CHEMOTHERAPY APR.1984

AT-2266 <883 2 BRI s & O I B AR 5t 5 BRIR UM

LM — - BRI E - FERWT - HREE - RRIEX
ALK - MERE - @ O - WELR - EEFSH
BT - RIK— - A E - BF
RGP BN =R
R —X - EIFRT - ILOE=
NSRBI A
M BR - EIET - NRRE - BYRE %
MERT - ¥ EX
REGKL RPN IHBIREN

FEY Vo fvRRIER AT-2266 OXBNHE R X OFRBPERRFECHT 5 BRORH
I, ROBERYBI

1) S : BERSKEBR343RIc OV T AT-2266, NFLX, PPA, NA o MICfli%, =1 7=
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2) in vivo FIEIfER : M. pneumoniae (Mac) DRREY =1+ % AT-2266 O AEHEY &
Lo ~aAZ—iZ M. Pneumoniae (Mac) %*"/RERY{ X, BEHE7HE X DERFIICER
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BB, #5 2RMBRIC0.5~3.0 pg/ml KEL fo WBRRBEDOC— 2%, B2~ 4550HA
12.0.7~2.6 pg/ml OREH B BT,

4) FRIBEPE KT DRI L OBHEA - FRAVERYIE280 (Mhisk 8 4, IUKEIX 1A,
BHSEZ KN, [EXIRE 26, CEARAMKE K1) ¥aRe L, xFAOEKHR
LEIFRIZOWTRF Lico %) 161, HRI561, HM66, EH46, HERE2HAT &
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Fig. 1 Chemical structure of AT-2266
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Fig. 2 MIC distribution of AT-2266 and other anti-
bacterial drugs against S. aureus (30 strains)
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Fig. 3 MIC distribution of AT-2266 and other anti-

bacterial drugs against S. faecalis (30 strains)
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Fig. 4 MIC distribution of AT-2266 and other antibac-
terial drugs against H. influenzae (43 strains)

Fig. 5 MIC distribution of AT-2266 and other anti-
bacterial drugs against E. colz (30 strains)
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6 MIC distribution of AT-2266 and other antibac-
terial drugs against K. aerogenes (30 strains)
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Fig. 7 MIC distribution of AT-2266 and other gny;

bacterial drugs against E. cloacae (30 straing)
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Fig. 8 MIC distribution of AT-2266 and other antibac-

ygenes, E. cloacae, P. mirabilis, P. vulgaris, S. mar-
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terial drugs against P. mirabilis (30 strains)
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Fig. 9 MIC distribution of AT-2266 and other anti-
bacterial drugs against P. vulgaris (30 strains)
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Fig. 10 MIC distribution of AT-2266 and other antibac-

terial drugs against S. marcescens (80 strains)
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Fig. 12 MIC distribution of AT-2266 and other antibac-

terial drugs against A. anitratus (30 strains)
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Fig. 11 MIC distribution of AT-2266 and other antibac-

terial drugs against P. aeruginosa (30 strains)
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Table! MIC of AT-2266 against M. pneumo.
niae standard strains and clinical isolates

(ug/ml)

Strain MIC

Mac 5
FA

5
Yamamoto 5
Sato 2.
Nakamura 2.5
Yamada 5
Nakaka 5
Yamaguchi 5
Kiuchi 5
Tachibana 5
Honda 5
Yamazaki 5
Numata 10
Imai
Fukuhara
Kondo
Yoshida
Kawakita
Matsuo
Takeshita

(SIS LB o) B 5 B S B B ]

2. invivo HH{EA

1) KRFH®E

M. pneumoniae EE¥EFE (Mac) ¥ABME L L, £%3
BAAD bR F - BROEICRKBERR S, QBT H
BXb, AT-2266, Josamycin (JM) iZ X 5455 % B4
L, Bk 7, 8, 11, 14, 17, 20AICFNEN 5L
DERL, MADEEZREL oo BYEREIX1.5%10°
CFU kL, ¥Hosks&ix AT-2266%4.5 gm/30g/
H, JMiZz9mg/30g/BH&L, 1H1EEAHESYFT
-7

2) KRR

M. pneumoniae (Mac) B X o~ n R KX —
Txt$5 AT-2266 DR Y IM & L LCFig.13
TR IM BE5HCIIMNERI BB TH
PHRBPEAN LA, AT-2266 HEBTIIN
BRCHEXTINERRCPRIERA R AL DD,
FERERZDOLRILD - T

3. I X O BEKHIRE

1) EBH%
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Fig. 14 Sputum and serum levels of AT-2266
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Fig. 15 Sputum and serum levels of AT-2266
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Fig. 16 Sputum and serum levels of AT-2266
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ﬁuf‘})o o

$EFHHER 1 [E100~300mg # 1 B 1 ~ 3 @RAKE
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Table 2 Clinical effect of AT-2266

Name Clinical| Dose Chest # Side
No. diagno- | (days) | Isolated organism | B.T.,, WBC, CRP, ESR Effect | effect
Age, Sex, BW.|gig Total X-P remarks
1 M. Matsumoto| Pneu. 20?1’:3)’( 3 No sputum 37.6 9'00(1 6(+) 70 Markedly ) )
41y.F.60kg | monia | 8.4g 37.6 6,300 (=) 28 Improved
7 . . 200 mg X3 Normal flora 37.2 6,400 5(+) 74
9 S. Yamasaki Pnetf (14d) | i Improved | (4) )
72y.F.38kg | monia | g 4o \P maltophilia(+)| 36.6 4,000 (-) 11
o 300mgx3| Normal flora | 38.5 13,700 3(+) epigns
Pneu.
g | - Ohya nev 17 g d) ! | ! Improved | (#) | tralgia
65y. F.48kg | monia 7.2g Normal flora 36.2 5,800 (+) +)
o 300mgx3 Normal flora 36.5 6,500 3(+) 94
Pneu-
4| T-Ohve rew 17 e ) ! ! Improved | (#) | (-)
43y. M. 70kg| monia | 5 g Normal flora | 36.4 7,800 (=) 9
; S. Ikeda Pneu. 20(()1125; 3 Normil flora 37.0 6,20(11 2(+) 120 Markedly " o
67y. M. 55kg| monia 8.4g No sputum 5,200 (+) 27 Improved
- _ |200mgx3 36.5 6,700 2(+) 30
6 H. Nakamura Pne\f 7d) | Improved | (4) =)
30y. M. 58kg| monia 4.2g 6,400 2(+) 8
- ' L S. aureus a few | ..
. M. Tanaka Pneu- 200(‘;‘3; 3. influenzae a few 37.9 8'80(1 2(+)-. 70 Slightly =) =)
47y.F.52kg | monia |, 5 Normal flora | 37.6 6,400 2(+) 63 |lmproved
I Chronic|{300 mg x 3 Normal flora 37.4 6,300 2(+)
T. Sakamot
8 axamoto | ronchi- (14d) i) il (COYRICY]
79y. M. 43ke| ;g 12.6g | P.maltophilia | 36.8 4,400 (=)
S. Hara Chronic|{300mg x 3 Normal flora 37.7 15,200 4(+) 38
9| K bronchi-| (14d) 1 1 @ )
66y. M. 55kg | ;o 12.6¢ Normal flora | 36.2 5,900 (=) 12
G. Sato Chronic|300mgx 3| P.aeruginosa | 38.8 9,500 4(+) 70
10| . bronchi-| (14d) i 1) | )
67y. M. 48kg ;s 12.6¢ Normal flora | 36.6 4,000 (+) 30
. Chronic {200 mg x 3 P. vulgaris 37.2 7,000 3(+) 71
11 F. Ut;um; K bronchi-| (14d) i) ! W =
63y. F.37ke |4 8.4g Normal flora | 36.2 5,200 (—) 23
] . &
. Chronic |200 mg x 3| P. aeruginosa ()| 37.0 3,100 2(+) 35
K. '
12 Miura K bronchi- (7d) ! | =)
46y. M. 63kg ;o 4.2g |P. maltophilia(4+)| 36.9 4,000 (—) 11
S. Matsubara Chronic|200 mg % 3| K. aerogenes ()| 39.5 16,200 4(+) 17
13 0k bronchi-|  (5d) { ! | =)
22y. M. 50kg | ;g 3.0g | K. aerogenes (+)|36.3 5,700 3(+) 8 #
. Chronic|200mg % 3| H. influenzae (4it)| 37.1 6,700 (+) 45
K. Uchid ,
14 n cFl ;k bronchi-| (14d) l ! )] )
y.- F.46kg | ;o 8.4g Normal flora 36.7 7,700 2(+) 35 L

* (1) Excellent,

(#) Good, (+) Fair,

(=) Poor



voL.32 S—-3 CHEMOTHERAPY 597
e — . B . e .
Table 2 (Continued)
" | Name |Clinical| Dose ‘ Chest +| Side
No. diagno- | (days) | Isolated organism | B.T., WBC, CRP, ESR Effect | effect
Age, Sex, BW. | sis Total X-P remarks
] M. Nomura Chronic (200mg x 3! H. influenzae (1) 15,000 3(+) 55 B
5] K bronchi-|  (7d) l l | =)
27y. M. 53kg ;¢ 4.2g | H.influenzae (#) 10,700 2(+) 53
] U. Mori Chronic({200mg x 3| P. aeruginosa(4+)| 37.2 6,200 (+) 105
6 53k bronchi-|  (7d) l (=) (=)
52y.F.53ke |y; 4.2g | P.aeruginosa(4f)| 36.9 10,000 (%) 82
T Chronic|200mg x 3 Normal flora 13,300 4(+) 124 -
. Furuk )
17 | O bronchi)  (7d) ! | I | =)
y. M. E9KE |is 4.2g Normal flora | 13,400 (+)
K. Inatomi Chronic (300 mg x 3 \P. maltophilia(4)| 36.8 10,500 6(+) 100
18 64. M bronchi-| (14d) i) (+) (=)
y. M tis 12.6¢ Normal flora | 36.6 8,100 5(+) 60
Y. Ishimura |Chronic|200mgx 3| K. ozaenae (1) 36.7 9,900 2(+) 28
19] bronchi-| (10d) (=) (=)
5ly. F. 52k
y- 5978 s 6.0g | K.ozaenae (i) 37.1 8,700 (+) 46 .
. T. Takigawa |Bronchi- lOO(r;li)X 3| E. cloaclae afew | 37.0 5,0001' (+) 56 ) W -
59y.F.40kg |ectasis | 4 90 | A amitratus (+) 36.8 5,400 (—) 44
" T. Inao Bronchi- 20(():415))( 3| H. inﬂuinzae (+)| 37.5 5,800l 3(+) 23 - -
|34y F.56ke lectasis | g 4o | H. influenzae (44)| 37.4 5,800 4(+) 42
Y. Nakamura 200mgx 3| P. putida afew |37.2 7,400 2(+) 83
2| oy M. 53kg| DFB | (D v y (| =
y. M. o3ke 4.2g |P.aeruginosaafew| 36.6 8,600 2(+) 71
'S. Shimada |Acute |300mgx3 S. pneumoniae | 36.0 8,500 2(+) 76 epigas-
23 By. M bronchi-| (2d) tralgia
y- M tis 1.8g ()
" K. Ohyama bChx’on}:.c 200 x:x;ﬁ )x 3| P.aeruginosa 10,500 (+) 43| - drug
53y. F. 58k ronchi- ( eruption
B Itis 1.8g P
. | H. influenzae (1)
2 N. Matubara Chm’? 200mgx3ig pneumoniae (+) 37.8 4,700 2(+) 123
5 67v. F. 36k ronchi-| (7d) ) -
v 5 € |tis 4.2g |S. pneumoniae(+)| 36.9 3,800 (%) 115
K. Tabira Chronic|200mg x 3| P. aeruginosa({i)| 38.6 6,600 5(+) 142
% 66y. F. 31k bronchi-| (7d) 1) | =)
y. X B ltis 4.2g | P. aeruginosa(ift)| 36.9 3,300 (+) 48
M. Shimada | Chronic|200mg x 3| H. influenzae ()| 36.8 10,200 3(+) 72
7 20 M 70kg | PrONChiY (7 d) 4 i’ . (CORENES!
Te¥ ML DK s 4.2g |S. pneumoniae (4+)| 36.8 10,100 2(+) 36
. T. Miyat ) 200mgx 3 9,700 4(+) 142
B Gt tieg| mo | (4D ! mproved | () | ()
/¥ M. 49%kg| monia | g 4. | 3,900 2(+) 60 |
—_— I i I

*(#) Excellent, (#) Good, (+) Fair, (—) Poor
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Table 3 Clinical efficacy of AT-2266

Clinical diagnosis l Excellent I‘ Good
Pneumonia ’ 1 T 6 !
Acute bronchitis | ‘ !
Chronic bronchitis ‘ 8
Bronchiectasis ‘ ‘

DPB

; —— e —
Total | 1 15 |

Efficacy rate: 16/26=61.5%

Table 4 Bacteriological effect of AT-2266

Species } No. of strains i Eradicated
H. influenzae { 5 | 2
K. aerogenes 1
K. ozaenae ! 1 f
P. acruginosa ‘, 4 | 1
P. vulgaris | 1

4B TH - fiBER,VBEM L, BEATHRUIERED
HEREF WA R, REFTR, WHXREDITTER
LL, FEROMELIDDEFRHH) &L B - s
IERIZHBBERE L 1-b ODBEC 1B, REFT
RCbBESEVAHOH, B2V boroe
H(+) &Lt H - EER, RERR L IAREE L
BWELCLDOXER (-) & Lo ¥ BRKBRCH
RREKEL b, BIfEAORECOVCTLRA ML,
3. EEIRRBE

0% 2R REHAE 28 DEEIK ALK % Table 2~4 IR L o0
AFIEOR DI, 2EBIEC LI SEDER A
BTt 2809 2 Bl RHCAIER A B L Tit s %
ik Lictow, HIEREEL Ui 286t 1 fiT,
HEI5G, PHR6 6, |46, HTRRE2 FlE e
b, BHRHITERTRET & - 126 hA B LA I3 166C, *
DAHENHRIL61.5% Tl 720
BKEHEHREY LA THD &, it 8 FlhaH LAt
7HITHEEIL87.5% L LB RIFT, BHKEXRT
(3, 16FFHEREE 1 FIaBR< &, ARULX8 Tl
BH53.3% L1ch, MRICHND LLEBERTH- oo
SUEIRRIES 2 Gl 1 BI5ER), 1 FIAEHTH - 7o
D EAMAMGEIRD 15132 FH Th - 1o M
FRIBEEIE S NITETUNLLI26Th - 1o, A4
Bl, WY 10, RES5 G, HENK2HTEDNLR
33.3% & btehn ot

Fair

e
Poor 1‘ Not evaluate l Total
o [
1 [ s
1 1
5 2 1 ’ 16
1 | 2
1 ; ' 1
6 ! 4 2 ;A %
Decreased | Super infectioné Persistent
! 1 ! 2
1
! 1
l 1 i 2
KIZESR B D EAX ERT 5o
fEf2s 2OMO, 67k, Tt

FEIRZH - BESEIROMENE, BERMEE,
FIISERT X b MO RNHBIL, WRTDHL5KR), ¥
fok & [EENEY < DELERK T B8 5 Tols,

HARIS741

1A YBICHEDI-DAR LI, 12AFALD 37.2~

37.6°C OEEFANRE, TR, EHLWHML TR icd, AT-

2266 200

mg¥x1A3@7 BMEOKRS LI, BRERRTE,

CRP 2 (+), #it123mm (1850 X REFMRLEADLI

Fig. 18 Case, N. M. 67y. F. 36.5kg

'82

Dx : Chronic bronchitis

Dtie. 8 9L 1_0 1‘1 1.2 1.3 1.4

It

Drugl AT-2266 200mgX3 p.o. J

38

N

B.T.37
36

Sputum

) S ————,

Sputum
culture

WBC
CRP

W/

H. influenzae (#)

S. pneumoniae(+) S. pneumoniu(‘i‘)
4,700 3,800
2(+) (%)

ESR(1h) 123 115
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Fig. 19 Laboratory data before and after administration of AT-2266 (1)
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Fig. 20 Laboratory data before and after administration of AT-2266 (2)
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Fig. 21 Laboratory data before and after administration of AT-2266 (3)
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120

PRERRR W, Fig. 181l k die, &1 MM, QR
iR % X U8 CRP UKL MD, HALHELI. WHiph
M DRERIE H. influenzae (1), S. pneumoniae (+) b
S. pneumoniae () Ltch, H.influenzac (XK S hiens,
S. prneumoniae ZRETH 1o

mum & A

AFB M RIc T HH - WA 7o K 1R JRORSBLE
(Table 2), MmH+ X OELRMREDOHTE (Fig. 19,
20, 21) ¥F = v 7 LI ERA3ERECHA L HLHE
MMAHBIL, BRLAcVc®, 9HBckEyHik,
¥ AEO23 G L E X 0 LERRSHEL, 2BEK
BEwdhELi, WTFhd 1E300mg 1 B 3EOKRE
Blc, Bebhiktk, OEEIBRL, ER24, &
53 ARl TRIZREAHBL, BbEhibict hBgr
L7

FHEATEOBRKREBEDCER L AfcE =5, 24
WARMERE S X O Hb (HOERELT~0oW s i bh
s

V. % =

AT-2266 (XK B AREHKXSHC L, HL AR
ThicE ) Fvp sy BBEREOROFNERTH Do
L7 7 AR L L bic, 75 ABHREICHL
THENIHEER Y AT L BESI ATV 2,

SEEEL ¥ 7 BEERSRERIC 3t T 5 AT-2266
D MIC fExJIEL, NFLX, PPA, NA ofht bk
B Lo &Fo MIC DY~ 27X, S. aurcus (it
LCi%0.2 pg/ml & REF/CHBINHR Lico 7 5 A1t
Biext 5 &#F|o MIC o — 7{Bi, E.coli, E. clo-
acae IZ\ T 0.1 pg/ml, H.influenzae, K. aeroge.
nes, P.mirabilis {2\~ 0.2 ug/ml, P.wvulgaris,
P. aeruginosa iz s\ ~C 0.39 pg/ml Lhich RIFT,
SRINCHD L, XHOHETX NFLX & i2iFR%
WLIZ 1S DK TH 7o PPA  NA LHERDB L,
B 5L EEICI\ T 3 ~ 1L EOBRAHE >
RUTco RHIDOHES 2 DR OIER & BT L TA4
5, E.coli iz Tt Cefotaxime (CTX), Cefti-
zoxime (CZX), Latamoxef (LMOX) 7¢c ¥ D& 3 %+
7 = A RPAEFICHANTH LB Y S - 1chd, MICs
(20.2pg/ml LFMET, 53 HR+7 = 2GEML I
HAEBLT5 L Bbhicd, H.influenzae XL
T Amoxicillin (AMPC) X b @hi-HEHI%H LY,
¥ 7o P. aeruginosa ot LT % Gentamicin (GM) 2L
BTHMEN LB LTI, 1 M. pneumoniae #2
HERkds X OF HRER Sy M kA 31 20 #RiC 35 AT-2266

APR.1984

MIC flli% 2.5~10 pg/ml KM L, ZDE— 215y
ml iZEHSEht,

P EXROBEIC, FH 200 mg HEOKL -
PAO MFRED € — 7 (5% 2HMBIC Zbh,
0.5~3.0 pg/ml (P#1.6 pg/ml) DE%ZRLI, Z0
L ADOMRPRE S KR 2 ~ 4 BHIHIZE - 2 5%
H, 0.7~2.6 pg/ml (45 1.36 pg/ml) &Lz, th
Hix NFLX X h @\ BITIRE L % 2 Hhih,

(R AIIC A % 45 L 72280003\ ~ 3 & SRR B8R i
T, 1[@100~300mg % 1 8 3 EIEAKSE L1, BEY
S EATRE S 26 ek 16 ILH LI ET, ToRBRL
61.5% Tl »Tco & DEVIMBIERTORME HEL TE
RTho1ohy, ToBAHE LTI, BRRIEADCHREY
Mo gea R B ARE OB SERRERM DL EE
T icfedhrEL bl

EEREL L 12601, T XTBESERRENT,
T 12BN TRAENCERDR YR L Tat,
H.influenzae 5\ DBHMAP, 2McEHON%, 24
A%, 166 S. pneumoniae ~DEZER%Y Bk,
P. aeruginosa i3 4 e X h, 1 FICilEkE Aih,
2 BIIAREET 1 fli%. P. maltophilia ~DEARE TS
too K. aerogenes Git ({H)—(+) 2¥PL, K oza.
enae 13 (H)— @) LK, P.vulgaris QEHEXYS
Wi I THEBEINSDIL H.influenzae 5 §.
pneumoniae ~OEXRTH Do TIehHbHIEMA25TIL,
H. influenzae (), S. pneumoniae (+)—S. pneumo.
niae(+) L AROFER X b, H. influenzae (3BEL
Nnichi S. pneumoniae (IAEETH D, FIAEM2ITIX
H. influenzae (1) —S. pneumoniae (4) ~ L @K%
RL#o Z X AT-2266 @ S. pneumoniae 335
MIC 0 & — 7 {fi4312.5 gg/ml Th b & Zhhb, in
vitro DEBUIC—~B LT, FIRANCAHIL S. pneumoni.
ae THLThHE D BES STV OTR VI
%i Bnﬁ‘_o

S. pneumoniae (I D BEE L LTt RIEHEL
EThy, BUESHEEREOSERELYELTIHLL
T, H. influenzae % S. aureus t t dicEBHEH
BEO—DThbH, 4tk AT-2266 XERLIED S
pneumoniae DENA xR HIERLT, AFOFREE
RAE 351} HRLE ST H T T S BEA DD S0

X [
D #31E BALERETS Ke, FEvvavvsl
AT-2266 #/434E, 1983
2) R T BT $3 e 7 - A RGIEHE Cel

tizoxime (CZX)o LMWL A5 71: 1364~1370, 1983
3) WS, A O B BT, fh (4 H#) - BRL 25000
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LABORATORY AND CLINICAL STUDIES OF AT-2266 IN
RESPIRATORY INFECTIONS

Koicu1 WATANABE, KATSUHIKO SAWATARI, HIRokO NakazaTo, HIRONOBU KoGaA,
Masao NaGasawa, YosHIAaKI Fukupa, HirosHr TomiTA, HiIKARU TANAKA,
Kiyo Fujita, YOSHITERU SHIGENO, Yoj1 SuzuvaMa,
KinicHI IzuMmikawa, ATsusHI SalTo and Koner Hara

2nd Department of Internal Medicine, Nagasaki University School of Medicine

Kazuo Nonpa, Kazuyukt SuGAwARA and KE1zo YAMAGUCHI

The Department of Clinical Laboratory, Nagasaki University Hospital
AkirA IKEBE, HIROMARU Iwasakl, MUNETAKA KoMori, Naowmi IToH,

Yasuko Uepa and Masao Sar
Co-studied Hospital of 2nd Department of Internal Medicine, Nagasaki University School of Medicine

Laboratory and clinical studies on AT-2266, a new antimicrobial agent, were carried out and the following results
were obtained.

1) Antibacterial activity :

Antibacterial activity of AT-2266 against 343 clinical isolates was assayed by micro biyon methods and compared
with those of norfloxacin (NFLX), nalidixic acid(NA), and pipemidic acid (PPA). Antibacterial activity of AT-
2266 were same or two times lesser than those of NFLX and 3 times more active than NA and PPA.

2) Serum and sputum levels in chronic respiratory infection :

Three patients with chronic bronchitis were given 200 mg of AT-2266 orally after breakfast. The peak serum
levels were 0.5-3.0 #g/ml 2 hours after administration.

3) Clinical effects and adverse reaction :

Twenty eight patients with respiratory infections (Pneumonia 8, Acute bronchitis 1, Chronic bronchitis 16, DPB
1) were treated with AT-2266. Overall efficacy rate was 61.5% (16/26) (excellent 1, good 15, fair 6, poor 4, not
evaluable 2). As a side effect, epigastralgia was observed in 2 patients and drug eruption was observed in 1 patient.
Decreased RBC counts and hemoglobin were noted in 2 patients.



