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a 38 E‘i Breast cancer 446 | 11.8 17.9 29 19 5.8 | 10.0'] 0.6
b 45 72 Cholecystolithiasis 0.6 32 15 4.1 1L7) 017
c 53 53 Cholecystolithiasis 0.3 29 15 4.1 10.0 0.6
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F, e
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Table 2. Levels (1zg/mlor 1g/g) of S-1006 in serum,
bile, and tissue (gallbladder) after oral administralion

of S-1108 (200mg)

Case Oh 1h 2h 3h 4h 6h
0-1h| 1l:2h| 2-3h| 3-4h| 4-6h

a serum | <0.01 2.78 1.33 0.31
b serum | <0.01 0.17 1.74 2.25 1.51 0.46
¢ serum | <0.01 0.21 1.84 2.38 1.36 0.23
d serum 1.49

bile 0.05

tissue 1.25
e serum 0.83

bile 1.69

tissue 0.63
f serum 0.62

bile 1.36

tissue 0.51
g serum

bile 12. :0

tissue ’ 1.12
h serum 1.25

bile 4.54

tissue 0.82
1 serum <0.01 1.19 2.03 1.12 0.58

bile <0.01 [<0.01 [<0.01 3.13 2.45 1.18
j serum | <0.01 0.09 0.12 0. 85 0.46

bile <0.01 0.02 0.07 0.08 0.29 0.27
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Table 3. Grading of response to therapy

Two-thirds or more of the signs and symptoms

Excellent : disappeared within 3 days after the start of treatment
Good . Two-thirds or more of the signs and symptoms
disappeared within 5 days after the start of treatment
Fair : One sign or symptom disappeared
within 7 days after the start of treatment
Poor . None of the signs or symptoms disappeared, or else

" they worsened, by 7 days after the start of treatment

JUNE 1993
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Table 5. Clinical efficacy in different infections

Clinical efficacy

Disease
Excellent Good Fair Poor Total

Infected atheroma 2 3 2 0 7
Subdermal abscess 0 1 0 0 1
Carbuncle 0 2 0 0 2
Lymphadenitis 0 0 0 1 1
. Lymphangitis 0 1 0 1 2
' Mastitis 1 1 1 0 3
Wound infection 1 3 | 0 5
Cholangitis, PTCD 2 0 0 0 2
Cholecystitis 1 1 0 0 2
Total 7 12 (48) 4 2 25

efficacy rate, 76%

Table 6. Clinical efficacy in single or mixed infections

Clinical efficacy

Infection ]
Excellent Good Fair Poor Total
Not known 2 2 0 1 5
Single 3 6 2 1 12
(60)
Mixed 1 2 0 0 3
Total 6 10 (50) 2 2 20

Table 7 Bacteriological response in single or mixed infections

Bacteriological response

Infection
Eradicated Replaced Persisted Total
Single 5 1 1 7
Mixed 3 0 0 3
Total 8 1 1 10

Table 8. Bacteriological reponse by bacterial species

Bacteriological response

Bacterium -

Eradicated Decreased Persisted Total
Staphylococcus aureus 1 0 1 2
coagulase-negative staphylococci 2 0 0 2
Staphylococcus epidermidis 1 0 0 1
a -Streptococcus 2 0 0 2
Enterococcus faecalis 1 0 0 1
Propionibacterium acnes 1 0 0 1
Peptostreptococcus sp. 4 0 0 4

Total 12 (100) 0 1 13 b
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Table 9. Minimum inhibitory concentration ‘( ;1 g/ml) of S-1006 for each bacterium isolated

bacterium o <0025 0,05 0.1 0.2 0.39 0.78 1.56 813 6.25 125 25 50 =100

Staphylococcus aureus 2 0 0 0 0 0 0 1 -0 0 0 0. 0 1
coagulase-negative staphylococci 2 0 0 0 1 0 1 0 0 0 0 0 0 0
Staphylococcus epidermidis 1 0 0 0 0 0 0 0 1 0 0 0 0 0
Micrococcus Sp. 1 0 0 1 0 0 0 0 0 0 0 0 0 0
a+Streptococcus 2 0 1 1 0 0 0 0 0 0 0 0 0 0
Enterococcus faecalis 1 o 0 0 ©0o 0 0 O 0 0 0 0 0 1
Propionibacterium acnes 3 2 o0 ! 0 0O O 0O 0O 0 0 0 O 0
Peptostreptococcus sp. 5 1 1 0 1 0 0 1 0 1 1 0 0 0

Total 17 3 2 3 2 0 1 1 1 1 l 0 0 2

BlctL AR (1 Bi%5& 450 mg) A5x4,
SRR TRIZRE LI, SIKEBUIBRMT%RTLLT
fiARC LTV, RS i< 5 BEE THR
L CARIRADER b8k Licicdd, AflEHIE
Lo THEIRZRI I BETRL2LHRTEEV-
LRBERE S, FRERRREEENS 2 bA
e Lice

ERRERBESRIZICOWT 1I8HliIcERX NI
(Table 10-1, 10-2), 7RHEBAMEKFICIEH {E TR
Wk VRETHICREBE S - 72FI3 L BT, &
6 Tz MEEIC T L CUIBA 8 HREIAR 285
&N, BUN 12,345 22, 3 mg/dl & 15725, il
EHICEEA S & SX i oTo, F7o, IGERTL
DREECH - REBIEEL LM 20 TH -
fo EHI23 D 78 HB DKM T ik PTCD th D fBE %1
HUTAAMER SN, FREKIZIANS 14%, &5t
BICBEHMA 5L 368005 1, 106/mm?® LA RE
L#TH -2, FIEFI T3 transaminase, alkaline
phosphatase D EF 13389 3 & D DIBEBIERIH S
DLDTEERSH 5\ R BWEETH 5 IEEEIC HR
THHONH - 12, FEH 24 D 86 DItk T idiamER
REM - 1-BHE S (d R bR LTWiehy, Filielt- 1%
DREHDRE Tl d - fohFAS I EMEREAS 19, 900/
mm® D#EE & AST (GOT) 491U D ERAMABSH
feo

= =
BYETCRBEERAOKL LD, W oHhD&O
R 7 = LFIDREISE - TRX QT B, ST HREK

THBEIZ cephalexin (CEX), cefaclor (CCL) %

HRBE LT3, CEX BN HEH & E ORI
HERFCEGNCRBAE SN WATHETHHS

BRERNIER EBbN s, ZTOERBORNEZPR
$5Hb0D7 T LIGHE, BERLSRICTT 25REN
DHEINT CCL MR XN, L&, cefroxime
axetil (CFX-AX)®, & 5IZ aminothiazole +
methoxyimino EDEAIC XD /'F LIEEHEE IS
THRENEEL/ACEH E LT cefotiam hexetil
(CTM-HE)®, cefpodoxime proxetil (CPDX
PR)™, cefteram pivoxil(CFTM-PI)®, cefetamet
pivoxil (CEMT-PD? B &z X7 VB OEOH+
7 x LEIHERWCHEI N, X TFABEOREOLE
7 x In & LT3 cefprozil(CEPZ ; BMY—-28100)'°,
cefixime (CFIX)'", #® 7{I®D carboxyimino &
% hydroxyimino BICBE X2 T/ 7 LBHEIKEIC
9 BHE % 0E L F A& LT cefdinir (CFDN)'?
PERINTVS, UL, 77 LEEECHT 55
HEhO»¥EE LI KE Y 5 LBEEICNT 2REHHIR
T2 Th-7cb, BOBRNNEL, in vitro DIESH
NEERSGBICHFIRMEINTV B ERVWALRY, Zh
LEHDFHNRIZERARBOETRAEFICENDH -
THROLBENBEFDOTX2FREDIEETH 5,
bhbhORBETIIEHER 76%, 2 40 BB A(LERE
EELBREHEY VRU Y L S-1108 (UITHEY ~
RIT L) CORME' > 88, 5% ICLLRTHETEEWL
N, PPRRTH-T, ChidbhbhopEfk L4t
BIEEBORBEICB > TH B & CFX-AX T1%™,
CTM-HE 81.6%®, CPDX-PR 74.5%™, CEMT
-P168%%, CFPZ83%'", CFDN 72%'® 13 &Ic
HRTHRUTRB T, ARERCIIMH & DE
HOLEIITE -1, FEY VRITLIIED
TRE N BUREBRIEE IR & LI CFTM-PI
& S-1108 & O LR ER T A A CHRRIRE S
R CFTM-PI 73, 3% %t L, S-1108 450 mg/d &
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Table 10- 1, Laboratory data before (B) and after (A) treatment with S-1108 .-
Case | BBC | pp Hi | WBC | pog | PLT | AST | ALT | b ) mun FST
N x 10 Jdl % X10 o x10' | (GOT) | (GPT)| 0 r
°. /mm* | & : /mm?* /mm* | U U U | mg/dl | mg/a)
, B 42 13.7 | 80.7 44 2 20.9 30 16 5.5 13.3 \
A 415 13.5 38.9 44 0 20.5 18 9 5.8 146 | -
5 B a2 13.4 | 40.4 57 9 29.8 20 28 6.0 15 0.8
A 480 13.6 | 30.8 48 5 24,5 21 31 5.6 124 07
, B 43 | 138 | 4L2 72 0 25.8 29 26 5.9 | 12 | 01
AL a4 13,2 | 80.1 73 5 27.3 22 13 5.0 10 0.8
5. B| 438 13.5 | 39.9 56 1 21.1 17 0.8
g B 466 | 128 | 39.5 | 60 18.6 18 12 4.6 12.3
" A 456 12.5 | 39.5 44 ‘3 21.5 17 15 52 | 23.3
; B s62 16.3 | 46.7 61 2 22.4 19 4 3.8 14.4 '
A 492 15.2 ,| 42.3 58 12 12 4.5 15.2
g B| 3m 12.2 | 35.3 30 1 16. 4 21 11 6.5 14 0.8 -
" A| 390 12.6 | 36.3 25 4 17.8 23 12 6.4 20.0 | 08
g B 500 16.1 | 48.7 70 1 20.9 19 21 16.9
A 484 16.1 | 46.9. 62 2 19.4 15 8 19.6 P
o, B| 4 15.8 | 45.0 76 2 38.5 21 18 4.5 9.9
" A 476 15.4 | 44.2 91 3 34. 4 11 13 .6 13.0
.
11. B| 389 12.4 | 36.8 32 0 11.1 22 15 5.3 14 0.8
15 B 427 13.2 | 38.8 79 ‘5 32.3 34 | 32 5.8 | os
A 4 13.2 | 38.5 84 2 32.2 34 25 5.8 167 | 08
13 B 389 13.2 | 37.9 63 2 19.2
" A| 376 12.8 | 36.6 59 2 24.2
14 B 42 13.5 | 39.4 85 . 1 23.6 17 8 4.6 9 0.9
©A| 414 13.7 | 38.7 73 2 26. 1 16 10 4.6 7 0.7,
15, B| 43 | 134 | 40.4 47 2 344 29 30 9.5 | 18 7 10
16. B| 476 155 | 44.9 6 0 21.9 11 11 3.5 9.7
;7 B %9 13.1 37.4 57 2 25. 1 24 20 7.7 10| 071
A 400 13.0 | 38.6 53 0 24. 1 27 22 7.6 14 0.6
18. B| 52 16.1+| 47.0 38 22.3 20 35 9.7 13.6
o B| %97 | 123 | 33 | 215 36.6 N .
A 420 12.7 | 39.6 85 5 41.0 15 8 8.3 16.3 | LO
o0, B[ 462 13.8 | 38.5 | o1 31.0 13 20 3.8 12.7 | L1
" Al 515 | 152 43.9 | 18 9 34.6 22 18 3.9, | 12.6 1,2
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Table 10— 2. Laboratory data before (B) and after (A) trealment with S-1108
case. | BBC | Hb H | WBC | gog | PLT | AST D ALT o n b nun | sor
a x10* Jdl or x10 o X10" | (GOT) | (GPT) KAU i Jdl
No. | /mm*| € & /mm* A /mm® | U 1U n,).g e
o B| 476 | 15.9 | 46.7 67 2 17.4 23 17 5.3 | 13.6
TRl a3 | o | os2r | 7 7 3.3 | 30 6 | 10.8 | 1 0.7
2 Al 360 | 125 | 36.9 79 7 35, 4 31 32 | 1.2 | 15 1.2
T Bl ae | 1.6 | 347 50 9 33,6 50 a7 | 231 17 0.7
oAl 455 | 124 | 37.9 79 14 37.2 59 54 | 25.2 9 1.0
TRl 302 | 1o | 3.2 99 0 33.5 16 7 50 | 16.2 | 0.6
2ooal se4 | 121 | 375 | 199 0 38.5 62 41 5.1 2.1 | 0.46
B| 410 | 14.6 | 42.7 46 1 1.6 46 a1 6.9 | 1.5 | 0.8
Boal a0 | 146 | 420 51 4 17.0 60 51 6.9 | 12.4 | 0.9
o B| o1 | 120 | s 21 3 4.9 49 35 8.7 | 10 0.8
- Al 872 | 122 | 343 24 3 5.6 38 2% 7.8 | 12 0.8

85,7%, 600 mg/d Bf 94, 1%, [EIRRICHEMEME PR BRRR L
FEAHg & Lk bR i3 CFTM-PI 100% 5t
L. S-1108 300 mg/d B 93. 8%, 450 mg/d ¥ 86, 7
YTEHMDEIEETE M1,

Et, bhbhOsEE L R REETNTHEE L
bOD S-1006 O MIC H 5 13 16 #keh 5 BRIC I3 SFRHE
BAEEZ TV AR DY S B,

AHIOEMEREAER T 12 3 BT D ME T 0. 85
~2.WBrg/mlDLX)LERY, FEEFICH LR
HIOERINZREL L HHI0H 5, BEOREH
PREIN TV AFITHIILIBTERIC & ERNEIRET
HELHEEING, UL, BARIBUKRGITRITE
i, B2l 2BPOINCBRINARBELEI L%
RELTOR'Y, HLEUREITRIZEEREPS
CEDEEERIIE S,

bUbNDIERITH TR 1 FIRBRI ATV B,
FEY VRV Y ATIREMENSIER DT 26 filH
BEIN TV B, 200 75 225 mg T 294 Hch 2 i,
0.7%, 300 mg T 1284 b 5 {1 0. 4%, 450 mg &5
600 s 11 ) 1. 8%, 600 mg $25 172 I3 8 {7
LT EZ DRBBEREFES DRSS BICHA LTV
be IDTE &Y, FHIERI LOTWEMTIEES
BERABICT B UEN S B, 212, bRDADER
D5 | GlidIEMEEIRAES I 3 E Sl EIR T - 7o 158
BTSRRI R I (08 S AT B A R T EBA & -
RCEIR&D, AR & BEIERITh 5 A A TE
TEEWVG AN EBL HDTIEIED - o0

AFNIIEHERDBEITB VT, B RFRH EA R g

iE, £

CI ATHE 75 AE 8RR GMAE (71 B L T B R A RS

TE5EHTH 5,
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‘Esterized oral cephem, S-1108, in trealment of patients
with surgical infections

Ken Morimoto, Hiroaki Kinoshita, Shuichi Nakatani and Shoji Kubo
Second Department of Surgery, Osaka City University Medical School,
1-5-7 Asahimachi, Abeno-ku, Osaka 545

Mikio Fujimoto and Koh-ichi Ohno
Department of Surgery, Fujiidera City Hospital

We studied the pharmacokinetics of S-1006, the active form of S-1108, in serum, bile,
_.and gallbladder tissue from 10 patients given a single dose of 200 mg orally. The peak
levels in the serum (0,85 to’2, 78 # g/ml) were at about 3 hours, decreasing to from 0,23
to 0.58 i g/ml at 6 hours. S-1006 was chemically stable in human bile as judged from
the antimicrobial activity, so a bile study was done of two patients undergoing T-tube
drainage. The peak level in the bile was 3. 13 for one patient at 2 to 3 hours, and 0,29 g/
ml for the other patient at 3 to 4 hours. Levels in bile sampled from five gallbladders
were 0,05 to 16,52 g/ml at one or two hours, and levels in tissues of five gallbladders from
the same five patients were 0.51 to 1.25u,g/g at 2 or 3 hours.

We gave S-1108 (100 to 450 mg daily for 5 to 28 days) to 26 other patients with surgical
infections. Twenty-one had skin and soft tissue infections, four had biliary tract infections,
and one had an abscess-like lymphoma, which may have involved infection (results in this
patient were excluded). For the 25 patients who were evaluated, the clinical efficacy was
excellent in 7, good in 12, fair in 4, and poor in 2, with an efficacy rate of 76%. Clinical
efficacy or bacteriological response was the same for single and mixed infections. All 12 strains
(seven species) of bacteria examined were eradicated. MICs were calculated for 16 causative
strains and ‘those of five strains were 3. 131 g/ml or more, which was too high for effective-
ness, to judge from the results of the pharmacokinetic study. Side effects were diarrhea in
one 62-year-old woman and eosinophilia in one 78-year-old woman. The esterized cephem
$-1108 seemed to be effective for patients with surgical infections.



