900 CHEMOTHERAPY

FEB. 1984

DL-8280 o pEMARIERIC 1T B ERRIEH

WEREG - R - EREA - B#ET - FAHEHK
IR 2 K4 Rl A
TCRRBEEE M AT

FAMITEA] DL-8280 i2>W\WT, KMRMLLT, HMARRE I LD, BREBT, AN, #
BABITERNT 3130, ER ABGIRBLYE I+ 5 BERER 1T -7,

58, R, {LIMHIRD E. coli, K. pneumoniae, P. mirabilis, Enterobacter, P. aeruginosa, S.
aureus® IV THEABRBRE TV, AFiZ MLX, NA ICH~_EEEEIT—B LM, ®IC S. aureus
It 3 B MRER I NFLX LY 5 LB L 2,

FHRIOBIERBITICONWTIE, BEMMED 80% ULOMBLREL T LOMNDY, EKP~D
BITLBOOLIhD, £, LHABTOMBARABIT OIS - L TE,

BRORIGH & LTS, REBOBYHEBFICHEAL, AZHE0.9% DR B, FORRIZ, L
LT/ 0RMBEEERE L +5 REBYLE TR 17 FI20ED, BRABREETI oMb sH, 4
HBBYETIZ 40P 34, ZoMoBYSE (HEEBS, EEILBRARY) T3P 2MNEHTH
ol BRABEED 5 LIHREMEERD 2HIWTh LER CHES Th -, BIERICIISRET~E

LOEBH TN,

ERARSUIC BT 5 BB LU RERBE Ci, EEMME
77 LRMERERGEN EEAMRE LHTEHY, REETEK
ZL DEREFBB LT B0, BRAEFL Sokho—
BThd, 20 FL—7 ) FrhnfrBESHRIERIC
HY, & xiF, Vs A (NA), £'e IFE (PA),
EXIFE® (PPA), 3u¥4 2 > (MLX), > /7 %4 &
(CINX), /7 n7u%43 > (NFLX) 255755, SE—NETH
F&h7c DL-8280 X/ L LV EROARELHERITH 3,
EHREROFRREANIL L, in vitro DHEH S — R E
Y, RBE, €7FT, S TRATFRAREL V5 LBHER
75 LBHEE IS LT, BEVCHEERRY FTLLRGIED
EHL, 2»Th 77 LBHEEIC, thoRAESL YV READ
ERTODIENFRLEENTHAY,, KR E/-BHLIEL(KS
HOBWEHT RAKETLITRIRES A, FHEABR~OBTL
RIFT, 1BEALRBMERT KIBMIRELED £ ERFPIC
PritEh s, SEIRA X, FHISHOWT, EEEKANREEHEIC
HTAHEARR, REROMEBABITRLD EMEREYITH
iz, ERMARERICEIT S REREELPLET S Rij
FEIZX T BEEERIGAERAIZNT, TOEMEBRET B0

I EWMEER

1. HEH

ERARBRROMR (TE, B), RESICLRHE
m¥D E. coli 23 ¥, K. pneumoniae 18 ¥k, P. mira-
bilis 12 Bk, S. marcescens 8 Bk, Enterobacter 8 Bk, P.
aeruginosa 12 kB X S. aureus 22k % F v, DL-

8280 DIMEHRREERERHEREICE V7V, MIC

¥RUEL, NFLX, MLX, NA L Liz, 23, BEE
X EARCEREFSTEECECLTHY, EEEER
100 {4 R & L7z (Table 1),

1) E. coli

HIZBITBFEH D MIC i2iz L A ¥ OB 0.1 pg/
ml AFIRAML, NFLX CIi2iFHELL-B#TH 5,
—7%, MLX Tit 0.2~6.25 pg/ml o Bz B2 tEo»
iz bh, &5IC NA Tid 3.13 ug/ml IZ BEZHED
peak 3BV, KANTH B & in vitro DHEEMERS
W

2) K. pneumoniae

18 BRI I 1T 2 R OBRMES ML NFLX & i2iF Rk
T, 0.1~0. 2 ug/ml iZ MIC @ peak »338 Hi, MLX,
NA {2333 MIC ® peak 0.39 ug/ml, 6.25 ug/ml iZ
BT, HfIEH 4~5 BERERTWS Z L5 ) b
hie,

3) P. mirabilis

FAD MIC i KERS A3 0.2 pg/ml BATIZ4 L,
NFLX L[Rfko HiEEA % ;R L, MLX, NA i€ l~#i
EHABERTW3,

4) S. marcescens

AL 0.2~12.5 pg/ml ORICBRZ DI H D
v, NFLX L i2iZRI% 0 MIC #5733, MLX, NA ickt
_RT, BEMEPBRIF,
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Table 1 Sensitivity distribution of clinical isolates
D No. of MIC (ug/ml)
1 ru

Organisme ® | strains |=005] 0.1 ] 0.2 [0.39 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 |=100
DL.-8280 23 11 10 2
NFLX 23 11 9 3

E. coli
MLX 23 4 12 3 2 1 1
NA 23 2 16 4 1
DL-8280 18 2 6 6 2 1 1
NFLX 18 2 6 8 1 1

Klebsiella
MLX 18 7 5 4 1 1
NA 18 6 8 2 1 1
DL-8080 12 2 5 4 1
NFLX 12 4 4 3 1

P. mirabilis
MLX 12 11 1
NA 12 5 6 1
DL.-8280 8 1 3 2 1 1
NFLX 8 2 2 1 1 2

S. marcescens
MLX 8 2 4 1 1
NA 8 3 1 4
DL-8280 8 1 4 2 1
NFLX 8 5 2 1

Entrobacter
MLX 8 6 1 1
NA 8 3 3 1 1
NL-8280 12 1 6 3 2
NFLX 12 5 4 2 1

P aeruginosa
MLX 12 3 5 1 3
NA 12 2 10
DL-8280 22 9 13
NFLX 22 10 8 4

S. aureus
MLX 22 3 12 6 1
NA 22 8 8 6

(X100)
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Table 2 Transference of DL-8280 into maternal serum, umbilical cord serum
and amniotic fluid

(200mg)

No. | Case Ge:::;i:n ad'lr;lii:?s;f::i;n Maternal serum Umbi'l‘i;:lmcord Amniotic fluid

1 |R.L 41 30 <0.10 <0.10 <0.10

2 |H.S. 37 1 <0.10 <0.10 <0.10

3 |M.F. 42 1'17 0.57 0.31 <0.10

4 |Y.W. 42 1" 20 1.67 1.46

5 | N.S. 38 2° 40 1.86 1.74 1.33

6 |T.K. 39 325 2.68 2.25 1.05

7 |Y.S. 37 3 40 1.73 1.66

8 |K.M. 40 340 2.01 1.79 2.80

9 |M.S. 41 415 1.52 1.13 0.88

10 | M.N. 40 6° <0.10 <0.10 0.50

11 | N.U. 40 6" 15 1.55 1.49 39.8
(ug/ml)

5) Enterobactor

SHEDRETH B, 9 b 7 TEHEHAD MIC iZ NFLX
LRILC 0.2 ug/ml LT THY, MLX, NA X9 KB
MIC 2BV,

6) P. aeruginosa

12 }kORE TiX, FHID MIC i3 K 5 5 »° 0.78~
1.56 ug/ml I3 L, NFI:X L RIL L o MLX, NA
CHRTEESL o e HE N E REIH L TRLTNWS,

7) S. aureus

22 kit A &A# D MIC % 0. 2~0. 39 pug/ml IZ38D
Hh, NFLX oRBSZMS 0. 78~3. 13 ug/ml, MLX @
RS 3.12~25 pug/ml, NA 28175 25~=100
pgml i RT, AFEX+5 MIC 3I—BLBEWEER
BELRT,

LA L, DL-8280 m#igEH% NFLX, MLX, NA L H~
7234, E. coli, K. pneumoniae, P. mirabilis, S. mar-
cescens, Enterobacter, P. aeruginosa \Z%t L AR OHE
F31% NFLX L¥[ELL, MLX, NA {2t in vitro DIE
EMEN—B LR, 7 LBHETHS S. aureus ITH
WTRILD 3F LV HEHVBER TV B AR STIE & h
7o ’

2. FRERMBIT

DL-8280 200mg 1[EEAKGHOFEBBITEZ E.
coli Kp Bk REHL THHEBEIRT + R7ETHEL
Tzo 7%, EEERAFUICIE 1/15 M BEELIREIR (PH7.0)

PEALE, MRIFERIT~42FOEHILHT, 2
PeATAR 200mg ARG L, BsIESEHEF OB,
¥k, BEMFREL, BITAELZRM L, 25,
P Eo 11 FloniRi 9 BN EXE], 2 23 FEL
BHITHTH 5, PHEHREE T BRI 5% 30 5~
6EM 152 THY, A FHMP~D BITIZ BHT
BEFT, it bbsas, 1REEIARE, B#Ens
~NX P REE DK 80% O BERITA BHbhTW
Do FEKPA~IH1EFMATE T, BITIELALED
bhiznd, 20%EL-ERIZLRE LD, FHO
BTVHASHhTERY, HBRE (39.8 ug/ml) 2,14
GEF] 11) LARBRL TV 5 (Table 2),

3. HLHABT

PE#E 3~ 7 B OIER 6 Flic>WT, ARIOILHABIT
FRMLE, Thbb, 200mg 1 [ERER 1, 3, 6 R
HIZHHERBRL, LEOFET, BITBELZHEL
7o FR#KIX Table 3 IR+ &8 Y, FRRAHPIREL
BITL (BEM 2.0 ug/ml), 1% TBITORBD L
3b08bHY, IFREMHBOBITRENEL, 6RMKIC
BRBREXThIVETHaEARADAE,

4. HBABIT

FEHEEE OFHTENC DL-8280 200 mg % 1 EEN
BEL, BIHEROBBANRE & FEBARM, FRARL
BEY LROFETRE L, kit 2 Al chpRE
TORFMIE, 18/ 404 & 2B5RT 40 > TH B, AKX
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Table 3 Transference of DL-8280 into mother's milk

(200mg)
Days after Time after administration
No. | Case .
delivery 1° 3 6"
1 | KM 3 1.33 2.01 0.83
2 | M.S. 4 <0.10 1.38 0.95
3 | YS. 5 0.13 1.90 0.96
4 | TK 5 <0.10 0.38 1.75
5 | M.F. 6 <0.10 1.40 0.87
6 | M.S. 7 0.71 1.90 1.71
(ug/ml)

Table 4 D &30 T, FEENRM, MRIRMAER 24
b IzE—%L, 0.60~0.86 ug/ml ERTiEh, FER
W, FEGE, FENBK, SR, RE~OFROBITI
F#1 pg/ml Fig 0.70~1.4 pg/ml) &2 DESLH
Thole, o2, PEMNDRWD, MR ORE
PEYRETA LI TERD ST,

IL BSO8R

DL-8280 # FEi@ ARMEIROBEHIGH & LT, RIS
I 17 4, BRARBYE, SMERBYSE 2 £ 16§ 3+ 33
PR LT, 5 FEREARET, 1 BRONRE
150mg (4% 3) 15 4, 200 mg (4> 2) 941, 300mg (5>
3) 84, 400mg (B2 1L A2y, BEAKZT4~T
AiTh 5., EERHED—F %L Table5, Table6 IZ7R
L7,

1. RBRRERYLAE (Table 5)

AH 2 REBREE 17 PliCERA LTc, HRIEBE R
BER1A L S EEMMRERR 165 THD, BE BIT1
B&% 3BT, 1 H 150mg 4 3 %5 84, 200mg
S285 64, 300mg 4> 3BE 3L L, 4~7 HHEE
L, #5#Eix 600~2,100mg Thd, BREIE E.
coli 144, K. pneumoniae 1 4], S. epidermidis 2 f§)
T, 14 GEHI15:8.9%104ml) ZREFEIRTE
008 105/ml A EEEBR S TW5, BRERZIE o HIEid R
THEEOME, BREROMHEE - BE, BME (RICER
R) #bLicTL, RPMFEOMELH - WEFTROMHE
REBILOEE L Lic, M EOSMERIRBYLE DR
&3, BEBERO 141 GEF D 121HZ, BRRTO 16
flzepashc, eplicBREOME BEERDOH
R, MROEFCE iz, LLEOSMEMMIEREDER D 5
b, &3 AikE % OBKEHREY UTI KSFHEmELREC
HBTROTHRM LB 75 GEH 3, 4, 5, 8, 12, 14, 15)

Table 4 Transference of DL-8280 into genital
organ tissue

(200mg)
Case No. 1 2
Time .af.ter ' 1°40° 2°40'
administration
A. uterina 0.86 0.60
V. cubitus 0.87 0.60
Portio 1.00 0.70
Uterine{ Endometrium 1.40 0.85
Myometrium 1.00 0.75
Oviduct 0.70 <0.50
Ovary <1.00 0.80
(ug/ml or g)

THB L, £HIMNER (ERMEE, HHERREL RR
ERL) LHETER,

2. BRABYEE (Table 6, FEH 1~9)

FEABER4H, TELGBBRIH, HEMHEFTR
EER 2HE I PlicFREERA L., 1ER 5 RIZ
150~400mg (5> 2~3), HEARIT4~6 HTH %,
PDEUEEEIFAREICL D, TEH - thEFRRN3
ALURNICHEE LIS 0EESY (1), EEH - L EFR
N3ALACHEEL, TORBELEE FEEES (+)
EL, 3 HUARKEOHMENBED LRV E DX ES)
(=) Ll S ED KR FENBER X 44P, 1
Bl 3 HIER & 2PlicERR OREHED ST EA
BRRIFITIIEDLE, A1, EH1HLRY,
N. gonorrhoeae [ X 5HERTIED 1K, ESH1HL
201 & bEKIOBENRD bz, B, FENELR,
FEABBR CIERELTETH o128, EHHTIX
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ARV E%, B, THMSLTFEER, FEABBOE
%, B2 E0R - KRR oW 2%, WiEE S
oo Efe, WMEIMEERATIZ1 AR5 &Y 4E 300 mg,
400mg LR BEAICHERTHIE LM, 241D
#E2~3HEDBEENKEE T N. gonorrhoeae D&M
L& i,

3. SMERRRUYE (Table 6 fiEfA] 10~13)

HREMYIEF A b Y IRIRR X U3 R 0sH IRk
A APICEREHA LA, 1 A5 KX 150mg (5
3), HERKIT4~7HTHD, RITIERMH D 3 5
REFhT/NIREGEA L, RRIFRLHIE L, S
Y IRIRIE SR R, RO R Y VIRR DRI
T, AFD#LE 4 AMTo N, WKRFEER L
e EHEL, YIBREITox (WKLY E. cii &
RS 5 LBMERE ). AZF O SEME XD O
SHEBE X S. aureus, B-Streptococus 75 NI Bacteroi-
des ¥ L LI-BEHETH 3,

4. Fofth (Table 6, EH 14~16)

WIME & I RE LIRS GER 140, JREMA
FERREE CEEHI 15) 134411 B 200mg (&2 2) #5280
EOFRL, A ThH o, SEF 16 DEBILRRIT & Al
#Ed, AL, AEORFK, ERSHEKRL, BE
L BBICESTz, EHEHEL, YIBICE-T,

5. HERERME ORI

UEDREE L5 L, REBIVELT LA
%, FEABR 4TV FR AR (&R LB,
FTEMBBRIFII2HED (EH1AEEL), 14/E
%, WEMEER 2T THEY EBH 18280,
SMEBBYIE GMEIRE, S bY VIR 4#i3 3
BIAER, 16IES, & ofhomRilE L L THERE, F
HEERE IR TH o 7ch’, EBLBRRO 1 FlIiTER
Tholeo ZObE RIFL 2ER 3B HIF, X (E
$EEL) 304, B3 FITHEERN. 9% OERTH
olze B3, KESY E. coli 2RRE L3 2 RBBUE
17 T 2P AR OBREKE & MEEEENED &
Nloz LIIRRAUT L A EISRICER 1T B APERL R RERDE
RBETHEHTHAH,

6. BIEA

AFIORAREIC X 5 BBERR EOBHERIZED &
nTWwicn, —HOER TREAE ORF#EE (S-GOT,
S-GPT), BH#E (BUN, RER) R LI, HicR
HHRERD o7,

Im. = =

HE, €Y FYyanKrBROSHAER ORI
BEELVWLOXHY, 1962F0F ) U7 2B (NA)
BRRUE, 77 HARMEREICHEER RET 5 HER

LLT, EEcAmOmEs s, o 3 FRR(PAKR
S3%, ERIFE (PPA), ¥+ v (MLX)VT
BRREICE CHE Ry PANRIERL, SHICk
SRR EMN — L gl oTe/ vTuaXY Ly
(NFLX)? izos%, agoHRELICBE -, th
¥+ 7 AR OHMEIC R 6 > TARIEAL AT
3k, NA £ TEH—ft, MLX, CINX ¥T&%
—frfo e +hiE, &ML NFLX Ml 557,
WMAEME G0/ 7 LBREE 2 5T T ABIERIC
MLUTHLEWHB AR, bV EREREEL, TOHE
HE=tRt 7= 2HICCRKL, B=HROSRAE
KENWHZENTEE D,

Rt EBBYVERS X UCRBBIMEDCETELERE
Td 5 E. coli, K. pneumoniae, P. mirabilis 72 ¥ DEEK
SREY S LREMAREICH LT, AHA NA, MLX XY
ENTHEHERTD I LESIETER, LI, B
B (P. aeruginosa) i3+ 2 M WAEIEREERTES
H, S. aureus (T L T LM L HBELT, FHOBRR
BRI TI-TEN b DM H B, EHIT, BRLD
R BITiX N. gonorrhoeae \ICHZTh o723, BEITX
i, B 94 Bk 89 BEAS 0.05 ug/ml AT TREN
FRIEEh T3, Bf157 4 12 B i BR(LEREFSHE
BAXBREOTES LRIy 40 TERAOF ALK
MEniea, FoBE0EHH AT LANOEK B
e+ 5MENIIAMNTHY, E. coli, K. pneumoniae,
P. mirabilis, P. vulgaris S. marcescens, Enterobacter,
P. aeruginosa, S. aureus T 80% FHILBERFHhEH
0.1 zg/ml 0.2 ug/ml, 0.2 ug/ml, 0.1 ug/ml, 0.78 ug/
ml, 0.1 ug/ml, 3.12 ug/ml, 0.39 ug/ml Th3iEh, &
FIRTHEE N LT LB REA R+ EBE
EhtTtwa,

AR DORIL, BEHIZ OV TiE, 200mg 1 EEAKRET

peak (X 1R T 2 ug/ml BETH Y, RF L OMRF
TIIFEZLERERF T peak %38 hv (200 mg #5), MR
Biza~sEflL ah5, %7, RepPkit X 6~88 [
THI50% & RIFT, 24 el TOHEHERIIFIB0% TH
%, BRIDEANZAIET v + DBE, B, IF, Bi~08
fIRIVRAERSh, TRTLPRES FE5BRESR
Hohbd, £, FROEBBBITE 2 5 L, 200mg
BeH5#%, BHMP~0BTS 1 RRUE, #mL T
Y, ELFEKRPBITLIEHASNIL, HEERIZLY,
BITOKMEI, 2T bo0EBHRbN3, FoiEd,, 4
HHRRERA (FE, I, I Mk~ o&K 0BT
ERBHBLNTE,

BARBETH DY, LEROHER~<7 + 74, RS
i, BITORMAR L H» b RERYGE, SRNBLE,
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BERRER YNERNBRA LB X bh 3. 46, P, WERFMAICH T B bBEERTVWEM,

ARBEEEL TS BHIEFREHA L, RERRE ZOERIR NFLX XY fivni&dhTna,

o 17 PliX2FAEY, FEABYL, 75 4 MER, sME X ™

R RFER ¥ D 16 Flc, B EHDESL) 134, & 1) %30 E BA{Laemkie s 15 AR KRS, Wl oA
’ . o & 1, DL-8280, 1982

$h3PORREM, ST 0.5% OR 3 K BRHL 2 WE, B 6, ASFEE, WE D, SAEY),

B, BOK VS FFORKEN AT, EROBRET MEEE, HA M ERAREC R+ 5 AM-715

\ ] NEh NBRTHD LS5 NEEBRIERle Chemotherapy 29 (S-4) : 705~714, 1981

Eﬁffﬂ LT%&@%E ERIRAR ? 3 ’r'i}EEM?;. WA W, FIUFTE ¢ A AR 31T D

ERETEL . AB-206 MR A. Chemotherapy 26 (S-4) : 365~
BEBIRSWTRESEORRTIIERL 2o, 371, 1978

EXPERIMENTAL AND CLINICAL STUDIES OF DL-8280
IN THE FIELD OF OBSTETRICS AND GYNECOLOGY

SElj1 MaTsupa, TAakasHi KASHIWAGURA, KENTARO KOKUHO,
SacHIKO TAkKASE and MicHio Nojima
Department of Obstetrics and Gynecology

Juntendo University, School of Medicine

DL-8280, a new synthetic antibacterial agent, was evaluated fundamentally and clinically
in the field of obstetrics and gynecology and the following results were obtained.

1. In vitro antibacterial activity of DL-8280 against clinically isolated E. coli, K. pneu-
moniae, P. mirabilis, Enterobacter, P. aeruginosa and S. aureus was far more exceeded than that
of NA and MLX, and especially against S. aureus, it was noted that DL-8280 was more
strongly active than NFLX.

2. Transference of DL-8280 into umbilical cord serum was observed and its concentra-
tion reached to above 80% of maternal serum level in most cases, and it was also observed
that DL-8280 transfered into amniotic fluid.

3. DL-8280 well transfered into mother's milk and maximum level was obtained at 3
hours after administration of 200 mg.

4. In 2 cases, concentration of DL-8280 in genital organ tissues, a. uterina and v. cubitus
showed about 1 uzg/ml (or g) at 1 hour 40 minutes and 2 hours 40 minutes after administration
of 200 mg.

5. Seventeen patients with urinary tract infection and 16 patients with pelvic infection
or external genital infection were treated with DL-8280 at the daily does of 150~400 mg for 4~
7days. The effectiveness rate was 90.9% and no side effect was observed.



