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bOERY, ERREOSHIEDOELORSEDON
EXMRLO SR L 120

2. 6315-S 54

ARBITREREERICI26315-S 1 g:25%7F
UM20ml iISIARL, 2~39NT1IEMWELL,
TR HEBTREMEER <3 6315-S1g %2&
R 100ml iITERL, BBsMEEAR Y F(TFV-1000,
BAXR) £AVTERIC | M THMMERS L,

3. RERBED X CRERIEE
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8 - BIRG L ORI AEBR L, MES % Bk
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12Fr ZBAN SBRTEICEAL, HEEIOAH
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IhoBREERHKS ml Z2R5 L, #O09RE
(3000r. p. m., 30 min.) %, EIHICEHELHEREL
120

6315-S REMIEIZ b U 7 b v 1 EREEM KB, pH
7.3) # A\ T Escherichia coli 7437 #BREE L T3
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MRS (KBABIE) ©, T-BHEEE X UTESR
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THRRL",
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EREERE KD (Fig. 1)
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2alb-—-vay-h—7%Fig. 217 7T,

Btk 6. 25ug/ml LIEOMES 2. 16 BM), 3.13
vg/ml CLEOME% 2,02 Beflifie L, & (L)
1.58 B TRD L 7o

(2) FEBRRHITRE

BiE%0.363 M T20.0ug/g DREMEMICEL,
ZORIBERY 1.8 EMTRD LI, FBTRR
AUC It T43.6% T, 3.13ug/g UEDRMEE 2. 28 B
M L 7. (Fig. 3 ),

(3) FEEMHBHETRE

BhiE% 0.252 BFMIT 20. 2ug/g DREIBEMISEL,
FD®RIGER L8 BEMTRD L, £-8BTRR
AUC LbT37.4% T, 3. 13ug/g UL BE% 2. 02 8%
Mg L (Fig. 4 )o

4) FENEBITRE

ik 0.287 M T 30.3ug/g DIREMEEIEL.
ZD®RIZERE L8 HRMTHRD Lo £BTRE
AUC T 40.9% T, 3. 13ug/g UEDRES 2. 138
PifeeE L7 (Fig. 5)o
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AUC LT 44.3% T, 3.13ug/g LIEDBRBE% 2. 30 B
ke L7- (Fig.6)o
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BER 02O T2T. dug/g RS REBIEL,
ZO®IZERY L8R TRD LI, TBITRE
AUC LT 36.5% T, 3.13ug/g LEDORE % 2. 02 B
s L7 (Fig. 7)o
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Fig.1 Modified two compartment model

K KyVy
Q1= CiVy Q; = C3V Fa—"
K, 2 2v2 K3Vs

( Serum ) ( Tissue )

C;, C; : Concentration of drug in each compartment
Q1, Qz : Amount of drug in each compartment

Vi, V; : Distribution volume of drug in each compartment

K; , Ka : Transfer rate constant between compartment No.1 and
compartment No. 2

F : Appearent clearance ratio from compartment No. 1 to
compartment No, 2

In the case of bolus intravenous injeciton :

- -ft
C; = Auemt + Ajze 8

Cz2= F{Ay e_at+ Azge—ﬂt'i- A23C—K2t}
a—ka )D _(kay —p8)D

Ay = A eku)b Ap =————

(a=—8 V1 (a—8 V1

K2 K2
Ay = Ay Az = Ay 00— Az =—(An+A
2 nRTS 22 2 23 (A + Azz)
In the case of constant-rate intravenous infusion :

Ci = Ay (1-%%) + Ay (1-¢7F (0StSto)

= Ay (-t (=t0) o g g TP TRITR)

—Kat

Co =F{Agy (1—¢ *%) + Ay (1-¢ P") + Ap(1-e "2} (0S5t <1y

=F{Ay (1—e %0~ a(t—to) Agz (1—e” Bto)e— B(t—to)

_ _ _ t2t
+ A23(1—€ Kzto)e KZ(t tO)} ( - 0)
(a—ka1 )Ko (k21 — B)Ko
All = A12=—_____
(a=—B)aVy (a—B) BV,
K2 Ko
Az =Ay e A22=A12'_K_;__5— Az =Ay +A1p—(Ay+Ay)

a, B : Rate constants of the a—and g—phase
kaj : Transfer rate constant from the peripheral to central compartment
D : Amount of drug administered
to : Infusion time
Ko : Constant infusion rate ( Ko =D/tg)
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Table 1 Concentration of 6315-S in genital organ tissues
after a bolus intravenous administration of | g
A bital Serum (ug/mi) Tiasue (ug/g)
Na. Case venousserum Antecubitsl Uterine Uterine Utaerine Portio Endo. ov Oviduet
afeer 1 vein artery vein fundus  vaginalls megium ary
{ug/m
88.0 104 108 3.6 26.4 21.6 48.8
! s.hH 24.8 (0°12')  (0°11) (0"10) (0"12) (0° 12" * (0" 02"  (0° 02"
67.2 54.0 61.6 23.0 29.8 29.4 39.2 2%.0
? mMT 320 (0°20")  (0°23) (0% 28") (0*28) (0" 28) (0"28") (0" 12")  (0° 12)
48.0 49.5 61.5 17.4 238 25.0 24.8 22.2
3 HM s (0° 30" (0°29") (0°28") (0°30") (0" 30 (0°30") (0°14") (0" 14’)
3.2 42.6 54.8 28.7 24.4 . 24.9 249
4 BE.F. 25.2 (0°407)  (0°38") (0°37') (0°40") (0" 407) (0° 19 (0°19)
5 oM . 52.4 55.2 56.0 19.0 19.7 . 44.2 346
T (0° 40")  (0°37") (0" 35') (0% 40")  (0° 40") (0" 16"  (0° 16"
42.0 39.6 . 19.0 29.0 . 22.8 18.6
6 T.E 332 © ) (@ 47 (0 48 (0" 48" © 42) (0 429
7 ks 19.0 15.2 15.6 16.6 8.80 10.6 . 10.2 9.92
e : (1°26") (1"26') (1°26) (126" (1° 26") (1°18) (1°18)
. 252 9.8 9.1 11.6 3.76 . 5.32 5.80 412
k1. ' (1745 (1"45)  (1°45)  (1°45Y) (1° 45" (1° 40)  (1° 40"
0 . 10.0 13.4 13.0 6.80 6.64 4.88 10.1 5.92
M. Y. (2°10)  (1°46)  (1°41)  (1°47')  (1°47) (1°47, (1°31)  (1°31)
. 8.40 9.00 4.32 4.12 . 5.24 3.96
10 s.T. 2.0 (1*52) (1°s2) (1°52) (1°52) (1°477)  (1°47)
u w 140 5.50 4.60 . 1.96 3.00 . 7.08 2.92
AT . (2* 00 (2° 00") (2°00")  (2* 00") (1°53)  (1°53)
12 s 244 . 8.40 9.70 3.40 4.16 . 9.28 3.52
S8 . (2°23)  (2°19) (2°23) (2*23) (2°14)  (2°14)
3 SN 24 2.44 2.14 2.30 0.84 0.88 ND 2.00 0.72
o . (3°25)  (3"267) (3°27) (3°27) (3"27) (3°27) (320 (3° 20"
" w 15.6 1.28 0.78 0.78 ND ND ND 1.08 ND
§.W. . (3°54")  (3"54) (354" (3°55°) (3°55) ("S5 (3" 45) (3° 45"
i 211 0.42 0.35 0.36 ND ND ND ND ND
T K. : (6°15")  (6°05") (6°10°) (6°15") (6°15') (6°15") (5°50°) (5% 50"
1 6.8 0.77 0.81 0.66 ND ND ND 0.92 ND
c.T. : (6° 16") (6" 15°) (6" 10") (6" 16') (6" 16") (6" 16"  (5°55") (5°SSY)
MEAN 23.5
¢+ 8.D. 6.0
* : Not tested, ND : Noc detected
Table 2 Concentration of 6315—S in antecubital venous
serum and the exudate of pelvic dead space
Serum {(ug/ml)' Exudate of pelvic dead space (ug/ml)
No. | Case Remarks
1° |15° | 2° | 3° | 4 | 6 | 8 [ 9 | 1° |22 |3 |4 |6 |8 |9
1 H.1.]552]27.4|16.8 |7.40 | 3.40 | 0.90 * 0.16 ( 11.0 [ 19.4 | 16.4 [ 14.0 | 7.40 * 2.06
2 |s.M| * * * * * * * * 17.2 |1 23.4 | 28.2 | 31.0 * * *
3 |Y.F.|47.6 * 12.8 | 6.40 | 3.71 { 0.96 | 0.36 * 7.30117.0 | 16.6 [ 13.2 | 8.30 | 4.50 *
4 [H T.]456| * 10.7 |7.80 1 3.76 | 1.01 [ 0.46 | * 1(26.2)|(21.4){(16.2)] * * * * poor hemostasis
Mean 49.47, 13.43|7.20 | 3.62 | 0.96 | 0.41 11.83] 19.93 20.40{ 19.40| 7.85
tS.D. 5.06 3.10(0.72 | 0.20 | 0.06 5.000 3.23| 10.05

* : Not tested,

( ) :Excluded from mean
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Table 3 Pharmacokinetic parameters obtained from the concentration
of 6315~S in serum and female genital organ tissues
(1gLv.)
Parameters Serum Portio vaginalis | Uterine fundus | Endometrium Ovary Oviduct
Ay (ugiml) 107
Ay (wg/ml) 7.81
Ay, (ug/mi) 166 133 141 167 139
A,y (ug/ml) 8.64 8.25 8.36 8.64 8.33
Ay (wg/ml) ~175 -142 -150 ~175 ~148
« ') 1.62 1.62 1.62 1.62 1.62 1.62
] ) 0.437 0.437 0.437 0.437 0.437 0.437
K, ") 4.54 8.20 6.67 4.53 7.00
F 0.435 0.374 0.409 0.443 0.365
v, (L) 8.72
vd ) 27.3
Cr (ml/min) 199
4 (h) 1.58 1.58 1.58 1.58 1.58 1.58
Tmax (h) 0.363 0.252 0.287 0.363 0.279
Cmax (ug/ml) 29.0 29.2 30.3 29.3 27.4
AUC  (ug-h/ml) 83.8 36.5 313 34.3 371 30.6
Table 4 Phar.macokinetic parameter Yialb—vaye-h—7%Fig. B icRd. AL
obtained from the . % LB, HID S TH I RS RAER 48.2 4 g/ml i
concentration of 6315-S in . R
serum and the exudate of EL, 12.5ug/mlULORES 2. 10 5R&E L, ¥
pelvic dead space (+) B 1 10 Bl TRD L1,
(1g 60 min. d.i. (2) BRAERLBHTRE
Exadate of MRk 2. 02 B TR MEM 21. 3 g/ml 1ITE
Parameters Serum . -
dead space L. COE—7RNBRNEPREL— 755 1.02 6
Ay, (ug/ml) 29.2 MEHEFICBATHBRLL, £ L TEMMERY 1 &
A, (ug/ml) 49.3 PBARITEINBIIROAPRE S FRL, FE 1,798
A, (ug/ml) - 7.13 MU TIERICEOMICRD L, 81T RIZAUCH
A, (wg/ml) —78.5 T138%, Cmax T 44.2%THH. 12.5pg/mlLlLE
A, (ug/ml) 164 DORE % 3. 13 ¥R Lo (Fig. 8 ),
a (h) 1.98 1.98
8 (h') 0.631 0.631 I.EKMES
K, h) 0.388 1. MEBLUB/EHE
F 1.38 BBf60ET AN SIBMG6l F£2 A F It 4B L UM
v, ) 1.2 BREERAHEZIN - T BBREEER 15 Al
vd L 202 6315-S IC & BIEMAEITIE » 12,
. (ml/min) 212 BEOER 19~81 (FH35.1+17.1) & HEIR
. h) 110 179 43~68 (F1951.7+8.33) kg TH o1, FHWEERE
T%max (h) 1.00 2.02 DARIFENBRRE (FERBEXEXEL) TH. FE
Cmex  (ug/ml 482 213 TREERAM, S RRB2H, FERBREF
EEHEGRBRALOEGH 1. FEMBRLLFENER
AUC  (pgch/ml) 78.5 108 EDEHIHTH -1,
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Fig. 2

Fig. 3

Concentration data and simulated
curve of 6315-S in antecubital
venous serum after a bolus
intravenous administration of
lg
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Fig. 4

Fig. 5

Concentration of 6315-S (ug/g or ml)

Concentration data and simulated
curve of 6315-8 in uterine
fundus and reffered serum
concentration curve after a
bolus intravenous administration
of 1g
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Fig. 6 Concentration data and simulated
curve of 6315~8 in ovary and
serum concentration
curve after a bolus intravenous

Concentration of 63155 (sgls o mi)

Fig. 7 Concentration data and simulated
curve of 6315—S in oviduct and

Concentration of 6315—S ( /g ar ml)

reffered

administration of 1 g
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Fig. 8 Concentration data and simulated
curves of 6315—-8 in antecubital
venous serum and the exudate
of pelvic dead space after 60
min dripping infusion of 1g
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6315-S D5k 1@ 1 ~2g, 1H2~3ME, 1
~ 2B AR IBEIC TS > 1o H5HMIZ 3~
12 (¥156.13+2.45) HME, H&5£RI16~38 (¥
15.9+8.93) g Tdh -7 (Table 5),
2. ERDEHERES
EBRDROHEIRD, Y. KU 3BRETH
W, ZOREIRDL LT,
% FEAMEERN I BLUAICELLHKEL, &
BIZE-IHE,

Y FEAMEERN I BUANCHEOHRZR
L. cokitERLIBE,

Y FEAMEERN I EEAL THHRBEIALL
B4,

5k, Fil UL EDOARNIERELFRALTEY
ThH-mbORLRTEYE LA,

3. MEEHIRE

6315-S 5 ditkic, FTEANRY., EEIHY, 57
FAEHBVIIMBOFRNEMEREL LT, ERRR
AERREL 7 — (HOE—) ~EL, BEORE
ER/NRFHEIERE (MIC) ORIEATEW, HRLE
h EREOHTE & 2 DHEERT L BB R
BRAENMERESHICRHINTWIEAESH 5 VI RIENHE
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Table 5

LREMEOSRITRED RS £ MR, ERXEOMEND
BZVINRHYRLLIREERD, HHlM» SV IINE
KD WREAAXTE, EakEH O RNMEIRE%K
KRHEN SO DBBER %S > TV ABEE M
&Lt

4. ERGRALAR

15 sk 14 4 (83.3%) ICWRLLEDBIK Y REIZY
oo MUTH-1 L PIUERS) BFENBED L HT,
AZ#E1E2¢g | H2EKAMBES LMIBBIRBVT
LRMAMME, 58HB&D, sulbenicillin, amikacin
DOPRIERICKE, HBL71

ARG SR EE)IC L BIEMEZTTW/ERIZS
PldHo, TDRRIZ cefaclor 3H EH1, 2, 3),
cefatrizine 1 #(ZE#) 6 ), norfloxacin 1 #(FEH 12)
T, ARICLERYDRILPIEYLULTH - 1,

ARG AICHBEERIRBEEITE > o LWERAMNS 15
M2tk LI. BEFAS,SIZE—E%E, 6ER
roRBWBEEARMLIL, PMEKROARIZY S 4
Fat4 9 7 8 (E. coli 2, Klebsiella pneumoniae 1,
Pseudomonas aeruginosa 1, Pseudomonas cepacia

Remark

Side
effect
None
None
None

Clinical
effect
Bacteri-
ological
effect

ood

G
Eliminated

Eliminated

Unknown

Excellent

q q
WBC 9300 —+ 7500

CRP — - —
Lower abdominal pain

and tenderness of uterus

Change of clinical symptoms
4

Swelling, tenderness and
redness disappeared
WBC 8100 - 7800

CRP 1+ —
and adnexa disappeared

WBC 11100 -+ 6600

Swelling, tenderness and
CRP 4+ —

MIC
(ug/ml)
0
0.2
1.56

+)
(++)
(+)

2, Flavobacterium meningosepticum 1), 7 5 LK@
£ & 8 ¥k (Enterococcus faecalis 3, Staphylococcus
aureus 2, Staphylococcus sp. 3 ), IR 7 &%
(Bacteroides intermedius 1, Bacteroides vulgatus
1, Bacteroides asaccharolyticus 1, Bacteroides
distasonis |, Bacteroides thetaiotaomicron 1 ,

Isolated organism
Before
After

N.T.
(Paracentesis pus)
N.T.
(Paracentesis pus)
N.T.
(Uterine content)

Staphylococcus sp.*
K. pneumoniae*

B. thetaiotaomicron*
Staphylococcus sp.*

Peptostreptococcus prevotii 1 , Peptostreptcoccus
sp. 1) Thy, AFoOoIhosrMEICHT 5 MIC
{3 E. faecalis, P. aeruginosa, P. cepacia, F.

d.i
d i
d i

meningosepticum, B. asaccharolyticus %* &\ T
3.13ug/mlLUTTH 1o ARG K ICHEFHIRE
ZERLEBITH EFL 2, 4, 6, 7, 8, 10) DS
L, 1 SERHETH D thd 6 H)h S E. faecalis 3 ¥,
Torulopsis glabrata 2 ¥k, Citrobacter freundii 1
tk, Pseudomonas putida 1 %ARBRHEL, D5 b
E. faecalis D 2 BRiIBERIN S FR L TRIBS Wi,

INoMEDS L, BRELEEINEENRE
SRS NIESIZ 13EFITH - 1o THOSERIC
BIFAAFOMEENIYDRISHEK 106, RBPIFITH
0., A ZRCHEBEDHREIL 100% Th > 72,

T, LEFAPCEFICERSEELZON MY
HIEHWERH L VERREBRE 32D M - (Table
6 ),

Total dose (g)
1x2x5

10
1x2x4

8
1x2x6

12

Treatment of 6315—S

Clinical evaluation of 6315—S in the field of obstetrics and gynecology (3)

dosc(g) x times x days Route

tion

(a/day x days)
None
None
Nonc

Endometritis

(Und:rlying
disease)
Bartholin’s
abscess
Bartholin’s
abscess
{Vaginitis)
Adnexitis

Di

* : Causative organism, N.T.: Not tested.

Age B.W.
A.A.

A.S.
66
43
K.I.

(yrs.) (Kg)
30 455

Case  No.
13.
55
14.
81
15.
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Table 6 Laboratory examination
RBC | Hb Ht Plt BUN | SCr | PT
Case Mo pr0') | @a) | ®) | V2€ Jpaon)| 90T | OFT | AP Kimglat) mgla| (sec)
1 E.N B 6100 13 5 52 | 208 | 09 | 110
A | 397 | 12.3 | 36.0 | 5800 16 13 62 11,2
2 N.O B | 434 | 11.8 | 36.0 | 8200 | 356 | 11 6 234 | 11.0 | 09 | 15.2
A | 451 | 11.8 | 36.2 | 5800 | 45.9 | 14 16 243 50 | 07 | 127
3 SN B 424 | 12.3 | 37.5 | 4700 | 21.3 | 18 15 119 81 | 09
A | 406 | 12.1 | 37.0 | 6200 | 22.1 | 15 17 137 | 107 | 11
B | 462 | 132 | 40.0 | 6300 13.8
4 C.1
A | 472 | 145 | 43.0 | 7500 11.1
5 1.0 B | 376 | 11.9 | 33.0 [18200 | 25.4 | 18 5 302 | 19.0 | 1.2
' A | 348 | 103 | 30.0 | 7500 | 34.5
6 K.1 B 408 | 109 | 36.0 [26800 | 24.3 23 6 15.4 | 1.1
' A 433 | 117 | 37.0 | 7500 | 34.9
B | 438 | 13.0 | 40.0 | 9800 | 18.5
7 HK
A 6000
8 s M B 448 | 15.0 | 39.0 | 6500 | 11.8
A 5200
s v K B | 351 | 10.6 | 32.0 |16700 | 23.8 | 11 5 410 5.2 | 0.7
A | 330 | 10.0 | 29.5 | 7200 | 375 | 10 6 258 6.7 | 0.7
10 S.K B 406 | 12.8 | 40.0 11100 | 21.0 | 14 8 40| 13.0 | 0.7 | 140
A | 410 | 12.7 | 40.0 | 4800 | 40.3 | 30 20 3.8/ 86 | 0.6 | 13.0
1 MK B | 456 | 13.2 | 38.0 | 5000 15 5 145 8.0 | 0.7
A | 459 | 136 | 38.0 | 5500 [ 21.8 | 14 136 8.0 | 08
2 Hw B 413 | 12.1 | 34.0 | 3500 | 27.5 | 14 7 178 | 10.0 | 09
A
13 A.S. B 435 | 13.7 | 39.0 | 9300 25 29 393 | 22.0 | 0.7
A | 409 | 12.9 | 36.0 | 7500 23 17 381 | 16.0 | 09
14 AA B | 388 | 12,9 | 37.0 | 8100 | 22.5 | 23 10 265 | 140 | 0.7
A | 368 | 12.2 | 35.0 | 7800 | 24.3 | 24 11 246 | 15.0 | 0.7
5 KL B | 414 | 13.0 | 37.0 |11100 19 11 149 2.8
A | 417 | 127 | 37.0 | 6600 | 25.0 | 32 32 154 9.0 | 0.7

B : Before treatment, A : After treatment

m # =

ERAMIRICHE T 5 6316-S 0FEHBEA®RNT 5
729 6315-S 1 g | B ERHFOMBMEMBITE O LTI
g 1 AR O BB L ENTREAE ST
IEotee

6315-S 1g | EpER W RMAKHBITIZ, RERE
A 27.4~30.3ug/g T, 3.183ug/g LIEDBREM
2.02~2. 30 BERREAE Lo, £ -2 OBITEIL AUC K
T 36.5~44.3% Th 10

6315-S 1g 1| BRSmAHiER OB MIERER Lk #s 1T
3, BESREMN21.3ug/ml T, himAED &S
BED 44.2%THNH, 12.5ug/ml LLEDOBWEH 3. 73

Bl Lfco -2 0BITRIZ AUCHTIBE T
Hoto TNSDBRRIAROWERHEBBITHL ST
BERAERHEBITHIBF CHELETELTE
D, FROREHT—7*"" LodickvwT, T
HRRAE T 2 RAOEE | IRERI 1 g TKS
ThHaE¥MmL,

B REE ) 15 i35 1F 2 EEFRARIR I 15 Fidh
14 #1) (93.3%) KEHLLETHhH, AEMEIERD
JUBKRBMER I 1A LEDOIh L1,

6315-S oD@\ i B ERIE 1T & B 1o BERAUR &
Mo, RN SEOERAMBRBPEDEFRICERELR
KRITHELEZS,
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PHARMACOKINETIC AND CLINICAL STUDIES
ON 6315-S (FLOMOXEF) IN OBSTETRICS AND GYNECOLOGY

Morok! Hayvasaki, KuNiniko Iroii and Karsumi Nobpa
Department of Obstetrics and Gynecology, Gifu University School of Medicine

KyoicHi OHTSUKA
Department of Obstetrics and Gynecology, Shiratori Hospital

YosHiIrAkA Basa
Department of Obstetrics and Gynecology, Mino Hospital

Saroru OHsuGl
Department of Obstetrics and Gynecology, Chunoh Hospital

SaBuroii YAMAGIWA
Department of Obstetrics and Gynecology, Gihoku General Hospital

Hipeinro Mori
Department of Obstetrics and Gynecology, Ibi General Hospital

Hipeakl Konboti
Department of Obstetrics and Gynecology, Hashima Hospital

Hisao YAamAacucHl
Department of Obstetrics and Gynecology, Yohroh Central Hospital

Pharmacokinetic and clinical studies on 6315—S (flomoxef), a new parenteral oxacephem
antibiotic, were performed and the results obtained were as follows :

After single—dose i.v. administration of 1 g of 6315—S, Cmax values of concentration in
portio vaginalis, uterine fundus, endometrium, ovary and oviduct were calculated to be
29.0ug/g, 29.2ug/g, 30.3ug/g, 29.3ug/g and 27.4ug/g, respectively, and the ratios of AUC
in their tissues to that in serum were 43.6%, 37.4%, 40.9%, 44.3% and 36.5%, respectively.

After i.v. drip infusion of ] g of 6315—S, Cmax values in exudate of pelvic dead space
were also calculated to be 21.3ug/ml, and the ratio of AUC in the exudate to that in se-
rum was 138%.

6315—S was administered i.v. to 15 patients with female genital infections and the efficacy
rate was 93.3%. Neither side effects nor abnormal changes in laboratory examination were
observed.



