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Following the first investigation of single dosage of “MAPIN” T5 in healthy
subjects (First report), the effect of the drug was tested by successive daily
administration for 7 days in the amount of 20 mg per day (2X10mg) to 6 male and
healthy subjects. Their age was 24.8 years on the average.

The test comprised “cardiac function test”, various laboratory tests and observation of
tolerance of the drug.

1. No subjective trouble attending the intake of the drug was observed except for a
case where a nausea occurred 1.5 hours after the drug administration. This, however,
was considered to due to an overeating the day before and not to the drug itself.

2. Regarding “cardiac function test”, among “systolic time intervals” significant
lowering of isovolumetric contraction time and preejection period/ejection time and
increase of ejection fraction were observed one hour after the drug intake. These

findings are indicative of the existence of cardiotonic effects of “MAPIN” after its oral
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intake.

3. Among the laboratory tests nothing was to be noted except some elevation in GOT

and GPT values of blood though both were within normal limits. This is considered of

minor importance but further observation in a more prolonged and continuous

administration might be desirable.

4. Detailed study for pharmacokinetics could not be performed this time because the

quantitative estimation of concentration of “MAPIN” in the blood was not possible.

However the serum samples were preserved in an appropriate refrigerator for future

analysis and the results of such analysis in the future will elucidate the fate of the drug

in the body.

Key words : Bufonis venenum, clinical pharmacological study, cardiotonic effect,

consecutive dosing study
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Tab.1 Age, Body Weight, Stature and
Blood Pressure of Subjects

B®RE &4 L ¥k f

(k) (cm) (mnflg)
1. S. 1. 33 55 175 111,/78
2. T.S. 24 60 166 124 /75
3. M.N, 28 54 168 13073
4. H.M. 23 80 173 124 /88
5. S.I. 21 79 174 127 /77
6. S.N. 20 54 164 125,80
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Tab. 2 Schedule of the Consecutive Oral Administration Study
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HE WX, #5% No. 1. S.I. 0OHM3k¥ (8 AE,

9200/mm?), MHEME (8 HHE, 128 mg/dl), No.
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@ GPT (4, 8HH, 36U) ERHDTH 5.
Iz LIRS sz, BIE 0TS Eb
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6 ZDOFHE L THERSEINERLUZEB I,
8HHE® GOT (R%EA118.7+2.1 (Mean*+S.D.)
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U—=8HHE?22.743.1U) & GPT (13.5+4.5U
—28.316.9U) O 2HETH 5. AELBI%
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(269+14 ITU—242+121U), CPK (65+14 IU
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X 10/ mm®— 8 H EH488.5+ 31.6 X 10*/mm?), ~
TRy b (46.0%1.7%—44.9+2.3%), ~
E/UEY (15.440.7 g/dl—15.040.7 g/dl),
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Fig.1 Influence of MAPIN T5 on blood pressure, pulse rate and body temperature.
Values are mean + S.D. of 6 subjects. Stars (%) stand for statistical significa-
nce by paired t test (p< 0.05). The control value is taken at every day before

administration.
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Fig.2 Influence of MAPIN T5 on the cardiac function.

Values are mean + S.E. of 6 subjects. Stars (%) and (1) stand for statistical
significance by paired t test (respectively p< 0.05, p<0.1). The control value is
taken at every day before administration.

BP; Blood pressure  s; systolic  d; diastolic

HR; Heart rate  ICT ; Isovolumetric contraction time

SI; Stroke index EF; Ejection fraction CI ; Cardiac index

mean Vcf ; Mean velocity of circumference PEP; Pre-ejection period

ET; Ejection time SVR; Systemic vascular resistance
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Fig.3 Influence of MAPIN T5 on the urine volume.
Values are mean + S.D. of 6 subjects. White columns indicate the water intake.
Lined columns indicate the urine volume.
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