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The studies of the compounding analgestic antipyretics were examined by the
converted Koster’s method (mice) and the converted Mac Donald’s method (mice)
induced on the three assumption crossover test. And the following results were
found. ' ,

1. The same effect of the writhing inhibition in thi‘é compounding antipyretic
dosage by it’s oral administration is as follows.

- Aminopyrine 100mg/kg. (standard), aminopyrine 50mg/kg compounding with
chlorpheniramine maleate?mg/kg., f‘éoﬁip‘{at‘inﬂéng with diphenhydramine hydroch*
loride 8mg/kg., compounding with atropine sulfate 0.2mg/kg., or compounding
with scopolamine hydrobromide. 0. 2mg/kg And aspirin80mg/kg., . Salicylamide
90mg/kg., sulpyrine 60mg/kg., or phenacetm 70mg/kg. compoundmg with the's-
ame dosage-of the adjutants above.

2. The elevation-rate of the reaction threshold in this compounding antipyret-
ic dosage by it’s oral administration calculate as follows. ‘ .

When the elevation-rate (ER) of aminopyrine (100mg./kg.) is 1.00 ‘(Standa-.
rd), ER of aminopyrine (50mg. /kg.) compounding with chlorpheniramine male-
ate (2mg./kg.) calculated 1.42, aspirin (80mg./kg.) compounding -with diphen-
hydramine hydrochloride (80mg. /kg.) calculated 1.18, salicylamide (90mg./kg.)
compounding with chlorpheniramine maleate (2mg. /kg.) calculated 1.15, sulpyri-
ne (60mg. /kg.) compounding with chlorphenirainine maleate(2mg. /kg.) calculated.

* Faculty of Pharmacy, Duk Sung Women’s College.
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1.28, and ER of phenacetin (70mg. /kg.) compounding with chlorpheniramine m-
aleate (2mg. /ke.) calculated 1,19,
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Aspirin (Chas Pfizer and Co., U.S.A.), salicylamide (Chas Pfizerand Co., U.S.
A.), aminopyrine(Ishizu Pharmaceutical Co.,4 Japan), sulpyrine (Ishizu Pharmace-
utical Co., Japan), phenacetin (Ishizu Pharmaceutical Co., Japan), chlorpheniramine
maleate (Chas Pfizer and Co., U.S. A.), diphenhydramine hydrochloride (Chas Pfi-
zer and Co., U.S.A.), atropinesulfate (Ishizu Pharmaceutical Co., Japan), acetic
acid anhyd. (Kanto Chemical Co., Japan), sodium chloride (Kanto Chemical Co.,
Japan)

EBR F =

Kostersto} 2Bk —Koster 504 3t Awrs fE®g Writhing’s method - o}-8-3 7+
o} AN Ehio w2 R Eisdoh & BRI BE 20gR5te  mouse(ltES B
o) E 1001214 1gfe = stod, wle] EERel BT 0°C) el A LEARYE FHE
AL FRs L
BE EH mouse: EEN 24EHINE] BA()d B FHE BB T, HWER 0.7
% acetic acid M0, Iml. /10gE- HEERAEL 3045F 4ABAHER 0. Iml /10g. &
aivEEgkel, MR = 0.7% acetic acid AM A 0.1ml /10g. 4 & BEREAESH 30§3‘ﬁu

i



6 EaRAGERS KRR WY W Vol.10, No.1
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Table | —The Writhing Inhibiting Effects of the Some Antipyretic Analgesics Compou-
nding with the Some Adjutants by the Converted Koster’s method (mice)

hydrobromide 0.2mg. /kg:

Dosage of Drug (P.O.) Effect
No. Antipyretics Adjutants
1 Aminopyrine 100mg. /kg. - ED100
2 Aspirin '150mg. /kg. - ED100
3 Salicylamide 160mg. /kg. — ED100
4. Sulpyrine 100mg. /kg. — ED100
5 Phenacetin 140mg, /kg. — ED100
6 Chlorpheniramine maleate 4mg. /1kg. — ED100
7 Diphenhydramine 16mg. /kg. - ED100
8 Atropine sulfate 0.2mg. /kg. -— ED100
9 Scopolamine hydrobrobromide 0.2mg. /kg. -~ ED100
10 Aminopyrine 50mg. /kg. Chlorpheniromine ED100
: . maleate 2mg. /kg.
11 Aminopyrine 50mg. /kg. Diphenhydraimine ED100
. : hydrochloride 8mg. /kg.
12 Aminopyrine 50mg. /kg. Atropine sulfate ED100
) : 0.2mg. /kg.
13 Aminopyrine 50mg. /kg. Scopolamine ED100
. -hydrobromide ¢.2mg. /kg.
14 Aspirin 80mg. /kg. Chlorpheniramine ED1060
) : : maleate 2mg. /kg.
15 Aspirin 80mg. /kg. Diphenhydramine ED100
.. hydrochloride 8mg. /kg.
16 Aspirin 80ing. /kg. Atropine sulfate "ED100
L 0. 2mg. /kg.
17 Aspirin 80mg, /kg. Scopolamine . ED100
g ) hydrobromide 0.2mg. /kg.
18 Salibylamide 90mng. /kg. Chlorpheniramine ~ EDI100
o . maleate 2myg. /kg. "
19 Salicylamide 90mg. /kg. Diphenhydramine ED100
; . hydrochloride 8ing. /kg.’
20° Salicylamide 90mg. /kg. Atropine sulfate ED100-
. : 0.2mg. /kg. i
21 Salicylamide 90mg. /kg. Scopolamine ED100
- hydrobromide 0.2mg. /kg. :
22 Sulpyrine 60mg. /kg. Chlorpheniramine ED100
maleate 2mg. /kg. Y
23 Sulpyrine 60mg. /kg. Diphenhydramine ED100
hydrochloride 8mg. /kg.
24 Sulpyrine 60mg. /kg. Atropine sulfate ED100
0.2mg. /kg.
25 Sulpyrine 60mg. /kg. Scopolamine ED160
hydrobromide 0.2mg. /kg.
26 Phenacetin 70mg. /kg. Chlorpheniramine ED100
- maleate 2mg. /kg.
27 Phenacetin 70mg. /kg. Diphenhydramine ED100
: hydrochloride 8mg. /kg.
28 Phenacetin 70mg. /kg. Atropine sulfate ED100
‘ 0. 2mg. /kg.
29 Phenacetin 70mg. /kg. Scopolamine ED100
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Table]l—~The Elevation-Rate of the Pain Reaction Threshold of the Some Antipyretic
- Analgesics Compounding with the Some Adjutants by the Converted Mac
Donald’s Method

No. Dosage of Drug (P.0.) Elevation
Antipyretics Adjutants rate*
1 Aminopyrine 100mg */kg. — 1.00
2 Aspirin 150mg. /kg. — 0.92
3 Salicylamide 160mg. /kg. — 0.91
4 Sulpyrine 100mg. /kg. — 0.95
5 Phenacetin 140mg. /kg. — 0.94
6 Aminopyrine 50mg. /kg. Chlorpheniramine 1.42
maleate 2mg. /kg.
7 Aminopyrine 50mg. /kg. Diphenhydramine 1.39
hydrochloide 8mg. /kg.
8 Aminopyrine 50mg. /kg. Atropine sulfate 1.36
0. 2mg. /kg.
9 Aminopyrine 50mg. /kg. Scopolamine 1.37
- hydrobromide 0.2mg. /kg.
10 Aspirin 80mg. /kg. Chlorpheniramine 1.17
maleate 2mg. /kg.
11 Aspirin 80mg. /kg. Diphenhydramine 1.18
hydrochloride 8mg. /kg.
12 Aspirin 80mg. /kg. . Atropine sulfate 1.12
0.2mg. /kg. 1.12
13 Aspirin 80mg. /kg. Scopolasine 1.14
hydrobromide 0.2mg. /kg.
14 Salicylamide 90mg. /kg. Chlorpheniramine 1.15
maleate 2mg. /kg.
15 Salicylamide 90mg. /kg. Diphenhydramine 1.14
hydrochloride 8mg. /kg.
16 Salicylamide 90mg. /kg. Atropine sulfate 1.08
) 0. 2mg. /kg.
17 Saliaylamide 90mg. /kg. Scopolamine 1.09
hydrebromide 0.2mg. /kg.
18 Sulpyrine 60mg. /kg. Chlorpheniramine 1.28
maleate 2mg. /kg.
19 Sulpyrine 60mg. /kg. Diphenhydramine 1.27
hydrochloride 8mg. /kg.
20 Sulpyrine 60mg. /kg. Atropine sulfate 1.20
0.2mg. /kg.
21 Sulpyrine 60mg. /kg. Scopolamine 1.21
hydrobromide 0.2mg. /kg.
22 Phenacetin 70mg. /kg. Chlorpheniramine 1.19
maleate 2mg. /kg.
23 Phenacetin 70mg. /kg. Diphenhydramine 1.18
. hyhdrocloride 8mg. /kg.
24 Phenacetin 70mg. /kg. Atropine sulfate 1.11
) ) 0.2mg. /kg.
25 Scopolamine 1.12

Phenacetin 70mg. /kg.

hydrocromide 0.2mg. /kg.

* The elevation-rate is the elevation-rate of the pain reaction threshold.
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Koster S-¢] Wifif Writhing’s method® 3{HZX ML 2 Bastz, Mac Donaldse]
RS SHEX AR A BRMELAEGED S FEEHT & XS BRstd o THE
B4 BEamaiEne EROSRE FEse BREo= FAYT & A stden, oF
£+ B ¢ ERERE ot 2oh
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@ Aminopyrine 50mg. /kg.,d] fahjgEo 24 chlorpheniramine maleate 2mg. /kg., di-
phenhydramine hydrochloride 8mg./kg., atropine sulfate 0.2mg./kg., ®¥& scopolam
ine hydrobromide 0.2mg. /kg. & A% FE&TA S aminopyrine 100mg. /kgs] &=
Writhing’s syndrome?] #JHIZI £7F 9 glc).

® Aspirin 80mg. /kg. o] #hahgEc =M chlorpheniramine maleate 2mg. /kg., diphenh-
ydramine hydrochloride 8mg. /kg., atropine sulfate 0.2mg./kg., = scopolamine hy-
drobromide 0.2mg. /kg. & 42 E&3 AL salicylamide 160mg. /kg. o] %’2’1&.5’%]—3;:— Writh-
ng’s syndromes] HHEHZIEA Y}, :

® Salicylamide 90mg. /kg. o #gh#8o 24 chlorpheniramine maleate 2mg. /kg., dip-
henhydramine hydrochloride ang. /kg., atropine sulfate 0.2mg. /kg., =¥ scopolamine
hydrobromide 0.2mg. /kg. & 2+ 7 Ei&T AL salicylamide 160mg. /kg. o] HEste W-
rithing’s syndrome2] i

@ Sulpyrine 60mg. /kg. o] #ighgeo 24 chlorpheniramine maleate 2mg. /kg., diphe-
nhydramine hydrochloride 8mg. /kg., X%+ atropine sulfate 0.2mg./kg. & 7 2 &3
A ¢ scopolamine hydrobromide 0.2mg. /kg. o] 35¥%3} sulpyrine 100mg. /kg.2] 31l
R ARt

® Phenacetin 70mg. /kg. ] ##j3&o =4 chlorpheniramine ' 2mg. /kg., diphenhydra-
mine hydrochloride 8mg. /kg., atropine sulfate 0.2mg. /kg., =¥ scopolamine hydrob-
romide 0.2mg. /kg. & 74 7 Ei& % A -2 phenacetin 140mg. /kg. o] %%3}= Writhing’s
syndrome?] IHIZHRT Hgict. '

2. Mac Dodaldd] &R#:el oste] & ALAMEAKS ZHRE LA L aminopyrine 10
Omg. /kg. =1. OOOI] ¥l 3t4, aminopyrine50mg. /kg. | chlorpheniramine mamine maleate
2mg. /kg. & FAHHET Aol 1.42, aminopyrine 50mg. /kg.<] diphenhydamine hydro
hloride 8mg. /kg. & E &S Ao] 1.39, aminophrine 50mg. /kg. o] atropine sulfate 0.2
mg. /kg.%— FLa#EeE Ao] 1.36, aminopyrine 50mg. /kg. 4] scopolamine hydromide 0.
2mg. /kg.%- Bla&t A9 1.37, aspirine 80mg. /kg. <] chlopheniramine maleate 2mg. /kg.
€ EA&RAT A 1.17, aspirin 80mg. /kg. o] diphenhydromine hydrochloride 8mg. /ke.
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5 AT Ze) 1.18, aspirin 80mg. /kg. o] atropine sulfate 0.2mg. /kg. & EAPLE
3t Aeo] 1.12, aspirin 80mg. /kg.<]| scopolamine hydrobromide 0.2mg./kg. 2 HE&S A
o] 1.i14, salicylamide 90mg. /kg.<] chlorpheniramine maleate 2mg. /kg. & H&EH
ZAo] 1.15, salicylamide 90mg. /kg. ] diphehydramine hydrochloride 8mg./kg. &
REE Aol 1.14, salicylamide 90mg. /kg. o] atropine sulate 0.2mg. /kg. & BE&3:
1. 08, salicylamide 90mg. /kg. o] scopolamine hydrobromide 0.2mg. /kg. & @43
1.09, sulpyrine 60mg. /kg.¢] chlorpheniramine maleate?2 mg./kg. & Fi&T Aol 1.28,
sulpyrine 60mg. /kg. 4] diphenhyhydramine hydrochloride 8mg. /kg. E Bl &3 Ao 1.27,
sulpyrine 60mg. /kg. ol atropine sulfate 0.2mg/kg. & E&s Aol 1.20, sulpyrine 60mg.
kg. ol scopolamine hydrobromide 0.2mg. /kg. & F&3st= RAe] 1.21, phenacetin 70mg./
kg. o] chlorpheniramijnemaleate 2mg. /kg. = Fl&3F Ao] 1.19, phenacetin 70mg. /kg. o
diphenhydramine hydrochloride 8mg. /kg. & F &3 A o] 1.18, phenacetin 70mg. /kg. ¢
atropine sulfate 0.2mg. /kg. & EZ4& % Ao] 1.11, phenacetin 70mg. /kg. o] scopolamine
hydrobromide 0.2mg. /kg. & H&3E Ao] 1.120]¢lx},
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