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Fig. 1 Chemical structure of AT-2266
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Table 1 Patients studied on biliary excretion of AT-2266
— e _ e -
| A Surgical Liver function '
No.| Case ge Primary disease urgica mclmlagem.ent ~~~~~~
| Sex before administration | T. B ' GOT ‘ GPT ‘ AL—P‘ LAP | r-GTP
‘ 50 z:g}egzsrlifr}jfm,s cholecystectomy
1|N.s.| F ecoeng tLhiass choledochotomy with | 0.5 32| 50| 228 115| 59
‘ acute obstructive .
[ . ... | T-tube drainage
[ suppurative cholangitis
69 cholecystolithiasis cholecystectomy
2 |R.S.i g | choledocholithiasis choledochotomy with 05| 36| 59| 222 40 97
, ) | T-tube drainage
3| K.K.| 33 |Ppancreatic cancer PTBD under ultrasonic | | 5 | 53| 24| 256| 108| 88
5 obstructive jaundice guidance '
1| s H.| P | hepatolithiasis PTCD under ultrasonic | o9 | 32| 30| 443 190| 101
guidance
5 A.Y.| 39 | bepatolithiasis PTCD under ultrasonic | 5 1| 45| 21| o954 | 247 | 140
| guidance
73 cholecystolithiasis cholecystectomy
6 | U.M.| F [ choledocholithiasis choledochotomy with 0.9 52| 103 224 109 29
| T-tube drainage
, .. cholecystectomy
7 T.Y GI? cholecystolithiasis choledochotomy with 0.5} 183 | 338 | 528 | 170 56
‘ T-tube drainage
Normal values of liver function : AL-P (66-270), LA-P(26-76), r-GTP (0-50)
Table 2 Plasma and bile levels of AT-2266 (¢g/ml)
Time after administration (hr)
No. Case IS\ge Sample
ex 1 2 4 6 8 10
1 N.S 50 plasma 0.183 0.407 0.821 0.440 — —
) F bile nd 1.88 2.25 2.87 1.34 1.16
9 R.S 69 plasma nd 0.178 4.99 — — —
Y F bile nd nd 12.5 28.8 7.81 5.22
3 K. K 83 plasma nd 0.178 1.29 — — —
o M bile nd nd nd 0.786 3.51 3.00
4 S H 68 plasma 0.595 1.06 0.576 — — —
U F bile nd nd 1.79 3.35 2.99 2.49
5 ALY 60 plasma 0.520 2.26 4.57 — — —
’ M bile 0.753 0.423 3.67 5.93 4.65 3.60
6 U.M 73 plasma 0.307 0.679 0.745 — — —
T F bile 0.459 3.13 3.75 2.62 2.28 1.16
7 T Y 63 plasma 0.229 0.486 1.19 - - —_
T F bile 0.458 3.22 4.34 2.89 2.32 1.49

nd; not detectable
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Fig. 2 Mean concentrations of AT-2266 (7 patients)
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Fig. 3 Results of laboratory test before and after
administration of AT-2266
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STUDY OF THE EFFICACY OF AT-2266 IN THE TREATMENT
OF BILIARY TRACT INFECTION

RyorcH! TsucHiYA, KENSUKE YaMaMoTO, KUNIHIDE 1zawA, RY0ZO YOSHINO,
Tsukasa Tsunopa, TakaTtosH! Noba, TakasHI YAMAGUCHI, KolcHI MOTOSHIMA,
Toru IwaTa, SHINICHIRO KoGA, MAasAFUMI YAMADA and JUNzZO YAMAGUCHI
The Second Department of Surgery, Nagasaki University School of Medicine

The efficacy and safety of AT-2266 in the treatment of biliary tract infection were investigated.
Seven patients received a single dose of 200 mg of AT-2266 orally. The blood concentration of the drug was 2.0
pg/ml on the average at 4 hours after administration. The biliary concentration was 6.7 gg/ml on the average at 6
hours. Thus AT-2266 concentrations in bile were higher than those in blood. It was found that the drug was main-
tained in bile over a period of 10 hours.
Six patients were treated with 300-600 mg of AT-2266 for 4 to 11 days. On the basis of clinical findings and bile
cultures, the response was rated excellent in 3 cases and fair in 2 cases. In 3 of 4 cases in which bacteriological
examination of bile was made, a partial elimination of bacteria was found.
No side effects, either clinical and laboratory findings, were encountered.
From the aspects of both efficacy and safety, AT-2266 was considered to be a useful drug for mild to moderate
biliary tract infection.



