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1. BSMWEHREERROER SR Staphylococcus aureus, Branhamella (Mora-
xella) catarrhalis, Pseudomonas aeruginosa {Z%13 A4 1113, SBED cefaclor
(CCL), cefixime (CFIX) ICHXTEN/DDTH -7,

2. 100 mg %7213 150 mg MRRE O KBARBAREE L, OFERBK0.08~0. 78 g/g, L3
TRREHE 0, 03~0,97 L g/g, ERE MR 0. 07~2 401 g/g, HE5H 0.18~0.50 1 g/ml, L
HARRTEK 0. 15~1. 16 L g/ml TH > 7,

3. BRMWEISRSURGE 84 Flicxid 2 EBRIRKRMBOF MBI, (LREFER 8.7
%, BIBREZR6/7, 2MERBEZ 92.9%, S EHiE% 85 7% ZDOMDOREEEEHLETLHET
83.3% Th -1, EEMEREECEN 1F, B2 1H, BHEAHRELH, EilFoqt46
KA bhl, BRREMERE, GPT LR 44, LDH LR 14, v-GTP LF 1#|D5f 6
I INEAY g Al
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S-1108 EHFHBEMRXSHMRF CHRINS:  CEBERERARY MEFL, Bic/5 LBEED
EORE7 702K VRIAENMETH 5. AKIIE 72T b Staphylococcus aureus X T HHES
NAEEESRTHARORNI NGB S-1006 D4 @, EROZEEO L7 x LFIC~ERTVS, &
A NE VIS, EXO A FVAFAERLRT o, 75 LREEOLHTHEED OFLX HEEER
AT B EICLOEORNREFED1-FEFITHD, HLTHRWVABENEET A EVWbOTVS
BORSHICRTICHEERDOLZT 7 —FIic L DMK SEFK 4 3, S-1108 % B RIRMREIRLEBECR
DEREN, EHAED S-1006 & LTHEBMEDICE 5L, TOEME KM sicaRoVTR
742370 R5 9 ThH5bH, HLADTHET S, X0, BEMRELIT-LO

EMAKTH B S-1006 13, 7T LRI, BREE  CHETHRET .

*T467 & BRI EETFE) % 1
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I. 8 & H & 76, BEERIRIRIERETE 2§, 2HERERE 14
. BEN B, AEER 146, 2eEMREER 1 F, (LIRS T R

FEHEAIR T B S-1006 D FERFFO FRRERK 11 1%
L E BRWRRIRGE IR DERIR 7Y B Staphylococcus
qureus 16 ¥, Branhamella (Moraxella) catarrhalis
12 %, Pseudomonas aeruginosa 15 #IZ3 T 3
MIC 2 B AL FREFREERICE S EPRERF
RETHELRY . WHEOEMER 10°CFU/m]
b Lte F1XBE IR cefaclor (CCL), cefixime
(CFIX) & L7

2. HABABTT

ZEBHAFESWER S X BEMERICT, A
BEMOEENE S BEEXIRIC S-1006 DEE
sk B~ OB TR R L. &K S-1108 %
100 mg ¥£7-43 150 mg MRREDOOERBL (28 HD,
FEREEE (376, EmERERE (36D, His (16
f), EEmEkrE® G1F) BXUOMERND S-1006
B %, FEscherichia coli NIHI *REE L T 5
Bioassay /& (Disk &) IS THIE LAY, 14k, B
EIIBHEAEE T-80 CTHREL

3. ERARRUAE

GHBI A HBMERR & £ OBIERR T 5> 0N
HERREETERREAEWBERNC T, BREBMORE
EnBoh B SRR R R GLE BE 90 Flicxd
L, A#I1[E] 75 mg » 5 150 mg %2 1 H 3 BAEE
05 L, BERNE MEFNHER ReficonT
B L. BEOERIZ 128N S 9% T, *R5AK
H2BML 158, BRIEERIZ06g4056.75g T
ot EROARIE, BMEFER 184, BEFE
REVEIEAE 32§, BHEPEX 1H, SRR

RIPITH~T

O. # E:

1. m@Eh

FRAEEE KI5 S-1008 D MIC % Table 1 iZ/R
Ltzo X$HAZED CCL, CFIX & Huikd 5 EHMLLA
REART b ERLEY, 2TORICBVWTER
EEE I 3ENULORENZR Ulco FHCE RIAIR
FIEIRRARE T LI LIEWM & /85 S aureus
(Terajima ) IT2>2WTA 5B &, CCL, CFIX O
>100ug/ml I LAFNS 1,56 ug/ml TH 7o &
7z, P. aeruginosa (NCTC 10440 #%) <L Td
CCL ™>100 2z g/ml, CFIX ® 100 £ g/ml Tt L
1.56 ug/ml EBNICHDTH 7.

UHERFOBEKSBEKICXTT 5 MIC % Table 2
IR L7co S aureus 16 #RiC BT 5 AF|D MIC,, i3
3. 13ug/ml ThHY, CCL L0 3E, CFIX &b
5 LI EMEHOEN T W2 B. catarrhalis 12 £
BT BAEAFD MICeo (3 0,39 £ g/ml TH D,
CCL, CFIX &% 3BEN T/ P. aeruginosa
15 BRIC BT B AFID MIC,, 13 25 1 g/ml TH D X
FEDCCL, CFIX KO EBN/I-HDTH-7T,

2. fHEBABT

fEB % Table 31T/R L7, S-1108 %2 100 mg F 72
(3 150 mg AR 1 B5fa] 25 432 & 6 B¥fAi% D S-1006
DRBIAENBEE R, 0.08~0 78 2g/g (100 mg
5150 2l ug/g 150 mg &5 : 190, 14 g/
g) Thoreo 18R 40 905 7 BfE&E O LERMAK

Table 1. Antibacterial spectrum of S-1006, cefaclor and cefixime

MIC (rg/ml)

Organism

S-1006 cefaclor cefixime
Staphylococcus aureus Terajima 1.56 >100 > 100
Micrococuus luteus 9341 0.39 3.13 50
Bacillus subtilis Atu 6633 0.2 1. 56 3.13
'Escherichia coli NIHJ JC-2 0.1 1. 56 3.13
Proteus mirabilis 3849 0.2 3.13 0.1
Proteus mirabilis ATCC 21100 0.0125 1. 56 0.025
Protus vulgaris 0X-19 0.39 12.5 50
Morganella morganii 3848 0.0125 3.13 0.05
Providencia rettgeri ATCC 9250 0. 025 0.39 0.1
Pseudomonas aeruginosa NCTC 10440 1.56 > 100 100
Branhamella catarrhalis 25238 0.0125 0. 025 0.0125




658

CHEMOTHERAPY

JUNE 1993

Table 2. Antibacterial activity of S-1008, cefaclor and cefixime against clinical isolates

Organism b MIC (xg/ml)
(No. of isolates) rue 9
. range 50% 90%
B S-1006 . 0,3 ~ 3.13 0.39 3.13
Staphy loc(‘jl‘G‘)”s aureus cefaclor 156 ~ 50 6.25 %
cefixime 50 ~>100 100 >100
3-100 =0.0125~ 12.5 X
Branhamella catarrhalis S 6 0.1 0.39
(12) cefaclor 0.2 ~ 12.5 0.78 3.13
cefixime 0.39 ~>100 1.56 313
Pseudomonas aeruginosa S-1006 6.25 ~ 100 12.5 %
0 (15 & cefaclor > 100 >100 >100
cefixime >100 >100 >100
Table 3. Serum and tissue concentrations of S-1006
Sampling time Concentration of S-1006
No. - mi . .
Tissue Dose | No. of (h : min) serum (ug/ml) | tissue (ug/g-ml) | tissue/serum (%)
(mg)| cases
range mean| range |mean| range |mean| range |mean
100 15 1:25~6:00 | 2:40 | 0.27~0.94 | 0.55 | 0.09~0.78 | 0.21 | 19.0~ 84.6] 37.1
Tonsil
150 13 2:00~4:00 | 3:05| 0.30~1.14 | 0.64 | 0.08~0.30 | 0.14 | 11.4~ 40.6] 26.0
Maxillary sinus 100 18 1:40~6:00 | 3:39 | 0.13~1.11 | 0.41 | 0.14~0.97 | 0.35 | 56.4~253.8|100.8
mucosa 150 | 19 | 2:00~7:00 | 3:51 | 0.13~1.21 | 0.63 | 0.03~0.78 | 0.48 | 16.7~317.6| 9.4
Ethmoid sinus 4D~ - . ~ ~ ~
mucosa 100 3 0:42~1:05 | 0:57 | 0.06~2.29 | 1.03 | 0.07~2.40 | 1.12 | 104.8~116.7|113.8
Middle ear 100 7 2:00~4:00 | 3:09 | 0.21~0.64 | 0.39 | 0.18~0.42 | 0.26 | 50.0~123.8| 69.6
secretion 150 9 2:00~4:00 | 3:20 | 0.26~1.02 | 0.62 | 0.18~0.50 | 0.32 | 27.5~ 78.1| 9%.7
Maxillary sinus 100 15 2:00~6:00 | 4:00 | 0.13~1.11 | 0.42 | 0.15~0.87 | 0.43 | 28.1~430.8137.5
secretion 150 16 2:00~7:00 | 3:56 | 0.09~1.21 | 0.57 | 0.21~1.16 | 0.62 | 47.1~317.6|143.0

FENAEIZ, 0.03~0.97ug/g (100 mg &5 : Fi5 3. BEPRAXEE

0.35ug/g, 150 mg %5 : #390.48g/g) TH - RIEFD—EE% Table 4 1om Lie £ B
too 4235005 | B5R 5 N A DE B RKENRE 3, 7% 6 il 2B\ 723t 84 (| DR BBIEEER 3R % Table
0.07~2. 40 ug/g (100 mg $&5 : T 1 121g/g)  5IWm L. BYUETHSE, ({LBHEHERGRE

f% 2 f\:o i f:n

2 WM S 4 BRI DR E R A% 18 IR 15 ) (83.3%). 1BHEDEMEREL 28

AL, 0,18~0,50 ug/ml (100 mg $25 : F490.26 22 (] (78.6%), 1@iEid 1 fish 0, BIBBAIEEY
wg/ml, 150 mg %5 : ¥15 0,324 g/ml) ThH - 6 filch 5 B, 18D EMRESS | Fid | fl, SHER
o 2ESRAN D THSRIR O FERAGREER,  HEHRE 14 FI 135 (92.9%), AEERAURA
0.15~1. 16 1 g/ml (100 mg $25 : F490, 43 g/ml, o124 (85 7%), EAabbmgaEzs, Kk 1A
150mg#%5 : 0.62 2 g/ml) TH -7,

Tk D HEICH ML ETH - 120 2KTHE 8 ATE
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Table 4-1. Clinical results of S-1108 treatment
] Organism .
Case Age| i o Dossee (MIC pg/ml)  Bacterio= qpy o) |
Yo | Sex Diagnosis | gaily dose |duration |total dose beffre logical offect Side cffects
' (mgxtimes)| (days) | (mg) after effect
A. lwoffi (3.13)
1 illl act't; p:lreudlie:t 100%3 4 1,200 S epldE‘l"HIldlS(O. 20) eradicated| excellent| (-)
otitis
(=)
0 : lent S. sureus (0.78)
2 ; ac‘:.; purt:; 100x3 7 2,100 ! eradicated| good (=)
otitis media ()
o =)
el Purientl 1oox3 | 12 | 3,600 ) unknown | fair | (—)
otltls media (— )
64 t lent (=
T ac‘t‘.t‘? p”“:{ 100x3 8 1,600 | unknown | good (=)
otitis media (-
31 | acut lent (=
5 % ac‘t‘.f p“”:j.e“ 100X 3 7 | 2,100 | unknown | good (=)
otitis media ()
42 t lent NT
6 P ac{;,:f pur\:if:n 1503 4 1,800 y unknown | good (=)
medl
oL1t1s edla (_ )
54 : lent S. aureus (3.13)
7 M ac‘:.: purli;n 1503 4 1,800 ¥ unknown fair (=)
olit1s media NT
g i lont S. aureus (0.78)
8 M azltlitei’sprl::die: 150% 3 7 3,150 V eradicated| good (=)
(=)
43 | acute purulent S. aureus (1.56)
9 M otitispmeliif: 150% 3 6 2,700 l eradicated| good (=)
(=)
64 | acute purulent S. epidermidis(0. 39)
10 M otitispmediean 150% 3 3 1,350 I eradicated| excellent| (—)
(=)
19 | acute purulent GPR
1 M | otitis media 150% 3 7 3,150 ¥ eradicated| excellent (=)
(-
55 | acute purulent S. aureus (0.78)
12 F otitispme:if: 150%3 7 3,150 ) eradicated| excellent| (=)
" (=)

NT : not tested, CNS coagulase-negative staphylococcus,
GPR : gram positive rods, NF-GNR : nonfermentative gram-negative rods
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Table 4-2. Clinical results of S-1108 treatment
Organism )
Dosage -
Case| Age , . ZoRees (MIC fug/ml) B?Ct?m? Clinical Si
No. | Sex| D1a8nosis | dailydose |duralion| total dose <be fre> OBICEL | ffaey |oide elfects
(mgxiimes)| (days) | (mg) after effect
o1 | ) lent S. aureus (1.56
13 Acule purdent | 150 3 7 | 3,150 } - |eradicated| good | (-)
F | otitis media ) (=)
47 : lent S. sureus (0.78)
14 acule puruent | 553 10 | 4,500 } eradicated| good (=)
F | otitis media ()
56 | acute purulent (=
15 acule puruient| 5553 7 3,150 o unknown | excellent| (-)
M | otitis media (=)
79 b lent S. aureus (1.56)
16 acule pUru e 1s0x3 | 8 | 1,350 } eradicated | excellent| (-)
F | otitis media v (-)
i S. saprophyticus (0. 39)
17 | 3 |acute purulent| g0 0 14| 1,650 | eradicated| fair | ()
F | otitis media (-)
P. aeruginosa(>100) g
1g | 48 | acute purulent |5, 5 7 | 3,150 | eradicated| good | (=)
F | otitis media (=)
chronic purulent CNS (0.80)
. ; > .
19 | 7| otitis media | 100x3 | 8 | zao0 [ IS I rogineg| good | ()
(acute exacerbation
‘ (D]
chronic purulent NF-GNE (>100)
20 % otitis media 100x 3 2 600 Corynebacterium sp. (0. 39) unknown |unknown nau's'ea
M (acute exacerbation ' vomiting
NT
52 chronic purulent S. aureus (0.78) -
21 F otitis media | 100X3 7 2,100 i eradicated| good (=)
(acute exacerbation) (-
65 chronic purulent S. aureus (0.78) |
22 M | otitis media | 100X3 12 3,000 i eradicated| good | =)
(acute exacerbation)| - (=) B hinE|
a4 ‘chronic purulent S. aureus (1.56) Kknown
23 | o | otitis media | 1503 9 | 3,750 | unknown | *" l':"r:‘(”r) ()
(acute exacerbation NT (pearl tu N
57 chronic purulent NT o
24 M otitis media | 150%3 4 1,800 ' unknown | excellent| ()"
(acute exacerbation) NT .
14 chronic purulent S. epidermidis(3.13)
26 | \p | ofitis media | 150x3 7 3,150 y eradicated| excellent| () -
(acute exacerbation) (=) .
e
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Table 4-3. ini
— Clinical results of S-1108 treatment
Case| Age Diagnosi Dosage (N?Ilganism B
osis . : ©g/ml) acterio—
No. | Sex (dﬂll}’ flose duration | total dose before logicacl’ Clinical |,
] mgXtimes)| (days) | (mg) } ) offect effect Side effects
1 chronic purulent S after
26 F otitis media 150% 3 7 3,150 - aureus (0.T8)
(acute exacerbation ( i ; eradicated| good CD)
NF-‘GNR (>100)
69 chl‘(?nic purulent S. epidermidis(0. 39)
Al M otitis media 150%3 11 4,950 1 '
(acute exacerbation ' S. epidermidis(3.13)| persisted |  fair
Pseudomonas sp. (3. 13) S
X. maltophilia(12.5)
chronic purulent NECR (2100
44
% | p | ofitismedia | 150x3 | 15 | 6,750 S aureus (0.18
(acute exacerbation ' ¢ persisted | fair =)
pR— S. aureus (1.56)
57 | purulen . ]
W | o | olitis media | 1503 8 | 3,600 S epidermidis(1. 55
(acute exacerbation ' ( ' ) eradicated| good (=)
o chronic purulent
3| G | otitis media | 150x3 5 | 2,250 NONR @19
(acute exacerbation ' ’ unknown i '
fair (=)
NT
iy Chr;:'ic purqent X. maltophilia (50)
F | otitis medl?. 150% 3 5 2.250 Alcaligenes sp.(>100)
(acute exacerbation ! eradicated| excellent (=)
7 chronic purulent -
2 F ofitis media | 1503 4 1,500 S epidermidis 0. 10
(acute exacerbation) ' ( ¢ ; eradicated| excellent| (—)
@ 55 chronic purulent
F otitis media 150X 3 6 2,700 7
(acute exacerbation ' ( ' ) unknown | good =)
" 68 3Ch1‘;’fﬂ.ic puru!em CNS (0.39)
p | olitis media | 150x3 8 3.600 Corynebacterium sp.(<0.025)
(acute exacerbation { eradicated| good (=)
89 chronic purulent =
B | p | ofitis media | 150x3 4 1,800 §. aureus (0.T8)
] (acute exacerbation) ’ . v , eradicated| excellent (=)
% 65 chronic purulent | .
F otitis media | 150X 3 6 2 70 S. aureus (>100) o
- | (acute exacerbation 100 ' persisted | fair | ( -)
— S. aureus
. 4g | chronic purulent
o | oltis media | 1503 . ) S. aureus (0.39)
| acuteexacerbtion) ,700 : V , eradicated| good (-
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Table 4-4. Clinical results of S-1108 treatment
Dosage Organism .
Case| Age , . (MIC pg/mD) B?ctt?r1<; Clinical |,
No. | Sex | Diagnosis | dailydose |duration |total dose beffre ogical |~ b ¢ |Side effects
(mgxtimes)| (days) | (mg) after sffect
b chronic purulent ‘ S. marcescens 0.78
38 F otitis media 150% 3 7. 3,150 } persisted fair (-)
(acute exacerbation) S. marcescens (0.78) ‘
. S. aureus (0.78)
8 chronic purulent |
iti i X ’ . . . I -
39 M : ottms me:l; | 1503 7 3,150 S. epidermidis(1. 56) replaced | good (=)
acule exacerbation Candida sp.
3 chronic purulent S. aureus (1.56)
40 F otitis media 150% 3 7 3,150 { persisted | poor (=)
(acute exacerbation S. aureus (0.78)
76 chronic purulent S. aureus (0.78)
41 otitis media 150% 3 6 2,700 ¥ eradicated| good (=)
F .
(acute exacerbation) =)
. S. aureus (1.56)
7 chronic purulent |
. . % ’ . _
42 F (aizt:,sm::!ilt;n 150% 3 7 3,150 S, aureus (0.78) persisted | good (=)
Corynebacterium sp.(0. 78)
chronic purulent S. aureus (0.78)
43 ? otitis media 150% 3 2 750 Corynebactem:m 5p-0.39) unknown |unknown| rash
(acute.exacerbahon) S. aureus (1.56)
m chronic purulent S. aureus (0.78)
44 F otitis media | 150%3 7 3,150 i eradicated| good =)
(acute exacerbation) -
66 chronic purulent \S. pneumoniae(<0.025
45 F otitis media | 150X 3 7 3,150 ¥ eradicated| good (=)
(acute exacerbation (=)
chronic purulent S. aureus (3.13)
46 :if otitis media 150%3 7 3,150 C'orynebuctemim .0.78) decreased| good =)
te bati
(scute exacerbation Corynebacterium sp.(0. 78)
78 chronic purulent P. cepacia
47 otitis media 150X 3 7 3,150 ! persisted | good (=)
F . .
(acute exacerbation P. cepacia
S. sureus (0.78)
08 chronic purulent i Corynebacterium sp.(1. 56)
48 M otitis media | 150X 3 7 3,150 | persisted | good =)
(acute exacerbation S. aureus (1.56) :
Corynebacterium sp.(1. 56) -
53 chronic purulent S. aureus (MRSA)(>100) .
49 | \p | oitis media | 150x3 7 3,150 ! unknown |unknown| (=)
(acute exacerbation NT
I
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Table 4-5. Clinical results of S-1108 treatment
] Organism .
Dosage (MIC ug/ml) |Bacterio—| .. .
Case| Age . : . Clinical |,
Yol Sex Diagnosis | gyjly dose |duration |total dose beffre logical offoct Side effects
) (mgXtimes)| (days) | (mg) after effect
" chronic purulent S. epidermidis(0. 39)
0| o otitis media | 200X3 4 2,400 l, eradicated| good (=)
. (acute exacerbation) (=)
] S. epidermidis(0. 10)
i lent i .(0.0 . .
g | % |chromcpurulent| oy g 7 | 3,150 |Crymebocteriumsp.C0.09)| o ticated| fair  |GPTaI~t5%
F | otitis media J
=)
28 | acute paranasal a-streptococcus
52 s para? 100x3 9 | 2,700 | eradicated| good | (=)
F sinusitis
-
S. aureus (0. 10)
2 te paranasal a -streptococcus (0. 20)
53 acule paran 100x3 7 2,100 |Corynebacterium sp.(0. 05)|eradicated| fair =)
M sinusitis |
=)
31 te paranasal @ -streplococeus (0. 10) epigastric
54 acule paran 150%3 3 1,350 V unknown |unknown | *P'€
F sinusitis discomfort
NT
34 | acute paranasal NF-GNR (12.5)
55 o paranasal| 50x3 14 6,300 v eradicated| good (=)
M sinusitis
(-
12 | acut 1 IS. intermidius (0.05
5 e paranasat | 1s0x 3 14 6,300 V eradicated| good - (-
F sinusitis
-
34 | acute paranasal )
el S ,150%3 15 6,300 ) unknown | excellent| (—)
M sinusitis :
(-
S. aureus (3.13)
58 - <0.
58 acuttla par.ar'lasal 1503 7 3,150 B —streptococcus(<0. 025) unknown | good (-)
M sinusitis i
NT
% chronic paranasal S. pneumoniae(0. 10)
% F sinusitis 100x 3 5 1,400 l unknown | unknown | constipation
] (acute exacerbation NT
S. pneumoniae(0. 05)
40 | chronic paranasal P. cepacia (6.25)
60 F sinusitis | 150X 3 15 6,750 CNS (1.56) eradicated| good =)
(acute exacerbation)| y
| (=)
G(-)Diplococcus
24 g
81 acute l'ac'u.nar 5% 3 3 875 1) eradicated| excellent | GPT 35-58-9
M tonsillitis -
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Table 4-6. Clinical results of S-1108 treatment
Organism .
Case| Age Dosage (MIC pg/ml) Bacterio— Clinical
i : [ i logical Side eff
No. | Sex Diagnosis | daily dose |duration | total dose effre effect e effects
(mgxtimes)| (days) | (mg) after effect
fl
32 | acute lacunar normal flora
21 M| tonsillitis 75%3 T | LSS ' unknown | good |GPT 165
=)
39 tel K. pneumoniae(0. 39
63 | & 80:1 rels;;lci\txinar ,100x3 7 2,100 V eradicated| excellent | GPT 194
0 5 <y
58 tel E. cloacae (0.78)
O | M| ionsitiis | 100X3 | 7| 200 ; eradicated| good | (=)
=)
15 | acute 1 r S. aureus (0.78)
1 ;Jonsi};fitiza 100x3 5 1,500 { eradicated| excellent| (-)
(-
19 te 1 S. aureus (1.56)
66 | 1 ac:’o:sﬁﬁ‘:i’;ar 100X3 7 | 2,100 } eradicated| excellent| (-)
=)
normal flora
67 i;l ac:lot:Slizlllcil:ir;al‘ 100X 3 7 2,100 i unknown | good |LDH 2%59-5%6
(=)
46 | acute lacunar normal flora
68 F tonsillitis 100x 3 3 900 ) unknown | excellent| (-)
(GD)
72 | acute lacunar S. aureus (0.78)
6 F tonsillitis 1003 7 2,100 v eradicated| good (=)
-
23 | acute lacunar S. aureus ' .
70 M tonsillitis 1503 6 2,400 V eradicated| good (=)
(-
27 | acute lacunar normal flora
1 F tonsillitis 150% 3 3 1,350 i unknown | excellent| (-)
(-
41 | acute lacunar _ normal flora
1B | tonsilitis | (0%3 | % | 13%0 ! unknown | poor | (=)
‘ NT
Streptococcus (G)
<
32 | acute lacunar (<0.025) ' ,
8 M tonsillitis 1503 3 1,350 S. aureus (0.78) |eradicated|excellent| ( )
{
=) -
S. pyogenes(=0. 025)
2
s Fi‘3 ac:l::sli?lciltlir;ar 150%3 4 1,800 } eradicated| excellent| (=) ‘
(- L
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Table 4-7. Clinical results of S-1108 treatment

D Organism .
A . . osaee (MIC yg/ml) |Bacterio—| . . .
Case| Age) 1y ‘ ~ bef logical Si
No. | Sex 18gNOS1S | daily dose |duration |total dose e fr © ogica. effect ide effects
) (mgXtimes)| (days) | (mg) after elfect
63 | acute otitis S. aureus (0.78)
75 M oxterna 1003 7 2,100 ) persisted fair (=)
S. aureus (1.56)
E. coli (0.20)
76 413 ’ “ce‘;:fe;’;j‘s 100% 3 7 | 200 | & “”’e”f ©.78) | radicated good | (=)
=)
31 cute otitis S. aureus (1.56)
i P a oxtarna 100%3 3 900 } eradicated| excellent| (—)
(-
S. aureus (0.78)
8 i? a:":::e:;:ls 100%3 3 900 A faecalis 3:18) eradicated| excellent| (—)
(=)
29 | acute otitis (=)
79 F externa 100x 3 2 600 ! unknown | excellent| (-=)
(-
52 te ofiti NT
80 F acu te oulis 100X 3 3 700 } unknown | excellent| (—)
externa NT ,
47 te otiti NT
81 F acu : onuis 100x 3 3 900 i unknown | excellent| (—)
externa NT
56 | acute ofiti S. aureus (0.78)
2| ““f S 1 joox3 | 14 | 4,200 ' eradicated| good (=)
externa (-
- P. aeruginosa (25)
23
8|5 ai‘;::e:;:‘s 100X 3 3 900 | eradicated| excellent| (=)
-
NT
49 iti
84 P ac;utte oltis | o3 7 3,150 4 unknown | good (-
xterna NT
2l | acute ofiti NT
85 F exte ouus 150% 3 4 1,800 } unknown | excellent| (—)
erna NT
(=)
57 iti
86 M a(:;t:eohhs 150% 3 5 2,250 ' unknown | poor (=)
P S. epidermidis(1.56)
20| acute ot S. aureus (1.56)
87 M Zl;:e:nlals " 150% 3 7 3,150 J eradicated| good (=)
-
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Table1-8. Clinical results of S-1108 treatment
- Dosage Organism .
Case| Age . . g (MIC pg/ml) Bacte'eru; Clinical | .
No. | Sex Diagnosis | gyily dose |duration| total dose bef;)re logica offect |Side effecls
|:(mgxtimes)| (days) | (mg) after effect
C S. epidermidis(0.78)
88 65 | chronic otitis 150X 3 7. | 3,150 ¥ eradicated| excellent| (-)
M externa (=)
o7 ; S. pneumoniae(0, 20)
80 acule 1 jo0x3 7 | 2,100 | eradicated| good |7-GTPI5+%
F pharyngitis (=)
. S. mitis
go | 28 |submandibular| 00 4 3 900 | eradicated| excellent| (-)
M | sialoadenitis (-)
Table 5. Clinical efficacy of S-1108
. . No. of Clinical efficacy Clinical efficacy
Diagnosis
cases excellent good fair poor rate (%)
Acute purulent otitis media 18 6 9 3 15/18 (83.3)
Chronic purulent oht%s media 28 5 17 5 1 22/98 (18.6)
(acute exacerbation)
Chronic purulent otitis media 1 1 0/1
Subtotal 47 11 26 9 1 37/47 (18.7)
Acute paranasal sinusitis 6 1 4 1 5/6
Chronic paranasal sinusitis
‘ . 1 1 1/1
(acute exacerbation)
Subtotal 7 1 5 1 6/7
Acute lacunar tonsillitis 14 8 5 1 13/14 (92.9)
Acute pharyngitis 1 1 1/1
Otitis externa 14 8 4 1 1 12/14 (85.7)
Submandibular sialoadenitis 1 1 1/1
Total 84 29 41 11 3 70/84 (83.3)

Table 6. Efficacy according to results of radiological examination

No. of Markedly Improved ‘Shghtly Unchanged Improvement rate
cases improved improved
6 1 1 2 2 4/6

Improvement rate : markedly improved + improved + slighly improved / No. of cases
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S0 f, BMALE, CPEH1F, WHIHITH
HRIL 83 IR TH 7o F/o, RIRERICEVTE
AREEIRIC LY N7 RS TN, SRMIE R
Th-1-ERIZ 6 Hld -7 (Table 6)s ZDHEIZ
RELH, WE LR BEXRBZ2H, LE2H)
THh, BERBLULZHEL LBAORERI
46 TH -1

ARFENWEFENHE%E Table TIT/R U, FH
pERBEICENRE S N ERIZ 62 I TH - 72,
75 AEMEEMERRICEVWT L - b B R
ht0i, S aureus THD 2THPITH 7o 2D
hikel fl, RESR, ERR1IMATHD, 8l.5
YOFEHKBTH » 7co IRICBED - DT Staphy-
lococcus ‘epidermidis TH 0 6 Bl & bHEK L 72,
2 Dfih Staphylococcus saprophyticus, Staphylo-
coccus intermedius, Streptococcus pneumoniae,

Streptococcus pyogenes. Streptococcus mitis,
2 ~haemolylic Streptococcus 15 & HiH S A 7228,
STHREIN, 7' LIBEE B E G387, 8% DE
HEBTH 7o 7T LIGH: B IZ 8 5
D, DI B Serratia marcesens 1, Pseudo-
monas cepacia 1 IDREINT, 6/8 DFHMHER
ThH-Tco BHEHERGE 13HEZMA, 2EOEHER
{3 52/62 (83.9%) TH»1z,

m % %
FRESEBRIC Y B S-1006 D Z, 7 5 LG
EhoBMEEET MELALZ2TOKIIEVT,
CCL, CFIX c@EIEF 3z LB HERL
1oo BEERABERRICE VTR, BERRERHEREEE T
botbEBRIRHBEINS S aureus IZ¥F L T3,
XBIFED CCLR =2 —t7 LD CFIX X EN

Table 7. Bacteriological effects of S-1108 according to causative organisms

Organisms No. of Eradicaled| Replaced | Decreased | Persisted Eradlca'tllon
, : cases rate (%)
‘Staphylococcus aureus 27 21 1 5 22/27 (81.5)
Staphylococcus epidermidis 6 6 6/6
Staphylococcus saprophyticus 1 1 1/1
Staphylococcus intermedius 1 1 1/1
G (1-() | Streptococcus pneumoniae 2 2 2/2
Streptocqccus pyogenes 1 1 /1
Streptococcus mitis 1 1 1/1
a-hemolytic Streptococcus 1 1 1/1
gram positive rods 1 1 /1
subtotal 41 35 1 5 36/41 (87.8)
Klebsiella pneumoniae 1 1 1/1
Serratia marcescens 1 1 0/1
! Enterobacter cloacae 1 1 L 1/1
G (-) G(—-)Diplococcus 1 1 : 1/1
Psuedomonas cepacia 1 1 0/1
Psuedomonas aeruginosa 2 2 2/2
NF-GNR 1 1 1/1
subtotal 8 6 2 6/8
G(+)+G(~) subtotal 6 5 1 5/8
-G +G(H) subtotal 6 4 1 1 4/6°
PG=)+G(-) subtotal 1 1 .1/1
Total 62 51 1 1 9 52/62 (83.9)

' NF‘(."NR : nonfermentative gram-negative rods,
Eradication rate : Eradicated + Replaced/No. of cases

G(+) : gram-positive,

G(—): gram-negative
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1ebDTH 1o NHAEPRIREROESHTLIZL
¥R SN 5B P. aeruginosa iKY 5 AH|D MIC,,
i3 25ug/mlTHD, 3FMRb- & LENLDLOT
Hoteo T, FE/NROTHEBELD Uil LiZk
XN 3 B. catarrhalis 12X 9 3 &K D MIC,, (3
0.39ug/mlThHh, IhbE/AIFIRLEN/ D
DTH=1teo AFNZEO L 7 = LFIOHBTIIHLERHIL
WIREARY MLEETREFTH D, EREREIE
HRGEICH LERkS RSN S,

ISR BB IC S\ TR T %, E MIEMRER}
IR A M AR PYRBE IC S\ T A 5 &, NtMmiEthid
#126% M5 143% &, HIiZ 100% %22 BER b b
D, HROEOE 7 x LAIDHFTRENEOFHVHEEHIC
E-g—1"7- 13, 15, |0)°

BERNROBEHRES, FERMNTE7%, BImIER
DEFEIIDIE WAL 6/T, RHERD92.9%, Zflh
DEBEEHDLLELETB8 3% ThH 7o K
ZEIUMDOERD T — & ZBICRRKDHERTH
% cefpodoxime proxetil (CPDX-PR), CFIX,
cefditoren pivoxil &L TH 5 &, CPDX-PR
DH B IRBRENRSE &I 52 F/HE I 60, 00
S 86 4% 'Y, CFIX T3 68%»™ % 95 7
%'*~'", F 1z, cefditoren pivoxil iZ 67. 0% D &
84.0%''0Thb, FHlEhSDHTHENIH
THhoTco BIRERICEVT 6 FUCERERIERD X £
BRENTONIY, ZOFERIFHBE LH, HE
BlTh-tco X BORERERDBRLDDLENS
CEEERICVN, PRORELLEREBRLETSL,
4/6 DHERTHVEOL 7 . LOPTIIFEHML(E
THo1co MEFESHRIT, 77 LIGHER B 36/41
(87.8%), 77 LIcHEEMAN 6/8 THD, BHERD
BIVEFEATHEDY, BEEHLIBREDRT
%~ 12 P. aeruginosa i3 2 il (REFEHEK, 4E
ER) Xowanid2fle bBREINEFRDED
BHWUETH -1,

BIERGELMEN | Fl, X216, FMARHEE]
Fl, @1 FIOE 4FlicH S, WTFh BRI
MBZLELETARIEICKDBEER LI, £, BERR
BERFEZ6HICAH SN, TDAHRIZGPT LF4
#., LDH LR 14l v-GTP LR 1 fITH - 1ds,
WEFNbBEE /3P EETHDHIESNEEZHEL
5 LD,

DED#ERID, AFEREMRRRISREE o5t
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T L LEITHBENVZ B,
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Bacteriological, pharmacokinetic and clinical studies of
S-1108 on otorhinolaryngological infection

Naoya Miyamoto, Shinichiro Yamamoto and Shunkichi Baba
Department of Otorhinolaryngology, Nagoya City University, Medical School
1 Kawasumi, Mizuho—-cho, Mizuho—ku, Nagoya 467, Japan

Kenji Suzuki, Hisato Motai, Yasuhiro Ito and Sinibu Ito
Department of Otorhinolaryngology, Toyohashi City Hospital

Akira Yokota and Hiromi Ito
Department of Otorhinolaryngology, Nagoya City, Higashi General Hospital

Takehiro Kobayashi, Masakazu Koketu and Hiroko Isaji
Department of Otorhinolaryngology, Kasugai City Hospital

Haruo Ito
Department of Otorhinolaryngology, Koseiren Showa Hospital

Keiko Nishioka and Akihiro Ogawa
Department of Otorhinolaryngology, Hiroshima City Hospital

Bacteriologocal, pharmacokinetic and clinical studies were carried out with- S-1108 in
otorhinolaryngological infections. The results were as follows.

1. Antibacterial activity against S. aureus (16 strains), B. catarrhalis (12 strains), and
P. aeruginosa (14 strains) was superior to that of cefaclor and cefixime.

2. The concentration of S-1006 in the tonsils was 0, 08~0, 78 x g/g, in the mucousmem-
brane of the maxillary sinus 0.03~0, 97 £ g/g, in the mucousmembrane of the ethmoidal
sinus 0, 07~2. 40 uz g/g, in middle ear secretions 0. 18~0.50 x g/ml and in maxillary sinus
secretions 0. 15~1, 16 £ g/ml.

3. Clinically, S-1108 was used in 90 patients with otorhinolaryngological infections. The
overall efficacy rate of S-1108 was 83.3%. Abnormal findings were detected in six cases,
and side effects were observed in four patients.



