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No. | Case | Age
1 M. I1.| 24
2 Y. T. 61
3 |[K.O.| 64
4 [T.U.| 72
5 |Y.E.| 67
6 |S.K.| 72
7 |[K.I.| 38
8 |[E.T.| 24
9 R.O.| 22
10 |U.K.| 33
11 |S.U.| 82

Fig. 3 Sensitivity distribution of clinical isolates
E. coli (42 strains) 10% cfu/ml
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Table 1

Diagnosis

Chronic tonsillitis
Acute bronchitis
Acute bronchitis

Acute bronchitis

Chronic bronchitis
(Pneumoconiosis)

Chronic bronchitis
(Bronchiectasis)

Acute cystitis
Acute colitis
Acute colitis

Acute colitis

F.U.O.
(Chr. renal failure)‘

Clinical cases treated with AT-2266

Isolated bacteria

Normal flora
Normal flora
S. pneumoniae

H. influenzae and
S. aureus

Normal flora
K. pneumoniae

E. coli

Unknown
Unknown
Unknown
Unknown

APR.1984
Daily | Dura- [ Effect ;
dose tion | e
(mg) | (days) i Clinical | Bacterial effect
| 600 | 7 Fair !Unknown -
600 ! 4 | Good | Unknown | —
600 7 ; Good ! Eradicated | —
600 = 7 | Good | Eradicated | —
600 | 7 . Good ‘ Unassessable —
‘ I
600 | 6 Poor | Persisted -
600 | 5 | Good | Eradicated| —
! 600 5 | Good Unknown | —
' 600 | 6 | Good | Unknown | —
600 | 4 2 Good | Unknown | —
600 7 ' Unassessable| Unassessablel —

100

Fig. 4 Sensitivity distribution of clinical isolates
E. coli (42 strains) 10® cfu/ml
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S. aureus (26 strains)

Fig. 2 Sensitivity correlogram
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Klebsiella & 25¥kiC3+2 AT-2266 @ MIC i3 10
cfu/ml DEMT 0.1~6.25 pg/ml T (Fig. 6), NA iz
TART 3.13 pg/ml L}, PPA T 1.56~50 pg/ml i
D DI LEFIAUE DI BN TV Do 108 cfu/ml i
WL, TRTOEFT MIC ikl LT BN
KMo T, EARTHS (Fig. 7)o Fig. 8
1% DEBR %R T2 PPA 6 LU NA IZiittED b 0 ¢
LAFC ML Tik NFLX & W0 Ms2id RL T
%o

E. aerogenes 11#k12%3% AT-2266  MIC % 10°
cfu/ml G, 108kA%0.1~0.39 pg/ml iz % (Fig. 9)o
ZHULPPA 1D 4~58, NA 237 ~8BEhT\
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A, NATH 100cfu/ml C1BRS K HABETH S
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2245 MIC Th B,
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ml BT, 5 H28KkAL 1.56 ug/ml ATk b, 108
cfu/m] B8 T $ 28%kH1 0.78 ug/ml LA F & /% (Fig. 15,
16), Fig. 17 OAEBARTH5 & AT-2266 % NFLX &
IHTRBROB L, RPHHRLERDOLRS,

P, mirabilis 38kkizxi$% AT-2266 © MIC % 10°
cfu/m] G 0.2~1.56 pg/ml iz b, 10® cfu/ml ¥/ T
(X3 T DA 0.78 pg/ml LITF & e 343, NFLX Tt
BRI X 5 MIC oF{thik &<, 10® cfu/ml Tik AT
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P. morganii 9 BRIZR35 AT-2266 » MIC (3 108
cfu/ml 0.2 pug/ml P\ FD D L,0.78~3.13 ug/mld
POEZHND, ZDX 5 I HMOERAIL 108 cfu/ml
EERc b R oh, NFLX Y0 PPA CHRABTHD
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ml, 10° cfu/ml 2L HITBIE LT %45, NA
% PPA X h iz, NFLX 8L -S4y
fxmt (Fig. 24, 25), BBEUZA 7o\ A% Fig. 26 i@
HEAR %R L Th o

P. vulgaris 8 #kDAHF|D MIC i1 108 cfu/ml Ti3T

- RTOEEKA 0.78 pg/ml LATFIcdh %0 £HICH L PPA
Y T121.56~12.5 pg/ml ORIIC, NA Ti23.13~100 pg/
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MIC (ug/ml) 10* cfu/ml  MIC (pg/ml) 10° cfu/ml
>100 >100
100 100
50 50
25 25
12.5 12.5
& 6.25 § 6.25
N
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s B &
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‘g 0.39 2 0.39 1
2 0.2 41 0.2 1 1
g 0.1 4115{3 1 0.1 4]19|2
‘Z‘, £0.05 6|4 £0.05 1)1
b S0.05 0.2 078 3.3 125 50  100< 005 02 078 313 125 5 10
0 01 039 1.5 625 25 100 0.1 039 15 62 2 10
w PPA MIC PPA MiC
b (pg/ml) (pg/ml)
=
MIC (ug/ml) 10°® cfu/ml MIC (ug/ml) 10° cfu/ml
>100 >100
100 100
50 50
25 25 ‘
12.5 12.5
8 6.25 8 6.25
S 313 X S 1
S L 313
< 1.56 < 1.56 1
0.78 0.78
0.39 2 0.39 1
0.2 1122 0.2 11
0.1 1012 0.1 17]7]1
0.05 2711 <0.05 715
s0.05 0.2 0.78 313 125 5 10< <005 02 078 313 15 5 1<
0.1 039 1.5 625 25 100 01 039 15 6% 25 10
NA MIC . NA

MIC
(ug/ml) - (g/ml)
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Fig. 6 Sensitivity distribution of clinical isolates
Klebsiella sp. (25 strains) 108 cfu/ml

Fig. 7 Sensitivity distribution of clinical isolates
Klebsiella sp. (25 strains) 10° cfu/ml
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Fig. 9 Sensitivity distribution of clinical isolates
E. aerogenes (11 strains) 108 cfu/ml

Fig. 10 Sensitivity distribution of clinical isolates
E. aerogenes (11 strains) 10° cfu/ml

- 100 A — 100 ’
R R
3 90 o T %] VA / e
2w ' Z &
z € i e
2 1] / 2 707 !
2 60 f £ 60
s 50 5 501 /
% ] i E /
S / g 401 {
£ 31 | o——o AT-2266 i ] i o——oAT-2266
N l »-——-«NFLX o 30 { »--—eNFLX
0 i ——ePPA S 207 ': o——o PPA
10 | +aNA 101 { 4---aNA
§ 0 3 v A
50.05 0.2 0.78 3.13 12.5 50  100< 0720.05 0.2 0.78 313 12.5° 50 '100<
0.1 0.39 1.5 6.25 25 100 0.1 0.39 1.56 6.25 25 100
MIC (gg/ml) MIC (ug/ml)
D0 0.1] 0.2 0.39]0. 78] 158131316, 25 12.5] 75 | 50 | 100 [100< | 7es Drugme™!1s0.05] 0.1 0.2 [0.39{0.78] 1.56{3.13(6.25{12.5] 25 | 50 | 100 [100< | T
AT-266| [3]6]1 1 11 AT-2266| [9]1 1 11
NFLX | 3161 1 1 NFLX [1]8]1 1 11
PPA 7121 1| 1 PPA 10 1 11
NA 712]1| 1|0 NA 1]7]2 1|1

m L bik$% (Fig. 27, 28), Fig. 29 iKW ENDK
OMIC iR % "+, ' AT-2266/3 NFLX & (23
BEORFICHB YR -
O L.EEmRH
L. SREF (Table 1)

WEAN R E I ABRDIERA 2 HRE Lico TDOAR
i3, BREER 16, SUKERLIF, BHESEIHR
20, SWEREBER 161, atEABX A, BHELRLK
££5 TEABD 1 | Th - 1oo FEMIT22~82i%, B 551,
7 6 B TH Do



528 CHEMOTHERAPY APR,1984

o ~ _—
MIC (ug/ml) 10 efu/ml MIC (ug/ml) 10° cfu/ml
>100 >100
100 100
50 50
25 25
12.5 12.5
2 6.25 2 g 6.25
3.3 N 3.3 2
= =
< 1.56 1]2 < 1.56 2
0.78 11 0.78
0.39 5,1 0.39] |3
0.2 403 1 0.2 13
0.1 2 0.1 [4
S0.05 =0.05|,!
50.05 0.2 0.78 3.13 12,5 50 100< £0.05 0.2 0.78 3.13 12.5 50 10<
01 039 15 625 25 100 01 039 15 625 5 100
> NFLX MIC NFLX Mic
,E (pg/ml) (g/ml)
g 4
§ MIC (ug/ml} 10%cfu/ml  MIC (ug/ml) “10* cfu/ml
~ >100 >100
& 100 100
S 50 50
3
3 25 25
K 12.5 12.5
M 8 6.25 11 8 6.25
N | N
z 3.13 1|1 o 3.3 2
E < 1.56 1]2 < 1.56 11
‘uoi; 0.78 2 0.78
T 0.39 6 0.39 2|1
§ 0.2 1151 1 0.2 94
> 0.1 2 0.1 1
s =£0.05 <0.05 1 »
‘:,5 =0.05 0.2 0.78 3.13 12.5 50 100< s0.05 0.2 0.78 3.13 125 50 100<
g 0.1 039 15 625 25 100 0.1 03 15 625 5 10
n PPA MIC PPA MIC
0 (g /ml) . (pg/ml)
E MIC (ug/ml) 10°® cfu/ml MIC (ug/ml) 10% cfu/ml
>100 >100
100 100
50 50
25 25
12.5( 12.5
£ 6.25 2 £ 6.25
o~ N
: 3.13 1 1 E 3.13 11
< 1.56 3 < 1.56 1 1
0.78 1]1 0.78
0.39 3l2(1 0.39 1]2
0.2 4|3 1 0.2 3|10
0.1 2 0.1 1 3
<0.05 <0.05 1
<0.05 0.2 078 313 125 50  100< s0.05 0.2 078 313 125 50 10<
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MIC (ug/ml) 10* cfu/ml MIC (ug/ml) 10° cfu/ml
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50 50
25 25
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N N
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~ NFLX "MIC NFLX MIC
) (pg/ml) (pg/ml)
E
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& >0 >100
¢ 100 100
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N 25 25
v
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"] 0.1 0.39 1.5 6.25 25 100 0.1 0.39 1.56  6.25 25 100
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W
i MIC. (ug/ml) 108 cfu/ml MIC (ug/ml) 106 cfu/m]
>100 >100
100 100
50 50
25 25
12.5 1 12.5
& 6.25 2 6.25 1
S N
Y 313 N 3.3
B =
< 1.56 < 1.56
0.78 0.78
0.39 1 0.39
0.2 5|1 0.2 1
0.1 2|1 0.1 1|7]1
%0.05 £0.05
80.05 0.2 0.78 3.13 12.5 50 100< =0.05 0.2 0.78 3.13 12.5 50 100<
0.1 0.39 1.56 6.25 25 100 0.1 0.39 1.56  6.25 25 100
NA MIC NA MIC
(pg/ml) (pg/ml)
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Fig. 12 Sensitivity distribution of clinical isolates
E. cloacae (10 strains) 108 cfu/ml
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Fig. 13 Sensitivity distribution of clinical isolates
E. cloacae (10 strains) 10% cfu/ml
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Fig. 15 Sensitivity distribution of clinical isolates
Serratia sp. (30 strains) 10° cfu/ml

Fig. 16 Sensitivity distribution of clinical isolates
Serratia sp. (30 strains) 10 cfu/ml
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MIC (ug/ml) 10%cfu/ml  MIC (ug/ml) 10° efu/ml
>100 >100
100 100
{50 50
25 25
12.5 12.5
8 6.25 8 6.25
S Q
E 3.13 o 313
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N 100 100
§ 50 50
3 25 25
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» 02 3 1 0.2 2|3
+ 0.1 0.1 1
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Fig. 17 Sensitivity correlogram  Serratia sp. (30 strains)
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Fig. 18 Sensitivity distribution of clinical isolates
P. mirabilis (38 strains) 10° cfu/ml
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Fig. 19 Sensitivity distribution of clinical isolates
P, mirabilis (38 strains) 10 cfu/ml
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Fig. 21 Sensitivity distribution of clinical isolates
P. morganii (9 strains) 108 cfu/ml
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Fig. 22 Sensitivity distribution of clinical isolates
P. morganii (9 strains) 108 cfu/ml
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P. morganii (9 strains)

Fig. 23 Sensitivity correlogram
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Fig. 24 Sensitivity distribution of clinical isolates
P. rettgeri (7 strains) 10® cfu/ml
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Fig. 25 Sensitivity distribution of clinical isolates
P. rettgeri (7 strains) 10° cfu/ml
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Fig. 27 Sensitivity distribution of clinical isolates
P. vulgaris (8 strains) 108 cfu/ml
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Fig. 28 Sensitivity distribution of clinical isolates
P. vulgaris (8 strains) 10% cfu/ml
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Table 2 Laboratory findings of before and after treated with AT-2266

Case Beft;re RBC Hb Ht | WBC | Eosino. | Neutro. | S-GOT | S-GPT | Al-p | BUN | S-Cr.
or atter g

No. |treatment ((10¢/mm?®)| (g/dl) | (%) |(/mm?)| (%) | (%) |(mg/d])|(mg/dl)| (U) |(mg/dl)|(mg/dl)

1 Before 461 14.0 40.1 | 7,900 0 76 13 5 123 9 0.7

After 433 12.9 37.6 | 4,900 0 76 14 4 117 9 0.8

9 Before 481 14.9 43.8 | 8,600 0 " 75 15 12 200 21 1.3

After 436 13.2 | 39.6 | 6,400 0 54 16 13 159 17 1.2

3 Before 523 16.4 48.4 | 6,100 4 56 17 5 157 12 1.1

After

4 Before 441 12.9 38.1 {14,200 3.5 87.5 23 14 653 23 1.5

After 458 13.2 | 39.4 {14,800 2.0 89.0 23 7 471 23 1.5

5 Before 584 13.5| 42.2 (12,600 0.5 74.5 20 10 228 13 1.0

After 589 14.1 43.5 | 8,000 3.0 61.0 16 7 207 12 1.0

6 Before 478 14.3 | 42.7 | 8,400 0 74 30 17 200 13 0.9

After 503 14.9 44.2 | 8,000 0 68 31 17 209 13 1.0

7 Before 445 12.3 38.7 | 8,400 0 72 17 8 100 13 0.9

After 17 8 96 13 0.7

8 Before 460 14.1 42.4 | 5,800 0 57 13 4 111 13 0.8

After 499 15.3 | 44.6 | 5,200 0 42 13 4 127 15 0.9

9 Before 403 13.11 36.9 | 4,700 1 64 17 6 128 13 0.9

After

10 Before 468 13.5| 39.2 | 4,500 1 59 25 20 285 13 0.9

After 471 13.5| 39.3 | 4,600 1 63 19 9 298 9 0.9

1 Before 247 7.5| 22.9] 5,600 2 71 23 10 211 32 2.2

After 239 7.2 21.9 6,300 4 69 | 17 7 206 47 2.5
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LABORATORY AND CLINICAL STUDIES ON AT-2266

Yuruko OkaMOTO, KEIGO MAEHARA,
KANsHI Mask, MuNETO YosHIokA and KojiRo YASUNAGA
First Department of Internal Medicine,
Kansai Medical University
HirosH1 OkuBo and YosHIHIRO UEDA
Rakusai New Town Hospital,
Kansai Medical University

AT-2266, a new antibacterial chemotherapeutic synthesized by Dainippon Phamaceutical Co., LTD. was examined
on its antibacterial activity i# vitro, as well as on its clinical availability. The results obtained were as follows:

1) Antibacterial activity : AT-2266 showed strong antibacterial activities against clinically isolated strains of
S. aureus, E. coli, E. aerogenes, Serratia sp., P. rettgeri and P. vulgaris similarly to norfloxacin, although it
was found to be slightly weaker than the latter against the strains of Klebsiella sp., E. cloacae, P.mirabilis
and P. morganii.

AT-2266 and norfloxacin were found to have markedly higher activities against all of the strains tested than
nalidixic acid and pipemidic acid.

2) Clinical trials: Eleven cases (chronic tonsillitis 1, acute bronchitis 3, chronic bronchitis 2, acute cystitis 1,
acute colitis 3, and FUO with chronic renal failure 1) were treated with AT-2266. The dosage was 200 mg x3/day
for 4-7 days.

The case of FUO was excluded from assessment, as the drug seemed not to be indicated in this case retrospec-
tively.

Eight cases well responded to the therapy, and the case of chronic tonsillitis fairly, although the case of acute
exacerbation of chronic bronchitis with bronchiectasis due to K.pneumoniae could not respond.

Neither side effects nor abnormal laboratory findings attributable to the drug administration were observed.

These results obtained suggest that AT-2266 should be one the useful oral antibacterial agents, safely and effect-
ively available to the patients with infections visiting ambulatory clinics.



