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il - EREZ - WKE - ZEEH8
WA R P MBS

I TR SN F LR 7 = LREFITH 5 CS-807T0E MBPEEERIC B8 1T 5 XY,

ERPREIRRS 2 A 12

1) 100mgPIAR 3 Bk, 200mgPIAR 2 BERk D Fimm M L R-3763L L TZh£h0.64
ug/ml, 1.03ug/miTHD, FRHCHRL 7 EREEER O AR~ OBATI EhTh T,
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2) BRERBRTIZ, RMEPERABIENEE, AMTER BMERIK, BIERER%, AXUH
MFLCAREE, RMEFTIRK, BMNER, WERIMER, MBOH2THICEHE 1 B200eg72\> L
400m@kE 1S L, BRHIETHE 2 bRy 7 25643830, AR T 206 (FR¥ES80.0%) £ 125

BIFRBARE D 120

3) MEFHHERTAHS &, 77 LBHET89.7%, 77 LBMETT5.0%, G5186.8%0

BULibEEIEs NI,

4) BWERR2BICED s o, REMRE L LT, 15ICFMROBESEMIED Sh

bAd

PAEX D CS-807Ii EMEERKERIC BL THANOBWERITH 2 LEXL SN2,

CS-807i = A SHMARMTHREEALFLLE
7 2 LRORBRANERTH 3, FFIIEN-TIEHENE
BRI, BORISNALWR-37T63D 4h VK V8
WAV Z7aRFYANKNAFSIFALELIRAT VR
FaEIILICED, BORRMEEEH-EFITH 2,
merTidEILE N/ R-3763L LTHFET S (Fig 1),

MENREROE 7 x LR EHKL, 75 LBNHE,
Mgl CTLEELZREA~Z bV EBLTED,
BICRKRDL7 xR L TRERZMEDIE Proteus
spp., Enterobacter spp., Serratia spp. 2 ¥ D7 7 L&
Bl THHEOHENEZRL, RAKECHLTHH
BHEET2EAITH S,

% 7z B-lactamase iZ b BE L o o, KBEREEKIC
MLCLIBENEET "

SEELIE CS-807 L THETORERER, BKMAKR
NEToLDOTHRET %,

I. B R ms,
1. & ®

B ARGEERE CFEMERT L 13icDnT,

CS-80TR 5B DIMEFIRE B & UHEREPIRE % HIE L

Fig. 1 Chemical structure of CS-807 and R-3763
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IR, AR TE L M Rk T
fiE L TENEN—8CCTHRERTE L T—IEHIE -
F &

3. fEs

CS-807D IERIE = D\ Tid M. morganii IFO
3RASE TR & T 5 FRTHRHIEIC TIT > 7%

4, BaR

CS-807 1 IR D F1913 100mgi 56k 3 K] T
1250 . 64ug/ml, 200mgt 54k 2 BFHITI21.03ug/ml
Thole TORBIIMAERTORIEERLIZLALE
psiepofzl,

HARGRRSEROMEEII Rk 4 5, BEIREPRRE 5 51,
HEE3H, FTR 1AL TH o7/, FER
B2 OMEEHEL ThHDHI:H—EL T Table 1 1R
Ltzo AESPEEL, RIERTRETH >/ b DR THIDA
edd, £OFI3100ngk 54 3 REEIT0.33ug/8,
200mgHt 5% 2 RFRAITO.24ug/g THo12e DD 6
P BIETTEERA (0.078ug/g) AT TH -1

I. B K B #&
1, X%

BEFI614E 9 AH» 5128 £ Tt Sk k2B Z LI E
BIRERIBSE27HIZ DV T, CS-807% 1 [E 100mg
7213200mg% 1 B 2 @EOKE L, ZOBERIES LU
BERIC DLW TRET L T &7, CS-807#:5HHRIC

FE—AREE, FTHEEMEE, FRAREE % ATHELR D ML,
IS L TORBOERC DL THRI L7

2. BREIEREE

HARSIROUEIIUT DX TIT> 10, BWH, N
BIATR, ASAEOMNEL 4 BURNICEED Shl S 2 ¥
e L, BMMARTRLS7 BRI iEELI: b 2B,
2;AMAPR I BAUMAR RSB 2R LI D £ PP
8%, EhoLSt e L,

3. Bk 1K

EIRBAR 2 R3S L 727D —%E & % Table 2 iIZ/RL
oo FEGY 1 ~1203 1M E % BMNEE, EF13MA
HrhE L, ERA~1TBREBIERBR, FEFI18~203
AEIEMREE %, EHI21~2208% Kt EMTL{LIRE, E
F230 B LR TRRE, EFMSBMNER,
25, 2608HE SR BT, EFI27HME
Thd, FEBHFEDOWRIZ Table 31T/RL 7z, B
T BEBACFERT %,

1) BMPERBIEEREE

AAEEB126)ic DT 1 [E100mg 1 B 2 EPARIES L 4
A~108# 5L -8R, Table 2 Zr3<, BRO
eI, BERORR, BRENMEEBROUNE % » 7%
%, BIEFIZEREZN2H), 5B THEMFEIL8.3%
Thotz, F1:006%, BEHOSFICOWTAS L,
CS-807DEICHEFETH 2 P. aeruginosa 5 2 HiThk
HEahTsh, BODIFTIE S aureus p32HI, 1
Bz Corynebacterium spp. TH-oleo ZD2HID S.

Table 1 Tissue and serum concentrations of CS-807

Case Dose Time after Concentration Tissue/Serum
No. (mg) adm;:?:,r)mon Tissue EZ‘S (S::/x: 0) ratio (%)
1 100 180 <0.078 0.10 i
2 100 180 0.30 1.22 24.6
Tonsil
3 200 120 <0.078 0.14 —
4 200 120 <0.078 1.13 —
5 100 180 0.26 0.44 59.1
6 100 180 Maxillary sinus mucosa 0.38 0.53 71.7
7 100 180 0.38 0.96 39.6
8 200 120 Submandibular gland 0.14 0.52 26.9
9 200 120 Sinus mucous membrane 0.24 1.79 13.4
10 200 120 <0.078 1.4 —
Tympanic mucosa
1 200 120 <0.078 0.14 —
12 200 120 Nasal concha 0.34 2.08 16.3
13 100 180 Cholesteatoma <0.078 0.59 —
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Table 2 Clinical results of CS-807 treatment (3)
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N.F.: Not found

aureus D MIC iz #h#h, 100, 3.13ug/miTH-71:,

2) AMHEL

RADFE & THIED b DI HBHIBLTHD, 4E
OBBITY 1BIDATH 7. S. pyogenes, S. aureus,
Staphylococcus spp. DBREBRTH-1:084 BHTE
BEkE L, 7 HM 1 B200mgts TiamEL 2,

3) BREPERBEZ

KB 4FICA LT 1 H200mg, 5~9 BMEES 51T
Vv, LBTFRLELOBDREBRTH 105, 2HITR
PO, MMARIZCIEL, MR LIHALT, X226,
% 2 FI0 100% DEREH S N T2,

4) BEHEPRIER

AHERIFICHL T 1 H200mg, 4~5B&5%7-
tens, 26Uk ELERB 2 <, BRHE, BiER
YIE»SBA LT, 15Tk 4 B S TES, WAD
K, EREHK, RN LNT,

5) FERMEMEFLLARIE

A&B2FIcxiL 1 H200mg, 5 BE X UF12B85%
To1z0 HEEANTIE S. hominis, S. warneri 7t ¥H
R s 28 bHKL, ERICTH-T,

6) BMELBMEE TR

A8 2 H APEEIRIE CIHER LB TH S,
1 BN D T BRI RAE DRI 72 4 1 [5]200mg
182ME, 58S %2{To7. S. mitis ST T
WVaH, FOEICHT S MIC20.05:BOHEN%*
BT 500FEWTH-T,

7) BMNER, B

WIS B EKEERRRSE CREEORIE TR H5

B8, AMANERERTIE 4 BRRS TES, S&HTI34

BREETEMTH -1,

8) SMEIBIERITHEEAE

FEE 2F)A L 1 H200mg 4 B & 11ARMC OB
DEEL, 261 bEWTH o1, BIREDS AL
1z

L OBEREEE S £ £ 3 b, HRHETHER 256
T, EREIIB.0%L D, BHALOBHETH
% L80.0% L) ROERMNZ 6T,

HEEHENETH S L Table 4 D@V THY, 77
LBME T S. aureus TOWEEHB2.0%THY,
Staphylococcus spp. TI2100%, Streptococcus spp-T
b 100%DEEENB SNz, 77 LABHEERTR
89.7% L\ MULHERMR O T,

75 LRNEICOWTAD L, P aeruginosa \3AH
ONBEETIR B VLI, HEIhRpo, O
o> Alcaligenes denitrificans subsp. xylosoxydans
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Table 3 Clinical efficacy of CS-807 on various diseases

Clinical efficacy Efficacy
Diseases Case
Excellent [ Good Fair Poor | Unknown| rate
Chronic purulent otitis
. . 12 2 5 3 2 58%
media acute exacerbation
Acute purulent otitis media 1 1 100%
Angina lacunaris 4 2 2 100%
Acute laryngo-pharyngitis 3 1 2 100%
Fistula auris congenita 2 2 100%
Acute purulent parotitis 1 1 100%
Acute otitis externa 1 1 100%
Chronic paranasal sinusitis
: 2 2 100%
acute exacerbation
Furuncle of nose 1 1 100%
Total 27 12 8 3 2 2 80%

Table 4 Bacteriological efficacy of CS-807 on various bacteria

Bacteria Efficacy Disappeared Decreased Persisted Total Dlsa‘:;:ared
S.aureus 9 2 11 82%
S.agalactiae 2 2 100%
S.sanguis 4 4 100%
S.mitis 2 2 100%
Gram (+)
Staphylococcus spp. 7 7 100%
Streptococcus spp. 8 8 100%
Enterococcus spp. 1 1 0%
Sub-total 32 1 2 35 91%
P.aeruginosa 1 1 2 0%
A.denitrificans subsp. xylosoxydans 2 2 100%
Gram (—) Corynebacterium spp. 5 1 6 83%
Other GNR 2 1 3 67%
Sub-total 9 2 2 13 69%
Neisseria 5 5 100%
Candida 2 2 100%
Total 48 3 4 55 87%

TR2BIE bicHEEh, 77 LBHEEETT5.0% W2 2 fERI GRER 3, 17) THFERERIEMasBY o iz, L

DOHBENB SN TS, BLINSIE2-T7%, 3—-9%EEMLHLDTHY,
75 LB, RMELEE LTAS L86.8%DIHE BB S 45 &, EHILTD 1 FIOADEMTHY,
¥THot, FEF 3 X EMEREOET IS, B FsERE S
BROBE LB 256IconwT, BWEABASIHT: OGRS e o7z,

ERIZ 180 e otz, & -ERBRESMTONIERID Z OO EE HIRREERE IR S heh o7,

REE% Table 5 1R LT, ZORRYEHD LRE5HK
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Table 5 Laboratory findings of patients treated with CS-807 (1)
RBC Hb It WBC Bas. Eos. Stab. Seg. Lym.

No. (x10*/mm*) (g/d!) (%) (x10*/mm?) (%) (%) (%) (%) (%)

B A B A B A B A B A B B A B A
3 | 487 | 500 | 15.3 | 15.3 | 44.7 | 44.8| 7.8 | 4.7 2 7 0 67 49 27 36
4 | 371 13.1 37.0 4.1 7 2 58 26
5 7.2 6.3 0 1 0 77 73 19 16
6 | 461 488 | 15.1 | 14.8 [ 42.5 | 43.7 | 4.6 | 5.1 4 4 0 51 29 38 56
7| 442 | 472 | 145 14.8 | 41.3|43.5| 4.2 | 4.9 4 5 0 4 54 37 33
8 | 413 13.4 39.2 4.6 0 0 48 45
10 | 511 484 | 16.1 | 15.4 | 46.5 | 43.2 | 5.0 | 4.1 2 0 0 62 61 29 31
11 | 463 13.6 40.6 5.0 2 2 37 47
12 | 504 17.9 49.3 9.9 3 0 49 43
13| 403 | 394 | 12.7 | 12.1 [ 37.2 | 36.0 | 13.1 | 6.1 3 4 0 82 54 10 4
14 | 467 15.3 4.0 9.0 5 0 81 11
15| 431 11.0 32.6 5.9 0 0 40 55
16| 419 | 420 | 12.6 | 12.6 | 36.3 | 35.7 | 11.1 | 7.0 1 0 1 51 43 37 49
17| 448 | 454 | 13.6 | 14.0 | 38.9 | 40.1 5.3] 6.3 3 9° 0 46 48 49 35
18 | 451 14.6 42.6 11.3 4 0 70 18
20 486 14.7 43.7 4.7 0 53 41
21 | 397 402 | 13.0 | 13.0 | 36.8 | 37.8 5.4 4.7 0 2 0 56 31 42 57
22 | 455 13.3 39.4 4.4 0 0 37 55
23 | 461 432 | 13.0 | 12.8 | 38.4 | 37.6 5.8 5.2 6 0 0 62 73 29 18
24 | 531 17.2 48.8 13.0 0 3 67 25
25| 425 11.7 34.8 5.6 2 0 59 36
26 | 441 13.3 39.4 9.0 1 0 78 8
27| 513 | 504 | 16.1|15.7 | 46.2 | 45.0 | 6.5 5.1 1 2 1 40 | 39 [ 4 | S8

* : Abnormal
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Table 5 Laboratory findings of patients treated with CS-807 (2)

Mon. GOT GPT Al-P T-Bil LDH y-GTP BUN S-Cr
No. (%) (1u) (1v) (1) (mg/d/) (1U) (1) (mg/d!) (mg/d/)
B A B A B A B A B A B A B A B A B A
3 3 5 26 | 24 28 | 26 76 71 | 0.7 | 1.0 | 200 | 191 38 39 25 26 1.1 ] 1.2
4 6 100 96 132 1.0 205 42 21 1.2
5 3 8 14 15 10 6 48 39 | 0.6 | 0.5 | 234 | 205 | 22 9 8 9 | 06| 06
6 6 11 16 | 18 19 | 18 64 65 | 0.8 | 0.7 | 150 | 152 | 20 18 17 15 1.0 | 1.0

8 7

10 7 6 24 21 35 28 62 63 | 0.8 | 0.6 [ 190 | 164 37 26 21 13 1.0 | 1.0
1 11

12 5 16 21 113 0.9 150 58 17 1.0

13 5 5 11 9 14 10 108 68 | 0.8 | 0.4 | 169 | 147 40 28 10 12 0.7 | 0.7
14 3 16 20 20 18 114 | 124 | 0.7 | 0.7 | 154 | 165 27 32 10 13 1.2 | 1.2
15 4 16 9 43 0.8 190 12 11 0.8

17 1 7 20 18 19 20 142 | 145 | 0.5 | 0.7 | 183 | 178 12 11 14 11 0.6 | 0.5
18 8 15 13 84 0.4 186 20 17 0.9

20 6 26 24 26 23 101 8 | 0.6 { 0.3 | 208 | 207 16 9 13 16 1.2 0.8
21 2 8 15 15 22 10 84 79 | 1.0 | 0.8 | 220 | 230 15 16 17 15 0.7 | 0.8
22 8 20 31 68 0.7 201 15 10 0.7

23 3 9 9 16 8 5 97 92 | 0.6 | 0.7 | 162 | 169 9 9 13 10 0.8 ] 0.8
24 4 21 26 160 0.9 154 40 16 0.9

2 3

26 9

27 13 6 18 26 20 20 69 65 | 1.5 | 0.7 | 19 | 176 44 23 9 11 1.0 | 1.0




1054 CHEMOTHERAPY

MAY. |988
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H SRMERRESOMBERSYTE D & DRI, {LFm
BHID% R, WA, rEdflofEGorticky, %
ORHEEHES XU, BHIBEMIROHRRICELL T &
TH D, JUEREEAT 2R G T, 85
FEIEEEL T LBEMNLDH S,

REC 8 5MEOEIE, TE7F VREL K.
pneumoniae, Proteus spp., Servatia spp. s ¥ DY 7 A
[EMEAEASEINL TE TR ZLETHA ), CDEIR
RN, 7 2 aREHL7 /7Y 3y FRE
K, £ MATIR= 2 —F / 0 RERHMRL L
URREaNT, A2 EH T 5, ELICEDHFTYH
+ 7 = LRIUERISBIWER DD { REM DR FEHI L
WHZLET, ZBEOMRREREILVLDHMDH S,

FlLut7 2 ARFERITH S CS-80713 AN THE T X
Fitah, R-3763& L THEN*RET 2, ZDX
KIOHEREATIE 13, F3H]HS B-lactamase IZXFL
TREMSEOOI, 77 LBME#EDOAZS5T, P
aeruginosa #BE\ 12 7 7 LRMREIGESIIEN2E
THFORERFERIE 12 5,

SEAAICDOVT 2 DEBRARBRE T IR, 20
Tz D Tid CS-807 100mgf 54 3 B, 200me#
5% 2BEic B8V TR-3763L L TENLZN0.64ug/ml,
1.03pg/mDMFEFMEIR SN TS, THLZERSE
DFEFRFLHHES €2 K MTBETHD, =
DRERIIMMROBR LIZIZ—BT 2, 7B
BERIERRETH > 7o 7 HITI2 100mgh 54 3 REHITO0.
33ug/8, 200mgie5tk 2 B¥MITO.24ug/8 2R, &

noOMmAmEELLIE Eh2h56.8%, 18.9%TH -7z,
ORI £ 7 = LAREFITOE RBEERES D
FAMPNEBIT E KR THEBIR VWO D LEX 513,
ERRETRES TIE, £D in vitro DERERRL, &
FRRI280.0% L V> 5 B AR B ONI, Bk
MEBICH LTI Table 3SR T & 5 IC2FITHERLL
ETHY, FEOREIMESHEETE ., WMEFEX
ICBWLT Y P aeruginosa BV TIZEA X DECH
LEMEETRL TV 3, P. aeruginosa KR & i:4E
BB £83.3%DEMBLLD, TOBMIIERD
BOv 7 2 LRERIOPTIENT SR EE L SN 52,
MR TIE, 75 LABHEET89.7%, 754
RatE®T75.0%, 21KT86.8%L V>S5 WU HERNE
s>, HNBREESOREBDIZEALEH/—T5
AR b RT 8RB o N, FHOHAR
WEERES COBEYMMNREN TV S,
CS-807D&REMHICOVTIE, BWEBIR 1H167%<,
EEARREED R & U T 1 fICIFRSRONyEes st
DHT, FNHIERICEML LD TH -1,
PAEO&ER DS CS-80712, HAWEEREE CIEY
ERMSHE bDEEZ NI,
X ik
1) BBOEAREREFESRR, FE O RIT7LIL
CS-807, &M, 1987
2) )l %, fb: Cefuroxime axetil(CXM-AX)®D
H LR B IC 351 2 BB KR ET, Chemotherapy
34(S-5) :1049~1055, 1986
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CS-807 IN OTORHINOLARYNGOLOGICAL INFECTIONS

ATSUSHI SHINKAWA, YOsHIYUKI TAMURA, Kouji SHiMIzu, HIROSATO MIYAKE
Department of Otorhinolaryngology, School of Medicine, Tokai University, Isehara

Basic and clinical studies on CS-807 in otorhinolaryngological infections were performed with the follow-
ing results:

1) Serum and tissue( tonsil, maxillary sinus mucosa, sinus mucous membrane etc.) concentrations of R
-3763 were determined : the mean concentration of R-3763(CS-807 100mg p.o., 3h,/200mg p.o., 2h) was 0.64
ug/ml,/1.03ug/ml in serum, 0.33ug/g/0.24ug/g in tissue.

2) Clinical results: CS-807 was used clinically in 27 cases of otorhinolaryngological infection, and its
overall efficacy rate was 80.0%.

3) No adverse effects were observed. In laboratory findings, a slight increase in eosinophils was noticed in
one case.

The results obtained suggest that CS-807 is a useful oral antibiotic for the treatment of otorhinolaryn-
gological infections.



