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1), BR3IF, 1P ThHok, HEERMONHBIX, P. aeruginosa 12 £kP 58k, S. marces-
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FINSTER Ghizh, LRRKIFIEAohEh ok, GOT, GPT LR 14, GPT L#1H, GM%H

1Rz shteds, wIFhb—EBETH o,

BEEY, FRRZORERARY b 74, BIUSEOBKRERD? S, & < ICMEAGHBRLE OBY
HERICH LARE L LTHARBRFMFHTE, ZoRRTOBRSICBETRIC, HLVWRML

WMHBShIMBER L WHZ ENRTEL D,

DL-8280 ix# ¥4 L ROF LW ARIMERITH Y, LlY
BNORER, 77 2BMHE BX U 75 2BHEEIC L CHEER
FHETALENTWA, ¥/, ZOEOKHE LTk BOERK
12X 2 M RE GBI, HMIEBIC LD Hi~DBTHE
Pl L LHEERD NFLX ICHBL TRIFN L S TH 5.
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THEHEL,
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Tz 4~21 A ThH oM,

2. BRPERMEOFE(C (Table 2)

WERRE 25 kOB BB L, S. preumonise,
K. pneumoniae, H. influenzae, E. coli iz h b
KB b, S. marcescens 2 BkP 1 BEVHE L. ¥
P. aeruginosa 12 kb, 4%k 5k 42%, WP 28 17%,
RESHA4A2% Thotz,
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Table 2 Bacteriological effects

FEB. 1984

Strainsrw No. of strains Eradicated Persisted
S. pneumoniae 2 2 (100 %) 0
K. pneumoniae 2 2 (100 %) 0
H. influenzac 5 5 (100 %) 0
S. marcescens 2 1 (50.0%) Unchanged 1
E. coli 2 2 (100 %) 0
h
P. aeruginosa 12 5 (41.7%) g:zr::fzg g

Table 3 Changes in clinical symptoms and labo-
ratory findings (chronic respiratory

Table 4 Changes in clinical symptoms and labo.
ratory findings (pneumonia)

tract infecti
ract infection) Items 0 1 | o N |
Items 0 I I I} v ?
Sputum 3 1 1
Sputum 10 30 Fever 4 1
Fever 21 21 3 WBC 2 2 1
WBC 16 23 4 2 CRP 2 2 1
CRP 21 11 11 2
Table 5 General clinical effects
Di . Clinical effects Efficacy
lagnosis Excellent Good Fair Poor rate
Chronic bronchitis 2 30 0 7 82.1%
(39)
Diffuse
pan-bronchiolitis 3 3 0 0 100 %
(6)
Sub total o
(45) 5 33 0 7 84.4%
Pneumonia 0
1 3 0 1 80.0%
(5)
Total
(50) 6 36 0 8 84.0%

Tl BB LI, £L LTHKR, KR, BMmsk, CRP
Bz LY biFic, HER, FIREG, YO0 oFEMEN
BholcbDE 0, UYICHFELEREZRINELLE
bokl, FERELLLORD, REX, BLr IV,
THE? LLTRDLL, EHIBMSERYE L ik &
a3 TiT -7z,

BAETEBGIE 45 Pl THEKIZIZ LA LN K 5]
pmREBEHLTWER, 05 bilk104]22%, &
B 3041 67%, RESHI11% Thoic, HERDH
30HIh 28 B pm KL D m E~DHEREA L S

Teo BRIIUMS AT 22 PEBREUMRA LN, £
NI 21 7 88% I ML AL, HBREKEMI
YOS HPI6REBRE 29 MIC A bR, 5 HERLS
#85%, FE4#M15%, FHA2HTHok, CRP X2
BHEU ENESE HREM L LTHS LUMSHLH
BRBEAITHY. =05 LR 21 4T%, HESE
140124%, ZE1LH24%, FH2HATH k.

—5, HRBsHTHE L, BEEkiXsSH T HRES
Bl W 1, %L, Rz 5 WE, FRL4H
ARE1H], AmMKREELSAHIMCREN, Ib2H
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NIEFKLE,
4. KRABBEKZE (Table5)

UEoBBFER FTROEMCMILHSE LBE
RESEEESREHE L, BEKEIR 39 Hh E 22
Bl BH30H, EHTHTHEHRE2.1% THoT, U
FAMAMEERZR 6 BIPED 3B, FBH3MTHY,
EEEPOE TRMESERYEL Y H B A nHAD L
(Sub total) 45 BIPERH 5 B, A% 33 ), Mwh 7 H). H
2R 84.4% TH o1z,

—%, FHRFPITIE RIS 5 B TH-7n, 5 FITER
1, A%3H, EH1HITH -7,

PDlkzgewns L, 5044, Exh6M12.0% HX
364 72.0%, EZ S H16.0% TH Y, HEIEIL 84.0%
Tdh o7,

5. EXE oM

BHESEEZR7H, HR1AICERDRNALNR, Zh
SIEFNIC R UBRR R DRI & AT,

fEf 2 10EUEICB X SEEE AT 518 KT X
R LA LB I honeycomb HROREEHF T HXHEX
JARESBFITH B, 1T &AL DIEAICTIRENETH
Y P.aeruginosa ¥ EHHPHL T3 HTH 5, —0F,
7/ EBEEOBREER 7 A AL A EAREER
ARV HRRBONLI» o, 4E, TOB #ik
BEEH O D ARG FE s i, EKE, K &
BLELTRETHY ARFT 5 ARG Thikshic, Uk
OREN LA FIIBRANBESBE TEFRFEOE
HoBBEE /T CIERLFLEZ ORI,

fEf 5 BHEIEXR, [LUEXILRE, Sbkkedf<

M EFL Ik BERMOREILERLT W 5 P.
aeruginosa $EE B TH 5, BELERARPTHY, %
HTE IR 150 ml EEPEHBITH -7, T TR
Li-fEx OHERICT LRI/ EEHS ZE b d
Sl s, FOMEBESRL LML oI TH B, CTX,
TOB DHERIC T A% KA T A ERRER DiF iR
BEohRholc, Aflb, MOBEMEESGETT
TIRILERIOHBHEMCH BEF EE L ORI,

fEB) 9 AP IAREERRIC X B ETRER & RE XL
RIENHONBH ThHoTlz, 0EDKELHE LihES
£/ P. aeruginosa PEEFI TH B, AEIVBRIZLNTD
ERSEE T, LRES & FRRER TILRBRVEED
HTHEFELRI Wl LEL ORI,

EF 1l RERRBEY A LBEREX RH T
HY 2 » AN, PiEEEMICHEMEE & P. aeruginosa H3FF
#= LTz, CFS, PIPC BERIBRIEICEER) T h » AKIAH
HoNIVBEREDKERIEON R o1, FRIKREHK
TW P. maltophilia HSBRHEN TV, FREXIESED
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BORYRE T L ST ) HWI TR, &
ISR RIS E D AME LR Lo e L # A
OB, BLICET MR Th- Tt e, &
DRI LI MRP EAD Z ENTEX D,

FEBI29 540, IBMEAUF KRN DD, L SIS,
WA r L, RPN O ARIBIC & 5 P. aeru-
ginosa PLEI T 5., M, WNPEH AL KE, A
*EEL Ut AMIER), ARZic X 0 CTX, CFS 23w Hh
WG L7 1T dn B o A% LI ST o 00 IR BREE 4 i
HETd Y, 0k ) HUEiRl o h e & e i ikiL & b
HEELZRMMCEVBUHTHRELYLND L HTH
D, BOKE LTRAMICHEME R LI,

fE5I 33 HIC O BOMMEKEEHL TV EHITH D,
Z OOBERIZIN 2 <, E RS PR REIR]
DRFEIC b b O ¥R Th -, AMPC I T
WAL, RANCTORETH > 7o, BYSERHHIEIC X
DRELTVWALLARBTHY, %/, hoBlir A
KR ORH & 8 L IR Z 0N BRI TERD
g R LER» -1,

M) 34 FERICILAB A BHIRES R, KU SCHEARIE B &
VIEEEE B LT AR TH D, & EICRIEESHET
0%, SEEITEE “dry " RERDPHLTH D, P. ae-
ruginosa IRFEBICH OGN DH, S, MM ML
EEID G SN BRI TH > 7o, Mt OBRMELICHE
WEOFKERIOBTASEIEEA TV 2R Ex Oh 5,
AKIH 5H T % Monobactum FEIC X D IER DR
Bohit,

)49 A PHEEICTY ~EY FA Y 3 v HIC
RMNFEELIFITH D, APITEREEHTIE~E
N, WICHBLAOGND, FHARCTESD VWb
WBEEADHTHIR LEZE L b, WMKAEEOMYS L
fEnt,

6. EIEA

1 #EF, ERICHONT

HE, b broOEMKICHE LR 1A GE # 4D,
GEE 1 CEFI45), BLU, BEARRR THRIOR K
IHER L7z 141 GEFI 1D AAbhic,

SEF 45 13 46 kg D&tE, AF|1[E] 200mg 1 H 3[E
BEBEG3 AR Y FEENSHRA L, - OREITER
MThY EXICHEERLIEV S, FAIRSHEERARE
HEETHIE, DgERLIZEWS, YRR L ORE
BARBATH -72h, BU ARIARIC X b BB GEF]41)
AR OBIEMR LHE LI,

FE] 41 (ZFEF 45 LR—HIT H 5, GBI AKI1A
600mg 53 H%KLY, BHE, b oaNHEALL
s, AFE 7 AR, REBNEBTEAIVRIESH



Photo. 1 Chest X-ray photograph
(S.57.7.7)

et ThBEREEL L,

FEH] 114, 39 kg &M, &% 1E 200mg 1 B 3[E
B 5Bh 2 BRI OB IR £ 5 THRISHER L
TS, BEHIECEES Aol

2) BRERREERFICONT

) 45 I IFREBREIN 4% —10%, 710 /mm?, fEH] 13 12
GPT k§ 17-54—17, #EH]331c GOT 1759, GPT
1963 AR A LRIz, WTEhbL—BMTHY, Th
Hith &F GERIHZ LR 0T,

7. (fY) EHRRERSEORA.

FHNAE OF CHRBEENTEECH Y, 2R~
7 N T AP HT, BHERERBRIE OBREERRICEL
BRI LEZ DR, 2T, PhBEBEEO LT
Mg DR & B VT REHICELIC 1~3 ANIRS ¥,
BRFEANPELNBEREIARFIEL, zhERKETS
FERITolc. TLUTREEC bR Y EME BT 34
EEIT>TWEH, ZORERVFhBETEEL, &
ENEZ @ 5 LHRAMSRE B 1 HEETRT 5,

T95%, B, VWEAMHILBKEXROBE O b LICiBE
M, T&, FiTHEIATRY, LELBHND-
felwnwd, RIS H-J3~4 B, IBF574E 7 A, 38,
IEPEREME 57 & UCEBRE, BRkT XY P. ceru-
ginosa PEBOOIT, A K1 H 600mg & 2 B & 73 IR
% WRTIELAE BN, FHb IR,
B EHERRERT > TR, B b UHNIT A I 2~3
ERERE, BEREMOICARE 1~3 BRINIR,
BHRBNEB TS, P. aeruginosa 1, 10 BEEL v 1
HshRRY, FRERLLS, BROEC O inf.
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Photo. 2 Chest X~ray photograph
(S, 58. 2. 23.)

Y.T. 80y.
S.58.2.23.

Fig. 1 Pulmonary lymph and serum levels
of DL-8280 and NFLX in rabbits
(100 mg, p.o.)
DL-8280

NFLX
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uenzae LBt LTc, BBF0 57 4E 12 AE X Y BHAEREED
B 1 EERREE & ) MRIR R b IE R H-J 1~2 L B
REhT, BRS84EL HET, BiC 1~2EREAN
BEE SR, o BEHEL 1~2 pEEL Y 25K
HBOBEARH LI, & ORI L#EREEbH TR
FHRENTWS (Photo. 1, Photo 2),
£ B

DL-8280 i3, 7’5 LMBHEH, RRtEEiciEE B2
EETHELEANTNS, & CMHRBERYEICBITAE
RBERECH D S. pneumoniae, S. aureus, H. influen-
zae, K. pneumoniae, K. oxytoca, P. aeruginosa st
MY TCheBZEHEFLTVEY, %7z 200mg #5
IR, FEZOIERRC T B I BE OERIAE (R
<, 0 1.5~2.0 pg/ml OE—7 EFEEH TS
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—J, BHRBTILD 3 iPIBITHE b Holkiy RAFICR

&h, ¥EEELNREEACEREOMAY v 8D
BITEEBBLARETL NFLX iIHLTY voigk~
OBITHT A TERY, M oRHMERLTWSZ &N
rEhTWeE (Fig. 1),

ThboEMAREM»G, b N OMRBRLEE &<
I27 5 ARREEE OB 5D FSEEIC 2 b 5 B4 KGR
EEELEERLEERAONL Y. 20X 5 R2WELBL,
4 [E] 45 Bl ORMKEMBMIE 3 L TEADRA S b i
b} TH B,

HRE, VWb D PSEREOBMERIUEREN o
b THDN 84.4% OEYRB\B LA, IB6H X
WhY 3Rt L S TV R AMIAMAE R T
o, FIKIZDRNZ OBIZ 100% OFERHRE S
o lRBETREZLLELZDNRSD, £, P. gerugi-
nosa RARH 12 PP 5§ 42% ICREE A = L 12,
PROFERITH LTREAK L LTHHELESU LOHR
BELAELDLRRTZLELTELY,

=%, BRE, —ROMFRBEREICISVTREKRY b
2L VLTV ARBED—D & LT, BMREMRE
OAREROMBEEHETZZ LR TEB, +4LYL, £
Floid, BE»LPSECEYINVERL, A, &
Bk 2~3 ¥ B i ME» X EEEtak thd L +5 5
HFERBRIREL, FOEICKRBRLIZY, ABRKBEEZT
Y LTWBREFAOERTHS, ZHbERMDE LIRS
FARMED B VILRBESBEE TS Z L% L, BE
REX->THRBEZ SO EEERRLALA TV S,
PHBEFICH LT, FERIIABIC X 5 ERARE DS
ERELLTRAONTWEDIFTHBR, SBEAD
BRIZEY, ARFAICHLAHMFETEIHE L ORZ

L LY, ARUT D BYGEFBRITH L TH LVWRMA
REhhfiMA eI LR X,

Ehic, BEMIcbr D BYRsE KH9 5 BN RHm
£ OESICR LT, BBIMic, &% & 1~3 B MBERN
BRIz Licky, +ARBRAMBEBLADLHTH
5, BITECHIRMLTIE, kE & bICMP Ch 58,
PRB3ANBRFEORBITE Y, Pria & bMAIRIEKZ
R E XL LT 5 BYUEROBITICHMEERD =
ERDBRDoTENIERNNRDHZ L HTHD, EDFD
CEAMAMIAE RO 1 PlEBR L, 212 B
EREEYICHER T3 itk Y, RMICHATIRIEL
MRIROUBHEB LN TV, KK Y 5 LEEIEEIC biF
ELAYPTHBZ &, »oRAKITHENEBICHAREY
RiTHEOMHEICL ETWEBREETHS S, DA
b, ZOBEEE S LIRS DICiIFA oL
ME+HEBTRETHHH LELD,

BERIZSWT, ToMERX D, PRAESHE
bobbFRIEATHEL, EZOLDO504F Tix 14
L2, HEBIUNLLL bANRLONBETH-
NAEFIL 2 BEL bARERIT TVvic, AFARBPILHE
LIZHELEEW S, LrLRNG, EROHARLLDL
CZofOBWERNHEATZ Z LbHERISh3 0T, =
DETAEBRTRETHHLELSD,
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CLINICAL STUDIES OF DL-8280 ON RESPIRATORY
TRACT INFECTIONS

Hirovuki KoBayasHi, KeENj1 TAKAMURA, HirRoAKI TAKEDA
and Hirosuir OSHITANI
First Department of ‘Internal Medicine, Kyorin University, School of Medicine

The clinical effects of DL-8280, a new synthetic antimicrobial agent for oral use of
oxazine derivative, on respiratory tract infections were studied.

DL-8280 was administered 200 mg, t.i.d. for 4 to 21 days to 45 patients of chronic res-
piratory tract infections and 5 patients of pneumonia.

Therapeutic effective rate was 84.4% in chronic respiratory tract infections and 80.0% in
pneumonia.

Pathogens isolated were as follows; S. pneumoniae, K. pneumoniae, H. influenzae, S.
marcescens, E. coli and P. aeruginosa. All the isolates were eradicated except 7 strains out of
12 strains of P. aeruginosa and 1 strain out of 2 strains of S. marcescens.

As for side effects, there were 1 case with headache, 1 case with headache and vertigo, 1
case with stomach discomfort and diarrhea, 1 case with elevation of GOT and GPT, 1 case
with elevation of GPT and 1 case with eosinophilia. But these cases were slight and none of
patients was stopped medication.

From these results, DL-8280 was considered to be highly effective against lower respira-
tory tract infections including refractory cases.




