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AT-2266 <383 % ZBH - KA

IMRERLE - HAMK - Mg — - FRMKX - RARE
AR P
AL =R - ILART - TEAREA
£ B 11 ST WA RARBR Pt
WARE - HAR= - RAWLE
4 BB e A B IR B P ot

AT-2266 IZ DWW THEA 7 H IR R RN LU T O R % 1812,

1) VEH : BEMHEOMELT: E. coli, K. pneumoniae, S. marcescens, P. aeruginosa, P.
mirabilis, P.morganii, P.vulgaris ¢ OEM 7 5 ~BHERELISHKIC OV TERAOHEN YR
% ® Norfloxacin (NFLX), Pipemidic acid (PPA), Nalidixic acid (NA) ® % > LI L1,
A#Fix NFLX L H# L, E.coli, K. pneumoniae, Proteus BT 1 B4, S.marcescens,
P. acruginosa TIXFEOBMTH b0 E1INOHTXTOEMTOVTPPA,NA kb 2~38
P IR TH Do

2) BEIRAURK : Bhifk 4 0, QUEKEIRISH, [rERBEK 16, [rEWBRK 16, BHEREBRR
TEREBNELOS, BHERBERE 16, BrERBERE 1 GO HBAOEMERECERZERAL,
BIfERA DI SRP TR EXPIE LI 1 X DL 2L BHRHENRE Lo BRHRIES 14,
BB, LREBHSH, BH7H TS BHHRIL60.0% Th -1 ik, [EKEXKLLDR
HFERBREPETIRCEYHBEY R, BUESERPMESENETIEHRIET LI, MEH
FHHRIBUIE IR TR I NI S. pneumoniae (IREINIcH, BUESEERRESIBEE
TR & t: P.mirabilis (3 S. epidermidis (Z%AX, S. marcescens 3¥¢ks, 2D P.aeru-
ginosa (3 ¥ifets X O° E. agglomerans (R L10 2RO RBEFETCIIENTEN C. freundii
+ E. aerogenes, P.vulgaris+ Fravobacterium+ C. freundii o EEI BH I T XTHEL
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foo RIfFA & LTRE 16,
BtE(E 1 i b ite,

AT-2266 (XK HABELKAHICL > THRARSL AL W
Pyridonecarboxylic acid FHE&ETH 5, AR REANCIER
L. 77 stk - BEECH LT BN 2R TR S RTEA
Thro FHWBEKACEOEALBEOBRIIRIFT, M
PR ARKFIC ER U MPEBNILE 4 ~ 6 BMET &
o FFITEMRNTRILAERBIND C L7 24BFMTHIES
Z%RPICERENDHY,

IOLS IR T HERY BIKIICH 2 BEY 1, B
REEEICHT 25 RRENVED L & bic, BRI %1T-
DT hLORBICOVTRET 5,

1.® R 5 &

1. HRRENIES

FEIR 78l E. coli 258k, K. pnewmoniae 25 K,
S. marcescens 258k, P. aeruginosa 22kk, P. mirabilis
158k, P. morganii 21%k, P. wvulgaris 5BiCHOT
(LR R RERD (X b AHF|o MIC #RIEL,

GPT L& 141, AMmMRMY 16, FEERMMI1H,

P2 —ARFARL

NFLX, PPA, NA roORS: LI, EEEER
105CFU/ml T3 %,

2. EReKE

ABEPEEEBZCAFLRE L, ERHR AR
HRHER, BIERICOWTRE L. BRBFEHER
B - hEERS XOCREFR L 0, 8, HH O0F
%, WHHD 4 BREICHIE Lo ¥ ERBRTALLO
THIEARRE L L1

0o % & &

1. XREANNEN

1) E.coli

AF|D MIC € — 213.0.39 pg/ml iKHh BVWHHE
H#&RL, NA, PPA Ibh 2~3 BHEERT 5D
NFLX X b 1 B4 5 &5 % (Fig. Do

2) K. pneumoniae

A D MIC & — 712 1.56 pg/ml icd b, E.coli B
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Fig. 1 Sensitivity distribution of clinical isolates
E. coli (25 strains) 10¢CFU/ml
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Fig. 3 Sensitivity distribution of clinical isolates
K. pneumoniae (25 strains) 10°CFU/ml
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Fig. 2 Sensitivity distribution of clinical isolates
S. marcescens (25 strains) 108CFU/ml

Fig. 4 Sensitivity distribution of clinical isolates
P. aeruginosa (22 strains) 106CFU/ml
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8, NA, PPA X b 2~ 3EM@Eh, NFLX X b 1B
WL DR TEH (Fig. 2),

3) S.marcescens

AHID MIC i2.0.78 pg/ml~100 pg/ml L Fic]s < 43
RL, £0E- 2120.78 pg/ml & 25 pg/ml icd b —is

BOAMERL, NFLX » HEEOHEThH5 (Fig.
3o -

4) P.aeruginosa
&% 3 LU NFLX © MIC ¥ — 7 (% 1.56 pg/ml i

%bh, PPA

® 12.5 pg/ml, NA o 50 pg/ml CH, LT

ENA-HENERL TS (Fig. 4),
5) P.mirabilis
A#Floo MIC ¥ — 7% 0.78 pg/ml &% h, PPA, NA

X h 2 BN,

NFLX X0 2B 5 BT H %
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Fig. 5 Sensitivity distribution of clinical isolates
P. mirabilis (15 strains) 100CFU/ml
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MIC (#g/ml) |$0.20.39 0.78 1.56 3.13 6.25 125 25 50 100 100<

AT-2266 3 9 3
NFLX 10 2 3

PPA 1 13 1
NA 9 6
(Fig. 5)o

6) P.morganii, P.vulgaris

P. morganii b3 % &K D MIC i 0.2 pg/ml LUF
5 12.5 pg/ml KL, D E— 7130.2 #g/ml
LLFicdh b, PPA, NA Il L 3 BEENICHE TS
5h% NFLX X hoR%5 bR THDo P.rulgarisiZ
%42 MIC (2 P. mirabilis \ox4+% MIC L RARE T
3% (Fig. 6)o

2. FEPRAE

1) ®RIEF

ftigs 4 B, QHEQELRISH, BHESERPEIER
E104] (BHKEXKSH, [LEIBREIN, UFA
HAMGE L2 H]), SRR 16, SHEEMREEE 1L
Bl, SrERBERAE 16, BhERIREHEE 1 4o #3361
CAFI AR Lico BHEITH, A6 THEMITISE):
5815 (P1552.28%) 1T X ATVA (Table 1)o

2) BEHE

LHAREONLUNCREOR S Lo 1E0.2gx 1H
2 @5 164 (Case 5), 0.2 gx 3[E3R2BITHD, &5
A¥ut 3 B~288 (F59.50), #H#5H&i%1.8~16.8
g (P85.6g) TH%o

3) HRHIEELRE

22 (excellent) : AFIE 5 H 7 BLIRIC T XTD H
- M EAER DMK LERALHEZEDO AL RIZ S D,

A% (good) : 7 ALURIC BHh/cED Abhicd
Do

APR.1984

Fig. 6 Sensitivity distribution of clinical isolates
P. morganii(21 strains) & P. vulgaris(5 straing)
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() P ovdgoru

LAY (fair) : 7 BLRICBEOHENLLRLH
Do

&% (poor) : 7 HLARIEHZEDHKLNILh 130,

4) FEIKZHE (Table 1)

fihige 4 ITIED 1 G, ABH2H, HEREIATS
o too AHABXRISFATIIEDIF, LB
2 2 GITHBRITI.3% Th - 1o [BERMK 1R
A%, AMWEL 1 FIIEHTH -1 BHTERRE
AEMEIR TS 45, CPEHIA, KHIAT
»HH 40%®ﬁﬁ1$'@3} -1 %ﬁﬁ%ﬁ*ﬁ 1 ﬁumv
PR IR BRIRAE 1 BUZIER T do - 1o SEEMIITIER
16, AHEE, RS, BT 6, WETE]
BT H HRHI160.0% Th -1

5) SEENEEFOBHES XUBERSHR (Table 1)

Wefds X ORA X b FIREAHEE T X LR TAT
55, Case 8 ZMGBERHKT S. pneumoniae R
NARIBRSIC X D BE S WERINCHRTH - oo Cae
21 BESE XK T P. mirabilis HiH ThAEHIRSC
X b S.epidermidis \ERA Lt h BRI AT
% 1o Case 25 K/FKHIEIET S. marcescens Higtt
ShARIBSE Lions, MBI X CRRICENTS
1o Case 27 K& PKIELE, Case 29 U'¥ Aﬁemﬁ’?
KR T3 P. aeruginosa A X hETER E. aggle
merans CERR, HEIFHHEL, CaRTH, B
KA B Th - 7o Case 32 2 R RRET C
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freundii, E. aerogenes MR Eh, ME¥EN, WKW
KB TChHoTo Case 33 W RBRIEET, P vul-
ganis, Fravobacterium, C. freundii 3k X, P
SR TH - P ERANIIER TH - 7o

6) EIfeR

BRI L LTREN L fADI, Case3 41, &
Hifk AR 1 H0.2gx 3H, 3AMEBLHK L5
RERHBL, B5EHRELR. TORBEIKEET
ERITFBTHBAEHR L ORRBRIFEHD L £ 2
1

7) BFRREE~OHE (Table 2)

BRREE~OEBYREL TR 4 FlabRy 72296
R LI ZFVFER L E2 GhABRBREBORN
itaflicirbhice Case2, ZAF1H200mg, 1H3
@, 14 BEE X b, BH5HiGPT 13 Tho 7o,
BREBORER Lico TOEDBREL Th Tk,
Case4, AH|1[E200mg, 1H3ME, 1AMEECE
h, BEREIMRES, 700TH - 7 B 5142, 80012
Lo £0HOERI 7 H B123,000, 148 Hiz2,700%
HOBRROBEZ I RSN TR FRUBIIRESH
Twitlye Casel12, AF|1[@200mg, 1A 3E, 7H
MBSk ) BETFRERE 296 Th - fo A B 54 632
REALI Z0HIBKEINR TV Case 27, &
A1E200mg, 1H3ME, 15EMBEFTHE. HE
SHEEE — A A7 A MIBEETH- o, BERT
MY, £ 08108 B SBETH - 7o ELEOK
FZIR T\, 7rds Case 16 CALNICARMER » B3
MR - MMRDBWA AR SR 5 X iR o
YRCEER LixE L bhinys (Table 2)o

. m. # 3

AT-2266 X L <BAR S hic BOAARNEFTH
DEDHBAR 7 + 5 MAL, *HHENERAROT
B3hTV5 PPA, NA T L THBER TS L\ b
WTeBY, bihvkbh bR RO A BEKIC OV TE
HofiEH%HEL, NFLX, PPA, NA OFh Lk
BMLok#ix NFLX 2 J#kL, E. coli, K. pneumo-
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niae, Proteus BT\ 1 BYfk4% b, S.marcescens, P.aeru.
ginosa TRXFBOBMTH Do L RO TR TOEM
IZOWT PPA, NA L b2~ 3Bl RRTH %0
20 X5 Ie@n - BTk b oRK ORRRE T oA Ak
ERIT D10, fifide 4 4, RMERWZHRI56], SrERY
1160, SN 1 G, M SOURSE RN EI06,
S SRBEREILEE 1 4, MBM:IRBEREYLEE | SOOI DA
RRERECHH LR Lo £D 5 bEIERA DI HRT
THREEPRELI 1R DOF 2 X RRYIESIRE L
Too EORRIL, Ik, REEIHLL L ORMEIERE
RIFETIIEVEHRTH - 1003, BHSERRES N
HETIIHRRIMET Lico 2B TIX60.0%DHEBHET
botee MEFHBHRIAERELSTHRES AL S.
pneumoniae IRE I Nich, BUESERLEREME
TR Xtz P. mirabilis i} S. epidermidis 354X,
S. marcescens |3 ¥i#%, 2D P. aeruginosa |3 ¥5fEEs
XU E. agglomerans [ZXROERTHD, FFZE
hoDEIH LTI BN 2R, BEKERR
YEBERB L TH00, BRECHIRBRENDh ST
LB Do 2 BIORBERIE TRt h TR C. freundii
+ E. aerogenes, P.vulgaris+ Fravobacterium+ C.
Sfreundii OEEEH R ENIATRTBEER LI B
e owTL, 18IRBEERALhE S hIELT £
DROEBIINETH S o RRREMORE & LTGPT
EH 160, BnREA 16, FERRHEE 16, 7—4sA
7 A MR 1AL RI, L LEDOREEIIBEE
TUWTh bR ERTRE T 5 oo
BlE, AFGABBRERRICHRA»OR2EDRE
PDEEZ LN
(K HaHAR - BMS7TH 4 A ~IEMS74E11A)
X 3
1) #31EAKRCEREF KRS, FY v £o v Allo AT-
2266, ABk, 1983
2) BARERE¥S, MIC NEEKERAS - BORER
1HiRAE (MIC) RIEHEICSV To Chemotherapy 22 :
1126~1128, 1974
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FUNDAMENTAL AND CLINICAL STUDY OF AT-2266

MasaHiTo KaTo, Kunio Nanjo, JoicHt KaTo,
Kazuo YosHiToMmo and TosHIHIKO TAKEUCHI
First Department of Internal Medicine,
Nagoya City University Medical School
SaBURO KiTAURA, MOTOKO YAMAMOTO
and HipEkazu HANAKI
Department of Internal Medicine,

Nagoya City Higashi General Hospital
TosHiYUK! YaMAaMoTO, KANZO Suzuki
and AKIHIKO KisHIMOTO
Dapartment of Internal Medicine,

Nagoya-shi Kohsei-in Geriatric Hospital

The antibacterial activity and clinical efficacy of AT-2266 were investigated. The results obtained were as
follows.

1) Antibacterial activity: AT-2266 and the same class of antibacterial agent, i. e. NFLX, PPA and NA were
compared with each other in terms of antibacterial activity against 138 clinical isolates of gram-negative bacilli,
such as E. coli, K. pneumoniae, S. marcescens, P. aeruginosa, P. mirabilis, P. morganii and P. vulgaris. The MICs
of AT-2266 for clinical isolates were 4 to 6 times lower than those of PPA and NA for all tested bacteria, 2 times
higher than those of NFLX for E. coli, K. pneumoniae and Proteus, equal to those of NFLX for S. marcescens and
P. aeruginosa.

2) Clinical results: AT-2266 was administered to 4 patients with pneumonia, 15 with acute bronchitis, 1 with
acute tonsillitis, 1 with acute laryngitis, 10 suffering from an acute exacerbation of chronic respiratory tract infection,
1 with acute urinary tract infection and 1 with chronic urinary tract infection, or a total of 33 patients. One patient
who discontinued treatment during the course of the study owing to side effect was excluded from efficacy evaluation
and the remaining 32 patients were included in it. The clinical response was rated excellent in 1 case, good in 19
cases, fair in 5 cases and poor in 7 cases. The success rate was 60.0%. The success rate was higher in patients with
acute respiratory tract infections such as pneumonia and acute bronchitis but lower in patients suffering from an
acute exacerbation of chronic respiratory tract infection. Bacteriological examination revealed the following: S.
pneumoniae, which was detected in acute bronchitis, was eradicated; P. mirabilis, which was detected in acute
exacerbation of chronic respiratory tract infection, was replaced by S. epidermidis; S. marcescens persisted; P.
aeruginosa persisted in 1 case and was replaced by E. agglomerans in another case. In 2 cases of urinary tract
infections, multiple bacteria were detected, i. e. C. freundii plus E. acrogenes and P. vulgaris plus Fravobacten-
um plus C. freundii, and all these bacteria were eradicated. Side effects observed were eruption in 1 case, ele-
vated GPT in 1 case, decreases in the number of leucocytes in 1 case, increased eosinophile in 1 case, and positive
coombs test in 1 case.



