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1o

W BB AT O B AUTIR 7> MR IC 0+ 5 SZ PR/ Ic s\ T, AT-2266 i PPA, NA (ZH#8LT
3~ 8 MBI L/RL, NFLX LHBL TIABREALVGLIL L ~ 2 BB HEH LR U s

RHAIC 100 mg % HAEISR O #5 L 7 W OIS PR L, $50k 1 BI04 220 7 BEM & CHR
HE410.15~0.38 pug/ml DA% /R L Tco & O MIEEFIREZ] O B A il S iIE D #I80% 1M L 12,

FRPBRE RS 4 W1 0 HRIB &N, 6 BFMHEIC1.10 pg/ml D& — 7 {EX R LI B
HEDFER~DEIFIL £ -1 BdONIh 5100 FiHT IR 3BT ©— 274 0.51
pg/ml WZE LA, 6 BFRIE T 6 o fEMIC s\ W TRIBE e o oo

EERRUK TR 176, MK 2 BIDF 19Fic AT-2266 1[@ 100~200mg % 1 H 2~ 3
@, 2~5BKEARYELicc BIRHERIED 4 XS, 156ICE\T, EBH56, HHI0FHT
ABHE100% OFEL 1o BIFFALOCICREBRERIL, 19FILflicis T2 B biich o

2o

AT-2266 12K B AMEHR KL AR CHRBIIHL
\» Pyridonecarboxylic acid F## T, Fig. 1 rTL¥#
HREETHROARAEN TH 5, AR 77 & Btk - Bt
BEHLTBAW A<2 +5 4 ZHL, £OHENIARHDH
TITHCTEICR L, &b st s RBR TN RY
PFREELX TS LSRR TV B,

Fig. 1 Chemical structure of AT-2266
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I. E@eyiest

1. MR

1) RBIGHE

UBBRAF O BRRPIEI MR S. aureus 508, E.
coli 508k, K. pneumoniae 50%k, P.mirabilis 508k,
P.vulgaris 25kk. S. marcescens 50%k (A8 3 R B R Y
fEDH), P.aeruginosa S08KIZR15 AT-2266 D/
REMILEEE (MIC) % Norfloxacin(NFLX), Pipemi-

dic acid (PPA) ¥ X 0¥ Nalidixic acid(NA) & H#L T,
A A{LEFES SEREED 1 L W BIE Lo BHEERR
10%cells/ml & L7z,

2) HBREH

BERR D RERRICH T B I8EZ R % Fig. 2 ~ 81TiRL
7o

S.aureus iZ%t$+% AT-2266 » MIC (X 0.39~3.13
pg/ml AL, TDOE— 2130.78 pg/ml T NFLX X
h 1%, PPA Xh5%, NA XbhG6EIYEN-NE
NERLT

E. coli \zx$ L Ti% 0.05~1.56 pg/ml &AL, €D
€ — 713 0.10 pg/ml T NFLX rR&EH, PPA X h4
H, NA L h5EREEBRLTV IS

K. pneumoniae yzxt 1L Ti30.10~3.13 pg/ml 547
L, £DOE— 7{30.20 pg/ml T PPA X b 3%, NA X
h 4R BN TV oA, NFLX X bh 1EEE$-T
W oo

P. mirabilis {Zxf LTi% 0.20~3.13 pg/ml &7 L,
FDE—2730.39 pg/ml TPPA L h 3%, NA Xhd
HRYEh T\ 1oh% NFLX X b 2BBES > T\ 1o

P. vulgaris TR LTI 2583~ TAHs 0.20 #g/ml i
MIC #;RL, PPA, NA kb 43 EER T,
NFLX X it 2~3%3¥%H->T\ 1%

S. marcescens {3 LT 0.20~50 pg/ml &5 %L,
FoE— 73 0.20 pg/ml T NFLX rREE, PPA,
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Fig. 2 S. aureus : Sensitivity distribution of clinical isolates
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MIC (#g/ml)| 0,025 0.05 | 0.10 | 0.20 0.-39' 0.7811.56 | 3.13(6.25]|12.5| 25 50 | 100 |[>100| Total
AT-2266 3 31 11 5 50
NFLX 2 20 22 5 1 50
PPA 2 24 20 3 1 50

NA 5 7 37 1 50
X100
Fig. 3 E.coli : Sensitivity distribution of clinical isolates
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MIC (#g/m1)|<0.025( 0.05 | 0.10 [ 0.20 | 0.39 ] 0.78 { 1.56 | 3.13 [ 6.25 | 12.5| 25 50 | 100 |>100{ Total
" AT-2266 1 |39 | 7 3 50
NFLX 1 15 30 1 1 2 50
PPA 5 38 4 3 50

NA 1 30 16 3 50
X100
Fig. 4 K. pneumoniae : Sensitivity distribution of clinical isolates
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MIC (ug/ml)[<0.025 0.05 [ 0.10 | 0.20 [ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5| 25 50 | 100 |{>100| Total
AT-2266 5 42 1 1 1 50
NFLX 2 32 14 1 1 50

PPA 1 26 21 2 50
NA 27 18 3 1 1 50

X100
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Fig. 5 P.mirabilis : Sensitivity distribution of clinical isolates
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MIC (ug/ml)|<0.025| 0.05 | 0.10 | 0.20 [ 0.39 ( 0.78 | 1.56 | 3.13 | 6.25 [ 12.5 25 50 100 | >100] Total
AT-2266 16 21 12 1 50
NFLX 4 29 10 4 3 50
PPA 3 36 10 1 50

NA 1 32 15 1 1 50
> 100
Fig. 6 P.wvulgaris : Sensitivity distribution of clinical isolates
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MIC (#g/ml)[0.025/ 0.05 [ 0.10 | 0.20 [ 0.39 | 0.78 [ 1.56 | 3.13 [ 6.25 | 12.5 | 25 50 | 100 | --100| Total
AT-2266 25 25
NFLX 11 11 2 1 25
PPA 9 15 1 25

NA 23 2 25
X100
Fig. 7 S.marcescens : Sensitivity distribution of clinical isolates
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Fig. 8 P. aeruginosa : Sensitivity distribution of clinical isolates
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Table 1 Concentration of AT-2266 in maternal serum,
umbilical serum and amniotic fluid (100 mg,

po)
Time ater Concentration of AT-2266
(¢#g/ml)
Case No. |admini-
stration Maternal | Umbilical An:miotic
serum serum fluid
1 11’ 0 0 —
2 17 0 0 0
3 20 0 0 0
4 35 0 0 0
5 43’ 0 0 —
6 48’ 0 0 0
7 57 0 0 0
8 1° 3 0 0 0
9 1° 12 trace 0 0
10 1° 19 0 0 0
11 1° 23 0.48 0.38 0
12 1° 37 0.40 0 0
13 2° 30 0.45 0.15 0
14 4° 15 0.40 0.31 0.40
1 4° 44 0.41 0.32 0.62
16 5%/ tg" 0 0 0.46
17 5° ‘25° trace trace 0.25
18 5° 39" 0.29 0.25 0.37
19 6° 0 0.28 0.26 1.10
20 6 5 0.32 0.26 0.59
21 6° 56 .| . 0.25 trace trace
Z 7.6 ox 0.26 0.62
B 4| 0 0 0.65
— ] do 0 : ’

NA L b 3 3FIZ LB TV,

P. aeruginosa =¥ L Ti% 0.39~12.5 pg/ml 2434
L, #0O€—7130.78 ug/ml 'C PPA X h 4%, NAL
h 8T YEN TV =AY, NFLX XhiX1EiIr4-
T,

2. PAMGEAN L RIBLT

1) Rk

ERRF P B AR A AT-2266 100 mg % MEFEN
S5 Lo BEnE, BH0LE, FK FEROKS
I UBAP~DOBFIOVTRE LT

BERIEY E. coli Kp ¥k%BEH & L, Mueller-Hin-
ton B5Hh CRBEP) * AVCHB 5 v 7ET 7ot B
i, PSR, FK, FHPREORIERAR0.25
pg/ml Thotohy, FERMIISOTRIEL /=D TO0.5
rg/ml HPUERR T - 1o

Bl X OEKITEOUE L, R—8RE,OEH
BRI T 5 2 L A3T 20\ T 4 DIERII2WTHI
ﬁbf&o

2) RBEK
@ fHAMmA, BHMER X OEKBT

Table 1 3¢ X X Fig. 9 o fr-5-45114) ~ 8 BRRA7 I8
BRI U723 0 FHAN Y, BERFIE 3 X OFKFIRE

3 Table 10 BT
Method: Thin-layer cup method
Diluent: 1/15M phosphate buffer(pH 7.0)
Test organism: E. coli Kp
* Each value in the table was obtained from an in-
dividual case.



930

CHEMOTHERAPY

APR.1984

Fig. 9 Concentration of AT-2266 in maternal serum,
umbilical serum and amniotic fluid (100 mg, po)

#g/ml

. o——=o Maternal serum
0———0 Umbilical serum

1.0
&------Ao Amniotic fluid

Table 2 Whole blood concentration of AT-2266 in
neonates after 100 mg po in the mothers
before partus

Case | Time after | (yppilical | Time after labour (hr)
administra- —— )

No. | tion serum 369 ‘ 12 ‘ 24
7 56’ 0 ojo|—]o]o
12 | 1° 37 0 olojololo
15 | 4° 44 0.32 olofololo
18 | 5° 39 025 |00 |0]|O0]|—
20 |6 5 | 02 [0[0[0[0]|0O
2 | 7° ¢ 026 |o|lolololo
23 | & 47 0 ojofofo]o
(pg/ml)

Dmﬁ%’;ﬁbfio

BREOFI LI\, Fig 9w X 5 ER
B BRIC 7L > T\ B A%, AT-2266 100 mg BEIFEA
BEEoBGMEFREDC — 713 1 235~ 4 B
U H A LB, TORDOBAE0.40~0.48 pg/ml
Thotloo BEMTFIREIRHENEFBRE L O7-H#R
RLTED, TOREIREME L FABERLVCLIIS
PECEZ T L. BHEME, BHLE L dic 9 Rk
T, AT-2266 (XRHIhicd - T

FRPRE I RHAMEE, BFLEL D LB T4 HRE
1590 bRIERTREL e h, 6 BEfHIic e — 7 BED1.10

Table 3 Transfer of AT-2266 into mother’s milk
after 100 mg po

Casel Time Time after administration (hr)

after —
No.| eating | 1 | 2 | 3 | 4 ’ 5 ] 6
24 [ 1° 30° 0.31 [0.75 |0.59 |0.43 [0.28

26 | 1° 30 0 |0.48 {0.32 |trace| O
27 | 3° .62 — 10.31 0 0 0
28 | 2° 0O 0 10.41 |0.32

0

25 (1° 40°| 0 [0.91 |0.68 |0.56 |0.43 [0.31
0
6!

trace | 0 0

Mean |0.124|0.408 |0.508|0.2940.172|0.118
SE |0.124|0.189|0.0900.1290.105|0.072

(pg/ml)

pg/ml &Lt 7, 9BEEIE T $ 0.62~0.65 pg/ml
DIEZ R LT
@ FERKFBRE

7 IOV THET L TB#i% Table 2Rl 7
R 4 G D5 IR D B MEH IREE X 0.25~0.32 pg/ml
Thotoht, 24 % Tic AT-2266 RIS H
THERE 1B 78 h - P
@ BABT

5 Flic o\ THRE L& #% Table 3 3 XU Fig. 10
IR LTco R 1 B5RI309~ 3 Befic s T, AT-2266
100 mg *ARAI L iR S iREES, 5 AOPF TS
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Rt & — 2 1B L, T DR #)1130.51 £0.09 #g/m
Thotoo 6RMHETILS FIF 3 HIICIS\VT, AT-2266
B hieh 5 1,
3. ERRAIEH
1) NRis LUK
MRAS7TEE4 ANBREIA ¥ Tle Y4Bl aZ28 Lkt
DREYIEDHIIP A RR & Lico FEGDOARIT MBI
#1706, WEEFLE 2 5T, AT-2266 % 1 [H 100~200 mg
T1H2~3[, 2~5HERAKE L1,
BB XK DI L - oo
F2(H) - FEE - MBEERS 3 HANICE L < Sl
LBEICE - B8,
BRH(+) : FTEH - BIERA 3 B AR BB O
iRL, £OREELICHE,
B/H(—) - XHEH - taEER 3 AL AL Thak
HIXNhicWBE,
2) ER%EHR
FEIRA K > —¥E L T Table 4 iIZR" ¥
BERTOEEA 10° cells/ml D 16 L BEEA R X
nich ot 3HRER L 15HIIRDOWT, EIRHEEN g
> THE LR, E%56, H 105 THRHEK 100%
DERBETH -1
BREL LT, E. coli pi118, S. faecalis 13 #,
S. epidermidis, Klebsiellasp., C. freundii, GPC
P&« LB E NS, TRTHEEB I BEEL
too BEBINBIE & LTIt NF-GNB, GPC %& 4 1 #»:
Bdbihts,
3) EifeA
EIPERI19B 2B BRs b h - 7z (Table 4 ) &
FIB LT DB KRR E(E % Table 5 1R Lo AFIURE
LB LEXDNIREMBEORBIIAD LN 570
I. % ®
# L\~ Pyridonecarboxylic acid FEEThHs AT-
2266122\ C, ERABRIBICK T 28 A% X7
b ERRANCR A 21T - oo
AT-2266 (L P. aeruginosa s L U° S. marcescens %
U757 2sBHEDORILOT 7 5 ABHEICH LT LM
WHENERT L V0hbTW A0, UBERFOEK

APR.1984

Fig. 10 Transfer of AT-2266 into mother’s milk after
100 mg po (mean % SE of five cases)

#g/ml
0.6 1

0.5 1
0.4

0.3 1

0.2 1

0.1 1

0 T T T T T T

DEERRORK T D S. aureus, E.coli, K. pneumoniae,
P. mirabilis, P.vulgaris, S.marcescens, P.aeru.
ginosa {3 L THWHEN RIS,
FasEBIEIC OV TORSTIE, AT-2266 (2}
HEOKIB0% A MECBIT Lo Eio, FKPIILR
FhEL D PECBRESBITLTEY, REDOFEAR
BDTFBids LOBRE~DOTREHR R ST 5 KK T b
1o LL7cHih, HEOFER~OBREFILE 124
ZHbieh ote —F, HHPZmES LARED
BENRBTLTV52, 1 BOEARLOE L TN
ORACHT RS EITIIOEI LD L ELD
b (1
BRHBCOVTHRD &, REERIEIRF, HRH
EDFR & 75 > 115G LTER 5 6l HHI0HTH
#E 100% DRETIhH 10 £1o, BfEAE X UEKRE
BEOBE BT L X h, FANISREAC
HRE EDTEHVWER L Bbh s,
X ik
1) $31EAK{LEEEyLRe, FFo oy allo AT
-2266, KRR, 1983
2) BR{LFEEYS B RERERE (MIC) RIERE (19
684EHIE, 19744EKE)o Chemotherapy 23: 1~2,
1975
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FUNDAMENTAL AND CLINICAL STUDY OF AT-2266
IN THE FIELD OF OBSTETRICS AND GYNECOLOGY

ZENJIRO TAKASE, MASATO NAKAYAMA, TOSHIHIRO MIYOSHI,
MicHiHisA Funiwara, Hiroko SHIRAFUJI and MasaHIRO UcHIDA

Department of Obstetrics and Gynecology,
Kawasaki Medical School

AT-2266, a new synthetic antibacterial agent, was evaluated for its antibacterial activity, placental transport,
transmission in breast milk, and clinical efficacy.

The MICs of AT-2266 for clinical isolates preserved in our laboratory were about 8 to 64 times lower than those
of PPA and NA, about 2 to 4 times higher than or equal to those of NFLX.

When a single dose of 100 mg of AT-2266 was administered to maternal bodies, the serum concentrations of the
drug in the umbilical serum ranged from 0.15 to 0.38 pg/ml during the period of 1.5 to 7 hours after administra-
tion. These concentrations corresponded to approximately 80% of those in the maternal serum determined simulta-
neously.

The drug began to appear in amniotic fluid 4'/shours after administration. The amniotic level of the drug reached
apeak of 1. 10 #g/ml at 6 hours. No transfer to neonates was found. The concentration of the drug in breast
milk reached a peak of 0.51 #g/ml at 3 hours after administration, and the drug was not detected in 60% of cases
at 6 hours.

In a clinical study, AT-2266 was administered orally in doses of 100~200 mg twice or three times daily for 2 to
5days to a total of 19 patients, i. c. 17 with cystitis and 2 with pyelonephritis. With exceptions of 4 unassesable
cases, of the remaining 15 cases, 5 cases exhibited excellent responses and 10 cases good responses. The success rate
was 100%. No side effects were encountered in any of the 19 cases.



