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Fig.1 Pharmacokinetic model for the
distribution of 6315~S into the
peritoneal or retroperitoneal fluid
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Table 1 6315-S concentration in serum, peritoneal
and retroperitoneal fluid (1g 1 hr ivd)

Peritonesl (1,2, 3) or
Case Body Serum (ug/ml) recroperitoneal (4, §) Mluld (ug/ml)
Name| Age |Sex |Weight
No. (ke) . o | 30 | 60’ | 120' | 180" | 240’
Before] 30° | 60° [ 65* | 75 | 90' | 120° | 180’ | 240’ | 300’ I} 1 H l ? 1}
30’ 60" 120 180 | 240" | 300’
1 | LU.| 68 | M | 49.0 0 |220 | 26.4 | 342 | 366 (324 | 318 9.0 6.10| 365| 20 |21.4 | 300 | 218 | 105 6.1
2 [TN| 79 | M| 440 0 [26.6 N.T. [ 334 | 288 | 238 | 182 | 206 | 208 | 14.2 1.13 | 122 | 16.0 9.50| 1.3 | 15.0
3 | LN.| 58 | M | 582 0 |21.0 | 27.4 18.2 14.8 132 9.40| 480| 282 1.84 138 8.40 | 145 980 7.10| 340
4 |YO| 73 [ M| 575 0 |11.5 |21.0 | 172 | 206 | 16.0 7.80| 480| 204) 180 O 0.6 1.2 6.0 46 26
5 |YK.| 86 |F | 390 0 |29.2 | 40.0 | 368 | 40.0 | 336 | 254 | 19.4 13.5 N.T.| 30 9.8 1.7 | 140 0 N.T.

N.T.: Not tested

Table 2 Pharmacokinetic parameters of 6315—S in serum in patients
following intravenous drip infusion of 1g
Case IVD Kia Kay Kio Ve Vss a [} thia) H(B) ClTos AUC Cmax
No. Time he™? he -t he=t 1 1 he™? he™! hr hr ml/min  ughr/ml ug/ml
1 | 1256 | 0001  13.663 0587  18.96 18.96 13.664 0.587 0.05 118 1855 90 37.35
2 | 1.00he | 2506 1.356 0279 1275 36.31 4.048 0.093 017 7.41 59.3 281 36.89
3 1.00hr | 13.984 2.484 5.067 4.05 26.85 20.934 0.601 0.03 115 342.0 49 27.86
4 | p00hr | 0027 0.250 0733 3416 37.89 0.773 0.237 0.90 293 4173 40 2052
s | 100h | 1.306 3.035 0487 1472 21.05 4.500 0.329 015 211 1195 139 42.80

IVD : Inwravenous drip infusion

Table 3 Pharmacokinetic parameters of
6315—S for transport to peritoneal
and retroperitoneal fluid following
intravenous drip infusion of 1lg

Case Fluid K13/V3 K3 Crmax Tmax
- :No. hr-1/] br! ug/ml hr
1 | Peritoneal 0.154 2977 31.40 1.51
2 | Peritoneal 0.130 2.855 17.10 1.19
. 3 | Peritoneal 0.231 0.997 13.48 1.30
1 4 . Rewoperitoneal 0.005 0.220 4.13 2.87
5 | Retroperitoneal 0.577 36.812 9.73 1.02
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Fig.5~6 (M#tH L U%MESHiKPRE)IC,
¥t Bon/EERN/ N5 A -5 % Table2, 3ic
ALt

NS A=y hoRedi 6315-S DB MED L —
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Fig.2 6315-S concentration in serum and
peritoneal fluid during and after
intravenous drip infusion of 1g for
1.25 hour
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Fig.3 6315-S concentration in serum and
peritoneal fluid during and after
intravenous drip infusion of 1lg for
1 hour
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Fig.4 6315—-S concentration in serum and
peritoneal fluid during and after
intravenous drip infusion of 1g for

1 hour
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KL —yvhs E.coli, Enterococcus faecalis A8
shreht, %53 8HICRBRELLL DD, SHER
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Fig.5 6315-S concentration in serum and
retroperitoneal fluid during and after
{ -intravenous drip infusion of lg for

1 hour
S0
Case Mn 4

g o}
Y
]
LY
[ 30
°
=
. O:Scrum
-
s 9 ®:Retroperitoneal fluid
c
o
v
7
|
n
-]
w

P.aeruginosa, E.faecalis iR & i, EERDRE
BOPEE NG L7,

EHTRBEERERICEIIEEHN ARSI L
6315-S 1 g/H%H#E L1z, ZBBRIFT, FHMICLIYR
BRI TWAEEEZ SN B, BYEHM LI,

EF) 8 I3 RUAEBETILIC L BN S 1<%t LBA
MFL+—2%KTL 6315-S 3 g/BA 5 L1 50
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MILV7F=> 1.6 mg/dl LREBERLTWAA, &
53HHICBUN6Tmg/d], g7 L 7F =" 2.1 mg/
dl LB L, 6315-S itk 2B LFEHRL VB

Fig.6 6315-S concentration in serum and
retroperitoneal fluid during and after
intravenous drip infusion of 1g for
1 hour
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REDTUVLF—RIG, BIEBERERLIF I,
To MRER MK RE TIFFRIERE TEM 2 , 34 GOT,
GPT EOBELRAZBEDIMN, ChoRBERINSR
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THIEENHIC BUN, A7 VT F = VEDRELZED
feE5EBIE L, ARIIERIERREZESINOEDT
B ERBFROTHEME DT,

o = %=
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ment open model®HW\WTHIFEITIE 2o

COEFIEBVT, RHEAOXY OB T,
44 b b central compartment HSEI A bDE L,
BHE~BT LR IF RN E N central compart-
ment NRBE LD EEL I, LA L, #IHK compart-
ment {3 peripheral compartment % ¥ 3 & B/
compartment T& », central compartment & {3—
RABTHAINhTWVAL, COM/ compartment
HoXid, Rt L BEEODPRVIHBILEELS5Z
BubDEERNL'Y,

MR Bl Ti3, E— 7l 20.52 ~ 42.80
pg/ml, HEEOEENA 1.15 ~ 7.41 B E B X
L BEBRADOT— 'V EHBELTATVENKE
Mote CHIZNROFMZE(58~86 &), (KHX (39.0
~58.2kg) IKMA T, 2AWBEOBAMNK Y E ORH
THD, @4 OEROEBRIRBICHIL D D/I5 Y FH¢
EZAONAREERMTELE, VAR L0
BUBERAKE(MOTVELEEL SN B LT,
BeDF— 5 IEELE T EABIRTET> o8B
HRIBOERMH 7.41 B &L WH & /- Case No 2
3,PSP D154 20.0%, YLF7F=vI2VTS5Y
AUl mlU/DEBOPMBENETLTWENT
bt

BREBPBTICEVWTE, BERBHEDPRE
Cmax 13.48 ~ 31.40 yg/ml (Tmax 1.19 ~ 1.51 B
), IR kB2 Cmax 4.13~ 9.73 gg/ml
(Tmax 1.02 ~ 2.87 B¢fd]) &MPEANBHEREDHH
HIBOBmETH 7o TABMBENIHBEICM T2
Tmax GHBMEVEMICH D, METRED Tmax
(RERTHE) IEL, BITENBIFTCHELERL
TH0, EDOERD Cmax bEWEERLE. —H.
EWBR KD Tmax 12 2.87 XU 1.02 B & B
3h, 2ERMDENRKE VR, BEAREEIZL 5
TTmax 3BVWEEZ OSN3, Lich->T, FEAIBT
HRAIELVEL, 20RO Cmax bEWEICH -
LéEZONG, COBTHOZERICHELRIZTHET
BRATH B, 172, ChoRbiclEd5L8bh
SRFORHICHBM TRELIDRIMEOEHTHD,
BRI - L ToRBBEEHKICHRL T, BED
SR & L TOMPERR DK HEFBITHEN R
HTha o tnmmani,

AEHOKBEARY P A A B L, E. faecalis,
P. geruginosa * SUBBOEADEFVWTELEALD
Wictd 2 B/ e epHE BB (MIC) i 1.56 xg/ml
UFTha o, Licht>T, IMls L CEENRHK

ROBAA, BITRLEVRMNEHETH Cmax A
4.13~0.78 ug/ml THh, SEMNL—ER5ER
lg o680 AMAMMETESLBRYRIMAEND
EE®AONB,

2. HERHMN

EEONBRRIC K ABRETIZ S 5 LIRHERMIIC
LB LDOHBEMRLENE-THD, 77 LIRKERMICHTL
THROUAENERORENRHIRL ICHMRINLTRTY
3V, 2O¥HE, MERET FORBEEDHETESS
LRI & S BRIE SBUMNOMBEIZH B T &HE
MENTRTVWSE ™'Y, SEMKBRRETN - 12
6315—S (3FRMED 7 5 LRBEBEICH L Tid cefazolin
(CEZ) L [R1%, CEZ witttd Staphylococcus aureus
LT 7 = LRMH & D bRORENERL, 75
LRRMEICH LT3, FMBELRVT LMOX &RIFDM
WIREAERL, —F, FAEEICH L TORVCREA%E
REEINTVBE ™Y,

SERE U 7oA BB REE 11 flic T 2EBEKRUBRT
i3, RO 1 fEKRL 10 B 7 5 70.0% OBFHER%E
B POEYLHELL IHDOA, EH 1 IXRE -
HEMAMoORBATLIcERT2MRBETHD, EH S
RO TEBLAREMBMRTH D, &bISHERIC
MT 2RETHLA, EF| 6 BIAEAICEIHENTY
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BASIC AND CLINICAL STUDIES ON A NEW OXACEPHEM
ANTIBIOTIC, 6315-S (FLOMOXEF)
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KENICHIROU BABA, ATSUNOBU MiSuMI and MASANOBU AKAGI
Second Department of Surgery, Kumamoto University Medical School

YasuHisA OKUMURA
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Department of Surgery, Kumamoto National Hospital

Basic and clinical studies were conducted on a new injectable antibiotic, 6315—S (flomoxef).
To elucidate part of the pharmacokinetics of 6315—S, transfer to intraperitoneal and retro-
peritoneal exudates was studied when the drug was given by i.v. infusion. In addition, a
clinical study was made of use in surgical infections.

1) Pharmacokinetics : Transfer into intraperitoneal and retroperitoneal exudates was studied
in patients receiving 1g of 6315—S by i.v. infusion over a period of 1h after laparotomy.
Peak levels (Cmax) in the intraperitoneal exudates were 13,48~31.40xg/ml at 1.19~1.51h ;
(Tmax) after starting infusion. Cmax in retroperitoneal exudates were 4.13~9.73 zg/ml at
1.02~2,87 h. There was a difference in transfer between intraperitoneal and retroperitoneal
exudate levels, with the former three times higher.

2) Clinical study : 6315—S was given to 11 patients with surgical infections. Clinical
efficacy was 70.0% : excellent in 2, effective in 5, fair in 3 and not evaluable in 1.

Bacteriological eradication rate in 5 patients with single organism infection was 100%
not evaluable in 1 patient with Gram-—positive infection, eradicated in 2, and not evaluable in
2 patients with Gram-—negative infection. Bacteriological eradication rate in 4 patients with
multiple organism infections was 50.0% : microbial substitution in |, decrease in 1 and not
evaluable in the remaining 2 patients.

Abnormalities in BUN and serum creatinine were observed in one patient. Since this
patient had a functional abnormality of the kidney before the treatment, relation to therapy
was considered minimal.



