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Table 1. Background of 6 male volunteers

Mean+SD Minimum Maximum
Age (years) 24.7+2.4 21 28
Height (cm) 175.8+2.5 173.0 179.2
Body weight (kg) 65.0+8.3 56.0 77.5
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just before, day 7 under treatment, day 4, day 6, day 8, day 14 after treatment

Times after
administration

SY 5555 administration

Clinical symptoms

Physical tests
¥r: Standard meal

Laboratory tests
Meal
Fecal collection

Blood sampling
Urine recovered

Items
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Table 3, Examination items

Clinical symptoms Subjective and objective symptoms
Physical tests Blood pressure, Heart rate, Respiratory rate, Body temperature
Hematological
test:g RBC, Hb, Ht, Platelet count, WBC, differential WBC

Laboratory Biochemical GOT, GPT, ALP, y-GPT, LDH, Total bilirubin, Direct bilirubin, Total protein,

tests tests Albumin, BUN, Creatinine, Triglyceride, Total cholesterol, Phospholipid,

Fasting blood sugar, Na, K, Cl, Ca, P
Urinalysis pH, Protein, Glucose, Sediments

Humor concentration SY 5555 levels in plasma, urine and feces

Intestinal bacterial flora
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Fig. 1.

Clinical laboratory findings.
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Total acrobes (n=6) Total anaerobes (n=6)

Log- CFU/g feces

Fig. 2. Total bacterial flora in feces.
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Pharmacokinetic parameters

lex Tmnx Tm AUCo—lh
(ug/ml) (h) (h) (ug+h/ml)

Day1 (1st) | 1.90%+0.72 | 2.00+0.45 | 0.96+0.18 | 4.18%+1.42
Day 4 (10th) | 2.02+0.78 | 2.08+0.38 | 0.89+0.14 | 4.34+1.90

Day7 (19th) | 1.89+0.65 | 1.75£0.27 | 0.93+0.12 | 4.14+1.42
Each value represents the mean+SD (n=6)

Fig.3. Plasma levels of SY 5555.
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Time (day)
Time after administration day 1 day 3 day 4 day 6 day 7
Recovery rate (%) 3.93+2.53 | 3.81+2.70 | 4.04+2.89 | 4.49+2.94 | 4.04+1.82

Each value represents the mean+SD (n=6)
Fig. 4. Urinary excretion of SY 5555.
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Clinical study on SY 5555, a new oral penem antibiotic

Mitsuyoshi Nakashima
~ Department of Pharmacology, Hamamatsu University, School of Medicine,
3600 Handa-cho, Hamamatsu 431-31, Japan

Akihiro Ohnishi
Waseda Clinic

Kouji Yoshinaga Kazunobu Ohmura
Clinical Development Dept., Yamanouchi Pharm. Co., Ltd.

Yasuhiro Kikuchi

Yamanouchi Pharmaceutical Co., Ltd.

To determine the pharmacokinetic and safety profiles of SY 5555, a new oral penem antibiotic, a
multiple-dose study (200mg t. i. d. after meals for 7 days) was performed in 6 healthy male
volunteers. No abnormal clinical signs or laboratory findings were observed except for one subject
who developed transient loose stool. This side effect disappeared after the competion of the study.
Changes in fecal bacterial flora, especially anaerobes, were observed during multiple dosing, but the
bacterial flora returned to the normal range six days after the last dosing At the 1st, 10 th and 19 th
administrations of a multiple dose of 200 mg, Cmax wWere 1.90, 2.02 and 1.89 ug/ml, respectively.
The range of cummulative urinary excretion after 24 h was from 3.81% to 4.49% of the dose. No
accumulation of SY 5555 in serum was observed in this study.



