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1. fARBT

S-1108, 100 mg H[E& 5% 60~255 53D S-1006 DIRE X, Him (3 HIFH) 0.66 ug/
ml, ESARREERE (3 FIEHD) 0.58 ng/g, LEAMEIEHK 0.52 wg/ml, ZETARO0.15 ng/e,
FRBkER (162 84k <0.08 ug/g TH 7o RBICRIE LAcMFREZZNEN0.27 ng/
ml, 0.36 zg/ml, 0.23 zg/ml, 0.3 £g/ml, 0.09 ug/ml Th -7,

2. HRRRRE

B RIRRERHRISRGLE 33 #i1c S-1108 @ 1 H & 225~600 mg % 3 EICH 8RS Lico BH
MR 31 Bl > bEBFIOFHEREZ, FELK66.7% (10/154)), MHOKBTCOEMD 5
WIIEREFIBIBIREESR 9 Bk 8 B, RAKARA 5 Fich 5 Fl, 'RMREEL L FITH -7, F e,
PHAOKRHBNDEN S 5\ IEMEFIR IR 9 Fidh 7H, BHEORMEEE 3 Hik 2 F,
BB L FITH > 720 SFERBNBELRZ, Staphylococcus aureus, Staphylococcus
epidermidis, Streptococcus pneumoniae, ¥ & U Streptococcus spp. 15 &E 7' 5 LIBHE
T 100% (15/15%k), 7'5 LEEMEBE D Haemophilus influenzae, Neisseria sp. 13 3 Bk 2
HThy, 24T 4%1T/18%) TH-710

R2EORH TR, BENLIERIBREOTR - WK | FIRE Lich—BlTH -7,
T, BRREBEORELZHIBD SNLh -7,
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positive Proteus, Haemofilus influenzae =%t L
T cefaclor (CCL), cefotiam (CTM) & [RIFRE &
AVEENL EOBMOREEEERL, B-F7 4
2—HIHLTHRETH B F/c, SHHERN<
7 ZREGSE IS UTAFNG in vitro T2 K L
TR RNRDONTWVSEY,

A, Bx 3AF O E RIERRHRISRRGE IC S 5
FHRMERRET 5700, HRRGEHRN S 85 1T
RUBRREERZTT - /oo

I. ot & & F ik

1. fAKEFSITHE

1990 £F 10 B A 5 1991 £ 3 Bic KR K#RE2E A
IR R OB A %2 L, HiRORD Sh 58k
hEREE, 2o EYERE HTIR RRkRY
ERRERHT A ENRBLEBD SN FEHRTER
EDS L, BANCARBROBA%L, HAESICES(L
EEOBOoNIBE1LH (hER3F), BIRKERS
Fl, SFETIRMER 2§, RHERE 16D XK E L,
S-1108, 100 mg &2 HE X T3AK%, fhixFHEio
ZEREHICBER S Ui, FHRI3 26 B~T5 B, (K HE 52
kg~Tl kg TH > 1o FKEIEEH% 60 305 255 9T
Him, LSRR HAErER TR d50
AT 5 S [EEC, RS OIRMmL, [MmiEs
BEL7ct%, EHIC-20CAT CHlESIRET 5 & & LT

S-1006 DEEERITE L, Escherichia coli 1437 %4
EE & LEHIT Trypto - Soy agar 2B\, HiEE
#IC & 5 Bioassay &% IS THEBHH RIS <l
FE L7 BB, AERFBERIMAEO 01 Lg/ml, &
T2 0,08 ng/g TH -1

2. EREREIRRET

MR E LIRERNE, 1990 4E 8 Ao 1991 £ 4 B3
MBI R OBERKR T, S-1108 DERBREIEAB SN
7o B R OE MR R BRI R L E 33 i, AFlo 1 @ 75~
200mg % 1 H3EBA%ESE L, KBEORFRIZ
Table 2 ~ 3 iZ/Rd <, FEX 16§ (&9, 18
osmEE 4, 18H3), Bk s56l, BISEX 10
#l (5, BEoSMMES, 8 2), HRER
1 PIRUANE S | FIOKRET 33 5 (Bt 15, ik 18)
ThHotoo FWIT 13505 9035k (FH45.25%) T
BEHMI 3 ~21 H, Ri&581308~9.45¢g (F
92.4g) Thoto
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FThEThES B ©PED EHo 4R
TCREIEREEE Lo
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ok, BSIRE - HERR BRI PEAYUMBR
B wmiEiRe

2) Rk IWTAR, WTH RHRRER Rie
g, W - ke, MR kiBky,

3) RIREZRTIAR ®AR BH THE.3
T, REEIESETR, BRASIEZAE - fEAR, ATR, Bk
R HRIFE L¥EREBXUGBROXERE,

4) AEERZER, HEERT - EE BRy
Eo MAMRTAZ (SIHTAME, TR, RitETRE L,

MEFNRE BN - FEE - MIC O—£H
EXEME LT, B> S BRI /- 380TEs
hickszsy— K27 7% 18 CGEW) icAh, @=
FmiLt — o — T ViBBRBETIEM L, BE0%
cBEB LT, S-1008 DEEKRYSE < 5 MIC
kB AACEREESEEEY IS TiT o1, $1&
M THABEL O XD M - BT ERTHILEL
foo Bk, MEEMREICOVTIE, EHAEOLE
REETHIEE Lic, MIEEMHEDHER, #5
AIONBMEOHERICKD, HE BY (—HiER,
HRK REDIRSTHEL, RSHICERENE
BINIEh - 1iEd], BRSAREED 5 VR5ER
BENERINLID S TEFIIAREE Lic, 1ib, &S
RTBICHEwY. B, BE BRICHNEEL
TWABAR, MEELTERI &L L, %t
B4 ONHFEROBERICLD, HE FHE AW03
ERBEITHIE L 7co

I X % 5 #

1. BT

S-1108, 100 mg ZZE 0O 5% D S-1006 DIl *
BB ITHRES Table 1 ISR L1,

1) DESWYEER, 604, 1254, 255418
\WT 0.58 2 g/ml, 0.63xg/ml 0.76 zg/ml Td
D, 255 FELREETH - oo EEHCRIE LR |
MmER, ZhZh 0.05,g/ml, 0.26zg/ml 0.4,
¢ g/ml 2R UhE AW~ OB TERIEU Lt :
255 IDBREIETH - 720 MIFICKES BHEFBIN
DOFBITHIZ 1, 160~155. 1% T3 - 120 #

2) FERMKREBEE R, 6243, 754, 904 12
5y, 135 5B\ T <0.08g/g, <0.08ug/e 087
Lglg 0.201g/g 0.66ug/g Th 1o ERKH
ELMERE R ZhFEh <0 0lpg/ml 002
pg/ml, 0.21 g g/ml, 0.23 y g/ml, 0.64xg/ml
TH-T



voL. 41 S—1

S-1108 DEHE) « EEPREIMRET

673

Table 1. Penetration of S-1006 into tissues and discharges after a single oral dose of S-1108 100 mg

Case Age Sox BW  Sampling Penetration (ug/ml  or g) Tissue ,Serum
no. (¥) (kg) time(min) Serum Tissue or discharge 9
1 52 F 56 60 0.05 0.58 otorrhea 1,160.0
2 41 M 65 125 0.26 0.63 otorrhea 242.3
3 75 M 57 255 0.49 0.76 otorrhea 155. 1
4 54 M 60 62 <0.01 <0.08 maxillary mucosa —
5 29 M 64 75 0.02 <0.08 maxillary mucosa —
6 55 M 58 90 0.21 0. 87 maxillary mucosa 414.3
7 52 M 64 122 0.23 0.20 maxillary mucosa 87.0
7 52 M 64 122 0.23 0.52 maxillary fluid 226. 1
8 43 F 61 135 0. 64 0.66 maxillary mucosa 103.1
9 62 M 52 130 0.52 0.15 submandibular gland 28.8
10 30 M 71 180 0.08 <0.08 submandibular gland —
% F 54 120 0.09 <0.08 tonsillar tissue —

F 54 145 0.08 <0.08 tonsillar tissue —

, =8

3) FHERBRSEE, 122 4T 0.52 £ g/ml,
ERICHIE U 7cB R 0. 23 £ g/ml T, MiEICNE
5 LSRRRTIBIE ~DBITHZ 226, 1% TH - 120

4) BETIREREE% 13050 1 #1130, 151 ¢/g
THY, FECAIE L MAERER, 0.52ug/ml &
& 2B FERANDHITIE 28.8% Tdh - 72, it
DBAD L FIZAERRLUTC MERETDH
0.084g/ml &{&Eh» 720

5) RkRMERE L, R—BEcHAl0ERkE
R5% 120 & 14540t LU, IE U 72 bk iR
B, WFNLRERFLI T Ch -7, T FERICAIE
URIMERETH0. 091g/ml 0.09ug/ml EEir-72,
2. EERERE

BRREDIEIEE Table 2-1~2-212, B
BRE% Table 3-1~3-21TR Lizo

HEBFIDS L, BEORRADTHICK D IRE
ABFTH- BT ELAOSUBEREH L, BE
VRIEROMAD 72 3 BRI CREE A Ik L 7o 2 g
RIBJICDWT IR, AR DH MO IR I N
AT, S Bl RBRMBHE DS E Lz 72721,
ﬁéﬁ@?ﬁﬁﬂiﬁ% BARZHRS L33 Hl& L

KEHNOHEHRE Table 41FT o

FER2KTIZ66.7% (10/15FD THhb, Ed
BWIEMEREIEZEME 9 Fich 7 Hl, 1BEORMESEE
3FIF 26, 1B 3FIP LHITH -7, RIRIITHE
Lic b fl2fl, BIRER2ETEIFIREFITHD,
St Afch 4, BiEoBEEER 3 Fid 3, 18k
2HIF L PITH -7 SEERD 1 HlIZRRFMTE
EED, WMRFEED | FlIIBEHNTH - 72,

HENLBERE LTEEOER - BEH | FIRHK
Lichs, —BHTH -7, BBRREBEREEZHILRD
S>> 7,

DEEEBIHERIZ, Table 5 IS/RTED, 7T 4
PEHEE T3 S aureus, S. epidermidis, coagulase
negative Staphylococcus (CNS), Streptococcus
pneumoniae, Streptococcus agalactiae, Strepto-
coccus spp., Enterococcus faecalis, Corynebacte-
rium sp. & 100% (15/158) ThHH, 77 Lk
B8 Haemophilus influenzae, Neisseria sp. (3
IR 2 KT, BEF94.4% (17/18%F) Th -7,

m # =
—RIC BB RE DA ICEE U CGERT 5 MEERUE
DR ESBERD BIHAITE, BRERBFTOERE DR
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Table 2~ 1. Clinical results of S-1108 treatment
Case Age(y) Daily Total Isolates Bacterio- Overall
o . Diagnosis dose dose MIC (ug/ml) logical  clinica] Side
" Sex (mg) (mg) Inoculum size 10°CFU/ml effect  efficacy effects
41 )
1 M acute otitis media 225 1,575 S. aureus 0.78 eradicated excellent none
60
2 M acute otitis media 225 1,575 N T unknown good none
93 )
3 F‘ acute otitis media 225 1.575 negative unknown good none
4 5-5 acute otitis media 300 1,200 P. mirabilis 0.05 unknown
F ! ' P. aeruginosa 12.5 poor  none
57 P. rettgeri <0.025
- . A. calcoaceticus 12.5
5 7 acute otitis media 300 2,100 Pseudomonas sp. 25,0 unknown poor  none
N FR 25.0
6 3-6 acute otitis media 450 2,700 S. aureus 0.78 eradicated excellent
F ' S. epidermidis 0.10 none
17 CNS 0.78
7 . acute otitis media 450 3,150 E. faecalis >100 eradicated excellent none
M Corynebacterium 0.39
22
8 F acute otitis media 450 2,250 S. aureus 0.78 eradicated good none
66 S. aureus 0.78
9 . acute otitis media 600 3,600 N : . eradicated excellent none
M eLsseria sp. 0.10
48 acute exacerbation
10 . of 300 1,800 S. aureus 0.78 unknown good none
F chronic otitis media
13 acute exacerbation .
noo- of 300 1,200 1;. geruginosa o — —  nome
M chronic otitis media
62 acute exacerbation
12 . of 300 900 P. aeruginosa 25 unknown good  none
F chronic otitis media
59 acute exacerbation
13 . of 450 5,850 K. pneumoniae 0.39 persisted poor none
M chronic otitis media
50
14 F chronic otitis media 300 1,500 negative unknown good none
78
15 F chronic otitis media 300 2,100 N F R 3.13 persisted poor  none
57 . -
16 F chronic otitis media 300 2,100 Corynebacterium 0.39 unknown  fair. non¢

C N S : coagulase negative Staphylococcus, N [ R : non—glucose fermentalive gram—negative rods
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Table 2-2. Clinical results of S-1108 treatment
Age(y) Daily Total Isolates Bacterio- Overall Side
Case =, Diagnosis dose dose MIC (uzg/ml) logical  clinical offects
0 Sex (mg) (mg) Inoculum size 10°CFU/ml effect efficacy
58 o
17 F acute tonsillitis 300 1,200 Streptococcus sp. 1.56 eradicated excellent none
29 . e
18 M acute tonsillitis 300 1,200 S. aureus 1.56 eradicated excellent none
T 55
19 . acute tonsillitis 300 900 g aureus 1.56 eradicated excellent none
F treptococcus sp.  0.05
67
20 M acute tonsillitis 300 900 H. influenzae 0.05 eradicated excellent none
29 . oy
21 M acute tonsillitis 300 900 Streptococcus sp. 0.1 eradicated excellent none
29
22 F acute sinusitis 300 1,800 Neisseria sp. 1.56 unknown excellent none
27 stomach-
23 . acute sinusitis 300 800 Corynebacterium 0.05 —_— _— ache
F nausea
41
24 M acute sinusitis 450 6,750 NT unknown excellent none
58
25 M acute sinusitis 450 9,450 Streptococcus sp. 0.39 unknown good none
‘ 37
26 M acute sinusitis 450 4,500 S. pneumoniae <0.025 eradicated excellent none
51 acute exacerbation
21 . of 300 2,400 N T unknown good none
. F chronic sinusitis
£ 23  acute exacerbation
28 . of 300 2,000 K. oxytoca 0.39 unknown good none
F chronic sinusitis
62  acute exacerbation
29 - of 300 3,300 NT unknown good none
M chronic sinusitis
44
30 M chronic sinusitis 300 1,200 S. epidermidis 0.05 unknown good none
31 2‘5 chronic sinusitis 300 2,100 S, epidermidis 8.18 unknown oor none
M ’ Corynebacterium  0.78 P
16 .
3 . : S. agalactiae 0. 05 :
P acute media externa 300 2,100 Corynebacterium <0.025 unknown fair none
28 acute ph
3 . pnaryngo- 300 3,300 Streptococcus sp. 0.05 eradicated good none
F laryngitis

C N S : coagulase negative Staphylococcus, N I R : non—glucose fermentative gram—negative rods



676 CHEMOTHERAPY JUNE 1993

Table 3-1. Laboratory findings before and after administration of S-1108

Peripheral blood Liver function Renal funection [
Case] B |RBC Hb Ht WBC Eosino| GOT GPT Al-P LDH| BUN s-Cre CK |Aldolase|ESR
no. | A (10‘/) (g/d) (%) (/mm®) (%) |(1U/1) (TU/D (TU/D (1U/1)(mg/dD) (mg/dI} (mIU/mD)|(mIU/ml)(g0)
mm(i
| B | 502 155 44.6 4,500 1.1 15 12 160 266 18 0.9 n.d n.d _H
Alnd nd nd nd nd|nd nd nd nd| nd nd n.d nd Ind
9 B | 501 16.3 47.8 6,300 n.d 16 11 192 n.d 18 1.1 n.d n.d _E
A | 500 16.4 47.6 5,500 2.6 18 11 183 n.d 20 1.1 n.d nd |nd
3 B | 412 13.6 40.1 6,600 0 26 8 9.4 261 34 1.4 26 n.d Td
A | 434 14.3 42.1 7,100 4 34 11 13.9 251 14 0.8 18 nd |nd
. | B4 125 38.3 4,90 0 21 9 126 23| 10 0.7 43 2.1 |
A {399 12,2 37.1 5500 1 16 9 13.0 237 16 0.7 45 2.3 20
5 B| 32 11.0 31.8 5200 8 16 6 11.0 302 10 0.8 69 2.1 n.d
A| 366 11.2 32.7 6,000 6 18 7 11.0 317 10 0.7 64 1.3 |nd
6 B| 372 12.1 35.8 9,900 n.d 12 5 98 219 12 0.6 n.d n.d )
A | 316 12.0 36.1 4,900 n.d 13 5 99 182 10 0.6 n.d nd {nd
7 B | 514 154 45.5 5,100 4.9 14 9 173 248 11 0.9 n.d n.d 3
A | 511 15.2 45.1 5,500 n.d 14 8 154 263 14 0.8 n.d n.d 2
8 B398 12.9 38.2 4,500 n.d 15 11 93 252 10 0.8 n.d n.d 11
Alnd nd nd nd nd [nd nd nd nd| nd n.d n.d nd |nd
9 B | 423 14.3 42.6 6,300 2 35 21 5.0 195 17 1.0 41 n.d 2
A | 453 15.2 45.1 6,500 2 41 19 5.2 231 16 0.8 52 nd |nd
10 B | 409 14.2 41.3 8,000 0O 18 10 5.5 234 12 0.7 87 2.0 nd
A | 402 14.0 40.8 6,500 0 13 7 5.4 214 10 0.7 54 3.2 |nd
11 B | 505 14.6 44.2 6,500 4 17 6 25 244 14 0.6 40 2.9 3
A|lnd nd nd nd nd | nd nd nd nd| nd n.d n.d nd |nd
12 B | 454 13.5 40.6 9,300 1 16 11 8.0 246 19 0.9 39 0.9 |nd
Alnd nd nd nd nd ([nd nd nd nd| nd n.d n.d nd |[nd
13 B | 406 13.6 39.9 4,200 n.d 45 57 308 246 n.d n.d 30 nd |nd
A|lnd nd nd nd nd [ nd nd nd nd| nd n.d n.d nd |nd
14 B | 420 13.0 39.8 4,400 n.d 10 12 185 n.d 12 0.7 n.d nd |nd
Alnd nd nd nd nd [nd nd nd nd| nd n.d n.d nd |nd
15 B | 443 14.3 41.3 6,300 3 61 40 288 448 9 0.7 n.d nd |nd
A | 420 13.9 41.0 6,600 2.3 42 36 295 464 8 0.7 n.d n.d _Il_d_
16 B | 388 13.5 38.8 4,700 5.0 17 11 140 253 14 0.8 n.d nd |nd
A | 394 13.5 38.0 5,600 6.0 23 16 141 304 17 0.9 n.d nd [nd
17 B | 439 12.8 40.1 5,800 n.d 11 T 157 n.d n.d n.d n.d nd |[nd
Alnd nd nd nd nd|nd nd nd nd| nd nd n.d nLLd_
18 B | 499 15.0 44.8 5,700 2 18 12 162 251 16 0.9 n.d nd |nd
Alnd nd nd nd nd {nd nd nd nd| nd n.d n.d n.d ﬂ
19 B | 485 14.4 43.4 5,900 2 12 10 143 320 15 0.7 n.d nd |nd
Alnd nd nd nd nd |nd nd nd nd| nd n.d n.d n.d _ﬂ/d
20 B | 453 15.7 44.9 5,400 O 45 50 209 314 19 0.9 n.d nd [nd
A | 491 16.9 48.4 3,600 10 71 63 224 356 n.d n.d n.d n.d rfﬂ
91 B | 458 14.5 46.6 10,700 0 9 10 148 297 14 0.9 n.d nd |nd
Aind nd nd nd nd|nd nd nd nd| nd nd n.d n.d m
B : before administration, A : alter administraion, n.d : not donc



S-1108 D HHER - FEPRIIIRET

voL. 41 S—1 677
Table 3-2. Laboratory findings before and after administration of S-1108
Peripheral blood Liver function Renal function
‘(:)ése g |RBC Hb Ht WBC Eosino| GOT GPT Al-P LDH| BUN s-Cre CK Aldolase [ ESR
no. | A (10‘3/) (g/db) (%) (/mm*) (%) [(IU/D) (1U/1) (1U/1) (JU/1)(mg/d1) (mg/d1)}(mIU/mD)|{(mIU/ml)|(60")
mm
9 B | 423 13.4 40.5 7,800 O 12 7 8.5 233 8 0.6 65 0.1 28
2| Al 399 12.7 38.0 6,000 2 20 9 8.0 246 9 0.6 65 2.7 14
2 B | 430 12.3 37.4 4,570 2.3 10 4 121 n.d n.d n.d n.d n.d n.d
Aind nd nd nd nd [nd nd nd nd| nd n.d n.d n.d n.d
o Bi{nd nd nd nd nd | nd nd nd nd| nd n.d n.d n.d n.d
A | 491 15.4 42.5 6,000 6.0 15 16 118 233 13 1.1 n.d n.d n.d
% B|{nd nd nd nd nd [ nd nd nd nd| nd n.d n.d n.d n.d
A|lnd nd nd nd n.d 23 29 284 297 | n.d n.d n.d n.d n.d
o7 B| 401 13.2 38.5 8,200 2 18 12 13.5 245 9 0.6 36 2.7 18
A | 402 13.3 38.7 6,500 O 28 13 12,8 211 11 0.6 38 2.8 n.d
%8 Bi{nd nd nd nd nd |nd nd nd nd| nd n.d n.d n.d n.d
A| 484 13.1 41.5 5,990 1.6 13 5 98 nd| nd n.d n.d n.d n.d
30 B | 526 156 49.1 6,090 3.9 21 18 190 nd 17 0.8 n.d n.d n.d
A 478 14.1 44.0 12,660 0.8 | nd nd nd n.d| nd n.d n.d n.d n.d
31 B | 473 14.7 42.8 2,400 3.0 32 24 180 n.d 10 0.9 n.d n.d n.d
Aind nd nd nd nd |nd nd nd nd| nd n.d n.d n.d n.d
3 B 373 12.4 36.4 4,300 0 19 8 5.4 185 14 1.0 n.d n.d n.d
A 390 13.0 37.9 3,200 1 18 8 5.2 208 14 0.9 n.d n.d n.d
33 B| 480 14.7 44.4 6,900 n.d 15 10 239 n.d 8 n.d n.d n.d n.d
A|lnd nd nd nd nd {nd nd nd nd| nd n.d n.d n.d n.d
B : before administration, A : after administraion, n.d : not done
Table 4. Clinical effect of S-1108
. . Case ) Efficacy
Diagnosis Excellent Good Fair Poor
no. rate
acute otitis media 9 4 3 2 /9
acute exacerbation
of 3 2 1 2/3
chronic otitis media
chronic otitis media 3 1 1 1 1/3
acute tonsilitis 5 5 5/5
acute sinusitis 4 3 1 4/4
‘acute exacerbation
of 3 3 3/3
chronic sinusitis
chronic sinusitis 2 1 1 1.2
acute media externa 1 1 01
acute pharyngolaryngitis 1 1 /1
total 31 12 12 2 5 77.4(%)
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Table 5. Bacteriological effect
No.of Eradicated
Organism ) Eradicated Persisted  Unknown rate
strains
(%)
Staphylococcus aureus 7 6 1
Staphylococcus epidermidis 3 1 2
CNS 1 1
Streptococcus pneumoniae 1 1
Streptococcus agalactiae 1 1
Streptococcus sp. 5 4 1
Enterococcus faecalis 1 1
Corynebacterium sp. 4 1 3
gram-positive 23 15 8 100
Klebsiella pneumoniae 1 1
Klebsiella oxytoca 1 1
Proteus mirabilis 1 1
Providencia rettgeri 1 1
Pseudomonas aeruginosa 3 3
Haemophilus influenzae 1 1
Neisseria sp. 2 1 1
Acinetobacter calcoaceticus 1 1
NFR 2 2
gram-negative 13 2 1 10 66.7
total 36 17 1 18 94.4

CN S : coagulase negative Staphylococcus

N F R : non—glucose fermentative gram—negative rods

ZMHIE L5 ERIBELS —EiFHER L TiEoh s C
ENEERNHMERTH 5, BEEBGRIERORLEEE
T3, 2MPERX ZHRIRERORHE IED TH
PILTED, & biT S aureus ¥ &3 5 staphy-
lococci & S. pneumoniae %* & ¢ streptococci,
H. influenzae, Branhamella catarrhalis H#2 25
ELTHBEINBGADE L, BRMICRINSDOE
WKEHWRERZRT B-F7 7 7 LEINE—ERELT
BuwohTwa®, —4, @hER, BHERIREL
TIEHAEBRE LICBMERLD, S aureus Dfh,
Proteus mirabilis, Providencia rettgeri, H. influ-
enzae, P.aeruginosa 73DV T LIEHEORHER
NEL 5% 9, S-1006 DHE N P. aeruginosa
EROVT, 3$TIHEIN TV R X ICBNIZHRD
HisHRA" ", = TAHOHREBRAFRRZ R
~NOBITHEFMT 57D, 100 mg 2EMEREH 5

RABRBEEROERSES LcBOMERFTESBY L
SRk, LERREE TTR RS 0N
¥eh - BREEEAIE L & A BFEBITHENE
Bxh, BicHESUYTRMmbEEE FED, HF
TREET S 90 3 5 135 BV T RINPBELRE
BEH 5 VT LOBTIRD bhi, TTRE
Exhic@h, AFORBEORSEORSOTRE
ERRER I, ZEREEHCH L | BRTEN B bOORR
MR 23 FERE T, R b 34 2 Bk
<L, T5mg 100 mg, 150 mg 5T, Thih
1.04zg/ml, 1.82ug/ml 2.62ug/ml &FRRER
LRI TWET », BHRRETO 31 AT
AFOBERIZ, 1 H75mgx 3/8 md 200mgX ¥/
HT, ARIOBHRITT7.4% (24/31) THoto &
SICHMBEDONEREH B & 75 LIBHEETR 1008
Th >t BRMETE 66.7%TH 1o £ B
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BEREBHFIDD B, S aureus EEUEMERRYL 4 oral cephem antibiotic. 30th ICAAC,
ARWTNHERNREN T, MEENNR ML Abstr, No663, Atlanta, Oct. 21-24, 1990
YETE D, P. aeruginosa % &L W EIE KR 3) AL whEFHES, EHEOIE : MEYERER
0o, MEENNRIAETERDRLENT 12 & 5 Oxacephem HRiL4:#H 6315-S
Holio CNOEDNSAT, BMEBRTIE 5 mg~ (Flomoxef) D {#ir i B NI TE i 1= B4 5 K
100 mgX 8 /HDOHBTHHTShRAMAREH R 207, Chemotherapy 35 (S-1) : 129~1386, 1987
Bith 5\ B O R ER T3, 150~200 mg X 4) BA(LEREER - RNFEEHIEME (MIC)
3/ABRENVLBEERBENILD B EbREXN DRIEEHSREIC DWW T, Chemotherapy 29 :
76~79, 1981
ZRHORI T, BEMNLEWERE LTEEDE 5) BIRESE  HRMRGRIRO BRYGHE — T DR
B LPIRBE LAOEBRE TRR L, /o, 40 B D B [a] & FEHIEIR —, JOHNS 4 : 525~
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Clinical study on S-1108 for otorhinolaryngological infections
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Clinical and pharmacokinetic studies of S-1108, a new oral cephem, produced the following
results ;

1) Pharmacokinetic study

Serum, otorrhea, maxillary mucosa, maxillary fluid, submandibular gland and tonsillar
tissue penetration of S-1006 were measured in three patients with chronic otitis media, six
patients with chronic sinusitis, two with parotid gland tumor and two with tonsillitis, after a
single 100 mg oral dose.

The peak otorrhea levels was 0.76 £ g/ml at 255 minutes after administration of 100 mg,
peak maxillary mucosa level was 0.87 1 g/ml at 90 minutes after administration of 100 mg,
the maxillary fluid level was 0.52 1 g/ml at 122 minutes after administration of 100 mg
and the submandibular gland level was 0.15uzg/ml at 130 minutes after administration of
100mg. No tonsil tissue levels were detected.

2) Clinical study

Thirty—three patients with otorhinolaryngological infections (acute otitis media 9, acute exac-
erbation of chronic otitis media 4, chronic otitis media 3, acute tonsillitis 5, acute sinusitis
5, acute exacerbation of chronic sinusitis 3, chronic sinusitis 2, acute otitis media ex-
terna | and acute pharyngolaryngitis 1) were treated with 75 mgX 3 /day, 100 mgX 3 /day,
150mgX 3 /day or 200 mgX 3 /day orally for 3 ~21 days. The clinical effects were excellent
in 12, good in 12, fair in 2 and poor in 5, excluding two cases of acute exacerbation of
chronic otitismedia and acute sinusitis, yielding an efficacy rate of 77.4%. %

Seventeen of the 18 causative oganisms (6/6 S. aureus, 1/1 S. epidermidis, 1/1 coagu-
lase negative Staphylococcus, 1/1 S. pneumoniae, 4/4 streptococcus spp., 1/1 E. faecalis.
1/ 1 Corynebacterium sp., 1/1 H. influenzae, 1/ 1 Neisseria sp.) were eradicated One
case of mild stomachache and/or nausea was observed, but no elevation of laboratory values
was observed. S-1108 was found to be an effective and safe oral antibiotic for the treatment
of otorhinolaryngological infections.



