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AT-2266 O RHIERAIZ 35T %8 FREMR

KA - M EIH—0 - HH
AT MR BT
FiE s — - AR
23N BB R Ak

VRPN S 110,  MMEVEIR BRI YE200), 31BN RTEITEL LT 1 H 300mg4 ARY,
HA&XI L LT1 H600mg 4 ~14H[H), AT-2266 #*EAKE L, T OBRBMEYHRH Lo X8
B L 7c260 D 5 5 UTIL SRR it U -Cifdli L8 72 b DIRI6RTH - 7o

UTI BER)FEAMEER Y U f B TR, vt it s <, IRROIE®ILIH (75%),
E 161(25%), MBROEMEIL4B (100%), KEERHRERIH (75%), BB 161 (25%)
ERBINATh - o BHMEIKBERIETIL, BROEMILSF (41.7%), XFE3F (25%),
RE 46 (33.3%), MBEROKMHELIF (91.6%), K14 (8.3%), T, KABKYEIE
#o6l (41.7%), B% 76 (58.3%) LHHEIXI00%Th 710

UTI SEsh3F(M S 881 B L7\ MERI 2 S ob 1o RIEFIDRITERS, 35 L U TREC L 5 HRHE
DFERD, ERD UTI EHFHHEIECH - TITHIIER L IZEFRAKRTSH - 1

BIfER L4 PITHRESh, TORBRIIFF4H (12.8%) Tholo TDHH 3 FICIIRE
Y, 1HIIERN, $Ho2K, BLrHFxio BERHD BUN, Creatinine, B#E, GOT,
GPT, Al-P 0RIEExLEL, BERICT CICAREZ R L T AEFIXER < &, AT-2266 &5
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%, BEELTc-7cbDIXTED SO NILh - 10

Nalidixic acid(NA)#S 19624F Lesher bk - THASEX 1,
7 7 AEHRICH LT BB RR T L CEES T
X b, Pyridonecarboxylic acid %HiE#HI& LT Piromidic
acid (PA), Pipemidic acid (PPA), Cinoxacin (CINX) &
BRI TE L,

AT-2266(3 K B A WIEHK £4HIC X > TBARE X N7z Pyridone-

carboxylic acid FHEMETH b, {LF4AiT 1-ethyl-6-fluoro-1,
4-dihydro-4-oxo-7- (1-piperazinyl)-1,8 -naphthyridine-
3-carboxylic acid sesquihydrate T %,

ZD AT-2266 (X, COFRKKD BROHTRHAENH R A
WIREICRL, 77 AR, RIRE €7F7RELST A
BB, 7FyBEREE, <1377 X RERCERN

FAEREL, 77 sBRMEEC TS A Gentamycin
(GM) X h &\ o FHIAEME L OMICREMEZTREY, NA
HERICAHHTHH/ LD HEEYAL T 50 bhubihuls
MORBERFEY MRE LT, AT-2266 O KRR Y B L
DT, TORBEEZ ZITBRET Do

I.# % 5 &%

1. BIMBPERER

FREBR TR FEF IR BHERE, AV EMR
Beih R8st 2 BHC, UTI ZERIEMERE (3 2 O Vic
HE U1 3t@ D EBERICES T b,

2. BExXR

1982424 R X H19824E 7 AR ¥ T4 » AR LR 2
BT, AEMEENA F I EEERBRYIEL 2
W & N 20RZ LN LD BE3IFITH 5. RBRFEABREHO
PREEEIER CHERL 10¢/ml Lk, RECHRAD
HRH5E/18H UEDdordhld L, i,
BHEc s XOBBEREDO S 5 BE YR L1, UT
RN E R LY » T MM R AR RE DR ERER %
G-1 (#7—7AEBEG), G-2 Fizi#kRIde,
G-3 (LoD HFRBBYIE), G-4 (oo TH
REEYSE), G-5 (»7 -7/ HEBED BEERRE,
G-6 (#7—7 1 FPBBEO BARRIE) i KFILio
Table 1 1\ &t BAMitE R 46D, Table 2 [T HAEMERE
BRSEDSIER DRIE AT To SIFIOERAH, HHl%
Table 3 CERT 5o AMEHMUERBPLIIALE 1L
L, BMEREERIE0MYE2HLTHE, F1HO
ERIT20RH TR (FhREASR) R, T8 H
Thdo &2 BTIRTRLHBIR (FhRMEIR) Kbl
5 BHEISH], otk 5B H20fTHB. BEFITIE G2
26, G-3ix1%l, G-4ix9f, G-6(x1fl, X0
17 ATH o700 Tods, H2HETDIATSOOR
BA Tz Iotdd, ¥1o 3 MORBHRIAERAD) by 2
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Table 1 Eleven patients with acute simple cystitis treated with AT-2266
-1 Dose o ‘ Bacteria , .
Doctor's | Side
Case Sex | Age |Diagnosis —| Symp- Pyuria* o )
g Period toms* .
No. mg X /day (day) Species |Count| MIC |evaluation |effect
T | e ++ ) H - E.coli 0.2
] o | 43 A.C. 100x 3 4 . i S.faecalis| 108 | 3.13 | Excellent| —
— - — |
I E— — — - - — - _—
- + E. coli
ale | 7| AcC 100x3 4 12 01 0.39 | Moderate | —
o [ . S I R _ |
+ E. coli
#| 9 | 50 | A.C. | 100x3 | 3 A BT | 0.2 | Excellent| —
4 Q 70 A.C. 100x 3 4 - -H er - p J Excellent| —
I — = —_— — —_— n - - — —-~—/ — —— | ———
5 Q 50 A. C. 100 x 3 4 |— ++ — // Y Moderate | —
- - e .

— e I Bt i A :
6 F 27 A.C. 100x3 | 4 — — e Va Moderate | —
. T SR P S N N _
i _ .

7 Q 20 A.C. 100x 3 ! 6 — 7”.2’ - | Fair —

S— "E l — | — S
8t| @ 31 A.C. 100x 3 3 i, *_f;;, Lo 108 | 0.2 | Moderate | —
S o T ”F'EH'_ R - 'i 7/7 ) D
9 Q 40 A. C. 100x 3 3 - - e | Drop out | —
f ] W | —
- e + Y N o
0] 8 | 3 | A.C. | 200x3 3 = ) | Poor -
o o r,i:"/ i L ¢ R { I
" E. coli
n|s | 48| ac | 1w0x3 | 10 - | M = €% | 104 | 0.2 |Excellent| —
[ T ] - — . [

A. C.: Acute cystitis

+ . Before treatment
" After treatment

RATRELRE LTV 2,

3. BEH®

Table 4 iz AT-2266 D58 X HEHAMI X TR L1,
FIRTIZ1A 300mg4 HREEESFDE > T Bo
F2HTIL1H 600 mg 4 F S E4T 2 BRILLE,
BECI9AMIC bt T HEL TV B, RO HE
R UTI Esppifiziaeic e U6 A H 742 8 A Hi2H
ELT\3,

4 BEIHER I OCKRAEA

MERLER L, TRESSHBCOWTER LT,
BB, BRERCOWTIBLER, 54 HHS X6
RRORBYER Lo RRE L CROMEFIRE
B BEMBIORE4HE (B18H) Ehifb 68
HR28) lifi+s & 5 Babteo ROKEULEHT

T : The case according to UTI judgement

FAHERER, TSIV » 7 —FARBEFATEIL T
—FAERIC X 5700 ROMBE¥IRE & L TEREE,
FAE s & O—HDERTix MIC 2FIE Lo
—MREERRE & L TIE, RAHMKERE & MR L¥ER
B RERTR L ORER TRIBHUPICAT - 1o B5
BRI, BENLLUMENBIERORAEC S
'%m?ﬂxo oo

5. ZhRDHE

BROHFEE, UTI FRLFFMmEEE (55 2 0 I Ui,
T ERFBR SR, ¥ER, MR ECRROBE LY
oW ThTFNCEEXITRAEADH - 1285, h
B ED THEER & Lico BRRICEREDOERRERND,
AT-2266 D St EAPEREDELR 3o X UF MM IR BRRRYUE
TR+ HHER IOCBERBCOVCTHELTH BT,
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Table 3 Age and Sex distribution of the patients
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T o Cas; ‘ ”To:a] ljr;)p ;1;1 é;:d >exclusion - M(:Anal;lri:caﬂs;““‘——
Age \ " male | female | male | female | male | femal
20:— 7;”?9 1 2 I o 17 1 A; ‘—‘h“r
30 ~39 1 2 o T
Cdo~a9 |2 |2 | 1 2 | 1
so0~s59 | 1 | 4 I .
Teeses | ol SN .

70 ~709 5 o 2 I W: I 2
80 ~ 89 5 o ‘ 77‘ - ) “5 T
R R -

Total 18 13 1 4 17 | 9

Table 4 Daily dose and duration
— . S A S
Daily\ Eose\d\uranon da‘y —= : cases
(mgx3/day) | 1| 2| 3| 4|5 |6 7|38 ’ 10 | 1 ] 16 ‘ 19

Acute simple | 100%3 3| s 1 ii;;r 1 : ! 10
cystitis 200 x 3 1 | ‘ 1
100x3 | 1 R ‘77 IR | R 1] 3
Comir | 20x | R L
200x3 | 1 1 4 3 ‘ 2 1 3 1 16

Total 3] 1 ‘ 4 } o s 1] 2] 1] \ 4 1| 1|3
O. B K & & MR TR L Lo b 0114 (91.6%), BRfRERL
1. BERHR 7eb D 1HI(8 %) Thoico ZhbitE I TRAEK

H1ET UTI EaplidE GE2/R) - THR
HTEL 2t 4 FloRE%Y Table 5 TRRT 50 HEHR
FETOWTHD EHRLICHD 4 6 (100%) Thoto
IRERIZONWT LB EIEHIELI=SD 3F(75%), TE1
F1(25%) Th - 1o MERCOVTHEMEILICE D4
Bl (100%) &, BB TH-70 LAibX hREE
KRR XET TS LER 3G (75%), AR 16 (25%)
THBHRINY L\ 5 XD TRIFLBREIE LN,

23T UTI EPFMEdE B2R) - TR
BHIE L 2 o126 D &% Table 6 CRRT 50 3

RRICOWTHRB LEFLLICDD 58] (41.7%),
ELcbD 36 (25%),

TE4H) (33.3%) Thh,

%

PHRAYEETD L ER 5 F1(41.7%), HR 7 H(58.3%),
Lish, AHRIZI0%ThHh-T0

SERE Y Y — X26H DT RTIEHOWTOFEHREHE
=X B AT-2266 DR A 3Efi L 7oK Table 7 Th
%o H1BCRTH106|0OHBE HHUL) (X80%T
bHh, E2HCETHIG0EHR (FHLL) 1350.0
% Thotohl, CORBLES B D LFERL N
Thotle ‘

£IN— T BT BORDPBE T2 BY, BERAB
BrLhbr, BIBHCLHE2BThio2 b b L dose
response relationship 1375 ¢, %ﬁﬁﬂ%m}ﬁ i
300 mg T, BMHRKEREETIL 600 mg O #ETT
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Table 5 Overall clmlca] efﬁcncy of AT 2266 in acute snmple cystms
e — - \ - -
Symptom Resolved o .__,,‘ITpr?‘fim Ptirslstcd . Efficacy on
d . De- [Un- Un- De- Un- A
Pyuria Cleared creased changedk:leared creased !changed‘aeared creased changed bacteriuria
I —— b —— e
Eliminated 3 §| 1 | | 4 (100%)
Decreased - ‘ e - -
Bacteriuria (Replaced) |
Unchanged } |
L _ — .
Efficacy on pain on 4 (100%) Case total
urination o o o e
Efficacy on pyuria 3 (75%) | 4
i | Excellent 3 (75%)
; — Overall effectiveness rate
| Moderate | 1
: e 4/4 (100%)
S Poor (or Failed) 0

Table 6 Overall clinical efficacy of AT-2266 in

ﬁ'@i)ﬁk%i bt (Table 8)o
Complicated UTI

2. EREEFERER

Ay ) —ACRHEBNLE E. coli 253@EhTE \Pyuna Cleared |Decrea- | Un- Efficacy on
R A RBERIEOBE L 24 b it fent,  Bacteriuria | sed  |changed| bacteriuria
(DL FOHBFILI00% T » 7 (Table 9, Eliminated | 5 | 2 4 11 (91.6%)

B m. &= f# A Decreased

BEMLEER A F 2 1o b DI, AttEsirpEp S
BRI DT, BHEPERBRIE200 2 % Replaced 1 1( 8.3%)
L2 BT, 1HITHE, $SHOOXRK, BOXHR Unchanged
RAIRBBEEYFIE Lo EHR IFICRBOHEY A ——

Efficacy on 5 | 3 4 Case total
fefed, 205 B 2 GBI Ik Lice B EHIEL pyuria (41.7%)/(25.0%)|(33.3%) 12
ThbIXE FICERIIHR Lo HEMEIFAORS [l Excellent |5(41.7%)
R 441 (12.9%) T -tc (Table 10)o ’ Overall

AT-2266 D EFT L H 3T GOT T 1 535, GPT || Moderate 7 B effectiveness rate
TRIPA, Al-P Tix 255 BUN Tik 1 find il [ |§’°°fF iled) 12/12 (100%)

= or al e
BRLTORA, ©hbOXSMMIThE AT-2266 e
&wmﬁft%ﬁ?éfx\ﬂ?)x, I DEMEAR LY (Table Treatment period : 4 day 2 cases, 5day ; 3 cases, 7
1) day ; 2 cases, 14 day ; 4 cases, 19 day ; 1 case

o

IvV. ¥ -

AT-2266 (35 L\~ Pyridonecarboxylic acid itk
ThY, NA, PPA i X L ERDILAWTHBH, 0D
AEARBECIL, BHTHSD2SD. Tibb,
TIABHE, 75 ARME, 7 oEEREE, <4
IR, FyvERAp RN Y, REAYTRT
OREIKL, 0 MIC i NA, PPA 0Vi Ll FTh
3 MICiZBLTiz & U Pyridonecarboxylic acid &

B THD NFLX L KERVEEZ BRI,
EEHTAREIEOFRACELRNARIFT, 3LAE
24 TH) 64 %1 RFIC BEfEX

REhs e,
oo,

FABABATHREFT,

BYERTIE, B,

FF, MOIECTEVCEBNBELRLTVBZ ETHABD,
phase I study iZ3s\~T%$450mg/[E]x 2 [@/H x 7 AR
D¥ET, MK GOT, GPT, BUN, Creatinine i
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Table 7 Overall clinical efficacy
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—

Dose (mg) (dovvers evaluation) Eliceey 50)
UTI T 1T | Total Excellent Exc:!lem‘
/day | times/day |Excellent L\;I:der- Fair ‘ Poor Excellent M od-trate Modf"‘s
S R SO R S B L Fair
300 4 4 1 9 44.4 88.8 100.0
Simple 600 3 1 1 0 0 0
Total 4| 4| 1 1| 10 40.0 80.0 90.0
] 3;)(;m o 1 ’”{' . D 2 50.0 50.0 100.0 !
Compli- | goo 73 ‘ 3 4] sz M| 24 %00 | &
Total 4 f_ 6 ‘ 2 16 25.0 i 50.0 87.5
— < T
Simple + Complicated 8 8 7 | 3 26 i 30.8 ! 61.6 88.5
Table 8 Clinical effect by daily dose S
Dose (mgx /day) - C]inicf'l» eff:!cfg S Unc:ertain Efficacy |
Excellent | Moderate " Fair | Poor [ (>Moderate)
Simple 100x 3 4 4 1 1 8/9 (88.9%)
Cystitis 200x 3 | 1 0/1  (0%)
Sub total 4 4 1 1 1 | 8/10 (80%)
100x 3 1 l 1 1172 (50%)
Complicated 200x 1 ; | 1
200 % 3 3 4 5 2 | 2 | 7/14 (50%)
Sub total 4 s s 2 4| 816 (50%)
Table 9 Bacteriological efficacy
Isolates gl?a.i(:lfs Em‘(i;/:z)’ted Replaced
S. epidermidis 1 1
S. faecalis 3 3 1*
E. coli 8 8
K. pneumoniae 1 1
P. aeruginosa 1 1
P. fluorescens 1 1
P. cepacia 1 1
P. maltophilia 1 1
S. marcescens 2 2
Total 19 |19(100.0)

* ; Replaced from S. marcescens to S. faecalis
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Table 10 Incidence of side effects
Severity of s_{mptomst Relation to the drug Doctor's
Type of side effects
P # H + '122/:‘;' Definite | Probable | Possible comments
& Nausea 1
Headache 1 (3.2) 1
Vertigo 1
T :
Allergic
" o 1 history (+)
. ‘ Allergic
Eruption 3 ‘ 9.7 1 history (+)
| Allergic
| 1 history (+)
| No. of sid
Tl No. | effucts 1 2 3 6 1 2 1
of patients
evaluated No. of 1 2 1
B et +az G2 | 69 | 62

Table 11 Changes in laboratory test results

I Total No. No. of cases with changes in laboratory tests
tem
of cases A B fo D E

RBC 19 19

Hb 19 19

Ht 19 19

WBC 19 19

Plt 13 ‘ 13

i__ _

§-GOT 20 ; 19 1
§-GPT 20 | 17 1 2
Al-p 18 16 1 1
T. bilirubin 19 19

B. direct 5 5

B. indirect 5

BUN 20 19 1
Creatinine 8 8

Protein 14 7 6 1
Glucose 14 13 1

Urobilinogen 5 5

NI - 8 8

K 8 8

Cl 8 8

A': Within normal range,
D: Abnormal value (deterioration),

B: Improved,

C : Abnormal value (no deterioration),

E : Deterioration from normal range
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WA RN Z EDHBRT VB, IR~DHEH L i
HFTEVCBENBORD IS b5 T, #hoHik
BEINT D, JTE, REBBIMEDREBMOE
BicXb, 75 ABHRE, L I Proteus &,
domonas BEAMIN L TW 507100,

JBWAR 7 b AREFL, ho7 5 AEHRECR Ly
Pl %2AT5 AT-2266 (2o DBLIC HEL 5 A 40
LELZLRBY,

bhbh oKz, BHht- 9 MOEME, 198>
W, 1Bl S. marcescens L b S. faecalis ~ &35
LichDwRE, +~XThH AT-2266 OB L D Y4k
Lo %72, UTI ZEBHEHMEUIC M Ui ¥ B TOHR
B, SUEREMMEIRBIEYAE & BN R BRRYEIC s\
T100% Th 1o = DRLMIE, PPAW, CINXIZI®, o
H U AT-2266 DEK EOFBMEN L D B L& RL
TWB e x5,

MIC iZ3s\~T AT-2266 & (¥ A0 HiEH* BT
% NFLX OFRRRBRY LB L TAT, Sttt
R T, & DI 100% DEMBTEL VAL, BHMH:
REEPIETIE NFLX RN\ T 5% T HHDIE % L
AT-2266 IR\ T, b DBUE TIX100% Th - oo
PPA icH LEEIRBIE BN T\ 5 & % Hhb NFLX
15,10 1 b X HIC AT-2266 DEEKRE R E LTV B D
%, AFEO MIC K {hnbbt, FOMAIE LRI
NRFTHY, HEABTHE L, FroRPEHSEES
BWIERIDhDLELZLLNDY,

F RSB IR R OREL T BT E
RO—2>THDHA, 653Gl FmEDL <
3, Thi EESZ LHMEY ThTHH, BIzRE~
DHRIBRFATREFRETH 5,

BEIfERCBEL T, bhbhilifih 44 (12.8%) i
RE LRI, SROEFDEHTIE, 2,516FR1174)
(4.7%) T%YH, PPA, CINX, NFLX A% TH5 L
l%\bhz)o

UED B®E XY, AT-2266 iLatt Btk B 3 X
OB IR BRI T D BRIR R+ i o &
5H0rELLND.

Pseu-
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2)

3)

4)

6)

7)

8)

9)

10)

11)

12)

13)

14)

15)

16)

APR.1884

X m

UTI 32 #MAE (% 2 §)o Chemotherapy 28 : 321~
341, 1980

KB &YX 4R AT-2266 BEE, 1982
KAFBRKALR AT-2266 DIELRREH, 1982
W31 MAKEREFRRE TR v Rovag,
AT-2266, X[R, 1983, Chemotherapy 31 : 1020~1024,
1983

NA #h, IA%, AKX : AT-2266 DEEKS 14
##o Chemotherapy 32(S-3) : 334~358, 1984
R =, BEM—ES : RSB IC 5435 Piromidic
acid (PA) D#HERRICOVT, Chemotherapy 19(5)
619~624, 1971 1
B —, ASELRR, HTPITERE, K LR, AR
IREMEFAE I35 Tobramycin OEKEIKE —RED
& # 7 — 5 niZ #£5 Pseudomonas GSERHOIC—, |
Chemotherapy 23 : 1290~1296, 1975 ‘
NKH#—, FPR=EH, REWK, WEE: BErF
RLc REEEIGD REEERCHATHER, BREH
FOE18 : 902~912, 1972

NFF—, AUIE— HEEH &, FEE  BIOA
BREEICIT D RMRROEHE— L hospital-aeq-
uired, catheter-associated bacteriuria KK\ T—,
WIRBEHCE21 : 19~58, 1975

[EMAGES, HELE : REERIECK ST SHD KK
#HFE—nalidixic acid 2 D_HERERK X 5 BE— @
REFEHTE1 : 633~636, 1973

MIE—, NFF—, e SEE R EERE
1217 % Pipemidic acid trihydrate DEERETR,
Chemotherapy 23 (9) : 3074~3081, 1975

AR, MEELRS, #SIUEX, HEE SRR
PiFEC s3T5 Cinoxacin DA, Chemotherapy
28 (S-4) : 256~262, 1980

FaFT AR, fio (128E3%) : Cinoxacin D AR %
a3 5 EEK F#li—Pipemidic acid #FBICAW ==
HEEBREEAR— Chemotherapy 30(1) : 7~20, 1982
FILER, fib (453 @ AEHMEDE 3 X0 ¥
YRR RIEL R & L7 AM-715 © phase [ study.
Chemotherapy 29 (S-4) : 531~545, 1981

SFRBER, fib (9 ) : At BMIERDSIc X 5 Nor
floxacin (AM-715) & Pipemidic acid ® —EERAR
BT X % izt Chemotherapy 30 (10) : 1159~1181,
1982

TR K, fb(9 ) : BMHRBERIERC X% Nor
floxacin (AM-715) * Pipemidic acid D =EEHAR
i X B H#BHkEto Chemotherapy 30(10) : 1182~1211,
1982
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CLINICAL EXPERIENCE OF AT-2266 IN URINARY TRACT INFECTIONS

KEeNj1 O1sHi, KENICHIRO OKADA and OsaMU YosHIDA
Department of Urology, Faculty of Medicine, Kyoto University
YoicH1 ArRAl and TAKANOBU TANIGUCHI
Department of Urology, Public Toyooka Hospital

AT-2266 was orally administered to a total of 31 patients to investigate its therapeutic efficacy. It was administered
to11 patients with acute simple cystitis mainly in doses of 300 mg daily for 4 days and to 20 patients with
complicated urinary tract infection (UTI) mainly in doses of 600 mg daily for 4-14 days. Of 26 patients in whom
dng efficacy was evaluated, 16 met the Criteria for Clinical Evaluation in UTIL

In acute simple cystitis, according to the Criteria for Clinical Evaluation in UTI, pyuria was cleared in 3 cases
(15%) and unchanged in 1 case (25%) : bacteriuria were eliminated in 4 cases (100%) ; and overall clinical
efficacy was rated excellent in 3 cases (75%) and moderate in 1 case(25%), i. e. favorable responses were obtained
inall cases. In complicated urinary tract infection, pyuria was cleared in 5 cases (41.7%), decreased in 3 cases
(%5.0%) and unchanged in 4 cases (33.3%) ; bacteriuria were eliminated in 11 cases (91.6%), replaced in 1 case
(8.3%) : and overall clinical efficacy was rated excellent in 5 cases (41.7%), moderate in 7 cases (58.3%), and the
success rate was 100%.

The results of the doctor’s efficacy evaluation was similar to those obtained according to the Criteria for Clinical
Evaluation in UTI.

Side effects were encountered in 4 (12.82) of 31 cases. Eruption was found in 3 patients, and headache, dizziness
and nausea were reported by 1 patient. No patients showed abnormal BUN, creatinine, electrolytes, GOT, GPT or
Al-P levels after AT-2266 treatment except those who had shown any abnormal value prior to treatment.



