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Oxatomide

Oxatomide 0

Ca7Hz0N4O

426.6

1-[3-(4-Benzhydrylpiperazine-1-yl)propyl] benz -imidazolin
-2-one  1-[3-[4-(diphenylmethyl)-1
-piperazinyl]-2-benzimidazol-2(3H)-one

.W“I\ i g

Cizatormde
155-161
Chloroform
Ethanol Ether
Oxatomide
Oxatomide  Hj-histamine receptor cinnarizine
Oxatomide
(mast cells) Histamine
Oxatomide



anti-serotonin ~ anti-cholinergic  anti-SRS-A ©

guinea-pig
Oxatomide
Oxatomide
Oxatomide mast cdll Histamine
(9~12)
Oxatomide Cromolyn sodium
H,-histamine receptor
(13) Oxatomide
2 20ig/ml Oxatomide Histamine
(14~16)
Oxatomide 50i |
2 9.63mg/kg
Oxatomide
Oxatomide
20%
Oxatomide
(18~19)
Oxatomide (20)
a

LDs, of 1.V. Oxatomide 27 mg/kg for mice 30 mg/kg for rats 23
mg/kg for guinea pigs
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L D5, of Oral Oxatomide 320 mg/kginguineapigs 1280 mg/kgin

dogs
b.
0 Oxatomide 35 mg/kg
daly 20 mgkg daly
Oxatomide (e1-23)
4 (Crna) 91%
(tyr) 14 aromatic hydroxylation
oxidative-N-dealkylation 40% 54%
0.1%
(24)
13
Oxatomide 70% =

Chlorpheniramine  clemastine

phenothiazine mequitazine (26~29)

30mg (1 )
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(29)

(30~32)

4.1
a AST GOT ALT GPT vy -GTP

Bilirubin AlI-P LDH

b. Shock Anaphyraing Shock Anaphyraing
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4.2

(33)(34)(39)

Parkinson
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Oxatomide (Lot N0.912012 Sumika Fine Chemicals Japan)
Microcrystalline cellulose 102 (Mingtai Chemicd Tawan)
Starch (Borculo Domo Ingredients  Holland)

L actose (Borculo Domo Ingredients  Holland)

Sodium Starch Glycolate (Avebe Holland)

Calcium Carboxymethylcdlulose (Bolak Company Kored)
Crosspovidone (ISP USA)

Pregelatinized Starch (Avebe Holland)
Polyvinylpyrrolidone K29/32 (ISP USA)
Polyvinylpyrrolidone K90 (ISP USA)

Tween 80 (Merck  Germany)

Tween 20 (Merck  Germany)

Magnesium Stearate (Wako Pure Chemica  Japan)

Hydrochloric acid 37% (HCl) (Merck  Germany)

Methanol (CH;OH) (Merck Germany)

Sodium hydroxide (NaOH) (Merck  Germany)

Potassium dihydrogen phosphate (KH,PO,) (Merck Germany)
Acetonitrile (CH;CN) (Merck  Germany)

Tinsat®30mg Tablets (Lot N0.6453 Janssen-Cilag Korea)
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Modd UV-1601 Shimadzu Japan
Modd 6071 Jenco Tawan
AG104 Mettler toledo Swiss
Transsonic TP690 Elma Germany
Model DT-610 Jasco Japan

Model DIS-422 Jasco Japan

Model JC-RT-16H Jenn-Chiang Machinery Tawan
Model SK-32060 Shin Kwang Machinery Tawan
Model SK-17060 Shin Kwang Machinery Tawan
Mode DST-3 Logan Instruments Corp. USA
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Oxatomide

1 Oxatomide

2.
Tween 80
3 1 2
20 mesh
Tween
4. 4545
(
1
20
7.5%
10%
2.
10

80 mesh

80 mesh

80 mesh
60 mesh

Table3.1
200

Lactose

Tween 20

60 mesh

2

500ml

R.S.D. (Relative standard deviation)

Tween

16 mesh

0.1NHCI
UV 279nm
85-115%
6%



A B C D E F G H
Oxatomide 30 30 30 30 30 30 30 30
Avicd 100 100 100 100 100 100 100 100
Lactose 91 91 91 91 91 107 107 101
Premoje’ 12 12 12

Crosspovidone 12
ECG505 12
Preje 12 12 12
PVP-K29/32 12
PVP-K90 12 6 6 12
Tween80 2 2
Tween20 2
Mag. Stearate | 5 5 5 5 5 5 5 5
Totd 250 250 250 250 250 250 250 250

| J K L M N O
Oxatomide 30 30 30 30 30 30 30
Avicd 100 100 100 100 100 100 100
Lactose 101 95 87 89 8 8 77
Premoje’ 8 16 12 12 12

Crosspovidone
ECG505
Preie™
PVP-K29/32 12 12 12 12
PVP-K90 12 12 12
Tween80 2 2
Tween20 2 2 2
Mag. Stearate | 5 5 5 5 5 5 5
Totd 250 250 250 250 250 250 250

Table 3.1 Oxatomide 30mg

"Premojel: Sod. Starch Glycolate

" ECG505: Ca. Carboxymethlodlulose

" Prejd: Pregdatinized Starch
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USP24
4.
100rpm
5.
3712
(36)
1.
900 ml  0.IN HCI (pH=1.2) pH=45 pH=6.8
0.2M (Sodium phosphate buffer) USP 24
Apparatus 2 paddle method 37.5£ 0.5 50
rpm 5 10 15 20 30 40 60 90
(=279nm)
2.
a pH=12 pH=4.5 Buffer solution
Oxatomide 4mg buffer solution 100ml
40i g/ml Oxatomide buffer solution
20 10 5 25 g/ml 5

Fgurel Fgure?2

2



b. pH6.8 Buffer solution

Oxatomide  pH6.8 Oxatomide
1.6mg Acetonitrile 5ml buffer solution
100ml 16i g/ml  Oxatomide buffer
solution 8 4 2 ligm 5
Fgure 3
(37)
FDA Guidance for Industry
(Similarity Factor) f,
f, 50
fa
15 85% 10
20%
10% f,

f, = 50 Log{[1+1/nT=; (R-To)*°° x 100}
R T )
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Pregelatinized Starch
Povidone K29/32
Povidone K90
Pregelatinized Starch
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20 253.36mg RSD. 1436%
7.5%
Table4.1
Weight (mg) Abs %
255.47 0.4814 30.66 102.19
253.40 0.4775 30.41 101.36
251.75 0.4744 30.21 100.70
252.76 0.4763 30.33 101.10
254.99 0.4805 30.60 102.00
254.09 0.4788 30.49 101.63
255.36 0.4812 30.64 102.14
251.22 0.4734 30.15 100.49
254.72 0.4800 30.57 101.89
253.02 0.4768 30.36 101.21
Mean 253.68 30.44 101.47
R.S.D. 1.49 0.18 0.60

Table 4.1 Oxatomide30mg
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Pregelatinized Starch
K29/32 Povidone K90

Table 4.2

Povidone

Table 4.2
_ Hardness  Friability _ Hardness  Friahility
Formulation Formulation
(Kg) (%0) (Kg) (%)

A 842+ 0.66 0.17+0.01 I 12.38+0.93 0.16 +0.04
B 8.14+043 0.25%+0.02 J 947045 0.21+0.09
C 1051+ 0.72 0.16 £ 0.03 K 9.80+0.36 0.18+0.10
D 12.02 + 0.83 0.10+ 0.02 L 11.03+0.99 0.13+0.02
E 810+1.11 0.20%0.06 M 1351+ 0.84 0.15+0.02
F 952+ 0.69 0.18+0.02 N 10.37 £ 0.67 0.13+0.03
G 9.30+0.78 0.17+0.02 O 9.75+0.28 0.17x+0.08
H 11.88+ 057 014+ 0.02

Table 4.2 Oxatomide 30mg
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12~20

Table4.3
Formulation  Digntegration Time  |Formulation  Disintegration Time

A 14 25 I 15 50
B 15 35" J 19’ 16"
C 13 48 K 18 47
D 14 05" L 16’ 41"
E 12’ 48 M 13 26"
F 18 23 N 17 44
G 17 36" O 15 28"
H 15 12

Table 4.3 Oxatomide 30mg
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Oxatomide  pH6.8
4.5ug/ml 10~15%

pH1.2
pH4.5

5%
Povidone K29/32 Pregdatinized
Starch Povidone K90 5.5mPas 10mPas 300mPas ¥
Figure4  Fgure5 pH1.2  Pregeatinized
Starch  Povidone K90 Povidone K29/32
pH4.5 Povidone K90 > Pregelatinized Starch >
Povidone K29/32 Povidone K29/32
Povidone K90

Povidone K90 Figure7  Fgure8

pH1.2 pH4.5

5% Sod. Starch
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Glycolate Crosspovidone Ca. Carboxymethylcellulose Figure
10 Fgurell pH1.2 pH4.5

Oxatomide Oxatomide

pH

Fgure13 Figurel14
Tween 80
Tween 80 Oxatomide
Figure16  Fgure 17 Tween 20
Tween 20

Figure19 Fgure20 Figure22 Figure?23
Tween 20 Tween 80
Tween 20 Oxatomide
Tween 80 Oxatomide



Formulation H

f, pH12 f, 76
pH45 f, 52 Formulation H
Figure25 Figure26 Figure27 Table4.4
pH 1.2 pH 4.5 pH 6.8
Time(min) Tinst H |Time(min) Tinset H [Time(min) Tinset H
0] 0 0 0] 0 0 ) 0 0
5 21.55 22.26 5 14.65 12.58 5 960 222
10 55685453 10 20.67 26.62] 10 11.05 3.9
15 75147999 15 325244071 15 1280 6.22
20 86.86 93.35| 20 44386281 20 13.10 9.07
30 95.0496.820 30 652871420 30 13.39 11.38
40 96.7297.63] 40 81.0579.21] 40 13.80 12.00
60 97519839 60 935588.79) 60 14.23 12.35
90 98.26 99.07] 90 098339589 90 14.80 12.64
f2=7488 f2:5329 f2=6572
Table4.41;




pH1.2 pH4.5

pH6.8 10% Oxatomide
Oxatomide pH
(Formulation H) pH1.2 pH4.5

Tinsgt®
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0.7

Y =0.0157 X + 0.0001
R’= 0.9999

0.6

0.5

0.4 +
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Figure 1. Cdibration curve of Oxatomidein pH1.2 medium
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0.7

Y =0.0162 X - 0.0062
R’= 0.9999

0.6

0.5
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Figure 2. Cdibration curve of Oxatomide in pH4.5 medium
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Y =0.0156 X - 0.0076
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Figure 3. Cdibration curve of Oxatomide in pH6.8 medium
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Dissolved (%)

120

100 A

80 ~

60 ~

40 +

20 A

—&— Formulation A - pH1.2
—O— Formulation C - pH1.2
—w— Formulation D - pH1.2
—v— Tinset - pH1.2

0 20 40 60 80 100 120 140
Time (min)
Figure 4. Dissolution profile of formulation A, C, D, Tinset in pH1.2 medium
Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
A 12 12
C 12 12
D 12 12




Dissolved (%)

120

100 A

80 ~
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—&— Formulation A - pH4.5
—O— Formulation C - pH4.5
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Time (min)
Figure 5. Dissolution profile of formulation A, C, D, Tinset in pH4.5 medium
Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
A 12 12
C 12 12
D 12 12




Dissolved (%)

100

80 A

60

40 A

20 A

—8— Formulation A - pH6.8
—O— Formulation C - pH6.8
—w— Formulation D - pH6.8
—v— Tinset - pH6.8

0 20 40 60 80 100 120 140
Time (min)
Figure 6. Dissolution prafile of formulation A, C, D, Tinset in pH6.8 medium
Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
A 12 12
C 12 12
D 12 12

37




120

100 -
80 A
S
= 60 1
(]
=
@)
B 40
(@)
20 ~
—8— Formulation G - pH1.2
0 1 —O— Formulation | - pH1.2
—%¥— Tinset - pH1.2

0 20 40 60 80 100 120 140

Time (min)

Figure 7. Dissolution profile of formulation G, |, Tinset in pH1.2 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
G 6

I 12 2
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Figure 8. Dissolution profile of formulation G, |, Tinset in pH4.5 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
G 6

I 12 2
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Figure 9. Dissolution profile of formulation G, |, Tinset in pH6.8 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
G 6

12 2




Dissolved (%)

120
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—w— Formulation E - pH1.2

0 20 40 60 80 100 120 140
Time (min)
Figure 10. Dissolution profile of formulation A, B, E, Tinset in pH1.2 medium
Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
A 12 12
B 12 12
E 12 12
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Dissolved (%)
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Time (min)
Figure 11. Disolution profile of formulation A, B, E, Tinst in pH4.5 medium
Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
A 12 12
B 12 12
E 12 12
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Dissolved (%)
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Figure 12. Dissolution profile of formulation A, B, E, Tinset in pH6.8 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
A 12 12
B 12 12
E 12 12
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Figure 13. Dissolution profile of formulation D, L, Tinset in pH1.2 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20

12 12
L 12 12 2
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Figure 14. Dissolution profile of formulation D, L, Tinset in pH4.5 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20

12 12
L 12 12 2
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Figure 15. Dissolution profile of formulation D, L, Tinset in pH4.5 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
12 12
L 12 12 2




Dissolved (%)
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Figure 16. Dissolution profile of formulation C, O, Tinset in pH1.2 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
C 12 12
@) 12 12 2
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Dissolved (%)
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Figure 17. Dissolution profile of formulation C, O, Tinset in pH4.5 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
C 12 12
@) 12 12 2




Dissolved (%)
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Figure 18. Dissolution profile of formulation C, O, Tinset in pH6.8 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
C 12 12
@) 12 12 2

49




120

100 A —
80 A
S
- 601
o
=
@)
B 40
(@]
20 -
—&— Formulation L - pH1.2
0 1 —O— Formulation M - pH1.2
—%¥— Tinset - pH1.2
T T T T T T T

0 20 40 60 80 100 120 140

Time (min)

Figure 19. Dissolution profile of formulation L, M, Tinset in pH1.2 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20

L 12 12 2
12 12 2
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Figure 20. Disolution profile of formulation L, M, Tinsat in pH4.5 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
L 12 12 2
12 12 2
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Figure 21. Dissolution profile of formulation L, M, Tinset in pH6.8 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
L 12 12 2
12 12 2
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Figure 22. Dissolution profile of formulation N, O, Tinset in pH1.2 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20

12 2
O 12 12
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Figure 23. Dissolution profile of formulation N, O, Tinset in pH4.5 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20

N 12 2
O 12 12
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Figure 24. Dissolution profile of formulation N, O, Tinset in pH6.8 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20

N 12 2
O 12 12
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Figure 25. Dissolution profile of formulation H, Tinset in pH1.2 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
H 12 2
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Figure 26. Dissolution profile of formulation H, Tinset in pH4.5 medium

Premojel | Crosspovidone | ECG505 | Prejel | PYP-K29/32 | PYP-K90 | Tween80

12 2

Tween20
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Figure 27. Disolution profile of formulation H, Tinset in pH6.8 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
12 2
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Figure 28. Dissolution profile of formulation C, J, K, Tinset in pH1.2 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
12 12
J 8 12
K 16 12
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Figure 29. Dissolution profile of formulation C, J, K, Tinset in pH4.5 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
12 12
J 8 12
K 16 12
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Figure 30. Dissolution profile of formulation C, J, K, Tinset in pH6.8 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
12 12
J 8 12
K 16 12
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Figure 31. Dissolution profile of formulation F, G, Tinset in pH1.2 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
F 6 2
G 6 2
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Figure 32. Dissolution profile of formulation F, G, Tinset in pH4.5 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
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Figure 33. Dissolution profile of formulation F, G, Tinsat in pH6.8 medium
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Figure 34. Dissolution profile of formulation F, H, Tinset in pH1.2 medium
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Figure 35. Dissolution profile of formulation F, H, Tinset in pH4.5 medium
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Figure 36. Dissolution profile of formulation F, H, Tinset in pH6.8 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
F 6 2
12 2
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Figure 37. Dissolution profile of formulation H, I, Tinset in pH1.2 medium
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Figure 38. Dissolution profile of formulation H, I, Tinset in pH4.5 medium

Premojel | Crosspovidone | ECGS505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
H 12 2
I 12 2
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Figure 39. Dissolution profile of formulation H, I, Tinset in pH6.8 medium
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Figure 40. Dissolution profile of formulation H, L, Tinset in pH1.2 medium
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Figure 41. Disolution profile of formulation H, L, Tinset in pH4.5 medium
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Figure 42. Dissolution profile of formulation H, L, Tinset in pH6.8 medium

Premojel | Crosspovidone | ECG505 | Prejel | PVP-K29/32 | PVP-K90 | Tween80 | Tween20
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