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N WOEEY
ZEHLY — ¥ — T ML RETHRE
MHEEA, VIVBREER, Yav bo—-5—,

NIRRT RGN, VMO

(P54 9 A 24 B3R - FRLS 11 A 29 HRH)

FLOIAFLHEOL 7 - LRERTHS S-1108 DEMBAKTOEME, TLtt, B
FAE % WA FMEi 3 5 -8 cefaclor (CCL) & “RWMILEBRE S HBMHE TITo 1. S
-1108 150 mg 1 B 3 E&%MAR, CCL 250mg 1 H 3 EX%MNAM %, S-1108 Bz S-1108 f&
(75mg) 288 CCL 792 Rb SNl 7€n, CCLEIZS-1108 75 Hf 2 E CCL
A7 (250mg) 1 7 VAR THEL : MREBIIEIIN (X, WME, L5), B
IVEE (F1%, $hBk (MT@ME), V1 8 (W) £) L, 1> 72—ALFarer OB
Sh-BELNRE LI, WIREMIZ7BMEL, 38%, 58% (KAER), 7 HRICH

MAR. 18904

fliL 7z,

1. BikeMoEE A2 X S-1108 8% (95810) 90.5%, CCL B¢ (88 8) 89.8% TH¥kH|

HECHEEREZRE»o 7,

2. BIERLE TL£¥I3S-1108 8 (96 B1) 91.7%, CCLE# (93 H1) 90.3% THadEAIEM

CEHEEZR 2P,

3. HRE BEAEIZS-1108 B (9581) 89.5%, CCL B (88 #) 88.6% CHsAEMIcH

BERTbhol,

4. RERERIERNE: B TIXS-1108 8 (6841 91.2%, CCL B (64 1) 93.8%, IVEET
13 S-1108 & (27 B) 88.9%, CCL ¥ (24 ) 79.2% TH » 1z, MEFIHMICFhokL

ﬁbﬁgﬁ‘i&b’ﬂ ﬁ:o

5. MIBEFHRR: BREE X S-1108 8% (52 1) 88.5%, CCLE (538)) 86.8% THHEHE
EixRgdol, HEEO—RAL LTREENI:b D RS TD Staphylococcus  aureus DR
% S-1108 B (25 %K) 100%, CCL # (27 #) 81.5% T S-1108 B»:h 5 #&@ (p=0.052)

LT

6. EIfEFI: S-1108 B¥ (96 B1) = THi 1 B, #X(E 1 IR 28 (2.1%), CCL B (93 )

WL EERES 1 (1.1%) bl

7. BRARHREMERN: S-1108 8 (776)) 6617.8%, CCLBE (7661 4M5.3% CHEZIR

oz,

Pl, BREMCEERBORBIIB\WT, S-1108 150 mg 1 H 3 BRI, CCL 250 mg 1
H 3 EINAR & RIFORSME, B2tt, BRAKLETILEL SN, BIiC S aureus ERLEIT

FRtERELBZ LBbh3,

Key words: S-1108, KR7EMILIRMER, —EHERILEHAR, cefaclor

S-1108 BIEFRMNELKIASHHRACERERIHFL
WIZATNVEEOY7 = ARTEETH 3, XHAES
HEBTHS-1006D4ANVEFALBICE N TOL LA
FUYRFNERIATVEEESEE I LITE D BRI
HEEDITOF Ty S TH B, FHIINRE, BEHS
BRSh, BEROLRAT 7—Fic Lk h, i
BEEMEARTH B S-1006 & LTl - EERCHHT 3,

S-1006 ZBRERICIER L, 77 LBNE, /7 2R%

B3 2 LEELTEARS bV EHRWHEEEERL
Tw3, %2, methicillin-susceptible Staphylococcus au-
reus (MSSA) i+ 2HEHLBEEOEO L 7 x LRH
EECHARERTOLZEBBERTHEY,
BMERRSIC 53 2 X MOBKNE Rt xS h Ty
%%, %7, S-1108 225mg (£3)/H, 450mg (533)/
H$ & U cefaclor (CCL) 750 mg (4 3)/H#50 3Bk
BCERL CEKARZERRIC BT, BERRER
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Rizx 3 5 S-1108 DEEFKARIZ 450 mg (43 3)/ B o8
THLILBHEEINTVEY,

TORMELTRAT, BEHLCRERRCHT2EY
%, ReMBIUVAHGEERENCHET 22BN T, CCL
AL LEZEEREBERBREEBL DT, £OR
AEWET S,

I. & H&E

1. WrRShRER & HRmM

19147825 199278 ¢ TORHMc R 35
MRt & & —EHEMILKER E TR L .

2. NRER

Pkt & ERFMDBZIZ V2 & h 2 BEMLMMEE
B BI~VIE) 035, HEEOKRRYROUE
Ko biBL TR LHLONBLUTOD 2 KEH%
e L,

SEIIRE F, WMEGE, X
HIVEE: FH, BHKk (BERK), Vo E (8)
#®

3. NRBEH

FWRIBFAE L TI6REAE80EKML L, 5B
L UABE « AROFITRE LI, B8, FTROWY
DY T 2 BEREFAR» SR L 7,

1) EELERER, GHHEER2EL, HBREAOF
o, TeEOHESEEL BE,

2) ERLF-IBREREELSET 584,

3 779 LFRNBEECERT VLY —DBRE
Dh3BHE,

4) ER, BAPB L CEROTESDO D 2 BE

5 RBREMCHHETDHS I LHS »RFERE
(RIRE, BRE, HELY) sRHExhi-BE,

6) AR, T CURBBERBERIOR
&,

7 FEARMHBERMOMERKRSIC LD, TTRE
KouELOOHZEE,

8) AGAERBAMAIEAN I S-1108 % 721X CCL 2342 &5
ahi-B#,

4, BEORE

FRROERICH 12> Tid, HBRECHARONES
EHRAL, FAZLRBEERBAZCRE RSB,

5. BBRAE

D BR7¥Av

S-1108 450 mg (4> 3)/H (S-1108 #) & CCL 750
mg ($3)/H (CCL¥) 0 2¥Mc X2 _E5KR!
BERE LI,

2) ABREH

BRI L LT S-1108 75mg (Fiffi) $&%, NEE

ELTCCL 250mg (Hiffi) » 7R ni, &
B, ARBLUHEHRLE D, ERL¥IANARLE,
WIAFHEL 77 R eHAabEIILIZED, BRI
THEMERFL, —KEREOBEEEML T, TX
bb, S-1108 B8 L UUCCLEEY, 2R#L1I 7L
VElBEELRVOR1EREL, 3TE1B42EL
T784 (Q14A) 21O ME L 7. BBREH
DEEABIIFig. LERLAEBYTHS,

%1, S-11088, F77 €A%, CCLAY7ErEB
LURIZI 2R « 7 72N i3 HTFRNEKRSH IR
BLI-bDEMEAL T,

3) EFIOWIT

4EFIS R 1MEEL, BBV TEERTEY 2 E
PlFoksLdarbuo—7— (PRNEF) HHEX
LRIEERTHAMTT, 1ESID T > ORBRIER 2D
TRCHEELTKL

4) 1H#E5R
S-1108 #: S-1108 1 [

18K
CCL #: CCL 1 [g
18R

150 mg (f3{)
450 mg (34
250 mg (FIff)
750 mg (J3fif)

5) ®E5H&E
NREFEOZZHECEABZESOFVE»S, 161
a RL1Ix7EN) 2 1HIERZEOZSL
72

6) f5HM

7THREA®RE L LT,

6. MAITHEM
BANTHESEOFERIZT Y bo—F —»fTo 1,

7. HBERR
arvru—7— &) EfTITR, WEACHEBIR
2Dy >INz onT, RERBHHETZ S i HR
BRTHRC, EREMKEREVEREZ (EFAEH
8]2) CHARREEEL, WTFhbEBCEES TS
LR E T,

8. HHRAEAIB L USNEHOLE

1) totEE (R at) OfRAEEILEL

S-1108 group Cefaclor group

e e |OO00O00O0
ool O DD DD

@ S-1108 75mg tablet &3P cefaclor 250 mg capsule
() S-1108 placebo tablet CO cefaclor placebo capsule

Fig. 1. Test drug design.
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2) ZEROENCEEESLLLELONBHH%
EXl, A794 FHl, KEERA, FIRHF (7o€s
Fixy) 2 roFieHl (BFrRSEat) 3K
Al LTiThbkwZ kel

3) FRl: LTHREHMBIR, ERO D O%HEILZ
ARLREIThRWI L L7,

9. FHMH - MWOEE B L UB§KH (Tablel)

1) EEE (B5M%E)

BERERS & UL BERD & RERE 2RO 3BT
Al L oo

1 BfE, 2. PEE, 3 KfE

2) BB

RD 4 BT L 720

1 BRERP (HREFL L TizRAT3), 28
fT&ik, 3: Bbdh, 4 OB

3) & - BfEAER (Be5B8%AH, 3H%, 5H
#®, 7H%)

(1) #RXBEEHORREERL L,

(2) BHER - EFmROFEOEB X, B, K
ik, BEXME, KR, B, R LTROSBETH
fliL 7z, .

0: 2L, LEE, 21%E JHE, O HE»S
WELIES

B, ERAFFEE RS S BHEE LT,

4) SMNEE (’R53H%, 5SH%, 7H%)

FHIE B i RS EME L L - B BER - thEA
ROYEELZRD 6 RFETTHEL 72,

e R, H# FEL (SKE, H i, + oo,
0: ™%, X:HE

p, BEAFHEE RS S HEE LT,

5) MBEFHIRE

MEZNSRERN T 27012, #56H4H, 38

th, SHERBLIURTICAHRTRMNL DENL
MiE» S MO MEE L WEBMEEREL 2. %
7z, HEMHIE & BRI HRASH =B - —x
(ML (WEH : IVRNEE) R 2T ¥
H—F - THEL, AEOIMFEE, EENESL
S UEERCEREESRBE T L 5 MIC HIE (%
RERE: 10°CFU/m]) 2%HEL %z,
6) RIfER
K 5Mta - RRER L ORRBIFREEETEZ
RUELFERDSRBL L 1B Icid, FOMM, BE, %3
DR, M, B2 el EFRRCERT 3
ZEELT, ¥7:-BMEHLDERRMFKERD 3 BB
THEL 720
LEES»ICBIRBD
2: H3BA%D Y
ABERbHILL Lk
7) BEME
KREMIGATE L VR T HRICTIEORKRE * £HL
Teo &0, BEPLTELZBRIER TSI LLLT,
I e ARMmERYK, mEXk, ~<r2Y2 b, Al
R, QMm¥RIHE, m/IMEH, Fotrort
YW, BRSSP orRTS RS RN,

HF ¥ 6E: S-GOT, S-GPT, ALP, #v vy,
LDH,

W#HE: BUN, MB7Vv7F =2,

RAFR: A, W, Yoy /¥y, ik,

2O Jv7FUFF—¥ (CK), 7VET—¥,
MAMEE, 7— LR,

REZHBED S -BE T2, TORES L UR
BRIEA & O RBAFR R ERTRIC TR L. 285, E
HEE - 3B SHIEICE T 3 3 CEBFRE . THELR
DEMT S L, REBRICOWTIRTREDS
BPE TR L 72,

Table 1. Evaluation schedule

Evaluated Day -
1st visit
Item

3rd day
(2—4th day)

5th day
(5—6th day)

7th day
(7—8th day)

Severity O

State of disease at visit @]

Body temperature, subjective and

objective symptoms o O
Overall clinical evaluation O (@) (@)
Side effects (@) O O O
Laboratory examination O (@)
Bacteriological examination (@) O O @)
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8 HETHML 72,

¥, BWMERB X USRS O T B BN
kHl-> TAENE B OB —EARERDOBE DAL
DRV TEDOEBD E L,

(1) BRERBEROFMERELREBOBRES T, BH
HEEZBR\WLHER & Y LIETORr ERE 3K
ENTWEREICIE, £ORRE URTFME ORE L
L7z

(2) 3 B&FMEBREROBE X 3 BEFMIIRE
EL7,

10. ZhR¥E

1) FREHZE

1) BEKHR (BREBUEE)
BRERTROSMBEE % b L IR, 7%, Bl
ETONML EE2BERICANT, BEMNIIRD 4 BFE
TFHE L 7z,

1%, 2: 8%, 3: 00H%, 4 8

2) #EELeLE

251 %@ U CBIfEA B L VERREEORY
EHOREZMEL, RLEERDO4BRETTFML
720

L&e, 2133%%, LM cHEDD, ¢+ &2
TR

3) HRA%
ERERUEES L UVBELSE2HEL, ARk
RO 4 BFECRE L 720
LZbdTER, 226/, 3. *LEH, 4 FATR
1Y

2) TESYHE

Key table Bi#t#iIc, FIHE L D RE S WIHERE
BROGERBEE b L 12, BARONERASVEBREHE
DRUMERI LT, 25612, HEPORERE
5, EREDOHTE S L UCHIEZAZEOHIE 2 ERL
72

M ARIRIIR D 4 BePE % 2 3 RBATHFMEL 72

L%, 2: P, 3 EWER, &%

7oL, UTOBRE IKERTROMBEAMIE
RRETH-> T HMERORRIZ "HE, £ LTHR-
72

(1) ¥ERTROSMIBE ISHEBOES.

(2) BERTRCRF, FRBEIBRELTHLTLHO
R T2 Ly 2% o 1ER,

11. IERE

FEREE, GEMENEE, ®I®—, REEARS, ¥HH
MARBLUE REOBRBLIUIY I o—7-—-TH
L7,

12. avpog—5—

IR oY L, HERIER ORI TREM DRI,
SERDOEEMY, XA OBBIBREC X 2HML,
key table DRE L B#, B AHORE, HHZD
7= DFREMDORIER £ %21To 72,

13.  FRHTRAEG DM

HBRMR TH%, key table BiafiC, X DFERICD
WwTarvro—7—L/ERLSETELHRAL, BTN
REFZREL 12,

4. & 7

7 — & AT I3 A RRRBAAENCBRE S W TRE
browTarytu—J5—DEADY L ITIBEFHNK
BRASHMIT L 5 — KR oo HRETFO 285
BEOAFRDORY OERICIE, » 7Y —cBRLIE
FRFRBELET 3 HFInt L T Wilcoxon MHALAIR
Ey I3 TRVEAFEHLTAHA ZRRE E /2 IEE
BXRAEEEAO, 7, BROMRUGERE, BIEL
28, FRYHE DS O LI X Wilcoxon FEfI
AREZ AW, FEkC, MEZOROIEOLE
R ZRREEA VT, £, RRSMRWERE D
BYE, BELTLEORLE, HMBEENUROMNE
X, FRAMHEORRAE, BWEAREE, BRREE
REDORBEOHEIC ZEBERERHBEE LAV, B
EDERARIZ0.05 £ LT,

II. #& R

1. EFONR

Fig. 2 WEBIDOHBRK %R L I,

AT RO SRV IER ONIRIE Table2 /R L
2o 23, BRATHRD SBRH L IEROEE KA
HECHEREZREDON L, T,

2. HRET

1) BEOHERET (Tablel)

BYMBANRER B LT, %, F8, AB- 4
*, HEE, BRESL AHEORSE, tHEDHE
%, AR B OB, LERFERIEY, fiENYE
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ORI EGOFERK, RE5HML o L ERWREF DO
MCBAL T, HMEXBHMcEERZED B S>nizh
27,

2) SM¥ (Table 4)

THHAIBEL b S. aureus, coagulase-negative sta-
phylococci (CNS) #& { Mt &, BERBOIM
FECHBL T, MEXBEMCAERLZRY WDl
o,

3) MEECtd 3 S-1006 B & U CCL D MIC 246

(1) £2ME (Table5)

SOME 1678 D> 5 MIC 2HIEL 2 7D i 162
BTHol, SF1006 BLUCCLOMICHH%xEN
TN S-1108 8, CCLBHTHRL -&£R, W MICH

Total patients
enrolled
S-1108 : 98
cefaclor: 95
| Efficacy | | safety | [ ity |
Excluded Excluded Excluded
patients patients patients
S-1108 : 3 S-1108 : 2 S-1108 . 3
cefaclor: 7 cefaclor: 2 cefaclor: 7
Analyzed Analyzed Analyzed
patients patients patients
S-1108 95 S-1108 : 96 S-1108 : 95
cefaclor: 88 cefaclor: 93 cefaclor: 88
Fig. 2. Patients enrolled.

FLomEABRMTAEZRY RO ShEbo T,
(A:B,C:D),

MIC % #iI5E L & 7z 162 #kiZ 8 1 5 S-1006 D MIC
DE—2712s0.025ug/ml £ 0.78~1.56 ug/ml D 2
PARIZH D, MICso 120.39 ug/ml, MICso i21.56
w/mThHot, —4H, CCLOMICOY -2 it
1.56~3.13 ug/ml i Y, MICo i2 1.56 ug/ml,
MICso 1% 6.25 /lg/ml Thor,

(2) S. aureus (Table 6)

IMENT: S aureus 62 ¥%kDH b MIC 2 BEL L
TeDIX 58k TH o 70 S aureus i34} 5 S-1006 0
MICDOY—27120.78~1.56 ug/mlicH D, MICs it
1.56 ug/ml, MICeo i£ 3.13 ug/ml TH>7-, —4,
CCLOMICDOY—7i21.56~3.13ug/mliCH D,
MICso 12 3.13 ug/ml, MICeo 12 6.254g/ml TH -7z,

% /z, methicillin ® MIC #%12.5 »g/ml L t
methicillin-resistant S. aureus (MRSA) i1, 8 #
(S-1108 8¢ 4 2k, CCLB 4 %) Ao, FOHEL
13.8%TH -1,

3. BRLeMWEE (Table7)

BE (BHLLE) 13 S-1108 3 T 90.5%, CCL
HT8.8%THD, MEFMMCEEZRZIHoN
otz

4. BIEELE (Tables)

KREEITS-1108 8 T91.7%, CCLET9%.3%T
by, MEFBECERZRIBOShEZ Do,

5. HH% (Table9)

FHR% (ARULE) 12S-1108 & 89.5%, CCL
HT8.6%THY, MEFMMFMcEBZRBDON
Ripote,

6. KBRS HUHE (Table 10)

1) I

Table 2. Reasons for exclusion

Efficacy and utility

Safety

Reason

S-1108

cefaclor S-1108 cefaclor

Disease not included in protocol

1

Infection by P. aeruginosa and E. faecalis

Improvement with prior antibiotic

Cefaclor prior to test drug administration

Concomitant other antibiotic

Concomitant other investigational new drug

Delayed visit to hospital

[N BTN RV N

No revisit to hospital
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Table 3, Background factors of patients

Characteristics S-1108 Cefaclor Statistical
(95) (88) analysis
males 63 56 NS
Sex
females 32 32 P=0.757
15~19 4 7
20~29 30 27
30-~39 21 15 NS
Age (years) 40~49 15 12 z=-0.039
ge ye 50~59 9 8 p=0.969
60~69 10 13
70~79 6 3
80~83 0 3
inpatients 6 2 . ZNISGZ
In/out patients outpatients 88 84 f‘l f; Y
in—out patients 1 2 p=0.339
mild 17 21 NS
Severity moderate 67 56 z=0.638
severe 11 11 p=0.524
furuncle ' 55 49 NS
furunculosis 10
x1=3.755
. carbuncle 3 7
Disease R df=5
erysipelas 7 7 ~0.585
cellulitis 10 12 p=r
lymphangitis 10 5
Complication no 77 ™ NS
P yes 18 14 P=0.698
L no 82 69 NS
Combination drugs ves 13 19 P=0.177
Surgical intervention no 60 54 NS
& ° yes 35 34 P=0.879
stationary 10 7 NS
State of disease at first visit aggravating 71 71 2=0.132
remarkably aggravating 14 10 p=0.895
1 80
Antibiotics prior to neos 9 3 8 NS
test drug administration Y P=0.124
unknown 1 0
within 4 days 7 3 NS
Duration of test drug 5~6 8 17 2=1.116
administration 7~8 79 68 ’
9~ ] 0 p=0.265

P: exact probability, z: Wilcoxon rank sum test statistics, x% x? test statistics

FZ¥E 13 S-1108 BT 91.2%, CCLE#T 93.8% T B 5 FtAHET O BEE HSHERE S IR 81T 26 %)

59, MEFHMCERZERED >N o7, |3 S-1108 BT 95.5%, CCLET83.9%TH D,
2) SBIVEE MEFHECEEZERED A » o, £72, S
BREIZS-1108 B 7 88.9%, CCLEET79.2% T  aureus IS BRI B 1 2 ERE X S-1108 T

bY, HEFIHMCEEZRIED Shxdhol, 95.5%, CCLBTB81.5%Thh, MEFHMIAER

7. DREHBELSMKEE (Table 11) El3BH o>k o7,
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Table 4, Clinical isolates before treatment

Organism S-1108  cefaclor  Statistical analysis
LSS e, 2 . a...
NS e 8 9.....
Streptococcus spp. _4 2
S. pyogenes 3 2
.S agalactise
other GPC 1
. 1
L Staphylococcus $p. e Nsh
GNR L 3 s
. . E 1 x*=5.569
Monomicrobial - aerogenes df=5
isolation P. mirabilis 1 p=0.350
P.aeruginosa 1 ’
LA calcoaceticus e ...
Anaerobes 14 A
P. magnus 2 2
Peptostreptococcus spp. 2 1
P. acnes 8 3
Propionibacterium spp. 2
F. necrophorum 1
subtotal 49 49
S. aureus, CNS and other organism(s) (SC) 4
S. aureus +CNS 2
S. aureus +CNS+ S. pyogenes 1
. S aureus TONSH P GnES e e
S. aureus and other organism(s) (S) _4 5
S. aureus +S. pyogenes 1 3
S. aureus +Group G streptococci 1 1
S. aureus +E. faecalis 1
S. aureus + P. magnus 1
.....S. aureus + S, pyogenes + Corynebacterium sp. _____.oiiiieene. L
CNS and other organism(s) (C) 3 5
CNS+ P. magnus 1 NS?
Polymicrobial CNS+P. acnes 1 4 x1=4.765
o_ynlum"o 1a CNS+ P. acnes + Corynebacterium sp. 1 df=3
isolation CNS+ P. anaerobius + Propionibacterium sp.+ . p=0.190
........ Corynebacterium SB. ..o
others 6 _4
S. agalactiae + E. faecalis + P. mirabilis 1
E. coli +C. diversus 1
E. coli +B. fragilis 1
P. vulgaris + M. morganii 1
P. magnus + Peptostreptococcus sp. 1
P. magnus + P. acnes 2
P. magnus + Corynebacterium sp. 1
Propionibacterium sp.+ B. uniformis 1
Propionibacterium sp.+ Corynebacterium sp. 1
subtotal 17 14 NS¥
Total 66 63 P=0.684
CNS: coagulase-negative staphylococci, GPC: gram-positive cocci, GNR: gram-negative rods
" Distribution of S. aureus, CNS, Streptococcus spp., other GPC, GNR and anaerobes
? Distribution of (SC), (S), (C), and others
» Distribution of organisms in monomicrobial and polymicrobial isolation
8. FHEHZILMAEE (Table12) 1108 BT 15.9%, CCLBT19.8%, H&E¥ (X&

FH (B3, 5 7HE) FcomkEEy  ME) 3S-1108 BT 84.1%, CCLET84.9%TH
&L, EAFMETH25HBOKRARIRS- 0, BREELHEBRLTILCE LT LHEARMCE
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Table 5.

Sensitivity distribution of isolates (10°CFU/ml)

Drug group MicC £0.05/0.05( 0.1 0.2
Drug

0.39

0. 78[1 .56

3.13|6.25|12.5{ 25 | 50 (100 |>100| Total

S-1108 (A) 16| 8 15

$-1006

12

12 9 87

Cefaclor(B)| 13] 5 10

14

8 6 1 75

3
-~

S-1108 (C) 2] 3 3

13

23 | 16 87

cefaclor

Cefaclor(D) 1|13}13 |3} 7

8

wln|—|a|

o) —
Y I | )

17 [ 19 3 75

Statistical analysis (Wilcoxon rank sum test)

A:B NS z=0.019 p=0.985
C:D NS z=-0.017 p=0.986

Table6.

Sensitivity distribution of Staphylococcus aureus (10°CFU/ml)

MIC

Drug £0.025

Drug group 0.05(0.170.210.39

0.78

1.563.13(6.25{12.5| 25 | 50 | 100 |>100{ Total

S-1108 (A) 1

7

1] 7 1 1129

S-1006

Cefaclor(B) 2

13

7] 4 29

S-1108 (C)

1

12111 1 29

Cefaclor(D) cefaclor

1

3
2
10 3

11 29

Statistical analysis (Wilcoxon rank sum test)
A:B NS 2z=1.474 p=0.141
C:D NS z=-0.651 p=0.515

BzpEDShEhoT, 7, 3EEBLIUTHE
DRBE L HBERIZB VT b HIRARMCERE I®
ooz,

9. FHEBBIBMMELEROHRE (Table 13)

BEROEEOAFIRVTIhOFAER BV TH,
AEAERICEBRERED Sk o T,

10. MEEMZR (Table 14)

S-1108 Bk 46 B, B4 14, ERR 44, =
E1fB8 LU CCLBIxHKL 65, FETHTHY,
HEXHRHROAMEIC BT, TEMBMCERZ)
EBshT (p=0.023), —F, S-1108 FHDOHEXZ
88.5%, CCL BEDIN.HI86.8%THD, MFEHE
HeABEREDohish o7z,

11. EEHEFIMEEZR (Table 15)

1) B MRS

CCLBiZ S. aureus DFEHIER RS HIA Stz iz
B, BB EERIC B ) 2 HEENHMROSMmEIES
L8 BTk 3 B, BERR2H, FE14, CCL
HTHE3BH, AE7HITHY, MEABBCER
EnBoont: (p=0.039), —F, #HKZFEXS-1108
HT792.1%, CCLETIZ82.5%TCho1xds, BEE
REDShdhoie,

2) WEEDBES

H%&%12 S-1108 B¢ T 78.6%, CCL 37 100.0%T
Holets, EEERED SR T,

12. SMEOHEKE (Table 16)

ARMELEDOMER I S-1108 BT 97.1%, CCL
BT89.7%THY, S-1108 LK X CCL B
HLUTH»- o208, AEAHEMcAERZRRADONE
hote, 12, CCLEICDZ S. aureus 5HRE 77
AHRE | BROFERSBED Sl fod, FIMUELE
D% S-1108 BT 100.0%, CCLE#T89.1%T
b, S-1108 BOWEEIZ CCLELLTHERCE
Mol (p=0.028),

13. BWEA (Tablel?)

BIfEE X S-1108 Bz 26 (THI 161, KE1H)
BLUCCLEIZ 14 (LEIE) 253 S iz,
FORBFEE CHEABHMICARZRZED O LD
teo B, WFHhOBERLVBEREETH), HBR
EFEhIET 3 CRES T, BOEE FICHEBEL
720

14, EBRREMEORNEEE (Tablel8)

RELTBORERIZS-1108 8T 7.8%, CCLET
5.3%ThD, TEFHECERERZDO L
Teo Elz, ZOBBITFMKES L P VAT IS
YOEREBETHY, BBKLAEL 22D %
Mo Tz,

IIL. % %

S-1108 DERIEM LR Bz T 2 EHEKRAR

DRRHEABROREL Y 150mg 1 HIEINARTH
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Table 7. Final overall clinical evaluation
Final overall clinical evaluation Efficacy rate (%) Statistical analysis
Number .
Drug Wilcoxon  exact probability
group cases excellent good fair poor excellent &good rank sum
test excellent 2good
S-1108 95 44 42 6 3 46.3 90.5 NS NS NS
2=0.780 3 -
Cefaclor 88 47 32 6 3 53.4 89.8 p=0.435 P=0.376 p%1.000
Table 8. Overall safety
Overall safety Safety rate (%) Statistical analysis
Numb -
Drug umber safety Wilcoxon exact probability
of almost . <almost
group safe slightly not safe  safe rank sum =almost
cases f safe safe
doubted test safe
S-1108 96 88 7 1 0 91.7 99.0 NS NS NS
2=-0.319 -
Cefaclor 93 84 8 1 0 9.3 98.9 p=0.750 P=0.803 p%1.000
Table 9. Overall utility
Overall utility Utility rate (%) Statistical analysis
Drug Number ) Wilcoxon exact probability
ou of remarkably useful slightly not remarkably >useful rank sum
group cases useful useful  useful useful remarkably 2useful
test useful
S-1108 95 41 44 7 3 43.2 89.5 NS NS NS
2=0.581
Cefaclor 88 43 35 6 4 48.9 88.6 p=0.562 P=0.461 p=1.000
Table 10. Final overall clinical evaluation classified by disease group
Final overall clinical evaluation Efficacy rate (%) Statistical analysis
Number

Disease Drug

Wilcoxon exact probability
group  group cases excellent good fair poor excellent 2good rank sum
test  excellent 2good
S-1108 68 31 31 5 1 45.6 91.2 NS NS NS
2=0.753
cefaclor 64 33 27 3 1 51.6  93.8 p=q.452 P=0.601 p=0.745
S-1108 27 13 11 1 2 48.1 88.9 NS NS NS
z=0.313 —
cefaclor 24 14 5 3 2 58.3 79.2  p=0.755 p=0.577 p=0.451
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Table 11. Final overall clinical evaluation by organism
Final overall clinical evaluation  Efficacy rate (%) Statistical analysis
Number -
Organism Drug o Wilcoxon exact probability
group cases excellent good fair poor excellent &good rank sum
test excellent Zgood
S-1108 22 13 8 1 0 59.1 95.5 NS NS NS
S. aureus z=-1.50
cefaclor 27 1 11 4 1 40.7 81.5 p=g,14 P=0.256 p=0.204
S-1108 8 4 4 0 0 4/8 8/8 NS NS NS
M CNS 2=0.222 _
ono- cefaclor 9 5 4 0 0 5/9 9/9 p=0.824 P51.000 p=1.000
microbial g NS
‘sclation S-1108 19 6 12 0 1 a6 947 | NS NS
others 2=0.387
cefaclor 13 6 5 1 46.2 84.6 p=0.6e9 P=0.473 p=0.552
S-1108 49 2 24 1 1 46.9 95.9 NS
subtotal 2=-0.686 LNS NS
cefaclor 49 22 20 5 2 4.9 85.7 p=0.4p P=1.000 p=0.159
S. aureus o_
CNS S-1108 4 3 0 0 1 3/4 3/4
and other - - -
organism(s)cefaclor 0 0 0 0 0 - -
S. aureus  5-1108 4 1 3 0 0 1/4 4/4
and other - - -
organism(s)cefaclor 5 4 1 0 0 4/5 5/5
Poly-
microbial  CNS  5-1108 3 1 2 0 0 1/3 3/3
isolation and other _ _ _
organism(s) cefaclor 5 3 2 0 0 3/5 5/5
S-1108 6 3 3 0 0 3/6 6/6
others - - -
cefaclor 4 3 1 0 0 3/4 4/4
S-1108 17 8 8 0 1 47.1 94.1 NS
subtotal z=1.424 NS ‘_NS
cefaclor 14 10 4 0 0 7.4 100.0 p=0.155 P=0-275 p%1.000
S-1108 66 31 32 1 2 47.0 95.5 NS
Total z=0.040 NS _NS
cefaclor 63 32 2% 5 2 50.8 88.9 p=0.969 p=0.726 p=0.200

CNS: coagulase-negative staphylococci

Table 12. Overall clinical evaluation classified by evaluation day

Overall clinical evaluation

Efficacy rate (%)

Statistical analysis

. Number
Evaluation Drug of Wilcoxon exact probability
day group cases W # 4+ + 0o x H = =4 ranksum
test ## =4 =+
S-1108 77 519 20 18 5 1 6.5 31.2 68.8 NS NS NS NS
z=0.772 _ _ _
cefaclor 72 32329 12 2 3 4.2 36.1 76.4 p=0 440 P=0.720 p=0.603 p=0.360
S-1108 88 14 27 33 11 2 1 159 46.6 8.1 NS NS NS NS
z=0.793 B =
cefaclor 86 17 20 27 9 2 2 19.8 53.5 84.9 p=.428 P=0.556 p=0.368 p=1.000
S-1108 95 40 34 13 5 3 0 42.1 77.9 91.6 NS NS NS NS
z=0.901 B _
cefaclor 88 44 26 12 3 1 2 50.0 79.5 93.2 p=q.368 P—0-302 p=0.857 p=0.785

##: cured - remarkably improved - moderately improved +: slightly improved 0: unchanged

X: aggravated
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Table 13. Clinical course of symptoms on each evaluation day

1st visit 3rd day 5th day 7th day
S-1108 cefaclor S-1108 cefaclor S-1108 cefaclor S-1108 cefaclor

«)
3 48 37 4 3 1 3 1 3
2 40 43 26 21 17 11 4 1
1 6 8 39 40 50 47 42 34
Redness 0 1 8 8 20 25 48 50
Wilcoxon NS NS NS NS
rank sum z=1.120 2=0,651 2=0.983 2=0.820
test p=0.263 p=0.515 p=0.326 p=0.412
@
3 38 36 2 3 4 3
2 46 37 22 15 12 5 5 2
1 11 15 36 36 41 38 23 16
Swelling 0 17 18 35 39 67 67
Wilcoxon NS NS NS NS
rank sum 2=0.316 2=0.701 2=0.762 z=0.757
test p=0.752 p=0.483 p=0.446 p=0.449
® 1
3 20 17 1
2 40 30 7 9 2 5 2 3
Spontaneous 1 25 27 27 17 17 13 9 6
pain 0 10 14 43 45 69 67 84 79
Wilcoxon NS NS NS NS
rank sum z=1.193 z=0.458 z=-0.243 z=0.253
test p=0.233 p=0.647 p=0.808 p=0.800
® 2 1 1
3 40 30 2 2 1 3 1 1
2 43 46 21 10 11 7 5 4
1 11 12 33 35 39 30 21 16
Tenderness 0 1 21 23 37 45 68 66
Wilcoxon NS NS NS NS
rank sum z=0.955 z=1.087 z=1.107 2=0.449
test p=0.340 p=0.277 p=0.268 p=0.653
®
3 22 21 3 3 1 2 1
2 52 41 24 15 15 12 8 5
X 1 16 21 32 35 45 41 36 33
Induration 0 5 5 18 19 27 31 50 50
Wilcoxon NS NS NS NS
rank sum 2=0.618 z=1.033 z=0.681 z=0.745
test p=0.537 p=0.302 p=0.496 p=0.456
(©)
3 17 14 1 1 1 2 1 2
2 25 21 6 10 3 5 1 2
Pus 1 26 26 26 19 21 15 10 3
0 27 27 44 42 63 64 83 81
Wilcoxon NS NS NS NS
rank sum z=0.547 z=-0.179 2=0.244 2=0.942
test p=0.584 p=0.858 p=0.807 p=0.346

@: aggravated from severe 3: severe 2: moderate 1: mild
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Table 14. Bacteriologic response

Bacteriologic response Statistical analysis
Number Eradication
Drug of rate exact
group cases eradicated decreased replaced  unchanged (%) x 'test probability
eradicated
S-1108 52 46 1 4 1 88.5 *
x2*=9.491 NS
df=3 51.000
Cefaclor 5{4 46 0 0 7 86.8 p=0.023 P
* p<0.05
Table 15. Bacteriologic response by organism
Bacteriologic response Statistical analysis
Numbe Eradication—————————————
) umber Eradication exact
Organism of rate .
group cases eradicated decreased replaced unchanged (%) x’test  probability
eradicated
_ NS
S, awros S-1108 19 18 0 1 0 94.7 £*=5.840 NS
df=2 p=0.191
cefaclor 22 17 0 0 5 77.3 =0.054
S-1108 6 6 0 0 0 6/6
CNS - -
Mono- cefaclor 6 6 0 0 0 6/6
microbial NS
isolation thers S-1108 13 1 0 1 1 84.6 27=1.343 NS
df=2 p=1.000
cefaclor 12 10 0 0 2 83.3 p=0.511
*
S-1108 38 35 0 2 1 92.1
subtotal fj; = g 512 NS
= p=0.312
cefaclor 40 33 0 0 7 82.5 p=0.039
S. aureus 5
CNS S-1108 2 2 0 0 0 2/2 ~ ~
and other
organism (s) cefaclor 0 0 0 0 0 -
S. aureus  S-1108 4 4 0 0 0 4/4
and other -~ -
organism (s) cefaclor 5 5 0 0 0 5/5
Poly- CNS  s-1108 2 1 0 1 0 1/2
microbial  ,nq other - -
isolation  organism(s) cefaclor 5 5 0 0 0 5/5
S-1108 6 4 1 1 0 4/6
others _ _
cefaclor 3 3 0 0 0 3/3
NS
S-1108 14 1 1 2 0 78.6
subtotal xd; : g 134 NS
= p=0.222
cefaclor 13 13 0 0 0 100.0 p=0.209

CNS: coagulase-negative staphylococci
* p<0.05
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Table 16. Bacteriologic response classified by isolated organism
Bacteriologic dicati Statistical
Drug Number response Eradication analysis
Organism group of rate :
strains i i (% exac
eradicated persisted probability
S S-1108 25 25 0 100.0 NS
- aureus cefaclor 27 22 5 81.5 p=0.052
S-1108 10 10 0 100.0
CNS cefaclor 11 11 0 100.0
GPB S S-1108 6 6 0 6/6 _
treplococcus spp- cefaclor 8 8 0 8/8
S-1108 3 3 0 3/3
Aerobes other GPB cefaclor 5 5 0 5/5
btotal S-1108 44 44 0 100.0 NS
subtota cefaclor 51 46 5 9.2 p=0.059
S-1108 6 6 0 6/6
GNR cefaclor 4 3 1 3/4
btotal S-1108 50 50 0 100.0 *
subtota cefaclor 55 49 6 89.1 p=0.028
Anaerob S-1108 20 18 2 90.0 NS
naerobes cefaclor 13 12 1 92.3 p%1.000
Total S-1108 70 68 2 97.1 NS
cefaclor 68 61 7 89.7 p=0.094
CNS: coagulase-negative staphylococci, GPB: gram-positive bacteria, GNR: gram-negative rods
* p<0.05
Table 17. Side effects
Total  No. of Incidence Patients with side effects
Drug No. of cases with  of relation
group cases side side Symptoms severity occurrence to test administration  follow-up
evaluated effects effects on day drug
S-1108 % 2 2.1%* Diarrhea mfld 2 probable continued cured
loose stools mild 4 possible continued cured
Cefaclor 93 1 1.1%' Epigastric pain mild 1 probable continued cured

*incidence of abnormal laboratory findings: NS (exact probability p=0.746)

Reaction to test drug: * possible, ** probable

3EEZHSNIOT, SE, NEXE - EEFREM
HERABRETOZEICED, S-118 DERAK*EE
BCFlis 2L &L, NEEIARRERRY L
Bk CCL L, 20HRE5RIZEARD 250 mg 1
H3MmE& L7z,

BEMBREDS - L bEBLFREIX S, aureus T

B3, S aureus DHHEERHE IZ 1980 £ & ML
U BT, BRE, EMEHERICB) 5 MRSA OFE
IRBEE, MIBMEIRD D05, KEK20~40%LELD
hTw3®, Lol, SEORER TSGR IE
&h, MIC #ZBL X7 S. aureus 58 kD> 5 MRSA
B 13.8% CEVEETH- 12, ZDZ L ZEFOY
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Table 18. Abnormal laboratory findings
Drug S-1108 Cefaclor

Total No. of cases evaluated 7 76
No. of cases with abnormal

. 6 4

laboratory findings

Incidence of abnormal 7.8%* 5.3%"

laboratory findings

Eosinophil 1 *

[7.4 (340) —10.7% (674/mm?)]
Eosinophil t * Monocyte 1 *

[11 (649) —20%(1,260/mm?)]

[7 (413) —14% (819/mm?)]

GOT1t*
[30—411U/1]

GPT?*
[22—951U/1]

GOTt*
[30—621U/1)
[57—1091U/1]

Parameters
[before—after]

Neutrophil | *
[49 (2,695) —21% (525/mm*)]
Eosinophil 1 *
[6 (480) —14% (532/mm®)]
GOT1* GPT1?*
[26—761U/1]
[31—921U/1]
Total bilirubin 1 *
{1.0—1.7mg/dI]

GOTt*GPTt*LDHt**

[26—501U/1]
[32—-771U/1]
[297—7161U/1]

# incidence of abnormal laboratory findings: NS (exact probability p=0.746)

Reaction to test drug: * possible, ** probable

BEBZ2DEWED I ETH B, S-1108 DEA
EHTH 3 S-1006 & CCL & MRSA xt¥ 2 H
hiErzney (840 EEREEREZSBSNES
YRY YL S-1108) HS5TH5,

Cefdinir (CFDN) & CCL D LA DBREY T
2, IBLIVEE%: Hbt-H%% X CFDN # 96.0%,
CCLB80.8%C#% %, Cefditoren pivoxil (CDTR-
Pl) L CCL OLBRBRTCOIBEIVEE2 LY IE
%% CDTR-PI 8 97.3%, CCL#90.3% %> T
w3l RBIZENIESOERTS,

SEIOFAR T CCL BEDBERIE X 89.8% THIEIE
ELTRYRRETH S, SSLIBEDOBEE I
90.5%CCCLELARERRRAIZSOMREEETS
ZEMRENT,
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T8Y, EHOFME L LTiZ5 BEBSBL TS L
BAR:DTHD, BECERISNI-HLBERBRORK
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SHBOSMEEEORBEXIZS-1108 8 84.1%
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Teo E2, FERBNCLHBORET L 1o RS R T b AR
CHEHEEZRADShL LMo 1,

WiEZLE, SA%CELT O HERARMICERE
BRLI Lbhol,
FREMCAZ L, BIE, FIVEL LIEESD
HRRICIEEEZ R > o7,
DEEINRRLEMAEE A5 L, S aureus Bl
DBEPOEHERIBRE Tk vwos, S-1108 #
95.5%, CCLE81.5% > T3, k72, S aureus
T AREMREA D L S- 118 BT 2B HKTRT
BPELTHLE DI L, CCL B TIX 27 Bk 5 kS
HHELTBY, BEEL VARV p=0.052 THE
FAEErVE S, IhoBARBEARICASNIE
MERUTHD, S-1108 DIFEHL VX B bANR
W,

S. aureus DRERIEBDHL I L LD, BEHBE
Flemicnt 3 5 MEEARICB VT S-1108 BE#1H
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We performed a multicenter, double-placebo, double-blind trial to compare the efficacy and
safety of S-1108 with those of cefaclor (CCL). Patients with hair structure infections (furuncle,
furunculosis and carbuncle) and diffuse deep-seated skin infections (erysipelas, lymphangitis and
cellulitis) were randomly assigned to receive two 75mg tablets of S-1108 and one CCL placebo
capsule, or two placebo tablets of S-1108 and one 250 mg CCL capsule, three times a day after
meals for 7 days. The overall efficacy rates were 90.5% for the S-1108 group (95 patients) and
89.8% for CCL the group (88 patients). The overall safety rates were 91.7% for the S-1108 group
(96 patients) and 90.3% for the CCL group (93 patients). The bacteriologic response rates were
88.5% for the S-1108 group (52 patients) and 86.8% for the CCL group (53 patients). All of
twenty-five Staphylococcus aureus strains were eradicated in the S-1108 group. Five of twenty-seven
S. aureus strains persisted in the CCL group. Two patients in the S-1108 group complained of
diarrhea or loose stools. One patient in the CCL group had epigastric pain. All these symptoms were
minor. Abnormal laboratory findings were seen in 7.8% in the S-1108 group and in 5.3% in the CCL
group. All were minor. The differences were not statistically significant. We could conclude that S-
1108 at the dosage of 150 mg t.i.d. is as effective, safe and useful as CCL at the dosage of 250 mg
t.i.d. in the treatment of skin and skin structure infections.



