VvOL. 35 S—1

CHEMOTHERAPY

6315-S (Flomoxef)DIinh « MEARBIT
BHXU RTI o3 3 R R

R
Wb ST SR L HRBRIE R K

A¥HtL 72 D—2TH356315-S (Flomoxefl ) O MARIAE L & CBEKR LDOXY) - T2 -
BREERN L,

6315-S 21 g, OXMTAMMELAL Z0MP Y -7 @i 41.86ug/ml, X5 0M%E
BEOY—-2#i342.1ug/ml THoto BEPRMEIITIPMCLERAL, EDOE— 7 #i30.98
ug/ml Thbh, ERE5ROL—2§120.09ug/m]l TH 7o TOMEEAICIZ0.75g/ml L]
LoREIMIFENI, 6315-S OEEABTRIZ2.5% &85,

17T 8ER D RTI i26315-S 25 L, 2HRIMRAKBTHD, BERHRI I5HIc->WT
®wat L2,

BRI 6 Kkeh 5 Bk L L2 (BRI 83.3% ). Pseudomonas @ | kI RETH Y.
AR5 Mtk - Pseudomonas 2 (kL L BB L =0

BERDRIIFWSH., AP, Y 1ATH->7 (HHE14/15=93.3%),

LZRHR1THICEVWTRE LA, BIfFRRBRLELDLEDIMcLRONLE, -1, BFK
REERAROHAMNIMICR SN, GOT-GPTEELR 24, GPTEELR 1 AITH -1k

6315—S (Flomoxef : FMOX) i3 {5 % X EK B 357
TARIAAFLVERAA+FY €7 x ARRER
", Latamoxef (LMOX) &Rl—DAF 4+ 72 A
BREHT 5 (Fig.1),
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Table | Serum and sputum level of 8315—S after d.i. administration
of 1 g of the drug to the RTI (acute phase)

(18/60 min. 4 )

Age Concentration (ug/ml)
N Sex Diagnosis Sample o hr 0.6 | hr g br s b ¢ br L ohr L 2br 2 eh
45 Chr, Bronchitia Serum 0 204 476 182 7.2 10 446 44 02
1 .
M (old tbe) Sputum 0 0 1.80 1.16 08¢ 087 092 1.50 0
63 Serum 0 56.0 58.2 184 93 18 81.2 - —
2 . Lung flbrosis
F Spntum 0 0 0 0 086 088 1.70 ] 0
69 Serum 0.6 60.0 520 189 10.4 27 58.0 164 0.2
8 . b P B
M Spntum 0 0 0 1.09 0.78 045 080 082 0
48 Serum 0 218 882 9.3 8.6 04 398 28 01
4 . Punevmonia
M Sputum 0 0.68 0 0.87 .18 150 063 0.68 0
42 Serum 0 44.8 14,5 6.8 29 18 872 08 0
5 . Puneumonia
M Sputum 0 488 848 1.80 1.64 058 - 2867 0
Seram 0.1 41.8 414 14.1 8.7 13 421 6.1 0.1
wan
" Sputum 0 098 086 0.98 0.86 076 0.89 099 [ ]
— not dose
2. WY
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Pl EREBOLVWVERMZ 2HOHSHITHE, WT
NORESHMTHD, FEICLZERMEEIOEE
F2EBICEHL I,

2

3. Hi
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Ble hEh 60 P TAHMWE L, —FiFMICRm -

BRBEITIE > oMMz 725 iC plasma icHREL,
—80 CICHEERTFEL 120 BRI RBRADKEE T T
BHEL, Chd-80°CIcHsEREL o

Y 7LD 6316—-S BE 3 Escherichia coli 7437

ZBEMHE L T 5 band culture 2\ T?D bioassay
IKEh e L,
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administration of | g of the drug
to the RTI (acute phase)
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Table 2 Therapeutic effect of 6315—S to RTI

Name Undarlying Duily dose Organism lsolated Clinlasl Side

. IS\-‘: Dingnoaia dlsense dnr.lnllllnn Refors After offect effeat
T. E.

1 oM Pneumonis =) %2 Xr" N P, N. R Excellent ~)
A, S,

H agM Poeumonia =) IX2X14 N, P, N. P Excellent )
M M 2 X2X8

L] Pneumonia ()] N, B, N, P Excellent | GPT1
80M 1 X2X8¢
M. O,

‘4 P Posumonia =) 1x2x11 N P N, F Excellont [ (=)
M O, Pneumonis

6 L X2 X -
82M (obat ructive) URE cances 1 x2x14 NP N F Good =)
Y. T. GOT!?

8 Pneumonia =) 1 X2X14 |[» N. P N. P Good
48M GPT?
T. N,

1 15F Poeumonia (_) 1 X2X14 S. pyogenes (—) Good =)

s S, E Pneumonia L <z x1 N
50M | (obatructive) uag cancer ! ‘4 N. F. . F Good =)
Y. T

9 soM Pneumonia -) 1 X2X14 |H. parainfluenzael ) Good (&)

1 T. A

°l sim Pneumonia ) 1X2X14 S. pyoganes o) Good =)
T. K. Stenosis of 1s

11 Chr. B hiti B. ! - -
Yep r. Bronchitis pulmonary artery 1X2X14 catarrhalis =) Good =)
K. K.

12 . Chr, Bronchitis Lung fibrosis 1 X 2X14 £ coli P. aeruginosa Good =)
N. O.

18 AP Che Bronchitis Cystic lung 1 xX2%X7 P.aeruginosa P. aeruginosa Poor =)

14 oA L b ) 1%x2 N, P, oot

ung abscess - X 2X . P, . F.

68M [ 4 14 N. F. Excellent GPT1

15 G. M. Pneumonia @ <

- 2% .

45M (chblamydia) ! 5 drop out )
M. K,

16 com D P. B, ) 1 X2X14 N, F. P. aeruginosa Good (=)
E. I

17 - The =) 1 X2X14 N. P, N, P, drop out )

AEPHICHITL, BOARELSVERNHD, KRVT
BHRE L% AMIEXL MEEEDIATEH -7,
WHENE — 2 {@L plasma V'— 7 & DL THEN

BirREsobtEM2.5% &85,

B2 M LMOX THT-> - KEABTIIMP Y~ 7 &
66.1pg/ml,BEAL—~ 7 1.00ug/ml THY, B
BEHNHITRIZ 1.65% TdH - 7o 6315-S (& LMOX i
HAMPBEIIPPEVY, [EABTIIPPRVEL
IRRTH-1,

I. RT 1493 6315-S otks
1N =1:0]
RTI 2 63168 25 L, Ty - £2¥% - FHH
HERFT 5,
2. MR
WIho82 X ToORY 11 #I, &tk 6 HIEt 17 o

RTI C, Wiz 116, BEJEBRREODILME 3 H),
Mi{LAREE | B, IRMIKEXR(DPB) 1 BITH D, Mk
BIADBA->TOANINRIBHBUENSRA LI, &
fo, MR FFLIFIZY 5 I T4 THRTH- I/
HINBUBEENSBRA LT,

EWMEKBEETALDIBSFHD, ME2H, ZERIM
BHAREAZE | 4], BHARHMEEE L ), MWD S RIE 1 BITH B,

3. ®E5HE - & -

6315-S 1g % 5 % Glucose 250 ml (=582 L, 604
MTiE2ESARBBELZ. 1THADLIFR2g%2E
8 HMIBSL, VW T1lg 2@ 6 AMRSE L. B5H
iz 58/ 7M. 98M 11 BRES LA bOMN
B1ATF-HD, KA 13413 14 BMEE L.

4. %k (Table 2)
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Table 3 Labolatory findings before and after administration of 6315-8
~ RBC WBO Hb Eo Plstelet EBR ORP agor arrT Al—p BUN Cr
X104 /med) » X10¢/m® 60min
N 409 2600 128 0 26.1 94 + 2 12 1] [ %4 178 1 2
872 4600 1.7 0 80.8 83 - 14 10 12 278 1.6
2 424 8800 188 2 826 117 +8 14 1 [ X} 9.8 1.0
439 8400 18.8 0 88.7 1 - 20 28 5.3 147 1.0
. 400 8400 141 0 206 40 +6 24 26 72 161 1.8
489 4600 148 1 48.6 8 - 21 39 [ 3] 160 1.1
. 811 6800 187 1 821 48 +4 89 11} 179 158 [ X ]
586 7200 14.8 0 429 89 - 20 24 1.0 9.8 0.8
s 424 8400 188 0 2068 78 44 28 11 a8 6.5 2t
360 8400 109 ] 44.0 18 - 28 19 10.8 876 1.8
. 408 5800 128 2 186 20 +8 19 22 6.8 130 os
472 5200 14.6 2 26.2 7 - a0 114 63 126 1.0
7 892 66800 114 1 204 10 + 6 28 16 [ %] 1.1 [ X ]
438 6700 128 1] 528 40 24 12 9.8 141 (X}
s 465 8100 122 3 1.9 118 +8 27 28 [ V] 140 wr
461 8000 122 0 85.4 128 + 8 25 82 [ Y] 1Ll 1.0
° 478 6600 14.1 0 211 30 +6 a2 (1] 100 20.7 Le
441 4900 181 1 206 7 - 36 80 11.4 188 (%4
1 488 6600 14.0 2 224 110 44 50 64 4.7 124 11
476 5600 144 8 804 17 - 48 656 8.7 189 10
418 7800 18.0 [] 26.7 17 4+ 2 22 22 61 350 1.1
" 887 6100 116 4 214 18 - 28 24 T4 197 0.9
481 7000 143 8 309 50 +2 4 26 67 170 “
12 544 17000 162 0 29.4 8 - 29 28 6.0 218 [ X3
517 18800 118 1 37.8 a2 +2 64 78 164 18t [ X]
18 592 10800 18.8 L] 52.9 11 +2 20 19 180 11.8 0.6
440 12500 180 [] 482 k4 +6 34 23 60 168 s
1" 469 6600 184 4 420 b - 44 51 a2 164 [ %4
s 512 9000 16.7 0 286 18 +6 29 (1] 39 189 13
460 7800 13.6 8 468 80 +6 64 79 b5 146 1.0
674 4900 198 4 162 1 +2 26 16 «“u 184 12
16 662 6400 19.6 0 16.8 1 - 17 18 6.7 1581 [ X]
410 6200 118 4 216 4 - 17 10 171 120 [} ]
17 402 4800 118 L] 24.8 12 - 14 19 9.0 130 0.6
be
lf't.:t.)

b, Streptococcus pyogenes 2 ¥, Haemophilus
parainfluenzae 1 &, Branhamella catarrhalis 1
¥, E.coli 1 %, Pseudomonas aeruginosa 1 % T
H o1, P. aeruginosa AL TH 1M, tho 5%
BRE ST, FHIESRICH I P. aeruginosa 2
HAMHBR L7 (BREE :5/6=83.3%),

2) ERYRHERR

BEREORRES L UBREROTLIL & ICERRE
HoME %, LITFOXEMIC S &5 XK RS, 3 Bk,
TH% 14 BRICHEL

*: EREMIHLUANICHEL, RN, %, ELL
DEKRER 3 BN HHHKH L, CRP, WBC,
ESR 7S & DOEKREEA 3 BURICEFRIcHBELL D
D,

B2 BRENTBLIAICHERT 50, FRICRKRDL,

ERERD L UBERE#EMN T BLIRICKET 50, 1
BLUAKERBICR-> - b0, ‘

POEY  EXEOKVIBHONTS, 4HE-
THHEREY, 14 BLUAICEKRERON®E X FEK
REAMOERCOBRINSSNTHERIELIEVHD

WY : U Bh->-TOLROREDNLE SN D,
BRREL RN L bD, FABERERS L CERR
BHEOE S HBLAEVODHBEVIIE(LAHD,

3) ERYHE

753174 THRD | & MK | PUIHRHED
SBRA LK.

155D RTI ORAEHKHEIZ, FHS5H. FHIA
WU LIPTH-> (2L :14/15=93.3%)0

5. &IfefM (Table 3)
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~xPERRZ 1Pl bBonEh > GOTGPT @
gX LR 2%, GPT OBEER 1 fiAtd o h i3 EK
KREERTE & LAERRES -2,

o * »®

6315-S ¥AFH €7 2 L THH, LMOX il TW
3L A05 LMOX Icttb LctiB /) - (kAARYAR «
BERYR - L2 - FHER RN SN S,

6315-S D RAUABITIZ 1 g 60 A MMIET 0. 99
ug/ml OE—-2%RL, BERMENLIGEVEANREN
3, REAREL— 7@ MPRAEE—7@TRLN
BABITRIZ LMOX T 1.65% ,Cefoperazone(CPZ)
T1.10%?* . monobactam #| T % & Aztreonam
(AZT)T 1.68% TdH 52%,6315—S 12 2.5% & cephem
ERERMOPTRBITENRVETH S, XKNOK
HABITOA A=A LRELXHSHTIREVWAH, Blood
Bronchus Barrier DBEXEL o, € TOHM
BORICLDBITENB-TL B bDEEZACNSE, &
FlizR % OKREE L7z cephem MO b T i3k b ITERMN
RS, MRPHMERL LHRROBREIL L LD,
BUHSEERRFICLLIOVEWEIRRPHFETE 5,

347 ABBERODRERAIE LTT TIC
LMOX A ERIGAICENhTWS, LMOX 3%
=it cephem D 1 & LTY 5 LEBHHE, MAHE
BECILSAETHEEBELTVWAN, hoBm=1K
Cephem #| ¢4 % Cefotaxime (CTX), CMX, CPZ
73 & & [61 8 Staphylococcus aureus 15 & D 7 5 L
BEBICIPPREANEVE IR TV S, 6315-8
BINOGDORFREHRRL, 77 LR ICH LTI
Cefazolin (CEZ) LA DB N A2 F - L FBE &S h
5, ®-TRTI X &Y 5 LIBHERIC X 2 R DATHE
HodH23FCONHBEEN BV ODOLEL OIS, E
BRESBEDRE LD 1T ERD 2 fI4% S. pyogenes Ik B
BRTHD, WFhOBEWULTH 722 & dEHOK
BESETALBRTHAS 5, X LERIRME I
HLTRR+ATH 5, HABBICHLTLHEVWHE
N1%R L, #ic Bacteroides fragilis, Clostridium
difficile iz LE/1TH 5, 6315-S RS OBMKIE
B THEELHMEENYRTIR, V5 LBBET 88.5
X 77 LRUEBTRSKOBREENBOATVS

M, EEMANR-TELVWERE SN B Enterococ-
cus faecalis, Pseudomonas sp. XL T3 Eh¥h
0%, 5% DIRMBTH - e RAYDRNTREGNIIC
SMENTHBRME RIS T HRMRIZ83.3KTHD,
S. pyogenes 2 ¥, H. parainfluenzae, B. catarrhalis,
E. coli & | BkiziMK L7=nt, P. aeruginosa (iM%t
¥, 6315-SHRLKLIZZFMLUEMTH -7,

MR R HEEEODRERBR L, SHAEDRTA
VWABTEDENEODY, IRRBBRELE 264 HTOHL
RIITIETH- L EWMESNTV S, RY DRIz
93.83% L RIFTH - 1o

REMIEHLTRRBRLA B ITEMCEVTRNET
ot ®RDPTRERRR SN2, 6316-8
HRASIERY ICL 2 LABBRTIIRS - REUL DT
VIL¥—ERA 3. 2%, HIRERMN 0.6 EDTMTH
b, ftho> Cephem RIFEK| L GBIFDELMERT EK
REBAM IR~ X GOT LK, GOT * GPT LRI
IPEERL 1o, HRRLSHE TIINHMAIR 312 fip
48 B (15.4%) icAs LN, $TH transaminase D
RMEEHEAMNITH (11.9%) LPPHIL-M, BE
—lED ERMBVLITH S,

$/, 6315-S REoME LT N I— NV EDHEEER

(Disulfiram B4EfE) M%<, TDANSLELRT
HHLEEA B,

UEho, 63156-S i3 LMOX 24l A6 L URIE

AOLETHRBLEAFH €72 LTHY, XY - T2l
HRBIEBVTEISBNIbDTHELEAL S,

X [
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SERUM AND SPUTUM CONCENTRATIONS
AND CLINICAL RESULTS OF 6315-S (FLOMOXEF)
IN RESPIRATORY TRACT INFECTION

Izumi HavasHi
Department of Respiratory Disease, Iwaki Kyoritsu General Hospital

Concentrations in serum and sputum and clinical efficacy against respiratory tract infection
(RTI) were investigated using 6315—S (flomoxef), a new oxacephem.

One gram of 6315-S was administered twice daily (at § p.m. and 8 p. m.) to 17 patients
with RTI : 1l cases of pneumonia, 3 of chronic RTI, and | case each of lung abscess,
D. P.B. and pulmonary tuberculosis.

One case of pneumonia due to chlamydia and one of pulmonary tuberculosis were excluded
from the final clincial evaluation.

Serum concentration of 6315-S was 41.6ug/ml and 42.1ug/ml at the end of the first and
second drip infusion.

Sputum concentration was 0.98 zg/ml and 0.99zg/ml and remained at more than 0.75yg/ml
for a long time.

Six potential pathogens were isolated from sputum at the start of the treatment and were
eradicated with the exception of one Pseudomonas.

Clinical response was excellent in 5 cases, good in 9 and poor in 1 (efficacy=93.3%).

No side effects were observed. Slight elevation of GPT and GOT : GPT was observed in |
and 2 cases respectively.

From the above results, we conclude that 6315-S is a highly effective and useful
antimicrobial agent.



