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Effect of Admixture of Commercially Available Corticosteroid Ointments
and/or Creams on Vasoconstrictor Activity
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A commonly used admixture of commercially available ointments and/or creams was selected from the prescribed
sheets in our hospital, and questionnaire to dermatologists. To assess the relationship between permeability of cor-
ticosteroid through murine skin and clinical effects in human, we attempted to investigate the vasoconstrictor activity of
these admixtures of topical corticosteroid by double-blind controlled study. Test samples were occluded at random on
the back of 20 healthy volunteers for 4 hours. The vasoconstrictor activity of corticosteroid creams (Lidomex®) alone
was significantly large as compared with that of ointments alone. The vasoconstrictor activity of corticosteroid in the ad-
mixture of Lidomex® ointment and urea ointments or heparinoid ointment was 1.5—2 fold significantly larger than that
from ointments alone. The extent of the stability of the emulsion after mixing was related to the vasoconstrictor activity.
These experiments demonstrated a close relationship between the vasoconstrictor activity of human skin and permeabili-
ty of hairless mice skin. These results suggested that the vasoconstrictor activity of topical corticosteroids mixed with
commercially available ointments and/or creams depends upon their physicochemical characteristics.
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Table 1. Products Lists of Vasoconstrictor Activity Tests

Products Ingredient Base Lot. No. Manufactures

Corticosteroids

Lidomex ointment Betamethasone valerate ov SK1W Kowa

Lidomex cream Betamethasone valerate O/W? KJ1A Kowa
Moisturized creams

Pastaronsoft urea W/0% BABN Sato

Keratinamin ointment urea o/W DO1A Sato

Hirudoidsoft heparinoid w/0 19406 Maruho

1) O: ointment, 2) O/W-cream, 3) W/O—cream.
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Table 2. A Comparison of Positive Frequency of Vasoconstrictor Reaction among Five Test Preparations at Each Evaluation Time

2 hours S hours 20 hours
. % . % . %
Drugs Ranking Cases Wilcoxon Ranking Cases Wilcoxon Ranking Cases Wilcoxon
—test —test —test
#H+ £ - += #+ + - += # 4+ - +=
Lidomex (L) Ointment(O) 0 10 3 7 50 — 0 11 2 7 55 — 0 0 2 18 0 —
LO+ Pastaronsoft (1 : 1) 4 13 2 1 8 p=0.004 3 13 3 1 80 p=0.020 0 4 7 9 20 p=0.002
L+Keratinamin O(1 : 1) 3 13 2 2 80 p=0.017 2 13 2 3 75 p=0.090 0 2 5 13 10 p=0.053
LO +Hirudoidsoft (1 : 1) 2 11 4 3 65 p=0.143 0 12 4 4 60 p=0.542 0 1 2 17 5 p=0.604
L Cream 513 2 0 90 p<0.001 4 15 1 O 95 p<0.001 0 7 5 8 35  p<0.001

x? tests x2.1(10.86) =58.65, p<<0.001

X2(10.59)

=61.99, p<0.001 %2, (12.36) =47.84, p<0.001
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Table 3. Effects of Emulsion Stability of Total Score of Positive Blanching Phenomenon by Vasoconstrictor Activity of Admixture
Lidomex Ointment and Keratinamin Ointment in Human
2 hours 5 hours 20 hours
Drugs Ranking % Cases Ranking % Cases Ranking % Cases
# + = - +< # o+ = - +< # o+ = - +=<
before destruction 3 13 2 2 80 2 13 2 3 75 0 2 5 13 10
after destruction 0 9 3 8 45 0 8 1 11 40 0 0 2 18 0
x? test x21(2.11) =13.27, p=0.009 x21(1.98) =14.15, p=0.002 x2.1(2.68) =5.69, p=0.079
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Fig. 1. Time Course of Total Score of Positive Blanching Fig. 2. Time Course of Total Score of Positive Blanching

Phenomenon by Vasoconstrictor Activity of Lidomex (L)
Ointment and Cream in Human.
(O=L ointment, @=L cream.
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Fig. 3. Effects of Emulsion Stability of Total Score of Posi-
tive Blanching Phenomenon by Vasoconstrictor Activity of
Lidomex Ointment (LO) and Admixture with Keratinamin
O in Human

(O=after destruction; @=nbefore destruction
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Fig. 4. Correlation between Total Score of Positive Blanch-
ing Phenomenon by Vasoconstrictor Activity and Permeabil-
ity of Corticosteroid through Hairless Mice Skin
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