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Fig. 1 Sensitivity distribution of clinical isolates
S. aureus n=25 (10°CFU/ml)
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Fig. 3 Sensitivity distribution of clinical isolates
E. coli n=25 (10)CFU/ml)
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Fig. 5 Sensitivity distribution of clinical isolates
K. pnewmoniae n=25 (108CFU/ml)
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Fig. 7 Sensitivity distribution of clinical isolates
12, cloacae n=25 (105CFU/mi)
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Fig. 9 Sensitivity distribution of clinical isolates

S. marcescens n=25 (100CFU/ml)
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Fig. 11 Sensitivity distribution of clinical isolates

H. influenzae n=25 (10°CFU/ml)
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Fig. 13 Sensitivity distribution of clinical isolates
P. mirabilis n=25 (100CFU/ml)
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Fig. 15 Sensitivity distribution of clinical isolates
P. vulgaris n=25 (10°CFU/ml)
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Fig. 17 Sensitivity distribution of clinical isolates
. P. aeruginosa n=25 (10°CFU/ml)
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Table 1 Plasma levels of AT-2266 in healthy subjects
(non-fasting) after a single oral dose of 500
mg

Time after administration (h)
Subject No.
0.5 1 2 4 6 8
1 1.28% 4.01 3.19 | 1.69 | 1.27 | 0.848
2 0.180 2.95 |2.88 | 2.26 | 1.46 | 0.875
3 2.12 | 4.20 3.03 | 2.08 | 1.61 | 0.982
4 0.447, 0.7003.27 | 2.47 | 1.83 | 1.39
Average 1.01 | 2.97 3.09 |2.13|1.54|1.02
S.D. 0.878/ 1.61 [0.173 | 0.331 0.237| 0.251
S.E.

0.439 0.804/0.0866| 0.165/ 0.118 0.125

* Concentration in plasma (#g/ml)
S. D.; Standard deviation, S. E.; Standard error

Cumulative percent of strains inhibited

40
2 ---<*NFLX Table 2 Plasma levels of AT-2266 in healthy subjects
(fasting) after a single oral dose of 500 mg
<0.025 0.1 0.39 156 6.25 25 100 | Time after administration (h
0.05 0.2 078 3.13 12.5 50 >100 Subject No. ime after administration (h)
MIC (ug/ml) 0.5 1 2 ‘ 4 j 6 ‘ 8
Drug ]§m0.050.100.200.390.781.56 3.13]6.25[12.5| 25 | 50 | 100 | >100 5 2.68% 3.76 | 2.60 1 1.75|1.07 | 0.722
Q;Lzﬁ AN , it 6 0.388 3.81 | 3.64 | 2.45 | 1.61 | 1.24
MIC (ug/ml) number of srains 7 0.559 0.995 4.33 | 2.60 | 1.83 | 1.48
8 3.563|3.812.65|1.77|1.06|0.727
Fig. 18 Correlogram between AT-2266 and NFLX Average 1.7913.0913.31|2.14 | 1.39 | 1.04
P. aeruginosa S.D. 1.56 | 1.40 | 0.834) 0.446| 0.389| 0.380
wg/ml n=25 S.E. 0.780 0.700; 0.417| 0.223 0.194| 0.190
>100
100 * Concentration in plasma (¢#g/ml)
5 . 1 S. D.; Standard deviation, S. E.; Standard error
25
12.5 Fig. 19 Plasma levels of AT-2266 in healthy subjects
©
5 6.25
’L .13 r AT-2266: 500 mg, po, singles
< 1,56 Average with standard error (n=4)
3 3l o: Fasting (T12=3.6h, AUC=16.3h.zg/ml)
0.78 52 ®: Non-fasting (T12=3.8h, AUC=15.7h.ug/ml)
0.39 64 Et
0.2 2 n{o
0.1 ;2’
$0.05 s
S0.056 0.2 0.78 3.13 12.5 50 >1004g/ml g
0.1 0.39 1.56 6.25 25 100 a1
NFLX [
E-78%bh, ZIERO 4 GlOTEIL 3.31 pg/ml, £ T 25 4 5 6 7 & 9

RBO 4 POFH123.09 pg/ml Throtzo Table 1, 2,
Fig 915 & 5 i nic BRSO 175 3BINA:

Time after administration (h)
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Table 3 Urinary excretion of AT-2266 in healthy
subjects (non-fasting) after a single oral
dose of 500 mg

Time after administration (h)

Subject No.| Item

APR.1984

wo——nee -~ == R

Table 4 Urinary excretion of AT-2266 in healthy.
subjects (fasting) after a single oral dose
of 500 mg

[ .
Time after admmutmtwq (h)

T ——

Subject No t Item \

0~2 | 2~4 | 4~6 | 6~8 0~z | 2~a | 4~6 | 6g

c | 422 | 543 | 342 | 299 e ! 645 | 260 | 248 | 184

v 150 220 150 200 | 225 350 240 | 240

1 a 63.3 | 119 51.3 | 59.8 5 , a 145 91.0| 59.5| 423
r 12.7| 23.9| 10.3| 12.0 l r | 20.0| 18.2) 11.9] 84

cr 127 | 366 46.8| 8.8 ) e ’ 29.0| 47.2] 50| €76

c 435 585 450 391 e | 598 {1,020 m | m

v 130 240 200 120 “ v | 85 30 75 375

2 a 56.6 | 140 90.0 | 46.9 6 a 50.8| 30.6| 57.8] 4.1
r 11.3 28.1 18.0 9.38 1 r 10.2 6.12) 11.6| 12.8

cr 11.3| 39.4| 57.4| 66.8 [ er 10.2] 16.3] 27.9| 407

c 484 567 427 349 c 992 970 | 9% | 351

v | 110 125 125 95 v 55 100 | 100 | 15

3 a 53.2| 70.9| 53.4| 33.2 7 a 54.6 | 97.0| 99.6| 439
r 10.6 | 14.2| 10.7 6.63 r 109 19.4| 19.9| 8.7

cr 10.6 | 24.8| 35.5| 42.1 cr 10.9 30.3| 50.2| 59.0

c | 315 — | 743 | 992 c | 976 1641 | 307 | 3%

v 225 ns 125 75 v 75 120 170 | 175

4 a 70.9| — 92.9| 74.4 8 a 73.2| 76.9| 52.2| 56.9
14.2| — 18.6 | 14.9 r 14.6| 15.4] 10.4| 114

cr 14.2| 14.2| 32.8{ 47.6 cr 14.6 | 30.0] 40.5| 51.8

c 397 565 479 437 c | 736 493 460 | 229

v | 154 146 150 123 v 110 150 u6 | 2%
Average a 61.0 82.7 71.9 53.6 Average a 80.9 73.9 67.3 ’x 51.8
r 12.2| 16.5| 14.4| 10.7 r 16.2| 14.8] 13.5| 104

cr 12.2| 28.7| 43.1| 53.8 er 16.2| 31.0| 44.4|, 548

c¢; concentration (#g/ml), v; volume (ml),
a; amount excreted (mg), r; recovery (%),
cr; cumulative recovery (%), ns; no sample

B peak 1 00Fh - foht, 4 BB IECIIE
¥52.14 pg/ml, HETIL 2.13 pg/ml, F1- 8RERIBT
(XBT#2 1.04 pg/ml, #Ei%1.02 pg/ml CHEEDRIC
R LADZRIILLS, ABCIZHENILALADL
highrstze

2) R

RAREUREE 8 Bl Gt Table 3, 4 A bRB L
5 2SRRS4, 8%, BIRRE53.8% LIHTFARETH - 700

I B K & #&
FRIRIRBRB LR AR GAEL 7S, REBRYLE 2 FloE

¢; concentration (#g/ml), v; volume (ml),
a; amount excreted (mg), r; recovery (%),
cr; cumulative recovery (%), ns; no sample

1961 Ch Do BG-BI X UBEAREENCTL A
mg 5 3 HiEEThH Do BEHIN 4 ~14ARITRES
RIIRE2.4g, BE8.4gTh%, muﬁm%z
MEEAR R TRE LT

PR BEAIE T S BRI R TN, U, B
7 £ DERIER D MRS, CRP EOEBKL
DBREFMREXB8EL LTHD, Jeue-ﬁ;a;, Y R
IHIFE Lo

¥ RBRERRIECET 5 wmmmmﬁﬁﬁﬂmm
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Table 6 Laboratory findings before and after AT-2266 therapy (upper: before lower: after)

T T—

Case Name Age RBC Hb Ht WEC Eosino | GOT GPT | Al-p | BUN | Cr,
No. Sex | (x10% | (g/d) | (%) (%) | (U) | (U) | (KA) |(mg/dl)|(mg/dl)
1l M 76 377 9.3 | 29.5 | 9,200 2 6 3 7.9 | 16.4 | 07
S M 364 8.8 | 28.5 | 7,700 5 7 2 8.0 | 20.0 | 08
2 | T s 78 417 9.6 | 30.5 | 9,400 2 12 6 6.7 | 17.8 | 11
s F 399 9.2 | 29.5 | 8,700 2 13 10 5.9 | 14.0 | 0.8
s |y s 70 420 | 14.3 | 45.0 | 10,100 0 1 10 8.5 | 13.6 | 1.0
' F 442 | 13.5 | 42.5 | 5,200 4 11 11 10.0 | 17.6 | 1.0
+ lso 22 466 | 15.3 | 45.0 | 8,900 5 10 5 8.7 | 20.7 | 0.9
T M 453 | 15.2 | 44.5 | 5,900 3 8 6 7.6 | 185 | 0.8
s | M F 32 421 | 13.5 | 38.5 | 9,400 1 8 3 4.7 | 148 | 06
: F 430 | 14.0 | 39.0 | 6,200 2 7 4 52 | 150 | 08
6 |K K 62 480 | 16.5 | 45.5 | 9,700 1 13 13 7.0 | 156 | 0.9
' F 471 | 15.8 | 44.0 | 10,200 1 12 15 9.8 | 16.4 | 0.7
7 lus 30 427 | 14.0 | 39.5 | 14,300 3 8 10 7.3 | 10.6 | 07
) F 434 | 14.0 | 40.5 | 8,200 1 8 11 7.2 7.9 | 08
s |MH 66 456 | 14.4 | 41.5 | 8,400 0 13 7 15.8 — -
' F 406 | 12.7 | 37.0 | 6,000 0 9 4 12.2 | 10.6 | 0.9
o ls T 52 461 | 14.2 | 44.5 | 9,000 0 62 30 14.7 | 12.7 | 11
s M 464 | 14.2 | 43.5 | 5,400 0 54 23 14.5 8.2 | 11
0 | ME 59 461 | 14.2 | 45.2 | 9,000 2 14 12 6.8 | 14.1 | 0.9
: M 456 | 13.8 | 43.5 | 4,200 1 12 9 6.9 | 15.7 | 1.0
altw 34 532 | 15.7 | 48.5 | 9,700 0 12 12 7.3 7.5 | 08
s M 480 | 14.5 | 45.1 | 6,300 1 10 11 5.6 8.1 | 09
2 |y N 32 470 | 13.7 | 40.0 | 8,600 0 12 6 5.8 | 11.4 | 1.0
H F 468 | 13.9 | 41.0 | 5,300 0 ‘ 15 10 7.3 | 11.3 | 11
13 |B s 33 456 | 13.6 | 41.5 | 9,900 3 13 12 10.0 | 13.0 | 07
' M 457 | 13.5 | 41.5 | 4,700 6 | 13 17 4.8 | 14.3 | 08
|
|
u RO 24 369 | 12.6 | 36.5 | 9,400 2 7 4 4.5 | 125 | 07
S F 378 | 13.1 | 37.1 | 6,400 3 | 8 6 4.3 | 108 | 07
5 kM| B 498 | 16.2 | 45.0 | 9,400 o | 8 3 4.2 | 120 | 09
S M 489 | 15.7 | 43.2 | 6,200 3 10 6 5.2 | 11.0 | 09
6 |k T 38 473 | 15.1 | 44.5 | 8,900 0 10 9 8.1 7.9 | 07
’ M 465 14.5 44.0 6,000 1 11 8 7.8 7.6 0.8
44 470 | 14.3 | 46.0 | 8,600 3 8 10 5.9 | 18.9 | 11
17 |G.T
M 450 | 15.0 | 45.0 | 6,200 2 7 6 4.9 | 17.0 1.0
7 ) ) . — -
8 | kM 7 378 | 12.5 | 37.5 | 4,600 1 12 5 11.6
M 384 | 13.2 | 37.5 | 5,600 1 12 4 1.5 | 14.6 | 07
44 443 | 14.9 | 42.5 | 7,700 1 — — — 14.5 | 07
19 |H.A
F 461 | 15.7 | 44.5 | 4,800 1 9 17 6.0 | 10.7 | 07
R




yoL.32'5-3

IS

HE LT
AR SRS X b M LA

ohiBOBRIC X VR, TE, BXR, THO 4B
KicHE Lo

FRERPLETIE Table 5w A b5 X 5 KB
BE-KER2 0, BEAEI 16D 3 FTIRERKRE
FH1H, PORR 2O TH- oo MBEFINTIX LUK
&, 1ARAE, 10THATH o QTR
10fci, EROERIF, BB 16T, ME¥N
EARHD 2 FIAERE 8 IR 7 GIMIHA, BRIRAVZIR S
PHEHO 1 AOACEXRLBD LI, SHRNS 4
AR TRCRRAC S BRI ERL B\ LA
Tholo

RERRAET 2 6 & b I RUERES Th - 1o, BIK
HERERTH - T MEFINTIZ 2R L SAHTEH
‘ V.8 # A
BRau7cBIfEA & LTid Table 5 ©iR3 & 5 k&M
FDbigh - T

BEMECI\Tid Table 6 ILABR B X 51z, FEHM9
DREREARBECEARRBCHEREL DY, BY
#ixb Al-p, S-GOT, S-GPT {1 \E D - fehifbis
RULAET LT 3002 Al-p XL
Hdr o I-EGI 2 IR B Tedt, BEH BT leh
210 ZDROFC I W TIIREBERF R LI DI
fiﬂ‘c 'fCo

K

V. ¥ -3
FLBR NI AT-2266 1 XFRBOEFCH LT

ChISEN % b D, ERHAEAR7 P ARV

PR EHIh T 5o bhbiud AAHD 5 bT
T % o NFLX > gkt Lico S. aure-

us, 8. marcescens, P. aeruginosa CRiEDHEH LT

ER$ThH - 1273, E. coli, K. pneumoniae, E. cloacae,
H.influenzae, P. mirabilis, P.vulgalis {3\~ TCiL
ET NFLX X h AFOH AL - Thoico

CHEMOTHERAPY 439

B, BEft s+ % bbb o ik, 1[E500mg
5 OPEHO peak x5 2 MMMz SH b, B 3.31
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BASIC AND CLINICAL STUDIES OF AT-2266

KEencut Nakacawa, KENTARoO WaTaNABE and Masaru Kovyama
Department of Internal Medicine, Tokyo Kyosai Hospital

MiITSUHIRO YOKOZAWA
Clinical Laboratory, Tokyo Kyosai Hospital

Basic studies of AT-2266, a newly developed oral antibacterial agent, were performed and the drug was used in
the treatment of 19 patients with infections.

1. Staphylococcus aureus, E. coli, Klebsiella pneumoniae, Enterobacter cloacae, Serratia marcescens,
Proteus mirabilis, Proteus vulgaris and Pseudomonas aeruginosa were isolated from the clinical materials. The
antibacterial activity of AT-2266 was compared with that of NFLX at an inoculum size of 10% CFU/ml against 25
strains each of these isolated organisms. AT-2266 was comparable to NFLX in antibacterial activity against S,
aureus, S. marcescens and P. aeruginosa but slightly inferior to NFLX against other organisms.

2. A single dose of 500 mg of AT-2266 was administered to 8 healthy male adults, i.e. 4 men in the fasting state
and another 4 men who had taken 600 calories of food just before. In both groups, peak blood levels were achieved
two hours after administration. The peak level was 3.31p#g/ml in the fasting state and 3.09¢g/ml in the satiation
state. In the fasting state, the absorption of the drug was slightly more rapid and the peak level was slightly higher.
However, the differences were not significant. There was little effect of a meal. The urinary recovery up to 8 hours
was about 54%.

3. A clinical trial was performed on 19 patients, i.e. 17 patients with respiratory tract infections and 2 patients
with urinary tract infections. The dosage was 600 mg daily for all patients. In acute respiratory tract infections, the
drug was clinically effective in 13 of 14 cases; bacteriologically, the causative organisms were eradicated in 11 cases
and unknown in 2 cases. In chronic respiratory tract infections, the drug was effective in 1 of 3 cases. Both patients
with acute cystitis responded to the drug.

4. No appreciable side effects were encountered in any of the cases.

From these results, it is concluded that AT-2266 is a useful drug as an oral antibacterial agent.



