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Fig. 1 Chemical structure of AT-2266
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Table 1 Serum and skin concentration of AT-2266

’ Time after AT-2266 concentration (pg/ml or g)
No Food administration|— Eoid .

‘ (hr.) Serum p1 -ie-lix)ntalrsmis Dermis Subcutenous | Granulation
1| 0.901 1.22 1.10 0.237 —
2 1.46 1.09 0.660 0.452 —
3 1.02 0.806 0.526 0.334 —
4 2.0 0.936 0.773 0.798 0.430 -
5 ’ 1.63 — 0.463 - —
6 | 0.807 — 1.21 bt -
7 | With food 0.265 — 0.180 - -
8 0.174 — 0.120 - —

Mean+S.E. | 0.899+0.168 | 0.972+0.094 | 0.632+0.130 | 0.363+0.043 -

9 2.25 0.990 — 0.624 — -
10 2.5 0.784 1.04 1.02 0.271 -
11 3.0 1.11 0.944 — 0.374 0.678
12 2.10 1.23 1.52 — -
13 0.596 0.334 0.351 0.321 0.859
14 1.93 0.745 0.357 0.678 -
15 2.0 1.17 1.30 1.20 0.465 -
16 Without 0.855 1.57 —_ 0.664 -
17 | food 0.668 — 1.10 - —
18 0.727 — 0.206 — -

Mean+S.E. | 1.149+0.217 | 1.036+0.197 | 0.789+0.205 | 0.532+0.074 0.859
19 2.5 1.21 0.725 0.358 0.315 0.720
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Table 2 Institutes participating in the study

The Department of Dermatology, National Defense Medical College

The Department of Dermatology, Teikyo University, School of Medicine
The Department of Dermatology, The Kanto Teishin Hospital

The Department of Dermatology, Hokkaido University, School of Medicine
The Department of Dermatology, Faculty of Medicine, University of Tokyo
The Department of Dermatology, School of Medicine, Toho University
The Department of Dermatology, Japanese Red Cross Medical Center

The Department of Dermatology, Kanto-Rosai Hospital

The Department of Dermatology, Kansai Medical University

The Department of Dermatology, Okayama University, Medical School
The Department of Dermatology, Kéchi Medical School

The Department of Dermatology, Faculty of Medicine, Kyushu University
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1004 CHEMOTHERAPY APR.1984
Table 3-1 Clinical results
Status of diseases | Antibiotics AT-2266
No. | Sex Age Diagnosis Severity of the beginning | before Dose Dur;i;;
of treatment treatment | (mg/day) | (days)
1 M 21 vFO”iCl:liit‘iS ' M()dc‘;-;t'e Stationary a - 100x 3 _I;-
2 F 34 Foliiculitis Mild A;gra;at;d ' - “l(;(;x_SA ' 7_1:_
3 F 17 Follic:iit;; : ' Mod;r;l;; Aggravated B - 100x3 B ;4_
4 | M 15 |Acnepustulosa | Mild | Aggravated | — | 100x3 | 14
i7 WI\Z V 2; ; j\cne pustulosa ‘ "Moderate Stationary - - B 7100; o r
B 6 M 30 _Fo]licu]itis Mild o Aggravated - 100x 3 3 i
7 F Sr(;k Folliculitis Mild ] Aggravate;l o . *IOOX 3 12
8 F 19 | Acne pustulosa Severe o X;;ravated - 100x 3 :
9 M 28 | Acne pustulosa 7 Moderate Aggravated - 100x 3 14
10 M 35 | Folliculitis Moderate Aggravated - 100x 3 13
11 F 45 | Folliculitis Moderate Aggravat;ad - 100x3 7
12 M 20 | Acne pustulosa Moderate Aggravated - 100x 3 15
13 F 16 | Folliculitis Moderate Stationary - 100x3 14
7714 N F 19 | Acne pustul;'s;i ) Moderate Aggravated - 100x 3 11
15 M 16 | Folliculitis Moderate Aggravated - 100x 3 14
: 16 ;ﬁZO 7 T\g;;ﬁsrtulosa i Moderate Stationary - idINO 100x 3 - 14
17 MM 45 | Folliculitis ) Moderate Aggravated - 100x 3 14
B 18 F 45 | Acne pustulosa Mild Aggravated - 100x 3 14
19 M 28 | Acne pustulosa Mild Aggravated - 100x 3 7
20 M 23 | Acne pustulosa Moderate Stationary - 100x 3 24
21 F 42 | Folliculitis | Mild Aggravated - 100x 3 8
o 22 M 40 Follicu[itisk “ _-i;[—ocierate Stationary - 100%x 3 7
*';3" V M 31 | Acne pustuloéé - g;'ere Aggravated - 100x 3 14
24 M 25 | Acne érurstulc‘);a” - Mild Stationary - 100x 3 3
;5—_ M 65 Follicuulitis Moderate Aggravated MINO 100x 3 14
26 F 2(; Folliculitis | Mild B Aggravated - 100x 3 3
27 M 48 | F olli;ulii’ti; | Moderate Aggravated - 200x 3 8
jW(r‘:IR : Global improve;nent ra;;l; (Cured, Remark : Remarkably improved, Moderate : Moderately improved,

*2 GUR : Global utility rating (Remark : Remarkably useful, Moderate : Moderately useful, Fair : Fairly useful,
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of AT-2266 (Group 1)

_—

Organisms Bacterio- Side
logical GIR ™ GUR*¢ Remarks
Before MIC After MIC | response effect
/ __— _— Slight | Moderate | —
S.epidermidis | 1.56 — Eliminated | Cured Remark -

- - _— " | Remark Moderate -
S.epidermidis | 0.39 - Eliminated | Remark Moderate -
S.epidermidis |33 | Unknown | Unchanged | Not -
S.epidermidis | 0.39 - Eliminated | Cured Remark -

—— | ~ S

- - _— - Remark Moderate —

- - ///’/ " | Slight Fair -

- - | Cured Remark -_

— o I I
S.epidermidis | 6.25 | S. epidermidis 6.25 | Unchanged | Slight Fair -

Remark Moderate -

| |sight |Fair ~
_ /

Moderate Fair —

S. epidermidis 0.78 | S. epidermidis 0.78 | Unchanged | Remark Moderate -

/ S. aureus 6.25 N .
_ . . . ~ Slight Fair —
_— S. epidermidis 6.25 | ) o
- S. epidermidis 1.56 // Moderate Moderate —
S. epidermidis 0.78 — Eliminated | Moderate | Moderate —
- // / Remark Moderate -
P; P' tbact - "
ropionibacte- .
rium acnes >100 / Unknown | Unchanged | Not Diarrhoea
_— ) . B
— - _— Moderate | Fair -
S. epidermidis 0.78 - Eliminated | Slight Fair —
- - __v,,,/'/// Remark Remark —
_ — e e S R A
- I | Unchanged|Not | — |\
pionibacte- _ . _
rium acnes 12.5 Eliminated | Cured Remark i
S. epidermidis 0.39 — Eliminated | Remark Moderate -
S. epidermidis 0.78 — - L - - - - _ oDl:'topped
/ — - // Moderate | Moderate -

Slight : Slightly improved, Unchanged, Aggravated)
Not : Not useful, Undesirable)
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Table 3-1
Status of diseases Antlb'lot;cs‘ ‘_'_—LT—_ZZ“ B
No. | Sex Age Diagnosis Severity of the beginning | before Dose Durag;;
of treatment treatment | (mg/day)| (days)
28 M 20 Acx;le pustulosa Sévere Aggr;;;t;d "’:"’“‘ . 200x 3 8
29 F 19 Acr;e pustulosa M;)derate vStat‘;;;;;)—/ - B 200x 3 B 12
30 F 33 | Acne pu;tulosa ' Mo‘derate S—t;t'i;)n;ir; - 200x 3 - 10
3 | M 24 | Acnepustulosa | Moderate Swtionary | DOXY | 200x3 | 14
32 | F 28 | Folliculitis Mild Aggravated o~ | ox3 | 4
7 3; B Ti ;; }A\.;n;;;us;lo;a Wl\idoderatc o Aggravart;gr o - 200x 3 14
347” M 18 V .Vlr\cix;er ;;\;;;ui;);a Se;'ere V V Statio;;;§ ‘ - 7 200x 3 14
3 | F 34 |Acnepustulosa | Moderate | Aggravated CTC | 20x3 | 1
V I;;- ' F 15 7 Acne pustui;;; 7 ﬁh-dvo;i;r;t‘; V 7Aggrava;ed - 200x 3 A 14
37 F 21 7Acne pustulosaw B Moderate ) N f;;:xf:dly - o 200x 3 16
38 F 21 | Acne pustulosa Moderate Aggravated 7 - 200x 3 15
39 M 37 | Folliculitis Moderate o Aggravated CEPR 200x3 7
40 B F 18 ) Acne pustulo?i Evgre B 5;;:‘1;:?:);)’ T 200x 3 14
' ;1 " F 29 7Folliculitis Moderate A;;;;;i V - 200x 3 9
7 42 771; 7174 Acne;ustuilv(;; B ”SVever;”ﬁ o ViAﬁg;;v;tie; R - 200x 3 15
R N R R T T || 200x3 3
43 F 25 | Acne pustulosa Mild Aggravated - 20 le 1 s
44 M 29 | Folliculitis Mild Aggravat;; - 200x 3 7
45 M 54 | Folliculitis Mild Aggravated - 200x 3 6
46 F 21 | Acne pustulosa Severe Aggravated 1 i - 200x 3 14
B VR T e I R vy
‘“;8—_ "}; 721 Acne -;;ustulosa Mild Aggravated - 200x 3 17
49 | M 18 | Acnepustulosa | Severe Stationary | — | 200x3 | 14
50 _I: 16 ;;liculitis o WMdild o Stationary - - 200% 3 5
51 | M 56 | Folliculitis Mild | Aggravated ~ | aoxs | 7
52 M 23 | Folliculitis Mild Aggravated — 200x 3 E-_
53 M 24 | Acne pustulosa Mild Stationary - 200x 3 4
*1 GIR : Global improvement rating (Cured, Remark : Remarkably improved, Moderate : Moderately improved,

*2 GUR: Global utility rating (Remark : Remarkably useful, Moderate : Moderately useful, Fair : Fairly useful,
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(Continued)
Organisms - o Bacterio- Side
logical GIR™ GUR *? Remarks
Before MIC After MIC | response effect
S.apidermidis | 0.39 - Eliminated | Remark Moderate —
S.epidermidis | 0.78 | S.epidermidis | 0.78 | Unchanged | Slight Not -
S. epidermidis 1.56 — Eliminated | Remark Moderate —
S.epidermidis | 0.39 | S.epidermidis | 0.39 | Unchanged | Unchanged | Not —
S. aureus 0.78 — Eliminated | Cured Remark —
S.epidermidis | 1.56 | S.epidermidis | 0.39 | Unchanged | Moderate | Fair —
Propionibacte- 50 — Eliminated | Remark Moderate —
rium acnes ~ R R R
S.epidermidis | 1.56 — Eliminated | Remark Moderate —
P .rop ionibacte- 25 — Eliminated | Remark Remark —
rium acnes o I ~ I
| —— - I
_— - - o Unchanged | Not -
S.epidermidis | 0.78 - Eliminated | Slight Fair -
S. aureus 1.56 — Eliminated | Cured Remark —
S. epidermidis 0.39 — Eliminated | Remark Moderate —
S. epidermidis 0.78 — Eliminated | Remark Moderate —_
/ T T o I T
S. epidermidis 1.56 — Unknown | Remark Moderate —
S. epidermidis 0.78 - Unknown | Slight Fair Vomiting
/7 _ .
S.epidermidis | 0.39 — Eliminated | Remark Moderate —
S. aureus 1.56 o N o -
S, epidermidis 0.78 —_ Eliminated | Cured Moderate —
// I - T T
S. epidermidis 0.39 — Unknown | Moderate | Moderate —
S. aureus 0.78 | S. aureus 0.78 | Unchanged | Moderate Fair —
/// S - - Remark Moderate —
— — = — — S —
S. epidermidis 0.39 o - Unknown | Moderate | Fair —
S.epidermidis | 0.39 _— Unknown | Slight Fair —
- — o — Cured Remark —
= —
. . g _ T - - _ Dropped
S.epidermidis | 0.78 — — - ] out
S.epidermidis | 0.39 - e — | Dropped

Slight : Slightly improved, Unchanged, Aggravated)
Not: Not useful, Undesirable)
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Table 3-2 Clinical results
Status of diseases | Antibiotics AT-2266
No. | Sex Age Diagnosis Severity of the beginning | before Dose Durat;
of treatment treatment | (mg/day)| (days)
A 1 F ‘ -31 7C;rbu;;]:‘ | Ah;derat; H - Aggravated ;\gr;:li:)iotics 100x 3 14
‘ 2 V F 43 _ ;uruncle ‘ Moderate | Aggravated - 100x 3 V 13
N 3 WM | 49 V Furunclosis‘ o Modemteﬁ VﬁSwt;t“i;):ary o - 100x 3 17
4 F 29 Carbuncle Moderate Aggravated CEX 100x 3 8
7757 :‘ A; Furuncle Moderate Aggravated - 100x3 5
6 M 55 Furuncle Mild Aggravated - 100x 3 8
7 F 33 Furunclosis Moderate f;:::l;ta:gy - 100x 3 14
8 F 23 Furunclosis Moderate : Aggravated - 100x 3 14
9 M 52 Furunclosis Severe Stationary :\gt;;i:aiotics 100x 3 16
; 10 7 F 49 Furuncle Moderate ?:;:il;fgy - 100x 3 11
11 F 22 Furuncle Mild Aggravated - 100x 3 11
12 M 30 Furuncle Moderate Aggravated - 100x 3 2
13 V F 28 Furunclosis Severe Aggravated - 100x 3 9
14 F 51 Furuncle A Moderate Aggravated - 100x 3 3
*“lg" 7 F 29 7 Furuncle N Severe Stationary - 100x 3 17
‘ 16 ) F 30 Furunclosis Mild N Stationary - 100x 3 14
17 M 16 Furuncle Moderate Aggravated - 100x 3 10
18 - ;_ 7lg_ Furuncle Mild Aggravated - 100x 3 14
19 F 30 Furuncle Moderate Stationary - 100x 3 14
20 F 17 Furuncle Mild Aggravated - 100x 3 12
21 M 31 Furunclosis Mild Aggravated - 100x3 7
22 M 41 7—Furuncle Moderate Aggravated - 100x 3 14
23 nhl; 22 Furuncle - Moderate Aggravated - - 100x 3 3
H_ZT‘ M_7;‘ Furuncle - Moderate B Aggravated - 200x3 6
25 M 20 Furuncle Moderate Aggravated - 200x3 17
26 F 22 Furuncle Moderate Aggravated - 200% 3 14
27 F 55 Furunclosis Moderate Aggravated - 200x3 17

*1 GIR : Global improvement rating (Cured, Remark : Remarkably improved, Moderate : Moderately improved,
*2 GUR : Global utility rating (Remark : Remarkably useful, Moderate : Moderately useful, Fair : Fairly useful,
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of AT-2266 (Group 1)
Organisms Bacterio- Side
logical GIR* GUR *¢ Remarks
Before MIC After MIC response effect
S. aureus 6.25 — Eliminated | Cured Remerk -
- - . ,A'IL / Cured Moderate —-_ o
S. aureus 0.78 / Unknown | Remark Moderate —
: wpidermidis el - Eliminated | Cured | Remark -
S. ;zureus 3.13| Unknown | Remark Moderate 0
S. aureus 1.56 - Unknown | Remark Remark —

- - ' / Cured Remark -

// - / - / Slight Moderate -
8. aureus 6.26| / ! Unknown | Moderate | Moderate -
8. aureus 3.13 / Unknown | Remark Moderate -

- - / / Cured Remark —

S.epidermidis | 0.39 - Eliminated | Cured Moderate -
S.epidermidis | 6.25 | S.aureus 6.25 | Replaced Unchanged | Not —
S. aureus 1.56 - Eliminated | Cured Moderate -
S, aureus 1.56 - Eliminated | Cured Moderate -
S.epidermidis | 0.78 - Eliminated | Cured Remark —
S. aureus 3.13 / Unknown | Remark Moderate -

— - // / Remark Moderate -
S. aureus 0.78 | S.aureus 0.78 | Unchanged | Moderate | Moderate -
S. aureus 0.78 — Eliminated | Cured Remark -
S. aureus 625 _— - Unknown | Moderate | Moderate -

- /,,/ / Cured Remark —
S.epidermidis [0.39 | | — | Dropeed

8. aureus 1.56 - Eliminated | Cured Remark -
/ / EW?SA / Remark Remark —
S. aureus 1.56 — "oV %’B‘él“ Eliminated | Cured Remark —
S. aureus 1 50 — ‘ /| Elimjnated | Cured Remark -

Slight : Slightly improved, Unchanged, Aggravated)
Not : Not useful, Undesirable)
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Table 3-2
Status of diseases | Antibiotics | 741‘;2255
No. | Sex Age Diagnosis Severity oi :hc tbc:gmtnmg before Dose | Duration
of treatmen treatment (mg/day)J (days)
28 M 19 Furuncle Moderate Aggravated - 200x 3 14
2? 7 M 41 Furrtmcle Sevefs , 7;(;;;;;;5{7 ] i B W?E)O x 3 14
30 F 18 Furuncle Moderate Stationary - 200x 3 9
31 F 58 Furunclosis Moderate Stationary CCL 200x 3 15
32 M 45 Furuncle Severe Aggravated CEX 200x 3 14
33 F 23 Furuncle Mild Stationary - 200x 3 14
34 F 18 Furuncle Mild Aggravated - 200x 3 9
35 M 31 Furuncle Moderate Aggravated - 200x3 7
o ) . ) | Remarkably e T
36 . F 29 Furuncle B Mild aggravated - 200% 3 7
. Remarkably
37 M 61 i Furuncle Mild aggravated - 200x 3 5
38 M 26 Furunclosis Moderate Aggravated - 200x3 8
39 M 20 Furuncle Moderate Remarkably - 200x 3 14
aggravated
40 F 20 Furuncle Moderate Aggravated - 200x 3 14
41 M 19 Furuncle Moderate Aggravated - 200% 3 5
42 M 70 Furuncle Moderate Aggravated CEX 200x 3 14
MINO
43 F 28 Furunclosis Moderate Aggravated CCL 200x 3 7
CXD
44 M 15 Furuncle Moderate Aggravated CCL 200% 3 12
45 F 23 Furuncle Moderate Aggravated - 200x 3 4
. Remarkably
46 M 67 Furunclosis Severe aggravated - 200% 3 8
47 M 45 Furuncle Moderate Stationary Antibiotic 200x 3 6
agent
48 F 42 Furunclosis Moderate Aggravated - 200x 3 8
49 F 72 Furuncle Moderate Stationary - 200x 3 7
50 F 27 Furuncle Moderate Stationary - 200x 3 7
51 F 40 Furuncle Mild Aggravated - 200% 3 13
52 F 48 Carbuncle Severe Aggravated - 200x 3 6
53 F 22 Furuncle Mild Aggravated - 200%3 7

*1 GIR : Global improvement rating (Cured, Remark. : Remarkably improved, Moderate : Moderately improved,
*2 GUR : Global utilitv rating (Remark : Remarkably useful, Moderate : Moderately useful, Fair : Fairly useful,
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(Continued)
Orgenisms Bacterio- - Sic;-. T
logical GIR™ GUR *2 Remarks
Before MIC After MIC | response effect
Saurews | 1.56 - Eliminsted | Cured | Remak | — |
B _ - . - Cured Remark R -
‘TS',ia;reus 1.56 - ﬂEliminated Cured ‘ Remarkﬂ A:“" o
Sawres |03~ | Unknown | Unchanged | Not -
~:S‘vaiurn;s 1.56 | . " - Unknm;v_;’ “Remark Rem:rk :— I
M.;.Aepidermidis 0.78 | S.epidermidis ;3 ‘I}r;c—l;ange‘d' Slight Not : — B
1 L 0 - |oued | Modermte | — _7_
S. aureus 1.56 - - Eliminated | Cured Moderate -
S. aureus 6.25 - Eliminated | Cured Remark -
S. aureus 0.78 - Eliminated | Cured Remark -
/ / o / Moderate | Moderate -
/ - - Cured Remark —
8. aureus 0.78 - Eliminated | Cured Remark —
S. aureus 1.56 — Eliminated | Cured Remark —

- /// - // Remark Moderate —
S.epidermidis | 0.39 | S.epidermidis | 1.56 | Unchanged | Aggravated | Not —
.S.cpidermidis 0.39 | S.epidermidis |1.56 | Unchanged | Moderate | Moderate —

//—/ / Cured Remark —

- - " |Cuwred | Moderate | —

- - / Cured Fair Nausea

— / / Remark Fair —
S.epidermidis | 1.56 // Unknown | Remark Remark —

_— B // / Moderate | Moderate -
S. epidermidis | 0.39 - Eliminated | Cured Moderate -
8. aureus 1.56 | S.aureus 1.56 | Unchanged | Moderate | Moderate -

T - - / Slight Fair -

Slight : Slightly improved, Unchanged, Aggravated)
Not: Not useful, Undesirable)
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Table 3-3 Clinical results of

Status of diseases | Antibiotics | AT-2266
No. | Sex Age Diagnosis Severity of the beginning | before Dose | Duration
of treatment treatment | (mg/day)| (days)
1 M 31 Impetx;o Moderate Aggravated - 100x 3 8
contaginosa
2 M 50 Impetxgo Moderate Aggravated - 100x 3 11
contaginosa
3 M 56 Fczen?a. Moderate Aggravated - 100x 3 15
impetiginosum
4 M 16 .Eczen'm. Moderate Aggravated - 100x 3 14
impetiginosum
5 M 73 | Eczema Mild Aggravated - 100x 3 14
impetiginosum
6 F 19 lmpetl-go Mild Aggravated - 200x3 14
contaginosa :
7 | F 39 | Eceema Mild Stationary - 200% 3 5
1impetiginosum
8 M 51 Eczen'la' Moderate Aggravated - 200x 3 14
impetiginosum
9 M 62 Ficzen.la. Moderate Stationary - 200x 3 9
impetiginosum
10 M 56 .Iiczerr?a. Moderate Aggravated - 200x 3 12
impetiginosum
11 F 67 | Cezema Mild Stationary I 200 3 14
impetiginosum |

*1 GIR : Global improvement rating (Cured, Remark : Remarkably improved, Moderate : Moderately improved,
*2 GUR: Global utility rating (Remark : Remarkably useful, Moderate : Moderately useful, Fair : Fairly useful,
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AT-2266 (Group W)
- Organisms Bacterio- Side
o ) logical GIR™ GUR *2 Remarks
Before MIC After MIC | response effect
S.epidermidis | 0.78 — Eliminated | Cured Remark -
- . / / Moderate | Moderate -
e / 3  meme—t— e > &
S.aureus 1.56 | S.aureus 1.56 | Unchanged | Remark Moderate —
S.aureus *- 1.56 . Eliminated | Cured Remark -
S. aureus 1.56 — Eliminated | Cured Remark —
- i —/ a Cured Moderate -
§. aureus . 0.78 — Eliminated | Cured Remark -
S.agalactiae 50
s 3.13 -
.aureus . 7 _
5. pyogenes 12.5 / Unknown | Remark Moderate
S. aureus 12.5 — Eliminated | Remark | Remark -
S. pyogenes 12.5
/
§. aureus 0.78 7 Unknown | Remark Remark —
S. pyogenes 25 | -
- - // / Moderate | Moderate —
/
Slight : Slightly improved, Unchanged, Aggravated)
Not: Not useful, Undesirable)
-2 EWERARL 2 WA
+ : BIfERIR S - Tod ARt & R 3 K
#: BIfEA L Y hoBEE>E LI 4 : 7"Bg
i : BWER 23S b B ik 5) f#
Q Hm# 57—z DL, R, Wilcoxon DIERIFRTES
BERTRIC, BRSE, B 4EBLTKRD  AVTHY, TEo3EoRTTisllico
SEMECHE Lo N.S. : HEERL
1: B THR x : P<0.05
| = : P<0.01
3 : 2REH 2. RBRAUE
4 BB LzBbiv 1) HRET
5:fFEL L A OEEOFE Y LB 203 FlOFRET% Ta-
@ ME¥rHE ble 4 ILiR LTco TABRBAMARHRBYIC I\ T, 200mgx 3

RREONREY b LICRD 4 BB CHE LT
1 : B

m/B#5H (LT, 600mg H58) OFA, 100mgx
3E/BHGRE (LI 300meg 55 XD, “JREL
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Table 3-4 Clinical results

Status of diseases | Antibiotics AT-2266
No. | Sex Age Diagnosis Severity oi the beginning | before Dose | Duration
of treatment treatment | (mg/day)| (days)
1 F 53 Erysipelas Moderate Stationary - 100x 3 11
2 M 40 Phlegmon Moderate Aggravated - 100% 3 7
3 F 49 Phlegmon Moderate Aggravated - 100x 3 36
4 M 54 Felon Moderate Aggravated CEX 100x 3 10
= | v .o | Superficial | . »
B ? ) M 40 lyr:phangitis ) ?fvere , Aggravated ) - 100x 3 9
6 F 59 Phlegmon Moderate Aggravated - 100x 3 9
. R kabl
7 f ?_3 Erysipelas - Severe agegl:":\r'afe dy - 100x 3 14
8 M 50 Phlegmon Moderate Aggravated - 100x 3 —
9 F 26 Felon Severe Aggravated - 100x 3 2
) T Remarkably
10 F 56 | Phlegmon Moderate aggravated - 100x 3 2
Superficial .
11 M 37 ]yux:phar::i tis Moderate Stationary CMZ 200x3 12
12 M 66 Felon Moderate Aggravated - 200x 3 8
13 F 66 Erysipelas Moderate Aggravated - 200x 3 8
14 M 42 Phlegmon Moderate Aggravated - 200x3 7
15 F 54 Felon Moderate Stationary — 200x3 6
Superficial
16 F 53 lymphangitis Moderate Aggravated - 200x 3 14
Superficial Remarkably
17 M 70 lymphangitis Moderate aggravated - 200x3 14
18 M 34 Phlegmon Moderate Aggravated — 200x3 7
19 M 34 Phlegmon Mild Aggravated - 200x3 10
20 F 4 Phlegmon Severe Remarkably - 200x 3 7
aggravated
21 M 72 Erysipelas Severe Aggravated - 200x 3 14
22 M 54 Felon Moderate Aggravated - 200x3 15
23 F 49 Phlegmon Severe Aggravated - 200x 3 14
24 M 22 Felon Moderate Aggravated - 200x 3 7
25 M 64 Phlegmon Severe Stationary CEZ 200x 3 13
Superficial
26 ] F 20 lynl:phangi tis Severe Aggravated - 200x 3 4

*1 G-I_Ii: Global improvement rating (Cured, Remark : Remarkably improved, Moderate : Moderately improved,
*2 GUR: Global utility rating (Remark : Remarkably useful, Moderate : Moderately useful, Fair : Fairly useful,
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of AT-2266 (Group IV)
Organisms o Bacterio- Side
logical GIR ™ GUR *2 Remarks
Before MIC After MIC | response effect
| e [ [ Rem ot |
10
g Z;Z:z tiae .>25 0 — Eliminated | Cured Remark —
/ — = T
/ - - Moderate | Moderate -
— — SO I S— S—
— —
— o Slight Fair —
— . . _ _ . R
— P o T ~ | Cured Remark —
/ — | — e P I . _
// o - Cured - Remark B :_ -
S. epidermidis | 0.39 - Eliminated | Cured Remark —
— — — — —
S.epidermidis | 0.78 - //// B - //,,// P / oD:fpp ed
— = —=
S. aureus 1.56 | S. aureus 1.56 | - //// - oD::)p ped
— — - _— Dropped
// / // / '// _ Dxc
/ — /// —_
_— o - Cured Remark
S. aureus 1.56
S. agalactiae 25 / Unchanged | Not ~
— — / Cured Remark —
— Cured
/ — / ure Remark —
S. aureus 1.56
S. anginosus 25 /// Unknown | Cured Remark -
—
/ o / Cured Remark —
/ — / Cured Remark
— ur —
/
S. aureus 1.56 .. —
5. pyogenes 12.5 — Eliminated | Cured Remark
/ / Cured Remark -
S. aureus 1.56 — Eliminated | Remark Remark —
— —_ — Moderate | Moderate -
/
S. aureus 3.13 | S.aureus 3.13 .
S. agalactiae 25 S. agalactiae 25 Unchanged | Cured Moderate
S. aureus 6.25 — Eliminated | Cured Remark —
// / / Cured Moderate —
- — / Remark Moderate —
— // // / — Dropped
_— out

Slight : Slightly improved, Unchanged, Aggravated)
Not: Not useful, Undesirable)
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Table 3-5 Clinical results of

Status of diseases | Antibiotics AT-2266
No. | Sex Age Diagnosis Severity oi :he fegmnmg before Dose | Duration
L | ot treatment treatment | (mg/day) days)
Inflammatory
r FA 3’i~ atheroma Moderate B Aggravated - 100x 3 22
2 M 20 Abscess Moderate Aggravated - 100x 3 10
x| e Inflammatory a
W—Zi— F },7. atheroma Severe Aggravated - 100x 3 14
4 M 22 Acne conglobata | Moderate Stationary ;\gr;;il:iotics 100x 3 14
77777 I . Ir;fi;mmatory 7 o
5 -
] F 28 atheroma Moderate Aggravated 100x 3 8
Inflammatory
6 -
F 32 atheroma Moderate Aggravated B 100x 3 14
Inflammator
7 y -
i _23 | atheroma B Moderate Aggravated 100x 3 7
Inflammatory _
8 M 55 atheroma Moderate Aggravated 100x3 13
9 M 35 Acne conglobata | Moderate Aggravated - 100x 3 14
Infl t
10 F 24 axt]h::::nl: ory Moderate Aggravated - 100x 3 14
Inflammatory .
11 M 30 atheroma Mild Aggravated - 100x 3 16
Infl
12 | M 65 | nammatory Moderate | Asgravated - 100x 3 14
13 M 23 Acne conglobata | Moderate Stationary - 100x 3 15
Infl A
14 F 23 | ,jpammatory Moderate Aggravated - 100x 3 11
I t e
15 M 21 a?}?:::::: ory Severe Stationary MINO 100x 3 9
B Hidradenitis -
16 F 30 suppurativa Moderate Aggravated - 100x3 10
Infl tory . -
17 M 53 | B Aomaony Mild Stationary CEX 100 3 7
Inf t )
18 F 64 a?h:::rr:: ory Moderate Aggravated - 100x 3 14
Infl t N
19 M 50 a?h:$$: ory Moderate Aggravated - 100x 3 14
Infl t T
20 F 67 al:h : ::::: ory Moderate Aggravated - 100x 3 9
Infl t -
21 M 24 a?h:::::: ory Moderate Aggravated - 100x 3 10
22 M 33 Abscess Moderate Aggravated - 100x 3 7
23 M 21 Acne conglobata | Moderate Remarkably - 100x 3 3
aggravated
24 M 39 Abscess Moderate Aggravated — 100x 3 3
25 M 42 Inflammatory Moderate Stationary CFZ 200 3 7
0 atheroma o

*1 GIR : Global improvement rating (Cured, Remark : Remarkably improved, Moderate : Moderately. improved,
*2 GUR : Global utility rating (Remark : Remarkably useful, Moderate : Moderately useful, Fair : Fairly useful,
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AT-2266 (Group V)
o Organisms | Bacterio- Side
o logical GIR ™! GUR ™ Remarks
Before MIC After MIC | response effect
’}—);01; ;‘;"ichn- 12.5 - Unknown | Remark gR‘em;r‘kﬁ' _—_———-—-— -
rium acnes U sk D )
E. coli 0.1 T Unknown | Slight Fair —
R — b [ LS S _
Propiontbacte- ) g _
rium acnes 50 - .. }J‘nknown , Remar»k thkrfeb -
- - / Moderate | Moderate —
) Ejf_rvms 0.78 /’//;/ Unknowzx)lu Curedw_ ) Iﬁ(sn‘l-arkw —
S. epidermidis | 0.78 — Eliminated | Cured Remark —
Micrococcus 0.39 / Unknown | Remark Moderate —
roseus coe| R o
. epidermidis | 0.78 )/// ; Unknown | Remark | Moderate | Abdomine
// - B -
S. gpidermidis 1.56 PN ’ ~L—In-knowx_1 A Slight NOt - - .
/,// < ’,/"”’ T - C d R k
- o ' = ure emar —
Corynebacteri. e U .
um'sp. >100 // - Unknown | Moderate | Fair -
S. epidermidis | 0.78 — B Eliminated | Remark Remark -
S. epidermidis | 0.78 — Eliminated | Unchanged | Not —
S.epidermidis | 0.78 — Eliminated | Cured Remark .. - A
S. aureus 6.25 // - . Unknown | Remark Remark - "
= — —— - —=
PETE P /// ] Unchanged F?ir - .
— " - / Remark Moderate —
— p— ]
- T " Remark Moderate —
PR = o |= i N N — JR—
S. epidermidis | 0.39 — Eliminated | Cured Remark —
// T o o
S. epidermidis | 0.39 - Unknown | Remark Moderate —
\ = 7/ o -
. e - = — Moderate | Moderate —
- e - Remark Moderate —
o — _
S. epidermidis S. epidermidis I e -~
Propionibacte- 01'(?09 Propionibacte- 11'0506 ’ / e - 103:? pped
rium acnes rium acnes - 1 )
. P = — B Dropped
E. coli 039 - - D ~ | out
— T "
— l — B P /_ Cured Remark -

Slight : Slightly improved, Unchanged, Aggravated)
Not : Not useful, Undesirable)
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Table 35
Status of diseases | Antibiotics AT-2266
No. | Sex Age Diagnosis Severity o: the beginning | before Dose | Duration
of treatment treatment | (mg/day) (days)
Inflammatory
26 F 37 atheroma Moderate Aggravated - 200x 3 11
27 M 31 Inflammatory Moderate Aggravated - 200% 3 14
o atheroma o R o
28 F 23 Inflammatory Moderate Aggravated - 200x 3 14
_ | . | atheroma | T B
29 M 20 Inflammatory Moderate Stationary - 200x 3 14
| _atheroma ) o B T
30 F 18 Inflammatory Moderate Aggravated - 200x 3 21
| 7| atheroma e o ) N
31 | M 51 | [nflammatory Severe Aggravated - 200x 3 16
) atheroma ~ N )
32 M 38 Inflammatory Moderate Aggravated - 200x 3 7
- _atheroma ] o
33 F 37 Inflammatory Moderate Remarkably _ 200x 3 13
|~ | atheroma aggravated
34 M 64 Inflammatory Moderate Aggravated - 200x 3 14
N o atheroma ) -
35 M 60 Inflammatory Moderate Aggravated - 200x 3 10
atheroma
36 F 34 Hidraderfitis Moderate Aggravated - 200x 3 7
R suppurativa B B B i
37 F 26 Inflammatory Moderate Stationary - 200x 3 14
|~ 77 | atheroma | 7 ,
38 M 28 Acne conglobata | Moderate Aggravated - 200x 3 10
39 F 34 Abscess Mild Stationary - 200x 3 7
40 M 79 Inflammatory Moderate Aggravated - 200x 3 14
7 |_atheroma
41 M 22 Inflammatory Moderate Stationary - 200x 3 5
atheroma
42 M 50 Inflammatory Severe Remarkably _ 200 % 3 15
atheroma aggravated
43 F 25 Inflammatory Moderate Aggravated - 200x 3 7
atheroma
44 F 29 Abscess Severe Aggravated - 200x3 6
45 M 62 Inflammatory Moderate Aggravated - 200x 3 14
atheroma
46 F 25 Acne conglobata | Moderate Aggravated Aa\gne:ltnoncs 200x3 12
47 F 40 Inflammatory Moderate Aggravated - 200x 3 2
atheroma
48 F 23 Acne conglobata | Moderate Aggravated - 200x 3 3

*1 GIR : Global improvement rating (Cured, Remark : Remarkably improved, Moderate : Moderately improved,
*2 GUR : Global utility rating (Remark : Remarkably useful, Moderate : Moderately useful, Fair : Fairly useful,
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(Continued)
Organisms 7 Bacterio- Side
logical GIR™! GUR *? Remarks
Before MIC After MIC | response effect
S 0.39
z’;:::;::" 0.2 S. marcescens 0.39 | Unchanged | Remark Remark -
Micrococcus 0.39 - ‘ Unknown | Cured Moderate -
roseus — I R - e B
S. epidermidis | 0.39 fg;z:‘;‘o"‘”s 0.39 | Replaced | Remark | Moderate —
S. epidermidis | 0.78 — Eliminated | Remark Moderate —
- - " | Remark Remark —
Micrococcus sp. | 0.39 B Unknown | Remark Moderate —
- —— - — - OO — — —————— —_— — |
- - Moderate | Moderate —
/ - — Moderate Moderate —
P. mirabilis 0.2 ) Unknown | Unchanged | Not —
S.epidermidis | ) 39 = T
Micrococcus 0 ’ 39 Unknown | Remark Moderate -
varians . ) o
S. aureus 1.56 T Unknown | Remark Moderate -
/ o — [ R — —
ﬂml;z:‘t;wccus 0.39 - B Unknown | Remark Not Eruption
S. aureus 6.25 B ) Unknown | Remark Remark —
E. coli 0.2 S. epidermidis | 0.78 | Replaced Moderate | Moderate —
o S -
S. agalactiae 25 B Unknown | Aggravated | Not -
" . I - .
S.epidermidis | 0.39 | S.epidermidis | 3.13 | Unchanged | Moderate | Moderate —
S. aureus 0.39 — Eliminated | Cured Remark —
/'/
S.epidermidis | 0.39 o Unknown | Moderate | Moderate —
S. aureus 6.25 — Eliminated | Cured Remark —
S. epidermidis | 0.39 - - Unknown | Unchanged | Not —
/ —
S.epidermidis | 0.39 | S.epidermidis | 0.39 | Unchanged | Slight Fair —
— = - “I's ha-
e — /,/ - ,,/ cltxgm};:a:i- Dropped
_ - P Py nexginsto| out
— — =
- K. pneumoniae | 0.2 - : L o _ OD':tOPped

Slight: Slightly improved, Unchanged, Aggravated)
Not: Not useful, Undesirable)
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Table 3-6 Clinical results of
Status of diseases «Antibiotics . ﬁ:r;z_gﬁf o
No. | Sex Age Diagnosis Severity of the beginning | before Dose Duration_
of treatment treatment | (mg/day) | (days)
1 M 36 | Traumatic ulcer Moderalrer m‘ﬁS“t;tAionary e - 100x 3 - "—:;“
2 M 20 Ulcer due to burn | Mild vAggra“vAaAte_di - A 100;;‘ _“T
3 | M 19 | Traumatic uleer | Moderste | Aggravated - woxs | 12
4 | F 19 | Traumatic ulcer | Moderate Stationary - | woxs | u
5 | M 32 |Ulerduetoburn | Moderaste | Stationary |~ | 100x3 | 13
6 | M 25 |Decubitus | Severe Stationary |~ | 100x3 | 14
7 | M 65 | Postoperativeulcer| Moderate | Aggravated oM | w00x3 | 14
8 lM 60 | Postoperative uléér Mild o Aggravat/ed - 106 :f; 14
9 F 66 | Radiation ulcer Mild Stationary - 100x 3 6
10 M 44 Postoperati;e ulcer, Mild Aggravatedw - CEX 100x 3 14
11 ﬁ i“ 49 | Ulcer due to burn | Moderate Aggravated - 100x 3 12
12 M 40 | Postoperative ulcer, Moderate Aggravated - 100x 3 7
13 - F 85 | Postoperative ulcer, Moderate Aggravated o - 200x 3 13
: Remarkably i
14 F 20 | Decubitus Severe - 200%x3 | 14
aggravated ?
15 | M 22 |Ulcerduetoburn | Severe | Stationary | CEX | 200x3 | 12
16 “I;I 1;(; Decubitus Severe Stationary PPA 200x 3 ‘ 14
—"I'; » : M 46 | Decubitus Severe Stationary ! - 200x 3 14
18 7i‘ M 779- Postoperative ulcer| Severe Aggravated - 200x 3 14
—1: E F 33 | Traumatic ulcer Mild Stationary - 200x 3 24
20 | F 46 gfe ;Z:td ::i};l’;:f:;;itiv Mod;;;;e Aggravated - 200% 3 21
7»2‘1' M 28 | Postoperative ulcer| Mil‘d”mr Stationary - 200x3 13
22 M 46 | Traumatic ulcer Moderate Stationary - 200x 3 14
23 F 45 | Traumatic ulcer Modé;ate Aggravated - 200x 3 7
24 _I':__ 64 | Postoperative ulcer, Moderate Aggravated - 2003 15
25 M 54 | Postoperative ulcer] Mild Stationary - 200% 3 3

7 *’VVGIRA: GIobal i;n;)‘r’o;ement“;arti;gA(Cured,”I{emark: Remarkably improved, Moderate : Moderately improved,
*2 GUR : Global utility rating (Remark : Remarkably useful, Moderate : Moderately useful, Fair : Fairly useful,
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AT-2266 (Group V1)
L.+ Organisms Bacterio- Side
- logical GIR* GUR *2 Remarks
Before: , | MIC After MIC | response effect
— —_— P N e D D
/ " o Cured Remark —
Neisseria sp. 0.2 R Eliminated | Cured Moderate -
S. aureus 1.56 — Eliminated | Cured Remark —
S. epidermidis | 1.56 - Eliminated | Moderate | Fair -
S.epidermidis | 25 g :;Z:‘:ml dis izsg Unchanged | Moderate | Fair -
S, aureus 25 S. aureus 25
S. agalactiae 50 S. agalactiae 5o | Unchanged | Unchanged | Not B
_ - agatact — o I
- - _— Cured Remark —
—_— e —_—— = ‘/ — - ———
S. aureus 0.78 - Eliminated | Moderate | Fair —
“C. freundii . 0.39 | C. freundii 0.39
Peptostrepto- Peptostrepto- _
coccus inter- 12.5 | coccus inter- 12.5 Unchanged | Moderate Moderate
medius medius
S.epidermidis | 0.78 — Eliminated | Cured Remark —
S. aureus 0.78 — Eliminated | Remark Moderate -
S. aureus 25 S. aureus 25 | Unchanged | Moderate | Moderate —
E. cloacae 12.5 | P. aeruginosa 25 | Replaced Moderate Fair -
Taureus 0.78
S. agalactiae 50 S. faecalis 12.5
S. faecalis 12.5 Unchanged | Moderate Moderate -
P. morganii 0.1 E. cloacae 12.5
¥P. . prevotii 6.25
S. aureus 0.78| " Unknown | Unchanged | Not -
S. aureus 1.56 —
S. aureus 1.56 | ¢ pyogenes 12.5 Unchanged | Remark Moderate
S. aureus 100 | S. aureus 100 | Unchanged | Moderate Fair —
‘Ig('.?'n‘:ier::;iae 3225 S. pyogenes 12.5 | Unchanged | Moderate | Fair -
S. aure - .
S pyog:‘z;es ?Zlg —_ Eliminated | Slight Moderate — B ]
8. epidermidis | 0.39 — Eliminated | Cured Moderate —
J— ‘ /’ L — — o
- - Remark Moderate
/// /;/ - “| Moderate | Fair -
j:‘:/ — — Moderatﬁ_ Moderaté — o -
S. aureus 1.56 / Unknown | Slight Fair -
o - - _— _ Dropped
8. aureus 6.25| _— _ - _— |out

Slight : Slightly improved, Unchanged, Aggravated)
Not: Not useful, Undesirable)
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Table 4 Background of general characteristics

Statistical analysis

T 100 mg x 3 J 200 mg x 3
Male 51 55
S .
ex Female 42 55 N.S
15 1 1
16~19 12 12
20~29 25 34
30~39 19 18
Age 40~49 15 15 N. S.
50~59 13 11
60~69 7 11
70~79 1 7
80~85 1
1st group 25 25
2 nd group 22 30
3rd group 5 6
T f di N. S
ype of disease 4 th group 7 15
5 th group 22 22
6 th group 12 12
Severe 10 23
Severity Moderate 62 67 N. S.
Mild 21 20
s £ di b Remarkably aggravated 3 13
tatus of disease at the * .
beginning of treatment Agg.ravated 68 68 (Rem. agg.: Agg.+Stat.)
Stationary 22 29
Antibiotics before No 82 95 N.S
treatment Yes 11 15 ! e
RN — SN P —— _— -
~ 4days 5 2 } *(df=4)
b . p 5~ 8days 16 38 |
uration of 9~11 days 16 9 |
administration ‘
12~16 days 51 54 ’ *(=< 8days: 9days =)
More than 17 days 5 7 \‘
*: P<0.05

" DIEFIVFREC (P<L0.05) %<, ¥i, B5HM
123\ T 600 mg B EBEDFH 300 mg B 5BEL O,
A HUROREES HEIZ (P<0.05) %hstce £D
f, #, FWECOWTIL, TREEROMICEEXL

_:E?l?r?’b 6“7‘&75‘0 ‘L’o

8

F1-, BRI AE Table 51k Lo HHEBE L
b, FAREEFOMCERZIRD LRI, - o

2) RReMAEE

FHI DERYME % FEE L1871 203 fl DR MK LARHCER &

Table 6 1IZ/R Lo 20361 “AR" 27141,

“EHLLHK

B D58, “AichKE HBIHITH D, MR L
U EFLLSHE 2B ERHRULUT, EE)163.5
%, HishEULOFHR LUT, ARHR) 1182.8%
Thotoo CNEBRERINCHTHSB L, EHEIL 300
mg B 5B T 63.4% (59/93), 600 mg 5B T63.6%
(70/110), BHHRIFNFhN81.7% (76/93), 83.6%
(92/110) k 600 mg HEROH 2 EFHHHRY R
Licht, MG EEOMICEEZRIIRDLNILI -1

HEECHRD &, Table 7icid X dic, BEMAT
FEXNK57.6% (19/33), %1% 84.8% (28/33) Th
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Table 5 Distribution of disease

Disease 100 mg x 3 ‘ 200 mg x 3 Statistical analysis
Folliculitis | 13 } 9
1st group Acne pustulosa ) ) E 12 16 N.S.
Sub total 25 25
Furuncle 13 23
Furunculosis 7 6
2nd group Carbuncle 2 1 N.S.
Sub total 22 30
Impetigo contaginosa 2 1
3rd group Eczema'iinpetiginosum S Ii - 5777 - N.S
Sub total 5 6
Phlegmon 3 6
Erysipelas 2 2
4th group Superficial lymphangitis 1 3 N. S
Felon 1 4
Sub total 7 15
Abscess 2 2
Acne conglobata 3 2
5th group Hidradenitis suppurativa 1 1 N. S
Inflammatory atheroma 16 17
Sub total 22 22
burn 3 1
Secondary {trauma 3 3
infections ¢ surgical operation 4
6th group ulcer [radiation 1 N. S
other
Decubitus 1
Sub total 12 12
Total 93 110

Y, PEEGITIIELK63.6% (82/129), XK 82.2 =1

% (106/129), BREEGTI3E4IK68.3% (28/41), H%h BERBRNC D L, Table 9ipT X 512, HHRX
82.9% (34/41) L, BEFIOHIEZHRLRL 1#70.0% (35/50), L B£88.5% (46/52), NME£100%
Lo ChyBEBANCHZTHRD &, BEMCEVTHE (11/11), VE£90.9% (20/22), VE:81.8% (36/44),
i, 300 mg FEEEAI60.0% (6/10), 600 mg L VIEE83.3% (20/24) &, IEELIIME80%LLEDE VA
$95.7% (22/28) Thh, 600 mg HEBEDOHHHEIC BHR AR Lo

(P<0.05) B\HHRLRLI 3)  FRMfi B AR EE

TARBIAF A 3Blic 2B &, Table 81TRT X 5z, FZEE(H B B 0 ARSKERE & Table 10 IRt HHR
RHRIL “AMER §193.8% (15/16), "Bk B ¥, 3HHE48.4% (75/155), 7 HE69.0% (138/200),
83.1% (113/136), “fEfHEIL” $178.4% (40/51) T 100 B 75.2% (152/202), 140 H 82.8% (168/203) T



1024 CHEMOTHERAPY APR.1984

Table 6 Final global improvement rating

Dose Global improvement rating Total Effective rate (%) Statistical
(mg/day)| 4 | @ | # | + | o | x | X # | z# | 24 | analyss
100x3 | 32 | 27| 17| 10 7 93 | 34.4 | 63.4 | 81.7
200x3 | 39 | 31 | 22 9 7 2 10 | 35.5 | 63.6 | 83.6 | N g
Total | 71 I 58 J 39 | 19| 14| 2 l | 203 | 35.0 ’ 63.5 | 82.8

it : Cured, 1{if : Remarkably improved, -+ : Moderately improved, + : Slightly improved,
O : Unchanged, x : Aggravated, XX: Remarkably aggravated

Table 7 Final global improvement rating classified by severity

Dose Global improvement rating Effective rate (%) | Statistical
Severity Total - K
(mg/day) | w | # | # | + | o | x | XX # | =# | =4 | analysis
100x 3 3 2 1 1 3 10 { 30.0 { 50.0 | 60.0
Severe 200x 3 5 9 8 1 23121.7|60.9|95.7 | #(>y)
Total 8 1 9 1 4 33|24.2|57.6 | 84.8
100x 3 20 19 12 8 3 62| 32.3 | 62.9 | 82.3
Moderate 200x3 | 24 | 19 | 12| 4| 6| 2 67 35.8(64.2|82.1| N s
Total 44 38 24 12 9 2 129 | 34.1 | 63.6 | 82.2
100x3 9 6 4 1 1 21 | 42.9|71.490.5
Mild 200x3 | 10| 3| 2| 5 20 [50.0 [65.0 [75.0| N s.
Total 19 9 6 6 1 41 | 46.3 | 68.3 | 82.9
* : P<0.05

Table 8 Final global improvement rating classified by status of disease at the beginning of treatment

Status of disease . Global improvement rating Effective rate (%) | Stationary
at the beginning Total lysi
of treatment (mg/day) | # | # | # | + | O x | XX # | =#t | =4 | analysis
100x 3 2 1 3|66.7 100 (100
Remarkably | 200x3 | 7 | 2 | 3 1 13(53.8[69.2/92.3| N s,
aggravated B
Total 9 3 3 1 16 | 56.3 | 75.0 | 93.8
100x 3 26 21 8 9 4 68 | 38.2 | 69.1 | 80.9
Aggravated | 200x3 | 26 | 20 | 12 | 5 | 3| 2 68 [38.2|67.685.3| N.s.
Total | 52 | 41 | 20 | 14 7 2 136 | 38.2 | 68.4 | 83.1
100x 3 4 5 9 1 3 22| 18.2|40.9 | 81.8
Stationary 200x 3 6 9 7 4 3 29 | 20.7 | 51.7 | 75.9 N. S.
Total 10 14 16 5 6 51 |19.6|47.1|78.4




yoL.32 S—3 CHEMOTHERAPY 1025
Table 9 Final global improvement rating classified by type of disease
- Dose Global improvement rating ——“‘"'.’ E_I'lfective‘mte (%) iStatiticnl
oW \mg/den)| W | W | H | 4 | 0 | x| T 2z analysie
00x3 | 4| 8| 4 6] 3 | |2 16040160
1t | 200x3. “14_‘_19_1 S| 4 2 | 25 160/56.076.0 N g
Total 8 | 18| 9|10]| 5 50 | 16.0 | 52.0 | 70.0
100x3 | 110 6| 3| 1| 1| | | 2 |50.0|77.3|9%.9] )
ond 20%3 | 17 | 5 | 4 | 2 1 1 30 [56.7(73.3/78.8| N.s.
. Towl | 28 | 11| 7| 3| 2| 1| |52 |53.8]75.0]88.5
T | w0x3 | 3| 1] 1 o | 5 |60.080.0 100
ard 2003 | 2 3 | 1 33.3 | 83.3 [100 N.S.
Total 5 a2 | | | 1 |45.581.8100
- 100x3 | 4 1 —Tagmdi‘ L 7 |57.1|71.485.7
ath 200x3 | 11 2 1 1 15 [73.386.7(93.3 N.s.
Total | 15 | 3 | 2 1 1 22 | 68.2|81.890.9
~10x3 5 10 3 2| 2 22 [22.768.281.8
5th 200x3 | 4 | 9| 5 ! 1121 22 |18.2/59.1 81.8| N.s,
Total 9 | 19 8 | 3 4 1 44 | 20.5|63.6|81.8
| 100x3 5 T 1_3“‘ 1 i“_ 12 | 41.7 | 50.0 | 91.7
6th 2003 | 1| 2 6 1 2 | 1 12 | 8.3/25.0(75.0| N.s.
Total | 6 | 3 | 11 2 | 2 i, | | 24 25.0|37.5|83.3
Table 10 Global improvement rating
Dose Global improvement rating * ; Unk-‘ Effective rate (%) | Statistical
Evaluation day (mg/day) | ‘ m ‘i n ‘\ o T | ;Total nown ww*:—gm——g—# analysis
| { I ———
100x3 | 5| 8 17 | 24 | 13| 3| 70 | 23 | 7.1|18.6|42.9
3d day 200x3 | 2| 13|30 |24 14| 2| | 8 25 | 2.4 176|529 N s
Total | 7| 21| 47| 48 | 27 | 5 :_; 155 | 48 | 4.5 |18.1 ) 48.4
- 100x3 | 10 | 23|20 15|13 1! 91 | 2 [11.0]36.3]68.1
7th day 200x3 | 21 | 27| 282 |10 3 109 | 1 [19.3[44.0 69.7| N s
Total | 31 | 50| 57 | 35 | 23 | 4 200 | 3 |15.5|40.5|69.0
 ioox3 | 14| 32|21 | 14|10 1 92 | 1 [15.2(50.0]72.8
10th day 200x3 | 24 | 33| 28| 15| 91 1 110 21.8|51.8|77.3| N s.
Total | 38 | 65 | 49 | 29 | 19 | 2 ! 202 | 1 |18.8|51.0|75.2
100x3 | 32 | 27 | 17| 10| 7 93 34.4 | 63.4 | 81.7
14th day 200x3 | 89|31 22) 9 7 2, |10 135.563.6/83.6| N s
" Total | 71|58 | 39| 19 | 14 2] 203 35.0 | 63.5 | 82.8
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Table 12 Bnctcriological response
T ‘ B —
Eliminated*
Eliminated Replaced }Unchanged Unknownj Totaml__ Em,_ﬂ:ﬂafed %
S. aureus ’ 25 ) t 7 l 15 1 47 78.1
S. epidermidis 27 | 2 i 11 1 12 ! 52 | 72.5
S. agalactiae ! i 1 1 -
Corynebacterium sp. \ ‘ 1 | 1 —
Micrococcus sp. 4 i 4 -
Propionibact erium acnes 3 | ; 3 6 | 100
|
E. coli o T 2 100
| | | | H
E. cloacae i ' 1 ; ‘ 1 100
P. mirabilis | | 1 ‘ 1 -
Neisseria sp. ! 1 1 100
S. aureus+S. epidermidis ‘ 2 . 2 100
S. aureus+S. agalactiae ‘ 2 | } 2 ! 4 | 50.0
S. aureus+S. pyogenes ‘ 3 | 2 5 100
S. aureus+S. anginosus i | 1 1 —
S. epidermidis+ Micrococcus sp. | } ! ‘ 1 ‘ 1 -
| | I
S. pyogenes+ K. pneumoniae 1 J } o 1 0
C. freundii+ Peptostrepto- ! ’ ‘
} | | 1 | 1 0
coccus intermedius | |
C. freundii+S. marcescens 1 } | 1 0
S. aureus+S. faecalis : |
+3S. agalactiae ‘ | | 1 1 0
+ P. morganii+ P. prevotii ' ! i | | .
Total 1 63 j 4 ! 24 l 42 l 133 72.8
*: (Eliminated + Replaced) / (Total — Unknown)
Table 13 Overall safety rating
Side effect ‘ i Inc1dence of [ ..
Dose m_i Total | side effect Statistical
Treatment Treatment | :
d i nal
(mg/day) None continued discontinued | (%) analysis
100x 3 | 97 | 1 1 99 2.0
200x3 | 112 3 1 ] 116 3.4 . N.S.
Total 209 4 2 a5 2.8
5o 1o BUHER (HER+HEF) Rl

5 MEFEABRSH

FREBE B X hic 133 flic o TOMBES R
Table 12iZR"To T7icbb S. aureus DEBAE (H
RatE b+ EEAeR) 1, 78.1% (25/32), S.epidermidis
DEELRIL, 72.5% (29/40) Th, %ﬁi'ﬂi 72.8
% (67/91) rE\EMARYRLI.

¥ic, HEEEEDED - S. aureus k., S.epider-
midis (ZoOT, AT-2266 3 LOABERTERAINT

% CEX @ 10° cells/m] £ & D MIC 4% Fig.

KRN A B L, Tablellicit ks, O, I,
NV, VECkT37AEB0E®RLFREN, T4.5%
(38/51), 90.9% (10/11), 86.4% (19/22), 72.7%
(32/44) LB, ZhHDORBTIIBHROREINE VX
5 (l::@\bhf\:o

49 H-thEFROKZE

ERBAOH - thERTR 25 & B L T, HXK,
E, TF, Bo1BHECHML, TOHREE*Fig.
2 (TR LIe WTROFTRICKEWTY, &5 7HEMS
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3, 4RI S. aureus i35 &H| D MIC D& —
2111.56 gg/ml Cd - FoDicw L CEX i3 3.13 ug/ml
Thh, AROKI 1 BRI TV I X2, S epider
midis T 2EK| DO MIC & — 7130.39 pg/ml T
Shoiestl, CEXi31.56pg/ml Thh, FFloF
pR2EER T\

6) RO

RMEDFE A L7 215 fIe D\ TOBIERIE A
Table 13 12T~ 2156 6 B (2.8%) WCRIERAMNR
BL, b 2fABEY kL, BIfEA O ML,
Table 14 IR T X 51, TH (Redesrs), B (130
Aicfrbdil), | (Rss), Bl Ry,
B BER (28B4, KE MRy Tho

12

ERREMET, AL BRELXRLUIERX, Ta-
bels w3 X 5ic, AMRER, Al-p A, BUN E
#, aFs7v7F=vER, RSV L v ERAHE1H,
?fsmf';)’)t.o

7 HA%

WM L 78 - 1o 203 i >\ TR A ¥ H E (3,
Table 16 \C/RL7c 5 I MEBDTHA” LU “FH”
AR AR (LT, HHR) 1376.4% (155/203) T
boteo ThERERINCHB LAHHEIT 300 mg K5
#T77.4% (72/93), 600 mg 5B C75.5% (83/110)

Table 14 Side effect

CHEMOTHERAPY
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ThHH, MG RBOMICAHBEIBD LI -1,
m. % ”

3EE Naphthiridine, Quinoline, Cinnoline % ##& & 3
% Pyridonecarboxylic acid RHTEF OMRBHI bMiC
R L0 TEIo SO DXKANLZER Gram BHERE
WY %A+ % Nalidixic acid 1= ¥ % 8 L, Piromidic
acid, Pipemidic acid & KS#ICHBWHLHUELL, H#H
BT RLTHHRTHRIML ST &7, Pipemi.
dic acid 123 - TIXMAMBEIC IR 2 AMBTE R T
fosbich, BRI, ERREEC L Y ¥ 61, FHEKD
BRCOFERAINTHRY ALY 36 RBEEMAETD
b DOITBBTOMETLE T Bi13h, S aureus
¥ 175 Gram [BHERECHTS MICs L BE T,
O DB R RHREE & 35 EMAHEIR DREREEIC R L
THhHALES X CRBRA ML St

4@z B D 5 B Pyridonecarboxeylic acid kd AT
-2266 IO\, 1) HM~OEFIOBFT, 2) BEERHE,
3) ZMOEMLRMLT, FHH KMRRECHA
L8550 E 5 2R3l Lo

1) KMAOBTIZOWTIE, A% 200mg, 1961
b Lictk, 2~ 3RRIBOEMEE L MFRECK
£, TLRBRENBENRE, KTHENBRELD
B BbhaERYSE AFESALEYLBTEA
o Chb DEMPIREL, BITB~BSEDOEREIES
NOSBELIERRED MICs H26EX T, FDE%

Gl m— .
Dose | No. of Table 15 Laboratory findin
(mg/day) Symptom | cases Y &
] Diarrh ; 1 Dose Abnormal labaratory fidin No. of
100x3 1arriioea (mg/day) y g cases
Abdominal pain 1 —
- | | WBC  (5,900-9,900) 1
| Vomiting ‘ 1 100x 3 Al-p (173—198) 1
| Nausea P 1 BUN (13.5-19.2) 1
200x3 Stomachache, Heaviness in | 1 Creatinine (1.2-1.7) 1
stomach | . ) : o
. Eruption 1 200x 3 T-Bilirubin  (0.6—1.4) ... 1
Table 16 Global utility rating -
Dose | Global utility rating ! _ ! Utility rate (%) Statistical
I ota B —
(mg/day) W | H# + 0 x } H ! =>4 analysis
100 3 2 | 40 14 7| 93 | 344 ; 77.4
200 3 38 ! 5 15 12 | A 1m0 | 345 755 N.S.
‘ T : i ? 1
Total 70 | 8 | 20 | 19 203 345 | 764

#t : Remarkably useful, 4 : Moderately useful,

+ : Fairly useful, 'O : Not useful, X : Undesirable



1032 CHEMOTHERAPY, APR.1984
Fig. 2 Efficacy on symptom in each group
100mg >3 Group T 200mgx 3
1?0% 5‘0 Days Symptoms Days 5.0 1.00%
| 3 |
n=24 ! Papule ! 1 n=25
10 10 |
| | 14 14 |
1] 3 3 1
n=25 I { l I 170 Pustule 170 1 ‘l—l n=25
| | 14 14 ]
|1 3 3
n=23 [ lil [ 170 Induration 170 - J n=24
— T n T—1
100mg X3 Group | 200mg <3
l(l)O% 5.0 Days Symptoms Days 5‘0 190%
l | 3 3 1
n=18 [ l 170 Spontaneous pain 170 J n=24
| 14 14 |
l L 3 3 |
n=20 l { 7 Tenderness U T —I n=30
| [ 10 10 { |
| I 14 14 ] |
l l [ . ; [ l
7 7 ;
= Redness =
n=22 ! _[ m ness m l n=30
| [ 14 14 : |
I T
n=22 [ l 7 Swelling ,—1 n=29
[ | 10 10 R
[ ] 14 14 |
[ 1] 3 |
n=22 l L U Induration n=29
| | 10 10
| | 14 14 [
n:No. of appearance of symptom
E . Resolved
: Improved
AHLEBL LD THSH, ok BR TIN5 TEh, ZHEIDOTUT- CRARHOEFTHS Nor-

2) 12#53% 203 IO THT - T BEIR B R REF DS R
TiL, BHEREEECOT AR () 11.35.0%,
s b Bk

VAR & CEL CHE (M) 63.5%,

5 (H) £ b EnbH L, 82.8% LY HBLIRL

floxacin DFYFE & kZEiX/c\ X 5 TH Do
RICEMOMERRPE L Th T ELOREYE TS

6 BT THEOBRYRANT S L, IHOED KR

HEEIE TILABRITELI6QIC L Y Eole “"ELK
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Fig. 2 (Continued)
100mg X3 Group [II 200mgX3
190% 5.0 Days Symptoms Days 50 100%
3 3 H
H K 7
i
=3 - Bulla n=3
‘10 10
HIRL 14
] s T
7 Krosi 7
= rosion =
n=$ 10 10 n=6
14 14
3 3 |
=5 : 170 Redness 170 n=6
L L ] 14 |
I ; l
7 .
n=4 l m New eruption l’i) n=5
. | 14 14
100mgXx3 Group IV 200mg X3
1(30% SP Days Symptoms Days 50 190%
[ I 3 3 [
_ [ ' 7 Svontancous oai 7 _
n=6 e o pontaneous pain 0 n=13
- 14 14
l 3 3 ]
i 1
n=6 L ‘[ ’ v 7 Tenderness n=14
: 1 10 10
14 14
[ 3
¥
n=7 l l 7 Redness ! l n=15
I { 10 10 |
14 14 1
] 3
| 7 7
= e Swelling =
n=6 l T 7o welling T0 n=15
| sl 14 14 ’
3 3 |
7
n=5 l ! Induration ] n=15
10 10 |
i 14 14

F® AAnrt-dDiX52% Th-T, “Hoie b E L
LRAHR B LY OBEY T T EDS %, BAKE
&% Propionibacterium acnes 3s X O S. epidermidis
D—JEtcxmA e ErcBRE & T 50, KR EC
RiEeRT2 MIC i

HLUTi+4 7 MIC #RT75

SEOBRTHEES fie 7 R LTHA TRV ED

5%, BRMEESEMEERCY AHEBTH-T, K
BT Y L LBRTACLIELT, KRk
FAEFOHELERZT HEIC MIC 00 6LRTAZ
L, WEYETLHL ) Thbo

0B, WIEE, X 5% S. aureus 2 X 5K

KIETE - T, BELHERIC L 5EET, AR +
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Fig. 2 (Continued)
100mg X3 Group V 200mg %3
100% 50 Days Symptoms Days 50 100%
[ 3 3 l|
n=18 ! Spontaneous pain ! ] n=17
| 10 10
| ] 14 14 ]
I 3 3 ]
n=21 l L 170 Tenderness 170 l l n=19
[ T i ]
[ 3 3 |
n=22 l] [ 170 Redness 170 ]_] ] n=22
1 | 14 14
| 3 ] ]
n=21 l I l m Swelling 170 ] l ] n=22
| 14 14 I T
l 3 3 1. I
n=21 [ l 170 Induration 170 l ] n=22
| 14 14 I
100mg X3 Group V] 200mgXx3
190% 50 Days Symptoms Days 5‘0 190%
1 | 3 3
n=5 ] ! Spontaneous pain ! l n=9
| 10 10 |
14 14 ]
| 3 3
n=9 I l 170 Tenderness 170 ] n=10
L1 14 14 |
| 3 |
n=11 l l T Redness ‘70 1 ] n=12
[ 14 14 |
1 3 3
! Swelli U
= we s =
n=11 0 welling T ] n=9
[ [ 14 14 ] |
3 3 |
= l ! Pseudomembrane U =10
n=12 I 0 10 ‘il n=
I | 14 Tl |
3 3
n=12 [ 170 Qozing 170 ] n=9
| 14 14




Fig. 3 Sensitivity distribution ot clinical isolates
S. aureus (108 cells/ml)

100
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Fig. 4 Sensitivity distribution of clinical isolates

S. epidermidis (108 cells/ml)
100

= 1AT-2266 - 1 AT-2266
¥ CEX 3
~ ==--=--:CE) - e CEX
» 80 o 801
c 3
g' 3
¢ 60 § 60
3 =
2 ]
s 40 = 40
3 3
20 201
3 B
2 100 - 2 w00y e
£ ’ = : -
'] _,—' 0
5 80 e £ 801
5 =" 5
) ,l 3
S 60 ',' S 60
c N -
g ] g
g 40 i g 404
4 " [
3 ! z
202 | = 201
3 / =
; / e
] /’ 5 .
MIC  |<0.1{ 0.1]0.2 [0.39[0.78[1.56]3.13]6.25[12.5{ 25 [ 50 | 100 [100 | Total MIC | 0.1{0.1]0.2 ]0.39]0.78{1.56(3.13/6.25{12.5| 25 | 50 | 100 [100 | Total
AT-2266 1(15|23|7 |81 (2|1]1]|1]| 60 A'1'-2266 25(18(8 |1 |2 1 55
CEX 10134|1(1(2]2]|2|8| 60 CEX 2 (37110022 |1 1| 55

YELLHE 70~75%, ‘p7chE” LALTI80 %%
BLABRHRY 2B ZORTERLTIBREYET
23DrEZ B,

IHOERERE, BHSHRZE, PMRCEVE
BTRAEFL DI, DNROBIFIERIOBRYL A
BOBEIKARRET S Z LS. SEDORRIL
BABIC S50 REC, 7 BERIC i hE L
LOfERITI0%H L T\ Do
VREOBESSE, 158, REW Y v FR SKTEK
DOHAMDRBIETHH DT, EFDEL~DIE,
BEORBUL, MBREENTHE .

VERIRE, S£atmiE, (CIRMETIRK, BEMEMRE
K EFBRADER OBITHHIE 2 BB ~N THRELRR
T, COBRCIHEROHEF L FTHRE EROBIC
MEDZ LIIBRINCHD £ ZAHThHB. SEDERT
DERRCRERS L D bATE 2 FEROBHFIE L, BB
TR S\ RBICBESE LT\ D 2 Lk EX I8
ZENFig 2 hH RIS,

VB IRBO KRR TEHHDT, bHOLAREDE
BAMER O SO AT TE VY, BHIC L -

THE LTS RIE~ROEBIZHE LB 5o SEbREL
I b ONBEEIC S. aureus Hi%Bh 1D T, ThpikR
e DEBERORE L BAE L TV B RTREMIIHE S, %
offs, HFRBETCEET DS OHH L TER OB
BEHMETEXEDT, VEE CEL {HKEF Bkl
PO hEE IR LTIVEER B,
A@EOEEIIE 1 B 300mg & 600 mg H 50 2 EH
DR ERBYT-1eh, FOMBITIIFREOELRDILH
stee SHUTEFEGICH L TiE 600 mg 510 % H
STcfEM & Ay, BERLOLTULEREEICZ LV &
BE2T, BREOHBLVWIONEBELENLOEHET
LZEEND L LELDND, ik BE L TREEAR
IR AT R Th - 1ohy bHWIEIER TS > 7oh
X » TERBBORIEC & HIEROBEFCBIRA S D
HELSRE L1, FHRCK L THTEOREIT XK
Flic & 1R, HEORIE L5 Thho

WAL L RBC R AR ONRE & OBE Y BE
Lico BB L h OO BN B I, X 5, YR
BT, HEEOBRFEFOEDHR AN LB
s s, ERBEL S. epidermidis, Propionibact-
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erium acnes 1¢ ¥ OWAERHINT, B L AHMA
%<, LTS, IR Y OB MR TIC ESED
BHLLWER T, SMEIEEE TRV L2180,
B K, RAMEEERE CIa M e R &
DHIZFE UM EREIC X » TET2RUA S5 DT, 2
WS OHFEOHIMH IR L e 5 L, B0 <
RERTC UM CIRIM: & # 2 S bR & ArHC %
fi > saprophytic 73S D DT, R L
T3V 5 RYETL, RYOMBENRRLRNT 51
TRl F -2 RBBEZ LINT LA YRR E V- T
FTIEVe SENLMAERNT — 2 38ELTHICLED
7o\

3) K2kt 215 Gl OWTRN Lo £0 5+ 64
AT, B, W7 X DRIEAAYHX TV 5, £ D
AN E THEBFERY V2TV 0T, Zhbodic
o RS criul, RheBiValfeaE e
L TERBOBRRELT B35 b DH% . KMEFINC
B EE2 55 D10 BRI L8 5% ke L CRIEH:
R LIcBcET 27 vA¥—URBTH-T, 400
D 1FHZONTh, SEERIIEROER ORI
TEET LENSL S, £k LTORIERHORERL,
300 mg, 600 mg ZHEHEHFLT2.8% LERCL Y
¥ 5TV B,

—HREBERFE L 5 AArBFLR T3, Whi
HEALhAE VBB OL DL EXBD, LT,
AR ILR2EDO ENLE L THBRE LA VLD
LTy

Uk AT-2266 (3BEEIMGHR DB FH & b, #il
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AT-2266, a new synthetic antibiotic, was administered to patients with superfitial suppurative disease and the
following results were obtained.
1. Transfer to skin tissue
Two to 3 hours after administration, the tissue concentration of AT-2266 was substantially equal to the serum
concentration ; high concentrations occurred in the epidermis.
2. Clinical efficacy
Out of 203 cases which were analyzed for the clinical efficacy of AT-2266, 71 cases were rated cure, 58 marked
improvement, 39 considerable improvement, 19 slight improvement, 14 no change, and 2 aggravation. The success
rate covering “considerable improvement” and higher rating was 82.8%.
3. Safety
Safety evaluation was made in 215 patients. Side effects such as diarrhea, abdominal pain and vomiting
occurred in 6 patients (2.8%).



