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Fig. 1 Chemical structure of AT-2266
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Chemical name : 1-ethyl-6-fluoro-1, 4-dihydro-4-oxo-
7-(1-piperazinyl)-1,8-naphthyridine-
3-carboxylic acid sesquihydrate

Molecular formula : CisH7FNO;+3/2H:0
Molecular weight : 347.35

ID-20EB kit, 7 Vv BEFESEREIE D $A 1 (X Minitek
system, F7-ZDfDE 3 Conventional method # H
WTT - 7o MIC ORIEVL A F L EFREF LBk
VTR PRAIREIC X D 108 cells/ml 3 X O° 10%cells/
ml BRI X DT -7
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Toh -1 (Fig. 3)o
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Table 1 Strains appeared before AT-2266
treatment

Organism

‘ No. of strains

S. aureus ! 23 o
S. epidermidis | 11

S. pyogenes
S. anginosa
S. agalactiae |
S. faecalis i

S. intermedius

L~ SR R Y

Sub total
E, coli
P. aeruginosa
P.maltophilia
C. freundii

C. diversus

>
N

K. pneumoniae
E. cloacae [
P.vulgaris |
P, mirabilis

P. morganii :

S. marcescens

CO = o= NN WN G = D W

A. calcoaceticus |

Sub total

N
oo

P. anaerobius

P. intermedius
Peptostreptococcus sp.
P. prevotii

P. magnus |
P. asaccharolyticus i
B. fragilis

e L

Sub total 10

Total 80
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BEL T2, BEMEIEE LT LB ET %0 1
L, BREOEEEL X b HEHMIERENSHETE %,

BRI SERICBI L C3RAI & LTt D s o ftRRAT



yoL.32 S—3
5

Fig. 2 Susceptibility distribution of clinical
isolates to AT-2266
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Fig. 3 Susceptibility distribution of clinical
isolates to AT-2266
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AR, EHLG, RREHE 96, RIKR7
i, 64, RE6H, IFIREBE3IA, X5 24,
VIR 2 B, BESE 2B, Vv ER26H), EOSK]
B, BHPHBR1LG), BRAEHLG, BEKL]HE
JORRER 1 BT - Tco HRNTBH3I8G, LTHLHT
Do FERITI6~TIRITHH LT 10

AT-2266 B 5 ERiiZ Cephalexin(CEX) g ¥ DALHE
BHIAERA LTV CEELSFITHD, EHLATEZR,
ARG S i,

BE B3 ArbRRI4AM, FH6.2A/M Tho
oo 5 RIT1.8g 1 HHE8.4g, F383.7g Tho-
oo

AT-2266 LISt D EE OGRS THich - 10

2) HEVE

FBERHEC X RARFE, S5HFEYS G, AR
43¢, PLHEH4H, EHIATHHERE.3% ThH-
7z (Table 2)o HEEIC KD &, EB - HHHITEEI
Fi1106 (90.9%), FEYLE¥ME 9 B 7 il (77.8%), &l
WY 7 (IR 6 B (85.7%), 1 6 Bk 6 {5 (100%), HBE
6 Gl 4 (66.7%), RLFIRERIRE3FIF3IFH, L5,
WL, BES, Vv AAEREEVCTRZAF2HATS
b, BOSHK, RREERR REEY, BELCENT
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Table 2 Clinical efficacy according to diseases(Attending physician’s assessment)

T Clinical efficacy Efficacy ratio* (%) o
Diagnosis Total No. Remarkabl Moderately | Ineffe- Surgical treatment | .
& of cases . Y |[Effective er? ely ne.z e- | Surgical tres o Total
effective effective | ctive |[Without With
Felon 11 1 9 0 1 10/11(90.9)| 10/11(90.9)
Infectious atheroma 9 0 7 1 1 7/9 (77.8)| 7/9 (77.8)
Traumatogenic 7 1 5 1 0 4/5 2/2 (85.7)| 6/7 (85.7)
infection
Furuncle 6 1 5 0 0 1/1 | 5/5(100.0)| 6/6(100.0)
Abscess 6 0 4 2 0 0/2 4/4 (66.7)| 4/6 (66.7)
Periproctal abscess 3 0 3 0 0 3/3 3/3
Carbuncle 2 0 2 0 0 2/2 2/2
Cellulitis 2 0 2 0 0 2/2 2/2
Omphalitis 2 0 2 0 0 1/1 1/1 2/2
Lymphangitis = 2 0 2 0 0 2/2 2/2
Folliculitis id 1 1 0 0 0 1/1 1/1
Infectious heloma S | 1 0 0 0 1/1 1/1
Infected sistura of ear 1 0 0 0 1 0/1 0/1
Burn infection 1 0 1 0 0 1/1 1/1
Cholangitis 1 0 1 0 0 1/1 1/1
Total 55 5 43 4 3 %‘7’{%2) ?gé‘% %gésg)

*(Remarkably effective+ Effective)/Total No. of cases X 100

Table 3 Overall clinical efficacy according to diseases (Atending Committee’s assessment)

Clinical efficacy

Efficacy rario* (%)

Diagnosis ’I:;tzliso' Remark'ably Effective Moderately Ine'ffe- Surgical treatment " Total
effective effective ctive [Without With
Felon 11 7 3 1 0 10/11(90.9)! 10/11(90.9)
Infectious atheroma 9 1 6 1 1 7/9 (77.8)| 7/9 (77.8)
Traumatogenic 7 2 1 0 5/5 1/2 6/7 (85.7)
infection ’
Furuncle 6 3 3 0 0 1/1 5/5 6/6(100.0)
Abscess 6 1 2 1 2 0/2 3/4 3/6 (50.0)
Periproctal abscess 3 1 2 0 0 3/3 3/3
Carbuncle 2 0 2 0 0 2/2 2/2
Cellulitis 2 0 1 1 0 1/2 1/2
Omphalitis 2 1 1 0 0 1/1 1/1 2/2
Lymphangitis 2 0 2 0 0 2/2 2/2
Folliculitis 1 0 1 0 ;.0 1/1 /1
Infectious heloma 1 0 1 0 g;,m . 0 1/1 11
Infected sistura of ear 1 0 0 0o 1 0/1 0/1
Burn infection 1 0 0 1 0 0/1 0/1
Total 54 16 28 6 4 (gé%g) ?géﬂ) %‘;{?g)

*(Remarkably effective+ Effective)/total No. of cases x 100
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Table 4 Clinical effect of AT-2266 against the ineffective cases
treated with other antibiotics
| i oy oy N
Drug for No. of ) - _lmcae f_iiy y _
pre-treatment cases Remarkably ‘ Effective Moderately Ineffective
effective | B ) gffcctive |
CEX i 5 | 4 ! 1 {
CFT ; 2 | i 1
bBE 1 | | |
| | [ | T
1 ‘ ‘ 7 |
Total } 8 " ‘1 (87.5) ;
*Attending physician’s assessment ( ) : %
Table 5 Bacteriological efficacy according to clinical isolates
Single infection
| No. of Bacteriological efficacy | Elimination
Organism B e e | . o
strains | Eliminated Decreased i Changed | Unchanged | ratio (%)
S. aureus 18 15 1 1 ; 2 “ 83.3
S. epidermidis 10 9 1 90.0
S. faecalis ‘ 2 1 ‘ ! 1 i
P. anaerobius ; 1 1 ‘ ‘
P. intermedius i 1 1 ‘
P. magnus | 2 2 | |
E. coli ! 1 1 j i
P. aeruginosa ! 2 1 | 1 |
P. maltophilia 1 1 ; ‘
P. mirabilis i 1 ‘ 1 | ‘ { ;
| I
. T T e T o | - | fi
Total T R R 1 | | 5 846
HRANARC L TX, HH90.9%, RREMEb Blic kT, HRISH, TELFITSHD, HAHES.8

77.8%, BIRYx85.7%, % 100%, IBES50%THhbh, *
DT, HEKEK50%, IFIRERE, X5, B,
Vv ER, EOSR, RREPHEBETILI00%4THD,
IEYPMEEE, BABRPTIE, ThEhER), AT
Boteo SBHLEBIHOFETIE, AR (7L
769.2%, (% | ©85.4% Thr» 1o

AT-2266 5 EATCOHHEAIC L 5 {L¥HRETE
%h 2 HIF X Nic 8 i o T AT-2266 DFEL R L
7z (Table 4)o AT-2266 #¥5ic X b, CEX &E%hf5
fl<h 4 f5l, Cephalothin 2 &= 2 5], Dibekacin 1 fijh
1B Thoteo L LT, 8FF 76 (87.5
%) CHEHTH-1

3) MIERFEHHR

B Y390 33614 E%, 1B, TRESHITSH
D, W5%E84.6% Th -t (Table 5)o FI-EARH16

% T¥ 7tz (Table 6)o SAHFILEOHEIEL T,
Ffe L) K3 HAR 14610114 (78.6%) THY,
T3] Tk A7 (90.2%) Th-oTco 2EL
T3, 55Gr48HAEA L, FDHKRI8T.3% Th-
7z (Table 7)o #YEEER T, S.aureus 23%kep 208
(87.0%) MR, B 1#k, FAE2HTH-TL ¥
S. epidermidis 118 TII% 9% (81.8%), AE?2
BTl olco T OO MEREKEY a5 L 80EkPHKTL
B, B 18, TESKTHD, HAE8B.9%Thotl
(Table 8)o

4) EBlfef3s X U'FEIRIRZE (Table 9)

FHB 5T N BIVERIX605ER =+ 3 6 4 B TH
270 FOARIBR I, LEDBIGETH-T0 W
THhBETH b KB ERIET 5 & &7 RS
ﬁgf&of\:o
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Mixed infection

Table 6 Bacteriological eficacy according to clinical isolates

Bacteriological efficacy

. No. of
Organism .
strains Eliminated Decreased

S. aureus 1 1
S. pyogenes
S. aureus 1 1
S. agalactiae
S. aureus 1 1
E. cloacae
S. aureus 1 1
A. calcoaceticus
S. faecalis 1 1
Peptostreptococcus sp.
S. faecalis 1 1
P. prevotii
P. maltophilia 1 1
A. calcoaceticus
C. diversus 1 1
K. pneumoniae
S. aureus
E. cloacae 1 1
A. calcoaceticus
S. epidermidis
P. intermedius 1
P, mirabilis
S.anginosa
E. coli 1 1
K. pneumoniae
S. intermedius
E. coli 1 1
K. pneumoniae
P. prevotii
P.vulgaris 1 1
K. pneumoniae
P. asaccharolyticus
P.morganii 1 1
S. marcescens
E. coli
P. aeruginosa 1 1
P.vulgaris
C. freundii
K. pneumoniae

. 1 1
P.vulgalis
B. fragilis

Total 16 15

————

Changed

Unchanged

261

Elimination

ratio (%)
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Table 7 Bacteriological efficacy according to diseases
. Bacteriological efficacy Elimination ratio* (%)
Diagnosis Iooftii::. T ) | Surgical treatment
| Pl Decremed | ChangedlOnhaneed| wishow | wign | !
Felon 11 10 10/11(90.9) (10/11(90.9)
Infectious atheroma 9 7 2 7/9 (77.8)| 7/9 (77.8)
Traumatogenic infection 7 7 5/5 2/2 7/7(100.0)
Furuncle 6 6 1/1 5/5 6/6(100.0)
Abscess 6 4 2 0/2 4/4 4/6 (66.7)
Periproctal abscess 3 3 3/3 3/3
Carbuncle 2 2 2/2 2/2
Cellulitis 2 2 2/2 1/2
Omphalitis 2 2 1/1 1/1 2/2
Lymphangitis 2 1 1 1/2 1/2
Folliculitis 1 1 1/1 1/1
Infectious heloma 1 1 1/1 1/1
Infected sistura of ear 1 1 0/1 0/1
Burn infection 1 1 1/1 1/1
Cholangitis 1 1 1/1 1/1
Total 55 48 1 o | Uhe | W | S

BERR AT AFIB ERHIC 4 Flic s\ TEB I his
FORER, FH LOREMRC IS LELhAREME
ﬁ?aﬂbf:ﬁmﬂif&ﬂ‘ofio

5) HRHEHE (Table 10)

FAREK X D HES W REESSESIF, FEH I
R 76, #ME4WF, ¥TET 46, TH46, EFCH
WY e THRARIL85.5% Th- 1o HBHINEBHAOR
&Ik ML) TlfH108171.4% T, i [Hh
h | TiX41|537(]90.2% Tl - Too EEEFIZBIL TIZ,
R RS X R & T S hICER I EIE15410
Bl (90.9%), REHHEMR 9 GIF 76 (77.8%), HIREH
75ih 6 B (85.7%), Wi 6 s 6 B (100%), B 65l
F3 4 (50%), FIFIEERS 3G+ 36 (100%), X
5 26 26 (100%), ¥k 2 FF 26 (100%),
BEss 2 Blsh 2 4 (100%), v v-<E2fF24 (100
%), EBDO %K, RBBRHAR, MWHERGRE IOBRELD
£ VAT TIL2FMREL LK TH Y, Bt
HE 16X T Thotoo

m. * 3

AEMEIR 1T RT3 E L LT REELIRMEEB60E i
AT-2266 XA LIco ZhbDd D, FRBRERNICE
5 MRS R THBRMETH - 7o 5 Fil & B < 55612
TRRHELIT - oo AN BHESSG, THITHITH S0

FEWLI6~TRXICH L, F1539.1RThH 5, PHRS
BE6.2ETH Y, PHKBER33.7g THDo KR
BIPFRIZEHILG], BAHERRIG, AIERT7H, W6
B, BB 66, IFIEEREIA, X526, BEHk
20, BEg26), Vo ER2H, EBOSK1M, BY
PR LG, RUGEELF, MERRIF, SIUR
BFRI1GTHD. THREHTC L ZEEBRIESHSH,
436, oHR 45, &%) 3 5 THEHRT.IYTH
otco M—HIEERE X KRB ELI6H, H%28
Bl, HR6 B, B4 FTHHES .5 ThoTo
H—HE I\ TIRRER 1 fI% B  SHERIC THER
ﬁ') oo

SABLE OB TR S 2, THREHETL
[ L) TL4GF106 (71.4%), &b T 4161386
(92.7%) MFERFhERHR IV BB TH-70 H—H
EEAETIE, oLl T136IF 9f (69.2%), THDI
TAIG|R35H (85.4%) MENENRES K IUHEDTH
-1

BEACRNTD L, HBAEGED % 2o I 8HH
(16)), REPEBE (9B, AR (741, (66,
BE (64 B\ Tk, £OEHBITBREHETE
hFh90.9%, 77.8%, 85.7%, 100%, 66.7%ThY,
Hi—¥IE TI390.9%, 77.8%, 85.7%, 100%3s LU0
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Table 8 Bacteriological efficacy according to clinical isolates

No. of

strains

Eliminated

Organism

i

S. aureus 23 20
S.epidermidis
S. pyogenes

S_ anginosa

S. agalactiae
S. faecalis

S. intermedius
P. anaerobius
P.intermedius

—
—

Peptostreptococcus sp.
P, prevotit

P. magnus

P. asaccharolyticus
E. coli

P.aeruginosa
P.maltophilia

C. freundii

C. diversus

K. pneumoniae

E. cloacae
P.vulgaris

P. mirabilis
P.morganii

S, marcescens

B. fragilis

W o o= = D WU N W R N N e D) M e B e e e
W o= o = = WN G = = NN R N DN M e e e L) e e e ©

A. calcoaceticus

Bacteriological eflicacy

Decreased Changed

Elimination

Unchanged ratio (%)

1 2 87.0
2 81.8

Total l

o]
S
N
—

88.9

BThotlo 2L LTSS X OCRBRBHET R L,
B AR 5400, WThoKBc LTHE
ﬂftﬁﬁf’& 271

ThD ORI O OHT AR ORI (LR R BIC
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Table 9 Side effect

1) Incidence of side effect

Without ’ With

Total ‘ Incidence (%)

57 \ 3 60 ’ 5.0

2) Kinds and manifestation cases of side effect

Kinds | No. of Incidence (%)
cases
Nausea 3 5.0
Epigastric pain 1 1.7
Total ’ 4 ’ 6.7
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CLINICAL EVALUATION ON AT-2266, A NEW DERIVATIVE
OF PYRIDONECARBOXYLIC ACID IN SURGERY

Isser NaAkayaMa
The Third Department of Surgery, School of Medicine, Nihon University
Yozo AKIEDA
Department of Surgery, Akieda Hospital
TeETsuya WATANABE
Department of Surgery, Itabashi Chus S6gs Hospital

TosH1AKI SuzUKI

Department of Surgery, Kanamecho Hospital
Kanj1 ITokawa

Department of Surgery, Seya Chuo Hospital

A clinical investigation of AT-2266 in 60 patients gave the following results in surgery.

1. S.aureus and S. epidermidis were most frequently detected organisms. With an inoculum of 108 cells/ml,
the respective MICs for S. aureus and S. epidermidis were 1.56 pg/ml and 0.78 pg/ml.

2. When evaluated by the doctors in charge, the overall effect was excellent in 5 patients, effective in 43
patients, fair in 4 patients and failure in 3 patients, with an efficacy rate of 87.3%.

The efficacy rate was as high as 66.7 ~ 100 % in considerable number of patients with panaritium, infected
atheroma, wound infection, furuncle or abscess. The effectiveness rate was 87.5% (7/8) in patients who did not
respond to treatment with other antibiotics such as cephalexin.

The standard criteria of overall effectiveness were newly established by the committee under the consideration of
the clinical course of symptoms and absence or present of surgical procedure.

When evaluated by the standard criteria, the overall effectiveness was excellent in 16 patients, effective in 28, fair
in 6, failure 4, with an efficacy rate of 85.4%. There were no significant difference between the evaluation by the
doctors in charge and that by the standard criteria.

3. The eradication rate of the organisms detected was 87.3 % (48/55 patients); 87.0% for S. aureus (20/23
strains) and 81.8% for S. epidermidis (9/11 strains).

4. No significant differences were noted between the patients with and without surgical procedure in clinical
effectiveness or bacteriological efficacy.

5. Three patients in 60 patients had nausea and 1 patient had epigastrium pain.

6. No abnormal changes due to AT-2266 were noted in any laboratory test.

7. The usefulness rate was 85.5%.

These findings indicate that AT-2266 is safe and effective in skin and soft-tissue infections in surgery.



