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Fig. 1 Chemical structure of AT-2266
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Fig. 2 Sensitivity distribution and cumulative curve
of S. aureus to AT-2266 and other drugs(10%/
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Fig. 4 Sensitivity distribution and cumulative curve
of K. pneumoniae to AT-2266 and other drugs
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Fig. 3 Sensitivity distribution and cumulative curve
of E. coli to AT-2266 and other drugs(10%/ml)
(50 strains)

Fig. 5 Sensitivity distribution and cumulative curve
of P. mirabilis to AT-2266 and other drugs
(108/ml) (50 strains)
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Fig. 6 Sensitivity distribution and cumulative curve
of P. aeruginosa to AT-2266 and other drugs
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Fig. 7 Sensitivity distribution and cumulative curye
of S. marcescens to AT-2266 and other drugs,
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Fig. 8 Susceptibility of clinical isolates to AT-2266
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Fig. 9 Serum levels of AT-2266

200mg fasting
CRF
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Cer Serum levels (ug/ml) tg

(w/min) K 1 2 3 4 6 8 12h  (hr)

case 1 2.4 0.56 1.14 1.8 1.21 1.04 0.72 0.54 0.3¢ 10.9
2 4.2 0.26 0.46 1.39 0.96 0.84 0.72 0.51 0.31 7.7
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Table 1 Urinary excretion of AT-2266 (200 mg fasting CRF)

0~2 hr 2~4 hr 4~6 hr 6~8 hr 8~12 hr 0~12 hr
levels |recovery recovery | rate
| Cug/mi) (mg) levels| recovery |levels| recovery |levels| recovery |levels| recovery (mg) %)
c‘f;[_iifi_J 1.1 259.6 i.35 719.8 2.5 9.9 1.63 2.3 0.15 6.7 3.4
. - - 50.4| 8.2 26.3 3.97 18.6 2.1 4.2 1.09 15.4 7.7
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Table 3 Clinical response to AT-2266
- No. of § Response
cases Excellent ’ Good Fair T Poor 1 Invaluable
Acute tonsillitis 2 0 2 ! 0 0
" Acute bronchitis 10 0 8 1 1
Chronic bronchitis 0 { 3 0 1 1
Bacterial pneumoniae 3 0 [ 3 0 0
total , 20 l 0 T 16 1 2 1

-

Table 4 Bacterial response to AT-2266

No. of response
cases eradicated | persisted
S, pnewmoniae | 3 | 2 1
" S. aureus 3 3 0
K. pneumoniae 1 0 1
H.influenzae 4 4 0
total ’ 11 | 9 | 2

Flix S. aureus, E. coli, K. pneumoniae, P. mirabilis,
S. marcescens 1x ¥ 4 R LTI, NFLX XA
SONENRXRLI-bOD, P.aeruginosa (i34
LR TH - o0

FHX NFLX X b &VIPiREH»Rz bh, (X4
HD half life % & - THEB L, 24858 % CoORBMEIR
Ri#10%ThY, MEHPIREEI 200 mg fEH TS5 ~10
pg/ml DEXRB LD L TRTWED, bhbiuiiH)
OHNSESF /BRI THD - E v ERLT, BT
TeREY NRIC A% 200 mg 1 [FIZSRERGEE MR L
k& 2DmMPRE OB S BRI L1z ¥ — 7{HIX1.39~
1.85 pg/ml C half life (37.7~10 B CdhH - C, {RE
RADFIICHAN, 2~ 3 EOEEY BT = OFREK
XARHCRITE L7 24 BERS & CORPEIE 3.4~7.7%
YERTH LT RN OB Th -0 = OBHICONT
% FhboREEEt X Shast, BHLY 2K
ROBMAERES (Cer<20 ml/min) 1IT3sit5 half life

(210, 6R5M L & LTV B DT, EAIYEML TRNT
AUEIRBEI NI

BRI OV TR, AFIOMEAR2 + 5 & LREF
TeEBIBITYERL, ¥ EROARERTIALN
swWARIOFBEY AR TS BT, TRERLEY
NRICEFDBERBE X RN L1ch, RB0YDAREY
X, FHOERBRPFFCRT HHARITRENI,
ZOBHIROVTR, AFIREORTHLLZ Lk, B
FERRVCLRSEYRANRE Lz L3 —ReELLN
5300, AF|ORITFILABABTLEATE LV, %
- D MIC £312.5 pg/ml Ll EOFER BB
RolHFRIIEHA 1 B 600mg A TORALXRET S
B TH o100 BWERICOWTIL 1 fliTsd ¥ W FBsbT
A% 1 B600mg OFEATE, BTOrzABEXALLOD
X ot HHE i, L, 1 H900mg LLED
ERAITIT 13.3%CEIfFAAED LR TVEDTY, 4
HIERE L EIEA & OBIEN Y BRI T 5 b0 E
AEichz,

X ik

1) NAKAMURA. S., ; A. MINAMI, H. KATAE, S. INOUE, ].
YAMAGIsHI, Y. TAKASE, and M. SHIMIZU: In vitro
antibacterial properties of AT-2266, a new pyrido-
necarboxylic acid. Antimicrob. Agents & Chemoth.
23 : 641~648, 1983

Kouno K. ; M. INOUE, and S. MITSUHASHI : In vitro
and in vivo antibacterial activity of AT-2266. Anti-
microb. Agents & Chemoth, 24 : 78~84, 1983

%31 MEFRCFBEFS, FXR v Aoy A llo AT-
2266, AR, 1983
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Table 5 Laboratory findings before and after treatment with AT-2266
T - T - T T T [ ——
No| Name RBC | Hb | Ht wac | S-GOT | S-GPT | Al-p BUN S-Cr.
(x109) | (g/dD) | (%) KU) | (KU | (KA) | (mg/dD) | (mg/any | CRP
s ¢ |B| 515 [ 117 |s0.6]19,200 36 31 7.6 I v
Tl A| 480 | 15.7 |47.0 8,200 30 27 7.0 24
2 INw|B| 465 | 15.9 13,600 19 13 6.5 18 0.8 i+
"l A] 470 | 15.2 7,200 21 23 6.5 16 0.8 14
alp T |B| 3% | 13.5 8,100 18 11 6.1 13 0.7 24
"l A] 398 | 13.4 5,800 16 12 5.9 14 0.66 -
almu| Bl 488 | 15.2 |46.5 10,100 21 18 7.6 18 0.9 .| 3+
Tl A 459 15.3 | 46.8 | 7,000 24 21 7.1 17 0.8 -
5|k M |B| 409 | 13.6 15,100 12 8 6.6 14 0.6 m
“TUIA| 410 | 13.8 7,500 12 9 6.5 15 0.6
6|k.s.|B AR
. A u?’,(&u}l‘ . _ ~
7l g |B| 416 | 13.9 |41.2} 8,900 24 20 8.7 21 0.9 3+
Tl A 410 14.2 | 42.6 | 6,800 18 14 6.8 16 0.8 14
glr M| B| 464 | 149 6,200 26 28 71 | 16 | 0.8
LA 472 | 15.2 5,700 28 20 7.3 16 . 0.8
B| 384 | 12.8 |39.6 16 10 6.2 ' 3+
91{I.H.
A| 39 | 13.1 |40.1 16 12 6.9 14
olk s |B| 408 | 13.3 [39.6| 9,600 21 6 | 7.2 18 0.8 3+
1A 411 13.5 | 40.5| 7,100 16 12 i 6.9 17 0.7 -
i lF g | B| 426 | 139 |39.9] 7,800 21 10 | 6.9 14 0.9 -
1A 430 14.1 |40.3| 6,700 18 12 i 6.6 15 0.8 -
2l o B| 4% | 13.8 11,200 | 28 20 | 5.6 21 0.9 4
TN A 420 14.0 6,900 25 21 6.8 21 0.98 1+
1INy |B| 34 | 12.8 |37.4) 6,200 24 20 8.9 2+
A
als w|B| 42 | 14.0 [41.2] 6,90 25 20 8.2 15 0.7 3+
I A 436 14.1 | 42.0| 5,000 23 21 7.8 14 0.8
50T a | Bl 416 | 13.9 [40.1] 8,100 24 21 8.9 19 0.9 34
"l A 421 | 13.7 |40.3| 6,200 19 16 8.8 18 0.8 -
5+
6|k y |B| 378 | 149 |35.5) 8,300 25 23
A 396 14.5 | 36.7 | 5,200 26 22 1+
B| 365 | 11.7 | 34.0{ 16,500 22 20 9.3 16 0.8 5+
17 |S. K.
A 6,200 26 23 9.8 18 0.7 |
o B 6+
8l k| B 436 | 141 12,800 26 28 9.6 19 0.9
A 6,800 24 26 8.7 16 U e
B| 396 | 12.5 |37.6| 7,900 19 17 7.8 12 0.6 9+
19 {S.0. 2+
A| 402 | 12.5 |37.6| 6,400 14 12 7.2 13 0.8 |
20lg A |B 412 | 12.6 | 38.0 | 11,000 38 35 7.8 21 0.9 8+
"IA| 410 | 12.3 |38.2| 6,200 36 30 7.6 19 10 | -

B; before, A ; after
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FUNDAMENTAL AND CLINICAL STUDIES OF AT-2266

FuMio MaTsuMoTo
Department of Internal Medicine, Kanagawa Prefectural Nursing and Hygienic School Hospital
TakaYUKI TakAHASHI, E1Goro SuGiURA and Yuji TAURA
Department of Clinical Laboratory, Kanagawa Prefectural Nursing and Hygienic School Hospital
TeTsurRo HiraBAYASHI and MASAYUKI MORITA
Department of Pharmacy, Kanagawa Prefectural Nursing and Hygienic School Hospital

The antibacterial activity of AT-2266, its absorption and excretion in patients with chronic renal failure and its
clinical efficacy were investigated. The results were as follows.

1) Antibacterial activity : The antibacterial activity of AT-2266 against all 6 clinical isolates, i. e. S. aureus,
E. coli, K. pneumoniae, P. mirabilis, P. aeruginosa, and S. marcescens, was nearly equal to that of Norfloxacin,
except P. aeruginosa. At a concentration of 1.56ug/ml or less, 80% or more of strains of these 6 organisms were
inhibited.

2) Absorption and excretion inpatients with chronic renal failure : When a single dose of 200 mg of AT-2266
was administered orally to patients with impaired renal function (Ccr 2.4~4.2ml/min) in fasting state, the blood
concentration of AT-2266 reached a peak of 1.39~1.85 ¢g/ml at 1to 2hours. The urinary recovery within 12
hours was 3.4t0 7.7%.

3) Clinical results: The drug was administered to 20 patients with respiratory tract infections. The clinical
response was good in 16 cases, fair in 1 case, poor in 2 cases, and unassessable in 1 case. The success rate was
80%.

As regards side effects, dizziness was found in 1 case. No abnormal laboratory values were found.

From these results, it is considered that AT-2266 is a useful drug in the treatment of respiratory tract infection.



