Journal of the Pharmaceutical Society of Korea.
14, 28—35 1(1970)

Aminopyrine - 8| AEI2| BEBAWS Mol FAs HWE
gt ig* - 2R - BE0L - &ER - BREE

S.H. Han, M.H.Lee, S.H. Min, S.K.Kim, C.H. Woo; Studies on the
Absorption of Mixed Compounds of Aminopyrine Antihistamic Agent.

{Received March, 15, 1970)

The absorption of Aminopyrine from the small intestine of a rat in combination
with antihistamic agent, Diphenhydramine, Pheniramine, Tripelennamine and Dip-
henhydramine respectively, was examined.

Through the rat small intestine canal, a definite quantity of a sample solution
comprising 0.5 mM of Aminopyrine and 0.1 mM of each antihistamic agent in
phosphate buffer solution (pH=7.4) was perfused through the rat small intestine
at rate 5ml per minute.

The samples of the circulating solution were taken out after 5 minutes of the
perfusion to give initial concentration and every 30 minutes for 3 hours. The
amount of residual Aminopyrine in the solution was determined photometrically at
720 mg by using 0.4% potassium ferricyanate solution and 1% ferric nitrate in
0. 1N nitric solution.

The mixed compounds of Aminopyrine with antihistamic agent, such as Amin-
opyrine with Diphenhydramine, Aminopyrine with Pheniramine, Aminopyrine with
Tripelennamine and Aminopyrine with Chlorpheniramine showed more increased
absorption than Aminopyrine alone.

The absorption rate constants and apparent permeability coefficients of the mixed
compounds were shown in detail.
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Teble I. Absorption Rate of Aminopyrine(in situ)
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. . \: Remaining ! Absorption c ' l . .
Txme(mm.)j drug Rate ! log(Ta) k | ip(cm/mm.) | s(min."1)
30 89.1 10.9 ~0.0501 1.67% 10;3 3.23x1073 3.85x 1072
60 80.4 19.6 —0.0947 1.57 3.16 4.20
90 71.0 29.0 -0, 1487 1.65 3.30 3.81
120 64.6 35.4 —0.1898 1.58 3.11 3.64
150 58.5 41.5 —0.2328 1.55 3.2% 3.57
180 52.3 47.7 —0.2815 1.56 3.20. 3.60
mean 1.59x107*  3:20x%1073 3.77%x197%
k; slop. p; Permeability coeficient. «; velocity constant.

Results are given as mean value from six experiments.

Table II. Absorptiun Rate of Mixed compound of Aminopyrine Diphenhydramine(in situ)

Time(min.) Rerg:&tsng Ab;é)ar&tlon log(e/co) k p(cm/min.) ,l x(min.~t)
30 88.3 11.7 0.0540 1.80%x 1073 3.42x1073 4.15%x1073

60 77.0 23.0 0.1135 1.89 3.45 4.35

90 68.5 31.5 0. 1643 1.82 3.44 4.21

120 60.6 39.4 0.2175 1.81 3.32 4.17

150 54.0 46.0 0. 2676 1.78 3.12 4.10

180 48.3 51.7 0.3161 1.75 3.30 4.04

mean 1.80x1073

3.39x10™%  4.17x1073
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Table III. Absorption Rate of Mixed Compound of Aminopyrine Pheniramine(in situ)

Time(min.) Rergx’xgng Abslgfetion l log(e/co) k ](p(cm/min.) ’ ‘s(min."1)

30 86.0 14.0 - 0. 0655 2.18x1073 4.25x107% 5.03x 1073

60 74.3 25.7 0.1280 2.15 4.20 4.95

90 64.5 35.5 0. 1904 2.11 4.05 4.87

120 56.6 43.4 0.2472 2.06 4.04 4.74

150 49.0 51.0 0. 3098 2.07 4.02 4.75

180 43.5 56.5 0. 3615 2.00 4.01 4.62
mean - 2.09%x1072 4.08x10? 4.76x1078

Table IV. Absorption Rate of Mixed Compound of Aminopyrine Tripelennamine(in situ)

Time(min.) jglzg‘ggi;i“gv Ab}g;f;i“ log(e/co) . ‘ plem/min.) |  #(min.~1)
30 84.3 15.7 0.0742 2.47x10%  4.72x10°  5.69x10°
60 72.5 27.5 0.1397 2.32 4.50 5.36
90 60.2 39.8 0.2204 2.44 4.52 5.64
120 52.0° 48.0 0. 2840 2.36 4.65 5.45
150 44.5 55.5 0.3516 2.34 4.80 5.40
180 " 38.3 61.7 0. 4168 2.31 4.65 5.33

mane 2.47 %107 4.63x107% 5.47x107°

Table V. Absorption Rate of Mixed Compound of Aminopyrine Chlorpheniramine(in situ)

Time(min.) Re‘g:i;ing Absorption | 150 (¢ /an) B plem/min) | (min. ")
30 83.0 17.0 0. 0809 2.69%x107? 5.17x 1078 6.21x1073
60 69.1 30.9 0.1605 2.67 5.25 6.16
90 58.3 41.7 0.2343 2.60 5.31 6.00
120 49.5 50.5 0.3054 2.54 5.34 5.96
150 41.8 58.2 0.3788 2.52 5.15 5.81
180 35.0 65.0 0. 4559 2.53 - 5.08 5.83
mean 2.59x10°*  5.22x107°  5.99x107®
k; slope k; permeability coefficient &; velocity constant
Results are given as mean value from six experiments.
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Fig 5. Linear relationship between remaining Fig 6. Linear relationship between remaining

" Aminopyrine(.), and mixture of Amin-

opyrine-Diphenhydramine(x), in perfusion
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Aminopyrie Tripelennamine 5.47x107% » .
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