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Fig. 1 Chemical Structure of AT-2266
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Fig. 2 Concentration of AT-2266 in plasma

3.0 / No.1
X
E 2.0+
£
-g ——eoNo.2
o
=}
3 1.0
" ¢ No.3
TT T T T T L
051 2 4 8 12 24 (hr)
200mg 200mg 200mg

3B DR, RERNEAS X ORREBE ORI
BiHxbh, 6 kX hBRNE, BRERS1ELLRIS.
B IK 8 HRIMABHIIINAL, CRP OB HE
LRk OHFEL AL Rlco

fEGL 2 TIX, HEERRKE K. pneumoniae (XHRL,
o, Bk, BBk h, XREBRKE
BHABRFRIIIELL RS RILh 5 T

fEG 3 TIXEMNKRE A, BREDE LIch, B,
RE#HOTERBXRTIEELALNT, BRKHRIZ
EpgiE () CBBEIh w52 28 THIN,

JRERES 0 fEf 413 AT-2266 514, HT BRE
(S. faecalis, A. anitratus, K. pneumoniae) (3jE%&L
FRIRIEIR BFE L 1

fEF 5%, R#, HETHE, BEBRHBEEL AL R,

B X b P.aeruginosa, A. hydrophila O 2 s}
Bxh, WHECL? BERRFHEEI M AT-2%6
BE2B8 X HEML, BERHTIHAL, 48808
HCIXAEDOHKEY H T 5o

UTI 3fEliIThd BaiEpptrchy, FEE
i3 K. pneumoniae, A. lwoffi, E. coli, Strept.sp. Th
stce Wb AT-2266 458, BEREROELVH
L HEROHEEY &l

LAk 8 FERFRIE LB/ 3HO 4B HO N BED
AT-22661Z%3 % MIC % Table 2 iIZ/RLTzo K. preu-
moniae (2 #¥) 1% 0.39 pg/ml, P. aeruginosa (1%)
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Table 2 MICs of Clinical Isolates (10®° CFU/ml)

=0.05| 0.10 0.20 0.39 0.78

MIC
(pg/ml)
Isolates

1.56 3.13 6.25 12.5

K. pneumoniae

00)

P. aeruginosa

A.hydrophila O

A. lwoffi

O

Isolates before treatment : O Eliminated, @ Persisted, Strains appearing after treatment : @

X ¢ All NA resistant strains
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Fig. 3 Concentration of AT-2266 in phlegm
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Fig. 4 Bile level of AT-2266
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Table 3 Concentration of AT-2266 in plasma, phlegm, urine and bile
Case |Bw.|  Concentration of AT-2266 (sg/ml)
No. Diagnosis | Age| Sex (kg) '~0“‘ 05h ‘1'}115‘11 ‘[4h }’E—!—EE
''''' 2 | Pneumonia | 78 | M | 43.0 Fﬁd” — |0.789| 2.32 | 2.22| 2.63 [ 1.77 | 1.5
Plasma ?3 ) ;n;r;;ni;“ 76” nl\i* EO '— R 0_.“1-6‘4_ _2—25 1.58 | 0.928) 1.67 | 2.46 | 0.799
7 | Acut;:);;i_{iswsa F |36.0] nd | nd {0.607|1.41 |1.84|2.752.83 |3.08
o Phlegm 2 | Pneumonia | 78 | M | 43.0 | nd |0.435(0.197|1.28 [ 1.17 | 2.44 |1.28| —
" |concentration| | | | | | ad| |se0 | || 764|307 613
Volume - 1s0 | 50 | 120 | 450
Urine g::x?el::tti ) 2 | Pneumonia 78 | M | 43.0 27.0 - 38.2|36.8| 276
Recovery (%) 4.5 6.37] 6.13 46.0
g‘;g;‘;‘:;“é% B 4.5 10.9 | 17.0 | 63.0
Bile ) Pilia,%, tract | | s —1-0{0-1h [1-3h {3-4h [4-5h |6-Th 7-24h
infection nd | nd {10.610.8|13.7|13.9 21.0
Table 4 Laboratory finding
No. Case No. RBC WBC CRP GOT GPT Al-p BUN
B 379 4,400 2+ 23 g 27 133 12
' ! A 331 3,600 - 16 | 11 ! 121 16
B 436 10,2007 1 2t 13 7 ‘ 47 11
212 425 9,300 + 14 i 7 l 41 12
B 431 5,700 14 \ 9 , 99 19
3 3 A 398 5,300 i 14 i 13 116 16
B 476 6,300 3+ 38 ‘ 25 264
! ! A 467 5,500 - 69 ! 63 468
B 315 10,600 6+ 58 | 42 306 2
° ° A 324 8,600 5+ 38 18 267 P
B 404 6,400 . 27 14 54 4
° ° A 394 6,300 - a 18 11 44 2
B 331 6,900 - 29 11 ! 59 23
’ ’ A 318 5,900m o 42 11 65 ’31’
B 435 6,900 18 7 41
8 8 —
A 423 4,700 13 | 9 39
B: before A': after



yoL.32 5—3 CHEMOTHERAPY 379

Fig. 5 Concentration of AT-2266 in urine
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FUNDAMENTAL AND CLINICAL STUDIES OF AT-2266

SEticHI OHHIRA, SHUNICHI MAEDA and Koj1 TORIHARA

First Department of Internal Medicine, Hachinohe City Hospital
Osamu UEHARA

Second Department of Internal Medicine, Ohdate City Hospital
MOR10 SAGARA

Department of Internal Medicine, Momoishi City Hospital
Kazuo TAKEBE
The Third Department of Internal Medicine, Hirosaki University, Faculty of Medicine

AT-2266, a synthetic oral antimicrobial agent, was administered (600 mg/day in 3 divided doses) to three patients
with acute pneumonitis, 2 with biliary tract infections, and 3 with acute cystitis to evaluate its antibacterial activity,
clinical efficacy and absorption and elimination.

In 3 cases of acute pneumonitis, the causative organisms, i.e. S. aureus, K. pneumoniae, K. oxytoca were
eradicated after administration of AT-2266. Both in biliary tract infections (P. aeruginosa, A. hydrophila, S.
faecalis, A. anitratus, K. pneumoniae) and acute cystitis (Streptococcus sp., K. pneumoniae, A. lwoffi, E. coli),
the causative organisms were eradicated. The MICs of the drug were 0.39 #g/ml against K. pneumoniae (2 strains),
0.78 pg/ml against P. aeruginosa, 0.10 pg/ml against A. hydrophila and 1.56 pg/ml against A. lwoffi. The
clinical response was excellent in 1 case, good in 6 cases, and poor in 1 case, which was pneumonitis with the
underlying disease of lung cancer.

The absorption and elimination of AT-2266 was rapid. (The concentrations of the drug in the blood, sputum, bile
and urine were determined in 3, 1, 1 and 1 cases, respectively.) Over the period of 24 hours, the concentration of the
drug was 2 pgg/ml or more in blood, 1 #g/ml or more in sputum, 10 #g/ml or more in bile, and 300 zg/ml or more in
urine,



