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Table 1 -1 Clinical summary of S-1108 (Respiratory infections)

Treatment Effect .
Patient| Age Diagnosis Organism Side effects
No. | Sex | Underlying disease | dilY <'iose duration |total dose| ;oo1ated | Lponco bac!eno— ag‘gg"m“’]ﬁs
(mgXtimes) (days) (g) logical
28 t illiti H.inﬂuenzae -
1 acute tonsillills | 1ooxg | 14 | 4.2 ] good | eradicated | ——
F - N. F. -
33 te tonsilliti H. influenzae —
2 acule ‘onsyhs 100x 3 7 2.1 { good | eradicated | ————
M B N. F. -
16 te bronchiti -
3 acule Droncils | 100x3 7 2.1 N.D. | good |unknown
M mental retardation -

48 | acute tracheobronchitis

4 chronic hepatitis 100%x 3 13 3.9 N. D. good | unknown
M diabetes mellitus "
29 i S. pneumoniae -
5 phieumonia 100% 3 16 4.8 } excellent | eradicated| ————
F - ) B
35 i N.F.
6 preumoma 100x3 | 15 4.5 } good | unknown | ———
M - (D) :
41 pneumonia N. F.
7 100%3 15 4.5 d k —
M bronchial asthma NllF. g000 | unKHoWM| TGP
21 pneumonia S. aureus h
8 100X 3 14 4.2 d dicated | —————
M | mental retardation, epilepsy (i) good | eradica CK1, Aldolase!
84 i N.F. -
9 __prevmont 100x3 | 14 4.2 | fair | unknown| ————
F | middle lobe syndrome N. D. Eo 1
secondary infection
59 of chronic respiratory . F.
10 disease 100%3 14 4.2 { good |unknwon| ————
F N.F. Eo f
bronchial asthma
secondary infection
79 of chronic respiratory N. F. -
11 disease 100%x 3 14 4.2 { good | unknown|———
M N. F. :

pulmonary emphysema

N. F. : normal flora
N. D. : not done
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‘“Table 1 — 2. Clinical summary of S-1108 (Urinary tract infections)

] Treatment Effect
Pilicnt| Age Diagnosis : : Organism — Side effects
i N, |‘Sex m daily dose | duration | iotal dose isolated | clinical bac?eno-— Eﬁ‘f},‘fﬁ«'{ﬁfﬁﬁ’;
. (mgxtimes] (days) (g) logical
1 (e agute cy.stms 100% 3 7 2.1 N.D. | good. |unknown|—————
st F fatty liver
— . =) -
13 5 .pyelonephrltTS 100X 3 14 4,2 | good | unknown —
.| F Ivlverj{’d}ysfuqctlon N. D.
14 5 lpyelonephrxt}s 100% 3 11 3.3 ¢ { ) good | unknown : S
F diabetes mellitus ' (=)
15 & pyel(?nephrlt.l S 7| 100%X3 14 4.2 E fOll‘ good | eradicated —
F chronic gastritis oo —
N.D.: i;ot done
Tabler‘Z‘,. "Basic data for evaluation of the clinical effect (Respiratory infections)
Case BT Cough, Sputum-: - WBC .CRP
i ' Chest X-ray
‘No. §O))] Sore throat, Chest pain (/mm?) (mg/dl)
! 38.6 # 8, 000 10. 05
35.7 - 6, 100 <010
, |82 - 10, 100 9,85
36.9 - 6, 800 0. 33
g |80 + 10, 500 0.92°
36. 7 = 8,200 0.10
' 3r.1 + 13, 400 2.07
‘ 36.1 - 7,900 0.7,
s | %82 Y 15, 100 211.0 cesolved
36. 6 - 8, 300 < 0.10
6 38.6 + 11, 200 211.0 improved
- 36.6 - 11,400 1.12
7 37 4 + 11, 600 3.53 improved
36 6 - 18,200 <0.10
8 388 A 16, 200 6.3 improved
37.1 - 5, 800 0.26
37.0 + 10, 000 0. 47
: 36. 1 + 10, 700 0. 53 No change
10 37 6 +#+ 13,200 >11.0
36 8 - 6, 600 < 0.10
I 36.3 # . 8, 200 2.32
36.3 + 5. 800 <010

Before treatment _

After treatment
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Staphylococcus aureus (MSSA) 1 #k, Strepto-
coccus pneumoniae | BRTH - 7288, 2 Fl & bEREE
aht, £/, WHEKESBER2ATHTNRD
Haemophilus influenzae DERAE N, BREI NI,
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IR Lo

ER 12 oRMEREMR LTI, S-1108 &5 BRI
BRER, RERRE bICKE LD FEHE L.

ER 13005 15 T TOBMBE % 3 F TlIEME
BAHB bbb 5T, BRER REFRRELIC
WELTED, 3FlE bAMEHE LI, #->TRE
REEIT L THLPFEHMTH -7

RO EEE S, Escherichia coli 7% 1 il & TEEBA
xh, ARSI OBREIN:,

5@ S-1108 Z{EA L7 15 P2k TOERMER
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1393.3%TH -7
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GOT 7%, fEM 1 BEICENENSSIU/L, 4y
EERLTW RERBICOOIHST, 288
(¥ GOT (3 271U/ 1 ITIEWALL TV /2%, GPT iy
U/ ] LIRRBEBEZRLTHED, KHEBiEss
b LABWEHE L, EF 8 CREEHTLT
# »1: CK, aldolase M#& 5% ER L, %7
=2 Lich e, 5RO EFELLEL
¥, AH EDORRRFRIIBEGED 50 b LAk Lyz
Ltco BLE, RAHICH L CRBRREBRERSH:
#T, AfiITHESATVI, LThbRE5#kENT
#T, PUHEEFELLLBEDLDTH 1,

WRRHER, Rt SEIE L7 S-1108 DH A,
FEHICHRE 1), BT 145 & BIFRRETH -1,

i 985 U 3 S R M %8 8 25 D KT B % Tables
IR Lo WTFNOES bHEBOEBTHY, Bit
L% E > TV, RIS, S-1108 200 mg P
DiESH & Bk D RE OZFEFIZ(L%E Talbeb
BLU Fig. 11TR LI, FEHDOMBERRE R S-1108
200 mg PIAR 1 B§RE% 0.50, 2 B§fET% 0.96, 3B
% 1.20, 48RS 1.09, SERRA%TO.75, 6K
0.47Tpg/ml 5 IEMBICE—- %2R, ¢
fo, EOHAKDAEE (I S-1108 FIAR 1 BRI 0.0,
2B5fI% 0. 13, 3B¥RI% 0.33, 4 B5RA%0.75 5K
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tee E— 7 {ETH I FMuk/ MERELRIHT
0.75 & BEF SRR BITE B LTV,

Table 3. Basic data for evaluation of the clinical effect (Urinary tract infections)

Case BT Pollakisuria, Low back pain WBC CRP WBC (Urine)
No. °c) Sensation of residual urine (/mm?3) (mg/dD) (/hpf)
12 36.9 + 6, 900 0.32 many
36.6 - 4,900 0.27 -
s | 385 ¥ 15, 000 211.0 many
36.6 - 5, 000 0.18 -
| t00 # 11, 100 211.0 15-20
36.2 - 6, 200 0.76 10—20-
5 |81 + 12, 500 10.85 many
36.3 - 7,000 =0.10 -

Before treatment

After treatment



N S-1108 DERE), EEERAIRE 317
Table 4. Laboratory findings of patients treated with S-1108

“ase| RBC | Hb Ht | WBC | Eosino | Platelet| GOT | GPT | AI-P | BUN |[S-Crenlinine

No. [x0¥mn?| (g/dD | (%) [(/mm®)| (%) |xi0¥mm AU/ | AU/D | (QU/D |(me/dD)} (mg/dD)
Tags | 120 | 3.2 | 8000 | 4 | 138 | 2l 21 | w7 8 0,4
I\~ {136 | 40.3 | 6,100 33.6 22 23 02 7 0.4
5 | age- | 162 | 460 | 10100 | 0 | 190 | 14 16 | 165 | 15 L1
T 2751 | 163 | 46.6 | 6,800 2 37.9 17 16 159 16 0.9
g 3.1 | 38.3 | 10,500 1 33.3 17 17 181 18 |- 0.9
17233 | 129 | 39.5 | 8200 6 2.1 17 14 170 18 0.9
482 | 161 | 47.9 | 13,400 1 16.0 113 267 318 15 0.5
Y179 | 149 | 443 | 7,900 1 | 2.9 141 179 242 14 0.7
| 421 | 140 | 38.8 | 15100 0 31.9 21 17 220 9 0.5
5,_ 120 | 132 | 39.7 | 8 300 2 21.0 21 24 185 13 0.5
ol 42 | 128 | 886 | 11,200 1 13.7 25 24 171 13 1.0
| e 13.4 | 41.1 | 11,400 1 211 24 35 178 15 0.8
. 48.3 | 11,600 4 30.3 31 25 182 18 1.0
47.2 | 13,200 0 | 3.8 27 a4 | 148 20 0.9
§| 408 | 10.9 | 340 | 16200 0| 32 14 12 215 6 0.6
474 |7 125 39.4 | 5,800 5 49.3 20 13 239 12 0.6
9 322 | 1.1 | 32.2 | 10,000 4 | 330 19 1| 18l 17 1.0
458 | 141 | 43.0 ;| 10,700 7 3.7 16 8 | 130 15 0.9
0| _4m | 42.6 | 13,200 0 92,7 24 27 205 1 0.5
122 | 1357 384 | 600 10 27.3 % 12 199 10 1.2
|48 | 152 | 52| 8200 1 20.7 20 1 175 12 5
508 | 16.3 | 48.3 | 5,800 1 19.6 24 14 161 11 5
;2| %7 {131 | 868 | 6900 | N.D. | N.D. | .8 { 62 | 251 17 0.6
377 | 18.0 | 886 | 490 | 1. | 134 | 122 | 98 243 20 0.8
5|38 | 123 | a8 15000 | 0 27.8 67 80 425 14 0.8
%0 | 12.1 | 35.7 | 5 000 2 46.2 86 86 238 16 0.8
j4|_%8 | 138 | 3.8 | 11,100 | N.D. | N.D. 18 15 260 22 0.8
337 11.4 32.8 | 6,200 0 32.0 19 21 186 23 0.8
M4 | 142 | 42.2 | 12,500 0 30. 4 13 1 | w9 | 16 0.7

15 | — )

21 | 12,9 | 40.1 | 7,000 2 47.1 16 11 145 19 0.7

Before treatment
After treatment

N. D. :not done
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Table 5. Characteristics of pleural fluid

Protein

Sediment (%) HM\

lignang

No | Sex | Age| Underlying disease | Volume Color Markers
ying (g/dD Seg |Lym|Malig Cells
Lung Ca
1 | M| 175 Moderate| 4.4 bloody | 2 | 52 | 4 |CEA 21.Ong/m] +
(Small cell Ca)
2 | M| g |LuneCa Moderate] 4.0 |bloody| 0 | 98 | 0 [NSE  13.0ng/m| +

(Small cell Ca)

Metastatic lung Ca
3 | M| 11 <I—Iepatocellular Ca> Moderate| 4.8

Liver cirrhosis

yellow | 3 | 87 | 0 [|a-feto?275000ng/ml -

Table 6. Pleural fluid concentration (xg/ml) of S-1006 after
a single 200 mg oral dose of S-1108

h
i 1 2 3 4 5 6 8 12 o
No
1 <0.01 0.01 0. 05 1.07 0.90 0. 86 0.51 0. 01
(<0.01) | (0.02) (0. 38) (1.10) (0. 30)
0 0.01 0.18 0.51 0.73 0.92 0.89 0.41 0.07
(0. 83) (1.61) 2. 11 (1.74) (1.23) (0.95)
5 <0.05 0.19 0.42 0.45 0. 87 0.79 <0.05
(0. 68) (1.25) (1.11) (0. 44) (0. 26) (0.15)
0.00 0.13 0.33 0.75 0.90 0. 86 0.46 0.03
mean
(0. 50) (0. 96) (1.20) (1.09) (0.75) (0.47)
( ) : Serum concentration (ug/ml)

m # -3

BOv72b83, —a—F/0 FERSATH
EDNBAITONTOWARONRERITH 5, FDHT
S-1108 (JEH R ERANSHFFAICTH L S BR
SN ZTFAREO+L 7 « LEZRERT, 0
ETBHEIAE, MEE®EETS S-1006 ICE/30
ANWAFVAFIBEEIITIEESIEEIEICLED
HILERNEEZFH0, SVMPEENAESNESICH
D, T LBHEBLO YT LRERICHLTH
[LHERSIRE AR MVAEBLTVWAETH B, -
THERD, BARRFNCET 2RI E £ 2, WPIREmRY
REB K OPREEBRRIE =X RER S L, S-1108 DF
t, Zet, FRAtER L,

TR, FPIRBZREE 1L HITE, E516, §
OBl RREMIFTHENRIZING EL2EEHD
EBIEEROBIFRERENZ Shtz, F1z, FRERGE

EA4FRVWTNRLEYT, EFEDIDEM-1H00
SEEHICH LBIFEBEEEZ S,

SHERORBIED SN, BRRABORELH
NAF), 271%IcEBH SN, L LLWEFhbzoEE
‘iggfiﬁflo .

& 705 Bl R B A 1 B & By
S-1108 2R\, Ba/k 1T % Hakkr & 85 3 il
LCHEfT Lice £ DFER, PIBR 5 BERI%IC 0.9008/
ml & E— 7 {E%8, 12B/M%TH 0.46ug/mle
EHEEHEL TV, ChSDIEIREENSERS
EDRREDKED MIC,,” % LEb-THN £
DEENRVRETCEBEHDEEZ SN

EHOMEE B BE 52 5RTFELT B
DLONFR, BAKARY D, HkEPREOR
ERE O, BEEES OR:4EEsAELEINT
W5, MEERETSH 3 S-1006 Digs, HFRY
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Fig. 1. Pleural fluid concentration ( xg/ml)
of S-1006 after a single oral 200 mg dose
of S-1108 (mean level)
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Clinical study of S-1108 in respiratory and urinary tract

infections, and its concentration in pleural fluid

Yoshihiro Kobashi, Toshiharu Matsushima, Makoto Kimura,
Jun-ichi Nakamura, Tatsutoshi Yano, Makoto Taniguchi,
Sadao Tomizawa, Hiroki Hara, Masanobu Samukawa,
Jun Tanabe and Yoshihiko Tano

Second Department of Internal Medicine, Kawasaki Medical School Kawasaki Hospital,
2 - 1-80 Nakasange, Okayama 700, Japan

The clinical efficacy and safety of S-1108, a new oral cephalosporin antibiotic, were
studied in 15 patients with pneumonia, and respiratory and urinary tract infections. The
drug was given in a dose of 300mg daily for an average of 12.6 days.

The clinical response in 15 patients, 11 with respiratory tract infections and 4 with
urinary tract infections, was excellent in 1, good in 13, and fair in I, The overall efficacy
rate was 93.3% (14/15).

No side effects were detected. A mild elevation of serum GPT was observed in 1 patient,
eosinophilia in 2, and CK and aldolase elevations in | .

The pleural fluid concentrations of S-1006 after a single oral 200 mg dose were analyzed
in 3 patients with carcinomatous pleurisy. The peak concentration was 0. 90/ g/ml (mean
level) at five hours after administration. The ratio of mean peak pleural fluid level to mean
peak serum level was 0.75 (0.90/1.20), and the penetration of S-1006 into pleural fluid was
remarkably good.



