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AT-2266 12k A A BIEREK &4 THIR S h B L\ Pyrido- Fig. 1 Chemical structure of AT-2266
necarboxylic acid FHHAEDSHMERT, Fig. 11 rT L5
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1. SRds LUKk

R D external drainage A TN T\ 5 6 FEFIICH
LT, &K 200mg #EOARELIcDL, T+2-7%
5L PTCD 7 2 — 7 %t L TR IRH 2 8REL,
FORRHPRELREST S L &bz, miEhRELHb
o BTHE Lo MEEDRIE X KB Kp thrREH LT
| LU » T - 1o 1086, MMBREOBECI
| | R ave—5%, BHPREOREIIZpHT.0, 1/15M
) v R A o
— 2. RO
ZF#) 200 mg fFEOR S ROBH FRED HBE AL,
7777777 e 44| (FEMIL, 2, 3, 4) (X EHK 2 ~ 4 Fflic3.31~
7.10 pg/ml DE— 7 {E%RRLI=DH, BHKMEIL, 5~
6 BRI T4 1.35~4.88 pg/ml DBE FEH I hico
¥7-ftbd 26 (FEGYS5, 6) DB PREIHGHERL~3
WM E A SRETREL LY, TOERRMAXEDIIEST
LISwic EBL, 5~6B5MBET 261 L % 7.57 pg/ml
DOBEWERR LI b DEIZFAMKCIHIE X hi-miE
RREE DT 3 M4 T5 (Table 1, Fig.2)o

MEPREL 6 Gl 3 FlicF W TRIEI N, 24
(FEGI1, 2) TIirEH# 1 ~ 2 Fefbldkicl.32 3 L U° 2.26
pg/ml D — 7{HIc&EL, 4BRI%T0.939 KX V71.17
pg/ml L @H L1 Mo 16 EFIS) Tik1RLU2
K% g 4 0.12 pg/ml DREHEHEIhicDD, 6
B D RIE T 0.99 pg/ml DfEi%w 7~ Lic (Table 1,
Fig. 3)o
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Fig. 2 Bile concentration of AT-2266 after a single
administration of 200 mg
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Table 1 Bile and serum concentration of AT-2266 after a single administration of 200 mg
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Table 2 Criteria for evaluating effectiveness of an agent on infectious diseases in the field of surgery

Excellent : The principal symptoms and signs disappear completely within 3 days after onset of the treatment.

Good : More than half of the symptoms and signs disappear within 5 days after onset of the treatment.
Fair : Any one of the symptoms and signs disappear within 7 days after onset of the treatment,
Poor . None of the symptoms and signs disappear or their aggravation is observed after 7 days,

Fig. 3 Serum concentration of AT-2266 after asingle
administration of 200 mg
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SRiX1.2~8.4g TH o120

Ik, BRBEOHIEIL Table 2 1R THIEHE > T
EHL 1o

2. BRBE

REACERSRY 25 &, AEEE1200 (FEH 1~
12) TIREBAG, 5P ThH-To COHERIH
M 10, 11, 12) H5A%, Fhbiz\ThdEED
MRBRET, >b26 (EFIL, 12) TREKOE
BHX Rt $7:, Zhb 3GIRT BARORER
ROEFICI LT <, BIREEROBEI BRI D
¥ bhBo RIKYL106 (FEGI13~22) TLXER) 3 6,
FHABILI D, A BOIREERE (FEFI21) s X U4

RO Vi ML (FEGI22) (KW D P. cepacia 735}
WX, 1 Q8EEH 300~400 mg & D7reh - oo ML
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(Table 12),
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AT-2266 i3k B A THIE I /- F L\ Pyridone-
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Table 13 Clinical effectiveness on clinical isolates

Clinical isolates I\ig‘s:f Excellent | Good Fair Poor Eﬁectiv;aeu rate
4

S. aureus 21 8 12 1 20/21 ( 98.2)
. S.epidermidis 3 1 2 3/3 (100 )
S. pyogenes 2 2 2/ 2 (100 )
S. faecalis 1 1 1/1 (100 )
Other GPC 1 1 1/1 (100 )
E. coli 2 1 1 1/ 2 (50.0)
Klebsiella sp. 2 1 1 1/ 2 (50.0)
Pseudomonas sp. 4 2 1 1 2/ 4 (50.0)
Other GNR 1 1 1/1 (100 )
Anaerobes 1 1 1/1 (100 )
S. aureus

S. epidermidis 2 1 1 2/z (100 )
S. epidermidis

P. magnus 1 1 1/1 (100 )
S. epidermidis

Peptostreptococcus sp. 1 1 1/1 @00 )
Streptococcus sp.

E. cloacae 1 1 171 (00 )
" Streptococcus sp.

K. pneumoniae 1 1 1/1 (100 )
P, cepacia

C. freundii

K. aeragenes 1 1 o/1 ( 0)
Enterobacter sp.

S. faecalis

E. coli

K. pneumoniae 1 1 o/1 (0)
P. prevotii
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Table 14 Bacteriological effect on clinical isolates
Clinical isolates Nc‘;'sgf Eﬂi‘zli' Ehr;n ged Replaced ll(Jnnt;wn Er adic(ag:aion rate
S.aureus 23 s || | 23/23 (100 )
S.epidermidis c e o7 (1
. S.pyogemes : |2 | 2/2 (100 )
S faecalis vl | 1/1 (100 )
OtherGPC 4 * 1 w4 an)
E. coli 3 2 1 2/ 3 (66.7)
 Kiebsiellasp. s | 3 1 1 3/5 (60.0)
Pseudomonas sp. e 5 - 3 2 3/5 (60.0)
77ﬁ”6ther GT\II_{ N 4 ( 1 2 1 1/4 (25.0
Anaerobes 4 4 4/ 4 (100 )
Total 58 49 6 2 1 49/57 ( 86.0)
fE 3 Bl AR =AM L IR, EREIUHFHH S L X [
5D, TOFERRIIE6.4% L BENI-ERL B £OFH 1) MaTsuMoTO, J.; T. MIYAMOTO, A. MINAMIDA, Y.

Bhis X OEZIA 8 Bl d> - ToAt, T DA i EEEOR
HINAEFP 2HSH D, F¥i-E@gIMBDOIESCHEL
TR DA IFSHD, LhbDOER TIREEKRIERD
HEIVBNRI-D DL Bbib,

MEFENRMAD RS L, 466 DOFEH 588 (R
1% &) OELFEI R, ThHLORERILS S A
FEMEBE368KT1297.3%, 75 ARMEEIT#ATI356.3%,
BESHE A RTIZ100% L 7e D, 246 TIL86.0% LIt
1o

FHIB 5T X AEFARBOL 1 H b2 HNhT, 594)
FI6GIC TN ERERERETH, FHARSRCERY
{E% R L IEEGIL L - oo

ik, &FESEE L, ABRERORRIECEN
TR EI N B EFITH %o

(AR - RASTEE 4 A ~FRFISTEL2A)

2)

3
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Table 15 Laboratory findings
RBC | Hb | Ht | WBC [Platelet BUN (S-Crea.| Serum electrolyte
Case No. S-GOT S-GPT| Al-p tinine (mEq/L)
(x109| (g/dD | (%) |(x10|(x 109 (mg/d)(me/dl N | k* | CI-
Ry 104 ' o
N Y e e e e
T B | 442 | 136 | 41.8 | 79 15 | 10 | 54 | 11.9 | 0.75 | 143 | 4.5 | 105
Tl alaw |132(306| 79| | 22 | 12 | 5.1 | 183|095 | 148 | 4.5 | 100
T B | w3 | 15.3] a2 o7 ) o 7
Bl Al a2t | 147 | 38 s6 | | | | 1
B | 446 | 14.1 | 40.9 | 129 13 | 13 | 81 | 157 | 0.8 | 144 | 4.1 | 108
Pl Al 505 | 157|461 | 128 | 12| 11 |91 160 1.0 | 143 | a2z | 104
B | 44 | 146 | 41 | o3 o il ‘
1A as | 138 | 3 ez | | L | | T T T
B | 465 | 15.4 | 43 83 25 | 17 | 36 |13.9| | 145 | 41 | 108
Mooa | g | 147 05| 79| | 17| 10 | 34 | 141 | 140 | 40 | 106
B | 414 | 129 | 3%6.3 | 55 | 50 17 | 10 | 6.6 | 13.4|1.0 | 139 | 4.5 | 107
Blalas | 133 ] 367 ] a1 |43 17 | 10 | 6.6 | 13.8 | 0.53 | 140 | 4.3 | 106
B | 455 | 11.5 | 38.2 | 54 | 18 10 7 | 42| 8 |o066| 137 | 3.9 | 104
1A | 520 | 133 | 434 | 71 | 22 12 | 12 | 45 | 10.8 | 0.76 | 140 | 3.7 | 101
B | 37 | 11.7 | 35.0 | 127 | 22.9
DAl aoz 126|362 67 |2sa| | | | |~ |~ | |~
ol B 50 |17 |56 | &7 |12 73 | 8 | 6.3 | 12.5 | 1.0 | 140 | 4.1 | 108
A| 588 |16.8|532| 62 |155| 65 | 55 | 6.4 | 13.9 | 0.93 | 140 | 3.9 | 106
o B4 |14 0 s il b
A| 43 | 136 | 41.3| 76 | 17.6
o B 45 136|306 | 120 108 ||
Al 421 |133|37.8| 61 | 18.6
G| B 46 (155 a2 f2me | || || ||
A| 491 | 148|421 | 68 | 25.9
o | B| %8 127 31| s | | 8 | 63 373140 | | 149 | 41 | 110
Al 350 | 12.0 | 33.1 | 40 15 7 | 11.3 | 15.3 141 | 4.1 | 112
o | B| B¢ | 108|326 | 25 | 9 70 | 60 | 23.4 |21 |06 | 130 | 4.1 | 98
Al 381 |100933| 8 [11.9| 26 | 20 |17.7]19 |09 | 13 | 39 | 9
o| B % 120401 120 | 170 32 | 25 | 165|166 | | 137 | 43 | 9
A| 388 | 112|329 | 78 | 247 | 16 7 | 9.7 18.8 139 | 4.3 | o7

B: Before administration

A : After administration
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A CLINICAL TRIAL OF AT-2266 IN THE FIELD OF SURGERY
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AT-2266, a new pyridonecarboxylic acid derivative, was investigated on its serum level, bile concentration,
clinical effectiveness and side effects.

Serum level and bile concentration were investigated in 6 patients with biliary truct drainage. Following oral
administration of 200mg of AT-2266 in 4 of the 6 patients, the bile concentration reached its peak of 3.31~7.10
#g/ml at 2~4 hours and decreased gradually thereafter to 1.35~4.88ug/ml at 5~6 hours after administration. In
the other 2 patients, the bile concentration became detectable level at 1~3 hours, increased with the lapse of time
thereafter, and reached a high level of 7.57 #g/ml in both patients at 5~6 hours after administration. The serum
level were measured in 3 among the 6 patients. In 2 patients, the serum level was 1.32 and 2.26 pg/ml at 1~2
hours and decreased to 0.939 and 1.17 pg/ml, respectively, at 4 hours. In the remaining patients, 0.12 pg/ml of the
drug was detected at 1 and 2 hours, respectively, and the serum level was 0.99 gg/ml at 6 hours.

AT-2266 was given to 56 patients with skin and soft tissue infections and 3 patients with biliary truct infections
in the field of surgery. The results obtained were as follows ; “excellent” in 17 cases, “good” in 34, “fair” in 6, and
“poor” in 2, and effectiveness rate 86.42%.

Side effects were not observed. None of the 16 patients in whom laboratory tests were performed before and after
administration of the drug showed any abnormality.



