VOL.42 NO. 4 MR o B S-1108 D - RWMR LR 451

BN &IC T 2 S-1108 & cefotiam hexetil D3R LB B8k 1%

WO MY -EXAR ¥-ME M
R ¥%E - BE BT
HRRFHE—-ABS & Ui R
& # f-W O % &R
EHEREE—AR
Wl el —B-EE BRX
LW KEW RS & U R
¥R & B-XK #H X F
FLAR R%H o e P 28 PO st
BE MR- BN 8—-38E X3
BAATRFB=ARES X U R
BN &f-/fE —8- /DR —
AFERKEHE=AH
B #—- -#E EX-FF HFA
AFRIPRIFR R
BEa ¥B-5F E-fkl EX
E A& R-AH XE
RALKE M U AR B R 25 &5 L CHIER
& H B -% i omoff
RARFENFHATBIET T 6 & TR
Rk B - H-BH L
RRERSENAFE AR S & CBIMER
N E TEOF - S
HEHREBE AR
% 7
AR EE N Rt e S R BE I
ANl %
R HERBEPIE

F R R X
WRAFE T IRRBEAR
R P & X1 @ E 3
I ST T SR U e e 25
e —E-BfE B-RLU BY
B~ )7 FEBREEZAR

* MR EET IR 207



452 CHEMOTHERAPY APR. 1994

ARE—mB-N T X X
V1§73 ) | | PR A
mFx X k-5 # & B
R || R 4 R TR R BE P
/NI - M — - A WE
g || I IR BRIR ORI 2 > & —PRIR AR R
7l IERR - FIH X— - HE X%
BEF EF-®RHE M
FIRAE R ARL 6 & Ui ST MR

* K B #
LB el det e

W R He$f K B R
AREBRBEAE
T A X-BEH BE- TR L
M OME-FH —R-LEX #EX
A2HBRERE—ARS L URIER
A #RE-HK B=-2 @ MW
£HBTRERAE
g i %
ZEX¥HE_AR
= K X #

S HRRBREAE
RAKEAR - KB WX - b HE-HE EE
BIFEERIAE B —AE
KE EF-®K BF-=% H#—
FRRIEBAFZEZAR
B B & &

NN R BB 28 PR
e B F-K & 71
IETEEREA 2K R )| B AL (1D)
IWAFEER - fREB—EE « ILKFZEA
LEBRFB AR
B B - BAR B -y EH

AR - BA B2
AMKERE RS & Uil ik

REPEARRR? - TH)IIE—BB - X HEF
AERKER AR



VOL. 42 NO. 4 MR 28 1203 3 S-1108 D - HE M LB 453

R S¥E-"AEF X &R BE-RX WX
WE RN-FN EX-®F #
BAZE ARG X U7 HEB

BE ek B #-NE EA- FHRERH
R R P MR PHIIRA S & KM

A B RWR—RE LI &
®oE MedN A&
RABMALE RS X U 71E%

BB X &
BMEMAEREEHE

AN B R’ OEEY
EBMILY — v — T MLEMERRE

REE, VEOMNERSEA,
23y ho—g—, HEREEEREE

(FER5 4 10 A 18 HRAT - FAL6 £ 1 A 19 HRHE)

HEEFRCHTAHLOLIRAFVEEO Y 7 = ARTIEYE S-1108 DEM, TL2KB
IUERAM R T 2 HMW T, cefotiam hexetil (CTM-HE) 2N BX L+ 25 MR _—HS
REBRABRTERL, UTORMESB, S-1108121H150mg * 1 H 3E (S-1108 #),
CTM-HE i21[E200mg %# 1 H 3[E (CTM-HE #), FER|: LT 14 BREEO®EL 7=,

1) BRESHEASE 1326 (S-1108 #%: 64 8, CTM-HE#:6881) TdH 0, BRI
M REPHIZ 108§ (S-1108 BE: 49 4, CTM-HE B 59 B), EI/EF il REFI%1X 126
#l (S-1108 ##: 614, CTM-HE B 65 f1), ESPRMZE(ER % E B MmN REGIK X 114 £
(5-1108 #f: 61 #, CTM-HE #: 53 ), & F Tl REESI%E 109 5] (S-1108 B: 49 41,
CTM-HE®:608) Tho'.

2) MIEMEMR AT 2 A% T S-1108 B£90.9% (40/44) wxtL T CTM-HE B 82.1%
(46/56) & S-1108 BB TE» > 208, MEHABMCAEERZIZDShZh o1,

3) BEGIOER - FIRB & UBRKREBOXEELE B THRED 7 BE (p=0.0009),
148H (p=0.0068) 38X U*CRP D3 HE (p=0.0160), 14 HE (p=0.0440) T S-1108 &
BERCENEEER LI, ZOMOER - FTRB X UBKREMBORZE B\ TIXME3E
FEMcEREZRBED Shkdh 5Tz,

4) BHEHEEIZS-11083£94.7% (18/19), CTM-HE B¥73.1% (19/26) & S-1108 # T
Hipo fz08, MEFBEICEEZRED Shizh o,

5 HtWEMEIfERIZS-1108 B2 341 (4.9%), CTM-HE Bic 58 (7.7%), % HK
MEMBREEEZ S-1108 Bz 18 81 (29.5%), CTM-HE iz 10 £ (18.9%) ZEsH sl

6) MMM TIERAMY (MEZE) 13S-1108 8 90.9% (40/44), CTM-HE
77.2% (44/57) k S-1108 HTHE» - 143, MEFAHMCEREZRFED SN » o1,

UEDR#FEED, S-1108 0 1H150mg, 1 B3IEH S 3B UEMAEDBEIIB VT,
CTM-HE®D 1[E200mg, 1H3IE®BES LAZEH 20V ETNAULOBRECERENEWEF
Zoni,

Key words: S-1108, cefotiam hexetil, Bacterial penumoniae, Double blind study



454 CHEMOTHERAPY

APR. 1894

S-1108 REFBEMNEKASHTARENZZAFVE
EOv 7z ARMEVRTDHD, FENIZHREWE b & B
IR&h, BEROZATF I —HICL DIIKIMESH, TR
EMEET 2 S-1106 & L TP B L CHEMBRICIHT
30, 2OMER% Fig. 1 1CRL T,

EMAKTH S S-1106 IREHIERL, 77 LM%
W, 77 ANEcNT ALMBELHEARS PV EKL
HEEMEELTW3, o, X FY ) BN Staphylo-
coccus aureus (MSSA) WX+ 2HiM A1 RBEFOREO £
7 2 ARMEYR I LRENTVWE Z EBMTH LY,

EFNICOWTIZI989E T Ao 6 LEMMOT RS LM
M h, FHBKERSMAS e, NREBICIEWT
13, MRBBRGE T IEFOZRARERNT 3 B
T, %A FREBKAR & U TN SO SE 2 RIC S
-1108 ™ 1 H 450 mg, 600 mg ERFOEMYE, KLMB
L UH A% % cefteram pivoxil (CFTM-PI) @ 1 H 600
mg FAMEIE L L CZHEREIC L D EBRREL Y, &
ER#HBIC BT S-1108 D 600 mg B S5 B£T 94.1%, 450
mg 58 T85.7%, CFTM-PIBT73.3% &, S-1108
D600 mg RSB THLBOHEUNESB S, 3 KA
HMcERERBDONLr oo, BB IEFBEL L
RIBETHIEEZONTI, ZORARZEIBRERSE X U
—RES KRR 0 5, MEMHRCHL TiIEA1H
450 mg DRETHALZFAERBONIbDLFA SN
7o

SE, D1 H450mg 5B HMBE MR
TR, XL URRAKERN T 2ENT, ER

I
COO-CH20CC(CHs)s

Ajmmth
\Ti;ﬂ—C——CONH“q:+\

H/C\CIHZ

CHs
S-1108

¢

* HCl - H20

COOH

CHzOCNHz
Yj—C—CONH m

H \(I:H2
CHs
S-1106

Fig. 1. Chemical structure.
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Fig. 2. Drug test packages.
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Table 1, Items and chart of laboratory findings

Day of treatment
Item
before day 3 day 7 day 14
Chest X-ray o o [ [ ]
Sputum culture (] o o [ ]
CRP o [ ] [ [
ESR (1 h value) { [ ] [ [
Mycoplasma antibody A hd he
CF o [
Cold hemagglutination [ ] o
erythrocytes [ ] [ [ ]
hemoglobin [ ] o [ ]
Blood hematocrit ([ ([ [ ]
analysis leukocytes | [ ] [ ] o [ ]
leukogram o @ ] [
platelets o o [
S-GOT o [ J o
Liver S-GPT ° ° °
function tests AL-P [ (] [ )
total bilirubin [  J [ J
Kidney BUN [ [ J [ J
function tests s-creatinine [ [ J [ J
protein [ ] [ ) o
Urinalysis sugar o [ J [
sedimentation O O O
Creatinekinase [ [ J [
Aldolase [ ] [ [
Direct Coombs’ test @) O
Arterial Pa0, o o o ©
blood gas PaCoO, (@) O O @)
analysis pH o e o) e)
Blood culture O O

@ : indispensable O : should be performed as often as possible

9. EFMNERL L 2HE 74 Y FELIZRIET, EFIRTZR S Y RO FH
EFIRNERS (BE: FHEEY, BEI &, BEH HUT, EFORS, KROSE, BEEE, BKD
K, IREAT, W R, EVISS, =AXEH, B R, AEEOHR, TeH GIEAE, BRRAEER
BME, R BT, ARBIAE, =# B) davb ¥ aoCERMEOMER Y EEMmL I,

=7 =2 & D RIERICHBS LN o h 7 fEBIRD kB, EFRNERR B 2 HESLFMEROH
RO S L XFES, MREMMRS, HRTEEMSL FLEX2H8E, ¥—7—7VHHETE T, R
BIUVBRELEMA Y, T U THBXKE7 1 va  RIEEE L IRBRIEYER & oM CH#L, HErk—
DILRBEDOKL, i, HRERMREZLEET LI,
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Table 2, Criteria for evaluation of usefulness

Side effects and

Clinical efficacy

laboratory abnormalities excellent good fair poor undecided
None H + + = ?
mild + + * - ?
Yes moderate + + - = -
severe - - - - -
4 very satisfactory +: satisfactory +: slightly satisfactory
—: unsatisfactory ?: undecided
Table 3. Grading of symptoms, signs and laboratory findings
Symptoms, signs and Degree
laboratory findings 1 2 3 4
Body temperature (C) <37 37~<38 38~<39 =39
Cough - + 4
Volume of sputum _ + + 24
(ml/day) (<10ml) (10~ <50ml) (250ml)
Property of sputum - M PM P
Dyspnea - + +#
Chest pain - +
Rales - + 4
Dehydration - +
Cyanosis - +
WBC (x1,000/m?) <8 8~<12 12~ <20 =20
ESR (mm/h) <20 20~ <40 40~ <60 260
CRP <0.2 <0.2~3.1 <3.1~7.0 >7.0
M: mucous PM: mucopurulent P: purulent
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10. R« TRB L VEEMEMBORBE
BRI E AT OSEERIZCAR I I L 1o RIS DFELR
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Ca—SKANLTHELEHADT -5 2EEL 12D
B, AV b —F—NF—F—FNEME LI,
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EFIRe o T,
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SEHEORE, MR I U T Wilcoxon DIEAIAIM
Bk, HEMEHWEILIVEZHIA ZRREELH
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12,
II. 2 B A &

1. PUBRESISE & CEF DR

IBES OMERIE Table4 iR LTz & 5 @RS
REG# 132 fEB (S-1108 £ 64 ), CTM-HE £ 68
B) THD, Zho 12 EFIC OV TEFRITBAS
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Table 4, Breakdown of cases

Mycoplasmal

No. of patients R Bacterial R
All pneumonia K pneumonia,
evaluated for pneumonia
PAP
Clinical S-1108 49 S-1108 44 S-1108 5
efficac; —|108 100 8
Y CTM-HE 59 CTM-HE 56 CTM-HE 3
S-1108 61
Total No. of L Side effects —|126
patients CTM-HE 65
. S-1108 64
132 —
CTM-HE 68
Abnormal S-1108 61
— laboratory —{114
findings CTM-HE 53
S-1108 49 S-1108 44 S-1108 5
‘— Usefulness —109 —1101 — 8
CTM-HE 60 CTM-HE 57 CTM-HE 3

PAP: primary atypical pneumonia
CTM-HE: cefotiam hexetil
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98) OARELHEEB% Table5IZRL 7208, £EDN
R REFT RANEARE, SEATIRHNIC TR D H AR &5
H, StRREEAOMA, MRMER, BERGER
BLIUREKTRETHY, HENKRLSBRVLANE
(UTF, T5EL¥E LB IZHEFREMIcEE LMD
BED SN T,

B EOBITE R BT 5 Rl I eESIe 5, £1TE
FloEEOTSF 2 1 5, HRAKILEEROER
20, BERGRR 14, BEHAEER1H, HEX
TR 150k 6 6% K < S-1108 B 61 I, CTM-HE
BE65 Blic D\ TITo T2,

BRI O R 8o 0¥ 2 T 13 B o WATBI/E
HoRMcEEAIsnho 6B L URRHDX
v, REEREDOXV, RET— 9 ODREFLZ DR

25 12 M %k ¢ S-1108 B¢ 61 #, CTM-HE % 53 4
IZ2oWTFTo e,

B B BT 2 Wil A SR RO, BiEA
Dl oS5 Rhib Ul 1 6% MA /2 S-1108 B¥ 49 41,
CTM-HE # 60 flic 2\ TiTHo 72,

RERB X URREICML T, £h2hfiEMARM
TIRRLEICHERZIRD ZBH S hich o foht, MK
REMBYKEENCH T 2T L ¥id, S-1108 #
4.7% (3/64), CTM-HE®#22.1% (15/68) T %
D, HRABFEMCEELZRY BEDHSLT: (p=
0.0047),

2. WRETFOH—E

BRI R D 108 B (S-1108 B¥: 49 &, CTM-
HER:S9H) KB 2BMOWRETFIEOWTHE
KMo —E 2 M L - &R %, Tables6~8 84&
U Fig.3 xRl 7,

Table 5. Reasons for exclusion from evaluation

Clinical

Reasons efficacy

Side Laboratory

Usefulness
effects tests

S-1108

CTM-HE

S-1108 | CTM-HE | S-1108 | CTM-HE | S-1108 | CTM-HE

Unclear symptoms and signs of

. . . 1
respiratory infections

1

CTM injection prior to treatment 1

1 1 1

Concomitant medication with
corticosteroids

Deficient dosage 1

Deficient dosage (withdrawn because
of side effects)

Irregular administration

Ineligible disease (total) 13 5

Infectious exacerbation of chronic
bronchitis

Bronchiectasis with infection 1 1

Tuberculosis 1

Pulmonary tuberculosis with infection 1

Pulmonary emphysema and pulmonary
old tuberculosis with infection

Bronchial asthma with infection

Lung cancer

Pleuritis

Pneumoconiosis

Acute bronchitis

13 5

— e = o

Patient not included in protocol

— DO = e e

Unsatisfactory laboratory findings

12

Total 15 9

CTM: cefotiam, CTM-HE: cefotiam hexetil
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1) MEKR, EERE (Table6)
EARSERASI I VBN AN, MBREURMOR
BB A B SR 100 5 (S-1108 #: 44
#, CTM-HE B:56 #), MP ftige 78] (S-1108 B#:
5¢l, CTM-HE #:261), PAP 14 (CTM-HE 8
14) THY, KEME L THERHEMcEER
BrRIvonhol, i, BREEER KL
THREFBMCERZR 3D oo 7,
2) &, M, 4E (Table6)
WTROBEACBWT L, MEABMcERZRD

54 05008 (R g T XoR AN

3) EBRM, AHHE (Table6)

EWERL L USHEOARICBLTHENETNE
EXHMCERZRY RBD S RZ Mo T,

4) KATHIEH|, HtFE%E (Table6)
ABRMSHT DL ML B & UHARDOERIZ OV
T, TRPhHERHEMCERLRY RSN Z
ot

5) MBRMAEROER - TR, BEMRENR
AERRDNMERE DIRIR, MK, tEER, HEMER, ¥

Table 6, Patient characteristics

Characteristics S-1108 CTM-HE Statistical
No. of patients 49 59 analysis
pneumonia 44 56 x*=2.824
Diagnosis mycoplasmal pneumonia 5 2 df=2
primary atypical pneumonia 0 1 p=0.2436
. mild 2 % 2=0.1779
Severity moderate 25 33
p=0.8588
severe 1 0
male 27 27
P=0.4
Sex female 22 32 0.439%
~29 4 4
30—~39 9 6
40~49 5 6
Z=-0.288
Age (years) 50~59 3 12 =0.7730
60~69 14 14 p=0
70~79 9 11
80~ 5 6
~39 8 6
40~49 13 18
50~59 12 14 Z=-0.495
Bod: ight (k|
ody weight (kg) 60~69 6 11 p=0.6208
70~ 4 3
unknown 6 7
in 26 31 22=0.0231
In-, out patient out 22 27 df=2
in/out 1 1 p=0.9885
4
Underlying disease absent 36 6 P=0.6542
present 13 13
absent 37 39
C licati P=0.3004
omplications present 12 20
P .
re-tre'atme‘nt with absent 42 52 P=0.7781
antimicrobial agents present 7 7
1 2
Concomitant drugs absent 8 0 P=0.8405
present 31 39

Z: Wilcoxon rank sum test P: exact probability test

CTM-HE: cefotiam hexetil

x% chi-square test
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Table 7. Background of patients: Initial symptoms, signs and laboratory findings

Symptoms, signs and laboratory findings S-1108 CTM-HE L .
Statistical analysis
No. of patients 49 59
~<37 12 15
37~<38 21 28 Z=0.460
Body temperature (C) 38~ <39 15 15 p=0.6456
39~ 1 1
- 2 3 _
Cough + 2% 3 i‘:’g'zz:
+ 22 22 :
- 6 4
Vol ¢ + 19 28 Z=0.0136
olume of sputum 4+ 23 2 p=0.9891
# 1 1
- 6 4
P ¢ M 3 6 Z=0.8154
roperty of sputum PM 19 31 p=0.4148
P 21 18
- 42 49 2=0.2784
Dyspnea + 5 10 p=0.7807
+ 2 0 -
. - 33 49 _
Chest pain . 16 10 P=0.0719
- 23 29 _
Rales + 22 26 z;g.%gz
+ 4 4 p=0
. - 45 56 _
Dehydration + 4 3 P=0.6993
. - 47 59 _
Cyanosis + 2 0 P=0.2035
~< 8 11 19
8~<12 26 23 Z2=0.344
3
WEC (x1,000/m?) 12~<20 12 16 p=0.7305
20~ 0 1
~<20 2 5
20~ <40 5 11 _
ESR (mm/h) 40~ <60 10 8 z;‘l).ggs
60~ 29 27 p=0.
unknown 3 8
~=0.2 0 0
<0.2~ 3.1 9 11 _
CRP <3.1~ 7.0 10 1 2:0 g;égs
<7.0~ 29 37 p=a
unknown 1 0
1 0 2
2 7 6
3 12 17
4 14 21
e 5 9 4 Z=0.7802
Chest X —ray findings 6 5 6 p=0.4353
7 1 2
8 0 0
9 1 0
unknown 0 1

Z: Wilcoxon rank sum test
CTM-HE: cefotiam hexetil

P: exact probability test
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mEE, WS, MBS E, WAER #7/-¥, B
mEK, K, CRPE L UHMBXBROSH %
Table 7 R U720

MAECBIL T S-1108 Bz, EEMAINPLEL-R
2 (p=0.0719), ®DEOBEE ML TH, wI'h
OEERBLWTHHEAFMcERLZEY 3TEH LN
o,

6) BAES L URNRSHEIH

R SR & L7 108 Bk, WERBAMGET OREHE

DOoMINEREEMESINIEMLBH (S-
1108 #: 1941, CTM-HE£:26 %)) THo7. 2D
5 & 37H (S-1108 B 164, CTM-HE 821 4))

HRMERATHD, MBEMYIL8H (S-1108 #:
3%, CTM-HE®:56]) T & - fz, Streptococcus
pneumoniae, S. aureus, Branhamella catarrhalis,
Klebsiella pneumoniae, Haemophilus influenzae '
EBRBLAMENTED, FOAMSEE KL THE
KB AR 3B s hlsn o/ (Table8),

Table 8, Distribution of causative organisms

Treatment group Statistical analysis
S-1108 CTM-HE chi-square test
Gram-positive pathogen
S. aureus 2 3
S. pneumoniae 7 6
S. intermedius 1
Mon.omicr'obial Gram-negative pathogen
infection | B cataryhalis 1 3
K. pneumoniae 3
H. influenzae 4 6
F. meningosepticum 1 £=11.875
sub-total 16 21 df=13
S. aureus + K. pneumoniae 1 p=0.5379
S. aureus + B. catarrhalis 1
S. aureus + H. influenzae 1 1
Polymicrobial S. aureus + P. aeruginosa 1
infection S. pneumoniae + B. catarrhalis 1
S.p jae + H. infl; 1
S.p iae + K. p ae + H. infl 1
sub-total 3 5
Total 19 26

CTM-HE: cefotiam hexetil

Inoculum size: 10 CFU/ml

801

60

401

Cumulative % of MIC

201

o (A
a (B
o (C
»x (D

) S-1006 (S-1108 treatment group)
) S-1006 (CTM-HE treatment group)
) CTM (S-1108 treatment group)
) CTM (CTM-HE treatment group)

., (pg/ml)

0 Al . A 't 1 1 we I A 4 A
0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<Total

CTM: cefotiam, CTM-HE: cefotiam hexetil

Fig. 3. Distribution of MICs.



464

CHEMOTHERAPY

APR, 19984

EAECT 2 MIC 20BT 5 L TRzDIR
54 #krf 34 #& (S-1108 B 17 #k, CTM-HE B: 17 #%)
ThHYH, *OENBMENME Fig.3CRL %, S-
1006 % & U* CTM @ MIC 437512 B L T FUIR A BEM
BRZBEYsEHSHA (A:D, p=0.011), T D
i3 S-1006 ® MIC 248 & ' CTM ® MIC 40t &
neENh S-1108 B & CTM-HE #OMIc AR ZE D
shi;mot:2t (A:B, C:D) BLULKkicnT
3 S-1006 £t CTM O MIC A FicAREZNED S5 h
722 & (A+B:C+D, p=near 0) &b, (&b
DHMBEHDOZC L LTI bDTHLEHAL LT,

3. B4

MBRIEX| OE R EME % B L THIBE MR R B s F
DEER R EMITE L, MEMERLUN D E Ol KA
(MP fti%, PAP) %&® /- 2MiAETDOMRENT b EH
L7

1) HEEERZE

BERZR B 25 % Table 9 IZ/RL 72,

MEMEM AR 2EERZR I, S-1108 BTt 44
Bich, Exh45, BR36H, LLER1H, K3
BT, EHLEEIbELEYNE (UT, BUEL
B&EC) 13290.9%, CTM-HE B£Tid 56 fith, E%h3
Bl, BR436, ERS B, E2H5 P THHEI
.1% THY MERBEHcEREREH O A5
feo BB, £MAER TIZS-1108 BTt 49 i,
EHSH, BRIF, LPEY2H, BMI/ATHE
%h%13 89.8%, CEM-HE 8 Tiz, 59 FIhER 34,
Bo44fl, 2BEHSH, BHTHTHEMEIZ
79.7% T, MEFHBCEREZRIBD SN Z L5 T,

2) [BRIEEATIC X BEEREIR (Table 10)

MEMEM R I T 2RSSR OVWT, ¥REFD
5b, BEE, ERER, AHEBS L UHAEOERE
TERIL 72,

(1) EEERIEEKRZE

BIEGIC X T 2 EERSIR X, S-1108 BTt 21 Fih
Z161, B¥208THhsDiIcL T, CTM-HE

MTIX 26 BIh AR 22 51, LLHEY3IH, KH1HT
»D, TRFHMCHEZLEYD SN (p=0.0340),
7212, HRHE T2 S-1108 B T 100.0%, CEM-HE
HTB84.6%THY, FEERBEOONLDP 2,
HEFICNT S HREEIL S-1108 B 81.8% (18 #1/22
#), CTM-HE#80.0% (24 %1/306%1) THH H*k
KMo HEZIED Shikdole, 13, KEM
S-1108 iz 1 BB SiL7=ds, FDOMEKYRIED
THoe,

(2) X@ER, SHHE, HHAXOBHRIIKEDR

WKL, SHE, HAEEETAEFABLIUEL
2 OIEF DV OBIERZIR S L T b mIEAEEMIC
HRZRBED SR DT,

3) MEENRR

EABOMEL - 45T 2MBENNES:
Table 11 iZ7R L 748, [REAEEDOEFKSD 8
BRRERERCEELEE LI LD SRR E
FREMLEWI LI, BEEORDITE
zhol. SEMTOEMNKEIR, S-1108 % 94.7%
(18 41/19 #), CTM-HE B£73.1% (19 81/26 1) ©
by, MEABMOBEAERCEREZRBDS5hud
ok, kl, HPHEEREFTCOEMRETH, X
FBMcAEBRZRAD SNk h o1, kB, HHER
PAEB I EFIMH D e o T,

4) fER - RB X UVERKREBONEE

TFIBMOBKIER - BrRCML T, 56k
B+ 2% E 250Kk 3 Bk, 5 8%, 7H%,
14 BEOD 4B A THER L 72, BEREBEORE
BS54 3 B, 7%, 14 H&D 3FEATHER
L, En O AN

(1) EEEREEIR - TR OXKEE

B 5Bt IC 7 < & b3 MU EDiEEFIEER - B
B s -EHE, Thbbikg, B, KER,
MR, B FiowT, RSB TIH
EEERTh TR LT, £ DR Table 12
WRLIZH, WTFROEEIZBWT b IERRECE

Table 9. Clinical efficacy

No. Clinical efficacy Efficacy Statistical analysis

Diagnosis Treatment of rate babil
. Wilcoxon rank exact probability on
group
cases excellent good fair poor (%) sum test (excellent-+good)

Bacterial S-1108 | 44 4 36 1 3 90.9 Z=-1.3179 P=0.2555
pneumonia (CTM-HE| 56 3 43 5 5 82.1 p=0.1875 o
Al S-1108 | 49 5 39 2 3 89.8 Z=-1.6514 P=0.1891
pneumonia |CTM-HE| 59 3 44 5 7 79.7 p=0.0987 ’

CTM-HE: cefotiam hexetil
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Table 12, Changes in symptoms and signs
5 Un- | Aggra. [ Statistical analysis
Symptoms Treatment No Improved h d mprovemen
and Days of changed| vated Wilcoxon rank
. group rate (%)
signs cases 3 2 1 0° 1 sum test
3 S-1108 36 0 5 23 6 2 77.8 Z=-0.5148
CTM-HE 43 0 5 27 6 5 74.4 p=0.6067
5 S-1108 31 0 6 15 10 0 67.7 Z=0.2449
Body CTM-HE 40 0 9 21 4 6 75.0 p=0.8065
temperature 7 S-1108 32 0 7 22 3 0 90.6 Z=0.0953
CTM-HE 38 0 11 21 5 1 84.2 p=0.9241
" S-1108 20 0 5 14 1 0 95.0 Z2=0.3830
CTM-HE 27 0 8 18 1 0 96.3 p=0.7017
3 S-1108 41 0 1 15 24 1 39.0 Z=-0.9859
CTM-HE 50 0 0 14 36 0 28.0 p=0.3242
5 S-1108 38 0 1 24 12 1 65.8 Z=-—1.1543
CTM-HE 46 0 2 21 23 0 50.0 p=0.2484
Cough
7 S-1108 32 0 7 22 3 0 90.6 Z=-1.7408
CTM-HE 38 [1} 11 21 5 1 84.2 p=0.0817
14 S-1108 20 0 5 14 1 0 95.0 Z=-0.7413
CTM-HE 27 0 8 18 1 0 96.3 p=0.4585
3 S-1108 40 0 2 14 23 1 40.0 Z=-0.1868
CTM-HE 51 0 2 18 29 2 39.2 p=0.8518
5 S-1108 35 0 1 24 12 1 68.6 Z=-0.5335
Volume of CTM-HE 47 0 2 21 23 0 61.7 p=0.5937
sputum 7 S-1108 38 0 7 22 3 0 81.6 Z=-1.3135
CTM-HE 46 0 11 21 5 1 71.7 p=0.1890
14 S-1108 27 0 5 14 1 0 88.9 Z=-1.8282
CTM-HE 37 0 8 18 1 0 81.1 p=0.0675
3 S-1108 40 3 6 18 12 1 67.5 Z=-0.7059
CTM-HE 51 1 10 19 20 1 58.8 p=0.4802
5 S-1108 35 4 14 11 5 1 82.9 Z=-1.7822
Property of CTM-HE | 47 2 12 22 10 1 76.6 p=0.0747
sputum . S-1108 38 0 7 22 3 0 89.5 Z=-2.0097
CTM-HE 46 0 11 21 5 1 84.8 p=0.0445
14 S-1108 27 0 5 14 1 0 100.0 Z=-2.1397
CTM-HE 37 0 8 18 1 0 89.2 p=0.0324
3 S-1108 22 0 0 9 12 1 40.9 Z=0.6914
CTM-HE 24 0 1 11 11 1 50.0 p=0.4893
5 S-1108 16 0 0 13 3 0 81.3 Z=-1.2205
CTM-HE 19 1} 0 12 6 1 63.2 p=0.2223
Rales
7 S-1108 21 0 2 16 3 0 85.7 Z=-0.2662
CTM-HE 23 0 4 13 6 0 73.9 p=0.7901
14 S-1108 13 0 2 10 1 0 92.3 Z=-—0.8877
CTM-HE 19 0 3 11 4 1 73.9 p=0.3747

CTM-HE: cefotiam hexetil
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EEZIRDOSIL, T
(2) EHRMERMOLBE

CRP, HRAEBELUWBCIZ2OWT, FR¥hOHK
B R LLERA L iR Table 13 IR L 7208,
HKwoT7HE (p=0.0009), 14 HE (p=0.0068),
CRP®3HE (p=0.0160), 14 BB (p=0.0440)
T, S-1108 B#0EN T W, EDMOMEREICS
WTIRTEFIBEMIcERZ IO Sk o T,

4. et
1) BfERIER

HI{F FPAExS &4 126 f1 (S-1108 2#: 61 #, CTM-
HEB:6581) w®w»T, BMARIEMR 2 S-1108
B3 (4.9%), CTM-HE#ic5% (7.7%) B
S iens, BIfFFARBEE ML THEREMICHE

KXo ohledr-ot,

BIEREORRIZ, S-118ED3IFRTHTHD,
CTM-HE B T35 2 6, Wi - RKET, &
Lo - WM, SRERESFAFRIFATHS 08, T
NLFRICEEEB LIZT &S REBLBEIERRED
Shhpotr, RERYED 1 FITEREBEREL X 20
Skl RRE, TRTOEFMBL TREERDME

*REFE LT (Table14),

2) BERMEMEORKEN

BEREMORBEER M T 2 MEix, MAILL
T, ¥S5Hks MW, ML L UCRBEREDT
MEYEFNPAERL TLAEAENREL T,

PRAE N B 1 114 47 (S-1108 B¢ 61 #, CTM-HE
536 THY, EFROABTRY BBHSH
feo XBEHD XV (38)) BEIUMEFERETE (10
) ZECTABRAL 2o IEFRNCTM-HE Bz %
hole,

BERMEMBRH LR 5 0l EFIX S-1108 B
1841 (29.5%), CTM-HE¥ 1084 (18.9%) Th
D, MRFBMICERZIEBDShixbo),

REZTHMOBD Sl HE X, MEROIFME, F
chiR, FFMMEMED S-GOT, S-GPT, AL-P, B
HEMRED BUN THY, OBTFh bBADOLDT, »o
FOEMOBERVITNOEETHD, FOSRE
Hib % fz i3k » L 72 (Table 15),

5. HRfE

ERERZR L BIfER - BAMBEEREEHORELD
Hadbticks, AHAENMEERMI01H (S
1108 B¥: 44 i, CTM-HE 357 ) wwx¥ 5688
D% Table 16 2R L 1z, S-1108 BE T, X

Table 13, Changes in laboratory findings

. Un- | Aggra- Statistical analysis
Laboratory | | Treatment N? Improved changed | vated |ImProvement ————————
findings 4 group 0 rate (%) Wilcoxon rank

cases 3 2 y 0 I sum test

3 S-1108 25 0 2 18 4 1 80.0 Z=-0.2933
CTM-HE 26 0 3 16 5 2 72.1 p=0.7693
WBC 7 S-1108 34 0 5 24 4 1 85.3 Z=0.7979
CTM-HE 36 1 9 20 4 2 83.3 p=0.4249
1 S-1108 21 0 5 12 4 0 81.0 Z=0.3601
CTM-HE 26 1 6 15 3 1 84.6 p=0.7188
3 S-1108 26 0 1 3 20 1 19.2 Z=0.3104
CTM-HE 30 0 1 10 14 5 36.7 p=0.7562

ESR 7 S-1108 36 6 12 10 12 0 66.7 Z=-3.3103
CTM-HE 40 3 4 11 20 5 37.5 p=0.0009

14 S-1108 26 0 11 6 3 0 88.5 Z=-2.7015
CTM-HE 30 0 5 14 4 4 73.3 p=0.0068

3 S-1108 29 0 7 14 8 0 72.4 Z=-—2.4086
CTM-HE 32 0 3 11 17 1 43.8 p=0.0160

CRP 7 S-1108 39 2 21 11 5 0 87.2 Z=—1.4404
CTM-HE 48 0 24 11 12 1 72.9 p=0.1498

4 S-1108 27 5 14 6 2 0 92.6 Z=-2.0136
CTM-HE 37 2 18 7 2 73.0 p=0.0440

CTM-HE: cefotiam hexetil
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Table 14, Side effects

Treatment group Statistical analysis
S-1108 CTM-HE exact probability
Total no. of patients evaluated 61 65
No. of patients with side effects 3 5 P=0.8579
(incidence %) (4.9) (7.7
Headache 2
Taste abnormality 1
Nature Nausea + Vomiting 1
Stomach discomfort+ Anorexia 1
Diarrhoea 3

CTM-HE: cefotiam hexetil

Table 15, Abnormal laboratory findings

Treatment group Statistical analysis
S-1108 CTM-HE exact probability
Total no. of patients evaluated 61 53
No. of patients with abnormal laboratory findings 18 10 P=0.2002
(incidence %) (29.5) (18.9)
Neutrophils { 1
Eosinophils t 4 1
Eosinophils 1 +GPT t 1
Content GOT 1 3 3
GPT1t 5 3
GOTt +GPT1 4
GOT 1t +GPT+ALP 1t 1
BUN1 1 1

CTM-HE: cefotiam hexetil

Table 16, Usefulness

No. Usefulness Statistical analysis
Diagnosis Treatment of — Satisfaction Wi " e
very X slightly X ilcoxon rank |exact probability
group fact fact rate (%)
Ccases | satisfactory satistactory satisfactory unsatisfactory sum test of satisfactory
Bacterial | S-1108 | 44 2 3 1 3 %0.9 Z=-140 | L
pneumonia | CTM-HE | 57 3 41 7 6 7.2 p=0.1585 e
All S-1108 49 2 42 2 3 89.8 Z=-1.607 P=0.07%9
pneumonia | CTM-HE [ 60 3 42 7 8 75.0 p=0.1080 ’

CTM-HE: cefotiam hexetil
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Table 17, Bacteriological response
Treatment| No. of Bacteriological response |Elimination| Statistical analysis
Causative organism R
group strains | eliminated | persisted | rate (%) exact probability
S S-1108 ) 4 0 4/4
- aureus CTM-HE 6 ‘ 2 4/6
. S-1108 8 8 0 8/8
GPC | S. pneumoniae CTM-HE 8 7 1 7/8
. . S-1108 1 1 [} 1/1
S. intermedius CTM-HE 0
S-1108 13 13 0 100.0
sub-total CTM-HE | 14 11 3 78.6 P=0.2222
’ ) S-1108 2 2 0 2/2
B. catarrhalis CTM-HE 4 3 1 3/4
K nige S-1108 0
- preumo CTM-HE 5 4 1 4/5
. S-1108 5 5 0 5/5
GNB | H. influenzae CTM-HE 9 7 2 7/9
F . ticum S-1108 1 1 0 1/1
. meningosepticu CTM-HE 0
P . S-1108 1 0 1 0/1
. aeruginosa CTM-HE 0
S-1108 9 8 1 8/9 _
sub total CTM-HE 18 14 4 71.8 P=0.6361
S-1108 22 21 1 95.5
Total CTM-HE 32 2 7 78.1 P=0.1224

GPC: Gram-positive cocci
CTM-HE: cefotiam hexetil
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To evaluate the efficacy, safety and usefulness of S-1108, a new ester-type oral cephem
antibiotic, in bacterial pneumonia, we carried out a double-blind comparative study with
cefotiam hexetil (CTM-HE) in collaborating institutions. S-1108 at a daily dose of 450 mg
(divided in 3doses) and CTM-HE at a daily dose of 600 mg (divided in 3 doses) were orally
administrated for 14 days, and the following results were obtained:

1) The number of patients who were given the study drugs was 132 (S-1108 group: 64,
CTM-HE group:68). The number of evaluable patients for clinical efficacy, side effects,
abnormal laboratory values and usefulness were 108 (S-1108 group: 49, CTM-HE group: 59),
126 (S-1108 group: 61, CTM-HE group: 65), 114 (S-1108 group: 61, CTM-HE group:53) and
109 (S-1108 group: 49, CTM-HE group: 60), respectively.

2) The efficacy rates for bacterial pneumonia were 90.9% in the S-1108 group and 82.1%
in the CTM-HE group, showing no significant differences between the two groups.

3) There were no significant differences between the two groups with respect to the
degree of improvement in subjective and objective signs, or laboratory values except for ESR
on the 7th and 14th day of treatment (p=0.0009 and p=0.0068, respectively), and CRP on
the 3rd day and 14th day of treatment (p=0.0160 and p=0.0440, respectively) in all of
which S-1108 was superior.

4) As for the bacteriological effects, the elimination rates of causative organisms were
94.7% in the S-1108 group and 73.1% in the CTM-HE group, with no significant differences.

5) Side effects were observed in 3patients (4.9%) in the S-1108 group and 5 patients
(7.7%) in the CTM-HE group, and abnormal changes in laboratory findings in 18 patients
(29.5%) in the S-1108 group and 10 patients (18.9%) in the CTM-HE group, again showing
no significant differences.

6) The utility rates (satisfaction rate) for bacterial pneumonia were 90.9% in the S-1108
group and 77.2% in the CTM-HE group, with no significant differences between the two
groups.

The above results indicate that S-1108 in daily doses of 450 mg is as useful as CTM-HE in
daily doses of 600 mg in the treatment of bacterial pneumonia.



