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Fig. 1 Sensitivity distribution of clinically isolated
S. pneumoniae (26 strains)
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3. EEREEMIOBE
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MREADKENRIAM ST LR 2 £, BHESEX
5%, SEXIREC R, MHEE2 L, OFAMAM
SELK 1 BDIGES - E22RDMRP= &Y — F T Do

2 BT SO AE AR
AROBEE, WThRBICAT 1 BEA R 600
mg 3ECHEIBE L foo B SR 5 ~1oa M, &
#1212.6~6.0g T 1o
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Fig. 2 Sensitivity distribution of clinically isolated
H. influenzae (42 strains)
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Fig. 3 Sensitivity distribution of clinically isolated
K. pneumoniae (24 strains)
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Fig. 4 Sensitivity distribution of clinically isolateq
P, aeruginosa (30 strains)
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Fig. 5 Serum, sputum level and urinary excretion
of AT-2266 (200 mg p. 0.)
H.Y.81y.0. 8 57.5kg Chr. bronchiolitis
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Fig. 6 Sputum levels of AT-2266 (200mg p. 0.)
H.Y.81y.0. 8 57.5kg Chr. bronchiolitis

1 B 2 R 3, 4
Hosp.dy ¥ ¢ 444 4 : 4
. c e o -
2.0 .
Sputum : o
level Doee [ ° * *
- [ ] .
(,‘g/ml) 1.0 : . : ° :
-, .
o .
LY
0 £
Sputum
volume
(ml) 10
20

RFEIR T % 25.9 ng/ml ORE1HERF S W Tlic, URRIETO
RebEINERIL51.1% Th- 1

WERHIRE © 24B5MICIB & i 12006 TR 1 BT 05 H0%
KT 0.3dug/ml, 2BSMETRED 0.73ng/ml, DIEIAL
18RERIEIC 35\ T & 0. 18 ng/ml DfE% R L1z, Fig. 6 1XA—R
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Fig. 7 Serum, sputum level and urinary excretion
of AT-2266 (200 mg p.o.)
M.N.73y.0. ® 36 kg Chr. bronchitis &
Cervical spondylosis with myelopathy, 2/3
Gastrectomy
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Fig. 9 Serum, sputum level and urinary excretion
of AT-2266 (200 mg p.o.)
H.E.75y.0. 8 59 kg Silicosis & Chr. bron-
chitis
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Fig. 8 Sputum levels of AT-2266 (200 mg p.o.)
M.N.73y.0. @ 86 kg Chr. bronchitis &
Cervical spondylosis with myelopathy, 2/3
Gastrectomy
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Fig. 10 Sputum levels of AT-2266 (200 mg p.o.)
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Table 2 Clinical effectiveness of AT-2266
| Case ‘ Inkecliouu ;pi;;ie .li;ccellé;; ’ i G:o; | Fair——hm
Acn;te brc;nc‘hit'i; i 2 ‘L é - 1]‘ T 2 B i I
Chr. bronchitis i 5 7 _VIL 1 7§ 7 3 iz I
Bronchiectasis LR 7 ~’l“ - 2 5
CPE } 2 3 3
Chr. bronchioliﬂlis i 1 ) ‘ 3 o l* R i 3
Total I U L 7 4

2 F§M1C 0.7 ug/ml, 6 B¢ 0.22 ng/ml D% 7 L7 Fig.
10 (XA—BEDOH 5KH ¥ TORKHRE LR LI B 2/HA
2511 200mg % 1 B 31@85 LT il 1.4ng/ml, K
0.28 ug/ml DfEAE 6,

3. ERIKIABRRUK

Table 1 iZRTok CAMKENK24%4 (No. 1, 2),
BUESEXL5H (No. 3~7), [SEXIRIE 64 (No.
8~13), fiGHE24 (No. 14, 15), U'EAMAMIAUFT
%% 14 (No.17) DI6fEH - E22EDEF ez &Y — I
0 U CHEF A L1

) #LepRHE

Table 2\C/R & <EZLH, FYIOH, LHB
76, ¥4 FThoToo UTHREBINICHKET L 120

a. AEKEIHR

2 fEf) - 2R G= ¢ Y — ViCARRIZEA L, EiH%,
BEREROHELS, WThIFHTH- 1%

b. BHEREIHK

S5EF) - TRHu= Y — FiItBW o BB, A%
3Gy, A2, BB 16T, BHFIIEREKEL
L CEBEX &6 LT\ 1

c. S[EIIRRE

6 fEF) - 7RGz vy — FizEFI AT BHRY 2 B,
PREH 5 HIT, @SV OHEY RIS

d. fiKE

2R - SRR =Y — FItBW o 2FIicEHTH
1%
. CEAMAMSEI K

1iEf) - 3Rz €y — VIR LT 3BHi= Y
- FUTh B TH - oo Fric 3 BB IR FIitiR
REDOEARR LA LEH TAMEHELR ORI
(Fig. 12),

2) MEERIHRHIE (Table 2,3)

BEREOHE L1988 Y — FIZBAL TR LT

e

10

Table 3 Bacterial effects of AT-2266

Eradi- | De-

Organism cated ;creascd% ::::«l ?lrfz:ed
H.infuenzae 8 2
P.acruginosa 3 | 1, 1 |
Spemonce 1 |3
K. pneumoniae | | 1
B.catarrhalis | 1 T
P.maltophilia | 1
S.awreus 1 |
E. coli : o T
KRIFEOTLIEKION, 1HHK 161, EXR3H,

FERHOBEAER1AT, BY D 4FABTETH-10
Lichis TEEMEE AR L LIHE OMBEFIRIL
10/19=52.6% r 1 %o KiC MEFAIRMIEABLT
FHBHN T L e LTS
1 5%k 1 Gl EER No. 9 TREXIEEEE. 17

7=y FELIRREDOR SRR T, AFLEAL
Fo b & A4 v 7 A=y FEIRIEK LA i REIC IR
WJ’C‘;) -1 "

B Y 27 L1-fEHIENo. 7, 8, 130 3EATHS
No.8, 13 XKEXINRERE CAFEALLhERK
BE L O RIEE, 1v 7=y FEL D iigRE~NE
EARE 2Ll No. 7 BHKELRBETALS
1y 7 =vFEL D IRRE~OBEERY ATV 20

BRI RARE Y & 7o L7-No. 16-3%, UEAKA
MEEXRBET, FBEOBHER L ) BEHCED
IR REORAERA I ) A EL 2L TS
(Fig. 12)o
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Fig. 11 M.N.73y.o0, @ 36 kg Chr. Bronchitis & Cervical spondylosis with myelopathy

10 20

25/NT /vl

1/VII 10 20 1/IX

Therapy

e
Inharation

) AT-2266 mg po. ] i therapy
BT 13:8 $an6h0w aphy (3 times/day)
T, .37| M \ F A

Sputum 2.
volume /_‘_—I-U_Lm_hr_'
(m) O
H.influenzae P.aeruginosa
Sputum 107 /\
altre ool (2) () (=) (<) (=) () (=) (=) (=) (=) (=)
AT-2266 0.10 ! 0.78 0.39 1.56
MIC NFLX 0.20 0.78 0.78 1.56
PPA 6.25 12.5 12.5 50
NA 25 100 >100 >100
6-28 7-6 7-12 7-26 8-12 8-19 8-25
WBC 5500 6100 5900 6300 5300 6000 6100
st 8 11 4 8 3 2 12
seg 34 29 36 24 29 38 21
CRP —_ 2+ + + — + +
Muco-P 76 89 73 105 74 73 70
25 45 71 66 62 58 66

ESR

fiEECELOR bhieh - fo 4 fFEFIZ, No. 10, 16
DEREN2 ADORK= Y — F T Do No. 10XHEE
OWRBSEXINRIEE 2 R TER T A v 7 1= v EEH
FRBHIN T, KEeH$5 MIC 0.1 pg/
ml, 0.39 pg/ml LEVMERRL TV B0 LIchin T,
CORBINART~ DT e RHOBT O E N o foZ &
W EHEEEL LTEZ BNS, No. 16130 ¥ A
SEXRBET, P. maltophilia, FBEIBRHINT
WA, o0 MIC%3.13 pg/ml, 6.25pg/ml & Efl
¥RLTEDHEN DAL S bARITES Th - 1o

BEIR U re g 3 R 4 BR8N Table 3 1R L
To 4V 7 0= v H, RIBE, Mi%RECB L TR
T3, 1v 70w wEI108kT 8 FaSARIIC Tk
L LhvdEb o 2#db MIC20.1, 0.39 pg/ml L{E
HEN D Ed 2B BB TH -7 b D & Bbh b,
RCRBECBEL TRAT5 &, ENASXOBLS
B ABT, S04 AR ORMEATRE A X fokhtk e
o TwBe —%, MHRIREICEIL Tk 4 SR ES
ThY, LobiFIEAGIC 3 BAERR S L ES
BRELTHBE LTV B0

i. AR

RERCBT Mt : LCIRE - e mERcER T

B Edtic, M¥ - RicOUH - BB+ 28 %Ky
fTotoo ARFEMHICT No. 4, 8, 16 D 3 FEFITEL -
Bt - BRESOPBERVEE O LrL, WTTh
LE P F TR EICT, TOFERIHEL IS
AFE AT OERERME Y Table 4 IT/RL 1o REM
LORBEIFRATGIET2AE W TED LR -1

5. fEB

M.N. 73k &t

BEIC SRRk ) BB REXREET, 1255y
me— P TR LS 2/3BYIRE 5 T T\5%, Fig. 1IRT T
L, Ay 7=y HHE, RBREROEIEOBRR =Y — Fic
FHEEAL, WThLEY - FRHORRNBOII, tEE
FEGIICBI L TRz iih & b Sl S hic BMEIcOWT
AT-2266, NFLX, PPA, NA @ 4 #3125 MIC % RE
Lo AV 7 0=/ HE0.1ug/ml, FIREE0.39 ng/ml & &H
DHEIHN T, K£ic Fig. 7 CRLIZ & {ERBOEFM
EERS, IXBDEAED MIC X hEZ Lhb bAFORSM
PREBIND, TRBFEHEINA TS PPA, NA KL TXK
FOHEZE b i@ Ty, NFLX dikiiZRZon
BhERLIS

S.N. 7% 9

V¥ ARAMSE S RBET RIRERRY BRHELTHW 5,
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Table 4 Laboratory findings of each case

L | e | ar cor | o s v o

"I B | A B| A | B/ A|B A|[B|A B-[A B|{A | B A|B]|a
1 | 303 | 304 7,200 5,200 |57 |11 |2+| - |10|11] 4] 6] = | £ (102 830606
"2 | 443 | 466 | 5,900 6,600 | 25 |32 | + | + | 26|28 22|20 | — | — |18.1|17.6| 0.9 | 09
31 | 322 | 339 | 5,500 | 5,900 | 25|71 | — |+ 20|17 18] 9 — | - | 18 | 16 | 0.7 | 0g
32 | 37| 94 |6.900 | 5.900 | 66 | 62|« | - |16|22| 7|12 = | = | 11| 14 |08 los
33 | 320 | 322 | 6,000 | 6,100 |58 66|+ |+ |19|24| o|11| = | — | 14 | 15 | 0.9 |09
4 258 | 275 | 3,400 | 9,500 | 55 |50 |24 |2+ |14 | 14| 4, 2| = | % (19.3|15.1] 0.8 | 08
5 | 412 | 408 | 5,300 | 4,600 | 22| |- |~ |26(25012|10 - | ~ | 16 | 17 | 0.9 | 09
6 |78 | 385 |6,000 (4,700 57 (52| — | — |49 |30(45(31] ~ ~ [ 17 | 13 |10]|10
"7 | 317 | 383 | 6,800 | 5,800 | 84 | 65| + | + |24 | 26|15 |17 | 1 19.1]20.5] 1.0 | 1.0
8 | 406 | 392 | 5,200 | 5,00| | |+ |*|26|18| 7| 6 — £ (921650505
9 | 466 | 439 | 4,100 | 3,800 | 38 | 35 —|-l=mlnluls 1 15 | 17 [ 0.9 09
10-1 | 499 | 477 | 9,000 | 9,100 [ 52 | 42| + | + _;_15_!_1;_1—0— - — (11|16 |08]o0s
10-2 | 470 | 474 (8,900 | 6,500 | 45 | 27 | + _2:1_—82—1_1_0-; -l - | 11 | 11 |08]09
11 | 450 | 451 | 5,100 | 4,400 |36 | 10| + | + | 35|28 |25 25| — | — |15.8|13.3| 0.9 ] 0.9
12 | 449 | 446 | 7,400 7,500 | 25| |3+ |2+ |27 |27 |22\ 19| — | — |12.4|16.0] 1.1 12
13 | 346 | 359 | 8,500 | 8,400 |102 | 94 ;‘_:vé 28,1517 # | # (135140 10|11
14-1 | 517 | 514 | 7,800 7,800 8|13 |+ 'H:‘E'igl—o 17i - | 10| 12 0912
14-2 | 475 | 566 [ 9,400 | 9,500 | 88 54 |6+ | + |20 (30 16(14] + = * | 11 | 9 |12]11
15 503 6,000 | 24| 7 2023|1618 f‘ - |12.8]15.2] 0.9 | 0.9
16-1 | 427 | 401 | 5,900 8,000 | 52|63 — | + |25[19 13|12 — | — | 11 | 10 | 0.7 |07
16-2 | 400 | 430 | 5,700 | 8,200 | 46 |51 | + (44|20 24| 9| 9| — | — | 9 | 10 | 0.6 07
16-3 | 416 | 453 | 5,800 [12,700 | 82 {102 |2+ [Aé: 2427114 14 14 | 10 | 0607

B : before A: after

Fig. RIeRT L { RREBR KR LER LI 25, e in vitro KT HHREHERB L, 1V 7Ar=VFH)
BREOBRAEHY AL FULARNBERYR L, £0k SIRE, WMSECH L TRERHEN2RT 00,
% PIPC DA X O TOB BAHREY # /1T L. EROHZE% IS BREICH LT i@ A L Teitvo 0%
Rico & =€y — F RBAERIBERREOREN L LTok D A&HKIDO MIC i, 1 v 7 4=y FETIELA0.2
ROBMAML T LOTHY, ¥ AMEA IRV TLIER pg/ml, HRETIZ 308k 28855 0.78 pg/ml LAT, i
BB, BARYR LU BRRECHSLEEYETHC L HEECR LTI 24862101 0.78 pg/ml AT 2 BT
RRBEL T o BHIAEN LR LT Lo USRI L Ti226%
m. # 2 24155 3.13pg/ml L LD MIC T - T RETRE
BHIP R BRPEOIIAERED L EhBA v 7= ATWAEFLEET DL, 1V 7r=vyE, RBE
vHHEE, RIRE, HREE MERECHT5sEH0 fisREe N AHENL, ERLAHThE NFLX
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Fig. 12 S.N.7l1y.0. M. 42 kg Chr. bronchiolitis
/X1 4 8 12 15

[auva—

* Therapy

AT-2266 60g/3><p.n. PIPC4g/2X d.i.
TOB30mg/3 X Inhalation
38
BT. 37 WAVALN\/—’\/
(T) 36
Sputum 80
volume
(ml) 40
0 ’.\ p'l,
Sutam 107] N ""u°‘|l‘q= S.pneumoniae
culture 105 ‘.s‘\\.T-’." ‘Q’\"-_
| & %
(fml 109 “-" P.aeruginosa ‘\"-_' -/./'/
() (S
11-29 12-6 12-9 12-13
WBC 5800 7000 12700 6200
st 10 13 17 4
seg 65 48 67 62
CRP 2+ 4+ 2+
Muco-P 84 121 124
ESR 82 85 102

Ihe2% 20D NA, PPAY L hZELLIEV. &O
B7744¥THs CCL, AMPC & hEhIiHETY
AL T5e L LERERECBI L Tl NFLX Li¥
A%, NA, PPA i35 & D CCL, AMPC i
B > Thotoo
RBERGIc s 2 xAR S0 mS, Re, BEK$
BEYAB L, Fig. 5 7, 9iwmT < 200mg 5
ROMPRE L, 5% 1~ 2T 3 pg/ml OEME
BRL, LW 3 BT » too FER 2 (XEM 1,
SR U TEER R LIch, KO 2/3 BYIR#T 2 1T
INTRY, TORDEEYRLICDDLEL BN,
BEFREY B 5 » BHRGIICI\ T o 2 fl & Rk
BOTEVERRL, WIThoER b mhRE OB &
LC-BURER R LT Do BB MARE TRAEE
TREYE - TARIORER~OBTRY B1-BE, i
1,2, 33 h¥h24.3%, 79.8%, 25.9% %1%
B3 22 aBIGIz—#I 0.5 ~2 % Th B = L hHAH
DRFL Y BHRh~D BT DT B Z & Ak
AV REEOWET 1 H 600 mg - 3 HEIEEIT IR WTIE,
Fig. 6, 8, 10 1Z5R3 & ¢ 0.28~2.8 prg/ml OBEFRch
REVBONTHD, HOBRPREICIHVTL, DI
BOREABOR TS b0 LIRS NS, AHILH
BBV TRR#ED NFLX LIHSF%h, %55
L3, SEDOHLRHLRORRT b FROBEEHI B LR
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120 UL UAHEIE NFLX 2k UTMEE e DRI
EHTRL, Eebhbhs Wi L7 NFLX DEKR
RO U TEHL S FA, K, iR w R L
72 NFLX TG{X 100 mg, 200 mg #¢5KeD M@=k
AE(0.22 pg/ml & 0.28 pg/ml, 1 Fl 600 mg « 3 8%
Lo TR EVE R IREE 1S, OYF AMIMKE LB ET
0.37 ug/ml, MiKUREER T 0.32 ug/ml Th - 72h%, &
#li 200 mg £ 5-B OB M A 3.0 #g/ml, 600 mg -

3 A G OMWMIKFAIREE 2.8 pg/ml &, MU X
VR bR EE & Hic, 1z NFLX icH L T8~1015%,
DR MERRL TV Ao LIcht» TEFUIREEOBRE
BB L LTI NFLX BB DL ELONE,

EE I BERRRERRR Y R 5 & Table 21k <&
Fg S TSP & SEKIER DR E L B I E R L 22fEH)
11861 (81.8%) Tl - 1o HBFIIC A B & AMGE TH,
MR L, BUEREIR, [EIIRRIEXC
RHRDE L, O AAMKE LRI B TH - 1
1841 LIS L SR E B DN o FER T DR B AUR
Y%EBLDZ b, RENIEEL LFEEORMETR
BRYFEBR DB HD L Bbh b,

BRE DU L1199 is 5 MEENEY 2 5
& Table 1ItRT2 & <, FHIC X AWHKXI00TE
DHKRILS52.6%Th - 1o RERFEATICHBESHIE
HEZS>WVTRATH L, 4 v 7=y FEITI0kGFS
B, RIRELS kP 4RI AFIIB R TH o7 LAl
RS ERE 4 R Rl AFITEHTHD, LrdZDA3
B AFUE R IR D LB AE% L LTHEL
TEH, KECHTH I eEBEILETH 5,

fEG (Fig. 11, 12) 3 e, FHXA v 7=
v, RIBECH L THEN?E L, BOFCRIRE
BRBSECHHTHAZ LIIKXABETHELE 250
LA LB RRBEIC R T 5 RS AR % /R S8 3
FERBEE L LTRVWABEAOAEMBA LA S,
(FRERIR - FRAISTEE 5 § ~FRMSTH12A)
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LABORATORY AND CLINICAL STUDIES OF AT-2266 FOR
RESPIRATORY INFECTIOUS DISEASE

KEeizo MaTtsumoTo, KENji TsucHiHASHI, HIRosHI Suzuki, TERUYUKI M1YAZAKI,
HitoMi NakasHIMA, Kiwao WATANABE, YAsuJi KAwacHI, TosHiYukl Kawano
and JUNKO TSUMESAKA

Department of Internal Medicine, Institute for Tropical Medicine, Nagasaki University

Laboratory and clinical studies on AT-2266, a new pyridonecarboxylic analogue, were performed and the following
results were obtained.

1. Antibacterial activity of AT-2266

Antibacterial activity of AT-2266 against respiratory pathogenic isolates from sputum were as follows: 0.20pg/ml
against H. influenzae, 0.78 pg/ml against P. aeruginosa, 0.39 pg/ml against K. pneumoniae and 12.5 pg/ml
against S. pneumoniae.

2. Concentration of serum and sputum

AT-2266 200 mg was given to 3 patients and its concentration was followed up for 24 hours. Peak level of serum
was about 3ug/ml at one or two hours, and half time was about 3 hours. The transition of sputum level was in
accord with serum level, so it was found that AT-2266 shifted to sputum from serum very easily. When its dose of
200 mg was given 3 times a day, the maximum sputum level was 2.8 #g/ml and minimum level was 0.28 pg/ml. It
always continued high sputum level.

3. Clinical effects

AT-2266 was given to 22 infectious episodes and clinical effect was found in 18 episodes (81.8%). Especially it
was effective for the mild and moderate acute respiratory infectious episodes.

4. Bacteriological effects

Bacteriological effects were investigated in 19 infectious episodes. Pathogenic bacteria was completely eradicated
in 10 cases (52.6%).

Investigating the kind of bacteria, 8 among 10 strains of H. influenzae and 3 among 5 strains of P. aeruginosa
were eradicated by AT-2266, but not effective for 4 strains of S. pneumoniae.



