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Fig.1 Antimicrobial activities of 6315-8 on Fig.3 Plasma levels of 6315-8 (1g IV vs
20 blood isolates of CEZ resistant IVD) younger volunteers (n=4)
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Fig.5 Plasma levels of 6315-S in aged
. patients (1g IV)
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Fig.8 Simulated plasma levels of 6315-8

(1gIVD) in Younger volunteers (n=4)
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Table 1 Clinical response to 6315—S
Case Diagnosis Bacteriology Dosage Effect Adverse
g X time x day ettect
E, coli
1)U.U. 71 M Sepsis, UTI 0.5~ 1g x2x13| Good (=)
(MIC < 0.1ug/mi) v
2)S.T.68-M Sepsis S. aureus 1.0 x 3 x 11 | pxcellent (=)
(Lung ca.) ivd
Cholangitis
3)M. 1.69-F (Choledocholithiasis) Unknown 0.5 x 2 x 6 | Excellent (=)
oledocholl h\'
Cholecystitis
4)K.1.84 F (Gallstone) Unknown 0.5 x 2 x 8 | Excellent (-)
stone, v
Cholangitis sepsis E. coli
5)S.5.85'M (ca. of Papilla Vateri) . . 1.0 x 2 x 7 | Excellent (-)
(common bile duct stone) B. fraglis ivd
6) 75-F Pneumonia Unk 10 x 2 x 9 | Good )
M. K . nknown 0 x 2 x 00 —
(RA) v
. Bhemolytic
7)G.S.86 M Erysipelas strepococcus 1.0 x 2 x 15 | Excellent (-)
A’ group) ivd

3#8/& 1 ThH5 (Table 1), 6315-S i3 1 E& 0.5 ¢
~ 1 g one—shot #ix (EFI1, 3, 4, 6), 1g 1~
QEERSBBIE(ER 2, 5, 7). 0FET1H2E (F
Meoa 1 B3ED 5L, HEELERERER 1
DRMES E. coli, FEH 2 DIMIEN S. aureus, FEH
5 DERE % « BUAEA E. coli & Bacteroides fragilis,
SER) T DFBOAB BIERETH - 1o

EM1 U U TI®& BK BMS9E2AH 17 B
RCREABE BRL28500%2H 1TH~3H5H% ¢

BEL, WREELLN, DROLWK, 7 BUGHR
#, CRP2 + X 0B DIk b EXAREBEDTH 10
3A 22 AL & bz 39°CIc RN, EMLE Ra¥
IR LT\ o EIMEREK 8200, IR & MAKREM
fTL, 6315-S0.5 g 1 H 2 [@® one shot B A
Lo REMBN S i3 E. coli KRS hito 63158
LEOBRECRF EEHICRE L, Rk bRELT
1o, BE5EHEPHICB.4ACORMEALDTE &5
126315-S 1 H2 g 6 AfDBMIEE%EH L -1o ©
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Fig. 10 case 2 S. T.

68 y. o. M.

Small cell carcinoma of the lung. S.aureus bacteria
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DRBT—BYE TRMFFIC LR, BRER IS RIER
2B LTHY, RMOFRBARBEOF EERIN,
6315-SEEE L EbshhedbEAON, B
HEHE LT

EM2 S.T.68% HP: BMS9ESA 208X
bR/ E % L ACNU 100mg, CY 980 mg,
MTX 70 mg $#5, D& AMmBRE DI EEBRTIRIC
Ma-rciohBEAao) —wEEITLTCW, 9A 108
0CIcRM, MEERTS. aureus i, SMEKEK
300, MEAHF—-FAEKEL, 12HLD 6316-S 1 g
1H3EARBELBE X O RMERSFHT, 28K
KIREMELD, ERLSEBEW- DT 11 BETHE
5%t L, F¥HEHELL (Fig. 10),

EFM3 M. L 69sk et CfiEM4 K. I 84
THIVWTNOERICA LBERRET, 0.5 1
H2E 6~ 8 HOHRSTELMCREM, BERFOERH
HEL, FHEHEL,

ER5 S.S. 85k B SEMNEENSOER
+ZBW A% 5 oA, 4 BRTED 1 BH X< 40°C
ORMOEE, HELMHE L TAR LM% TE.
coli & B. fragilis "R ni-H%, 6315-S1g1H
2EIDEMMETS HECFEMIELBELBHRL .
APz = oAR iR Lctt, FREREH2IEBA
MWL RETH- LS Oh, COHERED LIC/LR

MEAEE R AERIL L TW P TH - 72, 6316-S ORI
EWEHE LT,

EM6 M. K. 58 THIETHHOIEFIMAE
TlglH2EIDHRETHENTH 70

EHMT G.S.868 BHIETHOFETIL4C
DRBYH -1, 1 g1 H2EIDHABBET 4 BKIC
SEMED, AMBICIRETRORSE - Ml bHKL
EHEHIEL 1,
LPEWERZED SN -1, EHNMEOERRE
i, KE#HESE Table 2, 3SR LA, R S5 TR
EA%IC APTT 2 ¥BICER LTVWAA, ThidAH
D DIC I LTDOANY v ORETH - T, 6315-S
LIBPARE EA SN B, AP DOFKMIRDORKD (442 F—~
323 F) i< bE#kIC DIC HA—HRAEHEMLE TV &
EZLONRYTHAHH, F1EH2 THEA 1ABEBI
GPT#23h 559 IcERLTWVAS, fk2HBICE
39 IEL TV,

m * 3
CEZ &t S. aureus” 3 EFERXH STV 2
D—2T, BL D7 x LERZABEIENITH S, B
ANSRRFIHFAL2) 0 )4V UBBNTVS
A, HB5&RA1E100mg THVWIMTPREEZB SNV
MeiNHB,20CEZ I 2100 pg/ml OFERED S.



654 CHEMOTHERAPY MAY 1987

Table 2 Laboratory data of 6315-8

RBC WBC eosin, BUN Cr GoT GPT ALP U-prot.
x10Y/mm?| x10%/mm? % mg/dl mg/dl w v 16}

Caso b 2 b ) b [ b ) b . b [ b [ b [ b .
1) UU.71-M | 389 | 389 8.2 6.4 0 2 16 17 11 11| 17 12 12 9| 40 34 + | -
2) S.T.68-M | 345 | 307 0.1 1.8 8 0 108 9.1/ 08| 08| 25 | 24 | 23 | 32 95 73] + | ~
3) M.1.69'F [321 |311 9.3 32 0 5| 25| 24 | 0.8 | 0.8 |183 | S0 | 145 | S8 [369 |318 -~ |ND
4) K,1,84-F | 398 | 386 10.1 4.5 0 2|35 |ND| 14 3 3|4 41 | 57 | 64 % |ND

5) $.5.85'M | 442 | 323 14.8 3.9 0 26 7 1.2 167 17 | 154 | 16 |296 [130 %
6) MK, 75 F | 289 | 269 5.4 4.3 1 25 8 8| 04| 05] 17 12 2 S22 26 £ I
7) G.5.86-M |33 395 ] 78] 43| 1| 1[4 20|08 )09 24 21|13 21}32 3] t|-

Table 3 Coagulation test

Platelete

Platelete Prothrombin
aggregability time

APTT

15~3sx10‘/mn?(co‘}ﬁ;;,6,°2%7) 12,0~13.6sec | 29.8~38.8sec

Case bef. aft. bef. aft. bef. aft. bef. aft,
1)Y.Y.71-M 16.2 21.5 75 75 12.8 12,7 53.2 50.2
2)S.T.68'M 2.4 0 - - 11.5 | 12.1 | 309 | 25.9
3)M. 1.69-F ND 22.3 ND ND ND ND ND ND
4) K.1.84-F 11.3 43.9 ND 70 11.8 12.0 36.4 | 36.9

(7th day)
5) S.S.85-H 25.0 29.0 - - 14 14.6 38.6 754
6)M.K. 75-F 19.8 | 19.7 | ND ND 138 | ND 39.0 | ND
7)G.s.86'M | 153 | 385 | ND | 79 131 | ND | 359 | ND
(7th day)

aureus DXL EOFIcH L, 6316-S i3 6.3~12.5
ug/ml DREBRTCRELMBILLTED, 2FV Y-
7 2 LD S aureus BBED ML DERIZM
BTELLEEAONB B ET 2 LD LEAEN,
AFY v et7 LS aureus IR, —RD
S. aureus I bRENINFOREEAL B L, 6315-S ¢
S, aureus ICHHWREIERERT L, AH OB
Yor#EELONE, BERNPOEM2E S
aureus MMER T, BEOEEEOBRIKRDE VS
ARBEETICOLIID ST 6315-S HK¥EWDERLA
A, BEROBTHLAROBYUERIEL P LEELTE
Vo RBNBRRONSD BROEHE TRALTVS
PEIFEEORIETE L TVADT, SRBRRR
DR TOEIEBRRIEICHT 2 6316-S DEKRRIZR
T s b0 Bbhs,

6315—S (2 C. difficile % 6.3~12.5 ug/ml DBRE T

TR RE LML L oA, A#iHS 2IEEHICBTL,
L2 b B-lactamase icEH TEETH A/, ERK
& > TREFEDIc—ERELL EOXRMSERET 50RkH
Keb, ZhhC difficile BAREICEHSLET LN
kb 25T, BEH FOBRRTOEHKNEORR
(3= 2Y AN

6315-S DEEETCORAMELREXADOTLL
Mt BE, BHED TI1/23EEEICEVWTRERA
O 2BIREELTWAN, Chi3SHtREoE7 =
LItk BT 2HETH->T, MFREHISHIEEF
ZTd1 g 1 B2E08ESVUSARMELERELS
LEZ OIS, MERAORS, 1 g 6 HMkoM
B2 0.7~0.3 ug/ml TH Y, 6315-S OHEND
543 L EROBRTIR] g | B 2 EHEETHEADE
HMHTX 53 FTHD, compromised host DEE
RBHEIC | B 3EOHESAIF LW EEL NS,
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b4 [ 2) GOTO, S. ; M. OGAWA, 8. MIYAZAKI, Y.
1) BA% T8EF, HPEAF, LRCTF &4 KANEKO & S. KUWAHARA : 6315-8 a novel
AxE, Bl # BOREE MURF: 7= oxacephem for parenteral : bacteriological
LAR2ESUSHIRERE T FORMOSMIRE & I in vitro and in vivo study. 24th ICAAC,
FMAIcx 9 5 B, Chemotherapy 81 : 835 Abst. 201 ; Oct. 8 ~10, 1984 (Washington)
~841, 1983

ANTIMICROBIAL ACTIVITIES, PHRMACOKINETICS
AND CLINICAL EVALUATION OF 6315-S (FLOMOXEF)

Kaoru SHiMADA, TakasHI INAMATSU, Kyoko UravaMma,
SuiNnicHI OkA, Keiko ApacHi and Hitoko Kamiio
Tokyo Metropolitan Geriatric Hospital

Antimicrobial activity of 6315—S (Flomoxef) against 61 strains of C. difficile and 20 blood
isolates of CEZ-resistant (MIC>100ug/ml) S. aureus, was determined. MIC’s of 6315-S on
C. difficile ranged from 3.1—-25ug/ml, with MIC,;, of 12.5ug/ml. Against CEZ-resistant S.
aureus, 4 strains were inhibited at 6.25ug/ml, 7 strains at 12.5ug/ml, and 2 each at 25,
50, 100 zg/ml, respectively while 3 strains had MIC’s of >100ug/ml. Serum concentration
and urinary excretion of 6315—S, were examined on 4 normal adult volunteers and 4 elderly
following single i.v. injection of 1 g of the drug. T1/28 was 42 min. with adult volunteers
and 84 min. with the elderly. Eighty to ninety percent of the drug was excreted in urine
within 6h. after injection.

Clinical evaluation was performed on 2 patients with septicemia, 3 with biliary tract in-
fection, 1 with erysipelas and 1 with pneumonia. Clinical response was excellent in 5 pa-
tients and good in 2. No adverse reactions or abnormal laboratory findings (except slight
elevation of GPT) were observed.



