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AT-2266 0 LN - ViRIIBE5E

RN - BBIZES - MEDIER - PBE T
JNPEIEZE - PAR AR - W B FRLS
L ESES et

Pyridonecarboxylic acid Bk, FHABEOIIHATHS AT-2266 O\ TIETBAYG - BEEK

(R 2 ATV AT ot 8 7co

1. RS MEO SMIRTECT 5 AT-2266 Diflif1% NFLX, PPA rHELI-&R,
~NTOBRNEHI I\ TAKID MIC 1% PPA B D, E.coli, Klebsiella sp. S. marcescens,
Proteus sp. Tit NFLX 2i2IFA%E»LRL MR TH1ohy, S aureus, P. aeruginosa,
P. cepacia 3s X U° Acinetobacter sp. Ti3. NFLX X b 1 ~BBB A HEN %R LIS

2. TREESLRLYuSE22(, RIKREYLE 5 B0 H27HIT, A 1[E100~200mg * 1 A 3 ~ 4 @HAK
AT, 5~15AREE LR, BRAHATTROBH T HHHRIL, AH22, COoHS2,

4% 1 88.0% T - 1o

EIERE, 1BICEBEOMEBIERY Bd1-DATREARIL3.7 BT &Elch o1
LA gt H AR, WEHEIRIC I 5 A EREE, Sl KIERRECIIAR» TRl

FH L EZ LRI

AT-2266 XA A ARIEKA 2L THREE R, HLL Pyri-
donecarboxylic acid ZHBEDOBKIAKHITH Y, 7 7 ~6RH,
R L, S5 BRAHBN R E ER TV A, 1
AFIEEOBEHOBINARIF T, dose dependent &\ 1M
RIEEENE SN, FED Norfloxacin? (NFLX) HARRFICH L,
¥ 2 fER MAPREED € — 7EAVRI N TV 50 40 bhib
ik, AT-2266 ico\ TIERRH) - BREIBGET 2TV ETOMEA
B-OTHRET 5o

I.®% % 5 &

1. HEH

{FFEIL S. aureus 209P JC-1#k, Terajima ¥k,
E. coli NIH] JC-2 #k, K. pneumoniae ATCC 27736
¥, BIOHEKEKIHED S.aureus, E.coli, K. pneu.
moniae, S.marcescens, P, mirabilis, Indole positive
Proteus, P. aeruginosa, P. cepacia, Acinetobacter
Thbo MIC IZARLFFEFSENEIC L, pH
7.2 ® Muellar-Hinton agar % A\ - SERFARBIC X b
HFEL, B Pipemidic acid(PPA), NFLX »MIC
RUE LB Lo

2. BRRAIGET

AT-2266 {ERERIL 2761T, TONRIUEAER
MSEXL 76, BUHEKEL20), MKELG, BE
MR 3 6, K[ERINERIE 3 B, £ Dl PR AHEHIE
66, ¥IURBERYIESHITHb, FHIOFEMEILL

[100~200mg » 1 H3~4@: L, F: LTERE
HERC 5 ~15B i ERA L

BREHIEL, R, D, WK% BESEEORKE
Ris LUBIFX BATR, K, AmREFORERR
DHEEDOERE, Bl bUICEREANLORECLY,
E%, A% POHD EPHO4BMELLI, 36K
AT-2266 OERFTHO KHLEK, FF - BigEoZitic
DWTHEREL

o. & |

1. HEhH

Table 1 DB EERE 4 tho MIC fEXRLE
2%, S.aureus O 2 Kriz\~Thd 0.39 gg/ml, K. pes-
moniae ATCC 27736 #Ci%. 0.18 pg/ml, E. coli NIHJ
JC-2#%Ti% 0.1 pg/ml T~ REMIEASBDOIL,

FERMED S. aureus 48#, E. coli, Klebsiellasp,
S. marcescens % 508k, P. mirabilis 4T, Indole
positive Proteus 258, P. aeruginosa 48%, P.ceps
cia 318k, Acinetobacter 45D AT-2266, NFLX &
L U° PPA icx 5 B2t ik Table 1iC/RLIS
T EEE R 10° cells/ml Th B, fols, S. aurews,
Klebsiella, P.aeruginosa, Acinetobacter n&HEl
T2BREEERD DX AV,

S. aureus 4 HARD MIC i3 0.39~3.13ug/ml
AL, ©—2i%1.56ug/ml Thh, NFLX LR
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AgoEhIHE NIRRT
E. coli Ti3 2% 1.56pg/ml DITCRELHEILXH,
PPA Iid 4 BYRBEERE 5 0, NFLX ik 1 BifEs

K TH T

Kiebsiella, S.marcescens (TR LTt e —
2120.18pg/ml & RIFCHIEESEYRL, PPA k3
~4BREBR Y, NFLX L iHERMSORKTH -0

Proteus RIS LTi3, AT-2266 O MIC i3, P.mi-
rabilis 1%, 0.18~1.56 pg/ml, Indole positive Prote-
us it 0.1~6.25ug/ml 123 A% 8D, W NFLX

ik 2 BHBRIEL DR TH - o

P, aeruginosa 48 ¥k CI%, 1.56ug/ml T 41#%, 85.4
%, 3.13pg/ml TIILBOM/HHRLI-Xh, NFLX &
FISOM NP ER LI

P. cepacia, Acinetobacter \z5y+% MIC (14 4
1.56~12.5pg/ml, 0.78~3.13pg/ml T b, 3Xihk
LRSS R R L, PPA 1T 3 ~ 4 BYM, NFLX
b 2 BB AR T -1

2. BRREME

AT-2266 i FHEG DEEKALR % Table 2 1R L 1o

Table 1 Distribution of susceptibility of clinical isolates to AT-2266
and related antibacterial agent

Organisms Drugs Sl\::i(:ls <0.05 0.1 0.18 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200<C
AT-2266 3 17 26 2
S. aureus NFLX 48 9 31 6 2
PPA 1 1 30 13 3
AT-2266 29 12 1 6
E. coli NFLX 50 9 31 3 3
PPA 1 39 3 7
AT-2266 1 4 29 11 3 2
Klebsiella NFLX |: 50 2 24 18 3 2 1
PPA - 10 35 2 3
AT-2266 5 31 3 1
8. marcescens | NFLX 50 2 21 11 5 2 1 1 2
PPA 3 34 5 3 1 2 1 1
AT-2266 5 34 7 1
P. mirabilis NFLX 47 22 1 8 5 1
PPA 41 3 3
Proterus AT-2266 8 15 1 1
-, NFLX 25 19 4 1 1
Indole positive
PPA 22 1 1 1
| AT-2266 1 5 12 20 7
P.aeruginosa | NFLX 48 11 11 24 3
PPA 1 1 6 15 18 7
e
: AT-2266 2 5 24
P. cepacia NFLX 31 1 4 22
o PPA 3 28
AT-2266 15 26 4
Acinetobacter | NFLX 45 9 18 15 3
PPA 2 19 20 4

8. aureus 209 p Jc-1; 0.39¢g/ml
S. aureus ‘Terajima ; 0.39pg/ml

K. pneumoniae ATCC 27736; 0.18ug/ml
E. coli NIHJ JC-2; 0.1 pg/ml
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Table 3 Laboratory findings of
Ht "Hb | RBC |  WBC EOS
Case % g/dl 10/mm /mm %
Before | After v]-?;:f;;—M;f_t:;w " Befor; | :\i‘terw ABefore After | Before | After
1 s.s.| 2 2.5 | 8.4 8.5 | 316 338 3,600 | 5,300 11 5
2 s.s.| — — 0.2 | 106 | 362 | 377 | 12,100 9,600| 6 -| &
3 T.K.| 89.2 | 23.9 | 123 | 108 | 471 | 402 | 13,200| 7,000 3 5
4 T.K.| 348 | 349 | 1.0 | 1.0 | 447 | 446 | 10,20] 7,30 5 1
5 T.K.| 43.3 32.4 100 | 9.6 | 41 61 | 11,30 6,00 5 4
6 MF.| — 40.5 - B | — “ | - | 6400 — 1
7 M.F.| 420 | 45.9 141 | 152 | 459 | 500 | 6,30| 6,700 4 3
8 T.Y.| 43.0 | 425 | 14.8 | 14.6 | 455 455 | 10,000 8,90 1 1
9 T.Y.| — 8.0 | — s | — | 456 — 1070 — | o
10 T.H.| 445 | 353 15.3 1.8 | 471 377 11,300 | 9,000 o0 0
11 S.K.| 38.2 | 36.5 13.0 12.6 | 371 362 7,900 | 6,000 2 2
12 E.K.| 322 | 321 10.4 10.5 357 356 6,900 7,900 1 4
13 Y.A.| 38.8 - 13.2 - 467 - 6,600 | — 1 -
14 T.M.| 36.0 | 35.6 12.3 12.3 376 382 10,900 | 9,500 | 0 1
15 K.H.| 43.0 | 40.2 14.0 13.0 | 484 449 14,400 | 8,000 3 2
16 Y.I.| 41.0 | 39.3 14.0 13.3 470 445 5,000 5,300 — 2
17 O.F.| 39.1 36.5 12.4 11.4 | 454 422 10,800 | 6,900 | 2 5
18 K.O.| 347 | 37.1 11.8 12.0 396 420 6,700 5,100 0 2
19 Y.K.| 38.6 | 38.6 12.7 12.4 | 398 386 7,000 6,30 6 | 8
20 J.Y.| 39.4 | 37.6 12.8 12.2 392 37 7,400 | 5,200 1 §' 1
21 C.S.| 44.0 | 46.4 14.7 15.6 | 436 461 7.80| 590| 5 | —
22 M.K.| 39.1 40.8 13.0 13.5 | 431 442 4,500 | 4300 o0 | 3
23 S.T.| 27.2 | 29.2 8.2 9.1 358 369 4,30 400 5 | 10
24 F.O.| 45.9 | 35.2 15.2 12.0 486 380 7,700 | 550( 0 | 0
25 M.S.| 383.2 | — 1.3 | — 378 — 4,80 — o |~
26 U.T.| 38.5 — 12.8 —_ 405 — 5,000 — 2 |~
27 1.K. 29.4 30.0 9.8 9.9 321 316 4,400 | 5,100 4 4
U AMFMSEZ LD 70, 3EFADIE 7 @MOK Khth,PJﬂquaﬁﬁﬁﬁﬁ*ﬁﬁwﬁs

BB Y — VI LTER LD THD, T
b 6L EOREXHFL, T.K.f,

M.F. fliz%& #

S. BN IELE H. influenzae 6 P. aeruginosa ~DH

TR 5 L Ex bR SEMNTH T T.K A
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patients treated with AT-2266
SGPT S-GOT Al-p BUN |  Crestinine
T i i mg/dl mg/dl
Before | After | Before After Before Afterw 7B‘ef07r:“ After I Befo;e- After
8 6 13 10 39 w0 | 15 | 14| o6 0.6
T | 16 25 22 102 109 7 8 04 | 05
R 1 16 0 | & | 722 | 15 | 19 0.9 07
T8 | s s | 8 | & 2 [ 1z | 15 | o8 | o7
js 9 10 8 72 68 | 10 11 0.7 0.8
- 9 — 17 — 24 - 23 - 0.8
T | 9 16 7 | 28 | 29 | 12 | 10 | o7 | o9
& g | 1 11 10 54 65 12 13 1.0 0.8
T 7 10 12 65 57 13 12 0.8 1.0
n [ n 16 11 53 30 n 9 0.8 0.7
2 1 16 12 38 52 16 10 0.9 1.0
9| 12 16 19 56 48 17 19 0.9 0.9
10 - 15 - 65 - 17 - 0.8 -
12 7 9 10 47 39 14 14 0.7 0.6
10 o 9 10 44 46 16 18 0.8 0.9
- T - 10 11 53 58 11 9 0.9 0.9
9 12 14 16 41 39 11 12 0.7 0.7
13 u | o [ w 43 45 17 21 0.4 0.5
18 7 o= 20 70 59 19 7 | 1.2 1.0
9 10 18 19 52 55 12 13 0.7 0.8
5 | 18 13 11 59 59 17 15 0.9 0.9
R 17 15 67 72 18 14 1.1 1.0
10 14 14 ‘18 91 107 13 14 0.7 1.0
2 - 22 — 59 — 18 — 0.6 -
L - 10 — 34 - 14 — 0.7 —
11 14 15 13 84 67 16 14 0.6 0.7
~17___: 13 14 12 37 41 15 16 0.6 0.7

X 02 ARz OERITH B, SRR LT
&K 1R 300~600 mg, 7 ~15H FEER Lie MBS
KEM.F.§io 2l H D 5-C P. aeruginosa DRtk

b BB T SRR LR L12hS, BRI
R RS, REREOHEEROER, RERKOHE
EXAD, FHS, P2 TN ALDOEHETEH-
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o

QY RO ZRIGHN T 3 X OISt o,
BXIHR DR 6 FITIX, SHITHR), 1HTHEBDORM
Thh, MEEINCS Klebsiella D 1 kDFEML A,
P. aeruginosa, S.marcescens X\ bk Lo
SUEFSCHEREREED 3 Bk, 2 @A H. influenzae, fflid
BRERETH- 7o, Wb E#A 1 B 300~400mg,
5 ~10H MOB 5 CHI&HAL, 7s b WCHRER O HE
YRBTHYTh - 1o ERI6DS2ROBTFOEML, A
JR2 A B X YEEORRENR, BRI B L AH
DREIER Lz bhichl, 5 AMOPIIIRIERTIET S
b, BERTHRIERITRCHIHE LT

T oft, BHPRBRBOREKSR4 FATONTY,
VTR EBEBOEIER I(IE L& 2 bhicic b
bbT, 2AEHOENIERRY B LA
MRERS D 1 GOV T H AFTHETH - 7o
SRS & & 2 FH A B S U fERI220Y, MRIER
THETH O v 4 W ABRPFEH R SRS i/ d R
HTEH BT Lo

REEISE RS 3 61, AR 25D 5
BlaRg L L, 18 100~200mg 1 A 3 @E#L5T5~10
BREMER Lico BIETHAERABRS YT TR D, ERD
BER L o0obo IfEFIS BT, 45T XTTHHT
b b, Klebsiella, E.coli, P.aeruginosa D& RKE
VTR R ERBHER L
BIfER276)4 1 ) (fEGI16) TREOHLEBRERY
BDIDHZTH Y, HAFERAEROBRRERK T,
fEFI9, 23 THREDHFMRINS % KL, RELSB

Table 4 Overall clinical effect of AT-2266

APR.1984

WET, R DUNCHT - TBIRICR B & o4
DiLlsHh 7z (Table 3),

s, fEFI3, 5THALRLAMDOKEL, Bk
BHLAREBONBICLS3DTHD, FHict
DRITER Li3% LT e\

m. = =

AT-2266 3% L <BARRE Nt Pyridonecarboxylic
acid ERGk O BREOANERTHY, BED RAREN
L, SEhi-HEEE e OB TR
HKEZH T3,

bhbh b EHDHE S % PPA, NFLX & H# L1
R, PPA (T3 LIclibk DT XTIt is\W TH A HgiE
HERL, ¥7c NFLX ey L Tix, E. coli, Klebsiella
sp., S. marcescens, Proteus sp. T{LHTR%EH LS
IRRE BB MY /R LTAL, S. aureus, P.aeruginosa,
P. cepacia, Acinetobacter sp. “Cit AxFIh 1 ~¥&
PR DK ChoTco L LTchih, 2EEHBE ¥
AicHE, —BD0 7 7 2BHECHT S MIC 11904
BX5T3hh, S. pneumoniae T3, FOE -1t
12.5 pg/ml AR TV 5,

bhbhuiBa LB ich - 1ohi, &K 100~200 mg 2
IR S o I hREEIE, NFLX oZhichli?
ERERL, »OoEEPLLVIIBHPBTLREFTS
5L B|EINTVWBH, ThbAHFO FREREL &M
MIC r#Ex AR BE, KO RARHERNOETH
& AR T - SRR b AR 2 TR R
FHLBBIDOLEXON, WRIERFER P ORER
B9 % 4T - = (Table 4),

SRR SRR RIS 22 Blch ZEHETRED 21BNHT
AT-2266 OFEHREEIL, HHIS, oEH2, EH1T

i B O EBL EOEBHE85.7% L BHIAR Tho 1o

Clinical Number Clinical effect efficacy

diagnosis  of cases . rate (4

& o Good Fa" Poor | ™ E%) Table 5 Clinical efficacy of AT-2266 on RTI
Diffuse “ classified by causative organisms
bronchioliti 7 5 2 71. -

:an.r nchio ’ "s Q) 4 Number Clinical efficacy
Chronic bronchitis (2) 2 100 Organisms of -
Bronchial asthma strains Good | Fair | Poor

with infection 3) 3 ‘ 100 - —
Pulmonary Klebsiella sp. 2 | 2

emphysema 1) 1 0 H. influenzae 3 3
Bronchiectasis ) 3 \ 100 Haemophilus sp. 2 1 1
Other respiratory | P. aeruginosa 4 3 1

tract infections  (5) 5 ' 100 . .

R R R R R R Polymicrobial )
Acute cystitis (2) 2 100 infections 5 4 |
Chronic cystitis (@) 2 100 Unknown 5 5

Toal  (25) | 22 | 2 | 1| 88.0 Total 21| 18 2 | !
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g, ERAAETENY AV TIBRNCREAOS LML 0OTHD L H L bk,

WO E ARBEE TS B B\ LR SRR EE DRSO L EDORMA S, AT-2266 i2 P. aeruginosa d &is

EAHL TS BRI BRRIR Y ML BRENE 79 ABRERC X 5IPRIBEYIE, KRt SNSRI

#E% 2 Th (Table 5), SR ® H.influenzae  H5VIZABMBURORBBIECH LTI, FOFLL

KR LCRINYDHREALRL, & B P. aeruginosa  THDTHAKOMKHTHL L #2 Hhbo

PHHERRC A RVARRE R LT, (RBMRILET4 5 A H 5584 1 At TR L 1)
REBRRIE VT S AANTBREIETRRD 4 S~ X "

TEHLTHEHTHD, ZOBR, 2460H8%H%288.0 1) #5310 BAR{LEREES RE, FRY AU A D,
AT-2266, KER, 1983

YLrERTHT 2) Rk, —ORFA JIGEER KSR HEESE

AiteRiz 27l 1 I CBREOMLBER 2 Bd oD A NI, KK W O S, sﬂ;[ﬂ},ﬁﬂ:AM-ﬂs B0
b, FRANKOBRREMTD 2 TR S Y THAWAY, BERAIPI%. Chemotherapy 29 (S-4):
ABLLHCHT - BB CRBIIZ ST, ot 835~242, 1981

BACTERIOLOGICAL AND CLINICAL STUDIES ON AT-2266

YosHiHiTo Niki, JIRo HiNo, MAsATOSHI WATANABE, CHIKARA NAKAHAMA,
MasayosH1 KawaNisHI, ToOSHIHARU MATSUSHIMA and RINzo SoEjiMA
Division of Respiratory Diseases, Department of Internal Medicine,
Kawasaki Medical School

Bacteriological and clinical studies of AT-2266, a new pyridonecarboxylic acid derivative, were carried out and
the result obtained were as follows.

1. AT-2266 showed far more superior antibacterial activity to that of PPA against all the bacterial strains
clinically isolated.

The activity of AT-2266 against E. coli, Klebsiella sp., S. marcescens and Proteus sp. were almost equal
to that of NFLX, but AT-2266 was more active than NFLX against S. aureus, P. aeruginosa, P. cepacia and
Acinetobacter sp..

2. Twenty-two cases with respiratory tract infections and 5 patients with urinary tract infections were given
100-200mg of AT-2266 three or four times a day at a duration of 5-15 days. The efficacy of the drugs was evaluat-
ed in 25 cases. It was good in 22 cases, fairly good in 2 cases and poor in 1 case. Side effects were observed in
1 case and it was very slight.

The result obtained suggested that AT-2266 was extremely useful and safe oral antibacterial agent.



