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We investigated the uniformity of content, rheological properties and chemical stability for prescription of Kindavate®
ointment diluted with white petrolatum. When the ointment was levigated with white petrolatum (Propeto® for dilution) by
a pharmacist or mixed by an autorotation/orbital mechanical mixer, a uniform ointment having the precise drug content
could be prepared for all conditions. However, as the dilution ratio increased, the hardness of the ointment seemed to de-
crease based on the yield point measured with a spread meter and apparent absolute viscosity. Also, using a polarizing mi-
croscope, we observed a dispersion of oil droplets (consisting of liquid paraffin in clobetasone butyrate) in petrolatum for
both Kindavate® ointment and the diluted ointment showing that the internal structure of ointment had not been affected by
preparation of the diluted ointment either manually by pharmacists or using the mechanical mixer. When the diluted oint-
ment was stored at 4 or 257 in tight container in the absence of light, it was chemically stable for at least a month.

Since our results showed that Kindavate® ointment diluted with petrolatum had a precise drug content and was stable ‘
over time, it should be feasible to prepare the ointment in advance of use.
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HPLC HI%E X LT O 5T - 72.
FE D LC2000(H A4 6W), # F 4 Inertsii ODS—
3 (4.695 X150mm, 5 pm, ¥ — T VH AT AH),
BEAH  50mmol/L V) Y ERBEM W/ T P = ) IVRE
(35:65), Wk : 1.0mL/min, P : 2330m, 7T
L L SR O—EmE, AR D 10uL

4. BEOREFZHYHE
WEORIMIIA Ly FA—%— (BE1) x HwT
AR L7z, AR5 (em?) 122w T, 5 ~2008# 0
AEHERE D ZHBUC X DHIE L, TRMERTTH S
20085 Ol Do (cm) 5> & T 5 O X2 L ) B AR AE So
(dyne/cm?®) % B L 72 (Scheme 1 ).
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5. REMRAR
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Ei%, 98.7£0.59(%)TH 1, WTFNIOEH» S bHER
BHH ORI 7 TRy U RET B0 DKER FE
DEVWEEEDPHEVTELZD D EEL SN,

FRNEH IS X ARFAIE, &5 ViIdEE - At 3 F4—
(B EVFRKED)IZ L B F 7N — MIRE O F5 R
G, THREBEDY MHIIOWTEMLIEZ A, VT
NOFBEMFIZBVTLIUBL LOTEESELZRL, B
— ORISR E N T WA Z & AR S 4172 (Table
1), 72, 1 150X IHRT LT EGENH
MUZHE, IFT—OFPEFMI L 2ELY &
WEBEY RGO NDE Z Db o T,

BB R BT A IS, R AR AT B E
275 LB, A THEE > TH LA HIE
ENDLDIZHETOTEDOE ML bNE I LHH
0, BEREBENSEHOIZREDHPELKDRAR
FALDBIEAEZ D12 T DS, ARSI L - THE
SNTWBRY, UL Leds, REBESER CHEDRBIC
PR LEER L F N EEE T L, S5V —I2 LA
AL L B L THaIcEHTh B EEZ LT,

Tablel. 7HRMCHML72F v N~ FOWBED

w1
Kindavate®/ Pharmacist Mixer
Propeto@ 30s 1min 30s
1:1 101.7 £ 1.30 98.9 + 0.87 99.5 + (.40
1:2 98.1 £1.00 98.6 + 0.99 97.7 £0.37
1:5 93.5 £ 0.80* 97.1 £ 0.45* 99.4 +0.86

Each value represents the meant S.D. of three experiments.
*Significantly different from the content diluted with mixer
by Student’s t-test (p<0.05).
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T, AT Ly FA—=¥%—%HWTHE L7, Fig. 1128
IEXN/RABOEZEAEHNO 7Oy M rbEHRER
PZRERERIRT. AT Ly FA—F — %Az BERED
BHFEICIIWL D2 OHENDH Y, RIFLETIL IS 12
HENTWAMNOXTEN L7209, FIF2 280
TN— TS L OCRATHEL 285BI oW TR
% #%E L, 4000 (dyne/cm?) ZBFE L LTHSH W
DEFNDDOITHLTBY, ZoExHIoX THET
H]9 5 L #1350 (dyne/cm?) & 2 5. ZHUd 7 R
D7 T O N/ ERME & M TH - 72 (Fig. 1B). 4
MO THEH L 7o eaqa7 ) Vi, o
T MR DMK & IR TER S VR TH B 7
O, FHFEORAK L &S IR NS5 2T 5
N7-(Fig. 1A)., 70X IEHOL T LY > L DfIC
i, BRI TH 202 H D (Fig. 1B), 70X 1@
TORMPUTBACN:, 7% b & R AT 5 B o fifE Pk
WL TWD 2 EAURIE S 7.
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TLTWwWAZENbhro7, L7222 T, HiEE REn%
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TR L8 2 % EE (4 °C), BT @5C)B X0
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Table 2. FRL72%F v ¥ X—  ORED 1 # el

‘Weight ratio Drug contents (%) in diluted ointments
(Kidavate®/
Propeto®) Initial* 4°C 25°C 40°C, 75%RH

1:1 101.7+1.33 99.8 £ 0.15 100.7 +1.28 90.0 +0.81
Pharmacist 1:2 98.1 £1.01 99.7 £0.91 100.5 £1.15 91.7 £ 0.62
1:5 93.5 +0.80 93.8+1.11 93.9 +0.72 86.6 £1.35
1:1 99.5 £0.40 99.9 + 0.67 99.8 + 0.15 94.7 £ 1.59
Mixer 1:2 97.7 £0.37 97.9 + 0.44 974 +1.10 87.0 £0.29
1:5 99.4 + 0.86 98.9 +0.52 96.9 +1.04 85.9+£1.35

% Initial values were determined after preparation immediately.

Each value represents the mean®S.D. of three experiments.

TWBY, KUK IZMIRERERICTH B 70X NOTHR
LTWwa7:0, REWCIZEAFO pH OELITA L%
WLOD, XU FN- FOOEETH LM ARy
YRITNVAC AT VEERFEOZ L6, I#EEHETICE
WK% ST AR R, EEEEMETLAb0L
WEINT.

F /o, RIS IILL SN E ST EPEOERRET
(FWTRT) THRBE SN EMEL, A ERL
BRI EIEOE— DR b N B TR DWW THRE L
TWABY, ZOHEOHT, HrZICHREL L 285K EH
HIZBWTEEOY—MEPRFI NS 012, T3
EA, B5VIEABOMBEEIHN EPEETH S
RO HNTWA, RIFFICBWTIE, KiR(4TC)
RER(25C), H DTN S (40C, 75%RH) T 1
HARBRAE L7, RREERFGEL TV LTI
BooLNT, THEOW -HIIRAhTwEEELZLN
oo TOZ R, FUAN- IOHREOHF L LTOR
FPOCTHAZ EDPLBERMIL TRV, /7
TR NOTHERL 72720 12 B HB X OFEH B OAHEEA
PRI-N7=Z L2 E B EHEEI N,

DEDFERL Y, MAEB L 9 — 12X 24T
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3, A Ed 1A AIMEFMICLETH S Z EHHS
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L LR HTEBICEIL N R 2479 2 & oL BT
R ENT, SHB S5, BER 28T A B THR
ENAF SN TVDE AT O FEHEDRKIIS L VAR

Brs, ARSI EA L 22 EBoSEYE SRR e
WK2WTOHRE LT $ETh A,

BEE AW OB T 1 T o T S CRR
AR~ P8R D —FHE LTEBLZLDTHE, Kif
FEDFATIZ T I 22720 72 KIS IS & R Bt 0 &
DL BT

F72, hbL DA™ 235 L Cnizlniy rF—#
OHIIE CALE L Ly $ 4.
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