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Fig. 1 Chemical structure of CS-807 and R-3763
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Table 1 Clinical summary of patients treated with CS-807
Case | Age| || severity | Underlving disease Dosage Organiam | Bcterdoscal | Clinical | Side
No. | Sex y of the lung Daily dose Duration | Total &a effect effect | effect
(mgXtimes) | (days) | (g)
Tl] 7".6 Bronchitis Mild Bronchiectasis 200%2 11 4.4 (=) Unknown |Excellent| (—)
RZO 5[_} Pneumonia | Moderate Chr. bronchitis 200X 2 21 8.4 (=) Unknown | Good | (-)
3 22 " . Middle lobe
As. | F Bronchitis Mild and bronchiectasis 200% 2 11 4.4 (=) Unknown | Excellent| (=)
' 68 H.influenzae
kY. | F Bronchitis | Moderate Bronchiectasis 100x 2 14 2.8 l Eradicated | Excellent | (—)
-1 (=)
H.influenzae
5 | 68 . . 0ld the, ,
Mn | M Bronchitis Mild and chr. bronchitis 200X 2 14 5.6 B Eradicated | Good [ (=)
6 67 H.influenzae
™. | F Bronchitis Mild Chr. bronchitis 200% 2 17 6.8 Eradicated |Excellent| (—)
R (=)
7 7% S.pneumoniae
AM | M Bronchitis | Severe Chr. bronchitis 100X 2 7 1.4 Eradicated | Fair (=)
M. (=)
8 64 ) S.pneumoniae
uk | M Bronchitis Mild Chr. bronchitis 100x2 14 2.8 ) Eradicated | Good | (-)
o (-)
9 66 - . ..
MN. | F Bronchitis Mild Chr. bronchitis 200%2 14 5.6 (=) Unknown | Good (=)
10 | 2 . . ,
TH | M Pneumonia Mild (=) 200%2 12 4.8 (=) Unknown Fair (=)
11 59 L. . ..
so. | F Bronchitis Mild Chr. bronchitis 100X 2 15 3.0 (=) Unknown | Good | (-)
12 61 - . Old tbe
sy. | m | Bronchitis Mild and chr. bronchitis 200X 2 15 6.0 (=) Unknown | Good | (-)
13 75 Chr. bronchitis
sT. | M Bronchitis Mild and asthma 200%2 14 5.6 (=) Unknown | Good | (—)
- bronchiole
14 7 Chr. bronchitis
YT | M Pneumonia Mild and asthma 200% 2 10 4.0 (=) Unknown | Good | (-)
- bronchiole
15 67 " . .
sMm. | g | Bronchitis Mild Chr. bronchitis 200%2 14 5.6 (=) Unknown | Good | (-)
16 75 » H.influenzae
YK | M Bronchitis Mild Chr. bronchitis 100X 2 12 2.3 Il Eradicated |Excellent| (—)
’ (-)
17 66 N H.influenzae
sMm. | F Bronchitis | Moderate Chr. bronchitis 200%2 8 3.2 ! Eradicated | Good | (-)
' (=)
18 63 . Old tbc,
KY. | M | Bronchitis | Moderate and pulm. emphysema 200X 2 21 8.4 (=) Unknown | Good (=)
19 60 e
IM. | F | Bronchitis | Moderate Bronchiectasis 200X 2 14 5.6 (=) Unknown | Poor (=)
20 58 . .
TM. | F |Pneumonia Mild (=) 200%2 15 6.0 (=) Unknown | Good | (-)
21 78 - B.catarrhali;
SH. | m | Bronchitis | Moderate DPB 100X 2 7 1.4 m( r)’ N Eradicated |Excellent| (—)
22 71 .. . Chr. bronchitis
NT. | M Bronchitis Mild and pulm. empysema 100%2 14 2.7 (=) Unknown Fair (=)
23 33 . .
KY.| F | Pneumonia Mild (=) 200X 2 7 2.8 (=) Unknown | Good | (-)
24 50 . . ",
OR. | F | Pneumonia Mild Chr. bronchitis 200%2 19 7.6 (=) Unknown | Good | (-)
25 33 . .
KY.| F | Pneumonia Mild (=) 200%2 10 4.0 (=) Unknown | Good | (-)
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Table 2 Laboratory findings before and after CS-807 therapy; biochemistry

Case Bef:{;f““ GOT GPT AlP LDH »GTP | T-Bil BUN S.Cr | Electrolytes(mEq/1)
No. | treatment | (IU/D (ru/n (u/m (/) | (mU/m)) | (mg/d) | (mg/d) | (mg/d) | N, K a
1 Before 45 35 186 544 16 0.1 14 0.4
After 42 24 154 520 15 0.2 16 0.3 140 4.7 104
9 Before 16 5 145 345 5 0.6 19 0.6
After 24 12 141 330 6 0.3 19 0.5
3 Before 25 48 128 310 12 0.7 11 0.6
After 56 70 142 332 12 0.4 15 0.5
4 Before 34 13 164 568 11 0.7 20 0.9 142 4.8 103
After 19 14 141 350 9 0.3 19 0.6
5 Before 27 16 133 353 24 0.3 16 0.8 143 4.6 105
After 24 13 134 269 21 0.3 15 0.6 141 4.3 104
Before 24 22 126 335 12 0.4 12 0.4
6
After
7 Before 10 12 197 281 17 0.9 20 0.8 139 4.5 101
After
8 Before 18 19 182 306 28 0.3 10 0.7 142 4.6 105
After 24 29 183 331 28 0.2 12 1.0 142 5.0 104
9 Before 28 15 199 504 11 0.3 12 0.3
After 33 23 162 485 13 0.4 5 0.4
10 Before
After 24 45 175 313 24 0.3 10 0.5
1 Before
After 24 20 142 542 18 0.6 17 0.4
12 Before 16 14 182 347 22 0.8 15 0.7
After 16 19 191 355 23 0.6 11 0.6
13 Before 40 22 76 402 26 0.5 20 0.8
After 29 15 81 389 22 0.6 19 0.8
14 Before 49 47 221 335 14 0.6 10 0.7 136 4.1 98
After 41 46 247 385 19 0.8 14 0.8
5 Before 20 12 183 397 19 0.9 14 0.7
After 23 13 180 336 17 0.7 14 0.6
16 Before 29 16 185 394 17 0.9 13 0.8 137 4.8 98
After 55 49 163 381 18 0.7 19 0.7 138 4.5 101
17 Before 15 15 205 471 10 0.3 14 0.5
After 22 12 201 396 12 0.2 16 0.6 139 4.5 100
Before 20 12 200 294 41 0.2 9 0.6
18
After
Before 13 17 153 304 10 0.2 12 0.3
19
After
20 Before 16 11 146 396 12 0.2 5 0.1
After 15 10 140 375 7 0.4 7 0.2
21 Before 14 10 297 15 0.8 10 0.6 137 4.2 99
After 19 12 340 17 0.2 9 0.4 144 3.8 101
92 Before 10 6 153 384 7 0.3 12 0.9 138 4.2 102
After 15 15 158 359 10 0.4 13 0.8 139 4.1 99
Before
2
3 After
2 Before 17 8 130 277 7 0.5 13 0.3
After 23 10 111 321 8 0.4 14 0.5
25 Before 13 13 85 297 12 0.8 9 0.4
After 13 16 81 255 12 0.3 9 0.3 i
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Table 3 Laboratory findings before and after CS-807 therapy, hematology
Differential blood count (% )
Case Before and RBC Hb Ht WBC Plts.
after Neutro. " )
No. |\ eatment (10/mm?) |  (g/dl) (%) (/mm?) Eosino | Baso |Lympho | Mono | (10*/mm?)
Stabs Segs
Before 372 8.7 32.4 3100 1 54 1 0 31 13 23.0
1 After 359 9.8 31.0 3900 7 44 2 0 42 5 24.8
Before 382 12.1 35.6 5500 4 71 3 1} 20 2 19.8
2 After 410 12.9 37.3 3200 3 51 2 0 37 7 24.2
Before 411 9.6 30.0 13900 1 78 0 0 18 3 21.2
S| After a1 10.1 3.7 5400 1 44 5 0 46 4 29.8
Before 422 12.6 38.5 7800 5 57 4 0 30 4 19.5
4 After 428 12.9 39.0 4900 6 44 4 0 44 2 19.6
Before 482 15.2 4.3 4800 8 65 4 0 21 2 29.8
5 After 475 14.5 26.5 5300 2 48 3 5 32 10 26.5
6 Before 433 11.5 37.5 8000 3 43 5 0 44 5 32.8
After 443 12.8 38.3 4100 6 25 5 0 61 3 30.4
7 Before 465 14.2 40.8 18200 10 71 0 0 12 7 25.5
After 459 13.0 38.9 9000 5 62 4 4 20 5 32.7
8 Before 422 13.4 39.5 7900 5 58 3 0 23 11 31.3
After 440 13.5 41.9 7800 5 66 4 1 19 5
9 Before 419 12.5 37.6 9300 7 71 0 0 21 1 18.5
After 393 11.8 34.3 6900 4 51 2 0 39 4 32.3
10 Before 513 16.3 47.6 5400 5 60 0 0 22 13 26.5
After 490 15.9 45.6 4800 1 66 3 0 22 8 22.9
1 Before 412 13.1 38.5 4200 4 31 0 0 53 12 17.1
After 423 13.1 38.7 5000 3 56 5 0 34 2 26.0
12 Before 492 16.0 47.1 8800 1 73 3 0 16 7 24.2
After 459 14.8 43.7 5700 7 54 4 1 19 15 21.9
13 Before 414 13.6 38.6 4400 7 47 2 0 32 12 15.0
After 393 13.0 37.0 4100 8 55 0 0 27 10 16.5
14 Before 377 13.0 39.9 8100 2 48 4 0 36 10 17.0
After 425 14.7 44.5 7000 2 72 0 0 23 3 20.1
15 Before 459 13.3 39.5 8200 1 54 10 0 25 10 33.8
After 467 13.7 40.3 6000 6 43 15 0 34 2 29.3
16 Before 429 14.5 42.0 10700 3 73 4 1 16 3 24.5
After 386 12.9 37.8 5300 3 38 6 0 36 15 21.3
17 Before 416 12.6 37.6 8200 7 63 6 0 22 2 16.6
After 442 13.2 39.5 5800 6 54 7 0 26 7 25.2
18 Before 402 13.4 40.5 5300 4 59 2 0 27 8 23.7
After
19 Before 396 11.8 34.7 5100 9 72 0 0 16 3 28.4
After 383 10.8 33.4 4300 4 71 2 0 19 4
2 Before 385 12.1 35.7 4800 3 46 0 0 40 11 40.2
After 361 11.3 33.5 4600 2 51 2 0 41 4 25.8
2 Before 438 13.5 41.0 11800 14 61 2 0 16 7 22.1
After 459 14.0 43.1 7800 8 52 13 4 20 3 33.4
2 Before 428 12.4 37.9 7500 11 56 5 1 21 6 17.8
After 454 12.9 39.5 9200 21.6
2 Before 411 13.1 39.1 6600 6 78 1 0 11 4 19.0
After 419 12.8 38.7 2700 1 56 3 0 33 7 22.6
2 Before 416 12.4 38.5 6300 7 63 2 2 16 10 22.8
After 374 11.2 33.9 3000 2 60 5 0 23 10 20.5
2% Before 392 12.3 36.8 5700 2 63 1 0 29 5 16.9
After 406 12.8 37.5 3400 5 41 3 0 39 12 19.2
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Teo BRBICERIEE » 5 Lfikix 7/8 (87.50%), M 57ug/ml, 3 B¥MI%1.8910.44ug/ml, 6 BM%).
EXH1314/17(82.4%) TRENC L BB A HNL 0 84+0.57ug/ml TRFLIIHFMEL L 6 FiMik £ TL o

1o BERRICEREL 55 LIEE, 16/18(88.9%), ELTOROGOTERIC S 2088, MERBENTI:
hEfE, 5/6 (83.3%), WiE, 0/1(0%) CHEER 6 Mt MG &R L 7eo AUC 1210.1621.57,¢.
BRI & o, BRI S NI DI 8 HIT, hr/ml TH o1z,

H. influenzae 5%, S. pneumoniae 28\, B. catarr-
halis 13 _TIEME LT, FEUERIC & 5 EW2EI
BRI S & UHIRRIEER Y 13 2B Shiz b o 12,
X 1 BRSO T PRI 2K S 1 B0,
64+0.24ug/ml, 2BEMI%1.59+0.51ug/ml, 3B
%2.68+0.78ug/ml, 6 B M #%3.32+0.34ug/ml,
8 BEU£2. 57+ 0. 25ug/ml TRFGINHIME 1215 6 BF
MigThh, AUCI218.46+3.10ug hr/ml TH o7,
B 5RO P P 13 B 5B %0.59+0. 194/
ml, 1 B§H#0.69+0.28ug/ml, 2 Kefl#k1.15+0.

Table 4 Serum Concentration of R-3763 after p.o. Sequential Administration of CS-807 200 mg in Men (Nonfasted)

Time (Hour)
Sex Age Body Disease Days ** AUC

Subject

Weight * (ug+hr/ml)
0.00 1.00 2.00 3.00 6.00 8.00

1.M.H. F 82 33 Chr. Bronchitis 1 0.00 1.07 2.16 3.86 4.51 3.48 25.71
2. HM F 89 29 Chr. Bronchitis 1 0.00 1.16 2.84 4.08 3.56 2.73 23.82
3.0Y F 80 48 Chr. Bronchitis 1 0.00 0.00 0.16 0.29 2.92 2.37 10.41
4. KM F 74 43.5 Chr. Bronchitis 1 0.00 0.16 0.62 1.34 2.52 2.19 11.95
5. M.I F 79 35 Chr. Bronchitis 1 0.00 0.80 2.13 3.85 3.09 2.08 20.44
Mean 0.00 0.64 1.59 2.68 3.32 2.57 18.46
+SE. 0.00 0.24 0.51 0.78 0.34 0.25 3.10

6. M.N M 68 43.5 Chr. Bronchitis 14 0.63 0.48 0.85 1.86 3.31 10.93
7. Y.Y M 75 43 Chr. Bronchitis 12 0.23 0.19 0.42 1.33 1.82 6.12

8. S.N M 65 45 Pulm. Emphysema 9 0.37 1.50 2.84 3.13 1.98 13.76

(Bronchitis)

9. TI F 74 40 Chr. Bronchitis 11 1.11 0.60 0.50 1.19 4.24 10.40
Mean 0.59 0.69 1.15 1.89 2.84 10.16
+S.E. 0.19 0.28 0.57 0.44 0.57 1.57

* kg

*x: Days after the continuous administration of CS-807
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Fig.2 Serum concentration of R-3763 after p.o.
sequential administration of CS-807 200mg in males
(after meals)
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Fig.3 Serum concentration of R-3763 after p.o.
sequential administration of CS-807 200mg in males
(after meals)
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Ik DhkABE S, EMLR-3763L L TR
BET 3, AF O8I 1) MIC £ MBCiziafiL
MIC M TR IcER T 5, 2) S-lactamase iZ
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RELICEEZINIINED TV, TOL DAY
3 LERABDHED DI LEFELP TV, AFLICH
BT HEAEAA TR ERRBOERECLLD S
T, MRRESKTITH 2, McERRBITFET S
BEIFFDIEILIC, E. colii K. pneumoniae ZHHS
T3, SUERTIIICERRBOZWIEEI Virusty,
H. influenzae SREHDTH Y, FICHBEKBIIFAET
2IBEIE H. influenzae, S. pneumoniae, MEDEERE
#u Ps. aeruginosa %>, MICy & D 5 LA H
X, 7¥UEE, P. aeruginosa %k  FHEREFBIALED
KEFADRRBENTH 2O THRTH, [EXR
Ty, ERLERERSZINIEIERATHS S5, P.
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B LTEETHS, Licdio TEAIRERES 723 h%
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MmWEORETIE 1) YIERERDOE—7EDTH
2) EGRSROMTBEDE T4 S, AFIDHE
FRREIC L > TO TP EENET T 2 FRIT
DL I Bbh s R\, Hik%Al Rifampicin Tl
BE5DEE, FYRBEERIHDHMTBEIMET T
ZE0bhTWw3%, ZEIC b EROBRVEET 50
SHE BRI T I2LEND S D, L BEFOEFE,
MICy & D & % & S. pneumoniae 120.05¢g/ml, E.
coli 3.13ug/ml, K. pneumoniae 0.39ug/ml, H.
influenzae 0.05ug/ml CIMFBEDET 2ERICAN
T E. coli 2B IIHRIBBLFEDRRBEDIZL AL
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CLINCAL EXPERIENCES AND DETERMINATION
OF BLOOD LEVELS OF CS-807 IN CASES WITH
RESPIRATORY TRACT INFECTIONS

MaAsAHIRO TAKAMOTO, SuSUMU HARADA, YASUKO HARADA, TSUNEO ISHIBASHI
and ATSUSHI SHINODA

Department of Internal Medicine, Ohmuta Byoin National Sanatorium, Ohmuta

CS-807 was used for the treatment of respiratory tract, infections with an efficacy of 88.9% in mild and
83.3% against in moderate cases. Of the causative organisms, H. influenzae S. pneumoniae and B. catarrhalis
were eradicated in all the effected cases. The maximum blood level of CS-807 following initial of 200 mg was
determined at 6 hours, as 3.32+0.34xg/ml, and, following sequential administrations at a unit dose of 200 mg,
was 2.84+0.57ug/ml. Our results were :

1) A more delayed appearance of the peak of its blood level following its Sequential administration.

2) Lower blood level following its sequential administrations.

It has been earlier reported that the blood level of Rifampicin, an antituberculotic agent, is gradually
lowered following its sequential administrations due to the occurrence of the drug metabolizing. It would be

necessary to further investigate whether or not there is a similar enzyme for this agent.



