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Table 1. Antimicrobial activity of SY5555 and other drugs against clinical isolates
Organism MIC (ug/ml)
. Drug 5 :
(No. of strains) range MIC;, MIC,,
SY5555 0.016~0.25 0.063 0.25
S. pneumoniae imipenem/cilastatin 0.016~0.125 0.031 0.125
(7) cefotiam 0.125~1 0.25 1
cefixime 0.5~2 2 2
SY5555 0.063~0.5 0.125 0.125
MSSA imipenem/cilastatin 0.031~0.125 0.031 0.031
(30) cefotiam 1~4 1 1
cefixime 4~64 16 16
SY5555 16~256< 256 256 <
MRSA imipenem/cilastatin 2~128 64 128
(20) cefotiam 64~256 < 128 256 <
cefixime 256 < 256 < 256 <
SY5555 0.031~1 0.063 0.5
B. catarrhalis imipenem/cilastatin 0.016~0.125 0.031 0.125
(32) cefotiam 0.125~2 0.5 1
cefixime 0.016~0.5 0.063 0.5
SY5555 0.25~4 0.5 2
K. pneumoniae imipenem/cilastatin 0.125~1 0.25 0.25
(50) cefotiam 0.063~64 0.125 1
cefixime 0.016~8 0.031 0.5
SY5555 1~256< 256 256 <
P. aeruginosa imipenem/cilastatin 0.125~32 1 2
(50) cefotiam 1~256< 256 < 256 <
cefixime 16~256< 256 < 256 <
SY5555 0.25~2 0.5 1
H. influenzae imipenem/cilastatin 0.25~2 1 2
(12) cefotiam 1~16 1 4
cefixime 0.031~1 0.063 0.125

L, IPM/CS &13i2R% T, CTM % CFIX L W {#&Enz:
HEH xR,

B. catarrhalis, K. pneumoniae \Z%13 5 MIC I3,
FNZEN0.031~1ug/ml, 0.25~4ug/ml & #1721
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H. influenzae|= 343 % MICqpl3, 1ug/ml & IPM/
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Ho1z,
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72,
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P. aeruginosa 1 BRIZ TR L 720 F 72, FEBILI0TIZAA
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Table 2. Clinical summary of cases treated with SY5555
Underlying Daily dose and Evaluation .
) Age . . i Isolated i - Side-
Case Diagnosis disease . duration Bacterio- .
Sex L Organisms . . Clinical | effect
or complication (mg X times X day) logical
1 25 . H. influenzae
acute bronchitis - normal flora 200X 3X7 good (=)
HA | M appeared
2 16 .
acute bronchitis - normal flora 200X 3 %7 unknown excellent | (—)
YK | W
3 [ i - H. infl 200X 3%7 dicated d (=)
sM | w pneumonia . influenzae eradicate £00
4 76 . . . .
chronic bronchitig - A. calcoaceticus 200X 3 X7 eradicated good (=)
TK. | M
5 68 . " S. pneumoniae eradicated .
chronic bronchitig| - . 2003 %15 fair (=)
HS. | W H. influenzae unchanged
6 58
TS W chronic bronchitig - H. influenzae 300x3X10 unchanged poor (=)
7 65 . . .
chronic bronchitis| - S. aureus 300x3X7 unchanged fair (=)
OK. | W
8 65 . . . X
s M chronic bronchitig — H. influenzae 300X 3%9 eradicated good (=)
’ > b hiectasis - P. I nOS 300 X3 X7 h d (=)
Mo. | w ronchiectasis . aeruginosa : K unchange poor
10 79 1 S. s (MRSA)
X lower RTI» | Pomonar normal flora 200%3%7 s good | (-)
S.L M emphysema appeared
11 65 bronchial asthma . P. aeruginosa
lower RTI H. influenzae 300X 3 X7 good (=)
S.U. M lung cancer replaced
12 72 .
LK W lower RTI |bronchial asthma normal flora 300X 3 X5 unknown good (=)
*RTI : respiratory tract infection
Table 3. Laboratory findings before and after SY5555 administration
RBC Hb Ht WBC Eosino GOT GPT AL-P BUN Creatinine
Case |(x10*/mm?)| (g/dl) (%) (/mm?®) (%) (IU/ml) (IU/ml) | (IU/ml) (mg/dl) (mg/dl)
B A B A B A B A B|A| B A B A B A B A B A
1 H.A.| 494 | 481 |14.7]14.3|43.1]41.5(10,700{ 7,600 1 [0.7 | NT| 12 |[NT| 17 |[NT| 53 |[NT| 11 |NT | 1.1
2 Y.K.| 457 | 464 {12.5]|12.5|37.938.2{10,700{ 5,800 0 |1.7| 11 10 9 | 13 | 74 | 66 | 13 | 17 | 0.8 |1.0
3 S. M| 349 | 342 [11.9]11.7(36.7|35.3(10,500{ 5,900 0 [4.1} 13 | 14 | 24 | 12 | 97 | 81 12 | 13 [ 0.8]0.8
4 T.K.| 454 | 414 [15.0(13.6|45.9|42.3| 6,800{ 6,300 2 1 18 21 14 18 54 44 33 30 | 1.6 | 1.7
5 H.S.| 440 | 421 |13.2(12.4139.2{37.7|11,200{ 6,900{ 5 7 14 13 28 17 96 81 16 22 10.8]0.9
6 T.S.| 429 | 421 |13.2]13.3]40.8|39.6| 8,400{10,200{1.7 | 3 15 15 15 14 88 89 14 16 | 0.9 0.9
70.K.| 429 | 421 |12.5]12.4(37.9{36.8(12,100/ 8,700 2 |3.3| 11 | 14 | 15 | 18 | 69 | 72 | 15 | 15 | 0.8 | 1.0
8 1.S.| 397 | 395 |12.7112.3137.5|37.1 (11,000 8,700, 5 |3.7| 10 | 10 | 12 | 14 | 40 | 40 | 22 | 24 | 1.0 | 1.0
9M.O.| 385 | 420 |11.812.9]36.7(38.7| 8,700 7,300 6 |1.8| 16 | 18 | 14 | 16 | 77 | 87 | 19 | 20 | 0.7 | 0.9
10 S. 1.1 362 | 353 |11.6]11.4{36.1{34.7| 4,400| 4,800{ 1 2 8 10 5 11 53 67 32 41 | 1.5 1.8
11 S.U.| 481 | 424 |14.4112.9(44.0)37.8| 7,300} 8,400, 0 0 8 17 8 25 68 70 9 17 {1.010.8
12 1.K.| 387 | 347 {12.4|11.6|36.6(33.5| 4,500 3,600{ 1.8 | 7 | 14 | 17 | 12 | 12 | 80 | 69 7 6 |0.8]0.8

B : before A :after NT : not tested
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Basic and clinical studies on SY5555

Niro Okimoto, Koichiro Yoshida, Sadao Tamada, Osamu Tatara,
Osamu Moriya, Yoshihito Niki and Rinzo Soejima
Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School
577 Matsushima, Kurashiki 701-01, Japan

We performed bacteriological and clinical studies on SY5555, a new oral penem antibiotic, with the
following results.

1. The MICs of SY5555 against Streptococcus pneumoniae and Staphylococcus aureus were 0.016~0.25 rg/
ml and 0.063~0.5 xg/ml, respectively, similar to those of imipenem/cilastatin Na (IPM/CS) and superior
to those of cefotiam (CTM) and cefixime (CFIX). The MIC,, against Branhamella catarrhalis, Klebsiella
preumoniae and Haemophilus influenzae were 0.5 ug/ml, 2 ug/ml and 1 xg/ml, respectively. SY5555 was,
however, weak agaist methicillin-resistant Staphylococcus aureus (MRSA) and Pseudomonas aeruginosa.

2. Twelve patients with respiratory infections were treated with SY5555. The overall efficacy rate was
66.7% (excellent 1, good 7, fair 2 and poor 2). Neither clinical side effects nor abnormal laboratory values
were observed in any of the patients after treatment.




