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Table 1. Clinical evaluation of S-1108 in patients with respiratory tract infections

Administration o) : :
rganisms isolated
Case Age Diagnosis of 5-1108 Bacteriological oYe,’a“ Side
(y) ) \ Daily | Total| Before MIC clinical
no. | o (underlying disease) aily | Total | —7 7 (pg/ml) effect fi effects
ex dose | dose After /34 efficacy
(mg) | (mg)
69 q fecti S. pneumoniae
1 secondary I /8CHON | 00 | 4,200 | 2 X107 (0.05) | eradicated | fair | (-)
M | (pulmonary fibrosis)
normal flora
S. pneumoniae
72 chronic bronchitis 10® (<0.025) GOTt
2
M (=) 800 | 4,200 K. pneumoniae replaced good GPT!
107 (1.56)
20 acute bronchitis not done
k -
Y (=) 300 | 4,200 1ot done unknown good )
58 acute bronchitis S. pneumoniae Gort
4 300 | 2,100 10" (=0.025) eradicated good | GPTt
F =)
normal flora LDH?
H. influenzae
70 chronic bronchitis 10® (=0.025) . . .
5 300 f E t
M (-) 4,200 H. influenzae persisted air 08ino
8 X107 (=0.025)
A7 pharyngolaryngitis not done
6 (neurocirculatory 300 | 2,100 unknown good -).
F - not done :
asthenia)
24 acute pharyngitis normal flora _
T F | (intercostal neuralgia) 300 | 1.800 normal flora unknown good ()
B. catarrhalis
68 secondary infection 10® (=0.025)
8 M (old pulmonary 300 | 4,200 H. influenzae eradicated good | BUNt
tuberculosis) 10® (=0.025)
normal flora
82 secondary infection B. catarrhalis
9 F (old pulmonary 300 | 2,100 4 x107 (0.10) eradicated |excellent| (-)
tuberculosis) normal flora
S. pneumoniae
secondary infection 5 x107 (0.05)
|8 (chronic pulmonary 300 | 4,200 | B. catarrhalis eradicated good |Eosinot
M| emphysema and 4 x107 (<0.025)
bronchial asthma) ==
normal flora
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ZRUtce MAASEE (3B {EDY 1. 07 B KU 1,56 g/
ml T, FOHEBMIRENZFN I BED KB X
VOB, SHEDORER 1 HELDRPREVLRE
BETH-1-. BETEERIEXRBATIVTN
DOEAETHOREBRLUTTH - 7o, MKEES TR
|HED 4EM% LD 0,03 ug/ml RHE A, 8 R
#%120.08ug/ml, SBHEH®D2EERM%IZ0. 75 ug/
ml, 4BERR%HB X6 BERI%IC0. 04 g/ml TH -
7o

2. EEEREIRRES

FRIR B3R GE 10 IR L7 % Table 1 ~4
WWRLTz. EM16L BHTH., PPEM2HTH-
7z (Table 8), FlnMINAERETIL B. ca-
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Fig.1. Serum and sputum concentrations
of S-1006 after oral administration
of S-1108, 100 mg (15y, M, 60 kg,
bronchial asthma).

tarrhalis 3 KD 2T, S pneumoniae 4 D2
T, H. influenzae 2 BR'F | BRASIHE Lt 1 Hlic
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AL, S. pneumoniae & K. pneumoniae IZERX
Lo £7-REBET GOT, GPT OBEE FRENA L
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Fig, 2. Serum and sputum concentrations

of S-1006 after oral administration
of S-1108, 200 mg (67 y, M, 55 kg,
chronic pulmonary emphysema).
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BEP, K BOHBLI D, D HIEIRME
bHBL EIREED 7%, &K1 B 300 mg 14 F R
HULAEIAT~0RKICIING - B, SEIREREEES & A¢
HRLIDOTHMEHE L 720

Efl 4 bRaQEEA0 8 kT, 1 AFHIC
RERS, HRERAET S LB, &, % R
. RBR, B C0SREHE RTF. RRRROAEV, B
KERT S pneumoniae 10"CFU/ml X h
CRP 3.7, WBC 9, 700, 7k 85 D7z 1 B 300
mg &5 L1, 7 H#%ICHEBKNL, WBC, CRP, #
&L, REHMELIOTEME L, BL, #®
# T GOT, GPT, LDH OB ~rh&E LRHH

D, FHIIE%OBUHHETRERILLTY 2003
ABRD D & Lichd, BRFICIREHE L1 KR L
AR L BETE L,

EF) 5 1% 70 MBHEDIBIERAE X REFIT, Wiy
FEEK D RO LARMBKFDLE A, 1185
ROV H % T H. influenzae 10°CFU/ml B
Ntcrcsh, AFK| 1 H 300 mg 14 MRS, BEde
S LI AERBAEDIDPPEHEHE LS,
BB TIFBED 0D S 9% (EET20) i L5, g
FET2%ICBTLIOTERMHBRHD &L,

B 6 13 47 R OMRBAREY T, WTRH, §
%, BB BERIRTHEM, AH 1 H 300mg7

Table 2. Laboratory findings before and after administration of S-1108

B Peripheral bléod Liver function Renal function
Cas - CK | CRP | E
no‘e A (?39/ Hb Ht WBC Eosino| GOT GPT Al-P LDH | BUN 8-Cre| 0 i1/mi) (mg/d) (s(s]-R)

A’ mmry (@A (%) Umm) (%) | (AUA) U/ AU/ (1UA)| (mg/dD) (mg/dl)

) B 373 12,0 85.7 5,200 6 15 11 86 275 23 1.0 78 0.1 20
A | 379 12,4 36.3 4,400 1 25 12 89 320 24 0.9 81 0.0 20
B |31 127 381 510 3 31 30 109 349 8 0.8 91 2.3 58

2 | A| 381 12,7 3.5 4,600 7 46 43 105 424 8 0.7 142 0.1 20
A » 23 2

3 B | 523 164 483 550 9 20 22 108 434 21 0.8 161 0.3 4
A | 488 15,5 45.3 7,400 12 20 28 105 364 18 0.8 117 0.1 2
B 360 11.1 33.9 9,700 1 22 28 131 457 11 0.5 58 3.7 85

4 A 364 1.6 34.1 6,200 0 135 101 121 589 11 0.5 62 0.5 45
A’ 28 35 99 377
B 463 14.6 42.6 8,800 0 18 5 106 522 20 0.7 ND 0.9 18

5| A | 41T 154 44.7 8,000 9 18 10 107 641 17 0.6 100 0.1 22
A’ 2

6 B | 437 14,1 41.3 5100 O 25 25 83 337 15 0.4 49 0.1 11
A | 432 13.9 41.1 5,500 1 20 24 78 436 17 0.4 57 0.1 12

7 B|ND ND ND ND ND 19 13 48 321 9 0.7 37 1.2 10
A | 463 13.8 42.1 4,200 3 19 13 46 314 13 0.6 40 0.1 5
B | 420 133 40.0 6,000 3 39 31 93 778 17 0.8 981 0.3 16

8 | A| 416 13.1 39.8 5000 5 42 30 76 709 24 0.8 610 0.1 11
A' - = N e — e oo e — e __19 _ " . N - -

9 B | 381 122 3.5 6400 1 35 18 64 471 19 0.7 ND 3.2 45
A 381 12,1 36.2 3,500 3 36 23 66 459 19 0.6 ND 0.6 32
B | 414 14.2 421 6,30 5 41 20 119 401 11 0.6 63 2.8 30

10| A | 425 144 481 5100 10 | 46 20 113 374 | 9 g9 60 | 0.4 | 38
A’ ) 2

B : before administration, A : alter administration, A’ :[ollow up, ND : not done
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AREE Lics 25, ERWE LAMEHE L1,

EH T3 24 B REMEEERP T, 2 BRENC
mERE LKA, A RFRLTWSAY, &K
%1 H 300 mg 6 BREKES L, {EiRH%, CRP EHW
(LUt B & HE L1,

) 8 13 68 5B itk D BRIE MM RS D IR ER B
<, WBF0 27 ERHEERERIE, R BB LEREH/MLT
Wi, 12 BOWEZHEERT H. influenzae £ LU B.
catarrhalis P& b 10°CFU/ml RHH &S fufc o,
A% 1B 300mg 14 BEEE LicE A, BKNE
L, BAEREALLOTENEMUELR. HL, &
#ET BUN AEE LR, BHEEMKICHIEICEEL
TWADTENMFRHD & L,

EF 9 bER IR D IR EEF T 82 BRIt T

HBH, 4 BREIR 0 R T R, WEETAH 0,
% LM, WiRER T B catarrhalis 4 %X 107
CFU/ml BHixh, CRP3 2 D7, AHF 111300
mg THMRSG Licd 24, 3 BRARICHIN A #,
CRP (ZEH(L, HRHIEHE LIcDT K& HE LT,

FER 10 13 67 He B tth D@ ¢ A STRIEH T, 1090
£ 11 BOMEHKEE%K T S pneumoniae, B. catar-
rhalis, H. influenzae DRI XN TA-167 % 2 i
5T, B.catarrhalis, H. influenzae |37HR L 7c
M, S. pneumoniae FHFHE L TV, | A FEDI,
® T3 S pneumoniae 5 X10"CFU/ml LU B.
catarrhalis 4 X10'"CFU/ml kiif&#+, CRP £, 2.8
Dz, AF|1H 300 mg 14 BREES LA A,
MEIR R, NSRS HekE, CRP EH{t, BEREHEX

Table 3. Clinical effect of S-1108

Diagnosis

Efficacy

Excellent| Good Fair
rate

Secondary infection
(chronic pulmonary emphysema)

Secondary infection
(old pulmonary tuberculosis)

Acute bronchitis
Chronic bronchitis

Secondary infection
(pulmonary fibrosis)

Acute pharyngitis

Pharyngolaryngitis

total

1 7 2 8/10

Table 4. Bacteriological effect of S-1108

e Organism Eradicated

Eradication

Persisted | Replaced
rate

S. pneumoniae 3
B. catarrhalis 3

H. influenzae 1

1 4/4
3/3

1 1/2

total 7

1 1 8/9
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BTHb, BL, £D MIC H' 1,56 1 g/ml & LLELHY
=l BEREBANSALEBERRLINT IS EC
ATH b, —H, H. influenzae @ 1 £kix MIC A3
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RN B PPEMCE EE > RIBBRICE LT S
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H. influenzae, S. pneumoniae XU B. catar-
rhalis D=ZFME I 4R TOELE L LT KRD 75
~80% % 5H3Y, #DH B S pneumoniae I
—a—% /0 {EREMOIHH 19855 LIBEIE MR
EICH DY, AEICHT A5E0+€ 7 » LRIOFHEL
KW B L I ATH S,
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7o, BEERRE(ERED transaminase £ 7 2 Hul
0 FIFSsFlics SN, WTFhbEETREA -
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CK * aldolase ® LR dH oM -7 Ylog
Rk, AFIIRE, PEEDRBBEEDS M
RTDIY o - NZHREERET S LD B4
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Clinical study on S-1108 in respiratory tract infections

Yasuo Tanno, Kimihito Maeda, Ruriko Sato, Kiyo Nishioka,
Hisako Ogiwara, Yuko Sato and Tamotsu Takishima
The First Department of Internal Medicine, Tohoku University School of Medicine
1-1 Seiryo-machi, Aoba-Ku, Sendai 980, Japan

Pharmacokinetic and clinical studies of S-1108, a new oral cephem, produced the

following results :
1) Pharmacokinetic study

Serum and sputum concentrations of S-1006 were measured in two patients with
respiratory tract infection (RTI) who were orally given 100 or 200 mgXx 3 /day for 3days.
Peak serum levels were 1,07z g/ml 8 hours after administration of the lower dose and 1.
56 2 g/ml at 2 hr after administration of the higher dose. Sputum levels were undetectable
at the lower dose, but at the higher dose, levels peaked at 0. 08z g/ml 8 hr after administr
ation on Day land at 0. 751g/ml at 2hr on Day3.

2) Clinical study

Ten patients with RTIs (acute pharyngitis 1, pharyngolaryngitis 1, acute bronchitis
2, chronic bronchitis 2, infection of old pulmonary tuberculosis 2, infection of chronic
pulmonary emphysema | and infection of pulmonary fibrosis 1) were given 100 mgX 3/
day orally for 6 ~14 days. Clinical efficacy was excellent in | patient, good in 7 and fair in
2. Eight of the 9 causative organisms (4/4 S. pneumoniae, 3/3 B.'catarrhalis, 1/2 H.
influenzae) were eradicated, however, one of the 4 strains of S pneumoniae was replaced
by K. pneumoniae.

No adverse reactions were observed clinically, but slight elevations of GOT, GPT, etc,
were detected transiently in the laboratory findings of 5 patients. S-1108 was found to be
an effective and useful oral antibiotic for the treatment of RTIs, particularly those caused
by B. catarrhalis, S. pneumoniae and H. influenzae.



