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Fig. 2 Distribution and cumulative curve of MICs of 6315~S
and other cephems-against 20 strains of clinically
isolated Staphylococcus aureus

%
100

80

cumulative percent of
strains inhibited

-

o

e

ug/el

MI i §
Drugs O l<or oz 039 078 156 818 625 126 25 50 100 200 >200

6815-8 2 2 14 2

LMOX 2 16 2
czX 1 1 7 8 6 1 1
CMZ2 1 12 5 2

C E 2 4 4 1 7 4

Fig.3 Difference between MICs and MBCs of 6315-S
and other cephems against 20 strains of clinically
isolated Staphylococcus aureus
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Fig.4 Distribution and cumulative curve of MICs of 6315-8
and other cephems against 20 strains of clinically
isolated Staphylococcus epidermidis
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Fig.5 Difference between MICs and MBCs of 6315-S
and other cephems against 20 strains of clinically
isolated Staphylococcus epidermidis
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Fig.6 Distribution and cumulative curve of

MICs of 6315—S and other S -—lactams

against 25 strains of clinically

Fig.7 Distribution and cumulative curve of

MICs

of 6315-S and other B-lactams

against 8 strains of clinically

isolated Steptococcus pneumoniae isolated Streptococcus pyogenes
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Fig.8 Distribution and cumulative curve of MICs of 6315-S

and other B —lactams against 65 strains of clinically
isolated Haemophilus influenzae
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Fig. 8 Distribution and cumulative curve of MICs of 6315-8
and other cephems against 20 strains of clinically
isolated Escherichia coli
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Fig.10 Difference between MICs and MBCs of 6315—S

and other cephems against 20 strains of clinically
isolated Escherichia coli
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Fig.11 Distribution and cumulative curve of MICs of 6315-S
and other cephems against 20 strains of chmcally

isolated Klebsiella pneumoniae
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Fig.18 Distribution and cumulative curve of MICs of 6315~-8

and other cephems against 20 strains of clinically

isolated Enterobacter cloacae
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Fig.14 Difference between MICs and MBCs of 6315-S

and other cephems against 20 strains of clinically

isolated Enterobacter cloacae
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Fig.15 Distribution and cumulative curve MICs of 6315-S
and other cephems against 20 strains of clinically
isolated Serratia marcescens
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Fig.16 Difference between MICs and MBCs of 6315-S
and other cephems against 20 strains of clinically
isolated Serratia marcescens
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Fig.17 Distribution and cumulative curve of MICs of 63158
and other cephems against 20 strains of clinically
isolated Pseudomonas aeruginosa
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1293.3% Ch -7, BHRDBONIEN-- 1 HIZ E.
faecalis TH A, {ERHLBBIcEVWTH E. faeca-
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Table | Thefrapeutic effects of 6315~S on respiratory tract infection
Age Body Diagnosis Administration of 8818-81 g, .\, ol0gical Clinical responses e[ gg,
N Sex | welght
(yrs) 0g) |(underlying disease) | route ::i'l.y d'(’;:;:‘:)" response '(‘{;)' (El:,] CRP (w:x offect | of foct
H, influencas th 877 81| 1 +|5700 aort
1| a8 | ¢ | sg | Acute pneumonia | e 14 A bLb | 4|4 ] Goea |
(~) 86.8 7] — |8000)
Acut | 40.0] 88 & +|4200
g 28 | M| sap| "0 PRUNMONML g 0 f1gxg s N.D.* bl 4| 4| § | Goes | aPT?
86.2| 29 |N.D?| 7800
S. aurens. 8. pyogenes| 88.0| 87 6 +[9000
8| 64 | m| po |Acuto pusumonin) gy lopexs| 8 : bl b 4] 4| gosd | (=
normal flow 36.4] 881 +}8800
K. prewmonias 38.6] 80|38 +|6300
o] 87 | B[ g8 [Acute pooumenin | gy igxz| 14 ] Ll b b ] 1] ceed| (-
N.D.* 86.9] 45| 1 4 |8400
" S. awmoniae 38.2| B7( 2 +]10100
5| 80 [ M| go | Acute preumaninl gy | igxz | g6 Vsl i ] ] Geed | (-
E. fascais M 86.7) 28] 1 +]7900
S. mewnoniae W 368 70| 8 + 14300
6 o1 [ar| 7y |Aeute prowmonint g i fagxz | 14 ! Ll 8| 4] 1| Goed | grrt
(=) 866/ 10| — |6100
. H, influenzae 86.6) 29 |3 + 580
7| oas [ a| 7y | Acuse preumonin] 4 i ltexz| 12 | bl e 1] 1] Geos | (-
m (-) se6| 10| — |s100
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8] 48 | P| 76 '(‘a"‘:;ﬁ:':‘;"‘_‘i':'i‘_‘) d. i. [1gx3 4 i Ll s 4| 4] Peer| (=)
E. faecalis # 89.2| 109 | 5 4 | 7500
Acute pneumonia Tgx2 H. influencae 88.0] 846 +|810
9| 89 | B | 85 | (uie Predmon®| 4 ie | 1gxs S. preanoniae # 1 p | L 4l ] Geed | (—)
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Acnte pneumonis normal flora 86.2] 1411 +15100
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1| es | M| 50 ’:8':‘ :1"’:“':'::‘; a.i. |2gx2| 14 Vi b ] 4] Gesd | (=
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Heart failure (=) 368 30| + |8400
. flora 87.0) 97| 8 + 1106500
Acute pneumonia mrmnl'
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S. liquefaciens + | 37.0] 60| 4 4 | 9800,
L . S. cpidermidis 38.9| 48 14400(
Aspiration pneumonia
14| 74 | M| 68 (Esophag. cancer) d. i 1gx2 6 } i | [N.DY | | Poor (=)
N.D.* 37.8] 44 11700
3 E. faecalis 38.2| 5915 +|14400|
Acute pneumonis
15) 75 | M| 50 (Lung cancer, DM) d- i lex3 8 ! | 4 d 4 Poer.| .()
N. D.* 87.83] 80 |N.D4 8400
H. influenzae 37.8| 57|38 +|9800 _
6 80 | P |3z | (e SRestt | ¢ | ez | s [ P N I I e IR
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Table 2 Summary of clinical effects of 6315-S

Excellent | Good | Fair | Poor E:vc.eli:‘{::m Total
Pneumonia ( vlvyi::goucl:is::‘::r ) 6 2 8
Pneumonia ( v(:ii:le\n::‘lderiying ) 1 4 4 9
Lung abscess | 1 2
Secondury infection with 1 1 2
bronchiectasis
Total 2 11 1 5 2 21

Efficacy rate ; 68.4%

Table 3 Bacteriological effect of 6315—S

Eliminated Unchanged Unknown Totul

S. avreus 1 (D= 1 2
S. epidermidis 1 1
S. preumoniae 4 (H* 4
S. pyogenes 1 (O* !
E. faecalis 1 | 2
H. influenzae 8 @* 8
K. pneumoniae 1 1

Totul i1 6* 1 4 19

Bacteriological effect i 14/15X 100 =93.3 %

()% ceeeen colonization

LR OREXIGRIEN H D, BrrBi 0ELT
Weo BINSOFE 4 AR oW, BE, HMMHsHEL,
EE%#$22 LT Cefroxadine 25 A AR ELYE
Wieh 6 A 1 BERHCABEL 7o ABRE, MEBLRER
THRLHRBRIE VA, STHE CRY O
boh, BENS H. influenzae 23REL 720 KHID
1E1g, | B2EOFEICLDEIRHERL, BERER,
FROUBLBONTEYEHEL 7,

4. BIEH
AR5 IS BER B X CERBERRICS X 5%
FiiOoWTRI L1, Table 4 iciZEERBREREDH
BERUAN, BRcL D EREOEENELEDT,
AHOBRE5ERT 2L EZ o3 REBICOWVWTIRE

hAEATHATRL .
AFpgEan 2l fo>5 1 GEFNo.21) i
BLWTRENRR O, CORTIREAD1MELE, 2
EBIH (F2H0E0#) oft5k, FiMBH L O KRS
CIRHMADRENER L cvFR OS2k L
LA, RERIFRICIZIZIZNBLE, AFIEEICEER
TEERTHATRBNBHATAZVWLDEEI SN
B, hDEFICT VL F—FERPHILBERIED OO
Binotee BB, RISBRABICKEARIGEYED | fIH
Zvoht,

FRERBERFTN 56 (GOT & GPT D LR 2
#l, GPT LR 3#) @b ohii, WThbBET
b0, AHOBEATRICBERLICEIN -1, Thd
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Fig.18 Case No.3 64y.0., Male, 50kg, Acute pneumonia

1984 June 12 18 20
| 68185~—-8 0.6 gx2/ Day ]
89
Body
temperature 88 1
(C)
87
86 4
Ohest X-P BG
S. aureus S. epidermidis
Organiem S. pvogenses Serratia
B8 R (m/R) 57 38
CRP 5+ 1+
WBC ( /v 9000 8800

Fig.19 Case No.5 80y.o., Male, 80kg Acute pneumonia

Aug.
1985 July 17 20 25 80 1 5 10 15
—r—r T T T T T T T T T T T T T T T T T T T
89 4
6815-8 1g X 2 /Day

Body

temperature 38 1
o A
LA

- §§ BB IR

Sputum
Chest pain

Organism K. pneumoniae (#) E. faecalis ()
B8R (m/h) 86 48 28

CRP 2+ 1+ 1+

WBC ( /) 9900 99800 7900
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Fig.20 Case No. 12 75y.0., Female, 48kg, Acute pneumonia,
Bronchiectasis, Chr. bronchitis, Heart failure

1984 June

12 18 20 25
—— Y T Y T T Y T T T T
L 6815 -8 1g x 8/ Day \I
89
Body
temperature 88
)
) y o' \/ WAASNNCAS~ V-
Cheat X-P EQ E
Cyanoais "
Dyspnea
Organism H. influenzae (#t) H. influenzae (+) (=)
B8R (m/h) 29 42 80
CRP 5+ 2+ +
WBC ( /af) 11000 5100 3400

DREEICHOVWTRAMBEICKERT 3 bDTH 3015kl
NEIONS, ThUAICRERREEREORBIE
Hohish -7,

o % ®
AEDL -5 7 5 ARRENBEOMRIFKIC LT 2 L
FREMR SV TEEZ LS, 1T0ERICERKED
FELIhTWilis D5 LREEHICHT 2HEE
HATERN (L S hisWbW 5 B =R DIEHIAHS 1080 4F
RODICERILEhZIKE S, CHODOEFMIZA V7
hx  HEPHE 4 ORNEEICH T 2B/ M NE
(MIC) #¢0.1 ug/ml 55V ENUFOL XL TH
Nh>RENICERAL, LrblADB -5 <2—
YEMLTBHTEELE B e, EHRIICRHIEE
BoTOWAREHEREREDIREA L2 ZIZRRT EMIC
Bbht., UL, chonEHNEA{LENL 1080
FROFD S OWRICHWTY 5 LBKHE, KicT
FOBRBMOARMMENEMT 2, EVSREMB LN,
COZLRIFESORBICEVWTHRIBTH -7 ",
L b#t®o Methicillin #RFkE+2MHEE7 Ko
MRDOEARR= 1) % CEZ #MHéT2€T A

FEAK L THROVEELET VDY EAF Y -
7 x LRERET KoM (MRSA &5\ CRSA)
DHAMOBWEHIHHRE LDITK 1Y, Zhid, Wb
WAEEZHROERMNS 5 LEERE, &7 Ko
MLTHE— B_HROXS LD SREEENETLT
WBEHBICHASShARRTHD, RPEICHT B4
PRENOMROEBLE, X521, BROBICHITE
{LEMEDH DML KELREEBOTHOTH B,
LEAB, COLSIRBRICHLT, XFAMROANS
2, BBRTHS7 5 LNRICH L TOEALHERE
HEHL, B, ChETIBRINAY S LRHER
KN AR LTHBESZ SHETHT 2 XFNHERE
hB3IKE-7, 6315-S BEDORVOERD—>T
b0, REBREHSKALAFY €7 2 LRIAEYR
TH5 LMOX 0BRTH5 75 LR IcHT 54
HESEZ X CEERBI B~ X¥THE LT
A3,

& HD invitro LLEAICBT ZRITICEWT D,
BicRE T FOREICNT 2 F3FORBEH RN ER O
G TCROLBO TV, Lhd, MRSA 3L CHE*RD
B—357 5 LEEFOFTCRAEFBEUENR OB FEich
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Table 4 Laboratory findings before and after administration of 6315-S

Ag Body | Administration RBC Hb | WBC |Eosino-|Platelet
No. Sex welght phil GOT | GPT|AL-P|BUN|s.Cs
Kyre) (kg) |datly [duration|Total|(x10¢ /nef) | (g /d1)|( /0aP)| (%) 0<104/na”)
dose | (days) | dose
848 11.0 | 8700 2 208 19| 18| 118} 17.1] 0.6
1]es| | 88 | 1gxe| 14 28 | | l | 1 R
846 10.9 | 8000 6 148 149] 12.7| 06
517 14.9 | 4200 0 288 | 44 | 30 | 119 104| 10
2 |28 | M| 888] 1gx2 8 14 | | | 1 1 Lo
ar7 18.8 | 7800 2 B4.4 40 140( 17.7[N.D.*
862 11.4 | 9000 ? zzl.s Ill l‘o 114 11,5 0.4
8 (64| M| 50 |o5gxe 8 7.6 1 1 I 1
¢ 374 1.6 | 3800 2 283 | 38| 21 | 189 138|N.D*
809 9.1 | 6300 0 882 | 26 | 17| 98 91|07
a|er | F| 68 | 1gx2| 14 27 | 1 I 1 | [ o
828 10.1 | 8400 1 22.0 17| 4| 248] 90{ 07
463 14.1 [ 10100 0 48.6 | 81 (116 | 1248 210 0.8
5|8 | M| 60 | 1gx2| 26 52 1 | ] 1 1 Ll s
519 16.8 | 7900 0 4156 | 89 [ 60 [ 198] 29.5( 10
448 14.2 | 14800 0 30.4 20 | 19 | 161] 11.6| 08
6|61 | M| 71 | 2g%2| 14 56 | 1 1 1 1 i R
481 14.9 | 6100 25 246 | 28 170| 95| 08
547 17,0 | 5800 0.5 288 | 25 | 49 | 305 100 0.8
7|48 | M| 71 | 1gx2| 12 24 | | 1 1 1 1| RN
519 15.8 | 5100 4 198 | 41 | 77 | 210] 130] 08
828 9.6 | 6300 1 257 | 82 | 61 | 462] 188 1.7
8|48 | F| 76 | 1gx8 4 9 1 1 1 1 1 1|1 Lo
828 9.6 | 7500 0 387 | 84 | 81 | 388] 281 14
lex2 388 128 | 8100 1 199 | 25 | 18 [ 185] 30.8] 12
9 |89 | F| a5 | 1ex8 87 1 1 1 1 | L] 1o
1gx2 871 12.2 | 7800 25 398 | 21| 14 | 166 35.0] 0.9
449 14.4 | 5100 4 174 12| 1| 92| 106f 07
0|68 | F| 66 | 1gx2| 14 28 1 | l 1 1 1| RN
440 18.8 | 6900 3 217 16 | 15 | 18| 21.3| 09
461 18.4 | 9200 | 118 317 | 22 | 24 | 132] 286 08
n|es | M| s0 | 2gx2| 14 56 1 1 1 | 1 (R 1ol
489 14.8 | 8400 25 30.8 17 | 24 | 187] 19.4] 07
438 18.4 | 11000 025! 11.5 | 21 | 11 | 162] 286 0.9
12|75 | F| 48 | 1gx2[ 15 29 1 1 1 1 1 1| N
406 12,8 | 8400 2 286 | 24| 15| 11s| 84 08
476 18.1 | 10500 175 851 104 | 90 | 785]| 17.2; 09
1868 | M| 55 | 1gx2 7 14 1 | ] | | 1| R
4T 12.2 | 9800 1.5 329 | 88 | 48 | 497| 180| 07
369 11.8 [ 14400 | 16 816 18| 9 i 282, 94|07
|74 M| 68 | 1gx2 6 12 1 | ) | i L Lo
896 1.9 {1700 | 18 27.1 18 | 18 | 227 148| 08
826 10.6 | 14400 4 7.0 18 | 18 | 223 47.3] 14
575 | M| 50 | 1gx8 8 24 1 1 I i 1 1| [
388 12.4 | 8400 1 102 | 20 | 15 | 105| 288] 11
421 14.0 | 9800 0.5 82.7 1| 6| 142] 10| 0.6
6|80 | F| 32 | 1gx2| 18 36 | | 1 1 1 1| B
381 13.5 | 5600 28 228 | 28 | 15 | 114 11.6) 06
389 9.9 | 6300 2 40.1 28 | 36 | 810( 17.5/ 0.6
17|65 | M| 50 | 1gx2 6 1" | 1 1 1 1 |t R
368 10.5 | 8800 1 89.2 | 20 | 84 | 384] 10.8| 06
551 16.2 | 11100 0.5 25.8 18 | 10 [ 178] 13.0] 1.0
18|45 | M| 61 | 1gx2| 18 85 1 | I | 1 R
568 158 | 5100 5.0 17.0 @ é 149 15.0| 09
489 149 | 8400 0 2.7 19 | 16 | 288| 20.9| L1
19(68 | M| 63 | 1gx2 9 18 | | 1 | | | | 1| 4 q
452 18.9 | 7800 6 82.0 16 | 16 | 271 17.8] 10
511 15.9 | 6000 5 22.2 16 | 14 | 130| 9.6 08
2 ({32 | M 64 1gx2 " 21 Il I 1 1 [} 1 1 ]
505 15.2 | 5300 6 e | 28 @ 145 9.0f 0.9
870 1.1 | 10600 2 84.6 14| 17 | 175 9.4| 08
21 (84| F| 68 | 1gx2 2 2 1 1 1 RN
ND* | ND* [ND* | ND* | ND® |N.D*[N.D*|N.DYNDSN.D*
® N.D. -ooeoveee not determined

O -------- abnormal value probably related to 6816—S
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IN VITRO ANTIMICROBIAL ACTIVITY OF 6315-8 (FLOMOXEF)
AND ITS THERAPEUTIC EFFICACY
IN LOWER RESPIRATORY INFECTIONS

AKIRA WATANABE, KOHTARO OHizUMI, MASAKO SABAKI
SencHr AoNuma, Kikuo OHNuMA, REiko ONoO
Noriko OHTANI and KivosHi KoNNO
Department of Internal Medicine,

Research Institute for Chest Diseases and Cancer,
Tohoku University

YusHi Nakai
Department of Respiratory Diseases,
Tohoku Kosei—Nenkin Hospital

In vitro antimicrobial activity of 6315—S (flomoxef), a new oxacephem for parenteral use,
was examined by a broth dilution method using the Dynatech MIC 2000 system, and its
therapeutic effects in lower respiratory infections were evaluated.

The minimum inhibitory concentrations (MIC’'s) and minimum bactericidal concentra-
tions (MBC’s) of 6315-S, latamoxef (LMOX=moxalactam), ceftizoxime (CZX), cefmenoxime
(CMX), cefmetazole (CMZ), cefazolin (CEZ) and ampicillin (ABPC) against the following
239 clinical isolates were determined : 20 strains each of S aureus, S. epidermidis, E. coli,
K. pneumoniae, E. cloacae, S. marcescens and P. aeruginosa, 25 strains of S. pneumoniae,
9 strains of S. pyogenes and 65 strains of H. influenzae.

From the determination of MIC’s and MBC’s, it was found that 6315-S was more active
against S. aureus than any other antibiotic, and as active as ABPC against H. influenzae.
6315—S was somewhat less active against S. epidermidis and streptococci than CEZ and
ABPC, respectively.

Compared with LMOX, 6315-S was more active against E. coli and K. pneumoniae, but
less so against E. cloacae and S. marcescens. 6315—S was also less. active against P.
aeruginosa with MIC’s above 200 z g/ml against all the strains tested. MBC values of
6315—S against a wide variety of pathogens were found to be very close to MIC’s.

A daily dose of 1g to 4 of 6315—S was given by drip infusion to 21 patients : 17 with
pneumonia and 2 each with lung abscess and infection in association with bronchiectasis.
Clinical effects were excellent in 2 patients, good in 11, fair in 1 and poor in 5. One pa-
tient with Mycoplasma pneumoniae infection and one who received 6315—S only twice be-
cause of adverse side effects were excluded from clinical evaluation.

Nineteen strains were identified as causative organisms. However, in 4 strains, further
bacteriological data were not available for evaluation. Fourteen of the remaining 15 strains
were eradicated by 6315—S ; only one strain persisted.

Drug exanthema was observed in one patient, and elevation in SGOT and SGPT values
was observed in five. These adverse reactions disappeared after completion of the therapy.

From the above results, we conclude that 6315~S is a most useful antibiotic for the treat-
ment of lower respiratory infections.



