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Table 4: Mean values for parameters according to Example 1 in Table 1.

Weight (g/dosage film) 0.028 0.001 (4)

Thickness (mil) 2.1 0.12 (3)

   

 
 
 

 

 
 

 

 
 
 

 

w

15 Dissolving time (sec) 5 (3)

Examples 4 — 8: Hydropropylmethylcellulose based Quick dissolving intraoral film

containing therapeutic agents

The films were prepared according to Examples 1 - 3. Therapeutic agents were

20 added to the homogeneous mixture (coating solution) prior to forming the film.

-20-
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Table 5:

 
 
 

Composition (coating 
solution)
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w
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w m----
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Table 6: Properties of the film fomned according to the formulation in Table 5
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Table 7: Compostion of the Sildenafil film (%wet base)

15 Table 8: PrOperties of the film formed according to the formulation in Table 7

_

Example 9: A comgarison of progenies of dosage units using different
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hydroxvpropylmethvlcellulose polvmers

The properties of a dosage unit according to the invention may be modified by

varying individual components. For example. the dissolution of the film may be

prolonged by using hydroxypropylmethylcellulose (HPMC) with higher molecular

weight as shown below in Table 9.

Table 9212 Properties of selected commercial hydroxypropylmethylcellulose polymers.

—

m
Viscosity 2% 2—4 4-6 2-4 12—18 12-18 40-60 40-60

(cps)

* Each value is the mean SiD, n=6
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Example 10: Enhancement of mucoadhesion

The enhancement of mucoadhesion was similarly applicable to films of varying

thickness. The following formulations were prepared:

Table 10

 
 
 

 
 

 

 
 

Composition/Test Example 1

results

Example 10a Example 10b

0 Starch graft copolymers were prepared by polymerization in water using 1:3 Amioca

Composition of 100% 

 
example 1

 
 
 

Starch graft

copolymer°

Mean 17.5

 
 

Mucoadhesion

  
 

 

Measurement (g).-

Standard deviation

Increase in

7.8

base value

 mucoadhesion %

corn starch: acrylic acid (supplied by NSCC) and are described in further detail in US

Patent 4,690,996 and Block and Graft Copolymerization, vol 1, R.J.Ceresa, ed. John

Wiley and Sons 1973 both references herein incorporated by reference.

-- Mucoadhesion was tested using a tensile instrument (e.g. Texture Analyzer) which

measures force of detachment of the invention product from a simulated mucosal tissue

material. The mucosal—like material is prepared from a mixture of 3.25% gellan gum and

1.6% mucin in water. The product to be tested was brought into contact with the

simulated mucosal surface for 5 seconds and detached. The force of detachment was

measured as the value of mucoadhesion in grams force (g or gf). Test conditions used are

as follows: speed of application=3mm/s, speed of detachment=2mm/s, force applied

before detachment=150g, contact time=55, contact surface =122.7mm2

-26-
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dosage unit are described in Table 8.

A two way crossover study was conducted comparing intraoral sildenafil.

applied sublingually, with a commercial tablet (Viagra®) at the same dosage. The

average plasma levels and the pharmacokinetics analysis are displayed in Figure 6 and

5 Table 11. Figure 6 and Table 11 show that the bioavailability of the equivalent dosage

from the dissolving film is about 25% higher than the bioavailability of the tablet.

Table 11: A com arison of harmacokinetic arameters of Sildanedil film and Viagra 

film
 

    
 

 
 

  
 

 
 

 
 

    

lO Parameters Sildanefil (S) film Viagra (V) film Ratio Statistical

SN power

AUC*(O—t) 365.5 293.1 1.247
AUC 378 310.4 1.218 0.88

(infinity)

Is

0775
* Area under the curve

20

25
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(a)

mechanical mixing device, a hydrocolloid. a solid dispersion of sildenafil

combining, in any order, in a vessel having a heating source and a

and xylitol, and at least one reagent selected from the group consisting of

an emulsifier, a plasticizer, a taste modifier, a coloring agent, a

preservative, a permeation enhancer, a stabilizer, and a buffering agent;

(b)

the ingredients to the vessel and applying an effective amount of heat for

mixing the combined ingredients during and after the addition of

melting a substantial portion of the mixture; and

(c) forming the mixture into a film.

62. A method according to claim 61, wherein the ratio of sildenafil to xylitol
is 9/ 1.

63. A method according to claim 61, wherein the water solubility of

sildenafil is at least 20 mg/ml.

64.

sildenafil is about 50 mg/ml.

A method according to claim 63, wherein the water solubility of

65. A dosage unit, comprising: an effective dose of sildenafil citrate; the

sildenafil citrate being formed in a solid dispersion with a water soluble inert filler, the

solid dispersion being mixed with film forming reagents including a hydropolymer so as

to form a film, the film being capable of dissolving on a mucosal surface so as to release

the sildenafil citrate.

105456
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preferably, the pharmaceutically active agent/resin complex is coated about

50% w/w pharmaceutically active agent/resin complex. Variation in the amount

of coating and/or the use of coated/uncoated complex mixtures can be

employed to selectively modify the dissolution profile as desired.

The average particle sizes of the non-hydrated coated and uncoated

pharmaceutically active agent/resin complexes is about 60 to about 200 and

about 60 to about 250 micrometers, respectively. More preferably, average

particle sizes of the coated pharmaceutically active agent/resin complexes is

between about 70 and about 190 micrometers, and most preferably about 70 to

about 180 micrometers. More preferably, average particle sizes of the uncoated

pharmaceutically active agent/resin complexes is between about 55 and about

160 micrometers, and most preferably about 60 to about 150 micrometers. It is

desirable that about 85%, preferably about 95%, and most preferably about

98% of the resin particles have sizes within the ranges set forth above.

Adjustments within these ranges can be made to accommodate desired

aesthetic qualities of the final formulation product. It is more preferable that the

resin dextromethorphan complex have particle sizes within these ranges as

well.

In embodiments, it is possible to hydrate the film—forming ingredients

and combine all of the ingredients without heating. This method comprises

dissolving the water-soluble ingredients in water to form an aqueous mixture;

mixing the film-forming ingredients in powder form to form a powder mixture;

adding the powder mixture to the aqueous mixture to form a hydrated polymer

gel; stirring the hydrated polymer at room temperature for about 30 minutes to

about 48 hours; mixing the cooling agent, menthol and any other oils to form

an oil mixture; adding the oil mixture to the hydrated polymer gel and mixing

until uniform; deaerating the film until air bubbles are removed, casting the

uniform mixture on a suitable substrate; and drying the cast mixture to form a

21
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Table 1

Material % w/w in batch g/batch %w/w* mg/dose* %w/w* % w/w
active film actual

batch
Coated Dextrometliorphan (55% DM) 103.6291 27.3000 29.5775 09.3899

Xanthan Gum 0.0600 0.6000 0.2432 0.1581 0.1713 0.0544

Locust Bean Gum 0.0700 0.7000 0.2837 0.1844 0.1998 0.0634 7

Carrageenan 0.3000 3.0000 1.2159 0.7903 40.8563 0.2718

Pullulan 16.0000 160.0000 64.8466 42.1503 45.6666 14.4976

Potassium Sorbate 0.0600 0.6000 0.2432 0.1581 0.1713 0.0544

Acesulfame Potassium Salt 0.5000 5.0000 2.0265 1.3172 1.4271 0.4531

Aspartame NF '“ 1.4000 14.0000 5.6741 3.6882 53.9958 1.2685

Purified Water 75.3264 753.2640 I 68.2534

Physcool 0.1000 1.0000 0.4053 0.2634 0.2854 0.0906

Menthol " W 1.0000 10.0000 4.0529 2.6344 12.8542 0.9061

Citric Acid 0.0710 0.7100 0.2878 0.1870 0.2026 0.0643

rCherry Flavor (Givudan) 30.1500 1.5000 0.6079 0.3952 0.428] 01359

Peppermint Flavor 0.5000 5.0000 2.0265 1.3172 ~“1.4271 0.4531

Mono ammonium glycyrrhizinate 0.0100 0.1000 0.0405 0.0263 0.0285 0.0091 .1
(MAG) .

Polysorbate 80 NF 0.3500 3.5000 1.4185 0.9220 0.9990 0.3171

Atmos 300 0.3500 3.5000 1.4185 0.9220 0.9990 0.3171

Glycerine 3.0000 30.0000 12.1587 7.9032 ~8.5625 2.7183

Olive Oil 0.5000 5.0000 2.0265 1.3172 1.4271 0.4531

FD&C green #3 0.0026 0.0260 0.0105 0.0068 0.0074 0.0024

Titanium Dioxide 0.2500 2.5000 1.0132 0.6586 0.7135 0.2265

Total w/o active 0.0000 100.0000 650000

Total with active 100.0000 1 103.6291 92.3000 100.0000 100.0000

* agguniifig tliatiall water is evaporated

        
 

The active film was gritty and bitter.
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Comparative films having the ingredients listed in Table 2 were

prepared in accordance with the method of Example 1.

 

 

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
Table 2

Material %w/w in g/batch %w/w* ngdose“ %w/w* % w/w

batch placebo film; k active film actual batch
Coated Dextromethorphan (53.5% DM) 106.4239 28.0374 30.1356 9.6187

Xanthan Gum “ «U 0.0600 0.6000 0.2432 0.1581 40.1699 0.0542Locust Bean Gum 0.0700 0.7000 0.2837 0.1844 0.1982 0.0633

Carrageenan 0.3000 3.0000 1.2159 0.7904 :[08495 0.271 1
Pullulan 16.0000 160.0000 64.8493 42.1520 45.3065 14.4610

VPotassium Sorbate 7 A 0.0600 0.6000 0.2432 0.1581 0.1699 0.0542

Acesulfame Potassium Salt 10.5000 5.0000 2.0265 1.3173 1.4158 0.4516

Aspartame NF 1.4000 14.0000 5.6743 3.6883 3.9643 7 .2653

Purified Water “ 75.3274 753.2740 3 68.0819

Physcool 0.1000 1.0000 W53 0.2635 0.2832 0.0904 7

Menthol 1.0000 10.0000 4.0531 2.6345 42.8317 0.9038

Citric Acid (used to adjust pH to 6.0) 0.0700 0.7000 0.2837 0.1844 0.1982 0.0633

Cherry Flavor (Givudan) 0.1500 1.5000 0.6080 0.3952 0.4247 0.1356

Peppermint Flavor 73.5000 5.0000 2.0265 1.3173 1.4158 0.4519

Mono ammonium glycyrrhizinate 0.0100 “0.1000 0.0405 0.0263 0.0283 0.0090
(MAG)

Polysorbate 80 NF 0.3500 3.5000 1.4186 0.9221 0.9911 0.3163

Atmos 300 0.3500 3.5000 1.4186 0.9221 0.9911 0.3163

PGlycerine 3.0000 30.0000 12.1592 7.9035 8.4950 2.71 14

Olive 011 0.5000 5.0000 2.0265 1.3173 7 1.4158 0.4519

FD&C Green #3 0.0026 0.0260 0.0105 0.0069 0.0074 J0.0024

Titanium Dioxide 0.2500 12.5000 1.0133 0.6586 0.7079 02260

Total w/o active 0.0000 100.0000 650000 A A

Total with active 100.0000 1 106.4239 l 93.0374 100.0000 100.0000

* assuming that all water is evaporated
l

       
 

The active film was gritty and bitter.
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Comparative films having the ingredients listed in Table 3 were

prepared in accordance with the method of Example 1.

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

        
 

Table 3
Material %w/w in g/batch %w/w* mg/dose* %w/w* % w/w

batch placebo film active film actual batch

Coated Dextromethorphan (60% DM) 94.7292 25.0000 27.7778 7 8.6532

Xanthan Gum r0.0600 0.6000 0.2436 J10.1583 0.1759 0.0548

Locust Bean Gum { 0.0700 0.7000 0.2842 0.1847 0.2053 0.0639

Carrageenan 0.3000 3 .0000 1.2180 i0.7917 0.8797 0.2740

Pullulan 16.0000 7160.0000 64.9625 #422256 46.9174 414.6155

Potassium Sorbate 0.0600 10.6000 0.2436 0.1583 0.1759 L0.0548
Acesulfame Potassium Salt T0.5000 5.0000 2.0301 1.3196 1.4662 0.4567

Aspartame NF '1 .4000 14.0000 4 5.6842 3.6947 4.1053 771.2789

Purified Water 75.3704 753.7040 7 68.8484

Physcool 0.1000 1.0000 0.4060 10,2639 0.2932 0.0913

Menthol 1.0000 —J 10.0000 4.0602 2.6391 2.9323 0.93135

Citric Acid 10.0270 0.2700 0.1096 0.0713 0.0792 0.0247

Cherry Flavor (Givndan) 0.1500 1.5000 0.6090 0.3959 0.4399 0.1370

Peppermint Flavor 0.5000 45.0000 2.0301 1.3196 1.4662 0.4567

Mono ammonium glycyrrhizinate 50100 0.1000 0.0406 0.0264 0.0293 0.0091
(MAG) > L
Polysorbate 80 NF 0.3500 3.5000 1.421 1 0.9237 1.0263 0.3197

Kimos 300 0.3500 3.5000 1.4211 0.9237 1.0263 0.3197

Glycerine 3.0000 30.0000 12.1805 7.9173 8.7970 2.7404

Olive Oil 0.5000 5.0000 2.0301 1.3196 1.4662 0.4567

FD&C green #3 0.0026 0.0260 0.0106 0.0069 0.0076 0.0024

Titanium Dioxide 10.2500 2.5000 1.0150 0.6598 0.7331 0.2284

L

Total w/o active 40.0000 100.0000 65.0000

Total with active 100.0000 1094.7292 90.0000 100.0000 100.0000

* assuming that all water is evaporated l
L -
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The active film was very thin, blue and gritty. Sensations of bitterness

and numbness were minimal, but the flavor was not entirely agreeable.

Example 4

Films of the invention having the ingredients listed in Table 4 were

prepared in accordance with the method of Example 1, except that Step F

comprised adding uncoated dextromethorphan hydrobromide and

AMBERLITE resin to Preparation E as separate ingredients.
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Table 4
Material %w/w in g/batch %w/w* mg/dose* %w/w* % w/w

batch placebo film active film actual batch

Dcxtromethorphan 17.0326 15.0000 15.7563 5.0951

Amberlite IRP69 17.2597 15.2000 15.9664 5.1630

L3(anthan Gum 0.0600 0.1800 0.2439 0.1585 0.1665 0.0538

Locust Bean Gum 0.0700 0.2100 0.2845 0.1849 0.1943 0.0628

Carrageenan 0.3000 0.9000 1.2194 0.7926 0.8326 0.2692

Pullulan 16.0000 48.0000 65.0330" “42.2720 44.4033 14.3587

Potassium Sorbate 0.0600 0.1800 F0.2439 70.1585 0.1665 0.0538

Acesulfame Potassium Salt 0.5000 1.5000 2.0323 1.3210 1.3876 0.4487

Aspartame 111%“ " '7 ""7 " '1 .4000 ' 4.2000 75.6905 “376988” 3.8853 1.2564
.11.—

Purified Water 75.3974 226.1922 67.6630

Physcool 4.01000 0.3000 0.4065 0.2642 0.2775 0.0897

Menthol 1.0000 3.0000 4.0646 2.6420 2.7752 0.8974 1
____1____. _

Citric Acid 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000

Cherry Flavor (Givudan) 0.1500 0.4500 0.6097 40.3963 0.4163 70.1346
_—__J__—______—

Peppermint Flavor 0.5000 1.5000 2.0323 1.3210 1.3876 0.4487

_Mono ammonium glycyrrhizinate 0.0100 0.0300 0.0406 0.0264 0.0278 T0090
(MAG)

Polysorbate 80 NF 0.3500 1.0500 1.4226 0.9247 0.9713 0.3141

Atmos 300 0.35007 7‘ 1.0500 " 1.4226 0.9247 0.9713 0.3141

Glycerine 3.0000 9.0000 12.1938 79260 8.3256 2.6923

Olive Oil 0.5000 ‘1 .5000 2.0323 1.3210 1.3876 0.4487

FD&C green #3 0.0026 0.0078 0.0106 0.0069 0.0072 0.0023

Titanium Dioxide 0.2500 0.7500 1.0162 0.6605 0.6938 0.22447

Total w/o active 7“ 300.0000 100.0000 65.0000 1

Total with active 100.0000 3342922 95.2000 100.0000 100.0000

* assuming that all water is evaporated 1‘

        
 

The active film had a pleasing appearance and taste.

Example 5
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Table 5

Material %w/w in g/batch mg/dose* %w/w* % w/w

+ batch film actual batch
Dextromethorphan HBr 1 1.4615 15.0000 21.4286 9.2666

Amberlite 1RP69 4 12.2256 16.0000 22.8571 79.8843

Xanthan Gum 0.0600 0.0600 0.0944 0.1348 0.0405 T

Locust Bean Gum J0.0700 0.0700 0.1 101 0.1573 0.0566

Canageenan 0.3000 0.3000 0.4718 0.6740 0.2425

Pullulan 16.0000 16.0000 25.1613 35.9447' 12.9359

Potassium Sorbate 0.0600 0.0600 0.0944 0.1348 0.0485

Acesulfame Potassium Salt W00 3.5000 0.7863 1.1233 0.4042

Aspartame NF 1.4000" '171000 2.2016 3.1452 1.1319

.Purified Water 70.2000 70.2000 56.7561

Alcohol USP 3.0000 3.0000 “4.0425

Physcool ‘01000 0.1000 0.1573 0.2247 0.0808

LMenthol 1.5000 01.5000 2.3589 3.3698 7 .2127

Peppermint Flavor 40.1000 0.1000 0.1573 0.2247 0.0808

Raspberry Flavor (Givudan) 075000 0.5000 W ' 67363" " 1.1233 0.4042

Mono ammonium glycyrrhizinate (MAG) 0.0100 0.0100 0.0157 0.0225 wk0,0081

Polysorbate 80 NF 10.3500 0.3500 0.5504 0.7863 0.2830

Atmos 300 0.3500 0.3500 0.5504 0.7863 0.2830

Glycerine 1.5000 1.5000 2.3589 3.3698 41.2127

Mannitol USP 2.0000 2.0000 3.1452 4.4931 *1 .6170

i

Total w/o active 100.0000 39.0000 T

  
 

The active film had a pleasing appearance and taste.

Example 6

Films of the invention having the ingredients listed in Table 6 were

prepared in accordance with the method of Example 5.
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Table 6

Material %w/w in batch g/batch mg/dose* %w/w* %w/w

Dextromethorphan HBr 1 1.6538 15.0000 2 I .4286 3.3919

Amberlite 1RP69 12.4308 16.0000 22.3571 10.0180

Xanthan Gum 0.0600 0.0600 0.0925 0.1321 0.0484

Locust Bean Gum 00700 00700 0.1079 0.1542 40.0564

Carrageenan 0.3000 0.3000 0.4625 40.6606 0.2418

Pullulan 16.0000 16.0000 24.6640 35.2343 12.8944

Potassium Sorbate 0.0600 0.0600 0.0925 0.1321 V0.0484

Acesulfame Potassium Salt 0.5000 0.5000 0.7708 1.101 1 0.4030

Aspartame NF 1.4000 1.4000 2.1581 3.0830 1.1283

Purified Water 2.69.7000 69.7000 '— 56.1713 E
Alcohol USP 5.0000 5.0000 4.0295

Physcool 0.1000 0.1000 0.1542 0.2202 0.0006

Menthol 2.0000 2.0000 3.0830 4.4043 1.6118

Peppermint Flavor 0.1000 0.1000 0.1542 0.2202 0.0806

Raspberry Flavor (Givudan) 0.5000 "" 0.5000 0.7708 1.1011 0.4030

Mono ammonium glycyrrhizinate (MAG) 0.0100 0.0100 0.0154 0.0220 0.0081

Polysorbate 80 NF 03500 #03500 0.5395 0.7708 0.2821

REM—W" "M_‘”"""fi""‘“6.35'00 0.3500 20.5395 0.7708 0.2321

Glycerine 1.5000 1.5000 2.3123 3.3032 #1.2089

Mannitol USP 2.0000 2.0000 3.0830 4.4043 1.61 18

Total w/o active 0.0000 39.0000

Total with active 100.0000 124.0846 70.0000 r1 00.0000 100.0000 I'

* assuming that all water and alcohol is evaporated

     
 

The active film had a pleasing appearance and taste.

Example 7

A film of the invention having the ingredients listed in Table 7 were
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prepared in accordance with the method of Example 5. The film was

segmented into 1" x 1.25" (2.54 cm x 3.18 cm) dosage units, each ofwhich had

a thickness of 0.009:l:0.002 in (0.23i0.05 mm) and a weight of 63.6i3 mg.

 

 

 

 

 

 

 

 

 

 

  

 

  

 

 

 

 

 

 

 

 

 

 

 

 

    
Table 7

Material %w/w in batch kg/batch mg/dose* %w/w* %w/w

Dextromethorphan HBr 1.3 567 15.0000 23.5981 3.3918

Amberlite 1RP69 1.4472 16.0000 25.1713 10.0180

Xanthan Gum 0.0600 0.0070 0.0772 0.1215 0.0484

Locust Bean Gum 0.0700 0.0081 0.0901 0.1417 0.0564

Carrageenan 0.3000 L0.0349 0.3661 0.6075 0.2418

Pullulan 16.0000 1.8627 20.5941 32.3988 12.8944

Potassium Sorbate 0.0600 0.0070 40.0772 0.1215 0.0484

Accsul’f’afi Paias‘si'um Salt 0.5000 0.0582 7’ 0.6436 1.0125 ' 0.4030

Aspartame NF 1.4000 017530 1.8020 2.83497—7 1.1283

Purified Water 69.7000 3.1 145 W

Alcohol USP 5.0000 ‘ 0.5821 4.0295

Physcool 0.1000 0.0116 0.1287 0.2025 0.0806

Menthol 2.0000 0.2328 2.5743 "71.0498 1.6118

Peppermint Flavor 0.1000 0.01 16 0.1287 0.2025 0.0806

Raspberry Flavor (Givudan) 0.5000 0.0582 0.6436 1.0125 0.4030

Mono ammonium glycyrrhizinate (MAG) 0.0100 0.0012 0.0129 0.0202 0.0081

Polysorbate 80 NF 0.3500 0.0407 0.4505 0.7087 0.2821

Atmos 300 0.3500 0.0407 0.4505 0.7087 0.2821

Glycerine 1.5000 0.1746 j 1.9307 3.0374 1.2089

Mannitol USP 2.0000 0.2328 2.5743 4.0498 1.6118

Total w/o active + resin 1 1.6420 32.5644

Total with active + resin 100.0000 14.4459 63.5644 100.0000 100.0000

* assuming that all water and alcohol is evaporated

   
 

The active film had a pleasing appearance and taste.
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While the invention has been described in detail and with reference to

specific examples thereof, it will be apparent to one skilled in the art that

various changes and modifications can be made therein without departing from

the spirit and scope thereof.
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  Peak Hot paste
viscosity final
during visc, cps,
cook, cs 98°C

 

  
  

 

—_
-_—
_

‘5-
‘- 16000 1500E

11000 1300“   

* Too weak to test

10

SUBSTITUTE SHEET (RULE 26)
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in this field will recognize that modifications can be made to the specific embodiments

described here that would be within the scope of the present invention.

15
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 PC‘I‘ WELTORGANISATION FUR GEISTIGES EIGENTUMIntemationales Biiro

INTERNATIONALE ANMELDUNG VEROFFENTLICHT NACH DEM VERTRAG UER DIE
INTERNATIONALE ZUSAMMENARBEIT AUF DEM GEBIET DES PATENTWESENS (PCB

(51) Internationale Patenfldassmknfinn 5 3 r (11) Internationale Veriiffentlichungsnummer: W0 91/05540

A] (43) Internationales
A61K 7/16 Veriiffentlichungsdatum: 2. Mai 1991 (02.05.91) 

(21) Internationales Aktenzeichen: PCT/EP90/01936 (81) Bestimmungsstaaten: AT (europaisches Patent), AU, BE
(europaisches Patent), BR, CA, CH (europfiisches Pa-

(22) Intemationales Anmeldedatum: 15. Oktober 1990 (15.10.90) tent), DE (europaisches Patent), DK (européiisches Pa-
tent), ES (europaisches Patent), FI, FR (europaisches
Patent), GB (europaisches Patent), GR (europaisches

(30) Prioritiitsdateu: . Patent), IT (europaisches Patent), JP, KR, LU (europiii-
P 39 34 416.9 14. Oktober 1989 (14.10.89) DE sches Patent), NL (europaisches Patent), NO, SE (euro-

paisches Patent), SU, US.

(71) Anmelder (fiir alle Bestimmungsstaaten ausser US): DES- . .
ITIN ARZNEIMI'ITEL GMBH [DE/DE]; Weg bcim Verfiffentlitht
Jager 214, Postfach 63 01 20, D-2000 Hamburg 63 (DE). Mir internationalemfiecherchenbericht. . .-

.Vor Ablaufderfir AMemngen der Anspriiche zugelgs-
(72) Erfinder; und senen Fn'st. Verb'fi’entlichung wird wiederholt falls An-
(75) Erfinder/Anmelder (nur fiir US) .' SCHMIDT, Wolfgang derangen eintrejfen.

[DE/DE]; Reembroden 44, D-2000 Hamburg 63 (DE).

(74) Anwalt: UEXKULL & STOLBERG; Beselerstr. 4, D-2000
Hamburg 52 (DE).

(54) Title: ORAL AND DENTAL HYGIENE PREPARATION

(54) Bezeichnuug: MUND- UND ZAHNPFLEGEMI'ITEL

(57) Abstract

An oral and dental hygiene preparation consists of tensides, polishing agents, flavourings and other usual additives, incor-
porated in a binder or mixture of binders in the form of water-soluble or water-dilatable, physiologically acceptable foil-forming
substances. The mixture is processed to a foil, which is predivided into dosage units.

(57) Zusammenfassung

Ein Mund- und Zahnpflegemittel besteht aus Tensiden, Poliermitteln, Aromastoffen sowie weiteren fiblichen Zusatzstoffen
welche in ein Bindemittel oder eine Bindemittelmischung aus wasserliislichen oder -quellenbaren, physiologisch unbedenklichen
Folienbildnern eingearbeitet sind. Die Mischung ist zu einer Folie verarbeitet, welche in Dosiseinheiten vorzerteilt ist. 
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AT
AU
38
BE
BF
36
BJ
BR
CA
CF
CG
CH
CI
CM
DE
DK

 

LEDIGLICH ZUR INFORMATION

Code, die zur ldentifizierung von PCT-Vertragsstaaten auf den Kopfbégen der Schriften, die
international: Anmcldungcn gemfiss dem PCT veréffentlichen.

éslerreieh
Australian
Barbados

Belgian
Burkina Faso

Bulgarien
Benin
Brasilien
Kanada
Zenlrale Afrikanische Republik
Kongo
Schweiz
Céte d'lvoire
Kamerun
Deulschland
Dinemark

ES Spanien
Fl Finnland
FR Frankreich
GA Gabon
GB Vcrcinigtcx Kénigreich
CR Gricchenland
HU Ungarn
l'l' ltalien
JP Japan
KP Demokratische Volkswpublik Korea
KR Republik Korea
Ll Liechtenstein
LK Sri lanka
LU Luxemburg
MC Monaco

Madagaskar
Mali
Mauritanien
Malawi
Niederlande
Nonvean
Polen
Rumfinien
Sudan -
Schweden
Senegal
Soviet Union
Tschad
Togo
Vereinigte Staalen von Amerika
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ANNEX TO THE INTERNATIONAL SEARCH REPORT

ON INTERNATIONAL PATENT APPLICATION NO. Ep 9001936

SA 41110

This annex lists the patent family members relating to the patent documents cited in the above-mentioned international search report.
The members are as contained in the European Patent Office EDP file on 03/04/91 . _ _
The European Patent Office is in no way liable for these particulars which are merely given for the purpose of Information.

EP-A- 0219762 29-04-87 6541786 05-05-87
1275046 09-10-90

8702241 23-04-87

0283474 28-09-88
63501794 21-07-88

4849246 18-07-89

GB-A- 2186190 12-08-87 4705680 10-11-87
4765984 23-08-88

390370 25-04-90

389812 12-02-90
598220 21-06-90

6712887 23-07-87
598512 28-06-90

6790387 23-07-87

1000635 28-02-89

1000488 27-12-88

676082 14-12-90

672250 15-11-89
3701122 23-07-87

3701123 23-07-87
2593063 24-07-87

2593064 24-07-87

2185399 22-07-87

JP-A- 62223109 01-10-87
NL-A-' 8700152 17-08-87

NL-A- 8700153 17-08-87

OA-A- 8467 29-07-88
SE-A- 8700220 23-07-87

8700221 23-07-87

EP-A- 0259749 16-03-88 3630603 10-03-88
' 601478 13-09-90

7792987 17-03-88

63077816 08-04-88

4925670 15-05-90 
POFORMPO47?
l‘
-~ For more details about His annex : he ()5ch Journal of the European Patent Oflice, Nun/82
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EPOFORMP0479

 

Page 2

ANNEX TO THE INTERNATIONAL SEARCH REPORT

ON INTERNATIONAL PATENT APPLICATION NO. Ep 9001936

SA 41110

This annex lists the patent family members relating to the patent documents cited in the above-mentioned international search report.
The members are as contained in the European Patent Office EDP file on 03/04/91
The European Patent Office is in no way liable for thwe particulars which are merely given for the purpose of information.

Patent document Publication Publication
cited in search report date date

GB-A- 1476057 10'06-77

 

Patent family
member(s)

  

 
For moi-e ahout this : See Ofiicial Journal oi 'the minimal: Patent Offiée, Noni/82
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INTERNATIONALER RECHERCHENBERICHT

Internationales Aktenzeichen PCT/EP 9 0 [01 9 3 6

I. KLASSIFIKATION DES ANMELDUNGSGEGENSTANDS (bei mehreren Klassifikationssymbolen sind alle anzugatzven)6
Nach der Internationalen Patentklassifikation (IPC) oder nach der nationalen Klassifikation und der IPC

Int£15 A 61 K 7/16
II. R ECHERCHIERTE SACHGEBIETE

  

  
 

  
  

 
  
  

  
  
  

 
 
  

 

 
Recherchierter Mindestprfifstoff7

Klassifikationssystem Klassifikationssymbole

Recherchierte nicht zum Mindestprfifstoff 98h6rende Veraffentlichungen, soweit diese

unter die recherchierten Sachgebiete fallen8

Ill. EINSCHLAGIGE VERGFFENTLICHUNGENS

Art“ Kennzeichnung der Veréffentlichung",soweit erforderlich unter Angabe der maBgeblichen Teile12

 
 

  

 
   

EP, A, 0219762 (DESITIN ARZNEIMITTEL GmbH)
29. April 1987

siehe das ganze Dokument

in der Anmeldung erwihnt

GB, A, 2186190 (COLGATE—PALMOLIVE COMPANY)
12. August 1987

siehe Patentansprfiche 1,2,4,8

EP, A, 0259749 (DESITIN ARZNEIMITTEL GmbH)
16. Mfirz 1988 '

siehe das ganze Dokument

in der Anmeldung erwéhnt

GB, A, 2163348 (DENTAB UK LTD)
26. Februar 1986

siehe Patentansprfiche 1,4,9,14
_-_ ./.

‘ Besondere Kategorien von angegebenen Vertif‘fentlichungen1 0:
"A" Veréffentlichung, die den allgemeinen Stand der Technik "T" Spétere Verbffentlichung, die nach dem internationalen An-

definiert, aber nicht als besonders bedeutsam anzusehen ist meldedatum oder dem Prioritétsdatum verb’ffemlicht warden
.. .. .. . . ' t und mit der Anmeldung nicht kollidiert sondern nur zum

E alteres Dokument, das JEdOCh am am oder nach dem Interna- '5 A. . . '. . .
tionalen Anmeldedamm veréfiemlicht wordenist Verstandms des der Erfmdung zugrundeuegenden PrinznpsOder der ihr zugrundeliegenden Theorie angegeben ist

"L" Veréffentlichung, die geeignet ist, einen Prioritfitsanspruch .. n -- . . . _
zweifelhaft erscheinen zu lassen, oder durch die das Veréf- x vemfiemhchung v0" besonderer Bedeumng'd'e beanspmch
fentlichungsdatum einer anderen im Recherchenbericht ge- Lee:'ggfigggdkgzgarzfigtaxeggnwer auf "findemcher Tang‘
namten Verfiffentlichung belegt werden soil oder die aus eina'n
anderen besonderen Grund angegeben ist (wie ausgefiihrt) "Y" Veréffentlichung von besonderer Bedeutung;die beanspruch-

.. .. .. . . . . .. . te Erfindung kann nicht als auf erfinderischer Titigkeit be-
0 Veroffentllchung, due such auf elne mundhche Offenbarung, . .. . .

eine Benutzung, eine Ausstellung Oder andere MaBnahmen whend betrachtet warden' warm the verofiemlmhung m't

  

  
  
  
  
    
    
  
 
  
  

 

 

b . ht einer oder mehreren anderen Veréffentlichungen dieser Kate-ez'e gorie in Verbindung gebracht wird und diese Verbindung fiir
"P" Veréffentlichung, die vor dem internagignalen Anmqfldeda- einen Fachmann naheliegend ist

affrggrafittdem beanspmcme" Pn°ntat5datum veroffem' "8:" Verfiffentiichung, die Mitglied derselben Patentfamilia ist
IV. BESCHEINIGUNG ‘

Datum des Abschlusses der internationalen Recherche

15. Mirz 1991

|nternationale Recherchenbehfirde

  

 
 

 
Absendedatum des internationalen Recherchenberichts

'1 1 APR 1991

Unterschrift des bevollméchtigten Bediengteten

Mme N. KUIPER fix? [3’

 
  

 Europaisches Patentamt

Formblatt PCT/ISAI210(BIat-t 2) (Janunr 1985)
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PCT P 9 o o ~ . - 2 _
[ILElNSCHLAGIGE VEROFFEh .glCHUNGEN (Fonsauung von Blatt 2!

m Kennzeichnung der Veraffantlichung, soweit erforderlich unter Angabe der mafigeblichen Teile Batr. Anspruch Nr.

 
GB, A, 1476057 (UNICLIFFE LTD)

10. Juni 1977

siehe Seiten 1-3

Formblat: PCT/ISAIZ‘IO (Zuuubog-n) (Januar 1985)
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EPOFORMP0473

ANHANG ZUM INTERNATIONALEN RECHERCHENBERICHT

UBER DIE INTERNATIONALE PATENTANMELDUNG NR. Ep 9001935

SA 41110

In diesem Anhang sind die Mitglieder der Patentfamilien der im obengenannten internationalen Recherchenbericht angefiihrten
Patentdokumente angegeben. .
Die Angaben fiber die Familienmitglieder enmprecben dem Stand dcr Date: des Europiischen Patentamts am 03/04/91
Dim Angaben dienen nur zur Unterrichtung und erfolgen ohne Gewéhr.

Datum del-

Verfiflenflichung

EP-A- 0219762 29-04-87 AU-A- 6541786 05-05-87

CA-A- 1275046 09-10-90 -

WO-A- 8702241 23-04-87

EP-A- 0283474 28-09-88
JP-T- 63501794 21-07-88

US-A- 4849246 18-07-89

GB-A- 2186190 12-08-87 4705680 10-11-87
4765984 23-08-88

390370 25-04-90

389812 12-02-90

598220 21-06-90

6712887 23-07-87

598512 28-06-90

6790387 23-07-87

1000635 28-02-89
1000488 . 27-12-88

676082 14-12-90
672250 15-11-89

3701122 23-07-87

37011237 23-07-87
2593063 24-07-87

2593064 24-07-87
2185399 22-07-87

JP-A- 62223109 01-10-87

NL-A- 8700152 17-08-87
NL-A- 8700153 17-08-87

OA-A- 8467 29-07-88

SE-A- 8700220 23-07-87
8700221 23-07-87

EP-A- 0259749 16-03-88 3630603 10-03-88
601478 13-09-90

7792987 17-03-88

JP-A- 63077816 08-04-88

US-A- 4925670 15-05-90 
Ffir [libel-e Einulheiten zu diesem Anhang : siebe Am‘Shlltt des Europiischen Patenumls, Nr.12/82
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EPOFORMP0473

 
 

Seite 2

ANHANG ZUM INTERNATIONALEN RECHERCHENBERICHT
UBER DIE INTERNATIONALE PATENTANMELDUNG NR. Ep 9001935

SA 41110

In dieseln Anhang sind die Mitglieder der Patentfamilien der im obengenannten internationalen Recherchenbericht angeffihrten
Patentdokumente angegeben.
Die Angaben fiber die Familienmitglieder entsprechen dem Stand der Datei des Europi'mhen Patentamls am 03/04/91
Dies: Angaben dienen nur zur Unterrichttmg and erfolgen ohne Gewa‘ihr.

‘,\

Fin- niherc Einzelheiten zu diesem Anhsng : siehe Amtsblatt des Europiischen Pantsuits, Nrlesz

Page 523

my,



   

   

   

   

   

          
   

       

   

     

      

     

   

   

   

       

  

    

  

 
       

  
 

  
 

  

 
   

  
 

 
  

  
 

 

  
Page 524 

m

—

UNIFORM FILMS FOR RAPID DISSOLVE DOSAGE FORM

mm M Invent'on: INCORPORATING TASTE-MASKING COMPOSITIONS

“

Payment information:

File Listing:

Document . . File Size(Bytes) Multi Pages

11376291

 
Information Disclosure Statement

(IDS) Filed
1199-4B_C|P_|DS1.pdf 12bb4309e403b561893131 ab4e0001e710

e804ee

Warnings:

Information:
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799270

Foreign Reference DE2432925A1.pdf 9dc71 55726413766845132664d9152811
6737659

Warnings:

Information:

809661

Foreign Reference DE2449865A1.pdf 6130260176602526dd4b91809d837283
64880535

Warnings:

Information:

398087

Foreign Reference DE3630603A1.pdf 626b83516543d71b7321304134b99982
791dd5d3

Warnings:

Information:

1585276

Foreign Reference EPOO20050881.pdf 606361 b41146d76561d3b311d865301dc
1 907410

Warnings:

Information:

688933

Foreign Reference EPOO219762B1.pdf 2108896566316b2b468805d00dd21277
682111810

Warnings:

Information:

785940

Foreign Reference EPOO250187B1.pdf 34b39271878075d741d08162425366bc
201 1d4oa

Warnings:

Information:

582578

Foreign Reference EPOO25974QB1.pdf 143503d136562489160081151013773580
1b6596b1

Warnings:

Information:

948001

Foreign Reference EPOO27306981.pdf 669619552088621 415400693ba31b335d
35b36006

Warnings:

Information:

667475

Foreign Reference EP00381194B1.pdf 4d76b968d3d16711d521414b057152236
25d1 4d5
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292708

Foreign Reference EPOO45244681.pdf 748418172317442484226344ddd91d29
ee832d98

Warnings:

Information:

401423

Foreign Reference EP00514691A2.pdf ab6a5d4bb029961 117435730116880865
cd2e776e

Warnings:

Information:

258701

Foreign Reference EPO1110546A1.pdf 89be41073bafi7b8360d650db91 0451365
e798d797

Warnings:

Information:

2000559

Foreign Reference WOOOO18365A2.pdf 72d873a15261181270862205113d93042
9485002

Warnings:

Information:

1666727

Foreign Reference WOOOO42992A2.pdf 6766014510663320260d0898d32b4604
4be5371e

Warnings:

Information:

1700341

Foreign Reference WOOO170194A1.pdf Ied801bd8631b35546050b03928305d1
35b853ee

Warnings:

Information:

1004879

Foreign Reference WOOO191721A2.pdf 9eae9d35b7360323103450e1035012b0
61 661d37

Warnings:

Information:

621036

Foreign Reference W009105540A1.pdf Iae02e482b09769eedcdeb7917a4e73b
ae3201e2
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt
similar to a Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see

37 CFR 1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date

shown on this Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions

of 35 U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the

application as a national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt,
in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary

components for an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the

International Application Number and of the International Filing Date (Form PCT/RO/105) will be issued in due

course, subject to prescriptions concerning national security, and the date shown on this Acknowledgement

Receipt will establish the international filing date of the application.
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PTO/SBIOBa (05-07)
Approved for use through 1113072007. OMB 0651-0031

US. Patent and Trademark Office; US. DEPARTMENT OF COMMERCE
Under the PapenNork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.
 

Application Number 11775484

Filing Date 2007-07-10

 

 

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

First Named Inventor Robert K. Yang

Art Unit | 1615

 

  Examiner Name Unassigned  
Attorney Docket Number I 1199-48 CIP 

 

U.S.PATENTS - 

 

 

 

 

 

 

 

 

    
 

Examiner Cite Kind Name of Patentee or Applicant Pages’commns'l'mes Where
. . * Patent Number Issue Date . Relevant Passages or RelevantInitial No Code1 of Cited Document .

Figures Appear

1 4569837 1986-02-11 Suzuki et al.

2 4593053 1986-06-03 Jevne

3 4608249 1986-08-26 Otsu ka et al.

4 4615697 1986-10-07 Robinson

5 4623394 1986-11-18 Nakamura et al.

6 4652060 1987-03-24 Miyake

7 4659714 1987-04-21 Watt-Smith

8 4675009 1987-07-23 Hymes et al.

EFS Web 2.0.2
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INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

( Not for submission under 37 CFR 1.99)

 

 

 

    
Application Number 11775484

Filing Date 2007-07-10

First Named Inventor Robert K. Yang

Art Unit | 1615
Examiner Name Unassigned
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published application, an application open to public inspections or an issued patent.

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law

enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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46

or ann inorganic acid, for example, hydrochloric acid,

hydrobromic acid, phosphoric acid or sulfuric acid.

The base may be an organic base, for example, ammonia,

or an inorganic base,triethylamine, for example,

sodium hydroxide or potassium hvdroxide. The esters

mentioned above may be alkyl esters, aryl esters,

aralkyl esters, and the like.

When a drug different than an anesthetic

agent is used the solvent selected is one in which the

drug is soluble. In generally the polyhydric alcohol

can be used as a solvent for a wide variety of drugs;

other useful solvents are those known to solubilize

the drugs in question.
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60. The method of claim 57, wherein the

bioadhesive is karaya gum.

61. The method of claim 59, wherein the salt is

a hydrochloride.
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5

l0 I I PACKAGING AND DISPENSING DEVICE FOR STERILE ARTICLES

15

20

This invention relates to a dispensing device for sterile articles‘such as

adhesive bandage strips, chemical applicator pads, and medication. More

25 particularly, this invention permits one-handed access, removal, and application or

use of adhesive bandages. chemical substances. or medication.

While adhesive-backed articles such as adhesive bandage strips are known

in the art, they are commonly sealed in sterile, individual wrappings and packaged

30 within paper or metal boxes. Examples include the well—known "Band—,Aid‘g’"

brand bandage strips. While popular, these products suffer certain disadvantages

such as the fact that the bandages themselves can be difficult to remove from the

wrappings and difficult to apply to the desired location. The user generally must

remove the bandage from the wrapping, remove the nonstick layers from the
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.It is still a further object of the invention to provide a convenient dispenser

which displays several adhesive bandages or substance applicators for immediate

use, eliminates the handling of individually wrapped bandages or substance

applicators, and reduces the amount of immediately discarded wrapping material.

Other objectives, features and advantages of the present invention will

become apparent upon reading the following specification, when taken in

conjunction with the drawings and the claims.

FIG. 1 is an exploded side view conceptually showing the layers and

adhesives of an adhesive-coated article encased according to the present invention.

FIG. 2 is an exploded side view conceptually showing the layers and

adhesives of an adhesive coatedarticle encased according to the present invention.

FIG. 3 is a side view conceptually showing the layers and adhesives of an

adhesive coated article encased according to the present invention.

FIG. 4 is an exploded side view conceptually showing the layers and

adhesives of a sterile article encased according to the present invention.

FIG. 5 is a side view conceptually showing the layers and adhesives of a

sterile article encased according to the present invention.

FIG. 6 is a perspective view showing an adhesive bandage strip removably

adhered to a cover strip containing a pull tab.

FIG. 7 is a perspective view showing the positioning of adhesive bandage

strips and non—continuous cover strips on a continuous support layer.
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FIG. 18 is an exploded perspective view showing an applicator packaged

according to the present invention.

FIG. 19 is an exploded perspective view showing a plurality of applicators

packaged on a single support member according to the present invention.

FIG. 20 is a perspective view showing one embodiment of a dispenser for a

plurality of applicators packaged on a single support member according to the

present invention.

FIG. 21 is a perspective view of one embodiment of a dispenser for

dispensing the applicators shown in FIG. 19.

FIG. 22 is an exploded perspective view of one embodiment of capsules

packaged according to the present invention.

FIG. 23 is an exploded perspective view of another embodiment of capsules

packaged according to the present invention.

FIG. 24 is a bottom perspective View of the packaged capsules shown in

FIG. 23.

FIG. 25 is a perspective view of a user ejecting capsules packaged

according to the present invention.

FIG. 26 is a cut away perspective view of one embodiment of a dispenser

for dispensing

medicine packaged according to the present invention.
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adhesive coating with said supportmember, the contact between

said support member and each said cover members forming a ,

second adhesive bond, each said cover member further being

removably attached to a respective adhesive-coated article by a third

adhesive coating, the third adhesive coating forming a third adhesive

bond between said each said cover member and a respective

adhesive-coated article, said third adhesive bond being stronger than

said second adhesive bond.

28. The assemblage of encased adhesive-coated articles of claim 27, further

comprising a plurality of means for gripping, each said means for gripping

attached to a respective cover member.

29. The assemblage of encased adhesive-coated articles of claim 27 , wherein

said support member further comprises a plurality of nonstick mounting pads.

30. The assemblage of encased adhesive—coated articles of claim 28, wherein

said adhesive—coated articles are adhesive bandages.

31. The assemblage of encased adhesive coated articles of claim 30, wherein

said support member further comprises a plurality of nonstick mounting pads.

32. The assemblage of encased adhesive-coated articles of claim 28, wherein

said support member is a sheet.
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