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S-1108 R LWL ZFLEEN+ 7 = LBITH 50 bhbhiz S-1108 a)ﬂ_ﬂrqlfsﬁaﬂ
BUYEIC B R RERE Lic,

ABZERG T 17 11 S-1108 200 mg ZEE ¥ 7213 3 AMEREEOR 5%, %@ﬁ%ﬁ%ﬁ{tf
5 S-1006 DI I3 3 BRI 0. 05~2, 122 g/ml, 5 0§f% 0,05~1.39 1 g/ml TH Y,
AEZEAMEPIMEE (3 3 ~ 5 BRIk, HEF A RERES TENENES4.62,g/g 5. 11ug/g
TH -7, BEEHGHEEE I IERES TCENFNREE 7.2Tug/ml, 16.9ug/ml Th-
foo KABEREH 55 3. 58 ug/ml TH -7,

T-tube # A 6 #iiC S-1108 200 mg £ 400 mg ZEHEHRE L (£D S b 4 FlRE—EH), B
BEEAPRELZNE LHER 200 mg 5 THRE 6,06 £g/ml, 400 mg B5CHES 20,7

1 g/mlDBITER LI,

AABHRRYME 30 #1iC S-1108 % 100 mg $£7:(2 200 mg | H 3[E, 4 ~10 ARS#ES L CERK
MRERET LR, RIS - BEX 1 FICRUERED | FIERWT, ES 14, 598
Bl PREH I PITH 7o TDEH, ILFIEBEERE 6 6, IURK 2 il &2 AU RIRRE
196ITi3, FX6H, FBHI2H, CPEMIFTH 7. 2T 29 FId, HHLILLEA2T
BT, BHRIZ8 1% TH -7,

B « thREERS EDBIERERD M - 7o, BRBREBERE & L CFEKES & Qs
PEE LFNRDT,

Pk, S-1108 RARIBIEICHERLEN THELEELONS,
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S-1108 (JIEFBBERARTTERINLF LV
ATNVEEOL 7 = LRANMET, REEREET
5 5-1006 D4 MHNKRFVIBEITE QS INAF
AFNBEEIZATIESIES &L DEEBERIY
EEHi oSy ThHsY, BEEDIRT
T—EBICL D X T IEEEIEPHITIASR I
MEEEETH 5 S-1006 & LTl - AZBARICHH
T3, S-1006 (325 LBE B L U7 S LRKE
KX LTIREBHE AR M5 LEEHL, Staphylo
coccus, Streptococcus, Escherichia coli, Klebsiella,
Proteus, Citrobacter, Enterobacter, Peptostrepto-
coccus IZXF L CHOVWRE DA RTONEEExhT
W53, bhbhid S-1108 DIEH T &4 FHK
BHEICH T BRI AR L,

I. % &H &%

1990 £ 8 H &k » 1991 £F 12 A & TicIRILEB I E
FERZHEAL BRI B X OB # MR I T AR A i
TERD S B, RRICKIBARBROEE, AHOH
R BHEAR LW THAHAL, AADEEESE
7253 BT >W TR TR 21T - 720

1. Eurse

1) BREEZSUIBBELES L ORBEELED
TeHBEBHEHAEITI FED 1TH%, 18 ;S-1108
200 mg 1 EIROHRSE L, T ;S-1108200mg 1 H
3[EI&frAT 2 AL GBS ELIE) 5L, Fiff
B b FATE R S8 U T 3 BERIHRICRIEN RN T X
5k S-1108200 mg % 1 EEOERET 5 DIy
oo TNODEMICHWNT, IMPEE, ERWBEHF
foiZEEREH & IR BB ITERET LT,

2) T-tube A 6T, 4B LIS FLT
BRFERZERLL, +oR0\WL TV 5 E—ER
T, B 6 BEDZEEEIC S-1108 27K 100 ml Bl E
TH 1 HH200mg, 2HB 400 mg 2FhFh 1
B 1ERRA XY, BEEDRELRIE L.

S-1006 DBEDRIE 2, IMEFERIZF D & o
REKR, BHI3EZEKT 20 ZICHRE, B8 L
THELLEBE2 045 um DALY TSV T4 VY —CR
BLIbDEFERTFER, —IELTE. coli 1437 %8
EH & T AHIEEAEICL B bioassay IS THIE L7z,

2. EREREhROKET

ABIRLHED 5 B, BREEE L TOEK - RO
HBABELSO UPFEORPELMNRE Lz, 0
30 FIOMERIZ, REEERK - REE S 11 #4, RLPYFREGHRES
66, FLIRE2H, ZTOMDAMERE 19HTH -

foo BN, B 1A, & 196, F8i3 18EM S 83
B (EH49.08) Thote
ChoDERFICK LT, S-1108 % 100 mg £ 7213
200mg 1 H3M[E, 4~I10HMHERE L CEESELR
L7, BRMEHER SFBEOHTEIZT, EH
B DB - B|E - HIERRES Lo 72751,
REZER IBERRE (US) ITXB3HE MR 12,
AR SBAERIS KR TRICHEREZTV, B
HEORZB LS ZDHEDHEE, 756N MIC 27
BEZSPRROMIE L, MEFNHREHER, HE - B
(EBAHE) - B - RE - FBHE LT,

o. # -]

1. EHERGRE

1) BBHdicsi s REY

S-1006 DAEEFERIPICEIF s LER L HERT S H
BT, b bR 2 BRKICH T 5 EFRMEINEE K
FHUIHER 20CRETIHABRKETHS &
%HER L7 (Table 1)o

2) IR

9, MEEEERY S-1006 DMMHBESETR L7
(Table 2), S-1108 200 mg HEH5 T3 3 B H
IKR® 2 12 g/mlicE LIS, 3 HREREH T
SEFRICT2HIMN 1. 152 g/ml, 1. 28 ug/ml & 1
vg/ml 28I, UL, RIBEERIET, GOT
63, GPT 141, Alp549, LAP 108U/I T& »7- 1 #
T3, MHPBREZDT N0, 08 1 g/ml & WRINEE 2
b,

3) IEEARBARE

REEEAARRPIRBEIER (13 #1) 13 200 mg B[EED
5%, 185/ 30 9h 5 5 BRI £ TIio R 2
L, fthd 4 B} GEH) 14~17) 12 200 mg % 1 H 3@
3 HM, #5ME%KICLTI10~13 @EiEE5%, BKRES
2 Rl © 4 BERICERER L7, ,

S-1006 DAEEMALEAME (2 200 mg BEIRETH
4.62ug/g i ETHHDLHY, HEEEHRED S, 11
rglg LHEDEZSM -1 (Table 2, Fig.1)o

4) RBZEAEHchAREE

S-1006 DREERAEH R T 200 mg B 5 DR
72Tug/m i, SHEKERSTIRES 16.9
ug/ml 1B LT, 5B, BESEHTF 2 — 72 S
U7-REEREH i 3 BsRIE T 3,03~3.53 1 g/ml 2R L7,

5) S-1006 DORBE B+ hBEE

T-tube #HAHIC BT 5 S-1006 ABH BB DERES
HIHERS (3, S-1108 200 mg & %\ M id 400 mg By 5
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Table 1. Stability of $S~1006 in human bile ‘
’ %)
S . e ; ‘ 5
arr;l:rl:pﬁo Befgra  lday Bdays Bdays | lweek | 2weeks | 3weeks | Imonth Zmonm
No. | T
Room Temp. | 100 | 92.1 72,3 37.5 21.9 10,0.
(pH) (7.20) _ (6. 90)
5°C 100.9 [ 90.0 | 0.0 | 7.0 | 040 | 831 | 8L2 IETE
(pHD (7.05) (6.45)
-20°C 100.9 100.0 | 100.9 | 100.0 | 100.0 | 100.0 | or.g
(pH) ' ‘ KA
No. 2
Room Temp. 100 86.3 55. 3 18.4
(pH) (7.10) (6. 63)
5°C 97.1 92.2 50.5 33.0 29.1
(pH) (6.68)
-20°C 100.0
(pH) (7.00)
Table 2. Concentration of S-1006 in serum, urine, gallbladder tissue and bile v
(bioassay)
Case, No. Dose Sampling | Serum Gallbladder Common duct| Urine
Age, Sex time ‘h)- | -Cug/ml) |Tissue (ug/g)| Bile (gg/ml) | bile (zg/ml) | (rg/ml)
1) 50. M* 200mg 1° 30 0.08 0.07 0.31
2) 63. F Single 2° 0.44 0. 36 2.14
3)63. M 3° 0. 46 0.75 2.35
4) 55. M 0.05 0.04 20.6
5) 56. F 0.15 0.05 0.09 22.8
6) 3. F 0.28 1.22 7.27 3.03 8.3
7) 59. F 0.92 0.19 0.08
8) 5l. F 2.12(1.41) 0. 89 2.62 3.53
9) 46. M o 0.12| 0.05 5.35
10) 51. F . 0.08 0.06 0.18
11) 60. .M 5%.. 0.05 0.04 0.07 0.46 N
12) 83. F 0.4 0.28 0.29 0.64 0.0,
13) 62. M 1.39 4.62 1220
14) 61. F 200mg X 3 2° 1.28 5.11 16.9
15) 51. M |times, 3days 1.15 0. 65 0.45
16) 67. M : 0. 34 0.52 &<k ] 22,14
17) 30. M 4° ,0.01 <0.03 ‘%[, . -0.08

*  Liver function was abnormal
(- ) Check again after 1 hour

P& 1§, 200 mg & 400 mg DE—FISBF B cro- 2 29~6. 06 £ g/ml, S-1108 400 mg B 5HOMEHE
S-1006 £ — 7 {fi3 2. 11~23. 3 1 g/m] TH YRR

ssover LEEDSCE DN A HITH - 1o

S-1108 200 mg 58D IBH+ S-1006 £— 7 &

6 B¥RiE TD AUC (ZIEHI 19 T 200 mg L 40me
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p5czhEN8 lug h/ml & 11 8 g+ h/ml &
400 mg BE5T L5 5 EM 20 T 7. 24g ¢« h/ml
L0, 2ug h/ml &2 865 TERI22T14.5ug - h/
ml & 79.6pg h/ml & 5.5 &%RL, S-1108 400
mg BEOBBRIFTH 72 (Table 3)o

6) RAREE

S-1108 200 mgBEIR 1% 5% 3 KR E DR R
(34) 1320.6~83.3ug/ml THD, 5ERIEDRS
g (24]) 1340~1224g/ml TH -7 (Table 2 ),

T-tube FARICH T B S-1108 200 mg 5 HD
S-1006 DRI 3, 4 ~ 6 BERE%C 31 1~110
pg/ml THD, S-1108 400 mg G5B D Z N3,
38 9~147 1 g/ml TH » 720 FREPEINERIL 6 BT
13,7~25.0% T#H - 7= (Table 3),

2. HERPRmAR

AEFE % - AEEF % 11 ), NLPIRIERIN 6 (7], PLIR %
281, & DMhDRIESNEHUREAE 11 ) DS FBHRGAE
30 #liz, S-1108 % 100 mg £7212 200 mg 1 A 3[F],
4~10 BfERE U CERRSI R 2R Lok R, HIE
KEE L BIEBROVT, B TH, X206, L0HEH
2HITHYD, BXIRIZ3. 1% TdH -7 (Table 4),

BEEREOHEIZ, KRBMARKLEL 7 —Itktik
BOEF OERER PR T . BERRE
THItkE bERLUAIBIER 6 FlOHELR I, ¥
WEIN, XEBE2H, bIFrCHEIHTH- 72
(Table 4 ),
IRICRRIVSERNC >V TN B,

ER 1, RIEESHETHREICYL PTGBD %
HMEFT L, micronomicin T 18 BRIMBHE S % 1T -

g Cellbladder tissue PB/';(; Gallbladder bile FDMEMTHD, S-1108 100 mg 1 B 3[E, 4 HE
sop . ok : RO/ELcE A, RMI2ETRAL, BEROHE
51 : BbLWEL, LHL, IBHHD Enterococcus (38
b ' G LIEM -1,
osf e TEH 213, MRS RHIRER T, S-1108
: | . ’ 100mg 1 H3E, 4B8MBSICLD, RBAN2HT
01} o1l . fREn L, BOEED:, ISR, ERLE L/chS, BMmEK
oosp % oosp BHS 12,500/ 41 &5 -7=DT, 200 mg 3 EICIEER L
Smgle Repeatcd Sing]e Repeated 5 E Fﬂﬁigm*ﬁﬁ‘ L T%ﬂﬁﬁ‘%@ﬁﬁf g f:o L/ /)‘ L/,
200mg 200mgX3times, 3days 200mg 200mgX3times, 3days  FffirlF DREIERIHICIE E. faecium EBWDI,
= 0=l 0= IS, BRCREL, CT I CHBEEER & US
Fig. 1 Concentration of S-1006 in gallbladder =~ CHEEERDEEZRH/ABERT, S-1108 100mg 1
tissue and bile B3ME, 7HEEREICED, GOT56 — 38, GPT 80
Table 3. Bile and urine levels of S-1006
C . Bile concentration ( zg/ml) Urinary conc. :
gm0 Age g, AUC (6h, (12 e/mD) Urinary
ex, Body weight (g) | 0~1 | 1~2 | 2~8 | 3~4 | 4~5 | 5~6 “h/ml) “g recovery
(ke) n| “8 0~2 | 2~4 |4~6h| (BRI(%)
18)83. F. 34 200 | 0.02|0.29| 3.93| 0.56| 0.01| 0.02 4.8 71.1 44.4 | 96.7
19) 67. M. 47 200 [ 0.02]0.24| 1.01{ 2.15| 3.03| 3.33 L1 11.2 | 61.1 | 110
400 | 0.17 | 0.56 | 1.65| 3.23f 3.53| 5.25 11.8 9.19( 67.8 | 38.9
20) 61. M. 84 200 | 0.31(1.62| 2.16] 2.29| 2.04| 1.88 9.4 45.6 | 55.6 | 75.5
400 | 0.27|1.27| 2.02| 2.11| 1.99| 1.68 8.5 48.9 | 84.4 | 74.4
21) 59, F. 61 200 [ 0.010.69| 1.23] 1.95| 2.36| 1.88 7.2 23.3 |1 92.2 | 3.1 19.6
400 | 0.17 ] 0.28 | 5.85| 7.97| 4.94| 1.99 20.2 0.17 (249 129 19.4
22) 70, M. 43 200 - - 6.06| 4.54| 2.75| 2.22 14.5 111 279 70 25.0
400 | 0.08 | 7.77 | 20.7 | 23.3|21.7| 12.0 79.6 178 277 147 18.7
23) 61, M. 55 400 | 0.02|0.02| 2.54| 6.16| 6.56| 3.93 17.2 0.21] 72.2 | 80 19.7
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§-1108 200mgx3 Sdays

39

38

Body temperature

37
y \/\/\/_\/\

W BC 23,700 12,200
E S R(h 67 78
CRP 10.6
Abdominal pain et O e
Abdominal tendemess ++Hqt+ =
Nausea, Vomiting +++ )1 -

|
|
|
|

Fig. 2 Case8, 74, Female, 36 kg, Cholecystitis with cholangitis

=41 LERIEL, Alp b 277> 182 Lk&EL, F
T ITiBRE L7z,

EF 43, BRI LEL2BlEZTn5 358
DHBET, 2HAEILODEEHITmAERL, US otk
TR EPM L7, S-1108100 mg 1 H 3[E], 8 HRSRS
IC&D, 2HTHREL, B/ HERDIEH Blumberg
BELHEHE L H - 72 3 HICTEREIEEL
72o CRP 12 1.25 95 0,32 &% &L, GOT 42 — 27,
GPT 81 — AT& IEHALL, US kb RIERTRAE
L., FiliEdi:Bk L1,

MR 8 (X 2 HAlk 0 %#, HEEME, WEWHE X7/
L7c A ROZHET, RiHDOREIZ 39 °CTH - 7o
S-1108 200 mg 1 H 31[a], 5 HRERE L, AL
S5MB»SF#MEL Y, HiE EHIE 2 %ISR
L, BImEkE 23,700/ 21, CRP 10,6 2'5 Hi%ic %
NZEN5,400/ pl BXRU 1, 9i1cHE L7 (Fig. 2)o

HIRBHE I FRRETDH -7 (Fig. 3)o

TEF 12 13, ALFSE PRAR S < 3 U < UIBE BHEA % 17
W, [EHMM™S S-1108 100 mg 1 H 3[E, 7 HEES
Lo BIIMEKERIE 13,600/ 11 b &b - 728, Fk,
fERR, &M, BURAHKNEL, PHRLEE L, B
HD 53 E. coli RSN 7nvilgk Lz,

HER) 1813, ALPTREIPRIREID & & R & 72 0 Fili 221
H5HHRLTEIRKEOBETH B, S-1108100 mg 1 H
3m, 7THRHES L& A, 1S MEIE EROVEE

Before

After

Fig.3 Case8, Improvement in US findings of
cholecystitis after treatment with S-1108
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U BEIRS@IE LA I S E, coli, Morganell
a morganii, Enterococcus avium, Enlerococcus
faecalis DRHI E e dt, WFERbHR LT,

EF 1943, 2 FRT&RD 30°CDRMAE RS HILMH A
T, BEbE->TW 2B RDOKIETH S, S-1108
100mg LH3E, 5BMERELAEA Fik M
R PEM, BARAYH ST L, BMBkEIE 15,500/
nlhis5,100/ 1 &7, CRP $ 22,9058 2¢&
WL, 4BTERLK

FEM 22 (3, 38. 5°COREB LS RIENE Y >/ i
PR LT Stll FBFD 20 OKMETH B, cefaclor
(CCL), norfloxacin DM MRICTHMLIDTY

VMM EEIT L T A, REBOHRY 5,
S-1108 100 mg 1 H 3@, 8 HME#KSE L1, y¢
B P SEMNIE 3 BRICHEIAL, MR W, Mgy
#wL, PR3 BT TEIE L7 RIS 66 mm/p
5 18 mm/h L& L7co WD 53 Staphylococeys
epidermidis HRE TN 7chS, §-1008 D MIC i3 39
1g/ml THy, Mkl

3. MIEEAHR

fBit, Siey. MEFD SR SN MED S-100,
cefteram (CFTM), CCL, cefotiam (CTM) o
MIC % Table 5iC/R L1c, RILBENED 175
LBBERIC SO TIIABD R FRICH~T, kb,

Table 5. MIC of antibiotics against organisms isolated

(e g/ml)

Case . .

No. Organism S-1006 Cefteram  Cefaclor  Cefotiam
23) Staphylococcus aureus 0,78 3.13 3.13 0.78
24) Staphylococcus aureus 1.56 3.13 1.56 0.78
28) Staphylococcus aureus 0.78 1.56 3.13 0.78
20) Staphylococcus epidermidis 1.56 6.25 6.25 1.56
21) Staphylococcus epidermidis 0.39 1.56 0.78 -
22) Staphylococcus epidermidis 0.39 1.56 0.78 0.39
13) a-haemolytic streptococcus 0.1 0.05 0.78 0.39
14) a -haemolytic streptococcus 0.05 0.1 0.78 0.78
15) a -haemolytic streptococcus 0.39 0.2 1. 56 3.13
21 a -haemolytic streptococcus 0.39 0.2 0.2 0.39
25) 7 ~haemolytic streptococcus <0.025 0.1 0.1 0.78
24) Streptococcus intermedius 0.1 0.1 3.13 1.56
22) Lactobacillus sp. 1.56 3.13 6.25 3.13
12) Escherichia coli 6.25 3.13 > 100 1.58
13) Escherichia coli 0.39 0.2 1.56 0.1
14)  Escherichia coli 0.39 0.2 1.56 0.2
18) Escherichia coli 0.39 0.2 . 1.56 -
29) Escherichia coli 0.78 0,78 25 0.2
30) Escherichia coli 0.2 0.39 1.56 0.05
13) Klebsiella pneumoniae 0.39 0.1 0.78 0.2
29) Klebsiella pneumoniae 0.2 0.1 0.39 0.1
11) Klebsiella oxytoca 0.1 0.1 0.39 0.05
18) Morganella morganii 0.2 ~0.05  >100 T
1D Citrobacter freundii 50 >.100 >100 >100
30) Citrobacter freundii 0.2 0.78 12.5 1.56
29) Bacteroides melaninogenicus 0.1 0.2 , 0.2 0.2
27) Peptostreptococcus magnus 0.78 1.56 3.13 3.13
26) Peptostreptococcus sp. 12.5 50 50 6.25
27 Propionibacterium glanulosum 0. 39 0.78 1.56 1. 56
29) Veillonella parvula 0.39 1.56 0.2 0,78
Excluding 3 strains of Enterococcus faecalis, 2 strains of Enterococctus faecium, 1 strain of

Enterococcus avium and 1 strain of Pseudomonas aeruginosa
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BOREEREVZAE D, BRURETARIET S
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S-1108 is a new ester-type cephem antimicrobial agent for oral use. The penetration of
S-1108 into bile and its clinical efficacy were investigated in surgical infections. S-1108, 200
mg, was administered orally once or repeatedly for three days to 17 patients who under-
went cholecystectomy. The concentration of S-1006, the bacteriologically active form,in blood
was 0, 05-2, 12ug/m1 at three hours after administration, and reached peak levels of 4,62
and 5.11 £ g/g in gallbladder tissue at 3—-5 hours after single and repeated administration,
respectively. The maximal concentration of S-1006 in gallbladder bile was 7.27 1 g/ml and
16. 9 £ g/ml after single and repeated doses, respectively. In six patients with an indwelling
T-tube given a single dose of S-1108, the maximal concentration in the bile duct was 6. 06
1 g/ml after 200 mg and 20.7 ¢z g/ml after 400 mg. The clinical efficacy of S-1108 was eval-
uated in 30 patients with surgical infections given 100 mg or 200 mg three times daily for
4-10 days. Among 11 cases of cholecystitis and/or cholangitis, excluding one patient who
dropped out, the clinical efficacy of S-1108 was rated excellent in 1, good in 8 and fair 1,
with an efficacy rate of 90, 0%. In 19 cases of superficial surgical infection, the clinical
efficacy of S-1108 was excellent in 6, good in 12 and fair 1, with a clinical efficacy rate of
94.7%. Overall, 27 out of 29 cases showed a good response with an overall efficacy rate of
93,1%: No side effect symptoms were observed. Eosinophilia and leukopenia were detected
in one :patient each.

These findings suggest that S-1108 is a useful antimicrobial agent in the treatment of
surgical infections.





