -
No. | Age Sex BW | 1/12 1/2 1 2 4 8 24 hrs | a phase # phase,
1 49 F 37 134 95.2 76.8 68.6 47.6 36.6 10.5 19.8 467.4
2 35 F 44 131 90.8 85.6 77.4 71.6 61.4 358 10.8 1123.8
3 53 M 46 159 118 99.0 96.0 920 105 56.0 11.4 1890.0
C s 4 34 M 55 180 106 100 60.0 55.0 24.0 13.0 324 554.4
Non-—dialysis
5 49 F 49 210 151 79.0 70.0 55.0 46.4 26.6 25.8 1188.0
162.8 112.2 88.1 74.4 64.2 54.7 28.4 20.1 1044.7
Mean ¢ SD
$33.1 $24.1 109 $13.6 +17.8 :31.3 :18.6 9.3 +573.4
1 49 F 37 126 86.4 584 39.0 20.8 156 495 234 153.0
2 35 F 44 277 84.0 71.2 42.0 18.2 20.0 10.4 2.4 97.2
3 53 M 46 120 67.2 54.2 40.6 21.8 20.8 11.7 7.8 147.0
e . 4 34 M 55 102 62.0 43.2 32.2 16.7 12.6 398| 138 143.4
Hemodialysis
5 49 . F 49 113 67.6 54.4 38.0 23.0 21.2 10.7 10.8 159.6
147.6 734 56.3 384 20.1 18.0 8.35| 11.6 140.0
Mean t SD
729 $11.0 £10.1 +3.8 2.6 3.8 13.59| 17.8 £24.7
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Fig.18 Serum levels of 6315-S (1g, IV inj.)
in Hemodialysis and Non-dialysis

(n=S, Bicassay)

aeruginosa & | P >DOH 5% TH - 12,

ZH|OEAREROKEXECHMEDEE L LT
I1B1~d4g, BANMEIS~16EM KREFES~
45g TH» 7,

B DR 0h SR /X 26 0 13 (8 AR I 3 B3 AP I B AT LD
BMERBDL DLW, 4~TETRBLE LOEH
100t B, ENLLOEMERLANS LHBLALDEPS
HY, RBRBHONLh1eh, HEVIZEBLLED
_ DERME L,
E 2. R M
3 10 FH OBKR R Table 13, 14 IKRTEHD TH 5,
-§ 8HIPH S PITHNEK62.5%. LOHEM2H, WY1
g §ITH -7 (Table 13, 14),
§ ERESICHRMYRESL S L, SMLE S.epider-
R R Non dialysis T% = 1044,7 min, (17.4 hr) midis, E. coli, K.pneumoniae, E.cloacae, P.
£ —— Hemodialysis T% = 140.0 min, (2.3 hr) ’ ’ :
aeruginosa @9 b, P.aeruginosa O ANEHKL, fih
b DMMIH% L7 (Table 13,15),
3. A
FHERAPICBY SRERARLERAICEVTASA
s T, FLAFERANETOERRERRCOLARICL 2
I bDEBOLNZRKIEIIEED Shish -1 (Table 18),
11212 4 8 24
1/2 Time (hr)
Table 13 Clinical Results with 6315—S
. . o Ad Response "
Cms | 2 diu:::l' organisms '3(;3'." ?&:) Ea.;':l becveal | Cliniel | effe Remarks
L T.F.[41M{ Peri k Lo 1 11 - good - CRF on CAPD
2, A.Y.|45M | Peritonitis S. epidermidis 1.0 8 8 Eradicated Fair - CRF on CAPD
Dementia
3. S.H.|71M | Acue cystitis unknown 2.0 8 16 - good - Addison's disease
indwellcatheter
LY. T, |92m (:u. cyui.:is E. lc_lancu ::g 2 45 Bndinted good _ E::::::lm
. Indwell catheter
5. 5. K. [70M| Chr. cystitis :‘ .‘:';:';z'lz::“ 1.0 7 7.0 ::ﬁ:;‘d Fair | (-) E%EEI:%:“ ,
6. N.T. |62F | Chr. cystitis E. coli 6.0 gjw 16 140 | PBradicated  Good | (=) | CR.F.
7. H.S. (59F | P ki 2.0 7 12.0 - Poor (-) CM:mm.
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Table 14 Clinical Response to 6315—-S
No. of case | Excellent  Good Fair  Poor
RTI Bacterial pneumonia 2 1 1
UTI Acute cystitis 1 1
Chronic cystitis 3 2 1
Others Peritonitis 2 1 1
Total 8 5 2 1
Table 15 Bacteriological Response to 6315—S
i No. of . .
Organisms Eradicated Persisted
cases
S. epidermidis 1 1
E. coli 1 1
K. pneumoniae 1 1
E. cloacae 1 1
P. aeruginosa 1
Table 16 Laboratory Findings before and after 6315—S Administration
Case RBC Hb Plat. GOT GPT Al-P BUN S—Cr
(x10*)  (g/dl)  (x10*) | (mU/ml) (mU/ml) (BLu/L) | (mg/dl) (mg/di)
1 T.F B. 235 6.9 26.4 18 16 1.8 76 14.8
" A. 204 6.2 32.0 16 4 - 68 20.2
2 AY B. 361 9.2 249 16 10 - 84 10.7
: A, 331 8.8 25.0 16 13 - 66 16.9 -
3 S.H B. 272 8.4 17.6 35 15 1.7 8 0.5
: A. 255 7.6 42.3 27 14 2.0 17 0.7
4 Y.T B. 452 15.0 17.7 48 22 1.8 11 0.6
’ A, 403 13.3 10.7 83 57 1.7 14 0.8
5 S. K B. 348 10.4 29.1 13 6 2.0 14 1.1
’ A. 394 11.8 29.8 14 5 2.5 16 1.2
6 N.T B. 188 6.4 19.2 11 8 2.2 76 7.2
' A, 204 7.2 20.2 10 6 2.0 84 8.6
7. H.S B. 260 8.3 9.8 46 65 1.2 11 0.4
* A, 254 7.9 3.5 30 40 0.9 15 0.6
v. % " 6315-S n#i@AHi2, L oxacephem %o LMOX

AE, HFL{EARA N oxacephem R ERTH
% 6315-S oHEA, BN, Pt S IR

2WTRI L.
1. HEh

KHLTY 5 LBRMEIcH L CREAEERTEY, b
hbhoB<cd S.aureus Tiz CEZ, CMZ, CPZ,
LMOX 72 &> cephem HfisERicH L, MBESR
hTWwie X 5ic P.mirabilis, Indole i@t Proteus
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nEDy 5 LBREBEICHL TS LMOX LES .
RENDLORMA%ERL 2.

. P. aeruginosa icx L TARIBIMAIRNLY, #
Z50BEBRRTOMRN TS P. aeruginosa O A0
wL.

2. WX - it

RERAEREE 4 #ic 6315-S 1000 mg % 1 EIf
& Lo, th8T56.3+7.7 4& LMOX
D10.4t14. 9 3L DEVEERL

B =1it{R cephem FRiTLEHK| & DK TIZ, CMX
DOt%BIX0.96+0.66 B>, CPZ o & it 2.15¢
0.2BMY Thh, AN LY BIE CMX LiZIZEE
LEIOND,

AMORIN - HEittic 5 &L 124 Probenecid DB %
A5&, t4 812 6315-S WIkBF T 56.3+7.7 43, Pro-
benecid §fFEFT 87.2112.0 53 & B & Aic b MBE K
ToRENBH NI ERRPHMIZO~1, 1 ~2,
2~4, 4~6, 6~BEMTL T, 6315-S R T
eh£h 515.3+39.8 mg, 166.0%38.9 mg, 90.5+
38.9 mg, 27.3+5.7 mg, 4.7+2.2 mg, Probenecid

SRR TR EhEh 413.3+43. 7 mg, 173.4%79.5 mg,

117.9+48.8 mg, 65.5+16.0 mg, 32.7+6.3 mg &k
FEiBVTHItBENA S, RbPitRTiz 0~
8 Bfl % ¢ 6315—S Hilhi¥ 80. 4+6. 5%, Probenecid
PERINF80. 3+8. 4% L MEAICE RS ONE M1,

R, cephem Febid # 0 B HEMt BRFF 1 (3R ER (2388
ERBIGEMRAEN DR WNRE B0, FH &FE
U oxacephem & CH#&XABE L TW3S LMOX (1
Probenecid ¢ffBsD t % 8i3 103.0+£8.6 3T, Bigh
B 103.8+8.2 9 & HE 75 ¢, Probenecid O 2
RIS, Bkt iIARERENETHEY, LAL,
6315—S i3 Probenecid 0§ i ¥ K¥ 14 87. 2+
12.0 ) S ARIBUHBED 56. 32 7. T DIcH L CHEICHE
BT5C 05, LMOX LR bﬁiﬁnﬁﬁaz bMs
LT3 tEZ N3,

WGEREEE 1C 51 2 AK| 0 M MEEHERS 13 R HAE St
fﬂmum\ BVMPRENEEMEERL 2, 18
Eﬂ%éazm#zﬁﬁfu ek 13 1044, 7
1573.4 YL BMEEE R EOH 20 SEVWER EE D,
BICMBBTEE Tt hald 11.6+7.8 & REBRAD
tha 11.0+3.6 ¥ & RIZHELOBAER L,

—RiER O IC 5 X ARTF, HEHODTF
R BOEAR, S4T7 51 Y-kl MsERKET
Wom#k’s & TH 2N, 6315-S 05 FRIL518, &
BHARIZ 28.5% TH 2 = & B SAR OB LRI

EVWAL B,

WA c 6 1) 5 63158 o 8 by MR P Bttt R
i3, Cer A0 80 ml/min. LI TiciE B & B0%LLTFICRD,
BOSMARETIIED SN,

Dby, WuerbmmurE T3 A o [ o2 ME A GE
RTA3C&Ms, ZHECAOCOBEIRST AMICI
Wi CTRERS L UREAMUEELER LY
(17 /92N

3. ESARRLM

6315-S B OHMARESHICHERL, AR5
B, POEY2H, Y LIAORREZ .

POHEHD 2 HI3, BHEWRLD/H CAPD #iTed
i S.epidermidis ic X HMMA X REL, XK %18
lg, 8 HMIGER L TEREIZMELIH, EERERN
TR BER LA >/ 1 B &, BERMEBMD DB
BMEZHERLAMNREEORBBRET, RIEXL
b K. pneumoniae ¥ & U P. aeruginosa W3
H10°/ml DILEMBL, ¥ 181 g, TEMBESICK
0y K. pneumoniae Dil% L EHREROK B LD
», P.aeruginosa *RELLEMTH 1,

D | Bl ICRRBRBDOM 2% 0- % LI EH
T, A#|1B2g, TEHMEALLY, ERERKELT
REFRRBE LU 700 ZEFIIBENOERETL
SRENBEL, HORER S EDDOVHWY 2 MIEER T
Hote

iE, BERBLUERREBRMORRIL | HLER
Ahism-t,

UEEY, 75 LBHRE~ORENEZREBLENS,
75 LIBHRRE I L TE D cephem it H
ERIFS L RENU LOMBN%2E T 245413, 54,
75 LREBRBRREDALN ST FURBBRE b
BEhTOBHHS, KOICKHFTEAREREVL 2,

x [

1) GOTO, S. ; M. OGAWA, S. MIYAZAK]I, Y.
KANEKO & S. KUWAHARA : 6315-S, A
Novel Oxacephem for Parenteral : Bacte-
riological In Vitro and In Vivo Study.
24th Interscirnce Conference on Antimi-
crobial Agents and Chemotherapy Octo-
ber 8 ~10, 1984

2) kMR R WK W BEEAR ABREX %
Fih, UBERA, HREE, JbheEk, MtiEH,
=ZHERX, ER IE: Cefmenoxime (SCE -
1365) I AT BEEKRMHR. Chemotherapy
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28 (S—1) :856~366, 1880 360~383, 1980

3) LH W, 0EXER KW W WEXEM X 4) LE % MEBREM REXEK, KN W x
AHA, & 4, LBERA, FNEE, LEK BHA, & Fd, LBERX, HNEE Ity
%, MM I : Cefoperazon (T-1551) ichA %, B IE:6050-8 ich AT B MENHA,
¥ S EEKYTFE, Chemotherapy 28 (8—-8) : Chemotherapy 28 (8—7) : 370~385, 1080

CLINICAL INVESTIGATION OF 6315-S (FLOMOXEF)

TosHio Hoso, ATsusHl SAITO, JINGORO SHIMADA
Kova SHiBA, TakeHisa YamaJi, Masanosu Kauar
Kumiko NAGuMo and TADASHI MIYAHARA
Second Medical Department, Tokyo Jikei—kai Medical College

Y asusii Uepa
Tokyo Jikei—kai Medical College

A new type of oxacephem for injection, 6315—S (flomoxef) was studied, yielding the fol-
lowing results.

1) Antibiotic activity

All MIC's were below 3.13xg/ml, as measured by adding a dilution (1 :100) to strains of
S. aureus ; this was superior to cefazolin (CEZ) and cefoperazone (CPZ) by 3 to 4 and to
cefmetazole (CMZ) and latamoxef (LMOX) by 4 to 5 dilution steps. MIC's were below 1.56
ug/ml against P. mirabilis and indole—positive Proteus, as good as or slightly better than
LMOX, and better than CMZ and CPZ by 2 to 3 steps.

2) Absorption and excretion

Four healthy adult volunteers were i.v. injected once each with 6315—S and LMOX (1,000
mg). The former drug showed a serum level of 90.8+19.5zg/ml 5 min after injection and
decreased with a half—life of 56,3%7.7 min in serum (8—phase), decreasing to 0.4+0.1zg/ml
at 6h. By comparison, the LMOX level was 118.8+11.1zg/ml 5 min after injection and then
decreased with a serum half-life of 110.4+14.9 min ( 8—phase). Combination with probenecid
retarded 6315—S decrease in serum and prolonged serum half-life to 87.2+12.0 min. Under
these conditions, urinary excretion was retarded, but recovery 8h after administration was
80.3+7.4% with no significant difference from results using 6315—S alone (80.4+86.5%).

In patients with renal dysfunction, serum levels of 6315—-S were maintained longer as
renal function diminished. In cases with Ccr of 50 ml/min. or less, serum half-life was
twice or more that in healthy adults. The present drug was well hemodialyzed.

3) Clinical results

One to four grams of 6315—S per day were given for 5-18 days to 8 patients with internal
infections. The results were : effective 5, slightly effective 2, and ineffective 1. The dru‘é
removed all isolated pathogenic bacteria ; —— S. epidermidis, E. coli, K. pneumoniae and
E. cloacae — except P. aeruginosa.

No side—effects or abnormal laboratory tests were observed.



