S-1108 DRI, ESERIIITFE

VvOL. 41 S 1

S-1108 DEMERY, EEERIIIE

R
b K BE R R TR A8

BB
FLIRHE 2 ERER S S RRBE AR

L —BH
AL Rk 18 575 Bre o — I Bk

ik &
b 1 RS R 5 AR B TR Ao e AR 2 2R

S-1108 @ LWIZ T ABREOL 7 = LFIT, REBEIXTS—LIckoikahiRah,
MEEEEET S S-1006 12755, S-1108 1>\ TR LU TORE % B 12,

L. (BT BRRRERR 180 BRICOWT, S-1006 DIE N5 B AL LS SRRt
W, 10°CFU/ml $#f8 T MIC Z8IE L 7. SHHIE cefaclor (CCL), cefixime (CFIX),
cefteram (CFTM), cefpodoxime (CPDX) & Hi#%L 72,

Staphylococcus aureus \ZXF LT 1.56 ng/mlic E—7hiH 0, {thod 4 Fl L O BN
T®H -1 Escherichia coli. Klebsiella pneumoniae, Proteus mirabilis, Morganella
morganii, Serratia marcescens IZ¥t L T3 CFIX, CFTM, CPDX & Zi¥[E% <, CCL
L OHEBN TV, Pseudomonas aeruginosa 123 L T RHEH TR LBV HOD, +
PEMEN TR -7

2. RNERE : BEERAB T 6 ZICARER T /03 A% 30 412 S-1108 200 mg 1 EEOERS
L. ZDEAEEE A, EEHEMN/ S5 A —% —13, Cmax BEHE 2. 39,g/ml, B% 30
53244 ug/ml TH-7o Tmax ZEFNF4 2.83, 3. 17THERI, T1/2 13 1. 06, 0. 96 BRI,
AUC 1328.22, 7.66ug-h/ml Th » 7z, IRPEINKRIZIZG% 10 i TTENEN 42. 6,
2.8%THD, BEHEERELA% 0 AREOMPBESLSRPENRIGEREET FEE
BRonEh-1,

3. FRIRANAR : IR S, 2MERHKE 2 A, SHSEI R4, BHEKEZR 20 M,
IE S e D IR R | )5 & CFHBE IR 25 1 f51) oD DR 2R RRRAE 31 Flicd L, S-1108 % 1 (@]
5Smg~200mg T1 H3EEBRHEIC4~15 AMIRE L, BERNRGET-7, EEH1H, &
5286, ©OE2HTH -7, MEFHNTI Staphylococcus aureus 2 £k, Streptococcus
pneumoniae 2 ¥k, Haemophilus influenzae 9 £k, Branhamella catarrhalis 1 B3 &
20 BT NTHHE LTz, BWERB L UBERRBEBEREEIZLHICRDIE D - 1.
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tenamido] -3~carbamoyloxymethyl-8-oxo~5-
thia— | —azabicyclo[4. 2. 0. Jocl- 2 one—2~—car-
boxylic acid & U THEMNICHHT 5, S-1008 DILIH
N7 7 LBt LV Y T ARYER I L TILRE
FRE AR MIVEFH L, B-lactamase 2% L TLTE
T, REMICERT S, EAMBICO>LTHX DK
Y R A BF 6 ZISAH 200 mg 2145 L, B
i & O R A R, RIEMRHES., RE®ES, 2L
VF RSB L U5 =F OV HEIEHE 7D 4 1Y
TH L, BIEREAMPRE S & CRBPEIRRT
REEE AL, DB DICERZENILD SNt

AME, S-1006 DS, S-1108 DEPI RIS KO
PIEHRERE SR 12 0 B ERRR RN U > W TR %17 -
1eDTHET 5,

1. /A ik

1. ;N

JeilE KEEEA M RR R AR IC TR K D 5
Bt X N7z Staphylococcus aureus 27 ¥k, Escherichia
coli 27 ¥k, Klebsiella pneumoniae 27 ¥k, Proteus
mirabilis 18 ¥k, Morganella morganii 27 ¥k,
Serratia marcescens 278, Pseudomonas aerugi-
nosa 27 #kD 7 EHE, 180 BRI OWTHA{LERE LS
SEEFICHY, EEEE 10° CFU/m] TS-1006
D MIC %l L1, Btz 7 o/5 04— MIT-P
RV, HEZEHIE LT cefaclor (CCL), cefixime
(CFIX), cefteram (CFTM), cefpodoxime (CPDX)
2R\,

2. (ANENE

BRERABT 6 A, Fihild 19~22 5% (Fi520.8
), H&i3 160~180 cm (E#5 172 cm), KEiZ
55~T0kg (FH564.2kg) % 2 BHiCsF, fIEAR (W
500 Kcal) fHERE % & H 30 4341 S-1108 200 mg
%7Kk 100 ml THARX ¥ 5 cross-over FEIC L DT -
7o

gRmixa, 0.5 1, 2, 3, 4, 5, 6, 8, 10
BRI iTV, BRI 0~2, 2~4, 4~6, 6~
8, B~I0BMEICTT- 7o ERBEDRE, E.
coli 43T R EMREEE T HBBEERT 1+ R 7L TIT
W, MARE MEE R, EEHRI T - VInET
fERR U 7co PR (X pH 6. 5 phosphate buffer T
AL, FEHBRIERICD ChEeBW e, 7—9 DR
#7 (3 one-compartment open model % B\, Bfd]
H#IC 3 paired-T test ICK D REZETT -7 K,
S-1108 #5816 L UF 10 B ICERIRRE (GRIMER

JUNE 1993
'--ﬁ—-’\

¥, NEZBEY, N7 7Yy b DI, )
#it, GOT, GPT, Al-p, BUN, M7 L7+-
V) ENMEL T,

3. ERERAIKRET

19894 11 ALV 1990 11 B & ’C"C’FL%&%{%&
rRARBE S X CHLIRKEREDORHZERL L, iRs
MOREEHE SNV BREEBE 31 (7% 55,
LT, S-1108 DEGERHBRIZ DWW TR T -1, §
#lix, "HERze 3V, BYERMRL 20, BHRELL
B, 18R L7820 i, BRIBVEMIESH: D iRt
Pl XMt L ITH S ERNIIEH 4@
ik 17 Pl T, FEHRIE 42~T9 5%, F15 63 9&TH-
120 YRR, BMEREDBBREBLEET HHEN
<. #961%% G, | BEHES5RIE 75 mg~20mg
T, |B3EBA%KES T BR5WMIE4~1507T
f) el f:o

SHRYE L MEFRNREEERDRICOVTH,
foo MIEERIZNRIE. REK D ERIR L7 Blkh oL
REBEOHESE b &I, iHK (eradicated), #)
(decreased), B85 (replaced), A% (unchanged)
D 4 BRETHIE Lo, FPIREFEAEE T, BHEHAL
(IHTAN C Wi ERALE L, igBEEEOEHROLY
bOIEREE S W L7c, BERMRE, BEREKOY
EEEEERLL, AEFHREETE L TRANK
E%h (excellent), H#I (good). PRAEH (fair)
5% (poor) D 4 BXBETHIE L7,

FERIE5MG% . BREBEZFEF(HEL ¥
itk 3 EEZ SNAEIERORBOREZHEL
feo F1o, ERORSHIKICMERE FEERE
BREREL EETV, BRREBEOREEZHOFE
KW THERZEIT>

o0 & 2

1. iE@h

S-1006 O B PR 43 & £k 1< X4 3 5 B S & HEO
CCL, CFIX, CFTM, CPDX @ 4 #| & 3£i Table
LIT/R L7

S. aureus @ range 3 0. 19~6. 25 x g/ml T
MIC;, 2 0. 78 £ g/ml, MIC,4, (3 1. 56 12 g/ml Th
b, MBEO4HLYEBNIHENERLIS

—5 75 LEEHED MIC,, T3, E. coli0.39ug
ml, K. pneumoniae 1.56 u g/ml, P. mirabili
0.09 4 g/ml, M. morganii 6. 25 ;2 g/m) & L\l
#$1T© CCL, CFIX, CFTM, CPDX Jib@%&wg
SIEVWHETH > 720 S. marcescens ® MICsild
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Table 1. Antimicrobial activity of S-1006 and other antibiotics against clinical isolates

Organism Drugs MIC (ug/mD
(No. of strains) range 50M% 00%
0. 19~6.25 0.78 1,56
S-1006
Staphylococcus aureus cefaclor 1. 56~ >100 6. 25 2100
taphy iy cefixime 3.13~>100 12.5 >100
cefteram 1.56~ >100 3.13 >100
cefpodoxime 1. 56~ > 100 3.13 >100
0.19~ 1.56 0. 39 0.39
S-1006
o cefaclor 0.78~ 100 1.56 6. 25
Escherichia ‘?21‘7) cefixime 0.09~ 100 0.39 .
cefteram 0.19~ 100 0.39 1.56
cefpodoxime ¢ 19~ 5100 0.39 0.78
0.09~ 100 0.39 1.56
S-1006 :
) . cefaclor 0. 39~ >100 0.78 50
Klebstella P"?g;’;""‘“" cefixime 0.09~ >100 0.09 0.39
cegteram, 0. 09~ >100 0.39 0.78
cefpodoxime 595109 0.19 1.56
0.09 0.09 0.09
S-1006 :
o cefaclor 0.78~ 100 1.56 100
Proteus ’"”aé’l‘g‘)s cefixime 0.09 0.09 0.09
cegteram_ 0.09 0.09 0.09
cefpodoxime g9 g 19 0.09 0.19
0.09~ 100 0.19 8. 25
S-1006 . :
. cefaclor 12.5 ~>100 >100 >100
Morganella morgant cefixime 0.19~>100 0.78 50
cegter;m, 0. 09~ >100 0.19 12.5
cetpodoxime g 19100 1.56 100
1.56~ >100 8.25 100
S-1008
Serratia marcescens cefaclor 50 ~2 100 > 100 >100
) cefixime 0.19~>100 0. 39 >100
cefteram._ 0. 78~ >100 6.25 >100
cefpodoxime g 39 10p 6. 25 >100
12.5 ~>100 25 >100
S-1008
. cefaclor >100 >100 >100
Pseudomonasz ;;)rugmosa cefixime 25 ~>100 >100 >100
cefteram 50 ~>100 >100 >100
cefpodoxime >100 >100 >100

6.25 £ g/ml, MIC,,Tid 100 z g/ml & DR
o, CFIX, CFTM, CPDX LRIBETH -7,

P. geruginosa (2 5 FIFHZ LB HDD,

MENEAE» - 720

2. ERgE

5 Ak

. RERBELAK N SB5OMPEEDOERI
Table 2T/ L7z, S-1108 200 mg HERZSIZH W

T RERRSLR% 0 HBEOMFREDE— 7

I ST ENTNEET 2. 14 g/ml 2.00
vg/ml ZRL, LI&#EL 10 BRITHIC0. 04 g/
ml & 75 -7, S-1006 DFRhHEt DR 1L Table 3
IR Ufco RPENERIZRSH% 10 M E CIcRER
#5T42.6%, B%I0MESTL2.8%ThH-7.
NOSDEESNEM /IS5 A —4% —% Table 4 IZ/RL
tzo FEEFEM/$5 A —% —F, Cmax BEE 2.39
ug/ml, B% 304 2.44ug/ml T, Tmax 3Zh
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Table 2. Plasma levels of S-1008 for the 2 administration regimens
Regimens Volun- Concentration of S-1006 ( zg/ml)
teer Before 0.5hr 1hr 2hr 3hr 4hr 5hr B8hr 8hr 10hr
1 0.00 0.78 1,000 1.85 1.05 05 017 008 003 0.01
2 0.00 0.08 0.3 1,00 1.78 1.53 1.06 0.32 0.08 0.03
. 3 0.00 0.02 0.81 1.75 8.3 2.85 1.25 0.44 0.10 0.04
Immediately 4 0.00 0.12 0.78 3.15 280 2.45 1.28 0.42 0.16 0.04
after a 5 0.00 0.06 0.29 0.86 2.15 2.75 2.55 0.66 0.29 0,08
meal 6 0.00 0.15 0.94 1.48 1. 68 1.50 0.68 0.23 0.07 0.02
Mean 0.00 0.20 0.62 1.65 2.14 1.90 1.17 0.36 0.12 0.04
+SD 0.29 0.33 0.8 0.8 0.8 0.8 0.20 0.09 0.02
1 0.00 0.02 007 058 1.15 210 0.58 0.18 0.08 0.02
2 0.00 0.03 0.14 0.41 2.20 2.15 1.75 0.41 0.15 0.04
. 3 0.00 0.25 0.71 1.40 2.25 3.10 1.53 0.49 0.14 0.04
30 minutes 4 0.00 0.8 2,15 280 1.95 1.05 0.53 0.19 0.08 0.03
after a 5 0.00 0.18 0.72 1.58 2,28 1.85 1.13 0.66 0.15 0.06
meal 6 0.00 0.02 0.28 1.18 2.15 1.18 0.61 0.19 0.05 0.02
Mean 0.00 0.23 0. 68 1.33 2.00 1.91 1.02 0.35 0.11 0.04
+SD 0. 33 0.77 0. 86 0. 43 0.75 0.53 0.20 0.04 0.02
Zh 2,83, 3.17 BgfE, T1/22 1.06, 0. 96 B, m % %®

AUC38.22, 7.66ugh/ml Th»T1c, F-HED
paired-T test DERBWTHOIERICEVWTHERE
ZRAESNUED 7 (P>0.05), 55, S-1108 %5
B KO 10 BFRZICIT - cBERRREICK T 5 BRE(E
BFEFICBDIEM -1,

3. ERERALS#

B4 DEEF|DEEEA Table 5 I1Z/8 L7z, S-1108 D
RN E, MBEAR 34, RMERHRE2H, SHRE
KR 4 Bl K OBRIBHERTES 1% D iRk & M B ik A ¢
D& 1FIIZLFIFHT, BHESE R0 FlIZEL 1
Gl, BH1THl, PPE#M2HITH -7 2K 31 HIT
BES LG B8 H, CRFEMH2HELD, BSY
RI3.5%Th -7, MEFEHIRETIES. aureus 2
¥, Streptococcus pneumoniae 2 ¥, Haemophilus
influenzae 9 ¥k, Branhamella catarrhalis 1 #k73
E 20 (PN, WTFhbHKRLI, RPEHD
2HNTOVWTRIITBHREIRT, FEHEELT
S. aureus EBEENFNEFNRHBEIN S, aureus (3
R LIco BlERLE U CRIEIMSHTIRIES, I
KEiRE, SMERE #EVSKEXLRELFOTE
EOHIGHBETH S/, BERAROKEINDI
., PPEMEHE LT

BlfER 3 2FICiRY Shd, Table 6ICRTED
BEHi%ICBTAERREOREZH HBH SNA
Mot

S-1108 EHF LWEROA+E 7 = LA, O#5%
BEROERRNT XTI —Eick D MKkaEH
EATIREERD S-1006 & 75 > TIHEHZRETS
TaRNZy T ThHb, S-1006 2, 75 LBHE 7
J LEEHRICLBHRLSREAR7 MLEFL, Hi/
T LBHEE M TH S aureus IZXHT BHRENR
HROBREEOE 7 x LFICHLEATVSY,

7 E7E 180 EHKIC D\ T S-1008 DHE N & MEE
# CCL, CFIX, CFTM. CPDX @ 4 A& Ltk
& 1A, S aureus TR 3ELLEAFNBENTEY,
75 LERMEICEWTIE CFIX, CFTM, CPDX¢
BRIERIZEDHENTH 70 F7-, 25ug/ml YLD
WMHEEOEA 24T HREEL, AHZOHEN M
D 4 BN~ S NSDIEL, T Y RD ENTHE
HEROERENVZ B,

S-1108 DENBHEDORFIC X L BEHEL K
L VBICRE &N, ZHEERSICHARBEREOH
BRI VEREE BTV B, £/, S-1108 LA
ZOEOMA+E 7 = L#H I cefuroxime axetil”,
cefteram pivoxil®’, cefpodoxime proxetil® %i¢
HHD, IhSITBVT bR SICHRTRER
S50ANBIUIRIFT, MHBEREL, RbbE

BEWIEND, BEERESIEDSATVS, 4B
ReIBRICH T 2HMOE, hFHHERE
(gastric emptying time) IZEENEZ 5140
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Table 3. Urinary excretion of S-1006 for the 2 administration regimens

Regimens Volunteer Before O0~2hr 2~4hr 4~6hr 6~8hr 8~I10hr

) ug/ml 0 340.0 390.0 59,0 8.0 1.8

mg - 24.9 46.0 7.5 1.0 0.4

2 ©g/ml 0 66.0 240.0 85.0 53.0 8.2

mg - 1.1 4a7.7 21. 4 6.3 1.3

3 ©g/ml 0 76.0 550.0 51.0 45,0 3.7

mg - 6.6 57.0,  17.8 4.4 1.4

4 ©g/ml 0 160.0 190.0 75.0 32.0 8.8

Immediately mg - 13.9 48.1 21.2 50 1.7

after a ug/ml 0 88.0 122.0 100.0 128.0 10.0
5

meal mg - 3.9 31.3 20.6 11.9 2.1

6 ug/ml 0 134.0 390.0 61.0 30.0 1.6

mg - 15.8 49.8 17.4 3.6 0.8

©g/ml 0 144.0 313.7 71.8 49,3 5.7

+SD - 102.6 1568. 1 18.4 41.5 3.8

Mean mg 0 12.7 46.7 19.2 5.4 1.3

+SD - 3.7 4,2 3.6 1.8 0.3

Cumulative % 0 6.3 29.7 39.2 41.9 42.6

1 ©g/ml 0 24.0 180.0 59.0 35.0 2.0

mg - 3.8 46.5 19.7 3.3 0.6

2 ©g/ml 0 9.6 215.0 190.0 76.0 10.0

mg - 2.2 38.3 37.9 7.1 1.8

3 ©g/ml 0 120.0 310.0 100.0 65.0 2.9

mg - 10.7 44.2 30.7 4.6 1.2

4 ©g/ml 0 210.0 285.0 67.0 30.0 12.0

30 minutes . mg - 21.6  43.4 14.4 2.8 1.3

after a ; ' ug/ml 0 150.0  240.0 57.0 44.0 14.0

meal mg - 11.2 42.0 21.6 6.2 2.0

6 ©g/ml 0 90.0 490.0 70.0 11.0 1.9

mg - 11.5 51.4 21.3 3.6 1.0

rg/ml 0 100. 6 286.7 90.5 43.5 7.1

+SD - 76.2 110.1 51.1 23.8 5.5

Mean mg 0 1.1 44.3 24.3 4.6 1.3

+SD - 5 2.2 4.3 0.9 0.3

Cumulative % 0 5.6 27.7 30.8 421  42.8
Table 4. Pharmacokinetic parameters of S-1006
Regimens k., k., V/F Ti/2 T Cmax* Tmax* AUCy_,qs:
B (hr") (ar-') (£) (hr) (hr) (pg/mD  (hr)  (ugrhr/ml)
Immediately after a meal  1.55 0. 66 43.5 1.06 1.65 2.39 2.83 8.22
30 minutes after a meal 1.5l 0.82 37.5 0.96 1.75 2.44 3.17 7.66

= : observed value
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Table 5~1. Summary of 31 infected patiens treated with S~1108
CasolAE4 B‘?dﬁ' o . Underlying |_S-1108 therapy o ’ Evaluation E
No. | | weight| Diagnosis i Daily dose |Duration] Urganism |Bacterio-|~: .
Sex| (kg) disease (mg X timos) | (days) logical Clinical) effects
76 Acute Ischemic heart T
1| +]8620 harvneiti disease, 75X 3 8 Normal flora {Unknown| Good -
F pharyngius Hypertension
58 Acute
2 |+ 1580 .,. | Diabetes mellitus | 75X 3 8 Normal flora |{Unknown| Good -
F pharyngitis
iz Acut Diabetes mellit
3 |« |4ro|Rcule | siabeles meTUS,| a5y 3 | g | Normal flora |Unknown| Good
M pharyngitis| Hypertension
76 Acut Diabetes mellit
4| - |s8.0|2cue 1abetes meus,| 75,3 | 8 | Normal flora |Unknown| Good | -
F tonsillitis | Hypertension
|52 Acut N
5 | - |s5.0Cue Diabetes mellitus 75X 3 8 Normal flora |Unknown| Good -
F tonsillitis
o Acut Diabetes mellit
6 | - |57.0|2C0e 1abetes meLulus,| g5 3 4 Normal flora {Unknown| Good -
F bronchitis | Cholelithiasis
54 Chronic
7| - |azo|Acue | pancreatitis, | oo | g |\ flora [Unknown| Good
F bronchitis | Diabetes mellitus,
Hypertension
57 Acut
8 | -]45.0 bcu e . Hypertension 75X 3 8 Normal flora |Unknown| Good -
M ronchitis
51 Acute
9 | -|57.0 ... | Hypertension 100x 3 8 Normal flora {Unknown| Good -
F bronchitis
72 Atrial fibrillation,
10 | - | 66,0 | Chronic | Ischemic heart 75x3 | 8 |H. influenzae |Eradicated Good | -
M bronchitis disease,
Hyperthyroidism
60 . . .
11| + | 37.0 Ehromf:. Bronc}.nec.tasxs_,_ 75X 3 8 | S. pneumoniae |Eradicatedl Good -
F ronchitis | Chronic sinusitis
T4 . Old myocardial
12 | - | 61.0 Chrom(‘:‘ infarction, 75X 3 8 | K. oxytoca |Eradicated Good
M bronchitis H .
ypertension
79 .
13| - 143.0 bChronu':. Old pulmonary . 75% 3 8 K. pneumoniae |Eradicated] Good -
F ronchitis tuberculosis
57 Chronic
14 | - | 64.5 .. | Bronchiectasis 75X 3 8 Normal flora {Unknown| Fair -
M bronchitis
68 Chronic Chronic sinusitis,
15| - | 67.0 b hiti Diabetes mellitus, 5% 3 8 | S agalactiae |Eradicated] Good -
F ronchiils | pypertension
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Table 5-2. Summary of 31 infected patiens treated with S-1108
S-1108 therapy Evaluation
Agd Body | . ; . - 1 Side
! (I)\Iase - | weight| Diagnosis girégzgiy ng Daily dose {Duration Organism Bacterio-| )i nicull effects
0-|Sex| (kg) (mg X times) | (days) logical '
66 . Pneumoconiosis,
Chronic . . .
16| - |60.0 b hiti Diabetes mellitus,| 100X 3 8 | A. anitratus |Eradicated Good -
F roncaitls Hypertension
62 ;
17| - | 49.0 g?;‘r?:lllgtis - 100X 3 14 | H. influenzae (Eradicaled] Good -
F
70 Chronic . .
18 | - |40.0 bronchitis - 100X 3 14 | H. influenzae |Eradicatedl Good -
F
73 Chronic Ischemic heart
19| - |57.0 b ronﬁ.t. disease, | 100X 3 8 | K. oxytoca |Eradicated Good -
M ronchiils Gout, Hypertension
68 . . .
20 | - |69.0 bcrl"lorr?:}g:tis g;zl:iti;?:;mus’ 100x 3 11 | H. influenzae |Eradicated| Excellent| —
M
68 Chronic
21| -|51.0 bronchitis - 150X 3 10 | H. influenzae |Eradicated] Good -
F
70 Chronic
22| - |50.0 bronchitis - 150% 3 12 | H. influenzae |Eradicated] Good -
F
70 Chronic Bronchial asthma
23| - 1630 bronchitis | Diabetes mellitus' 150X 3 15 | B. catarrhalis |Eradicated] Good -
M
74 Chronic Chronic sinusitis,
24 | - | 70.2 bronchiti Thoracic aneurysm,| 150X 3 15 |S. aureus Eradicated| Fair -
M chius Hypertension
67 Chronic
25| -] 64.0 bronchitis - 200x 3 11 | H. influenzae |Eradicated Good -
M
ol Chroni
26 | - |56.0 bronch‘i:tis - 200x 3 10 | H. influenzae |Eradicated] Good -
F
K Chronic Atrial fibrillati
rial fibrillation, . . _
27 " 67.0 bronchitis | Hyperthyroidism 200X 3 15 | E. coli Eradicated Good
67 Chronic Diabetes mellitus,
28 | -1 47.0 bronchitis Hypertension, 200x 3 8 | Normal flora |Unknown| Good -
F Renal cyst
57 Chroni
29 | - |66.0 bmr‘l’:ﬁfﬁs - 200X 3 | 10 |H. influenzae |Eradicated Good | -
M
Seconda:
72 g Ty
30| - infection of old Old pulmonary . . . _
63.0 ulmon tuberculosis, | 100X 3 10 | S. pneumoniae |Eradicated Good
M fuberc ulaoZS Gout, Hypertension
42 Bacterial ’
KT p::ui:‘ll:nia Bronchial asthma | 100X 3 15 |S. aureus Eradicated Good -
__|M
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Table 6-1. Laboratory findings before and after S-1108 treatment

Case RBC | Hb Ht | WBC |Eosino| PLT | GOT | GPT | ALP | BUN | S,
No. (X109 (g7dD | (%) |(x10%)| (%) [(x109)] (U) (U)__| (KAU) | (mg/dD)|(mg/d))

| [Before|  455| 13.8| 42.6) 10.2) 0.7) 263 2} ] 101 60| 19.2] o
After 437 13,5 41.2 8.5 2.1 283 12 9 5.0 20.2| o8

o |Before | 426 13.0) 389 88 20/ 207} 28 .21 _T.5] 205 0.7
After 417 12.8| 38.8 4,9 50 26.2 19 23 8.8] 17.4| 014

g |Before | 423/ 13.2 38.8) 9.0/ 23 17.0/ o) 1 4] 81] 188) 19
After 400| 12,6 36.9 7.1 1.2| 157 17 16 8.4] 11.2| 112

g |Before|  44z) 13.4] 40.7) 86] 1.3/ 2898 24) 24| T3] 18.8] 0.8
After 43| 13.4| 30.3 8.0 0.9] 24.9 20 21 7.1]  1L4| 0.8

g |Before|  410| 18.2| 40.7) 9.1 27| 334 12| 12| 42| 10.8] 08
After 308 13.2| 30.5 5.8 15| 34.2 16 17 5.1 18.1] 0.8

g |Before| _ 469| 14.4] 43.8)  9.7] 0.8 287} 15) 24| 7.5 181 08
After 46| 13.9| 41.6 5.0 1.6] 18.5 16 23 7.1] 13.5| 0.m

q [Before|  413) 12.5) 87.2] 9.4) L1 245] 16) ] 1| 6.5 135 07
After 422| 12.7| 38.8 4.4 2.8 23.1 15 10 58| 12.8) 0.8

g |Before | _ 406) 13.6] 41.9) 88| 56| 340/ 2| ___up 51 88 07
After 427  14.4] 44.2 5.3 1.7 312 38 19 7.2 58] 0m

o |Before | _ 468| 150/ 45.9) 87| 0.9 225/ 150 ] 17) _10.5] 13.6] 0T
After 454| 15.0{ 44.3 8.0 0.9 18.4 21 16 9.7| 10.7| 0.7

(o Before | 503 14.6] 44.4) ¢ 8.6/ 50| 12.6 20| 15 58| 15.2 L0
After 536 15.5 47.7 4.2 4.5 14.0 19 14 6.6 20.4| L@

jp | Before | 417 12.9| 38.8| 11.3] 0.6] 375 21] 17| __85] 146 07
After 421 13.0| 39.4 4.8 2.5 32.7 26 22 9.1/ 125 0.

(g Before |  447| 14.2) 43.6| 10.9) 30| 27.7) 20| 15/ 6.8 16.3] L4
After 457 14.9| 45.4 7.3 4.1 24.2 14 8 6.5 20.9] 12
y3|Before |  852] 1l.2| 34.9) 6.4) 03] 321 18 9] 52] 27 LI
After 371| 11.8| 36.7 4.9 0.9] 284 19 14 5.4 14.3] o9

(g Before | 409) 13.2| 40.4) 86| 22| 250/ 19) 20| 88| 166 L%
After 409| 13.3[ 40.2 5.6 4.2 23.6 31 36 3.6| 16.5| L

5| Before | 438 13.9) 4L.5| 75| _1.4] 172} 44) 33| _6.3] 129] 08
After 449| 14.3] 43.0 4.9 2.2 17.9 37 33 9.3 12.6( 0.8
jgBefore| 530 16.0) 49.7| 8.6/ 50| 2.0 18 14) 7.7 _102] 0D
After 522| 15.8| 49.3 6.2 5.6/ 17.9 14 8 8.5 10.8] 0.8

7| Before |  459] 14.1| 41.6] 10.1j 1.0) 227} 18| 16 186=| 1l.2] 0B
After 465 14.2| 417 7.8 3.0/ 21.8 19 15 178« 1.5] 0.8
jg|Before | 425| 13.9] 40.5| o8] 20 190 18]  17] 18| 10.6] 08
After 418 13.8| 40.3 7.4 4.0f 20.5 21 18{ 150+ 11.0| 0.8

gl Before |  474| 16.3] 49.2] 9.5] 1.0] 20.4 17 9| 60| 2438 L&
After 479 15.9| 48.4 7.1 4.0/ 21.3 18 12 5.7 17.7| L0

ool Before | _ 445| 14.4] 44.0) 87 1.8 287 16| 17| _6.3] 183 08
After 447 14.8| 43.3 7.1 1.6| 25.5 18 18 6.2| 19.4| 0.8

oy |Before|  445| 14.2) 41.6] 10.2| 1.0) 19.2] 2l 18| 155¢| 110 08
After 452|  14.3| 417 7.6 2.0/ 18.8 24 20| 156+ 11.5] 0.8
go|Before | _ 418) 13.8| 36.7) 10.3] 1.0} 17.6] L. 1| 116} 12.2| 08
After 423| 13.9] 39.8 7.2 2.0/ 20.3 19 13| 118«| 11.5| 0.8

= :IU
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Table 6 -2. Laboratory findings before and after S-1108 treatment
Case RBC Hb Ht WBC |[Eosino| PLT | GOT | GPT | ALP | BUN | S-Cr.
No. (x109)] (g/dD) | (%) |(x10%)| (%) [(Xx10*)| (U) (U) | (KAU) |(mg/dD)|(mg/dl)
Before | 405 11.1| 34.6) 84| 20/ 243 17} 18] 54| 127 0.97
Bl after | 470| 12.7| 80.2| 4.8 3.0| 23.8 20 18] 4.4] 12,9 0.89
Before | 435| 13.2| 40.5) 9.5/ 0.0] 10.8/ 21| 28| 54| _18.2] 0.86
Urter | 432| 13.4] a0.1] o8] 20| 223 22 24| 55| 22.6] 0.70
Before | 471 14.4| 42.3) 10.5] ~1.0) 23.8] 22| | 16| _168«) 110 0.79
Bl atter | a16| 14.4] 425 7.7 10| 245 23 18| 166+¢| 10.8| 0.80
Before |  461| 14.3| 41.8) 10.8] 1.0] 19.8) 23| 21| 1e2+| 12.0] 0.88
2 after | 58| 14.1| 418 7.8 3.0 18.3T 26 24 150+| 11.5| 0.66
Before 55| 16.1] 48.9] 84| 1.0 186 20 1 12| 6.0 152 108
Pl fter | 538] 16.0] 48.8] 5.0 50| 158 i 30| 6.9] 12.9] 103
Before |  414| 13.6/ 40.7) 10.5) 5.0] 20.7) 28| 21| _4.0] 20.0j 0.93
B atter | 33| 14.1| 420 5.9 1.0] 250 24 21 5.8 16.8] 0.97
Before 461] 15.4] 43.6] 10.1] 10| 22.5 18 12| 134+«] 10.8] 0.60
B fter | 154| 15.3| 43.5| 6.1| 5.0 229| 18] 13| i37] 1Lo| 0.8
jo|Bofore | 465] 14.0] 430 e9] 27] 240 20 16 12.2] 18.6] 116
After s8] 137 41| 83| 45| 2n1 22 18] 105 15.2] 1.12
g |Before | 565| 17.5| 54.1) 9.4] 30] 347 23) 25| _T.4] 21.3] 1.10
After 580| 17.6] 55.0| 5.2| 6.0] 33.0 23 20 7.0 10.8] 1.08
+ U

T, RHOBRE52BEHRERHK 309 E L TARSE
DHBEIT - 1, mRSHEOMPEED X O RPHE#
i3, IEEEORENBONIIELD, AFDERE
Hikid, BEE»SAR% 309 E CORAEKMBTOHN
¥, BOEABINIE SN B EEZ ST,

31 BlDIRIR B EGE AR & LIcEERAR T3,
E 1B, BHhes sl RPE2FITHESHR3.5%
DRVEENBOh, PRFD 2 Fli3, HiEKS
DBHY, TOEETHRENEL, HEIPPEUTH
5D, S aureus RHEDFIZEBK L. MEFH%H
Riio\WTit, SEEI N 20 TICEBEAE R,

ZAMICALTIE. BWERB L UBERREBORE
ZHn 1 flbRond, AFOBEHRIEL, T2l
FERLBAEATHBEEZ SR,

Ut RES ANERE BEREGEERE L, S-1108
DEME, RetbBIUERAKEHRAL, HETE3
EHThrLEZ NI,

X ik
D HMBIE, Bk B 540 EEAEEEY

3

4

5)

6)

&L, HEY LRI D L, S-1108, BHE,
1992

Saito A : Influence of food, ranitidine and
ceruletide on pharmacokinetics of S-1108.
30th ICAAC, Abstr. No.660, Atlanta, Oct.
21~24, 1990

Nakashima M, Matsuno S, Yoshida T,
Kimura Y, Oguma T, Ishii H : Pharma-
cokinetics and safety of S-1108 in healthy
volunteers. 29th ICAAC, Abstr. No.370,
Houston, Sep. 17~20, 1989

T K EkEE KB OB ANEX
Nz BRER BREAR EREEE
il —B, £ & : Cefuroxime axetil
(CXM-AX) B9 5%, Chemotherapy
34 (S-5) : 404~417, 1986

T ¥ : T-2588 DENHHEICET AR,
Chemotherapy 34 (S-2) : 134~143, 1986
Tk ¥ . CS-807 DANBIEEICEAT A F.
Chemotherapy 36 (S-1) : 252~260, 1988



210 CHEMOTHERAPY JUNE 1993

Basic and clinical studies on S-1108

Akira Saito
College of Medical Technology, Hokkaido University
Kita 12-jo, Nishi 5—-chome, Kita—ku, Sapporo 060, Japan

Masumi Tomizawa
Department of Internal Medicine,
Sapporo Social Insurance General Hospital

Ichiro Nakayama
First Department of Internal Medicine,
Sapporo Hospital of Hokkaido Railway Company

Kiyoshi Sato
Clinical Laboratories, Hokkaido University Hospital

S-1108 is a novel esterified oral cephem prodrug. When orally administered, S-1108 is
hydrolyzed to S-1006 which has antibacterial activity.

The antibacterial activity of S-1006 against 180 clinical isolates of 7 species was
determined. The peak MIC against Staphylococcus aureus was 1.56 £ g/ml, and superior to
that of cefaclor (CCL), cefixime (CFIX), cefteram (CFTM) and cefpodoxime (CPDX).
Antibacterial activity against Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis,
Morganella morganii and Serratia marcescens was similar to that of CFIX, CFTM and
CPDX, however, there was no antibacterial activity against Pseudomonas aeruginosa.

S-1108 was orally administered to 6 healthy male volunteers immediately after a meal
or 30 minutes after a meal in a single dose of 200 mg, and the pharmacokinetic data
were measured. The values of the pharmacokinetic parameters when ingested immediately
or 30 minutes after a meal were 2.39 and 2. 44 1 g/ml, respectively, for Cmax, 2.83 and
3. 17 hours, respectively, for Tmax, 1.06 and 0. 96 hours, respectively, for T1/2, 8.22 and
7.66 1 g=h/ml, respectively, for AUC, and the urinary excretion recovery rates were 42.6
and 42.8%, respectively, within 10 hours. There were no significant differences in plasma
levels or urinary recoveries of S-1006 between the two administration regimens.

S-1108 was administered to 31 patients with respiratory tract infections in doses of 75to
200 mg t. i. d. for 4 to 15 days. Clinical response was excellent in 1, good in 28, and fair
in 2. The overall efficacy rate was 93.5%. Twenty strains isolated from 20 patients were
eradicated bacteriologically.

No side effects or abnormal laboratory data were observed in any of the patients.



