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The dilution or mixing of commercially available corticosteroid formulations is a common practice in our
country. We therefore evaluated the pharmaceutical stability and ctinical effects of such admixtures.

The quantities of the aqueuos phase separated by centrifugation employed as an index of the destructution of
an emulsion after mixing were measured, with a high value being obtained with the admixtures of corticoster-
oid ointments and o/w-type moisuturizing creams. In contrast, the admixtures utilizing w/ o-type creams were
found to be physically stable for a month.

To evaluate the preservative efficacy, we attempted to investigate the microbial contamination of these ad-
mixtures with Antebete® ointment. For all aqueous phases separated by centrifugation stored and at room either
temperature or in a refrigerator for one week, and each mixture was touched by a human finger twice a day. As
a result, it was impossible to prevent microbial contamination in these admixtures.

The permeability of corticosteroids using hairless mice skin in the admixture of Lidomex® ointment, Ante-
bete® ointment, and Myser® ointment and moisturizing creams through the skin was 5-, 2-, 3-fold greater, re-
spectively, than that from each corticosteroid ointment alone. The extent of the stability of the emulsion after
. mixing was related to the permeability.

The vasoconstrictor activity of humans in the admixture of Lidomex® ointment and moisturizing creams, urea
or heparinoid, was about 2 fold greater than that from the corticosteroid ointments alone, and this difference
was significant.

When the concentration of corticosteroid was reduced by half using an admixture of corticosteroid ointment
with vaseline or moisturizing creams, no difference was observed in the systemic side effects between the corti-
costeroid ointment alone and the admixtures.
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HRE Az BAm RAE
EXPEIZ 31 W/O Y 0.201+0.04 0.221+0.09
PAZA LY 2 O/W B4 0.40+0.07 4.40+0.68
TSFFIUBE oW B 1.95+0.24 3.82+0.25
v T4 AN W/O 2 0.08+0.04 0.10+0.02
ENVEARY DB W/O &) 0.10+0.05 0.12+0.04
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7. VAV AEKE, 7 - L2BEBBIPRELIZKENOL MZBIT2
1L AR o P 8
2 B5fElik 5 Byl 2 0 B5R&
2504 41 N B wilcoxo B Wil R | wip
ERESLUHAAEDY 7 (%) na)lllﬁ);}z H F (%) n;)j;’;; f E = (%) na';ﬂ;’;;
++ + | 2| - | +S[BORE |+4+] + | 2| - | +S|HRE [+4+] + | 2| - | +s|BORE
Y RAYIRVRT 0|10 3 (7| 50 - oO|11| 2| 7| 55 - 0o|j0(2(|18] 0 -
LT+ 240V7 K1) 4 (13| 2 | 1| 85 |p=0.004[ 3 (13| 3| 1 80 [p=0.020f O [ 4 | 7| 9 | 20 |p=0.002

LT+ S>FFIoumgn) | 3|13 2 | 2| 80 |p=0.017| 2 [13| 2| 3 | 75 [p=0.080] O | 2 | 5| 13| 10 |p=0.053

LBRTF+eEN RS RYZ M) | 2 |11 4| 3| 65 [p=0.143] O (12| 4| 4 | 60 [p=0542] 0 | 1| 2 |17 | 5 |p=0.604

Loy—nAa 5113 2 | 0| 90 |p<0.001| 4 15| 1 | O | 95 |p<0.001| O | 7 | 5| 8 | 35 [p<0.001
2R xBE X %2(10.86)=58.65, p<0.001

x 2cal(10.59)=61.99, p<0.001 x *cal(12.36)=47.84, p<0.001

£8. ) KAy s AWITE 755+ 3 Y RIFRAEROCIKEEA RIZ S LB IX

HERPEER DB
. ' 2 BRI 5 B5RAL 20 hours
FLALKRE HIE FE 14 (%) I FB 4R (%) HE B (%)
+4+ | + + - += | ++ | + + - += +4+| + | - +s
%2610 3 13 2 2 80 2 13 2 3 75 (o} 2 5|13 10
gk 0 9 3 8 45 0 8 1 11 40 0 (4] 2| 18 0
x dest X *cq)(2-11)=13.27, p=0.009 X *cai(1.98)=14.15, p=0.002 X *ca1(2.68)=5.69, p=0.079
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BLILDPHIREARTHLEEZ LN

2, BRICBVWTIIREBRIOREICOWVWTRELFF
HASVLETHY), ZO-OFBEENHEL, HFRITA
P EDOHMEL LB VWATLATT RAE T 400 &k X
HHTHLLEZ LN,

FERAV, BEARIEVWIRIEHEAERLFELLC L
lEL MRELTHBTE) Y 28M L. 208
B, FAT7OA FREFBEMEL I POV TEHAE
WEFBROLN, A704 FRBEFICL 32£5ME0BIE
AR LNI., FLVER— FKRBTIRRIWKCRT LD
12, FIVENR— FEMEL R THEOADTREHEAE
FIZENFRDOND, FOMBEFDON L Do
7. ) FXA v 7 ARETIEEBROA, 77— PR
TIHEIBOAICEEIIEN RO LN (FR10,11).
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£9. FLVER—- MKEBOGR - BREWLLH4KE
BLUEREE~NOHE

[ 23 5 & (mg)

HETHQ) [EE) (=T e
aryeka—-ib 47.3+8.7 497.51+31.6 819.9+42.6 38.9+23
FIEXR— FHRE(D) -343+25 43.3+£11.3 1711+ 741 15.8+1.9
D+pEIty -23.3:t1.2* 64.0+15.8 248.9+14.2% 18.7+1.3
D+ RA KV~ 213 +4.2% 88.01+28.6 257.8+17.2% 17.7£2.0
D+/x4%0 7k~ -240+8.7 67.0+£35.8 200.8+ 8.3% 15.1+1.8
RIAEEIFISME L ERREEERT (n=3).

* FIER— FREREURTHEEZSH Y (p<0.05)
£10. VAV 7 ABRFORR - REICL H2HE
BLUEHREER~NOE
fi 23 E & (mg)

RELZE(9) paig 1] BB
arka—-i 473+ 8.7 4975+31.6 819.9+426 38.9+2.3
YURAwOZRHB(L) 107+ 23 1244+ 90 528.5+90.3 26.9+2.2
L+aeoty» 327+ 5.1% 230.3+13.3% 577.2+65.9 33.7+£1.8
L+eJL R4 KY TR 1531129 2169+ 8.9% 530.6+70.4 29.6+6.1
L+RR&0QYT B 15.3+ 3.1 1992+t 19.9* 543.8+37.9 29.8+2.9
FE ML T - IEEREZTT (n=3).

* 1) KAy RBEREHXTHEEEDH Y (p<0.05)
£, Try7X— I+ REOHR - BREILLLGHE
BIUMHEE DY
IR E & (mg)

REZEN(Q) [l B BB
aArera-Jb 47.3+8.7 497.5+31.6 819.9+42.6 38.9+2.3
7 TR — NRE (A) 28.7+46 211.1+£36.4 602.7+16.9 22.6+55
A+BagDtEY v 39.0+8.7 2407+ 7.1 617.71£19.6 36.9+2.8%
A+EJVREA RV T B+ 25.3+5.0 216.2+154 603.41+57.2 34.6+0.7%
A+ 25OV 7+ 34.0+6.9 2349+26.2 596.1+31.1 32.0+1.4%

FAE BRI FHE L FEREEERT (0=3).
* TR — RO EERTHEZSH Y (p<0.05)

INoDZ L ERMPBEIEROBREMFELT, B
Bt YRRERLBALTATOA FREXHRL
TH, BAOUECEFFOBMEIZILT LI LI
DERICK L CRIEA ML TLE ) R DEZEZLS
n, $HEREH»Y T% L, BUWERICOEET 2LEFDH S
EEZ LN

6. BTHT —AN—XADEE?

FRESEFIIC B 2 EEHERICET 2 TIERON
LT — S RBERICT A — RNy VT B ENEETH
B, FIT, ERIZIVEONTFT-SBLUINET
HESNTVLE PR ER L b LI, EMOLGX
BB IUEAMORXRBE I CHECREIKRETE S
T R—ARFEE L. BEICEL, R iy

BF—FN=APF TR, ZWEHR OZEF R2H B
T5EREFLCICREDTEDHEICERZT— % %21
BULIERTFT— Iy N—=2 LR L. BARERH TIEHE
FIBANCHBR OBE Lok W20, BEmhgh S EH
RHIBE BB LR T VL ORHGIT B 2 LA EEER DD
%L, RETAHABICEMORIELZB VTS, fHFZE
KT — & N— 2 FEHEF 00/, BEET—5 X—
AIZ131600:8 ) DA EDLED T — & Z YN L 7.
BERARELGEH L TV 2HEROMAEDLED L3
U OV TERF— I N—2 % VW TREATEICOW
THETHERBIIRTLIICATOA FEREH &£ DR
BT D REEAT — 7 X—R, 29%DHERT— 5
N—ZADEFBU TR TH o7z, AF T A FEFHILL
HORETII2U%DE L U64%DEFEBTHH, =D
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2704 FSRERLEQRE
PERE 2%

2704 FHREHLABTORE

T

8. F—N—RLLBEEVEDHERHE

T— I R=ADHFHRMEITRENT.

LYRETIEZ DT —F N—R % FHTREERR/NNER %
EOZHEMEFELEVET) I LICLY, KERORE
F2MEICBRONTED, BEAPRIGA TN S,

% =

RERNIARR, RE - HRITAHZILxHME LTHE
EhTwhwn, Z0700, ThEITIIHREISLTWEE
BRNBEED ) T, MEHERPEMEAEDLE
1LIZHE D BRRAI R CRIEAANDS, BT hmEs
525 EHNRINT. WBRIEERRETNETEE
WA, BEREBITONLWIEELE K, REIEHZoT
5B L MY B TITV, BEODAMTEEL
BRIIBODDLRETH L. 4%, WEHORE - HikC
BMLTEREEDEORETER, RIFRILICE
DX BEEFALIHLEINL I LD EET NS,

BME AWFRICEL, WHEETEHY I LLERKREESER
FEILZHRICEATRHORE LR LI T. KIRPHEREL
HEE EMBORE W2 /E & F L7 UMM RS2 280 8 H R U
1%, REREEMENEREBERRERNRRAH—1EL%25
U H R ERMRAET RARICECEH LY. #4
DG EHPE L W23 LARTEEHRREERREA
BRERL, RRRFEFTHEREERD S 5 ISR E
ERREERROBEETCE RS LEY. BIKRETH
fodl, MBS /o 7Z & F U WU AE M B B R RHIL R 2 52 R
&, IWHEMKFEEFIERFHILBMHRBBIR 2 6 IR
BEREHRRERT A ZMRICREOEELRLET.
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