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Development of the Dissolution Test for Dobesilate Calcium Tablets and Acepifylline Tablets

Chan Ho Park”, Jin Ha Lee, Kim Eun Jung, Dong Sup Kim*, Young Ok Kim*, Kyung Hee Sohn*,
Young Me Song™*, Hong Kee Sah*** and Hoo-Kyun Choi****
Hazardous Substances Analysis Division, Gwangju Regional Food and Drug Administration, Gwangju 500-480, Korea
*National Institute of Food and Drug Safety Evaluation, Cheongwon 363-951, Korea
**Korea Food and Drug Administration, Bioequivalence Evaluation Divison, Cheongwon 363-951, Korea
***College of Pharmacy, Ewha Womans University, Seoul 120-750, Korea
**%%College of Pharmacy, Chosun University, Gwangju 501-759, Korea

Abstract — The dissolution test method and an analytical procedure by HPLC were developed and validated for dobesilate
calcium tablets and acepifylline tablets. These drugs were not yet characterized by the dissolution specifications in Korean
Pharmaceutical Codex. So, with each reference and test drugs, we did the preliminary and standard experiments based on
the Korean Pharmacopeia Guideline of dissolution testing for solid oral dosage forms. The dissolution test for dobesilate
calcium tablets was carried out under sink conditions as following: dissolution medium water, paddle rotation speed 50 rpm
and vessel volume 900 m/. More than 90% of its label amount was released within 30 min in this method. Also the dis-
solution test for acepifylline tablets was carried out under sink conditions as follows: dissolution medium water, paddle rota-
tion speed 100 rpm and vessel volume 900 m/. More than 90% of its label amount was released within 45 min in this
method. The dissolution samples were analyzed with a precise and accurate HPLC method. The developed dissolution test
showed specificity, linearity, precision and accuracy within the acceptable range. The dissolution testing method described
above was adequate for the purpose and may be proposed as a pharmacopeial standard to assess the performance of dobe-

silate calcium tablets and acepifylline tablets.

Keywords [] dissolution test, dobesilate calcium tablets, acepifylline tablets
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Table I - List of reference and test drugs

Item Product name SAnple Dosage Label
No. form amount
A-1
Reference A A-2
Dobesilate A-3
calcium tablets Test B B Tablets 250 mg/tab.
Test C C
Test D D
E-1
Reference E E-2
Acepifylline E-3
tablets Test F Tablets 250 mg/tab.
Test G G
Test H H

zlo
g3k L,

M AZvlE T2 = ShiseidoArH(Tokyo, Japan)
Nanospace SI-2 systems AM&aFSI}

HAE
HIAIMZES B — ook A1, A2, A3 Y A|EeEB, C, D
of it Tostelde] CjokE 1wy AR Y AR
o wet Algsiict. ik g oF 50 mgell dlEdehs @
& AUsH Hot B8 Yol 0] 100.0 m/E 3+ thy ojutsf
t}h ofdl 2.0 miE F3lo] E5 @o] 50.0 miE slo] FHoow
Ak w2 EWAAEEE oF 50 mgs FUsH gof B
o] =0 100.0 mZ gt} o] o 2.0 miE FHsl] B2 50.0 mE
slo] M (©F 20 pgm)O = Sk HY W EFNS VAL E
S tx2 sfo] AL7MAREEESAR e el Algste] v
301 nmelA SFEE S7dsto] TS Attt

OMMID|Z2l & — tfxoF E-1, E-2, E-3 ¥ X382k E G, Hel
tisle] Tuistelde] cekE 715 opAluER A gEef )
2} Al obAlulh ™ oF 250 mgell ddsle kS st
Al Aslo] 5 9ol 250.0 miE 3 Uy ofufsiar ol 25.0 ml
< FH3l 52 o] 1000 miE 8 FNS HAo 7 FIic), uf
7 oplugy F5E oF 250 mgS AU go} Bofl Hol =
o 100.0 m/Z kit o] o 10.0 mE Falo] B2 Yol o
100.0 m/= aFo] EFN(SF 250 pg/m) .= ek HoH W %
M 7} 10.0 e k] 0.1 moll BAF 100 ml 2 ES dol
100.0 miZ gttt o5 A& 7FA3L 0.1 mol/ 4t 10.0 miell &
= 9o 100.0 miE §F NS i oR o] AT
S99l w9+ 273 nmellA] FEEE S5kl TS A
A
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fn o
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slo] isteld dwbgn TARgolokte] 85 52 X
of whe} o) AI3 Z7A(Table S A3t pH 1.2, pH 4.0,
pH 6.8, 5 AN O 3lo] FE2P4S vl - HESIILE &
AMPHE ZF A NS RN 07 510 A7 AR-EHTET
of whe} Z+2zb 314 301 nm ¥ 273 nmellH FFEE =6}
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Table II — Conditions of preliminary dissolution test for dobesilate
calcium tablets and acepifylline tablets

KP general tests, dissolution test apparatus I
(Paddle, under sinker)

pH 1.2, pH 4.0, pH 6.8, Water

Apparatus

Dissolution medium

Medium volume 900 m/

Sampling time 5, 10, 15, 30, 45, 60 min
Temp. 37+0.5°C

Rotation speed 50 rpm
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Table III - HPLC conditions for dobesilate calcium tablets

Detector UV 301 nm

Column SP " Column type UG120 (250%4.6 mm, 5 pm)
Temp. 40°C

Mobile phase 0.1% phosphoric acid : MeOH (90 : 10)
Injection vol. 10 W

Flow rate 1.0 m//min

Table IV - HPLC conditions for acepifylline tablets

Detector UV 273 nm
Column SP” Column type UG120 (250x4.6 mm, 5 um)
Temp. 40°C

Mobile phase Acetate buffer (pH 3.5) : Acetonitrile (90 : 10)
% Acetate buffer: Dissolve 1.36 g of sodium acetate

1.36 g and 10 m/ of acetic acid (100) in about 1000 m/

of water
Injection vol. 10 W/
Flow rate 1.0 m//min
tisle] oF 2, 4, 8, 16, 32 ugml/}t E == ZAE] AaFde 2
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BueeltE L ojs} 3 7

AelaL, 8% § AN 045 um
AFA oz 108 3|Asle] FTYTES =AT).
=4Y g2|Hlo|M
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Table V - Conditions of dissolution test for dobesilate calcium
tablets and acepifylline tablets

KP general tests, dissolution test apparatus II

Apparatus (Paddle, under sinker)
Dissolution medium  Water

Medium volume 900 m/

Sampling time 5, 10, 15, 30, 45, 60 min
Temp. 37+0.5°C

Rotation speed 50 rpm
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Fig. 1 - Chromatograms and PDA spectrum of Dobesilate Ca (A) standard (B) commercial sample (both at about 40 ug/ml).
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Fig. 2 — Chromatograms and PDA spectrum of Acepifylline (A) standard (B) commercial sample (both at about 40 pg/mi).
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Fig. 3 — Dissolution profile of reference drug of dobesilate calcium
tablets A-1.
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Fig. 5 — Dissolution profile in reference drugs of dobesilate calcium tablets between Lab A and Lab B.
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Fig. 6 — Dissolution profile in reference drugs of acepifylline tablets between Lab A and Lab B.
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