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HEOBHRMB L b L 7= S. aureus 398, E. coli
36%, K.pneumoniae 24%k, P.mirabilis 28%k, P.
vulgaris 128k, P. aeruginosa 408k AT-2266 i3
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S.aureus 209 P JC » E. coli NIHJ JC-2 o535 =
hb S MOERAEED MIC R L 7o

RRMERE B A LR SR O » L D,
Mueller-Hinton agar (3:BF) YHAWEERXERAEREC
L 947\, Mueller-Hinton broth (Difco) —&IEE B
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S. aureus 209 PJC Zx+5 AT-2266, NFLX, D
L-8280, PPA, NA © MIC i3, *h¥h0.39, 0.39,

0.2, 12.5, 50 pg/ml #7;”L, E.coli NIHJ JC-2 &
%4% AT-2266, NFLX, DL-8280, PPA, NA ®
MIC i, ¥HhEh 0.1, 0.05 0.05 0.2, 3.13 gg/ml
’27T< L7

EapR4rMERI D AT-2266, NFLX, DL-8280, PPA,
NA 3 521l Fig. 1~6 WRT Lk D Th
%o

REMZRE L I-2E/D 5 b, P aeruginosa d 1
BABR\T, FXT3.13pg/ml LATFD AT-2266 i X
HREIVMIEXh, BRIUSHOC— 22, S. aureus
“Gi%0.78 pg/ml iz, E.coli Ti%0.1pg/mliz, K.
pneumoniae ¥} X O° P. mirabilis “G{¥ 0.39 ug/ml i,
P. vulgaris Ci% 0.2 pg/ml i, P. aeruginosa Gi30.78
pg/ml CBD LN,

AT-2266 DHE/IL, PPA R X O'NA kg LT, 3
RTCOBPREHKIC OV TELDTTIRT B8, NF
LX 35 X0 DL-8280 ® i1 L1k 2 ~ 4 LD ZEic
LY¥D, BRI -T, 3BEDHENIDEI DIRI
ERINAD LT,

H. B K & &

1. TARRIRLH U SE

19824 2 A X b AF11A O KERHiAS—AH, %
BRBeARHs X UFIRHLABRABHC AR S 5\ i3EE:
LicatmmEg 1 6, SERIEXX 40, BHESEXL
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Fig. 1 Susceptibility distribution of clinically isolated
S. aureus to AT-2266, Norfloxacin, DL-8280,
Pipemidic acid and Nalidixic acid
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Fig. 2 Susceptibility distribution of clinically isolated
E. coli to AT-2266, Norfloxacin, DL-8280, p;.
pemidic acid and Nalidixic acid
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Fig. 3 Susceptibility distribution of clinically isolated
K. pneumoniae to AT-2266, Norfloxacin, DL~
8280, Pipemidic acid and Nalidixic acid

Fig. 4 Susceptibility distribution of clinically isolated
P. mirabilis to AT-2266, Norfloxacin, DL-82
80, Pipemidic acid and Nalidixic acid
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Susceptibility distribution of clinically isolated
P. vulgaris to AT-2266, Norfloxacin, DL-828
0, Pipemidic acid and Nalidixic acid

Fig. 5
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Fig. 6 Susceptibility distribution of clinically isolated

P. aeruginosa to AT-2266, Norfloxacin, DL-
8280, Pipemidic acid and Nalidixic acid
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REOMBYECL T, MEENBROUTELREL 1o
—%, AT-2266 DEIfFRAED B2 BN EL T,
BibRERD BEYTH & & e, AT-2266 #5431
ORMMES, T - BHEE, RETRL X ORFEL AR

ROEHL 7o

2, K &

AT-2266 85 2261 DIRFRRAF L Table 1 1Z/RL 7z &
K0 Thbo 226 AT-2266 DR LEMNBREB TITA
TbIBFHITE X b st Ui 2 G R BR 7o 206 DEEER S
RIBH LG, ARG, B4, B2 ThH

b, MR, BMNKIH, WMONK 26, FE1
Bl, THEHTH - 700

BT, #EOWTREBOEEY ] 5o

i1 e, %, arEEs,

ROEE, MROWEES, WM, WMy HL, EERAE
%, AT-2266 #51c X b FERIZIYSR LTco

ER2 s, &, swaELk.

P57 AL DB, HERETRL, AMPC Bbic X bR
R-BRR LA, #14ANE D EOBH, BREH L, K
PO, s x b H. influenzae %538 7o AT-2266 H5
KLY 4Rk ICIERIZIEIRIE(E L, DKL BE, Wefke H.
infiuenzae 4k iz,

B3 s &, smams,

O2 N0 L DR, WA S & OB IR LT AT-
266 OREUMIL LTy LinLishis, REMRE, RERIE
RELONY, ERRROTMECS Ly L il A
T-2266 DREAHTHI D, AT-2266 DIBBERD¥IT S HBIA

4 768, &, SEAETHK

#7 1EMA X bR, AR, AT-2266 b X b B,
BRI OPBIR L2, CRP, RILEOKERROIH, %
AR LHIE Lo AT-2266 B 5BAMAR], WXL D S. pneumo.
niae r S. aureus W 4yHE LT\ Jotd, AT-2266 5k b S.
bneumoniae (34K, S. aureus I LT0

EBI5 70, &, ARSENS.

FI10B AT X b RREBREERICS 98\ T B . "B DK
IMTEALBDONSLA o 1ot CRP (+) Dicdd AT-2266 %
Bh Lo AT-2266 512X D CRP (XA%AL L7ch, ERIKEE
ROBEHEH TiRie\odic, PR & HTE LT

fEBI 6 67, B, BEKELH

WIOERT X DT, WROHBEATWERETHB, #3
yARIL PRSI L, KETERED WML TR,
AT-2266 BE4C X b WEEEERE KAl X b XM S Lo
», BREOWDIIEATHL, LPAMLUTE LI ki,
R X BB RRE Y LA T

fEGIT 722 B, BEKELL,

I TERE DB, WBRERL T, M1y PR ok

B, ARUERHEHM L, RIMEER LB L TR, AT-2266 #

S X D BERIERIERCHEL, EihD H. influenzae i,

Wk Lo

EFI8 7%, B, WEKEIR.
HISFEAT X DR, R, TREESHE LTI K15

Bl b fEROWIES b CRP 4+, 7Kk 1 FfEIME 60 mm &

BAEUcfod AT-2266 245 Lico AT-2266 13244 1 [@ 200
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Table 1 Clinical results with AT-~2266
Come | Age | Dingnoy | S0 858 Cavsaive | ypegionon ] Batericlogical |
No. ng Diagnosis :::i;:d/or compli- organism Vl\tlied}caAtjo—nﬂ jeffect | effgctr - g Side effect
7 X \ ) Hypertension ) x 4 T
1 6};.7 A]-cl:ute i Essential ? 200,;2‘ . Good ? -
) P aryng} ’f haematuria ) “?’_w R D
53 | Acute _ 3 | 200mgx3 .
2| F | bronchitis_ Hoinfluenzac | "o days |Good| Bradicated | —
54 | Acute _ 0 200 mgx 3 N.D
3 _F | bronchitis ~ ) _8days | ") N.D.
Persisted
4 76 | Acute H . S. aureus 200 mgx 3 Fai (S. aureus)
F | bronchitis ypertension S. pneumoniae 14 days 811 | Eradicated -
(S. pneumoniae
70 |Acute : 0 200 mgx 4 . 0 k _
5 F | bronchitis Hypertension 7 7 days Fair ! .
67 | Chronic . o 200 mg x 4 . 0 1
6 M | bronchitis B - 14 days Fair )
72 | Chronic . . 200 mgx 3 Eradi -
" M |bronchitis |Hyperension [ Hinfluenzac | Ty gqy, | Good| Erndicated ‘
. 200mg x 4 .
8 ;; l(;:r};:)cl:ictis — S. aureus 2002::?3 Good | Persisted ts::;:n::’
- 14 days
68 | Chronic _ . 200 mgx 3 . _
__?. M |bronchitis | {) flfzgif"i’ii 12 days Good ‘l?iadlcated R
62 | Chronic _ . 200 mgx 3 . .
_10 F | bronchitis B K. pneumoniae 7 days Good | Eradicated Thirst
50 |Infected . . 200 mg x 4 : _
11 F | bronchiectasis iy;jeﬁrt:xlslon B f( fweumonuie_ 10 days Good | Eradicated
Vertigo,
Hypertension Headache,
12 56 Infecte.d . Paranasal H. influenzae 200 mgx 4 Poor 9 wa
F | bronchiectasis sinusitis 8 days Tonce,
- _ T tal anxiety
70 |Infected Old pulmonary 400 mgx 4 Excel-
13 . . tuberculosis E. cloacae Eradicated -
M | bronchiectasis Diabetis mellitus 7days |lent
14| 74 |Infected pulmo- _ 0 200mgx3 | po o ) _
M | nary emphysemal B L o 2 days -
29 : 200 mgx 4
— ) 2 —
15 M Pneumonia ? 14 days Good ?
75 . Old pulmonary o 200mgx 3 9 —
_1.6 M Pneumonia tuberculosis 7 7 days Good 7
S. aureus
17 7; Pneumonia Hypotension S. pneumoniae 2007r:g x4 Good | Eradicated -
B E. cloacae 17 days
60 : . 200 mgx 3 : —
) 9
18 F Pneumonia Old pleurisy ; ) 22 days Fair 7 T
32 . .| S. aureus 200mgx 4 icated Y
] 19 | F Lung abscess Bronchiectasis E. cloacae 28 days Good | Eradicate T
32 | Pulmonary _ 200 mg x 3 icated -
—?0 M |tuberculosis (S. aureus) 14 days N. D. ((Eradicated) .
Eradicated
82 . ... | Senile dementia | S. faecalis 200mg x 3 (S. faecalts) -
2 F Chronic cystitis Parkinsonism P. mirabilis 9 days Good Diminish(_id'
(P. mz'rabtlzs)________/
A e bl e B
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ngf, BAKIRAWNO LA 4B LR, EREELE
iokd, 3BBIVER%O1AIEBFCER LT, HE
JEAoREE X ) EREES MR Lo AT-2266 B5ic X
pERIERD HEY B, CRP LM bR Ao, ERHPO
S. aureus OHEKE RSB & LIX TR » o

£EWO 68, B, BEREZL.

HER L VBEAERSE BIFSh TV W27 ARXY
SYHEEERSS ), EEICTERE & LTHRERS AT R, 38
CanRRELRITL Sy, BUBLRERC W THEC R
BYLERI NI E LTABR Lico ABR, %X D, H.in.
fuenzae XML, TIPC Bebic X b MigehRMi TR L 1oht,
B X - THRINL, WEELY P. aeruginosa % W
Br5kirotetzd, TIPC Xk L, AT-2266 OB 5CEE
Li AT-2266 S5 HERTECKEL, 1 AMBICITER
RFREAE L, Wgeh P. aeruginosa HiHK LT,

AT-2266 #5584 1 BB OXR MR CHRRNS (AM
R 7,200, FFREER 15%) R, 2 HMBicik AT-2266
REREC b Wb FRREGERECR L (BORK
7,200, THERR 5 %o

P00 62, &, BE[EIH

b AT OB, BREF LTI, & 1EMEX D
W, %S, TPREEE SHE LI, AT-2266 52X D
FRTSECBIRL, LABKIIBRIISHEEL. itk
AT266 54 BE XY MB X FAH X 5Kcxh, 7AHMT
AT-2266 OB 5 F ek Lic &5, BACIIOBIIHEA LI

BRI S0, &, BYd it REXIRE,

¥16 7 AT, %, BWRAHBEL, BV RREOER, M
fr3Mah, EM, AMPC, DOTC 7t r##b53h, v
BRI ) HER 2T o BHRIIEE L TV 7o #9147 A
BX ) REEEG ORI, BRMOMALRZD X5 it kot &
BLi, AT-2266 #5814 3 ~ 4 HEBICIEREMP L, ¥R
RHER RS Rz, BHEHBD K. pneumoniae (Zi% L1

EPI2 s6R, &, BHKPE oL IRE

H35EM L ) AhE o SESHEEOFEY Blxh, H
influenzae DGR K LTV oo REBROR IR Bodicicsd
AT-2266 B uBAMR L 7o AT-2266 #4457 H B D%, FE%Y
B2, REFH 2 R0HECES, R BLORHL, ARA
IRBELRRRS Ui, HAZBRMEI~110 mmHg, A%
NHSRBYE 700w — o ADRRBLYNTE N, SRS
RIOERIM i Mk Lok OBEL R0 KEANT
KRRMEL S LTV e, NRICHS HARRE L b EE
EROMBILR L %4 b, 362 0 RRBGIZLT LS
RTRRcv, T EROGERIE & FFFic AT-2266 OIRFI
FELRE, sibRpic o) 5 MREROSFIZ LS, B
ARBLRG ¥, SRR HBEORENER SR TRS
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¥, WA R HE LB h- oo

fEGI18 70, B, MMk fho AW STHARIE,

#20ENT X ) QUURRERY KM LT\ 5 BETHD, 4~
5 ARTL B, WEEHL, WBVRRTHES, 98AXD
ISR & & DR DD M BME L Badrc, KERIX FKVic
X b AT-2266 % 1[d 400 mg %8, 1 H 4 @5 LIcAt, B,
B ECHICIER L, 1 EEOWIN LRI T AT RFORIMY
IRERICIES, T LY Lico W X D IABRRY E. cloacae &
DRELTWIA, L ARICINERIEHIR ¥ - o R bRith-
7o 763, AT-2266 © 1 A5 1,600 mg Tdho i, Al
PERIZE o 2o Abhicdos 1o

fEGI14 4R, B, BHowtE- gl

45ERT X DIHRNE 2 BT S hoT Ve, R LAMIATL D 38.8
C DFM, EFHmM, FREGENRDIDABE LI, AT-2266
D5 2 BMT - e/ MR L, [REEFRITD 2 - T N
HARRLI=DT, 8% L¥ML AT-2266 D& EFX kLo
feds, WERX DA LRRE Y WL oo

EFILS 208, B, Mk

I 2:8MAT X » 7%, EREEYHLd X5y, EERE
T3 LEROHB/CZ LV IcDRB LIz DIBR, W £k
MrFiz, RBVRETIETHCRBMELRDIK LB,
AT-2266 X # 5 Lico AT-2266 #5504 3 AT, K
M bHAL, 10AEROKTVRIRTIL REBEOMALR
iz, B X Y HO T REREL M LB 1

fEBIL6 75X, B, Misto

#117 BETL bR, &9 1EMBTE h B, EgeE,
IR RS B Liciod B L. ML HRTE THCRE
HaBOML LI L AT-2266 %8s L1z, AT-2266 #5451
FMBICEERDY % » fo K R LTcied BEIRBELIcd» o
2, 2EEEREF OB UV BRR T IR E - oK HR
LT\ o RV T S EREY AR LB -7

EFINT 728, &, Biitko

4 HATL D 39C ORMEFLD L 5D, BMVRRTE
THCBEEYAD, AT-2266 %5 Lico AT-2266 #453
Atk X hE®, 7 QRIITERIEREL, BH, W& X DiE
RbE > MR LA B VvRERET 2 B8RKC T ) TIR
Lictesd, AT-2266 #5417 BTk Lico AT-2266 B 55
B b 3BMEOREVRETIZ, IFELSCIHRIER D Mk
BT TAEEHIARET, R L D S. pneumoniae,
E.cloacae 5} M LTohs, AT-2266 BhrhiBacit 3Tk
L7

fEGII8 60i%, &, Mo

#93 BRIETL b 38°C ADORMEHEL, LRI THIE L RIKE
* 5 Tt L 2W, BAZZ Lo L3 AL DRMTITC
BLBRL T, W, ERERL, RELRRTLETS

S. aureus,
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Table 2 Laboratory findings before and after administration of AT~2266

— — —r‘-——‘
Case No. |RBC x10¢| Hb g/dl WBC GOT GPT Al-p BUN | Creatinine
) B 461 14.0 9,600 14 1 9.4 8 1.0

A 426 13.0 8,800 15 11 / 12 0.5

3 B 451 13.9 4,900 18 12 6.6 17.7 0.7
A / / / / / / / /

4 B 518 14.0 9,500 22 14 7.8 17 0.9
A 498 13.6 10,400 15 9 7.7 18 0.8

5 B / / / / / / / /
A 434 14.1 8,900 21 11 10.7 21 1.2

6 B 425 12.6 8,100 28 25 7.3 15 0.6
A 433 12.7 7,700 26 21 7.6 17 0.9

. B 380 14.5 8,500 46 30 4.4 32 1.1
A 387 14.8 6,800 42 26 3.8 15 1.2

g B 425 13.6 5,500 16 11 4.7 / /
A 449 15.1 6,200 18 14 4.2 20 1.4

0 B 448 13.4 7,800 14 12 6.4 13.6 0.5
A 439 13.4 7,200 9 6 5.5 12.5 0.5
1 B 487 14.5 12,200 12 6 8.8 12.2 0.7
A 480 14.2 7,600 13 7 9.1 9.0 0.5

I B 388 10.9 4,700 22 16 7.6 13 0.9
A / / / 23 23 / / 1.1
13 B 422 14.7 13,700 37 22 7.1 14 o.9_'
A 379 12.8 7,400 25 14 7.6 14 1.0
14 B 418 14.9 8,100 24 25 7.1 15 0.7
A 412 14.2 10,100 23 18 6.5 / /
15 B / / / 20 22 5.1 12 0.9
A / / / 23 17 5.2 / /
16 B 375 11.7 8,200 28 14 7.2 11 0.6
A 437 14.3 5,000 27 16 6.0 7 0.6
e B 334 11.8 9,800 12 9 2.8 14 0.7
A 351 11.3 3,200 22 13 3.0 12 0.6
5 B 382 10.9 8,800 / 4 / / /
A 407 11.8 6,700 10 7 8.3 17.3 0.6
2 B 478 14.8 6,400 43 41 4.4 19 0.9
A 506 15.3 5,600 27 22 3.8 19 0.9
5 B 364 11.3 5,900 10 18 6.2 14 0.6
A 372 11.7 4,400 20 13 6.4 11 0.7
e

B: befor treatment

A : after treatment
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CEBEp LRI, AT-2266 BH1C X D BRERIBEICHH
Lt 188 HORBVRIRICI VT OIS B9 2ot
LRI B0, POHH L Lo IREIITHICM - 70

£M19 2%, &, MR,

ofdl, WLBE (ETH) A, DI UE kR
FYRL, BASEKEYREL T 5BETHD, #2:HM
HLoBEFASEINL, BEVRET, ETHECREREY
Girt, WELY S.aureus b E. cloacae % FRM x LTS
Wit AT-2266 Sr55RMAHE 8 ~9 B HickX WEE X JrilRiE(k
L, BAMORERL X - TRIEOTRME, B VRN ON
% FDIC,

£H20 323, B, Mk

FRBCELT, AR EBELIERIAZB LI
BUEROBEHNSH D, WKL D S. aureus oM Mo lobfi
tREEL#Ex, AT-2266 #BE5 LI, AT-2266 2 BHOH S
kLY, BEHO S. aureus (XHK L ANl v MATR Ok
BAGILT, EOROERYL 0 MK E DI, SRR
X 0BV R Lo AT-2266 DEIRHE L DAL

fo

W21 8o, &, BB,

RARECTAR, RE»7— 7L ABP BT ERL
120 AT-2266 B 5ic & DIBRIZINA L, RO S. faecalis §
BELIH P. mirabilis (3| E Y ¥ 512

M2 2R, &, ¥+ Sz r—B,

FI2AMRTL D TRIDEEL, (EX D Campylobacter sp.
YL, AT-2266 5 Biflo#r & & h EHRIE#HLL, Cam-
pylobacter sp. & Lo

Bt 228icoT AT-2266 Sy baiic B L1
REERHIL Table 2 1R LIc L 36 T Do FEHI 91T
BT AT-2266 Hrmhic— B DIFR RS DD 5
neblt, AT-2266 H&icBEE L C, BRREBEOR
LA § BYREETF T NN

ARG 8 I g\ UREIRRESE, fEMI10 3\ C O,
EfI2CRHNT, R, B, B, BARRYHRL
M, AT-2266 5100 5 RERIGIZRD S ieds - 1o

II. BERST(CEE

AT-2266 13, FEMBECHLT, BE-RCHEAS
RTOBARABERC B LT3 5 I\ B &R
L BOBEROMLE X b ORI 27 b BIFTHS
LN ThT B,

SRR L RBRA M OB R 2B &, RSN
BIRBEL 1= 1798k 5%, P.aeruginosa ® 1 ¥R\
T FRT3.13 pg/ml LA F D AT-2266 ik b SEH A
EXBDER, £WE DT AN DR S Ll

AT-2266 ¥REUSfERIL 2260 ChHBA, D5 b
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FUNDAMENTAL AND CLINICAL STUDIES OF AT-2266
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Department of Internal Medicine, Tane General Hospital
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AT-2266, a new synthetic antibacterial agent, was investigated and the following results were obtained.

Out of 179 clinical isolates, i. e. 39 strains of S. aureus, 36 strains of E.coli, 24 strains of K. pneumoniae, %
strains of P. mirabilis, 12 strains of P. vulgaris and 40 strains of P.aeruginosa,the growth of 178 strains were
inhibited by AT-2266 at a concentration of 3.13 pg/ml or less. The peak of sensitivity to AT-2266 was 0.78 ptg/m]
for S. aureus, 0.1 pg/ml for E. coli, 0.39 ug/ml for K. pneumoniae, and P. mirabilis 0.2 pg/ml for P.vulganis,
and 0.78 ug/ml for P. aeruginosa.

AT-2266 was administered in doses of 600-800 mg (1,600 mg in only 1 patient) daily for 2-28 days to a total of
22 patients, i.e. 1 with acute pharyngitis, 4 with acute bronchitis, 5 with chronic bronchitis, 3 with infected
bronchiectasis, 1 with infected pulmonary emphysema, 4 with pneumonitis, 1 with lung abscess, 1 with pulmonary
tuberculosis, 1 with chronic cystitis, and 1 with Campylobacter enteritis. Of these patients, 2 were excluded from
efficacy evaluation. Out of the remaining 20 patients, 1 showed an excellent response, 13 good responses, 4 fair
responses, and 2 poor responses. Neither side effects nor abnormal laboratory findings due to administration of
AT-2266 were found except sleep disturbance in 1 patient, sleep disturbance and mental anxiety in 1, and thirst in
1.



