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1. Inclusion Criteria

a. Subjects must be healthy as determined by history, physical examination, electrocardiogram and clini-

cal laboratory measurements.

b. Subjects may be of either gender and of any race, must be between the ages of 18 and 55, and

must weight at least 45kg.

2. Exclusion Criteria

a. There should be no history or clinical evidence of significant cardiovascular, respiratory, renal, hepat-

ic, gastrointestinal, hematologic, neurologic or other chronic disease, alecoholism or drug abuse.

b. Subjects should not ingest any medication for at least 2 weeks prior to or during the study. Urine

samples are assayed for the presence of drugs during screening and the finding of those that could

interfere with the study precludes participation.

¢. Subjects should not have donated blood for 1 month prior to starting the study.

d. Female subjects must be of nonchildbearing potential (surgically sterilized or postmenopausal) and

not nursing.

e. Subjects should not have a history of adverse reaction to and medication related to the drug to be

studied.

f. Subjects must not have participated in any other clinical trial during the previous 3 months.
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Table 3. Design of a single rising-dose tolerance study

Table 2. %3] Fojzke] A=

Structural analog in clinical use (A)

Animal experimental model (B)

Option : Dose :
A+/B—- 1/600 LDso
A—/B+ 1/60 minimum effective dose
A+/B+ 1/5-1/10 relative dose

71e} J2qsor & AT

FAAL A% A 14 AYlAE 24 &
B2 olYel FEA o A5E A& F e
o E3 ¢]& ¢ & serum bactericidal titer/serum
inhibitory titerg& Al#jsle o] AF L33 AL
% ZAAd o] & Flojch =g ZALEE
7] 918k AF24 alg]"ql w{ blister(suctiono]
1} cantharidinee]] &j3)u] ZAYF 5} ety
FE de ¥ 7ot}

a2 de= F47h EhAd GFEo} FFeB

Dose 1? Dose 2° Dose 3°
Group 1 Week 1 Week 2 Week 3
Two subjects 10 mg placebo 10 mg
Two subjects placebo 25 mg 25 mg
Group 2 Week 4 Week 5 Week 6
Two sunjects 50 mg placebo 50 mg
Two subjects placebo 100 mg 100 mg
Group 3 Week 7 Week 8 Week 9
Two subjects 200 mg placebo 200 mg
Two subjects placebo 400 mg 400 mg
Group 1 Week 10 Week 11 Week 12
Two subjects 600 mg placebo 600 mg
Two sunjects placebo 800 mg 800 mg

a : Drug and placebo are administered in blinded capsules for doses 1 and 2.

b : Drug is given as an unblinded solution for dose 3(for relative bioavailability).
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