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Table 1. Clinical results of treatment with S-1108 in the pre-dose finding study

Treatment| (.'Jhmca} Sex Dose Orgamsms[ Clinical | Bacteriological Side
No| diagnosis - |Age(years) (days) | (before) officac officac Usefulness effect.
group (severity) BW(kg) total (after) Y leacy o
acute exacerbation of | fermale |[150mgXx 3 S, pneumom'ae
1| chronic bronchitis 64 7 H. influenzae good | eliminated |satisfactory|(—)
(moderate) 37.0 3,150mg -
acute exacerbation of male 150mg X 3| normal flora
Step 1 2 | chronic bronchitis 56 11 —— | good unknown |satisfactory| (—)
(mild) 48.0 | 4,950mg | normal flora
acute exacerbation of male [150mgX 3| normal flora
3 | chronic bronchitis 65 14 —— | good unknown |satisfactory|(—)
(mild) 50. 0 6,300mg | normal flora
acute exacerbation of | female [200mgX 3| B cotarrhalis
4 | chronic bronchitis 80 21 ——————| good | eliminated |satisfactory|(—)
(mild) 43.6 12,600mg | normal flora
acute exacerbation of | female [200mgX 3 | pormal flora
Step2 | 5| chronic bronchitis 67 7 — | good unknown |satisfactory| (+)
(mild) 58.0 4,200mg | no sputum
acute exacerbation of | female |200mgX 3| P, geruginosa
6 | chronic bronchitis T4 14 ——— | good unknown |satisfactory| (—)
(mild) 43.9 8,400mg | P- aeruginosa
acute e:;(acerbatic')q of male |100mgX 3 |K pneumoniae . o slightly
7 | chronic bronchitis 73 14 ——| fair eliminated | to actory (=)
(mild) 63.0 4,200mg | nosputum
bronchiectasis with female |100mgXx 3|g pheumonige
Step3 | 8 infection 36 7 — - - - (=)
(mild) 52.0 2, 100mg|S. preumoniae
acute exacerbation of | female [100mgX 3| po sputum .
9 | chronic b'ronchitis 40 14 ———| good unknown s aiilé%:(ggry (=)
(mild) 43.0 4,200mg | S aureus
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S 450 group
(S-1108 450 mg/day)

000000
O O|O O]O O

S-1108 75 mg tablets

CFTM-PI placebo

S 600 group
(S-1108 600 mg/day)

000000
O 0|0 0|0 O

S-1108 100 mg tablels

CFTM-PI placebo

C 600 group
(CFTM-PI 600 mg/day)

O OO0 0|0 O
000000

Fig 1. Drug test packages

S-1108 placebo

CFTM-PI 100 mg tables
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Table 2, Items and chart of laboratory findings

Item

Day of treatment

Before

Day 3

Day 7

Dayl14

Chest X-ray

Sputum culture

CRP

ESR (1 h value)

I

IHA

Mycoplasma antibody

CF

Cold hemagglutination

|

I

Blood analysis

erythrocytes

hemoglobin

hematocrit

leukocytes

i H
i ]

o 0000 0 00
{ |

i
!

|
L

leukogram

platelets

Liver
function tests

S-GOT

S-GPT

AL-P

total bilirubin

Kidney
function tests

BUN

s-creatinine

Blood
coagulation
tests

prothrombin time (PT)

activated partial thromboplastin time

Urinalysis

protein

sugar

sedimentation

Creatinekinase

Aldolase

e xrrrrrrrerrm

Direct Coombs’test

Arterial
blood gas
analysis

PaCo,

@)

PaCo,

O

pH

Blood culture

OOOOO.....OOO.COC....OQI

OOOOO....OOO...QOQ..O..'..I

@ : indispensable, O : should be performed as often as possible
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BRI S N ITZ DHERPLS L1250 T, AJRELSIR

h BAHICEERBEARERICT®T Ao L L L

8. FIREICXAHE
RIEFIDIBERZEEY Ut TIAED, &EREONE
B2 & ) T OFMEIER IC >V THEET -1
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BRORAMCXDIHEK, B, SAaHE BRR RE
O 5 BB B X ORBITHIE L7,

6) HWEMEIER, BRREMBREELH
FIREICX VBRI NIBEERIEONBEEBL L
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W MR LT, RWT, RIEMEABLIONE
BARENILVE2—SITANLTHBR2EMDF—
SEEELSE TV ho—F—pF—a— NaEH
L7
TR b oM UHREINIKRITIEE, REF
FICESWTaY bo—5—DigED b & I1cEFHES
EX ety ¥ —DEH L/, T—SHEOR
B, #EICIS UT Kruskal-Wallis #%F (Dunn @
FELNBRE), "1 _RRE (LEROSEHER
FE) 2RV, REDHB/KEIER 0.05 & L7,

12. HERAE

1) ERERE S L EFDBIR
ERERDANERIZ Table 5 ISR LIz LD ICBRS
SEFIER L 55 FEFI (S450 BF : 19 £, S600 B : 19 #)
C600 Bf : 17THD THH, Ihd 55ERITOVTH
REALTHMMRFIE LTCOBEHRE SNz, D
R, BOMFEERERISIL, 46 B (S450 BF : 14
#l, S600Ef: 174, C600EE: 156 THbD, 3B
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Table 3. Criteria for evaluation of usefulness by the committee
) Clinical efficacy )
Side effects and Excellent| Good Fair Poor |undecided
laboratory abnormalities
None ot + ps ?
mild + + £ - ?
Yes moderate + + - - -
severe - - - - -
il : very satisfactory, + : satisfactory, = :slightly satisfactory,
=~ : unsatisfactory, ? : undecided
Table 4. Grading of symptoms,signs and laboratory findings
Symptoms, signs and Degree
aboratory findings 1 2 3 4
Body temperature (°C) <37 37~ <38 38~<39 =39
Cough - + #
Volume of sputum - + # H
(ml/day) (<10ml) |(10~<50ml)| (=50ml)
Property of sputum - M PM P
Dyspnea - + +#
Chest pain - +
Rales - + +#
Dehydration - +
Cyanosis - +
WBC (x1,000/mm?) <8 8~<12 12~<20 =220
ESR (mm/h) <20 20~<40 40~<60 =60
CRP <0.2 <0.2~3.1] <3.1~7.0 >7.0

M : mucous, PM : mucopurulent, P : purulent

E BHEAEAFABLONRIAE BGRER) <
5 -2 f:o

Bt EHBIER IR 5 3@ E 55 #1 (S450 B : 19
7, S600 & : 191, C600EE : 17TH) 2 %2R L
L7

ERREEDRELEICET 553 IREHAE,
AHBERTHORET — s DRESLIVUREHDOX L
D3F (S450BE: 240, C600EE: 14 B 52
il (S450 B¢ : 17 #1, S600 B : 19 1, C600 & : 16
) ZxdRE Lic,

HREOF MBI OFMmIRENIC, FitEDE
WX R SBROIEFI DS B, BIERH SR L1 2 Fi
EMAf, 48 #] (S450 Bf : 16 i, S600 Bf : 17 #i,
C600 B : 15#1) TiT- 1

BIfER, BAREMEEZH S X CFREOFTEN
KENBEL T, ThEN IERICEELRED X2 S
nish-tc,

2) HERFOHE—H

BTN ERD 46 Flic>W\WT, FEOYERTF
oW T 3D —HE R LicER% Table 7
~10ZR L7,

(1) #EKFEEH, =HEHE (Table 7)

INERLICLOREIN, THREORELELLS
23, BHEKEXR 2TH, [EXHRE +RE
B, [EXmE G5 F, FERMEE + R 1A R
Bk + B2 HTH D, FDAR%E Table T
IR Lrch, SREBRRICEI LT 3 BEICHEERREI
BEHonEhotc, FI/NERLIC L BREFBER
KBWTH IHMICHEELRDY ZRD oI,

(2) &, TF#, {AFE (Table 7)

HRITRBHENPPE (, FHBI3 60 EULNS
ool KE LS IBMICEELRED 3B
h-72,

(3) HEKS - AGHE (Table 7)

BBESE - AHHEOHBNOEFBRICOVTE
IHMICEELROLEBED SN T,

4) SEfTHiEAL GFRZE (Table 7)

ARERBLAI DO L3RS L O BHAEOF ROV
ThH, IHHICHEERRELEEDSNEH T

(6) MERBARRRFDIEIR « AR, BERREE

ARSI OKE, Wk EEE KRk R
W fom WESE BUkER 77—t B
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Table 5. 'Cases breakdown

Total number
of patients
S450 19
S600 19
C600 17

Total 55

— Clinical efficacy —

Side effects

Abnormal
laboratory
findings

Usefulness -

No.of patients included
in the statistical analysis
S450 14
8600. - 17
60015
Total 46

x¥=2.111 p=0.3480

No.of patients excluded
from statistical analysis
S450
S600 2
CB00__2
Total 9

No.of patients included
in the statistical analysis
S450 19
S600 19
C600 17
Total 55

No. of patients excluded
from statistical analysis
S450 0
S600 0
C600 0
Total 0

No. of patients included

in the statistical analysis|

5450 17
S600 19
C600 16
Total 52

x%=2.050 p=0.3588

No. of patients excluded
from statistical analysis
S450 2
S600 0
C600 1L
Total 3

No. of patients included
in the statistical analysis
450 16
S600 17
C600 15
Total 48

x?=0.257 p=0.8792

No. of patients excluded
from statistical analysis
S450 3
S600 2
C600 2
Total 7
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Table 6. Roasons [or exclusion and dropping-out from evaluation of
clinical elficacy by the committee
Treatment group $450 S600 C600
Reason
Unassessable due to underlying disease 1
Violation of the dosage schedule 2
Concomitant medication with corticosteroids 1
Infection by Pseudomonas spp. 2 2 1
Table 7. Patient characteristics
Characleristics S450 | S600 | C600 Statistical
No. of patients 14 17 15 analysis
chronic bronchitis 7 10 10
Diagnosis evaluated by| bronchiectasis with infection 5 4 x=5,011
the committee bronchial asthma with infection 2 1 p=0. 7404
pulmonary fibrosis with infection 0 1 0
old pulmonary tuberculosis with infection| 0 1 1
Severity evaluated by mild 9 9 10 KW=0.713
the committee moderate 5 8 5 p=0.7001
severe 0 0 0
Sex male 7 9 11 x*=1.995
female 7 8 4 p=0. 3689
~19 0 0 1
20~29 0 0 1
30~39 1 0 0 KW=1.036
Age (years) 40~49 1 2 1 p=0.5957
50~59 2 0 2
60~69 3 10 5
70~179 4 4 4
80~ 3 1 1
~39 0 0 0
40~49 7 4 4
50~59 3 6 4 KW=2.720
Body weight (kg) 60~69 2 5 3 p=0.2567
70~179 0 0 0
80~ 0 0 1
unknown 2 2 3
In—Out—patients in 1 2 4 x2=2.389
out 13 15 11 =0. 3029
Underlying disease absent 5 2 6 x2=23.685
and/or complications present 9 15 9 p=0.1584
Pretreatment with absent 10 15 14 x2=2. 942
antimicrobial agents present 4 2 1 p=0.228
Concomitant drugs absent 5 6 6 x2=0.088
present 9 11 9 p=0.9564
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#, FibiEH LU CRP D49 % % Table 8iC/R L
120

BB S FHIChE LT S600 mg Bic, EEHFINSWHE
[ (p=0.0629) iZH -7, ZOfDIERIZSOW
TRIBMHBIHAHLTED, WTFhOEHIIBL
TH IHBICAERLREL 3B ohlidh -7,

(6) HREHBXUEFIBZESH

MR E L7z 46 Fidh, SABRBARSHI DR
oA XN NEEEICTRAE & BEINIERIZ
23 %) (S450 mg B : 7H), S600 mg B : 10 £, C600

mg#: 66 Thotco 2D B 22H (S450 Bf :
7H, S600EE: 94, C600EE: 641 H BIShEERRY
Thh, EEERGZ 1 (S6008) Tho7ro, B
M REFIC B BB IR FE & LT Streptococcus
pneumoniae, S. aureus, Klebsiella pneumoniae,
Haemophilus influenzae, Branhamella catarrhalis
Thh, HHEERLED 1HiZ S pneumoniae & H.
influenzae IC& B bDTH 120 THNODEKES
BV T IHBICHEERRO RBO OG-
(Table 9),

Table 8. Background of patients : initial symptoms , signs and laboratory findings

Symptoms, signs and laboratory findings 5450 S600 C600 Statistical analysis
No. of patients 14 17 15 Kruskal-Wallis test
~{ 37 6 5 6
37~< 38 5 7 7 KW=1.198
Body temperature (°C) §S~< 39 1 g % p=0.5495
~ 1
unknown 1 0 0
- 0 1 0 KW=2,776
Cough + 9 8 5 p=0.2495
+# 5 8 10
- 0 0 0
+ 6 6 6 KW=0.815
Volume of sputum +# 7 9 8 p=0. 6653
# 0 2 1
unknown 1 0 0
M 0 0 0 KW=0.588
Property of sputum PM 6 9 6 p=0. 7452
P 8 8 9
- 11 9 10 KW=2.517
Dyspnea + 2 5 5 p=0.2840
+#+ 1 3 0
Chest pain - 12 14 14 KW=0. 855
+ 2 3 1 p=0. 6520
- 4 3 8 KW=5,531
Rales + 9 12 7 p=0.0629
+# 1 2 0
Dehydration - 14 17 15
+ 0 0 0
Cyanosis - 14 17 15
+ 0 0 0
~< 8 3 6 2
8~< 12 9 9 12 KW=1.007
WBC (Xx10000) 12~< 20 2 2 1 p=0.6043
20~ 0 0 0
unknown 0 0 0
~< 20 5 5 2
20~< 40 2 6 6 KW=0.548
ESR (mm/h) 40~< 60 3 1 3 p=0.7604
60~ 3 3 2
unknown 1 2 2
~0.2 0 0 1
0.2 {~3.1 7 8 10 KW =4, 347
CRP 3.1 <{~T7.0 4 2 3 p=0.1138
7.0 {~ 3 7 1
unknown 0 0 0
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S RHI IS U T AL MR & s T & % B
FEERAIL-ME (MIC) ZMIEST 2 ENTELDE
24 BRFP 13 Bk (S450 % : 54k S600 & : 64, CB00
BE: 2H) THh, S-1006 LY CFTM D MIC 4
HICHE LTI BEICHERLFL BBHONLN -1
(Table 10),

3) NERSUE

(1) Fihik

OH73y L

BTN R D 46 PlicBiF 5/0ERESHEIC L
BEERSBORMME Table 11 137 Lz, S-450 BT
W14 Bidh, B LH, G LLEL EHeplT EH

EEHEHEIVDYBEHNR UT. Hhaey
1385, 7% Td - 7co S600 BETI 17 filch, Hgap
B 134, REH L VITHEDRIE 4. 1%TH,
feo —7, CB00 BET X 15, HH 1141, vog
2w, W2 P CHMBR 3% TH 1, st5
BUC L) (7.1%), S600 BHC 34 (17.8%) 0¥y
hH S, S600 BEd £ UF S450 BEAEN it r
L7chd, SEERICHEZERD SNih -1z,
QRETIRHTIC X BERRER
INERKHIEICE T BERDRICOVT, HEET
DI L, WREELSCICERE, BHRES. At
BLUHREOERTER L, LR LRE:

Table 9. Distribution of causative organisms

No. of strains isolated Statistical analysis :
Pathogens Treatment group )
S450 S600 C600 chi-square test
Single pathogen
S. aureus 1 1
S. pneumoniae 3 6
B -streptococcus 1 x2=12.294
B. catarrhalis 1 1 2 p=0.4224
K .pneumoniae 1 1
H. influenzae 2 1 1
Two pathogens
S. pneumoniae + H. influenzae 1
Table 10. Distribution of MICs
MIC of S-1006
Treatment group |<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
S450 (AD) 2 1 1 1 5
S600 (BL) 3 1 1 1 6
C600 (C1) 1 1 2
Total 5 2 1 1 2 2 13
MIC of CFTM
Treatment group <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
S450 (A2) 3 1 1 5
S600 (B2) 4 1 1 6
C600 (C2) 1 1 2
Total 8 1 1 1 2 L_li,
Statistical analysis : Kruskal-Wallis test ALl:BL:Cl KW=2.065, p=0.3%!
A2:B2:C2 KW=2.065, p=0.356!
A1:B1:C2 KW=0.536, p=0.7650
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Table 12~13 1R LA, WFHOBCEVWTH 3
HECA BRI ST - T

OMEFNHMR o
MEBESIC LV BEELHEE X 0/ 28 PIPEOH
EAHETEERE 2FTHD, £ OMBEFNK
2% Table 14 17K Lo THERH]IZ S50 BT 7 f
g, S600EETIZ 10 Fls 7 #). C600 BETId 5 A
3 Cd 720 S450 B K UF S600 BN EN 7o iR
2RULED, 3BMOEHEARICHERZRBH LN
hote -

Otk - F RS L VERREEONBE

3 BRIOEEREEL - TR L CEERRAEEICBE LT
BEREBAI T AREEARSMKIERK 51
%, TH#% 14 B%O 4B THBRN L. BRK
EiR - FRICEAL T, BMEFEENRAID S BDR
¢ & HEHL EOEFID R SRREEICERDED S
KIEE, ThbbEE BH ERE EEER K
MOV, /o, BERBREMICRALTIZ WBC,
L, CRPIZ2\WT, FNFNOREE &R L
tro WD 3 HRBEFCHVT, IHMICHEES

(p=0.0346) AR oh, CO00 BEDWMEEA 3450 #¥

IHLERICENR T, —F, WBCOT7THESBL
Ul BROBBEICHVT, IRMCERZ (7TH
% :p=0,0027, 14 F% :p=0.0411) BEBH SN
S450 B & UF S600 BEORBEE AT CO00 B L AR
CERTW i, ZOMDEBICKEL TROITHDOME
BBV TH SEMICHERZRIRY oMM 1
(Table 15— 1 ~15— 2 ),

2 ek

OB hRARIER

B /e R Mt 7 55 ] (S450 B : 19 #l, S600
BY: 194, C600B%: 17HD icdWT, BALEBIRIE
BoRY» Sh i ER i S450 BET 2 i (10.5%), S
600 BT 2 B (10.5%), C600 BT L ] (5.9%) T
B, TORBFEICI I HMICHRZRIBY SN
ﬁ‘af:o
EIEROMRIZ, S450 B TRIBEMAK - 8kE, T
mhEhFN 14, S600HTIIESE, BRIZLE
N1, CB00BTIIEEN1FTHD, WFhbF
BB T AL LERLEERRBEY oW1

Table 11. Clinical efficacy evaluated by the committee

Treatment| No. of Clinical efficacy Efficacy ¢ :Statistical analysis
group cases . rate o : s
T excellent| good fair poor (%) Kruskt:tlstWalhs (:ilée]slgrtnltirgo%g)
S 450 14 1 11 2 85.7 _ v =
S.600 17 3 13 1 o41 | KWZ49Z | x =200
C 600 15 11 2 2 73.3 p=5 p=v

Table 12. Clinical efficacy classified by type of infection evaluated by the committee

Clinical efficacy Statistical analysis
. . Treatment| No. of f
Diagnosis Kruskal-Wallis
Broup | Cases | oxcellent| good | fair | poor test
S 450 7 [§ 1 =
chronic bronchitis S 600 10 7 1 Kw = g %ggs
C600 | 10 7 1 2 p=b.
S 450 5 3 1 =
‘bronchiectasis with infection| S 600 4 3 Kw = (1) 2223
C 600 2 1 1 p=0
bronchial asthma S ggg % f
with infection C 600 2 2
pulmonary fibrosis : g égg (1) 1
with infection C 600 0
old pulmonary tuberculosis g égg (1] 1
with infection C 600 1 1
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Table 13. Clinical efficacy classified by severity, underlying disease
and complications evaluated by the committee

Clinical efficacy Statistical analysis
Ch Loristi Treatment| No, of Kruskal-Wall;
Aractorishes group | cases | excellent| good | fair | poor test ats
S 450 9 8 1 _
mild | S600 9 8 ! K‘z =0 8?24
Severit C 600 10 6 2 2 :
y S450 5 1 3 ! KW=2. 356
moderate] S 600 8 3 5 p=0' 3079
C 600 5 5 :
S450 | 5 I 4 _

. . absent S 600 2 1 1 KW= g ?ggg
Underlying disease C 800 6 4 1 1 p=U.
and/or 150 9 7 2
complications 545 KW=3,421

present | S 600 15 2 12 1 =0 1808
C 600 9 7 1 1 p=u
S 450 5 1 2 2 —
absent | S600 | 6 | 1 5 KW=l

. C 600 6 5 1 p=v.

Concomitant drugs
S4%0 |9 0 KW=4.711
present | S 600 11 2 8 1 =0 0948
C 600 9 6 2 1 P
Table 14. Bacteriological efficacy classified by causative organism evaluated by the
committee
Bacteriological efficacy Statistical .
. . Treatment | No. of tistical analysis
Causative organisms : chi-square test on
group Cases | oliminated | decreased eﬁiﬁgg d unchanged | replaced elimination
|.8450 | 1\ v\ ]
S. aureus | _S600 | _ [V S D B N N
C 600 1 1
| S450 | 3 | 3 | o]
S. pneumonige | S600 | 6 | 4 | by
C 600 0
|_S450 | _ (U0 I IS I R R
B —streptococcus S 600 0
Subtotal of
GPC
B. catarrhalis .Se00 |t oy i
C 600 1 1
|_S450 | _ (U I IS RN B i
K. pneumoniee | _S600 ; 1 | L |\ | | | ]
C 600 1 1
108450 4 2 | v |\ 1]
H. influenzae |.Se00 | ot v 4 o
C 600 1 1
108450 | 3 | 2 | . .1 |
Covtaal ol 17800 T[Ty T T T
C 600 3 1 1 1
S. pneumoniae |.S480 | o0 | o]
+ |.S600 | L | | 1
H. influenzae C 600 I D e
Total NI T A Y I N S S AR 32
C600 | 5 3 1 1 P

GPC : Gram—positive cocci GNB : Gram—negative bacteria
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Table 15— 1. Improvement of symptoms, signs and laboratory [indings

o Unch- |Aggra-| a0 ¥
Symptoms, signs| Improved Statislical analysis
gndplaboratory Days Treilérllllent ([;Igégsf anged | valed Kruskal-Wallis
findings group 3° 2° 1° 0° 1° test
S 450 7 1 3 1 2 _
s | sew | 12 5| 8| 1 Kw- se
C 600 10 1 q 1 | p= uAo
S 450 6 1 5 _
5 | S600 12 4| 7 I Kw= .o,
Body C 600 10 1 1 4 3 1 p= b
temperature S 450 6 1 5 B
1| sew | 12 4] 7 | KW ols
C 600 9 1 1 6 1 p= v
S 450 4 1 3 _
14 | S600 5 2 | 3 Kw= g é}:ég
C 600 5 Ll 1] 3 p= =
S 450 14 2 | 1 1 _
3 | S600 16 1l s | 10 KW= g 8326
C 600 15 9 6 p= U
S 450 13 7 5 1 _
5| S600 | 15 2| 7| 5| 1| KEWZ 03l
C 600 15 1 8 6 p= G
Cough S 450 13 7 6
7| seo0 | 15 2| 10| 3 KW= 5.808.
C 600 15 4 7 4 p= v
S 450 6 1 4 1 _
14| S600 8 3| 3| 2 Kw= g ?ggz
C 600 7 3 3 1 :
S 450 13 1| 12 _
3 | S600 17 6 | 11 Kw= g ?égs
C 600 15 1 4| 10 p= o
S 450 12 3 9 _
5| S600 | 16 8 | 7| 1| KWZ L8
Volume of C 600 15 1 51 9 p= &
sputum S 450 12 4| 8
7 | S600 16 Pz 2| Kw= > (1)237
C 600 15 3 6 6 p= U
S 450 5 3 1 1 _
14| S600 8 1| o7 KW= 8910
C 600 7 2 4 1 p= 5
S 450 14 8 6 _
5| seoo | 17 2| 8| 6| 1| EWZOTH
C 600 15 1 1 8 5 p= v
S 450 13 1 9 3 _
5| S600 | 16 5| 8| 3 Kw= Lt
Property of C 600 15 1| 4| 5] 5 p=
sputum S 450 13 3| 8| 2
7| Seo | 16 | 1| 8| 5| 2 KW= e
C 600 15 1 8 4 4 p= 0
S 450 6 1 1 3 1 _
14| S600 8 4| 4 KW= 0012
C 600 7 1 4 2 p= b
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Table 15— 2. Improvement of symptoms, signs and laboratory findings

Symptoms, signs| Improved Unch- | Aggra- gy 4 igtica) analysis
and laborato%y Days Treatment go. og anged | valed | "¢ cleal-Wal s
findings group B5€S | g0 | 9o | yo | g° | 1° test
5450 4 2 2 KW= 2,703
3| S600 7 6 | 1 -
C 600 3 1|2 p= 0.2475
S 450 8 bl KW= 2333
5 | S600 6 6 -
- C 600 4 2 | 2 p= 0.3114
ales
S 450 7 3 | 4 KW= L a7
7 | S600 12 1] 6] s =L
C 600 6 2 | 4 p= 0.5125
S 450 3 2 | 1 -
14| S600 6 3| 3 KW= 0.222
C 600 2 1|1 p= 0.808
S 450 6 5 | 1 _
3| S600 7 5 2 KW= 1176
C 600 6 3| 3 p= 0.55%
S 450 0
5 | S600 1 1
C 600 0
WBC
S 450 8 8 KW=11.811
7| Se00 10 10 -
C 600 1 5 | 4| 2 p= 0.0027
S 450 4 2 | 2 B
14| Se600 4 2 | 2 KW= 6.382
C 600 6 3| 3 p= 0.0411
S 450 2 2 KW= 1.167
3| S600 2 L] o1 -
C 600 4 1| 3 p= 0.5580
S 450 0
5 | S600 0
C 600 0
ESR .
450 5 1| a4 _
7| S600 8 1| 5| 2 KW= 4.025
C 600 7 30 3] 1 p= 0.1336
S 450 2 1 _
C 600 5 P I p= 0.5712
S 450 6 o | 2] 2 _
3| S600 7 i |3 KW= 1.294
C 600 5 s | 11 1 p= 0.5237
S 450 0
5 | S600 1 1
C 600 0
CRP ”
50 10 3| 1] s _
7| S600 14 s | 2| 71 KW= 4375
C 600 12 3 7 2 p= 0.112
S 450 5 1| 3| 1 _
14 S 600 7 1 3 KW: 1. 1843
C 600 7 il p= 0.553
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(Table 16),

QEKRREBOREES

FERIR B E D RSB35 R R G 52 #I(S
450 B : 17 #l, S600 B : 194, C600 B : 16 #) i
HFWT, BEHRICEIIREBOEHERIT L7
BT A RHIIERIZ S450 B, S600 #, C600EET
wWTFhb 1 FlIF>THD, ZORBERIIZhTNSG.
9%, 5.3%. 6.3% T 3IHMICHERZRBEDONNL
hote

REBREZTHORD SNIEH I, FREERED
GOT LR L MBEBOITFBEREE TH - 712dS, WIh
LEADLDTHY, TOEHOEBEIVWITHLEE
TH -7 (Table 17,

3) HAK

RS & BIfER - BRERREBEERELHORE LD
HAGOEIC k2 FRMEFEIRE] 48 F] (S450 8 :
16 %, S600 & : 174, C600EE: 154 I<Xd5F
DR R Table 18 1T7/R L7c, S450 BTid, R
iR 18 (6.3%), #2114 (68.8%), ik 4 i
(25.0%) T, ERWICHREFEERHELEER 2
T, BRI 1275.0% (12/16) TH 7z, S600
BT ERICHE2H (11.8%), &E 126 (70.6
%), POEEIF (17.6%) T, EERIZ82.4%
(14/17) TH -1z —F, C600 BE T3, WE 11 4l
(73.3%), ®RHRB1H (6.7%), Rik3# (20.0

%) T, MERIZT3.3% (11/15) Th-7To D
B, SHRICHEEEZRBDSIEI -7,

4) FEEHE

(1) EEBRZHNE

FHREHFEICK BEEKRME% Table 191Z/R L,
S450 T3, EH 1B (7.1%), B#h 10 # (71.4
%), PPBE2H (14.3%), ®EH1H (1.1%) T
BEhRIZ 78.6% (11/14), S600 BE T3, F4h 3 #
(17.6%), B 106 (64.7%), RPEX3H (17.6
%) THEHERIZ 82 4% (14/17), C600 B T3, AX
11 #1 (73.3%), LB LH (6.7%), T3 H
(20.0%) THEM®RIZT13.3% (11/15) Thbh, 3#
FicHEEZRRD oS -7,

20 BRAK

FHREHEICE 3FHK%E Table 201Z/R L 720
SAS0 BETIRIEFICHEE 241 (12.5%), w2 10 #
(62.5%), EBSEBVZLVIH (18.8%), ikl
#l (6.2%) THERBRIZT5.0% (12/16), S600 BF T3
EHICHERIF (17.6%), WZE104] (58.8%), &b
S5EBVEEV3H (17.6%), L 1Hl (5.9%) T
HEERIZT6.5% (183/17), C600 B TIIIERICHEE |
Bl (6.7%), #EE 104 (66.7%), £FBHEBWVWIL
W1l (6.7%), Aigk 36 (20.0%) TikBHRIAT73.3
% (11/15) THv, IBEICHEFRZRRDSNED-
72

Table 16. Side effects evaluated by the committee

Statistical analysis

Treament group 5450 | 8600 | C600 | ™} cquare test
Total no. of patients evaluated 19 19 17
No. of ati ith si x 2=0.307

o. of patients with side effects 2 2 1 p=0.8579

(incidence %)

(10.5) | (10.5)| € 5.9)

Rash

Nat
ature Stomachache

Deafness

Stomach discomfort + loose stools

1

1 1

Table 17. Abnormal laboratory findings evaluated by the committee

Treatment group

Statistical analysis

Total no. of patients evaluated

No.of patients with abnormal laboratory findings 1 1 1

(incidence %)

S450 | S600 | C600 chi-square test
17 19 16
x 2=0.016
p=0.9920

(5.9]05.3)](6.3)

Eosinophils 4

Content GOT 1

1 1
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Table 18. Usefulness evaluated by the committee

Usefulness Satistical analysis
Treatment|No, of lightl Satisfactory Kruskal-Wallis|chi
Group | cases very o slightly ) rate (%) ruskal-Wallis|chi-square tgg} o
satisfaclory salisfactory satisfactory ungatisfactory test satisfactory
5450 16 1 11 4 75.0
| KW=1.759 ¥ £=0, 4%
S600 | 17 2 12 3 824 1y —0.a150 | p =0.8082
C600 | 15 1 1 3 78.3

Table 19. Clinical efficacy evaluated by attending physicians

Effi Statistical analysis "
Treatment| No, of Clinical efficacy rcacy
group | cases rﬁte Kruskal-Wallis| chi-square test on
excellent| good fair poor (%) test (excellent+good)
S450 14 1 10 2 78.6 .
KW=2.328 x 2=0. 382
S600 17 3 11 3 82.4 p =0.3122 b =0, 8261
C600 15 11 1 3 73.3

Table 20. Usefulness evaluated by attending physicians

Statistical analysis &

Usefulness :
Treatment|No. of ol Satlit:tztory el Wallidlem i
Group |cases very . slightly . ruskal-Wallisjchi-square tes on
satisfactory satisfactory satisfactory unsatisfactory %) test satisfactory
5450 16 2 10 3 1 75.0
KW=0. 638 x 2=0.042
S600 17 3 10 3 1 76.5 p =0.7268 P =0.97
C600 15 1 10 1 3 73.8
m & % SRERIE T 2 REAOTEARE AT

S-1108D7EMAATH 5 S-1006 13, FREKUIER
L., 7’7 LEBMEB LU T LABRREICKTT 5L HH
WHREARY PV EEOREEEEZE L, FRESEE
ETHHMBEEDS WV S aureus, S. pneumoniae,
K. pneumoniae, H. influenzae {233 L3E\W\VIRE
EHLTW3S,

AENZOVTIER, INhFETIKE C OERY - KDY
BETHfThh, ZOREIRE 40 BEAR(LEREFES
RefEy L RUTL (1992F5 8, 25B)Y Itk
WTFB N,

4, S-1108 DMEREREE ST 2 EEHRES
BEIFHET 5700, BHSERRE (FFAMR
MREXRERS) 20 REBRE LT, S-1108 &
CFTM-PI tOF M, 2t GALEZ _FEK
I X 0 IR Lo

12, R, SEORRRERBRIITOATOLE"Y,
UL, BEIRSSREYLE R BEEUE S AR E Ll
NoRBRZRZBRICBVT, SHBRSHOERIE
MEFREBEROZhIDE -0, RRHHENRY
bt B EDHE L OREAHIREIATVS, U
5 ORIEEARRT B 120, BERADD &0
& LCEA RS LB R R MR EEAR
EIZoVWTOHAL (1989 9 A, Ex) THE
EOBAINIDT, AFIOHBRERRRIUE
HMUTEMTBIEE Lz, THbB5, FgHEIE
RICBWT, ETAFOERAE RARLE BRI
MBAEMAT 2 7 DO ERARBAETL, T OBHE
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MR BBRE I 5 S-1108 ORI RBTRSR 201

BREARABRICBVT, HEHHED 450 mg/H
(Step 1) BLUHEERALLE 600 mg/H (Step
2) TR2FDEHTHD, BRERL I, -1,
ER/NEZNED 300 mg/H (Step 3) Tid 1 flic®
PHIMERDI, TORELD S-1108 DHBE LT
i3, 300 mg/HE, D LUIMH mild TH 55, 450
mg/HTRASBHRENE SN 2 & DRAHE SR
7o LU, EFIEIDIE - tot- iRl L cRED
UM EEMT BT, COBEICET 3 —RIEK
AR, TROLEBHSERPMEICHT S 1| ARE
BRAIESHED, 300 mg T 9. 3% (21/23),
450 mg T3 81. 3% (13/16), 600 mgTIid 84. 2%
(16/19) TH-7cl & bBHEIILT, HBRERRIC
H135S-118D 1 HAHBEE LT, 450 mg % H
B 600mgtEAR (BALLR) LBF L1,

YBEAIRRKD L X T ILERO+ 7 = LF| DS
T, AHEABROMEHSICBVWCHEZETAAR
hEYE ZeUBLU0ERGOFmIEE - TH
D, WHRBERMMEICHT 5 EEEEBTVS CFTM-
PI &5 L7z,

X CFTM-P1 © 1 B &I3, PSSR I
WA _EERIEKRARICAV SN, hoBEESE
RPEICH T @IS BTV 600 mg & Lz,

MRERI, EREORENHBEIEEEEEL SN
LBUTEREE (CEFAMABIEZLER) &
L, EEAHBIIOWTRITAE1T- 70

RIESERE 55 B (S450 B : 19 ), S600 B : 19
Fl, C600Ef: 17THD ThH-7d, FDS5bEELIC
BWTHMDEFEMIRE & X7 46 Fil (S450 BF - 14
#l, S600 B : 17 #l, C600 8% : 156) o B%i%
BEOEERFONFHIIOVWTH—MERE Lz, %
DER, WTFhOIHHICEWTH SHICEELED
BRDOSNIEH - 72,

FESHEIC X BERMNBDOE LRI S450 B 85. 7

%, S6008f94.1%, C600 B 73.3%Th b, 3ERI
IKEEZRRD N M- 120, EEHEINIIE
FiAs S450 BHIC 1 6] (7.1%), S600 BHiC 3 ] (17.6
%) BHIIT bbb, C600BICIR 1AL
Motz TDITEFS-1108 D in vitro BLY in vivo
MENIEEDENI-EBRBREES 2K LR &
EZ ol

S, WD 3 HEWEEICIH T C600 B S450
BCHLARICBN O BRIEES O FE 5 &
U5 HELIBEDBEEICENB VI LD, BEER
Br OO RRE + NEEETIRVHDD C600 BfIT
Dot I EKERLTWA EEZ Sht,

ZESHEIC K BEERMER, FHEEHEEFEEIC
LB (r=0.683) LTHYD, #DO—FKRKIiZ 76. 1
% T&® -1z (Table 21),

F7o, SE, Bohic S-1108 IREHOEME (S450
Bf:85.7%, S600Ef: 94.1%) (35 40 B A A(L3ERE
EFSRS-11B FHEY VR Y Y LOAERICE
5H3E (450 mg/H : 85.2%, 600 mg/H : 94. 1
%) EBIE—HL T\,

RIC, MEFMIRITTIE, MEIRSRERMEIC BV TE
REZRFTHIERIFICHELHETHY, SED
ABRICBVTHELRHOMIRICIIBER A Lt bh
1o oF, FIHEFERER 46 FIriciE K EH T
BINFEFNZ 23 B, 50.0%ICT XA o7 D
B P SRBINTEREIZ2U B TH - 72, RIBE
DAERIX S aureus 2 ¥k, S pneumoniae 10 £,
B —streptococcus 1 ¥, B. catarrhalis 4 ¥, K.
pneumoniae 2k, H. influenzae 58TH D, Ty
FRIRSERAPIEIC B W THBEE O E C EBR EER I N
TOBEENRREE > TW e, #-T, FHELE
THEFNRBZIARROLBEEE L2 bDOTIRA
WA, 2EOEREEVAIS Z ENEREE Bbhi,

BRI R DI RFII3 S450 BE T 7 Bileh 6 4,

Table 21. Correlation between clinical efficacy by the committee and by attending physicians

Evaluation by the committee
excellent good fair poor total
excellent 2 2 4
Evaluation by good 2 29 ! 32
attending fair 4 1 1 6
physicians poor 1 3 4
total 4 35 3 4 46

Spearman rank correlation,

Correlation coefficient=0. 683 (p=necar0)
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S600 BE T 10 BIFR 7 I, C600 BETIZ 5 I 3HIT
b0, IBWMOEMHLRIHFEZRIBHONEA -1
bDD, S-1006 DHEHH CFTMICLE LIRS N T
WBZEETRRTEHDTH S,

ReMEIT>WTiE, BIfERREFE S450 BHC 2 )
(10.5%), S600 B 2 7] (10.5%), CB00 B 1 #
(5.9%), FEKREMBHEMIZHCIARS
nred, Wb SHERICEEZEBD ohEh -
oo CHODHEBIRFRERD DR D LR DK
M@Vt EmO S REL ST, B LUARHE
FHEEBERVETHD, F/HERREBERE T
BERDHEI, bS5 U RT I F—YDOERTHD, 0T
NOBETHEREMES LS HDEEI -1,

EEAUBICL 2ERMLDHBERIZ, S450 B 75.0
9%, S600 2% 82.4%, CO00EE73.3%TH b, 3B
IKHEBERBED SN -1,

PE, eMSEREEICT 5 S-1108 DE#EAE
WOWTEBMICHERGT LICER BERURTE
S600 BA% S450 B L BT BN, L2 TRmEs
bIRIIERETH - 7o —F, MEFNL R T S450
BELY S600 BE L D BETFEWHEARER LTS,

F1o, AHNO—ARIERFER T D18 M SE BRYHE o
THHARNEYRIZ, 300mg/HT81.6%, 450 mg/
HT84.0%, 600mg/HT86.8%TH-7/l &,
59 &, AFIZHBRIKENICENICERDRNET
X5FEHTHBEELZ LN, LHOL, BIfEABLY
BRRREBEREZHORHARIIBRGR LIRS
BAER BICHEV, HMEARICH D, i< 600 mg 1%
BETRRERITNE 1,
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Dose-finding study of S-1108 in chronic respiratory tract infections
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To investigate the appropriate clinical dose of S-1108, a new ester-type oral cephem
antibiotic, in the treatment of chronic respiratory tract infections excluding diffuse panbronchiolitis,
we conducted dose-finding studies using cefteram pivoxil (CFTM-PI) as a reference drug
at collaborating institutions. Daily doses were S-1108 450 mg (S450 group), S-1108 600 mg
(8600 group) and CFTM-PI 600 mg (C600 group) divided into three equal doses for 14 days.
The clinical responses were as follows :

1) The number of patients assessed by the investigator was 55 (S450 group : 19, S600
group : 19, C600 group : 17). The number of patients in which clinical efficacy was evaluated
by the committee was 46 (S450 group : 14, S600 group : 17, C600 group : 15). The number of
patients in which side effects were evaluated was 55 (S450 group : 19, S600 group : 19, C600
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group : 17). The number of patients in which laboratory findings were evaluated was 5)
(5450 group : 17, S600group: 19, C600 group : 18), The number of patients in which the ut.
lity of the drug was reported was 48 (S450 group : 16, S600 group : 17, C600 group : 15),

2) The clinical efficacy rates (“good” or better) judged by the committee were 85 7%
for S450 group, 94, 1% for S600 group and 73,3% for C600group, with no significant differ.
ences among the three groups.

3) There were significant difference among the three groups with respect to the degree of
improvement in cough (C600 group > S450 group) and WBC (8450 group, S600 group > Cfp
group),

4) The number of patients judged as an elimination of causative organism were 6 out of
7 on S450 group, 7 of 10 on S600 group and 3 of 5 on C600 group, with no significant dif-
ferences among the three groups.

5) Side effects were observed in 2 patients (10.5%) on S450 group, 2 patients (10.5%) on
S600 group and 1 patient (5.9%) on C600 group. Abnormal changes in laboratory findings
were also observed in 1 patient (5.9%) on S450 group, | patient (5.3%) on S600 group andl
patient (6.3%) on C600 group., There were no significant differences among the three groups
which regard to either of these items.

6) The satisfactory rate (“satisfactory” or better) judged by the committee was 75% for
S450 group, 82.4% (14/17) for S600 group and 73.3% (11/15) for CB00 gorup, with no signifi-
cant differences in incidence among the three groups.

On the basis of these clinical results, we concluded that S-1108, 150mg, three times a day
is an appropriate clinical dose in the treatment of chromnic respiratory tract infections.



