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A7 200 mg REOBe 5 X B MigeP, IR PRERES, ERICX D5 Y RS ATRER
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o720 S. faecalis (58) 1220 DREK T - 7=p3, E.cloacae (1¥k), E.aerogenes (1#),
S. marcescens (1#), P.morganii (1#k), A.calcoaceticus (1#k) (2 T_THELTzo

AT-2266 (3K BABIHALSHICE > THRIN - H L W L TR EDO T RICE A Y B XBHAY T -1

Pyridonecarboxylic acid #&T, 75 sl X OBRHE
R U CREMICHE I R TIAR A R IEHIT, Fig. 1 O
BRXE L0 2, SEbhbUL fitk O IRERREC R L &K
TEOREGL, TOXHRN, BERRNZT-c0oTHE TS,

Fig. 1 Chemical structure of AT-2266
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AT-2266 200 mg D R 1 BEEOHS 1 BEE, 5,
ERIIC X b 35 2 i3 dh 5 piMsEH, RBHHic AT-2266

Fig. 2 Bile and plasma concentration of AT-2266 after

200 mg single oral administration for 5 patients
HN/\I (|:2H5 with T-tube drainage and 1 patient with PTCD
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fE4 6, FEEEERM 2 61 3 6 BIDIERICH L, AT-2266
200mg ¥EAREL, BEHEA, 1, 2, 3, 4Rk
% T-tube ¥ X ORREEFMBE FLvr—2 LT,
PTCD t#3) 57— FAnBERRL, B hEES R
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Table 1 Bile and plasma concentration of AT-2266 after 200mg single orel administration
for 5 patients with T-tube drainage and 1 patient with PTCD

- ‘ ‘ Concentration (ug/ml)*
Case | * B.W. | T.Bilirubin | S-GOT |S-GPT| Al-P | = = co—mm oo e
| Age | Sex Time after administration (hr)
No ‘ (kg) | (mg/dl) | (KA) | (KA) | (KA) |— - oo | o
f 0 1 2 3 4
[ ND | 0.601| 2.92 | 4.77 | 3.18
1 1| M 57 4.5 195 578 | 18.2 | ND - 1.42 | 1.55 -
‘ ‘ — 2.06 | 3.08 -
‘ 4/// —
ND ND ND — 0.869
2 | 66 | M 69 1.2 55 114 | 21.9 ND 0.247 | 0.212] — 0.412
// / — 2.1
— | — ==
ND | 0.369 | 16.2 — |15.1
3171 | M 42 0.4 25 12 6.2 ND 3.14 | 1.77 - 1.3
0ol e A N AR N UV SO IS NN SR
| ez | es | — 1119
ND | 0.08 | 2.04 - 5.24
#* 60 F 54 0.4 107 222 | 29.6 | ND | 1.21 | 1.56 - 1.68
j oo | 1s | — | 312
‘ ND ND | 0.526| 1.82 —
5 165 | M 58 1.4 9% 102 | 14.3 ND ND ND | 0.378| —
/// 4.81 -
ND ND | 1.50 | 4.38 —
6 61 M 52 0.9 50 32 | 13.6 — - - - —
7,¥kk7, - - B - -
*Bile **No. 4 DB B> TiL, MOREWERE O, HPLC I L h JIE Lo
Plasma

Bile/Plasma ratio

PRHINI TS, MEFRE 5% 4BRE Tzl
AEBBILfevpd, R HREE BRI, 3~
4 RMERIC IR A2 R Lo BRI PIBE /SR
SRR L, 3~ 4 BRtkic 2.11~11.19 27
Yoo BEIRES% Table 2,3 ko

#i% 7 ~100 Bic, HitWBEOBEMRIBLE2HIEL
UrsIt, A# 200 mg, 1 B 3 EOROREY L
LAMMRE L 7o BRMBBSOEEORMBIL, 18, %IE,
BRPAMRHES T 2 D, IEREELRTERIIL0
EdALRID - T

AHIE 54 OEERERE L LT, ERORBKER
PEGBRRIC e EICWTHEBRSBEL LA,
ChHDEERDERIZALIT, FF|ORTHRDBERERL

fERT 5 PRS- b D L Bbh b,

RAMM T ERE ' & DERIKBRE R I\ T HEB e
Bz AR bhich o tco 7o, No. 1IEFICEE ORI
BRI A LRI, Zhid PTCD # 7 —F A DR
X BhorBibh, ¥ No. 5 ERCEEOF#IED
BlErAbRIch, FRORBOVBCIS30LEL
Bhf\:o

¥, B ERT OB R MEREIL. S. faecalis (5#k), E.
cloacae (1¥), E.aerogenes (1¥k), S.marcescens
(1#), P.morganii (1), A.calcoaceticus (1#)
Mabh, BRERIL, S faecalis 3320% Clh-1ohs,
ZOMOHIL 100 % ThoTco HEHHBEL LT,

S. faecalis, S. salivarius, K. pneumoniae, S. marce-
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Table 3 Laboratory findings
o RBC | Ht S-GOT| S-GPT | Al-P | T.Bili.| LDH | LAP | s-Protein
Case No. . WBC
(x109 | (%) (KA) | (KA) | (KA) |(mg/dD)] (WU) | (GRU)| (g/dD)
o B 451 | 40.4 | 9,400 | 195 578 18.2 | 4.5 332 | 528 -
! A 405 | 33.4 | 10,200 | 177 589 | 14.3 | 2.5 | 312 | 506 7.2
': B 427 | 36.7 | 8,500 55 14 | 219 | 1.2 | 308 | 32 8.2
: A 417 | 38.9 | 5,600 67 64 | 21.4 | 0.7 | 253 | 283 6.8
B ! B 470 | 39.9 | 7,100 25 12 6.2 | 0.4 | 224 | 169 7.6
A 427 | 36.9 | 7,800 28 18 6.8 | 0.6 | 18 | 229 7.0
) ) B 309 | 27.3 | 8,500 | 107 222 | 206 | 0.4 | 305 | 590 7.0
A 310 | 20.5 | 4,800 60 135 | 298 | 0.4 | 287 | 523 6.4
_ B 469 | 39.5 | 6,100 | 9 102 | 14.3 | 1.4 | 337 | 333 6.7
’ A 439 | 39.3 | 5,400 | 113 182 | 209 | 1.2 | 322 | 400 6.9
. B 462 | 38.1 | 4,700 50 32 | 136 | 09 | 220 | 317 7.0
A 495 | 38.1 | 5,800 43 26 | 109 | 0.8 | 201 | 243 6.9
scens, YLO 2@ bico ERERAIIZIE 6 BY3L4THE oD RBE RRE 0 - 5 TR R R
m. # » Xho7cbDLBbhdh, SEFCEFRAOKRNYER
AT-2266 13 7 5 AfBHE, R XUBMECH LIAKE DRENBH B,

MHENRRED, ¥, BEEXLORRD X &, A%
~OBTH RVARITEFRITH B2,

SEbhbhi, FHROIEERRE 6 FoEH BT
FOIB 2T 1R, ERIRL D5 Y F2b 50,
IR 1R E 2 S 8%, ABHHIC AT-2266 A3
BHiXh, MmiE-hMEE20.212~3.14 pg/ml Xi3iF 4 B
RBET—ExoiR L, BH B CIERACHmL,
3~ 4BERIHIZI%0.869~16.2 pg/ml X MiEREEH
L2.11~11.19 EORERR LT

AL Y5y *0ECLFER L LT—HERLT
B, FFSREDIEH & - 7= No. 3 FEFI T, fiDiE
Rt LBH h~oBT X <, 3 BB mgi
Erib~9.15%0 16.2 pg/ml DFEEARLTWAHE &
ho, FREORES+AELS B0 LBbh%, L
BLIEAD, FREDOE EDEST b mifictL2.11
~4.81 fFE LR PR IR TWB Z b5 b AT-2266

RIEN~OBT b BRIFC, HENYERCANRSD LIEE
BRI LR OHER L LR ER L £ b0
%o

£ i
AT-2266 Db, IMEHRELREL THAciiWcKBA
KA LSHR TR EFEN RO FAcHEL RLE
o
(BREAIUI] - FEFIST4E10 A ~FRANS84E5 A)
X ik
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BILIARY EXCRETION AND CLINICAL EFFICACY OF AT-2266

HiroTAKE HisayaMA, MINAE MARUKO and AKIRA TAIRA
Second Department of Surgery, Faculty of Medicine Kagoshima University

A new broad-spectrum synthetic antibacterial agent, AT-2266, was administered to 6 patients with postoperative
biliary tract infection for preclinical and clinical studies.

Peak concentrations in plasma and bile after oral administration of 200 mg of AT-2266 were 0.378~3.14 pg/ml
and 0.869~16.2 pg/ml, respectively. The plasma concentration remained substantially unchanged within 4 hours
after administration, whereas the biliary concentration increased with time and was 2.11~11.19 times as high as
the plasma concentration at 3~4 hours.

Preventionally, AT-2266 was effective in all 6 cases and no side effects were encountered. Twenty percent of S.
faecalis (5 strains) were eradicated, whereas all of E. cloacae (1 strain), E. aerogenes (1 strain), S.marcescens
(1 strain), P. morganii (1 strain) and A. calcoaceticus (1 strain) were eradicated,



