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Clinical Pharmacological Study of “MAPIN” T5 in Healthy
Volunteers

First Report : Single Administration

Mitsuyoshi NAKASHIMA Sadao OHGUCHI
Hisakuni HASHIMOTO Katsunori OGURO
and Yoshiharu TAKIGUCHI

Department of Pharmacology, Hamamatsu University School of

Medicine

“MAPIN” TS5, a drug preparation containing Bufonis venenum (The Pharmacopoeia of Japan) as
main ingredient was administered to healthy adults, all males ranging 20 to 43 years of age (average
26 years). The dosis was 10 mg po in 5 individuals and 20 mg po in 6 individuals.

1. Within 24 hours after the drug administration no significant changes were observed in pulse rate,
body temperature and urine volume. Regarding the blood pressure, diastolic pressure became lowered 5
hours after intake of the drug.

2 . There were no significant changes observed in the results of “cardiac function test” before as
well as 1 and 2 hours after the drug administration such as isovolumetric contraction time, stroke in-
dex, ejection fraction, cardiac index, mean velocity of circumference, pre-ejection period/ejection time
and systemic vascular resistance.

3 . Continous ECG recording for 6 hours following the drug intake revealed no arrhythmia except
coronary sinus rhythm in three cases 1.5 hours after administration 10 or 20 mg of the drug.

4 . Laboratory findings of blood and urine were within normal ranges, not only 24 hours after but
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also 7 days after administration of the drug. Some gastrointestinal trouble did occur in some cases but

no other untoward effect was observed.

Key words : Bufonis venenum, clinical pharmacological study, healthy volunteers, single dosing

study
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Tab.3 Schedule of the Single Oral Administration Study
i 7:30 9:00 | 9:10 | 9:30 | 10:00 | 10:30 | 11:00 | 12:00 | 14:00 | 15:00 | 9:00
IR§ [ 1.5H5fH 0 1053 304 | 1 Mgfe) |1.5WFME] | 2 BER | 3 BERE) | 5 HERY | 6 HER || 2R || 7 A%
Mk E'3 O
O O
f o 10mg £¥ | 20mg B
By |/ O O O O
ifl HE O O O O O O O O O
TSI - o) 0 0 o) 0 @) o' ©) @)
[£S T O O O O O O O O
F B fE R O
UBSRERA 20 O O O
Lo R
) O O o
. ol om | & | @
7 O O O
i i 9 T o ol ol o ol ol o o
B F B 1M
K B Ao (@] O O
I wd | —2~ 0~ 2~ 4~ | 6~
(IR 0 It 2 5 4 R 6 IR | 24850

a) LBSREMR A
b) & K 8 #

LHEK (ECG), LEX (PCG), WBINRE, LHBEHER (L==2-K) (UCG)
AR (RBC), ~se v (Hb), ~~ b7y, b (HD), PHROKEFMCV), EHfimER

ta i (MCH), Py fufiskim gt (MCHO), fMimERE, sk (WBC), 4w, /v

B (D, 7ate v B PT), 5 e w275 25 v @PTT), mysE(T-BS),
FY &Y 254 N(TG), #s v-22 8 (T-P), 7A7 2

A7 » — 1 (T-cholesterol),

s
o=

v (Alb),

A/G, GOT, GPT, Al-P, LDH, CPK, &y ¢ v (Bil), REE(UA), BUN, 7 L7 % = »(Cr),

Na, K, ClI, Ca, P
K B A
d) I i
st s ERET >

BE, & vty vay s =4y, i, pH, #im
HRBEAT 2 BEfT & 0 2 RERI3°0 6 I & T4 MIDEIR &, 6 WMl & 0 2405 ¥ T 1 D ER, &

K 100ml O ERFT & MK 2 BERAT, ARIERE, MR3E2, 4, 6MERIICITS

ot

M - JRAEEL - M BRI T BT, ARZRAT
ER#E%, 10, 30min, 1, 2, 3, 5, 24hr
D 8 EIAIE L, MRME%ERRICAIE L 72,

iR - ARFEAT & ARZESR 30 min, 1, 2, 3, 5,
24hr D 7[E, BTTRAIEL .

BREER | #HREPASE,LORELRK U ILEE
ITERE, EREFRRL, FBrEF TR ¢
1z.

FRRARE - JRIRE | IREEATH £ O, IREHE 24
hr 12, Tab. 3 DHEHBIZ DV TITo 1.

DERERE 0EBR (ECG), LN (PCG),
HBRE, CEBEKEK (UCG) #, IR &R
R, 2 hr CHEBFRIE L, OHREORIES S
| HORAR

DR EYE 12 8 % IRIKAT & IRZK% 1.5,
24 hr ICEEER U T2, MMXCRE 6 he 2 T, T L
A=F (778 FLA-FBEEREE
MIC-6600) IZ kW .LER%E T I V&I,
BEITHEI, F—FLa—F—Z5H LT
20K, Y3 —-5— (LEXERMITES,
TR-602) IZ & V.LERZGCHEKICERL, &



IROBEEF = v 7 L1,

RE RE2hrfli kY 6hr %F T, 2hr BIT
4[El&, 6 ~24hr BR U D% 1[0, SHEL 12,
BIREBRBIZT A0, RE2hr ALY 6 hr i
T, 2EMEIZ100ml OEFREME E 1.

MR RIE AR - RIKRT, BRZEH% 10, 30
5, 24 hr @ 8 [@], &R &
" heparin 43 U 72 BERE 1T HRIM U, 32057 B,
Mm% BAERTE L 72,

HERAHE

min, 1, 2, 3,

1. A

Fig. 112, 10 mg, 20 mg M#E O & FEE DR
EEAERU . PURIBME L, 10 mg B D24 hr
%E, 20mg O 3hr ki, MHAFELFRITET
Utz SEERMAME 14 10 mg B¥ T, 53 3,5 hr 21T,
20mg BT S hr RICHERICET L7

2. PRI\EE & CERE

PRiaE & R E ORRRFEE %= Fig. 2 1T L T2,

Blood pressure
©
S

533

R 10 mg BT, IRFEKS, 24hr KFEK
EUL, REIERICE(LL -1,
3. BREAR
10 mg HTE, BREEROBRE I Eh - 1.
20mg T, IREOminRELVK1hr RO
iz, 6Bl 5B TCERIRBOEKFIDH - 1.
BRI, WIhLBEDESR, FR, BETH-
1205, 384 1%, 18~45 min ORIZ T N THELK LT,
M % Tab. 4 ITRTY.
4. DBERERRE
M, OE%, ECG, PCG, UCG, B L UHEE
BR¥E & U, systolic time interval (BRHER (ET),
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Fig. 1 Influence of MAPIN T5 on systolic blood pressure and diastolic blood pres-
sure (broken line). Open circles (Q) indicate 10 mg dosage group. Filled circles
(@) indicate 20 mg dosage group. Values are mean+S.D. of 5 (10 mg dosage
group) or 6 (20 mg dosage group) subjects. Stars ( =) stand for statistical signi-
ficance by paired t test (p=< 0.05). The same explanation in Fig. 2~4.
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Fig. 2 Influence of MAPIN T5 on pulse rate and body temperature.

Tab. 4 Subjective Symptoms at 20 mg Dosage Group
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Fig. 4 Influence of MAPIN T5 on urine volume.
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HAEBR2REZEZWRITERL /.

10mg 54, 20mg# 6 T, FHEMILZ
NEh 2625, 25.8%%, FHEKEEIZLEN
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It (SVR) =F#AXLD, BELELEIRD O
otz

537
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