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Fig.1 Chemical structure of 6315-S
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Fig.2 Two-compartment model with an attached sub—compartment

by a first—order process for tissue distribution

Glossary of Symbols
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partment O
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Ceneral Do Dose
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k1o ka1 ‘\:\ _________ t Time after drug administration
LN VB Distribution volume of the central compartment
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g Hybrid type rate constant
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Table 1 Tissue concentration of 6315-8 following 2g intravenous bolus injection
. Plasma (ug/ml) Uterus (ug/g) , ,
No. | Age 1;;_:_‘; Cubital | Uterine | Myo- Cervix | Portio 8::/?; (m:/:;t Ux;cll::ly":ng
vein artery |metrium
1 | 77 |07 ]| 162 165 - - _ _ _ Cancer of the
uterine cervix
2 | 32 (058 57.4 | 541 | 38.4 | 356 | 46.6 - 347 | Cancerofthe
uterine cervix
3 | 44 |092| 558 | 58.9 | 448 | 442 | 309 - 24,0 | Cancer of the
uterine cervix
4 41 |(1.00 39.7 - - - - 51.9 - Myoma uteri
5 | 60 [1.75| 28.4 | 279 | 200 19.6 19.4 | 242 | 218 |Cancerofthe
uterine endometrium
6 | 45 |2.00] 14.1 150 | 13.4 | 177 10.8 19.8 | 330 | Cancerofthe
uterine cervix
7 | 40 [203| 5.7 5.8 4.4 4.4 4.6 5.3 49 | Cancerofthe
uterine cervix
8 | 52 258 27.3 - 273 | 258 | 310 | 298 | 368 | Cancerofthe
uterine cervix
9 | 45 |6.13| o 5.4 2.4 2.6 2.8 2.4 2.7 | Cancerof the
uterine cervix
10 45 16.28 1.04 - 0 0 0 - - Myoma uteri
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Table 2 Pharmacokinetic parameters of 6315-S in
sera following 2g intravenous bolus injection
ky2 kg kyo Ve a ] T4%8 AUC
(hr™') | (he™t) | (heT?) (L) (hr™') | (hr™?) (hr)  |(ug+ml™' «h)
Cubital vein 3.06 2.36 2,13 5.9 6.81 0.74 0.94 159.3
Uterine artery 8.06 2.36 5.86 1.9 15.38 0.90 0.77 180.7

Fig. 3 Simulation curve of 6315-S in
cubital vein following 2 g
intravenous bolus injection

Fig. 4 Simulation curve of 6315-S in
uterine artery following 2 g
intravenous bolus injection
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Table 3 Pharmacokinetic parameters of 6315-S in female genital
tissues following 2g intravenous bolus injection
ki3 Ve k3; Tmax Cmax AUCTissue AUCTissue/AUCPlasma
(he™*.L7?) (hr™*) (hr) (ug/g)  |(ugeml™"<h) (%)

Myometrium 0.18 1.91 0.42 43.9 87.5 54.9
Cervix 0.16 1.70 0.46 40.6 86.2 54.1
Portio 0.29 3.34 0.29 55.5 82.4 51.8
Ovary 0.57 4.01 0.26 97.9 132.8 83.4
Oviduct 0.07 0.59 1.09 28.4 111.3 69.9
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Fig. 5 Simulation curve of 6315-S in
fundal myometrium following
2g intravenous bolus injection
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Fig.6 Simulation curve of 6315-S in
cervix following 2g intravenous
bolus injection
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Fig. 7 Simulation curve of 6315-S in
portio following 2g intravenous
bolus injection
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Fig. 8 Simulation curve of 6315-8 in
ovary following 2g intravenous
bolus injection
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Fig. 9 Simulation curve of 6315-S in
oviduct following 2g intravenous
bolus injection
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Table 4 Clinical results after 1g [.V. drip infusion of 6315-S
No. | Age Diagnosis Underlying disease Ad"}i:i;;r; 'sti°n °fl'""'"“'.Mlc Before ) Clinical | Bacteriological | Side
’ &n ying cies ° isolated Cafer effect effect effect
(g x times x days)
1 26 | Intrauterine infection C-Section 1x2x6 P uru[in-om >100 Excellent Eradicated -
2 28 | Intrauterine infection C-section 1x2x7 S. marcescans 313 Excellent Eradicated -
3 24 | Intrauterine infection Uterine inversion 1x2x6 S. inrermidius 078 Excellent Eradicated -
4 | 42 |Intrauterine infection Cancer of the 1x2x5 — Good Not clear -
uterine cervix Unknown
5 70 | Intrauterine infection ancer of th'. 1x2x8 M’.M Good Eradicated -
uterine endometrium =
6 69 | Intrauterine infection Uterine sarcoma 1x2x4 8. melaminogenicus0.78 Poor Not clear -
Unknown
- . S. sanguis 1.56
7 21 |Intrauterine infection PROM 1x2x6 T faecalis> 100 Poor Replaced -
E. coli 0.2
8 29 | Intrapelvic infection - 1x2x9 Anaerobic_strepro 1.56 Excellent Eradicated -
L . E. coli 0.1
9 26 | Intrapelvic infection Placenta accreta 1x2x5 T coll 01 Good Decreased -
10 | 29 | Intrapelvic infection Canser of th.e 1x2x8 — Good Not clear -
uterine cervix Unknown
- . Cancer of the E. faecalis >100
11 | 70 | Intrapelvic infection uterine endometrium 1x2x7 E. faecalis 5100 Good Unchanged -
12 | 53 | Intrapelvic infection Myoma uteri 1x2x5 Peptostreptococcus 0.39 Good Not clear -
Unknown
13 | s6 Extfrnal !;:ni:al _ 1x2x5 §. intermedius 0,78 Good Eradicated _
infection =
14 | 27 Ex:'emal Feniu] - 1x2x5 E. coli 01 Good Eradicated -
infection -
15 | 32 E“."ml .geniul - 1x2x4 — Good Not clear -
infection Unknown
16 | 63 Adnexitis Post hystrectomy 1x2x4 5. aureus_oﬂs Good Eradicated -
- _ T. glabrata _
17 29 Adnexitis 1x2x3 7. glabrata Good Not clear
- Staphylococcus 1.56
18 21 Adnexitis - 1x2x9 EnterococeusS 100 Good Replaced -
19 17 Adnexitis Ovarial cyst 1x2x8 : Good Not clear -
Staphylococcus
coag (—), 0.2
P. magnus .
20 | 41 |Intrauterine infection - 1x2x4 B. asagccharoly ticus 0.2 Good Eradicated -
21 | 25 | Intrapelvic infection | Uterine endometritis i : f: : £. faccalis Good Eradicated -
5% REE MIC, BERHR WEFHHR BHE TH-to
Ao\ Tid Table 4 ic—%&x TR L7, BREFNOEHERELRITT L, FERNBRRETIE
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Table 5 Clinical effects after 1g I.V. drip infusion of 6315-§
Diagnosis No. of Excellent  Good Poor Efficacy rate
cases
Intrauterine infection 8 3 3 2 75%
Intrapelvic infection 6 1 5 100 %
Adnexitis 4 4 100 %
External genital infection 3 3 100 %
Total 21 4 15 2 90.5 %
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Table 6

Bacteriological cffects on strains isolated after 1 g I.V. drip infusion of 6315-S

Isolated organisms

Bacteriological effect

Eradicated | Decreased [Unchanged | Replaced | Not clear | Eradication rate

Gram-positive bacteria: Total 9 strains 6 1 2 88.9%
S. aureus 1 100 %
Staphylococcus spp 2 1 100 %
S. intermedius 2 100 %
S. sanguis 1 100 %
E. faecalis . 1 1 50 %
Gram-negative bacteria: Total 5 strains 4 1 80 %
E. coli 2 1 66.7 %
P. aeruginosa 1 100 %
Serratia marcescens 1 100 %
Anaerobic bacteria: Total § strains 3 2 100 %
Peptococcus 1 100 %
Peptostreptococcus spp 1 1 100 %
Bacteroides spp 1 1 100 %

Total 13 1 1 2 2 88.2%

Table 7 Relationship between organisms isolated and clinical
effects after lg I.V. drip infusion of 6315-S

. Clinical effect
Isolated organisms Excellent Good Poor

Gram-positive bacteria: Total (%) 1(11.1 %) 7(77.8 %) 1(11.1 %)
S. aureus
Staphylococcus spp 3
S. intermedius 1
S. sanguis 1
E. faecalis 2
Gram-negative bacteria: Total (%) 3(60 %) 2 (40 %)
E. coli 1 2
P. aeruginosa 1
Serratia marcescens 1
Anaerobic bacteria: Total (%) 1(20 %) 3(60 %) 1(20 %)
Peptococcus 1
Peptostreptococcus spp 2
Bacteroides spp 1

Tortal (%) 5 (26.3%) 12 (63.2%) 2(10.5%)

BEpi%icb ) ABKRREMBOFEE IR, QKR FcRFT L, 1 H (4.8%) bV TRELATHREE

11,312 55 7,412, CRP 253+ /5 1+ EHEDE TR
BHon, FROBEWENEEINI, Zofh FRIOER
M ~NESobEUE N7y MERSEOMK—B
®RE, GOT, GPT, BUN, Cr 72 & O B#asR A I
ST, BEHRCEEEZIBD SN >/ ERM

bhTuwi,
4) BEH

2%, GOT (26—66), GPT (16—48) O LR, BH S
nte G 11) A%, ATEFZ#F 400 ml OHMAFTS

ARG AR LB LEEA SN BT VILF—ELK,
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Table 8 Laboratory findings (before and after) 1g 1.V. drip infusion of 6315-S
No. RBC | Hb | Ht | wpc | Plt |GOT|GPT| Apnp | BUN|SCr |{crp | Note
x104 | g/dl | % x10* | U 4] mg/dl|mg/dl
1 before | 412 (139|413 | 9,100 { 37.4| 8 | 8 |226 6 0.6 |6+
after | 360 [12.4|34.9 | 9,200 | 35.5| 7 | 6 |111 9 06 | -

; before | 348 | 8.6 |28.7 (12,600 | 328 | 22 | 9 67| 79| 07 |3+
after | 397 [10.1 | 32.4 |11,800 | 58.7 | 17 | 19 58| 110 07 |2+
3 before [ 275 | 8.5]25.1 113,700 [ 23.8| 52 | 26 | 147 | 10.8 | 10 | 3+
after | 291 | 9.5]|28.1 | 5100 | 541 | 23 | 10 9.4 | 129 | 09 | -
4 before | 352 | 6.6 (218 |18,500 | 431 30 | 6 | ~ 10 | %10 | -
after | 417 |11.2]10.6 | 7,800 [ 31.0] 32 | 10 | ~ 13 12 | -
g before | 364 [11.3(33.4 | 9,000 (176 | 21 | 10 |170 7 0.6 | +
after | 412 [10.7 |37.5 | 6,700 | 16.2 | 25 | 7 |116 14 0.5 | -
¢ before | 391 |12.7 38,1 | 6,300 | 17.2| 27 | 18 | 70 9 08 | ~
after | 374 [11.8 |35.9 | 6,400 | 18.6 [ 31 | 20 | ~ 13 09 | ~
, before | 424 (13.0|39.2 {19,400 | 27.8 | 13 | 8 | 143 10 0.6 | 6+
after | 366 [11.3 33,5 [10,400 | 36.0 | 12 | 10 | 98 10 08 |6+
g before | 477 |14.6 [ 41.0 [20,000 | 24.7 | 19 | 41 |100 86| 07 |6+
after | 440 [13.4|38.4 [12,100 | 33.9| 17 | 39 |136 1.5 06 | —
g before | 319 |11.1 [33.0 |22,100 | 28.0| 16 | 8 |202 81| 02 |4+
after | 298 [10.0|30.2 | 9,300 | 41.2 | 15 | 13 |213 65| 05 | ~
10 before | 377 10.9{33.3 | 5000 [360| 9 | 5 75| 66| 08 | +
after | 415 |11.9 | 36.9 | 7,200 | 18.3 | 16 | 16 79 | 101 | 07 | +
Post
1y before | 349 |11.11338 | 6900 1177 | 26 | 16 | 86 12 0.8 | 6+ | transfusion
after {338 [11.1 [33.0 | 5500 | 19.9 | 66 | 48 | ~ 12 0.8 | 2+ | hepatic
12 before | 424 [11.5 (346 | 5,100 | 19.5 | 35 [ 30 31| 151 | 08 |2+
after | 471 [12.4 (415 | 4,300 | 32.3 | 28 | 24 36 | 143 ] 09 | -
13 before | 433 [13.7(40.4 (14,600 | 247 | 24 | 24 | 67 | 13.2| 09 |3+
after | 432 (137 |40.0 | 7,700 | 36.8 | 21 | 23 73| 108 | 10 | -
14 before | 443 112.9 138.3 | 9,900 | 23.7 | 16 | 8 47| 86| 11| ¢
after | 415 [12.2|35.7 | 6,000 | 19.3 | 22 | 14 s4 | 93| 11| -
before | 447 [13.1(39.5 | 5600 (16.7 | 14 | 6 46 | 104 | 08 | -
15 after | 440 [12.9(39.2 | 4,100 | 16.7 | 14 | 7 41 | 104 | 08 | -
before | 374 [12.3|36.3 | 8,500 | 29.1 | 30 | 13 69 [ 70| 09 |3+
16 afcer | 338 [10.6 |32.6 | 6,200 | 28.0 | 21 | 10 s4 | 87| 07 |2+
before | 470 |14.3 | 41.2 {14,000 | 35.6 | 15 | 16 5.0 | 12 0.7 | -
17 after | 444 |13.1[39.2 | 7.800 [ 30.2 | 13 | 12 39| 11 08 | -
before | 465 |14.8 | 43.4 (16,680 |23.1( 13 | 8 41 [ 15 07 | -
18 after | 440 {14.2|41.8 | 7,930 | 18.1 | 17 | 16 3.7 | 10 08 | —
before | 454 |10.9 | 34.3 | 5770 | 41.8 | 12 | 5 32| 8 0.7 | +
19 after | 429 |10.9 [33.1 | 3,630 [ 28.7 | 14 | 5 30| 7 07 | -
before | 400 |11.9 | 36.9 [11,100 | 30.5 | 19 | 13 72 | 11 08 | ~
20 afcer | 427 {13.0(39.0 | 8900 | ~ | 17 | 15 5.5 | 10 0.7 | ~
before | 478 |13.5|40.9 | 3,700 |22.0 | 21 | 23 | ~ 123 | 1.0 |2+
21 after | 456 |13.0 | 38.6 | 7,600 | 18.6 | 14 | 11 42 | 152 | 09 |5+
Aver- pefore | 402 [12.035.9 {11,312 [27.3 | 21 | 14 | 56.4 | 99 | 08 | 3+
age after | 400 [11.9 [ 349 | 7,412 [29.6 | 21 | 16 | 41.3 | 109 | 08 |1+

HALBER, WRERTEOENERG 1 AILBREINL

Mote
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OREARZ MV REEBIch D, T4t 7
7 LMMEEICH L, CEZ AW, 7S LBERTII,
Pseudomonas aeruginosa k% LMOX &R& DMK
WHREAEZBEL, FALAFY) UERHEET FORE
(MRSA) 2 bfthd 7 = L XA L T LD W
REANNBH oI TV S, AMMIIHLTIR, 754
BUYERPLTCRERE bICHVWRBEA%ERL, i
Bacteroides fragilis i2 { Clostridium difficile i
bRBAERTIENBHOATVEY,

SEbhbhid, 6315-S DML & BB T
SVWTHRM LAY, RAMEIISWTIE, FBRRE &
2 g% 20ERELAER, Table 21RT & S IChHe
Wik 3TV (BH) 13094 M), AUC 13 159.3
pgml ' *hD@EZRLTWI, | giElICET3ET
Yo (B18) B O0.83KRIEHMEINTELY, | giks
L2glkBILBIAETY (B18) IKOVWTIRERIEYD
ohiihot. O E=—HRIRENEDOT L(8H)
tHBd 5L, CPZ (2.09 Bfs]), LMOX(1. 45 B5fd),
CZX (1.T4RD L h4E <, CTX (0.92 #M), CMX

(0. 85 B5RD > &2 IZEDEA R LTV, AUC i3
159.3ug-ml"'-hDfE% L., BH#HO | g 2uEH TR
DET3.5ug ml ' h " CHHBELTH2EDEETRL
THh, 5B EMPBMEICIE dose—dependent 754
ErBEHont,

AFIOBEHICBL TidEL Vi (2 %LT) OEER
HEMEREABANKRLEALGZE LTRD F A 3BH P
KHtE , | g BERORDHEHRIE 25T 65%,
B T8 % AR LEHHHOER L ENTWVLEY,
FhoxRxy FESICLOMPREIEEC LR LR
kit AEBIET B 2 &N, FFIIRMFSWETH S
CEMREEINTWVAEY, L~ T, FEI3HEttED
BLWEATHD, SENIBBREDERTEFCOVTR
FLAH, BRECETLTOLAEMICEVWTIIERKL
TABEENLBELELZ OGN,

FE#MKMIcH 5T %R, 0.77 KR, AUC
2180.7ug-ml ' hpfE%xRrL, FEHRMBE L
FRiRmsE & EU LB ERTbDEEI SN,

MBI RE DR IC D\ T3, compartment model
RV AENO OhBESh TV AL, SEIIG
YAMAMOTO SO H &Y EH VTR AT - 1o
FEHLUMBSHEMBICH T 5 Cmax (356 EHS 43.9
ug/ml, TAER 40. 1 pg/ml, B 55.5ug/ml L FEE
Ml BV TR EEROEAE DA, FFRTIE 7.9
rg/ml EEEERL, WETIZ23. 4ug/ml L{EfE%
RLTWo Ch% 6315-S @AREBHRLICHEV

TRHFEINLY, | g REHIEIFO Cmax LHRT S
&, EEHM, WE, MEcoVnWTIE, L3NS 1.9
fif & 12 1F dose—dependent &M FZAH S5z, Tmax
ICBAL TIIONEA L. | BN &BEE L7, EOMiiEm
IKBVWTIE, 0.26 BMH S 0.46 M EBPHMCHITT
B AR ENT, /o, IR AUC A
SR LB~ DBITHRIE 51. 8% 2 5 83. 4% & & K|
DD TRIFIRBAARB TN RBR I,

RENROEMMENMET 218813, MPREHEBD
ALY, BRRAOBTHAEMBARRENEED
MIC %M LE > THHFTE MV BBUEERFENR
3, ®CT, MAMBEBRTI AMEIhZEED MIC
&, 6315-S 2g, REBEHOBMEMICE T Z2EMR
ELOMELE Fig.10i1R L, ik, R LA MIC
BERR TERE N T -7 - B ER L1

=Y, FRUS S LBURICDVTRIELTAS L,
S. aureus & Streptococcus agalactiae 2% L T3,
MIC, LA LD BEAF 6 ~ THMERIN, XEOF
PR ENS, ESHRE T < LFIZ, —MBICT KD
HEC EICBREBICE-TWAAF Y VRHET K
B (MRSA) icxt 4 2iEHMET LTV A7 AR,
S. aureus <X L THWHRLE A %R L, %< MRSA i
MLTOHLREHNEETEENSY, FEOBRYHE
MNPHFINTWSB, LI L, E. faecalis i=%t L T3,
100ug/ml DBEICEBENT b MIC,;, ThH b, P.
aeruginosa Ti3, 100ug/ml DRETREMEIETX 3
EHEZD oI, HFRES S LIEEHE T,
E. coli, Klebsiella sp. icxt L Tid, H51% 8 Byfic
BWTH MIC, 2 LEIZMEMNHERFIN TV BN,
Enterobacter Ti3 MIC,, % LBl 2 BB (381 ~ 2 B%
MThh, AF1~2gmndiEe] e2ERETCIE
b REICELABVLDEEL SN, WRMERIC
¥ LT, B. fragilis ® MIC,,i3#7 5 ~ 6 BeffI#iF &
hAF OB RBEE NI,

UtomBaE L0, 6315-SOIEEHAR, K56
MR T 5L, MIC, 2857 9HIiTid, S. aureus,
S. agalactiae, E. coli, Klebsiella sp., B. fragilis
KM LT, 1Blg lB2RDEEREE RS
WPBETTHABPRIMHETEEIIDEEL O,
Enterobacter %t L Tlz MIC, D (25~50 1 g/ml)
MoAT, 10 2g, | BH4EORERETHRIMSF
T aTReMEN R S Nice LA L, E. faecalis& P.
aeruginosa =Xt LTk, AF|2 g BETIBEYMPR
EEBsLEMTHD, MFE BRI O VTR
THLENRSHBbDEEL SN,
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Fig. 10 Relationship between simulated tissue levels of 6315-8
following 2g I.V. bolus injection and cumulative
percent of strains inhibited by each concentration

2w XD
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FNEHELAZAATROTN O EHIES th 2BICHE
ML, EREROZBENED SHBHTYINBRD &Vl
DB YRNL SN, FROEDH-LERINL, MK
EFNiICbLThbBoRME(ELBY o,

B|UTH-2PEHB L, ERE6OTFERMICEHS
A5 FEARRIER T, SRIBBEI Peptostreptococcus

(MIC 1.56) THOERMBRIUMBFI AL, BN
ERNARETE/DEHEL 2o FERI, 60 FD
compromised host ThbhH, DX RIIPEICI, #&
SROMBCEEHELERODVTHELEET WL B
BEANEINBLOLEEX SN, R TIZERBUK,
FEARRERT, 21 F&HL, RHEB S sanguis

(MIC 1.56) T, FRIDOMMMEREI»CELT, +
SR RIMFI N, MEFNICIT S sanguis 1374
KL, MIC>100 D E. faecalis mBRREAR%:H
CUBKRMICIIEROBENB ONFEH & HIE L1,

EXRDBMER OMEFHARI, TS S LB
B 88.9% (BEibk /9FKK). TR S LIBHEE 80%

(4B /SHEBR), WTHESE 100% (3t 3EH%) T
Hh, 2TI289.5% (1TEE/198#k) Th -7,
h%E, CNEFTHECRILAOBE=HARRENK
OMEENHRE LT 5L, CPZ TIE62.5% (10
k16 @)Y, CTX Ti2 86.7% (13HEH%15H
B Thh, AFBhoEMNERZFULORRE T
L. AFOBNI-HBEEVIYRIEZI NI,

RHEENICAIEBERNEDRR, 77 LBHET
88. 9% (8EIkk /9B #K), 7' 57 LIEHE T 100% (5HiK,/
SEk). MRMEET80% (4EHk SHEEK) & VI L
BHEIC bMOIRENAET 5 2 EABRI W40,
MIC>100 @ P. aeruginosa iRt h7zicbhhb
SF, BRMICENEEL, ME¥NICLEDRE(LE
AU L BPIGER 1 )MRBDHOSh, TOBICBLTIE,
BIOFDNERFENARRELE LALBET BBO
it RIF CH > S EMKELBEERLACELE
Avhitc,

BERREKE T, MmEHERD 6316-S HRLDOE
(T3 H) IKHBVWTY, 1LAKORBERENRE X
hTx9, GOT L& (6.4%), GPT k& (18.0%),
IFREERIEE (1.4%), Al-P B% (0.9%) H@»oh
TW3, SEIOKRETIE, FAFESK 1 H GEF 1D
iKW T, GOT (23—66), GPT (19—48) t&EFELH
ZRLIA, BERT2»At%dH GOT 80, GPT 32 &
GOT REELAAHBELTHY, ChidXxFicks e
WS ki, AP (F9400 ml) iIC X HHENKE
wWhbnEEZISNT,

ftuid fHIg D 6315-S RS DMH (738 #1) TIZ®,
RIfER kT2 2%icAohn, £DORRIE, 512
%), RM(0.5%), TH (0.3%) LMEENTVLEH,
SEORNTIIAR LS EBONARIFERAOREIR 1
FlbBBOhiEh -1,

LR S, 6315-S REEBV Y S LBHEEIC
LABRENFHINTO A MAMBRERRICEVT
BOEYEERL, BHTELCERALS 3RET, 4
MBI NIRKITHELEEX SN,

WE¥bBICES, 6315-S DEEKERICHIH AV
REEATRGERLEGRRKR) hRITE (KBRARKR).
LHIES (K&iCaFEE, LRAM (BERAERKRE).
Kigsh= (ELERBR), E)Ifom (R{ERR)., =5/[8
it (= Rk, BIBAZ (hEYK KRR, WEHE
KT (bhnetamee), Ml B8 (KESkERR.
BHEEX (BN AMTHEE), NAERE (BRIILEERB)
DBREEN O CICHBELREFCEMKLE T,
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6315-S (FLOMOXEF) : PENETRATION
INTO FEMALE GENITAL TISSUES AND CLINICAL EFFECTS
IN OBSTETRICS AND GYNECOLOGY

Trrsuaki Hara, Hiwovuki NArro, TourU MASAOKA,
Kyoko Iwasaki, Mrrsumasa Marsuo, Takisin Uraie
and Atrsusiit Fudiwara
Department of Obstetrics and Gynecology, Hiroshima University, School of Medicine

We studied 6315—-S (flomoxef), a new cephem antibiotic, for penetration into female geni-
tal tissues and for clinical effects in the field of obstetrics and gynecology, and obtained the
following results :

1) Penetration rate : 6315—-S was administered in a dose of 2 g by i.v. single—dose
injection to 10 patients. Drug concentrations were determined in the cubital vein, uterine
artery, and genital tissues by bioassay. Half-lives ( 8-—phase) for 6315—S in the cubital vein
and uterine artery were 0.94hr. and 0.77hr., and AUC values were 159.3g-h/ml and 180.7
pg-h/g. Cpax in tissues was 43.9 zg/ml in fundal myometrium, 40.5ug/ml in cervix, 55.5
xg/ml in portio, 97.9ug/ml in ovary, and 28.4 x'g/ml in oviduct. Penetration rate in each
tissue was 54.9%, 54.1%. 51.8%. 83.4%, and 69.9%.

2) Clinical effects : 6315—-S was administered at a dose of 1g by i.v. drip infusion twice
daily to 21 patients : 8 with intrauterine infection, 6 with intrapelvic infection, 4 with ad-
nexitis, and 3 with external genital infection. Clinical response was excellent in 4, good in
15, and poor in 2 patients. Eradication rate (including replacement) on 19 isolated organisms
was 88.2%. No abnormal clinical laboratory findings or side effects related to administration
of 6315—S were observed.

We conclude that 6315-S is useful for the treatment of obstetrical and gynecological in-
fections.



