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2)  ( 9) ) 
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mL  30  200 mL 

 2 2 

 

 

 

 8 g  12 g  20  400 mL 

 30  200 mL  2 
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3)  

JP 16  [6] - 

 

 

[6] -  

 [6] - 10 mg  (3  4)  100 

mL  10 mL  (3  4)  50 mL 

 

 

[6] - [6] -  

[6] -  10 mg  (3  4)  100 mL 

 [6] -  10 mg  (3  4) 

100 mL 10 mL  (3  4)  50 mL 

 

 

 

 0.5 g  (3  4) 50 mL  15 
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[6] - [6] - [6] - 

150 mm  1  (A ) 

 Table 1 JP 16 

[6] -  [6] - 

 [6] -  2 
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Table 1    

 

* Mightysil RP - 8 GP  2011  

 

  (  225 nm) 

50 

  0.1 g  600 mL  400 mL  

  1.0 mL  

 20 L 

2.  

 2011  Mightysil RP - 8 GP  150 mm 

 75 mm  (Table 2) 

 

  

Table 2 150 mm  75 mm  

 

 

A  L - 7000   ( ) 

B LC 20 AD Prominence ( ) 

C LC 20 AD Prominence ( ) 

D Alliance @ e2695  ( ) 

E LC 1260 infinity  ( ) 

F Alliance @ e2695  ( ) 

 

 
1.   

Mightysil RP - 8 GP 150 mm Fig. 1 

 32  [6] -  

[6] - 

 Table 3  5 5000 

 1.5 JP 16  1.5% 

 [6] - 

 [6] -  [6] - 

 Mightysil 

  
Mightysil RP - 8 GP*  
YMC - Pack C8 YMC 
Inertsil C8 - 3  
L-column C8  
Develosil C8 - UG - 5  

   
Mightysil RP - 8 GP 4.6 × 150 mm 

 
  5 µm 

Inertsil C 8 - 3 4.6 × 75 mm  
YMC - Pack C 8  3 µm YMC 

Mightysil RP - 8 GP   
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RP - 8 GP YMC - Pack C 8 Inertsil C 8 - 3  75 mm  

 

Fig.1 150 mm  (Mightysil RP - 8 GP)  

 

Table 3  150 mm  [6] -  (A ) 

  
(min) 

 
(MPa)  

a) b)  
(mg/day) 

Mightysil RP - 8 GP 31.8 3.9 0.69 0.97 9634 25.5 4.05 0.60 
YMC - Pack C 8 28.4 5.1 0.88 1.00 10046 25.1 4.26 0.57 
Inertsil C 8 - 3 32.8 2.9 0.54 0.95 8951 23.9 4.31 0.62 
L - column C 8 24.1 3.3 0.53 0.87 9245 23.0 3.90 0.60 
Develosil C 8 - UG - 5 32.4 4.7 0.10 0.90 6870 21.8 3.47 0.60 
a) [6] -  b)  

 

2.  

75 mm 5000  1.5 

 1.5  JP 16 

 [6] -  1.5 [6] - 

 (Table 4)  [6] - 

150 mm  75 mm  0.6 mg/day  

 

Fig. 2 150 mm  75 mm  [6] -  

( [6] - ) (B ) 
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Table 4  75 mm  [6] -  

a

min MPa mg/day

Mightysil RP - 8 GP 30.8 7.0  0.33 1.04 12634 28.4  4.12  0.54  B 

(4.6 150 mm, 5 µm) 30.3 3.9 0.08 1.03 12164 28.2  4.00  0.61  C 

35.2 7.5 0.02 1.02 11722 28.4  3.83  0.58  D 

29.3 4.7 0.10 1.05 11428 27.0  3.84  0.58  E 

28.3 3.9 0.24 1.03 12077 27.6  3.80  0.62  F 

Inertsil C 8 - 3 18.0  7.7 0.10 1.02 7225 21.8  3.67  0.57  B 

(4.6 75 mm, 3 µm) 18.5 4.6 0.14 1.03 7094 21.7  3.60  0.62  C 

20.6 7.3 0.03 1.04 6584 21.2  3.29  0.60  D 

17.4 5.4 0.10 1.04 6754 21.0  3.52  0.61  E 

16.5 4.6 0.18 1.02 6609 20.4  3.19  0.63  F 

YMC - Pack C 8 15.5 9.1 0.04 1.02 8036 23.1  3.50  0.59  B 

(4.6 75 mm, 3 µm) 15.4 6.2 0.12 1.03 7905 22.7  3.44  0.61  C 

17.5 7.1 0.02 1.02 7747 22.6  3.34  0.59  D 

15.1 6.9 0.10 1.01 8085 22.9  3.44  0.61  E 

14.0  6.1 0.76 1.02 8140 22.3  3.10  0.62  F 

Mightysil RP - 8 GP 15.5 7.6 0.56 1.03 7751 21.9  3.30  0.60  B 

(4.6 75 mm, 3 µm) 15.8 4.8 0.05 0.96 6732 21.3  2.79  0.65  C 

20.6 5.8 0.09 0.98 6495 21.0  3.29  0.60  D 

14.7 5.3 0.10 1.00 7425 21.7  2.94  0.61  E 

14.1 4.6 0.28 1.00 7650 21.6  2.75  0.61  F 
a) [6] -  b)  

 

 
 [6] - 150 mm  75 mm 

YMC - Pack C 8  Mightysil RP - 8 GP [6] - 

 

 [6] - JP 16 1.4 mg/day - 4.2 mg/day 

 0.6 mg/day

 [6] -  0.147%  0.1% 

20 

 30 2  [6] - 

JP 16  [6] - 

JP 16 

 [6] - 75 mm  

 

－ 29 －



 

 
1) HPLC ( ) 

 No.22 23 – 30 (2003). 

2) HPLC ( ) 

 No.22 19 – 26 (2005). 

3) HPLC  

 No.28 28 - 34 (2009). 

4) HPLC ( 2 )  

 No.29 23 - 30 (2010). 

5) HPLC ( 3 )  

 No.30 31 - 43 (2011). 

6) HPLC ( 4 )  

 No.31 61 – 69 (2012). 

7) HPLC (  5 )  

 No.32 19 – 27 (2013). 

8) HPLC (  6 )  

 No.33 19 - 27 (2014). 

9)  60  5  31  120  (1985). 

 

－ 30 －



Studies on orally disintegrating tablets manufacturing  
by agitation granulation [ ] 

Naohisa WADA  Takao SHIMATANI  Takahiro KAWAGISHI   
Hiroko ITO  Takahito KIMURA 

Research Laboratory, Teika Pharmaceutical Co., Ltd. 
 

Yoshiko TAKEUCHI  Hirofumi TAKEUCHI 

Gifu Pharmaceutical University Department of Drug Delivery Technology and Science Laboratory of 
Pharmaceutical Engineering 

 
 

( )

 
 
Introduction 

The dosage forms of oral solid preparations including tablets, capsules, granules, powders 
and the like are generally known in the field of pharmaceuticals. However, there is a big 
problem in terms of patient compliance and adherence that it is difficult for elderly people and 
children, patients with dysphagia, bedridden patients or patients whose water intake has been 
limited to take medicines because each of these dosage forms is required water at the use of 
them. In recent years, to improve patient compliance and adherence, orally disintegrating 
tablets which can disintegrate with saliva in the oral cavity or a small amount of water have 
been developed as tablets which can be taken easily and safely. 

According to the classification of Masuda et al.1), orally disintegrating tablets can fall into 3 
categories based on technology concept: molded tablet preparation, wet type tablet preparation 
and ordinary tablet preparation. Moreover, ordinary tablet preparation can fall into 3 categories: 
preparation with additives having high formability, creative preparation of decay mechanism, 
porous molding preparation. There have been many problems to be solved in terms of 
versatility because they are required specific manufacturing method and complicated 
manufacturing process to improve moldability, disintegration and water absorption2),3). However, 
we already have discovered oral disintegrating tablets having excellent moldability, 
disintegration and water absorption, produced through the agitation granulation, used as the 
general-purpose manufacturing methods, added povidone or hydroxypropylcellulose used as 
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water-soluble binder together with tannic acid used as a taste masking agent in the 
formulation4),5). In addition, it was confirmed that each of tablet properties remains even under 
severe conditions when temporal stability of orally disintegrating tablets prepared according to 
the formulation were examined6),7). 

In the study, the excellent disintegration and fast water absorption was found when the 
impact on tablet properties with tannic acid was examined about tablets which consist of 
various additives (excipient, binder and disintegrator). 

 
Method 
1. Sample 

The list of equipment used in the study is shown in table 1. 
 
Table 1. Sample 
Application Compounding sample Manufacturer 
Water-soluble  
binder

Povidone ISP (Japan) Co., Ltd.
Hydroxypropylcellulose Nippon Soda Co., Ltd.

Excipient D-Mannitol Roquette (Japan) Co., Ltd. 
Mitsubishi Shoji Foodtech Co., Ltd.

Lactose hydrate DMV-Fonterra Excipients Co., Ltd.
Binder Magnesium aluminometasilicate Fuji Chemical Industry Co., Ltd.

Synthetic aluminum silicate Kyowa Chemical Industry Co., Ltd.
Light anhydrous silicic acid Fuji Silysia Chemical Co., Ltd.

Calcium silicate Tomita Pharmaceutical Co., Ltd.
Disintegrator Crospovidone BASF (Japan) Co., Ltd.

Croscarmellose sodium Asahi Kasei Chemicals Corporation
Carmellose calcium Nichirin Chemical Industries Co., Ltd.

Carmellose Nichirin Chemical Industries Co., Ltd.
Algefacient l-Menthol Koshiro Co., Ltd.
High-sweetness sweetener Aspartame Ajinomoto Co., Ltd.
Taste masking agent Citric acid hydrate Satuma Kako Co., Ltd.

Tannic acid Fuji Chemical Industry Co., Ltd.
Lubricant Magnesium stearate Taihei Chemical Industrial Co., Ltd.
 

2. Equipment 
The list of equipment used in the study is shown in table 1. 
 
Table 2. Equipment 

Name Manufacturer Model 
Agitation granulator Okada Seiko Co., Ltd. Mechanomill MM-20N 
Shelf dryer Kimura Kagaku Kikai Co., Ltd. Fast dryer 
Rotary Tablet Press Kikusui Seisakusho Co., Ltd. VELA5 
Tablets Hardness Tester Toyama Sangyo Co., Ltd. TH-303MP 
Disintegration tester Toyama Sangyo Co., Ltd. NT-40H 

 
3. Formulation and preparation method (Placebo) 
  Based on the component of preparation formulation shown in Table 3-7, after povidone or 
hydroxypropylcellulose and D-mannitol or lactose hydrate were mixed in the agitation granulator, 
the mixture was granulated by adding gradually a solution dissolving tannic acid in an adequate 
anhydrous ethanol or an adequate anhydrous ethanol. After drying the granule in a shelf dryer, it 
was subjected to particle size regulation. After other additives were added and mixed, tablets 
having 8.5 mm of tablet diameter and 240 mg of tablet weight were obtained by using a rotary 
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tablet press at about 8 kN of tableting pressure. 

Table 3. Placebo formulation (A) 
Formulation No. 1 2 3 4 5 6 7 8 
Povidone  12.0 12.0 12.0 12.0     
Hydroxypropylcellulose     12.0 12.0 12.0 12.0
Tannic acid 6.0  6.0  6.0  6.0  
D-Mannitol 510.6 516.6   510.6 516.6   
Lactose hydrate   510.6 516.6   510.6 516.6
Magnesium aluminometasilicate 9.0 9.0 9.0 9.0 9.0 9.0 9.0 9.0 
Crospovidone 30.0 30.0 30.0 30.0 30.0 30.0 30.0 30.0
Aspartame 1.8 1.8 1.8 1.8 1.8 1.8 1.8 1.8 
l-Menthol 0.6 0.6 0.6 0.6 0.6 0.6 0.6 0.6 
Citric acid hydrate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0 
Magnesium stearate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0 
Total weight (g) 576.0 576.0 576.0 576.0 576.0 576.0 576.0 576.0

Table 4. Placebo formulation (B) 
Formulation No. 1 2 9 10 11 12 13 14
Povidone  12.0 12.0 12.0 12.0 12.0 12.0 12.0 12.0
Tannic acid 6.0  6.0  6.0  6.0  
D-Mannitol 510.6 516.6 510.6 516.6 510.6 516.6 510.6 516.6
Magnesium aluminometasilicate 9.0 9.0       
Synthetic aluminum silicate   9.0 9.0     
Light anhydrous silicic acid     9.0 9.0   
Calcium silicate       9.0 9.0 
Crospovidone 30.0 30.0 30.0 30.0 30.0 30.0 30.0 30.0
Aspartame 1.8 1.8 1.8 1.8 1.8 1.8 1.8 1.8 
l-Menthol 0.6 0.6 0.6 0.6 0.6 0.6 0.6 0.6 
Citric acid hydrate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0 
Magnesium stearate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0
Total weight (g) 576.0 576.0 576.0 576.0 576.0 576.0 576.0 576.0

Table 5. Placebo formulation (C) 
Formulation No. 5 6 15 16 17 18 19 20
Hydroxypropylcellulose 12.0 12.0 12.0 12.0 12.0 12.0 12.0 12.0
Tannic acid 6.0 6.0 6.0  6.0 
D-Mannitol 510.6 516.6 510.6 516.6 510.6 516.6 510.6 516.6
Magnesium aluminometasilicate 9.0 9.0    
Synthetic aluminum silicate 9.0 9.0   
Light anhydrous silicic acid 9.0 9.0  
Calcium silicate  9.0 9.0
Crospovidone 30.0 30.0 30.0 30.0 30.0 30.0 30.0 30.0
Aspartame 1.8 1.8 1.8 1.8 1.8 1.8 1.8 1.8
l-Menthol 0.6 0.6 0.6 0.6 0.6 0.6 0.6 0.6
Citric acid hydrate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0
Magnesium stearate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0
Total weight (g) 576.0 576.0 576.0 576.0 576.0 576.0 576.0 576.0
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Table 6. Placebo formulation (D) 
Formulation No. 1 2 21 22 23 24 25 26
Povidone 12.0 12.0 12.0 12.0 12.0 12.0 12.0 12.0
Tannic acid 6.0 6.0 6.0  6.0 
D-Mannitol 510.6 516.6 510.6 516.6 510.6 516.6 510.6 516.6
Magnesium aluminometasilicate 9.0 9.0 9.0 9.0 9.0 9.0 9.0 9.0
Crospovidone 30.0 30.0   
Croscarmellose sodium 30.0 30.0   
Carmellose calcium 30.0 30.0  
Carmellose  30.0 30.0
Aspartame 1.8 1.8 1.8 1.8 1.8 1.8 1.8 1.8
l-Menthol 0.6 0.6 0.6 0.6 0.6 0.6 0.6 0.6
Citric acid hydrate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0
Magnesium stearate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0
Total weight (g) 576.0 576.0 576.0 576.0 576.0 576.0 576.0 576.0

Table 7. Placebo formulation (E) 
Formulation No. 5 6 27 28 29 30 31 32
Hydroxypropylcellulose 12.0 12.0 12.0 12.0 12.0 12.0 12.0 12.0
Tannic acid 6.0 6.0 6.0  6.0 
D-Mannitol 510.6 516.6 510.6 516.6 510.6 516.6 510.6 516.6
Magnesium aluminometasilicate 9.0 9.0 9.0 9.0 9.0 9.0 9.0 9.0
Crospovidone 30.0 30.0   
Croscarmellose sodium 30.0 30.0   
Carmellose calcium 30.0 30.0  
Carmellose  30.0 30.0
Aspartame 1.8 1.8 1.8 1.8 1.8 1.8 1.8 1.8
l-Menthol 0.6 0.6 0.6 0.6 0.6 0.6 0.6 0.6
Citric acid hydrate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0
Magnesium stearate 3.0 3.0 3.0 3.0 3.0 3.0 3.0 3.0
Total weight (g) 576.0 576.0 576.0 576.0 576.0 576.0 576.0 576.0

4. Measurement method 
Hardness test 

The tablet hardness was determined by using tablets hardness tester (n = 10). 
 
Disintegration test 

According to “the disintegration testing method” stipulated in the Japanese Pharmacopoeia 
16th edition, the tablet disintegration time was determined by using disintegration tester. Water 
was used as a test solution and the tablet disintegration time was determined without disk (n = 
6). 

 
Absorption test 

As shown figure 1, after fully soaking an insoluble paper folded in four with 6 mL of water in 
6.5 cm of petri dish, one tablet was put on the paper and the time taken to wet whole tablet 
was measured (n = 3)8). 

－ 34 －



 
 
 
 
 

 
 
 
 

Results and Discussion 
Various additives such as povidone and hydroxypropylcellulose which are water-soluble 

binder, D-mannitol or lactose hydrate which are excipients, magnesium aluminometasilicate, 
synthetic aluminum silicate, light anhydrous silicic acid or calcium silicate which are binders, 
crospovidone, croscarmellose sodium, carmellose calcium or carmellose which are 
disintegrators were added in the placebo formulations, and the effects on the tablet properties 
with tannic acid were evaluated. 

 
1. The effect on physical properties resulting from the change of excipient 

Table 8 and figures 2-4 showed physical properties when povidone was used as water-soluble 
binder and D-mannitol as excipient. As for No. 1 formulation, the result showed 8 seconds for 
disintegration time, 9 seconds for absorption time and 53 N for hardness. On the other hand, as 
for No. 2 formulation which contained no tannic acid, the result showed 40 seconds for 
disintegration time and 32 seconds for absorption time. The same table and figures showed 
physical properties when lactose hydrate is used as excipient. As for No. 3 formulation, the result 
showed 14 seconds for disintegration time, 15 seconds for absorption time and 53 N for 
hardness. On the other hand, as for No. 4 formulation which contained no tannic acid, the result 
showed 46 seconds for disintegration time and 44 seconds for absorption time. 

The same table and figures showed physical properties when hydroxypropylcellulose was 
used as water-soluble binder and D-mannitol as excipient. As for No. 5 formulation, the result 
showed 8 seconds for disintegration time, 11 seconds for absorption time and 51 N for hardness. 
On the other hand, as for No. 6 formulation which contained no tannic acid, the result showed 19 
seconds for disintegration time and 307 seconds for absorption time. The same table and figures 
showed physical properties when lactose hydrate was used as excipient. As for No. 7 formulation, 
the result shows 8 seconds for disintegration time, 11 seconds for absorption time and 59 N for 
hardness. On the other hand, as for No. 8 formulation which contained no tannic acid, the result 
showed 48 seconds for disintegration time and 169 seconds for absorption time. 

 
 
 
 
 
 

 

 
10

.7
5 

cm
 

Paper Petri dish 

Tablet 

12 cm 

Fig. 1. Absorption test method 
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Table 8. Physical properties of placebo formulation (A)
Formulation No. 1 2 3 4 5 6 7 8 
Hardness (N) (Average) 53 63 53 62 51 64 59 57 
Disintegration time (Sec.) (Average) 8 40 14 46 8 19 8 48 
Absorption time (Sec.) (Average) 9 32 25 44 11 307 11 169

 
 
 

 
 

 

 
 

 
From the result, even if D-mannitol which is sugar alcohol or lactose hydrate which is sugar 

was added as excipient, it was implied that disintegration time and absorption time were 
shortened and had good disintegration property and fast water absorption by adding povidone or 
hydroxypropylcellulose which is water-soluble binder and tannic acid. 
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Fig. 2. Hardness test (A) Fig. 3. Disintegration test (A) 
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2. The effect on physical properties resulting from the change of binder 
Table 9 (including the result of formulation No. 1 and No. 2) and figures 6-8 show physical 

properties when povidone is used as water-soluble binder. As for formulation No. 9, No. 11 and 
No. 13, the result showed 11 seconds, 12 seconds and 11 seconds for disintegration time, 9 
seconds, 12 seconds and 11 seconds for absorption time and 68 N, 63 N and 63 N for hardness 
respectively. On the other hand, as for formulation No. 10, No. 12 and No. 14 which contain no 
tannic acid, the result showed 39 seconds, 40 seconds and 42 seconds for disintegration time 
and 46 seconds, 40 seconds and 43 seconds for absorption time respectively. It turned out that 
they had bad disintegration and water absorption compared to the formulations which contain 
tannic acid.  

 

Table 9. Physical properties of placebo formulation (B)
Formulation No. 1 2 9 10 11 12 13 14 
Hardness (N) (Average) 53 63 68 74 63 72 63 64 
Disintegration time (Sec.) (Average) 8 40 11 39 12 40 11 42 
Absorption time (Sec.) (Average) 9 32 9 46 12 40 11 43 
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Table 10 (including the result of formulation No. 5 and No. 6) and figures 10-12 show physical 

properties when hydroxypropylcellulose is used as water-soluble binder. As for formulation No. 
15, No. 17 and No. 19, the result showed 9 seconds, 9 seconds and 11 seconds for 
disintegration time, 9 seconds, 11 seconds and 12 seconds for absorption time and 68 N, 67 N 
and 61 N for hardness respectively. On the other hand, as for formulation No. 16, No. 18 and No. 
20 which contain no tannic acid, the result showed 20, 18 and 19 seconds for disintegration time 
and 203 seconds, 209 seconds and 182 seconds for absorption time respectively. It turned out 
that they had bad disintegration and water absorption compared to the formulations which 
contain tannic acid. 

Table 10. Physical properties of placebo formulation (C)
Formulation No. 5 6 15 16 17 18 19 20
Hardness (N) (Average) 51 64 68 66 67 69 61 63
Disintegration time (Sec.) (Average) 8 19 9 20 9 18 11 19
Absorption time (Sec.) (Average) 11 307 9 203 11 209 12 182
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Fig. 8. Absorption test (B) Fig. 9. Property correlation of disintegration time 
and absorption time (B) 
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From the result, even if any of magnesium aluminometasilicate, synthetic aluminum silicate, 
light anhydrous silicic acid and calcium silicate was added as binder, it was implied that 
disintegration time and absorption time were shortened and had better disintegration and water 
absorption by adding povidone or hydroxypropylcellulose which is water-soluble binder and 
tannic acid, shown in figures 9 and 13. 
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3. The effect on physical properties resulting from the change of disintegrator 
Table 11 (including the result of formulation No. 1 and No. 2) and figure 14-16 show physical 

properties when povidone is used as water-soluble binder. As for formulation No. 21, No. 23 and 
No. 25, the result showed 16 seconds, 28 seconds and 20 seconds for disintegration time, 22 
seconds, 63 seconds and 37 seconds for absorption time and 59 N, 54 N and 52 N for hardness 
respectively. On the other hand, as for formulation No. 22, No. 24 and No. 26 which contain no 
tannic acid, the result showed 65 seconds, 121 seconds and 86 seconds for disintegration time 
and 98 seconds, 120 seconds and 66 seconds for absorption time respectively. It turned out that 
they had bad disintegration and water absorption compared to the formulations which contain 
tannic acid.  

Table 11. Physical properties of placebo formulation (D)
Formulation No. 1 2 21 22 23 24 25 26
Hardness (N) (Average) 53 64 59 74 54 67 52 69
Disintegration time (Sec.) (Average) 8 40 16 65 28 121 20 86
Absorption time (Sec.) (Average) 9 32 22 98 63 120 37 66
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Fig. 14. Hardness test (D) Fig. 15. Disintegration test (D) 
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Table 12 (including the result of formulation No. 5 and No. 6) and figures 17-19 show physical 
properties when hydroxypropylcellulose is used as water-soluble binder. As for formulation No. 
27, No. 29 and No. 31, the result showed 14 seconds, 27 seconds and 21 seconds for 
disintegration time, 25 seconds, 73 seconds and 42 seconds for absorption time and 51 N, 55 N 
and 49 N for hardness respectively. On the other hand, as for formulation No. 28, No. 30 and No. 
32 which contain no tannic acid, the result showed 31 seconds, 36 seconds and 27 seconds for 
disintegration time and 346 seconds, 538 seconds and 270 seconds for absorption time 
respectively. It turned out that they had bad disintegration and water absorption compared to the 
formulations which contain tannic acid.  

 

Table 12. Physical properties of placebo formulation (E)
Formulation No. 5 6 27 28 29 30 31 32 

Hardness (N) (Average) 51 64 51 67 55 63 49 61 

Disintegration time (Sec.) (Average) 8 19 14 31 27 36 21 27 

Absorption time (Sec.) (Average) 11 307 25 346 73 538 42 270
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Fig. 16. Absorption test (D) Fig. 17. Property correlation of disintegration time 
and absorption time (D) 
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From the result, even if any of crospovidone, croscarmellose sodium, carmellose calcium and 
carmellose was added as disintegrator, it was implied that disintegration time and absorption 
time were shortened and had better disintegration and water absorption by adding povidone or 
hydroxypropylcellulose which is water-soluble binder and tannic acid, shown in figures17 and 21. 
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Fig. 18. Hardness test (E) Fig. 19. Disintegration test (E) 

Fig. 20. Absorption test (E) Fig. 21. Property correlation of disintegration time 
and absorption time (E) 
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Conclusion 
In order to examine the tolerance of new orally disintegrating tablet, tablet properties were 

evaluated by using placebo tablets added various additives (excipient, binder and 
disintegrator). 

As the result, excellent disintegration and fast water absorption was found about tablets 
added povidone or hydroxypropylcellulose which is a water-soluble binder together with tannic 
acid known as taste masking agent. 

The technology for preparing the orally disintegrating tablet, as “howatt-technologies”, took 
Good Design Award (organized by Japan Institute of Design Promotion) and it was highly 
evaluated as the microlevel design which solved the trade-off between moldability (hardness) 
and disintegration (disintegration time). It is no doubt that establishing the basis of the new 
technology “howatt-technologies” will lead to the development of pharmaceutical fields.  
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UHPLC

HILIC  

Studies on improving the efficiency in pharmaceutical test 
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HPLC 1) UHPLC

 

56 mg 17 

mg (1 1000)/ (1 1)20 mL

5mL 10 2 mL (1

1000)/ (8 1) 20 mL

105 2 56 mg ( ) 3

56 mg 80 4 17 mg

(1 1000)/ (1 1)20 mL 5 mL

2 mL (1 1000)/ (8 1) 20 mL

 

(1 1000)/ (1 1)

(1 1000)/ (1 1) 60%

80% 100% 120% 140%

 

HPLC UHPLC

 

1 g 50 mL

(1 1000) 100 mL  

HPLC  

( 280 nm) 

 CAPCELL PAK C18 SG120  5 m  4.6 mmID 250 mm( ) 

40 (1 1000)/ (17 3) 

20 L 25  

UHPLC  

HPLC 0.3 mL/min 1 L 

Shimpack XR-ODS   2.2 m  2.0 mmID 75 mm( ) 

3 A B C HPLC

(Table1 Fig.1)  

UHPLC 3 D E F 2 D E

F (Fig.2 Fig3 Table2)

 

HPLC UHPLC

Table3 HPLC 26 27 UHPLC
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5 8  

UHPLC HPLC

UHPLC HPLC

 

Table1  

 HPLC UPLC 

 A  B  C  D  E  F  

 LC-20AT LC-10Ai LC-20AD 

H-Class 

LC-30AD LC-20AD 

 SPD-20A SPD-10Avp SPD-20A SPD-M30A SPD-M30A 

 SIL-20AC SIL-10Ai SIL-20ACHT SIL-30AC SIL-20AC HT 

Fig.1 (HPLC) A  

 

   Fig.2 (UHPLC) D  

 

 

 

 

 

 

Fig.3 (UHPLC ) F  

 

 

 

－ 67 －



Table2  

 HPLC UPLC 

  A  B  C  D  E  F  

 

(min) 4.500 4.551 4.612 0.968 0.974 1.193 

 10367 11646 9906 7522 1793 277 

 - - - - - - 

 1.30 1.24 1.21 1.11 1.25 1.32 

( ) 0.999 0.999 0.999 0.999 0.999 0.999 

( ) 

(6 )
0.071 0.041 0.016 0.54 0.12 0.18 

 

(min) 5.642 5.792 5.878 1.321 1.294 1.539 

 12637 13568 11930 10270 2733 471 

 6.07 6.75 6.34 7.3 3.4 1.2 

 1.24 1.18 1.17 1.09 1.37 1.28 

( ) 0.999 0.999 0.999 0.999 0.999 0.999 

( ) 

(6 )
0.082 0.019 0.016 0.54 0.12 0.21 

 

(min) 21.105 21.094 20.952 6.004 5.807 6.267 

 20023 18351 19498 13916 11517 6025 

 38.89 30.29 37.07 36.7 28.7 15.5 

 1.11 1.07 1.17 1.31 1.37 1.42 

 

(min) 24.619 24.938 24.907 7.067 6.709 7.283 

 19798 17960 19021 13285 11719 6231 

 5.44 5.62 6.00 4.8 3.9 2.9 

 1.10 1.08 1.08 1.11 1.16 1.19 

( ) 0.999 0.999 0.999 0.999 0.999 0.999 

( ) 

(6 )
0.051 0.071 0.011 0.61 0.09 0.15 

 

Table3  UHPLC (%)(HPLC 100 ) 

 D  E   

 100.1 99.1 99.7 

 100.2 97.6 99.3 

 99.8 97.0 98.5 
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HILIC

 

HILIC

2)  

HILIC

HILIC 3)  

HILIC  

2.5 mg 0.125 mg

0.75 mg 1.25 mg 5 mg

2.5 mL 50 mL 0.45 m

HPLC

HILIC HILIC  

3 5000  
( ) 

210 nm 37 1.0 mL/min 

YMC-Pack Polyamine  5 m 4.6 250 mm  

CAPCELL PAK NH2 UG80 5 µm 4.6 250 mm  

 / 25 mM NH4H2PO4 H3PO4 pH 2.8 4 1  

YMC-Pack Polyamine 3

50 mM 25 mM  

2 HILIC 2
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Fig4 Fig5  

Fig6 Fig7

ODS

HILIC

HILIC

 

 

 

Fig.4  YMC-Pack Polyamine  

 

 

Fig.5  CAPCELL PAK NH2  
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Table3 YMC-Pack Polyamine  

 
(min) 

   

 2.900 6156   

 4.808 7240 10.2 1.22 

 5.209 3913 1.4  

 6.490 12995 4.6 1.22 

 7.379 5370 2.8  

 10.104 13999 7.3 1.21 

 16.853 14275 14.9 1.22 

 

 

Table4 CAPCELL PAK NH2  

 
 

(min) 
   

 3.137 7040  1.38 

 3.374 5720 1.4  

 4.010 8397 3.6 1.38 

 5.180 1074 2.9 2.16 

 6.882 10921 3.8 1.34 

 11.374 13909 13.9 1.20 

 21.813 14802 19.0 1.21 

 

 

 

Fig.6  

YMC-Pack Polyamine CAPCELL PAK NH2
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Fig.7

YMC-Pack Polyamine CAPCELL PAK NH2

1) 5

1997 57-59 

2) HILIC  (2011

1 ) 

3) HPLC  J030624B 

 

 

－ 72 －
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V

200 mesh  238 g 59.5%   

CEOLUS  PH-101  80 g 20.0%   

 80 g 20.0%   

 2 g 0.5%   

400 g 100%  
 

1) V  

V 80  

3 1

10 kg  

2)  

TF-LABO  

400g 1, 2, 3, 4 rpm

10, 20, 30, 40 rpm 5 10 MPa

 

3)  

(1) TF-LABO  

1.0 mm 143 rpm

 

 (2) TC-Lab  

1.0 mm 1,000 rpm

 

1)  

 

ZTS-20N KV

12mm

 

G2-257M  

3  

2)  

－ 74 －



1 

rpm 40 rpm 2

Table 1 Table 1

5 MPa 10 MPa  

 

Table 1 5 MPa  

  

 

rpm  

10 20 30 40 

 

 

(rpm) 

1 

 76.0% 69.7% 73.9% 72.1% 

 0.06 0.01N 0.22 0.09N 0.87 0.11N 1.09 0.18N 

 0.84 0.00mm 0.99 0.07mm 1.37 0.06mm 2.31 0.03mm 

2 

 73.7% 76.0% 77.1% 73.8% 

 0.03 0.01N 0.02 0.00N 0.38 0.07N 1.3 0.04N 

 0.76 0.06mm 0.74 0.03mm 1.17 0.01mm 1.57 0.05mm 

3 

  75.3% 74.5% 74.0% 

  0.19 0.03N 0.61 0.05N 1.15 0.10N 

  0.91 0.05mm 1.08 0.07mm 1.34 0.04mm 

4 

   56.5% 75.7% 

   0.15 0.04N 0.63 0.09N 

   0.89 0.06 mm 1.09 0.06mm 

3  

 

Fig. 1a, b

Fig. 2a, b

Fig. 2c  
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 Fig. 1  

 

Fig. 2  

 

Fig. 3

Fig. 3a

Fig. 3b, c  

Fig. 3  
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Fig. 4 3rpm, 

30rpm

 

Fig. 4  
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