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BML, UTofmeHEx,

1. DL-8280 300 mg PIfR% 1 M) B o> I a4 AR AL 2 R BE 12 0.19~6.22 (F#53.83+1,81) ug/ml

Thol,

PR 1 ~ 6 FEMlIC381F 5 B MLk 3 X AP IREE T Th £h, FBIR 5.50~2.49 ug/ml, 7%
BHAR 5.58~2.73 pg/ml, FEIAR 5.87~2.81 ug/ml, FEILRH 6.85~2.35 ug/ml, F'EEBHE
9.80~3.65 ug/ml, JASL 7.80~2.95 ug/ml, JIE 8.40~2.60 ug/ml THH, FHARPIME MMk ®

BEL Y RREWEAS A2 b,

FEBLITH T B MED E— 7 ZARE 1 ~ 3BEMIcE» bhi,

2. FEARBLE4H, FENBRLABHBRE 14, SBBR1H, FERRELH, BERE
140, v by URRIE 1B, SMNSEIRE 2B, BERLA, BEBRAHEE R1HA0H 1BHORK
YIERlCH + 2 ERERSIRAES 34, AR I0HT, Z0FFRIL100% Tho7z,

FHEEICS L3 LBbh 3 BIENREWERRBED bhvish o T,

DL-8280 ¥ H—MIEHA & TR SN/- benzoxazine 1§
EETAHARBANERITH S (Fig. Do

&KX Staphylococcus, S. faecalis, E. coli, Klebsiella,
Proteus, Serratia, P. aeruginosa, H. influenzae, N. go-
norrhoeae, B. fragilis ¢ X, WIMEEEEL 77 L HEHE,
77 LREMERICR L TIRL Il A7 b7 AL RN E
HL, TOERIRENTH D,

4[], 4tk DL-8280 (W THRAT 28458~ 0 T,
RAEBHEB~OBITHELRM L, BHOREKRIC KA L EH
L7=zDT, ERLORFZAWTHET S,

I. HE2A9RET
DL-8280 300 mg #5¥ICH T @ AEBEBE~0B
TR R L,
1. RERR

WEOX R E LI BEIEMTE LMWL BT L &
27 BT, FEBES X TERIE O BHE 22 4, JIHE
BoOBRE1H, FEEBEOMOBEANTHS . FEEH
0 #inBEIT LB 21~25 ARNICF = ILE 0 M8 Y] BRHT
2T, HHERBRETBHIC cefoxitin (CFX) 2 gXx2/day
5 BEOHBEEZ T TWSH, XFEHHET 2 BRUNIIE
AR OBE IR T T,

£ 32~54 (Y 42.3+5.2) %%, {KE 38.5~66.0
(F1y 52.3+6.9) kg, HE 147.8~166.0 (¥ 154.6+
4.5) cm T, WHIOBREC TRIZEEZEDRVEE
EXRL LT,

Fig. 1 Chemical structure of DL-8280
0
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£ E B TfT o 7z, DL-8280 PAR#% A b RELE A B 8
FTORMIZS AL 2 BERZAEAHFLTNE
(Table 1),

2. BRI

1) DL-8280 5.k

DL-8280 100 mg #E#I% 3 &, # 50 ml oKz THR
Lico BEIWAIES R (17:00) X Y #HKATHY,
FEB] 1~E 5] 24 13 HAR AT 3~20 5B I, IEH B~
EH 27 XATEER (12:00) % 3 REM B ICARLE,

2) BRERRE '

DL-8280 PfiRf%, JRML, SR CIXIPREINRE LUTFE
BROFB AL % ok LR % b o T, RRTHEDHR
BIVFEBRIAUNTERRERELEERE b2
T, BREROMMBITRE L Uik, WHEALY, &
KL, IME, FEESHE, TERSO4FP
L% L Ebh MG 1g ¥RRL, LEAEATE
BL, 7—¥iTECRE, SRoRky ERCHE
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Table 2 Microbiological assay of DL-8280

Type Paper disc method

Test organism

Inoculum size B, subtilis
E. coli

Medium B. subtilis
E. coli

Initial solution of standard
Diluet for further dilution

Range of final concentration
B, sublilis
E. coli

B. subtilis
E. coli

Extraction from tissues

Incubation

B. subtilis ATCC 6051 (spore)
E. coli Kp

1.25%10° cfu/ml
5.3X10° cfu/ml

Nutrient agar “Eiken”
Mueller-Hinton agar “Eiken”

1,000 ug/ml
0.1 M phosphate buffer (pH 7.0) or Consera “Nissui”

100~0.78 ug/ml
6.25~0.10 ug/ml

Overnight at 37C
Overnight at 37¢

i) Tissue 0.5g+0.1M phosphate buffer (pH7.0) 2m}

ii) Homogenize with ULTRA-TURRAX

(<1 min at 10,000 rpm)

iii) Centrifuge for 10 min at 3,000 rpm
iv) Use the supernatants for the assay

L, R bicEEAREICAR, —70°C IKHEREFELE, —
¥, FESIREERICTES - BiRS & CHBIRLE R
BRU, mEIMES, FRICHEERELR, $AR%1
R E IR W TR I 2 $RE L, DL-8280 DWRIX DfE
ANER R,

3) DL-8280 MERIEE

FHERRE X Ui P O MBERIE X Table 2 iIZ 5%+ %
HBIZT, FUREXSHPRFERICTT ok,

3. REMHER X U

MBRLE, FE8 - $#ROLES X CFERE, 75
B, SR, BEOKMBT OBITRECHEREE Rk
EEEM & & biT Table 3 12573,

PR 5 4338 X T° 21 43 T HRERA % BRfA L 7 52 )
1B ETHER 2 LB W T, HiRRE LRGP OME
BWTFROIEBRFMEUT Thole. AR 1 BER%
IZERER LT B R ILE I > W T b RIEBRAELUT Th -
oo WRRH: 45 LRI KR AL BtE L7 R Y o fE H
3 H HIER 27 IT TR, EHI 25 DINE (NR% 17 BE
[#50 43, EEHI 27 OFESIROE, TERER X UFE
BT (PRS 22 R 45 ) LIRS X UHRE (A
PR% 22 Ref] 24 53) DBBEFBIERFMELUT Td - &
B, BYTRTORECREREFTETH -,

fEHY 2 5 BAEHY 27 T30 B AR 1 BT B BT # AR
3 IR EEIL 0.19~6.22 (34 3.83+1.81) ug/ml T
dolte

RS 1 ~ 6 BEfIZ &51) 3 F M s X BT RE
iTEh 2R, FRIR 5.50~2.49 (¥4 3.62:0.84) ug
/ml, FE®R 5.58~2.73 (¥ 3.85+0.93) ug/m),
FERIR 5.87~2.81 (FH 3.73+0.85) pgml, FE
BBES 6.85~2.35 (49 5.02+1.27) pglg, FEESH
& 9.80~3.65 (¥ 6.10+1.69) pg/g, FHE 7.80~
2.95 (3 5.53+1.26) uglg, SHE 8.40~2.60 (F¥
5.14+1.49) gg/g THY, MRPRENSMFFRES
Y, RLHVWERANRED bhi,

£BArITH I 5 MEC— 2 HIZARSE 1 ~ 3RHICE
woh, UERERYW-K D LEP L, 2~BFKH%
TRMERAELLT & 2> (Fig. 2~Fig. 8).

II. ESeRabHRE

1. AENRBIUHREHE

BEFI57 48 7 A HHET584E 5 § ¥ CIRSASIREY
NI AERBYESRE 13 £ R RMM&RE L k., DI-
8280 100 mg &A% 1 [ 34, 12B5RI%E, 1 A 2ERM
A& FoR, #3K L7, 4R 13 23~77 (P 39+15)
B, REix 42~68 (P 52.5+7.7) kg, HEAHR
T~14 (¥4 9.9+1.9) H, 5k 4.2~8.4 (F
¥ 6.0x1.1) g THott,

2. BERYRHEEE

RS A M REEIRAS 3 B DAL CHEL
BELEBEEEY, 3 AUNCEBRORAERLED
BRELEHALESY, 3 HERBLTLHESLEY
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Fig. 2 Concentrations of DL-8280 in antecubital
venous blood after administration of 300 mg
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Fig. 3 Concentrations of DL-8280 in uterine arte-
rial blood after administration of 300 mg

ERULS

®

2

§

S °

350 o

s °g9 ©

5 gmo°

L3

£ | ° o o0

o L I [ 09 o
5 10 15 20

Time after administration (hours)

Fig. 4 Concentrations of DL-8280 in uterine venous
blood after administration of 300 mg
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Fig. 5 Concentrations of DL-8280 in portio vagi-
nalis after administration of 300 mg
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Fig. 6 Concentrations of DL-8280 in uterine fundys
after administration of 300 mg
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Fig. 7 Concentrations of DL-8280 in ovary after
administration of 300 mg
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Fig. 8 Concentrations of DL-8280 in oviduct after
administration of 300 mg
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BRI ATRE 2 FEFIIC SV T iE, DL-8280 #571#IC
TR - KSR T, REEORE, MIC JIE2EE
L, MEZMRMNEIT- .

BifERICovTR, #E5a1%OHhEERD LUK
ZHREERICL > THEL:,

3. EEBRARAK

BYSEH] 13 FloNFIE, ATIERETE, HEXRE
EARBOFENRYE 4 5], FENBSR LEBBRES
BELI 141, AHBHZ% 14, FEEHICT “Co BERE
HOTEBRE 15, REEMRE 1A, S by VR
1, SAaERE 2, |ER 14, BERRAHRE
R 14 TH5 (Table 4), '

zhb 1B Flicat+ B ERRIES 30, HH 1A
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FUNDAMENTAL AND CLINICAL STUDIES OF DL-8280
IN OBSTETRICAL AND GYNECOLOGICAL FIELD

Motox1 Havasaki, HipeEakr Konpon, Kunmiko Itor and KaTtsumt Nopa
Department of Obstetrics and Gynecology, Gifu University, School of Medicine

The studies on the transfer of DL-8280, a new synthetic antibacterial agent for oral use,
into woman’s genital organ tissues and clinical effect in the field of gynecology were performed
and the following results were obtained.

1) Serum concentrations of DL-8280 determined on antecubital vein sample at 1 hour
after oral administration of 300 mg were between 0.19and 6.22 ug/ml (average 3.83+1.81 ug/
ml). Serum and tissue concentrations of DL.-8280 at one to 6 hours after administration were as
follows ; 5.50~2.49 ug/ml in antecubital vein, 5.58~2.73 sg/ml in uterine artery, 5.87~2.81
pg/ml in uterine vein, 6.85~2.35 xg/g in portio vaginalis, 9.80~3.65 4g/g in uterine fundus,
7.80~2.95 ug/g in ovary, 8.40~2.60 ug/g in oviduct. Tissue concentrations of DL-8280 had a
tendency to be higher than those of thé serum. The peak values in each tissue was noted at 1~3
hours after administration.

2) DL-8280 was administered to 13 patients with gynecological infections consisting of
4 patients of intrauterine infection, 1 patient of infection in uterus and adnexitis, 1 patient of
adnexitis, 1 patient of pyometra, 1 patient of vaginal abscess, 1 patient of Bartholin’s abscess,
2 patients of vulvar abscess, 1 patient of cervicitis, 1 patient of pyelonephritis and cervicitis.
Clinical effects were “excellent™ in 3, “ good ” in 10 and the efficacy rate was 100%. No side
effect due to DL-8280 was noted.



