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DENTINAL DESENSITIZING DENTIFRICE PROVIDING
ENHANCED REMINERALIZATION AND ANTICARIES BENEFITS

BACKGROUND OF THE INVENTION

1. Field of the Invention

‘The present invention relates to a desensitizing dentifrice composition which eliminates or

reduces the discomfort and pain associated with dentinal hypersensitivity and more
particularly to a desensitizing dental composition containing a potassium salt desensitizing

agents which exhibits unexpected enhanced anticavity and remineralization properties.

2. The Prior Axt

Dentinal hypersensitivity is defined as acute, localized tooth pain in response to physical
stimulation of the dentine surface as by thermal (hot or cold) osmotic, tactile combination

of thermal, osmotic and tactile stimulation of the exposed dentin.

Exposure of the dentine, which is generally due to recession of the gums, or loss of enamel,
frequently leads to hypersensitivity. The art has determined that dentine tubules open to
the surface have a high correlation with dentine hypersensitivity, Abs, J. Clin. Periodontal.
14,280-4 (1987). Dentinal tubules lead from the pulp to the cementum. When the surface

‘cementum of the tooth root is eroded, the dentinal tubules become exposed to the external

environment. The exposéd dentinal tubules provide a pathway for transmission of fluid
flow to the pulpal nerves, the transmission induced by changes in temperature, pressure and

ionic gradients.

It is known to the art that potassium salts are effective in the treatment of dentinal

hypersensitivity. For example, U.S. 3,863,006 discloses that toothpastes containing

potassium salts such as potassium nitrate desensitize the teeth after tooth brushing for
several weeks. It is believed by those skilled in the art that an elevation in the extracellular
potassium concentration in the vicinity of pulpal nerves underlying sensitive dentin 18
responsible for the therapeutic desensitizing effect of topically applied oral products which
contain potassium nitrate. Due to passive diffusion ‘of potassium ion into and out of the
open dentine tubules, repeated application of the active ingredient 1s necessary to build up
the necessary concentration in the vicinity of the pulpal nerves.
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It is believed that the improved pain relief is obtained from the use of potassium salts mn
combination with gradual mineralization on the dentin surface which can either totally or
partially occlude dentin tubules. Total occlusion will dramatically reduce fluid flow within
the tubules which stimulates pain. Partial occlusion of the dentin tubules is believed to
increase delivery of potassium ion inside the tooth because the inward diffusive flux 1s less
dependent upon tubule radius than outward fluid flow (due to positive pulpal pressures)

(See DH Pashley and WG Mathews, Archs. Oral Biol. (1993) 38, 577-582). Therefore, this
enhanced delivery of potassium should enhance relief.

It has also long been known to include fluoride releasing compounds in dentifrices as
anticaries agents, and it has been established that these compounds are effective to reduce
the incidence of dental caries. Fluoride compounds which are conventionally used are
sodium fluoride, sodium monofluorophosphate and stannous fluoride. The fluoride
compounds are effective mainly due to the fluoride ions which improve the acid resistance
of tooth enamel and accelerate recalcification or remineralization of decayed teeth in their
early stage when the demineralization has proceeded only slightly. By remineralization,
pre-existing tooth decay and caries can be reduced or eliminated thereby reducing
preexisting carious conditions in the tooth structure. The effect of improving the acid
resistance of the enamel is believed to be due to the fact that the fluoride ions are
incorporated into a crystal lattice of hydroxyapatite which is the main constituent of tooth
enamel or, in other words, fluoride ions partially fluoridate hydroxyapatite and

simultaneously repair the lattice irregularities.

The effectiveness of fluoride treatment is dependent upon the amount of fluoride ion which
is available for deposition on the enamel being treated. It is, therefore, desirable to
formulate dentifrice compositions which provide maximum fluoride ion availability in

brushing solutions formed using the dentifrice.

While the prior art discloses the use of various oral compositions for the treatment of
dentinal hypersensitivity, dental caries, and enamel demineralization there is still a need for

additional compositions and methods which provide improved performance in such
treatments.

SUMMARY OF THE INVENTION

In accordance with the present invention there is provided an oral composition and method
for the treatment of dentinal hypersensitivity which exhibits improved anticavity and

remineralization properties, the composition containing a fluoride ion releasing salt and a
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potassium releasable salt compound in an orally acceptable vehicle in which the fluoride
compound is present at a concentration sufficient to release about 500 to 8800 parts per
million (ppm) fluoride, the composition being buffered to maintain an alkaline pH of about
7.5 to about 9 whereby upon repeated application of the composition to the teeth increased
relief from dentinal hypersensitivity is experienced by the user accompanied by improved

resistance to cavities.

In the Drawings
Fig. 1 is a SEM recorded at 2,000 x magnification, of a dentin disk surface treated with a

dual component dentifrice containing high concentrations of a fluoride salt which releases
5000 ppm fluoride ion (1.1% by weight) and potassium nitrate (5% by weight), wherein the
first component is buffered to a pH of 6.5 and the second component adjusted to a pH of
0.5 with sodium hydroxide, the pH of the combined components being 7.5 .

Fig.2 is a SEM recorded at 2,000 x magnification, of a dentin disk surface treated with the
combined components of a comparative dual component dentifrice of the prior art

(US 6,180,089) containing 5% potassium nitrate and a fluoride containing salt which
releases 1100 ppm fluoride ion wherein one component is maintained at alkaline pH and

the second component maintained at an acid pH, the pH of the combined components
being 7.0.

Fig. 3 is a scanning electron photomicrograph (SEM) recorded at 2,000 x magnification of
a dentin disk surface treated with a phosphate butfer solution.

DESCRIPTION OF THE PREFERRED EMBODIMENTS

The composition of the present invention may be a single phase composition or a dual

phase comyposition.

The dual phase composition is comprised of two components in which a first dentifrice
component is maintained at an alkaline pH of about 8.5 to about 9.9 and preferably about
9.0 to about 9.9, and a second dentifrice component is buffered to maintain the pH at a
substantially neutral pH level of 6.5 to 7.0. The two components are preferably combined
in approximately equal weight proportions, so that about one-half of the concentration of
any particular ingredient within either component will be present when the components are
combined and applied to the teeth, as by brushing. Both components are preferably
formulated to have similar physical characteristics, so that the two components may be
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simultaneously delivered in the desired predetermined amounts by extrusion when

separately housed in a multicompartmented tube or pump device.

When the dentifrice of the present invention is to be prepared as a single phase product, a
buffering agent is incorporated in the dentifrice component which is normally prepared
using as a vehicle, one which contains water, humectant, surfactant and an abrasive. The
pH of such single component dentifrice is in the alkaline pH buffered in the range of about
7.5 to about 9.0 and preferably about 8.5 to about 9. The buffering agent is preferably an
alkali metal phosphate salt and most preferably a mixture of mono- and dibasic sodium
phosphate salts. Each phosphate salt is present in the dentifrice at a concentration of about
1.5 to about 5% by weight. The combined amount of buffering agents incorporated in the
dentifrice composition is at a concentration of about 5 to about 10% by weight and
preferably about 6 to about 10% by weight.

In a dual component dentifrice of the present invention, the one dentifrice component s
prepared having an alkaline pH and a composition otherwise similar to that of the other
having a buffered neutral pH. The pH of the alkaline component is adjusted to a pH of
about 8.5 to about 9.7 and preferably about 9.0 to about 9.5. The pH of the combined
dentifrice components is in the range of about 7.5 to about 8.6 and preferably about 7.5 to

about 8.5

An alkaline agent such as an alkali metal compound including sodium hydroxide,
potassium hydroxide, sodium bicarbonate, sodium carbonate, N-sodium silicate a sodium
silicate in 34.6% water available from PQ Corporation) is incorporated in the alkaline pH
dentifrice component of the dual component dentifrice in amounts in the range of about 0.5
to about 15% by weight, preferably about 1.0 to about 8% by weight and most preferably at
about 1.0 to about 5.0% by weight of the component. Mixtures of the above alkali metal
compounds may also be used. Sodium hydroxide is the preferred alkaline agent.

The humectant used in the preparation of the vehicle for the dentifrice composition of the
present invention is generally a mixture of humectants, such as glycerol, sorbitol and a
polyethylene glycol of molecular weight in the range of 200 t01000, but other mixtures of
humectants and single humectants may also be employed. The humectant content is in the
range about of 10% to about 50% by weight and preferably about 20 to about 40% by
weight of the dentifrice component. The water content is in the range of about 20 to about
50% by weight and preferably about 30 to about 40% by weight.

Thickeners used in the preparation of the dentifrice vehicle include organic and inorganic
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thickeners. Inorganic thickeners which may be included in the dentifrice components

include amorphous silicas such as Zeodent 165 available from Huber Corporation, and
Sylox 15 from W.R. Grace.

Organic thickeners of natural and synthetic gums and colloids may also be used to prepare
the dentifrice components of the present invention. Examples of such thickeners are
carrageenan (Irish moss), xanthan gum, sodium carboxymethyl cellulose, starch,
polyvinylpyrrolidone, hydroxyethylpropylcellulose, hydroxybutyl methyl cellulose,
hydroxypropyl methyl cellulose, and hydroxyethyl cellulose.

The inorganic thickener may be incorporated in the dentifrice composition of the present
invention at a concentration of about 0.5 to about 5% by weight and preferably about 1 to
about 3% by weight. The organic thickener may be incorporated in the compositions of the
present invention at a concentration of about 0.1 to about 3% by weight and preferably
about 0.4 to about 1.5% by weight.

Surfactants may be incorporated in the dentifrice compositions to provide foaming
properties. The surfactant is preferably anionic or nonionic in nature. Suitable examples of
anionic surfactants are higher alkyl sulfates such as potassium or sodium lauryl sulfate
which is preferred, higher fatty acid monoglyceride monosulfates, such as the salt of the
monosulfated monoglyceride of hydrogenated coconut oil fatty acids, alkyl aryl sulfonates
such as sodium dodecyl benzene sulfonate, higher fatty sulfoacetates, higher fatty acid
esters of 1,2 dihydroxy propane sulfonate.

The surfactant agent is generally present in the dentifrice component composition of the
present invention at a concentration of about 0.5 to about 10.0% by weight and preferably
about 1.0 to about 5.0% by weight.

Abrasives may be incorporated in the dentifrice composition of the present invention and
preferred abrasives are siliceous materials, such as silica. A preferred silicais a
precipitated amorphous hydrated silica, such as Sorbosil AC-35, marketed by Crostield
Chemicals, or Zeodent 115 from Huber Company but other abrasives may also be
employed, including hydroxyapatite, sodium metaphosphate, potassium metaphosphate,
tricalcium phosphate, calcium phosphate dihydrate, anhydrous dicalcium phosphate,
calcium pyrophosphate, magnesium orthophosphate, trimagnesium phosphate, calcium
carbonate, sodium bicarbonate, alumina trihydrate, aluminum silicate, calcined alumina and

bentonite.
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The concentration of abrasive in the dentifrice composition of the present invention will

normally be in the range of 5 to about 40% by weight and preferably about 10 to 25% by
weight.

The source of desensitizing potassium ion is generally a water soluble potassium salt
including potassium nitrate, potassium citrate, potassium chloride, potassium bicarbonate
and potassium oxalate with potassium nitrate being preferred. The potassium salt is
eenerally incorporated in one or more of the dentifrice components at a concentration of

about 1 to about 20% by weight and preferably about 3 to about 10% by weight.

Fluoride ion releasing salts are incorporated in the dentifrice composition of the present
invention and are characterized by their ability to release fluoride ions in water. It is
preferable to employ a water soluble fluoride salt providing about 1000 to about 9000 ppm
of fluoride ion, and preferably about 2500 to about 8800 ppm of fluoride ion. Suitable
examples of fluoride ion releasing salts include water soluble inorganic metal salts, for
example, sodium fluoride, potassium fluoride, sodium monofluorophosphate, stannous
fluoride and sodium fluorosilicate. Sodium fluoride, sodium monoflurophosphate and

stannous fluoride are preferred fluoride ion releasing salts.

Pyrophosphate salts having anticalculus efficacy useful in the practice of the present
invention include water soluble salts such as dialkali or tetraalkali metal pyrophosphate
salts such as NagP>O~ (TSPP), K4P>07, NayKoP707, NapHoP207 and KoHyP207.
Polyphosphate salts include the water soluble alkali metal tripolyphosphates such as
sodium tripolyphosphate and potassium tripolyphosphate.

The pyrophosphate salts are incorporated in the dentifrice composition of the present
invention at a concentration of about 0.5 to about 2.0% by weight, and preferably about 1.5
to about 2% by weight and the polyphosphate salts are incorporated in the dentifrice
composition of the present invention at a concentration of about 1.0 to about 7.0% by

weight.

Colorants such as pigments and dyes may be used in the practice of the present invention.
Pigments include nontoxic, water insoluble inorganic pigments such as titanium dioxide
and chromium oxide greens, ultramarine blues and pinks and ferric oxides as well as water
insoluble dye lakes prepared by extending calcium or aluminum salts of FD&C dyes on
alumina such as FD&C Green #1 lake, FD&C Blue #2 lake, FD&C R&D #30 lake and
FD&C #Yellow 15 lake. The pigments have a particle size in the range of 5-1000 microns,
preferably 250-500 microns, and are present at a concentration of 0.5 to 3% by weight.
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Dyes used in the practice of the present invention are generally food color additives
presently certified under the Food Drug & Cosmetic Act for use in the food and ingested
drugs, including dyes such as FD&C Red No. 3 (sodium salt of tetraiodofluorescein),
FD&C Yellow No. 5 (sodium salt of 4-p-sulfophenylazo-1-p-sultophenyl-5-
hydroxypyrazole-3 carboxylic acid), FD&C Yellow No. 6 (sodium salt of p-
sulfophenylazo-B-naphtol-6-monosulfonate), FD&C Green No. 3 (disodium slat of 4-{[4-
(N-ethyl-p-sulffobenzylamino)-phenyl]-(4-hydroxy-2-sulfoniumphenyl)-mewthylene }-[ 1-
(N-ethyl-N-p-sulfobenzyl)-®-3,5-cyclohexadienimine], FD&C Blue No. 1 (disodium salt
of dibenzyldiethyldiaminotriphenylcarbinol trisulfonic acid of indigotin) and mixtures
thereof in various proportions. The concentration of the dye for the most effective result in
the present invention is present in the dentifrice composition in an amount from about

0.0005 percent to about 2 percent of the total weight.

A striped dentifrice product may be obtained using the dual component dentifrice
embodiment of the present invention, wherein colorants of contrasting colors are
incorporated in each of the dentifrice components to be dispensed; the colorants being
pharmacologically and physiologically non-toxic when used in the suggested amounts.
Colorants used in the practice of the present invention include both the pigments and dyes
discussed above.

Any suitable flavoring or sweetening material may also be incorporated in the dentifrice
composition of the present invention. Examples of suitable flavoring constituents are
flavoring oils, e.g., oils of spearmint, peppermint, wintergreen, sassafras, clove, sage,
eucalyptus, marjoram, cinnamon lemon, and orange, and methyl salicylate. Suitable
sweetening agent’s include sucrose, lactose, maltose, sorbitol, xylitol, sodium cyclamate,
perillatine, and sodium saccharin. Suitably, flavor and sweetening agents may together

comprise from 0.01% to 5% or more of the preparations.

Antibacterial agents are non-cationic antibacterial agents based on phenolic and
bisphenolic compounds, halogenated diphenyl ethers such as Triclosan, benzoate esters and
carbanilides as well as cationic antibacterial agents such as chlorhexidine digluconate. Such
antibacterial agents can be present in quantities of from about 0.03 to about 1% by weight

of the particular component.
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When noncationic antibacterial agents or antibacterial agents are included in any of the
dentifrice components, there is also preferably included from about 0.05 to about 5% of an
agent which enhances the delivery and retention of the agents to, and retention thereof on
oral surfaces. Such agents useful in the present invention are disclosed in U.S. Patents
5.188,821 and 5,192,531; and include synthetic anionic polymeric polycarboxylates, such
as 1:4 to 4:1 copolymers of maleic anhydride or acid with another polymerizable
ethylenically unsaturated monomer, preferably methyl vinyl ether/maleic anhydride having
a molecular weight (M.W.) of about 30,000 to about 1,000,000, most preferably about
30,000 to about 800,000. These copolymers are available for example as Gantrez. e.g. AN
139 (M.W. 500,000), AN 119 (M.W. 250,000) and preferably S-97 Pharmaceutical Grade
(ML.W. 700,000) available from ISP Technologies, Inc., Bound Brook, N.J. 08805. The
enhancing agents when present are present in amounts ranging from 0.05 to about 3% by

weight.

To prepare the dentifrice components of the present invention, generally the humectants,
for example, propylene glycol, polyethylene glycol ingredients, are dispersed with any
organic thickeners, sweetener, pigments such as titanium dioxide and any polyphosphates
included as anti-calculus ingredients. Water is then added into this dispersion along with
any antibacterial agent such as Triclosan, any antibacterial enhancing agent such as Gantrez
and any anticalculus additional agents. In the first neutral pH component a fluoride 10on
source desensitizing agent and phosphate buffering agent is added. In the second
component an ingredient to adjust the pH to an alkaline level is added, such as sodium
hydroxide. These ingredients are mixed until a homogenous phase 1s obtained for each
component. Thereafter inorganic thickener, silica abrasive, flavor and surfactant ingredients
are added and the ingredients mixed at high speed under vacuum of from about 20 to 100
mm of Hg. The resultant product, in the case of each component, is a homogeneous,

semi-solid, extrudible paste product.

The dentifrice composition may be applied to hypersensitive tooth surfaces in the form of a
paste or gel by tooth brushing or topically applied by being painted directly on the tooth

surfaces in the form of a liquid varnish using a soft applicator brush.
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The single phase dentifrice composition embodiment of the present invention may be
packaged in a single tube or other conventional package. The multicomponent dentifrice
composition embodiment of the present invention is packaged in a suitable dispensing
container in which the components are maintained physically separated and from which the
separated components may be dispensed synchronously as a combined ribbon for
application to a toothbrush. Such containers are known in the art. An example ot such a
container is a two compartment dispensing container, such as a pump or a tube, having
collapsible sidewalls, as disclosed in U.S. Patents 4,487,757 and 4.687,663; wherein, the
tube body is formed from a collapsible plastic web such as polyethylene or polypropylene
and is provided with a partition within the container body defining separate compartments
in which the physically separated components are stored and from which they are dispensed

through a suitable dispensing outlet.

The following example is further illustrative of the present invention, but it is understood
that the invention is not limited thereto. All amounts and proportions referred to herein and

in the appended claims are by weight, unless otherwise stated.

Example I

A two component (Component A and B) desensitizing dentifrice of the present invention
was prepared, designated "Dentifrice X", Component A having neutral pH (6.5) and a
Component B having an alkaline pH (9.5). When combined in equal amounts for tooth
brushing, Dentifrice X had a pH of 7.5 in a 1:3 slurry with water. The ingredients of

Components A and B are listed in Table I below.
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l o TABLE I °

Dentifrice X l
Weight %
I Component A B
Ingredients —__I
Deionized Water 32995 36895
Sodium Fluoride 1.105% 1.105%
Potassium Nitrate 5.00 5.00 |
| Glycerin 18.000 18.000
Polyethylene glycol 600 3.000 3.000
Xanthan gum 7.000 7.000 |
| Carboxymethyl cellulose 0.500 0.500
Sorbitol 70% NC 5.00 5.000
Sodium saccharin 0.400 0.400
| Titanium Dioxide - 1.000
Pluronic F-127 2.000 2.000
| Sodium Hydroxide (50%) - 1.000
Sodium Phosphate Mono 4.000 —-- |
| Sodium Phosphate Dibasic 3.500 ---
FD&C Blue #1 (1.25% solution) -—- 0.300
Zeodent 115 20.000 15.000
| Zeodent 165 1.000 1.500
Sodium bicarbonate - 2.500
| N-silicate -~ 3.800 |
Sodium lauryl sulfate 1.500 1.500
Flavor 1.100 1.100
\
*Releases 5000 ppm fluoride 10on

L - - - - -t~y Sl Skl A ——dP

10
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In the preparation of Dentifrice X, components A and B were prepared wherein the
glycerin, polyethylene glycol and organic thickeners were dispersed in a conventional
mixer until the mixture became a slurry, which was smooth in appearance. Color and
sweetener were dispersed in this slurry before the addition of water. In the preparation of
Component A, potassium nitrate was then dispersed in this slurry. In the preparation of
Component B, sodium hydroxide was then dispensed in the gel phase. This mixture was
mixed for 20 to 30 minutes producing a homogeneous gel phase. The mixture was added
to a vacuum mixer and cooled below 105°F. Zeodent 115, Zeodent 165 and sodium
bicarbonate were then added and mixed for 10 to 30 minutes at high speed under a vacuum
of about 50 mm Hg, providing a homogenous mixture. The sodium lauryl sulfate and
flavor were then added to the individual dentifrice components which was followed by

mixing another 5-15 minutes under vacuum of 50 mm Hg to prepare the resultant

component product.

The desensitizing efficacy of the two component Dentifrice X was evaluated using 4.25mm
X 4.25mm square dentin disks of 750um thickness cut from extracted human molars. The

disks were prepared for treatment by etching with 6% citric acid for 2 minutes to remove

any surface smear.

For purposes of comparison the procedure of the Example I was repeated with another
group of similarly prepared disks using a dual component dentifrice designated "Dentifrice
Y", comparable to that of US 6,180,089 in which the alkaline component designated
"Component C" had a pH of 9.5 and the acidic component designated "Component D" had
a pH of 5.2. The ingredients of Components C and D of Dentifrice Y are listed in Table 11

below.

As a control, the procedure of the Example was repeated using a phosphate buffer solution
as the treatment which treatment was designated "Control". The ingredients of the

phosphate buffer solution are listed in Table III below.

11
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The ingredients of Components C and D of Dentifrice Y are listed in Table II below.

TABLEII
Dentifrice Y
Component C Component D
Ingredient Y% Ingredient Yo
Deionized water — ] ~ 29.57 Dionized water o | 25.66
Potassium nitrate 10.000 Anhydrous citric acid 0.531
Glycerin 25.48  Sodium citrate 2.657
PEG 600 3.00 Stannous chloride 0.600
Xanthan NF 0.700 Stannous fluoride 0.908%*
Sodium carboxymethyl cellulose 0.50 Glycerin 33.704
Sodium saccharin 0.4 Xanthan 0.500
Titanium dioxide 2.00  Sodium carboxymethyl cellulose 2000S 0.700
Pluoronic F-127 1.00  Sodium saccharin 0.400
Zeodent 115 15.00 Tetrasodium pyrophosphate 0.500
Zeodent 165 1.75 FD&C Blue #1 (1.25% soln.) 0.240
Sodium bicarbonate 5.00 PEGA40 il 6.00
| Sodium hydroxide 3.00  Pluoronic F-127 2.00

Flavor stannous plus 1.10 Zeodent 115 20.00
Sodium lauryl sulfate 1.5 Zeodent 165 3.00

Flavor 1.100

Sodium lauryl sulfate 1.500
Totals 100 100

5  *Releases 2200 ppm fluoride ion. Fluoride ion delivery of Dentifrice Y is 1100 ppm when

Component C and D are combined for use.

12
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TABLE I1I '
Phosphate Buffer Solution
Ingredient Wt. % Millimoles
: = —_— ¥

Sodium phosphate mono 0.0087 0.63

CaCl, 1.1456 1.06

NaCl 0.877 150.0

The etched disks were then treated by separately brushing the discs for a 60 second period
with either Dentifrice X or Y or the phosphate buffer solution (control).

The surface composition of the treated disks were then subjected to Electron Spectroscopy
for Chemical Analysis (ESCA) and Scanning Electron Microscopy (SEM) analysis. The
ESCA results are recorded in Table IV below as an average for each group. The percentage
of nitrogen on the dentin surface is generally attributed to the amount of exposed collagen
material which is an integral part of the dentin structure. The reduced amount of nitrogen
is indicative of a surface coating, and the higher the amount of calcium ion, the greater the

degree of tubular occultation.

TABLE IV

ESCA Analysis

Atomic Percent

P/Ca
Dentifrice C O N Ca P Si Na Sn K __Ration
X 3320 |42.63 | 3.78 7.66 632 | 4.88 0.80 0.19 0.55 | 0.82
Y 2776 | 4727 | 2.45 4.73 410 | 11.39 1.02 | 1.16 | 0.11 0.86
Control 59.69 |é2.78 1472 | 117 | 099 | 0.68 n i 0.85
— R ) — | . - — N

The results recorded in Table IV indicate that the amount of deposit formed on the surface
of the dentin disks treated with the combined components of Dentifrice X of the present
invention is substantially greater than the disks treated with comparative Dentifrice Y,
indicating a significantly greater degree of tubular obturation would be experienced with

the use of Dentifrice X as compared to Dentifrice Y.

13
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The SEM photomicrographs taken of the dentin surfaces subjected to the brushing
treatments are shown in Figures 1-3 respectively. Examination of the SEM of the
Dentifrice X treated dentin disk surface, (Figure 1), indicates that dentinal tubule obturation
was substantially complete as compared to treatment with comparative dual component
Dentifrice Y as indicated by examination of the photomicrograph of Fig. 2. The Control
treatment of the dentin disks using an phosphate buffer solution as shown in the SEM ot

Fig. 3 indicates a limited amount of dentinal tubule obturation.

The ESCA and the SEM results all provide evidence that the unique combination of the
neutral and alkaline potassium ion containing dentifrice components in combination with
high releasable fluoride ion concentration levels effects an unexpected significant

improvement in the remediation of dentinal hypersensitivity.

14
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A single component dentifrice designated Dentifrice Z was prepared which contained the

ingredients listed in Table V below. The dentifrice composition has a pH of 8.5.

pu— [ —— = = = —l ik, — W — ——t il ST~ W —
J—— _—— ww w— - - e SE———— - b ke o -

TABLE V

Ingredients _

Deionized Water

P r—— = e iem— =

Sodium Fluoride
Potassium Nitrate

Glycerin

Polyethylene glycol 600
Xanthan gum
Carboxymethyl cellulose
Sorbitol 70% NC

Sodium saccharin

Pluronic F-127

Sodium phosphate mono
Sodium phosphate diabasic
FD&C Blue #1 (1.25% solution)
Zeodent 115

Zeodent 165

Sodium Bicarbonate

Sodium lauryl sulfate

Flavor

——— A e 7

- - ye—

Dentifrice Z (Wt.%)

SN . WP LA S— W Y —

R G——

|

34.345

1.105%*
5.00

18.000

3.000
0.7000
0.500
5.00
0.400
2.000
2.0
1.75
0.2

17.5

1.25000
1.75
1.500

11.100

s aas e

*Releases S000 ppm fluoride 1on

15
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In-Vitro Remineralization/Demineralization Test with Fluoride Uptake

Specimen Preparation
An in vitro fluoride uptake test method using enamel specimens (3 mm diameter)

removed from extracted human teeth and mounted in rods to evaluate the performance
of Dentifrice 2. The specimens were ground and polished to a high luster with Gamma
Alumina using standard methods. Eighteen specimens per group were prepared for this
study.

Initial Decalcification

Artificial lesions were formed in the enamel specimens by a 96-hour immersion into a
solution of 0.1 M lactic acid and 0.2% Carbopol C907 which was 50% saturated with
hydroxyapatite and adjusted to pH 5.0. The lesion surface hardness range was 25-45
and average lesion depth was approximately 70u.

Saliva Collection

A 50:50 mixture of pooled, human saliva and a mineral solution was used as the
remineralization medium in all treatment regimens. Wax-stimulated saliva was
collected from at least five individuals and refrigerated until used. Saliva samples
were then pooled with vigorous stirring prior to distribution (7.5 ml + 7.5 ml mineral
mix) into 30 ml treatment beakers. Fresh saliva/mineral mix was used each day

(changed during the acid challenge period).

Treatment Slurries

During the treatment period, the specimens were immersed in dentifrice slurries to
simulate daily brushing. The slurries were prepared by adding 5.0 g of dentifrice to 10
g of the fresh saliva/mineral mix solution in a beaker with a magnetic stirrer. A fresh

slurry was prepared just prior to each treatment.

Treatment Regimen
The cyclic treatment regimen consisted of a 4.0 hour/day acid challenge in the lesion

forming solution described above with four, one-minute dentifrice treatment periods.
After the treatments, the specimens were rinsed with running distilled water and then
replaced back into the saliva. The remaining time (about 20 hours) the specimens
were in the pooled, human saliva, remineralization system. The regimen was repeated

for 20 days. The treatment schedule used was as follows:

16
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a. 8:00-8:01 a.m.
b. 8:01-9:00 a.m.
C. 9:00-9:01 a.m.
d. 9:01-10:00 a.m.
€. 10:00 a.m.-2:00 p.m.
f. 2:00-3:00 p.m.
g. 3:00-3:01 p.m.
h. 3:01-4:00 p.m.
1. 4:00-4:01 p.m.
]. 4:01 p.m.-8:00 a.m.

k. Back to (a)

PCT/US2003/024526

Dentifrice treatment™
Saliva treatment
Dentifrice treatment
Saliva treatment
Acid challenge
Saliva treatment
Dentifrice treatment
Saliva treatment
Dentifrice treatment

Saliva treatment

*  On the first day, this treatment was not given; the test began with one hour in

saliva to permit pellicle development prior to any treatments.

* Fluoride Analysis

At the end of the 20-day treatment regimen, the fluoride content of each enamel

specimen was determined using the microdrill technique to a depth of 100u. Fluoride data

were calculated as pg F/em3: (ug F X dilution factor — volume of drilling). The results of

the fluoride analysis are recorded in Table VI below.

For purposes of comparison, a phase dentifrice designated "Composition C", which had a

fluoride ion content of 5000 ppm in which potassium nitrate was absent was also tested for

fluoride ion uptake. Composition C had a pH of 7.5. The fluoride uptake for Composition

C 1is also recorded in Table VI.

r = — 2

Table VI

Fluoride Uptake Assay Results

Standard Deviation

— - - - e e e . A eeeeea— . ey e—

Dentifrice Fluoride ion
L - . U take u /cm?)
Z 8128
C 1987

17
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The fluoride uptake data recorded in Table VI indicate that the single phase composition
that contained 5% potassium nitrate in which the pH was 9.0 unexpectedly deposited
substantially more fluoride ion about four times as much than a comparative single phase

composition in which the pH was 8.0 and potassium nitrate was not present in the
dentifrice.

Dentifrice Z was tested in vitro for in situ remineralization of caries lesions in employing
the methodology described below.

=  Remineralization Measurements

Following fluoride analysis discussed above all samples were tested for surface
hardness changes. The difference between the hardness following treatment and initial

lesion hardness indicated the ability of that treatment to enhance remineralization.

= Determination of Enamel Resistance to Demineralization

The resistance of the treated enamel to a subsequent acid challenge was determined by
placing the treated specimens into the lesion formation solution (with no
remineralization phase) for one 2-hour and one 16-hour period of simulated plaque acid
challenge (SPAC). Following each acid challenge, the surface hardness of the
specimens was measured as a Vickers Hardness Number (VHN) using a Leite
Microhardness tester. The difference between the hardness following each subsequent

demineralization and the initial lesion hardness reflected the degree of resistance to

demineralization provided by each dentiirice.
Results of the remineralization tests of Dentifrice Z are recorded in Table VII below.

For purposes of comparison a toothpaste product designated Dentifrice D having a
composition substantially similar to Dentifrice Z except that potassium nitrate was not
included in Dentifrice D was also tested for remineralization efficacy. The pH of

Dentifrice D was 7.5. The remineralization results for Dentifrice D are also recorded in
Table VII below.

2 ZE— N e —— - sm—very

Tzibie VII
Enamel Hardness

| Composition AVHN
y4 13318
D 2114

18
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The desensitizing efficacy of Dentifrice Z was evaluated following the procedure of

For purposes of comparison the procedure of the Example I was repeated with another

PCT/US2003/024526

group of similarly prepared disks using a dentifrice designated "Dentifrice E". Dentifrice B

differed from Dentifrice Z in that the fluoride content was 1100 ppm Fluoride and did not

contain phosphate buffering salts.

Electron Spectroscopy for Chemical Analysis (ESCA) and Scanning Electron Microscopy
(SEM) analysis results are recorded in Table VIII below.

-~ -~ -

Y z

TABLE VIII

ESCA ANALYSIS

s .

The results recorded in Table VIII indicate that the amount of Ca and deposited on the
surface of the dentin disks treated with Dentifrice Z of the present invention was
significantly greater, that is, three times greater than the disks treated with comparative

- ] ___ Atomic Percent _ Ratio

e Dentifrice _C_ O N ]”Ca P Si Na_ _ Sn F__ P/Ca |
E ) 33.05 | 42.46 | 5.75 _3.8111 3.14 | 10.19 | 0.70 | 0.82| 0.09 | 0.83

Z 32.06 | 4337 | 1141078 | 868 | 2.10| 096| - | 093] 0.81

Dentifrice E, indicating a significantly greater degree of tubular obturation would be

experienced with the use of Dentifrice Z as compared to Dentitrice E.
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CLAIMS

What is claimed 1s:

1. A dental composition which eliminates or substantially reduces the discomfort and pain
associated with dentinal hypersensitivity and exhibits enhanced anticaries and
remineralization benefits which composition comprises a fluoride ion and a potassium
ion releasable salt, the composition having a pH in the range of about 7.5 to about 9, the
pH being buffered with an alkali metal phosphate salt, whereby application to teeth
requiring relief from dentine hypersensitivity results in heightened desensitization as

well as heightened tooth fluoridation and remineralization.

2. The composition of claim 1 wherein the potassium ion releasable salt 1s potassium

nitrate.

3. The composition of claim 1 wherein the fluoride releasable salt present in the
composition delivers a fluoride ion concentration of about 1100 to about 3800 ppm.

4. The composition of claim 1 wherein the fluoride ion releasable salt is sodium fluoride.
5. The composition of claim 1 wherein the pH is buffered with a sodium phosphate salt.

6. The composition of claim 1 wherein the pH is buffered with a combination of sodium

mono and di- basic phosphate salts.

7. The composition of claim 1 wherein the alkali metal phosphate salt is present in the
composition at a concentration of about 1.0 to about 10% by weight.

8. A method for eliminating or reducing the discomfort and pain associated with dentinal
hypersensitivity concomitant with enhancing tooth remineralization and reducing the
occurrence of caries, which method comprises preparing a dentifrice having a pH
buffered with a phosphate salt in the range of about 7.5 to about 9.0 and containing a
desensitizing potassium ion releasable salt and a fluoride ion releasable salt, dispensing
the composition for application to teeth requiring relief from dentine hypersensitivity
and thereafter applying the composition to the teeth whereby heightened tooth
desensitization, enhanced tooth remineralization and increased fluoride uptake is

experienced by the user.
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9. The method of claim 6 wherein the potassium ion releasable salt is potassium nitrate.

10. The method of claim 8 wherein the fluoride salt present in the composition delivers a

fluoride ion concentration of about 1100 to about 3800 ppm.
11. The method of claim 8 wherein the fluoride ion releasable salt is sodium fluoride.

12. The method of claim 8 wherein the alkaline dentifrice component 1s an aqueous

dentifrice having a pH of about 9 to about 11.

13. A two component dental composition which eliminates or substantially reduces the
discomfort and pain associated with dentinal hypersensitivity which composition
comprises a first dentifrice component having a neutral pH in the range of about 6.5 to
7.5, the pH being buffered with a phosphate salt, a second dentifrice component having
an alkaline pH in the range of about 8.0_to about 9.9, and at least one of the
components containing a fluoride ion or potassium ion releasable salt, the first and
second components being maintained separate from each other until dispensed and
combined for application to teeth requiring relief from dentine hypersensitivity,
whereby heightened desensitization enhanced remineralization and increased fluoride

uptake is experienced by the user.

14. The composition of claim 13 wherein each component contains a fluoride ion and a

potassium ion releasable salt.

15. The composition of claim 13 wherein the potassium ion releasable salt is potassium

nitrate.

16. The composition of claim 13 wherein the fluoride salt present in the dual component
composition delivers a fluoride ion concentration of about 2500 to about 8800 ppm.

17. The composition of claim 13 wherein the fluoride ion releasable salt is sodium

fluoride.

18. The composition of claim 13 wherein the alkaline dentifrice component is an aqueous
dentifrice having a pH of about 8.0 to about 9.9..

21



CA 02495565 2005-02-02
WO 2004/012693 PCT/US2003/024526

19. The method of claim 13 wherein the pH of the neutral pH dentifrice component 18

buffered with a sodium phosphate salt.

5  20. The composition of claim 13 wherein the pH of the alkaline dentifrice component 18

adjusted with sodium hydroxide.

21. The method for eliminating or reducing the discomfort and pain associated with

dentinal hypersensitivity which comprises preparing (1) a first dentifrice component

10 having a neutral pH buffered with a phosphate salt in the range of about 6.5 to about
7.5 and (2) a second dentifrice component having an alkaline pH 1in the range of about
8.0 to about 9.9, at least one of the components containing a desensitizing potassium
ion releasable salt and a fluoride ion releasable salt, separately housing the first and
second components, dispensing the first and second components and combining the

15 dispensed components for application to teeth requiring relief from dentine
hypersensitivity and thereafter applying the combined components to the teeth whereby

heightened desensitization is experienced by the user.

22. The method of claim 21 wherein each component contains a fluoride ion and a

20 potassium ion releasable salt.
23. The method of claim 21 wherein the potassium ion releasable salt is potassium nitrate.

24. The method of claim 21 wherein the fluoride salt present in the composition delivers a

25 fluoride ion concentration of about 1100 to about 8800 ppm.
275  The method of claim 21 wherein the fluoride ion releasable salt is sodium fluoride.

26. The method of claim 21 wherein the alkaline dentifrice component 1s an aqueous
30 dentifrice having a pH of about 8.0 to about 9.9.

27. The method of claim 21 wherein the pH of the alkaline dentifrice component 1s

adjusted with sodium hydroxide.

35 28. The method of claim 21 wherein the pH of the neutral pH dentifrice is buffered with a
sodium phosphate salt.

22



CA 02495565 2005-02-02

PCT/US2003/024526

WO 2004/012693

»

R g 8 B I e L N T AN i R sy 7 A S i y
P M b s thd s, \c..ksv..%“v ' »\Ws a“m vm,v- Te eV MR ey AL ey ..w‘. LY 4. * PRI g @ﬁ-a&.ﬂ)ﬂv.‘ﬂmmuiu\ - S \.WQ*.. A uv.vv AL 2T 3 Y o
T A AR RN e T R Ty ORI SR IE N TR AT A IA A S 2 PRI Wil eA S Y
e e - \‘v».&.ﬂﬁ.d\.n“.c Yoo AN M . v ‘. .un > '3 = ” 4 28 A E awsq 7. rabke s Y30 ﬁn*. ¥ \*. g
o A R N Py B T i el Oy § PLy BTN \Wf‘. R L A L 1 Bt Y adr 3 -T2 %)
T SO Tl e S I S T LT W L AR e : Y
l...v......\\-.’..-u il
Fo)

B S g G TR G S T e T O LR e S T R e S I A e B eV 5
: ! '~ 2. < .ﬁ.- 4
v ssdssssre ﬁ. \n-'....\;. -0.., .;.t.r«.f..b(hn‘ B Y T AL ?ohw.ewu*“ lm. qsnw-u-ﬂw.-l.hxvﬂr ﬁM/ ufm.r 4 “9 mv > mv.uws lvv .ﬂvq

A AL I Y
e . y uan. . Frar - it AP = e - - ) o A rtof v@ﬂ ° ur.“l%udv‘.'-ﬂn.\-.‘ 5e
L NV- M\n*n.. VM m.’., \! \M»’-. MV t;oh%.au.-_- 1lvp.n - - afnnlluo e ,\\r l.-‘.-vru} Vhﬁrﬂv < VMO\ - css' f..Wx- g Jﬂs\‘ 4 “ ' JN ni oo ”\ﬁﬂ.vﬂhm - %\M“Wu_—.ﬂ M 54 -AV N. va, W‘

.
- . v wﬁw! d 7

x
5
AV

T R IR SR AN S A AL e Sy )
kAT Fren.tit 3 £,
~ (4 AN ".A. - -
b HE PSS Y Wi, ; I S P TR Y NRE ST DA IO R+ %-
2 iy anlxmé.:.m&rﬁ.q,‘xwﬂusv. g v T S P «m.eﬂ e LN r,ﬂ.w.mi LRy s i
el 0-.*(.:-.. L) ; ‘f%v{rd.uu‘r\;\. .#.a‘r‘.v..wa\n MWMW. - \‘;FN-MV/# ‘Ma«p.hw-u.“nv ec.fw-n & m\vui...?;ury?% «r..#mw V.Mv‘w“ mm...a..--.. &L 5 H.J...oh\n cWLv. R AT )N
.\ L ¢ et - ~pl

N K L .?«.ia.w.um LWk, o . )
Mw.nw peab o ,._.“. - ...r..ﬁMM..vM,W . “..W e 7 ‘ye U M.»*r\ «.Wm.xu..a.ﬁ n..ym.Qu VL R 4 ..u;.-q..mq.. & ..WP

[
ot

A
D
h |
A
=

T AN e TR T S
P TR Y s S S TR A s R0

- >
v, S 7 n A 4. - I-sf ?7& w . S ETY
n\..lo.u W).u. A;....d.m.. o i - 3 L SRR P T U e T TR e v 4, AR
. ) . - > - - " ATE TN Y - e ¥ - Y Y- e Q
< ¢ i, .M's..&u..\u\ N T N ..A.P%.fﬁ;. ™o

AT AL gy T o 3 T Y :
vl ......h.. 4.... - f-an. 1 !%w\o-.ﬁ“%.”{ S A I L ‘...\.nl..nf.v....\."ux"“ﬂ...n\%..
oA LT T N e ST R ER Y Ryl st L E §
Ly A saky ﬂl‘g’ﬁs¢:. o, -..wnl A 2N w ~ &.ov ..ﬂnﬁ“x‘-& v VR .W\M#f -.@.n-{ﬁ‘fou-..o ’ ..\\Ah T -\5“\& . ' M. LK) u#..% H
< o M1 AR CRNC £ CTBo IR RPN TWA S B o F o AL N et % - T T LIt aat R R - AW 2 IR k.
. S R P 2 5 00 ¢ AT A W\~ L : O T AT IR A, P 4L TE-AAS o S W AT g ¢ R AT Y G LT e T

Mg T R N Sy VNG CR Wa.. Sty )wwn %w.s.o. .Wcmm n«&uo,.“nm.i. Né.&wv.nv&mu%
. . . ' -u.? e 0 qu..t AN e NP - ﬂ:&m%#.. 06..4 , “..NM

3
r

-

¥
2.

&
-y
>
E:,-
o
g'.
4
oy
s
v’
e
\‘*
4
(W
y
%
-
\"
~
-
"& ~
<~
>
i
X
¥
;i
g~
.A-
.
.,
-
-~
N -
e
L b
4 0 9
35
rs
p3
I
o
%
A%
=
Cl ’ “
a
~%
L
3
&
k)
Y Y
7
'3
\‘.'#'.,
¥
DAY
4
A
&
v
A
b -
e
kl
Cd
v
.
>

LY
W
oo
e

r

' i,

¢

tany

¥
L

i

Y
‘I

’ -~
b
>% '
¢
H
T
:2
l":'&ff
v
+, "kf‘
Ty
-ci‘}g.f.
L
Rl
1 X
3
f 3
okt
s
£,
- ¢
L
:.2‘
TR
%v
»,

- {b
¥
L
%
<o

b
e
e’
o
(Y
b4
L 2

,:,V
ug;.-:f
IO
A
L.
g
Ay
%7y
- ¥

¥

e
MY
?x

-~

* ::;\

‘é‘}c
\

- ﬁ‘
CpE x¢
s»‘,&:;

- ?\f'

X420

l’;":-'e

3‘ -
e
by
i,

LI Y
(;l
<
'b‘-
o
[y
»
';..
-
3
‘
it
>
-~
¥
a3
N
=~
-«
N
RS
+
£
L)

¢
3
£
T
¥

N
~

LR SL )
i [0
. ¥
X rr‘

i

& .
e
ai '
fb
A~
3
A
af
by
¥
o
“
Yo
+“
v
i
LN
P
L34

.

N,
"ie
B
i
3:
"%
5%
'1?
-~ :s‘_
5
g
boreld
Y.
v
o
. Y
:;'I e
4
M)
AN
=
s
<7
DA
ot
1
T
v-o
£
$357
e
- i‘
1o i
Fo
£
L=
3
T
~
-'Z
4RA<
44
\ _r_‘}
¢t‘;’
\‘. N
ey
o
A ’-
Ny
.-3.::
!j
.3
.'J
jr
;&Q
A
Pihs

- » .

- R “ u..vnla.(.-. = s I o - . z Ve 22 0 R ] N B e 44..\ s i - mug..l. T l:u” 4 v :.,Vv-.. " e T " P
GRT% g Y R bl R e e SR L i e e MR 2
+ 6’- m‘.‘(‘l. 2 e \.‘ N, 4 an A T g M3 X “Y!‘ b, %«( ¢.-W- - aY 4 A T ..\.;-.‘ - o ..ff Py -.&..,.l 2 7 ll-.c
e IR IR 7 S T A A SR T o BTN A o o.w.mm.ﬁmu..%)ﬁmwrﬁﬁ%« P »&.wnmﬁ.}mwwfs@:\..ﬂuﬂm R TS
pAf I g s o ow :vh..“....- Aot -\-t N e s -M ..-u 3,- erre u«ulﬁf-.ﬁu..ﬂ )-.M..l .*.._v.. m-\ - w....o..MA. .\.~ by -‘» ..J.M.*t.ﬁ..-t'z.. VDY.". sv.. :“ :&b ’ ...SIV M )-)r ‘f.“ VS uw/. .grw.sw,t”-. An
PRI e 11413\ Sl SVTEoNh (S P e TN m...n..%s,mwﬁwm.mwﬂﬁ 5y A e émw«a o d«m..”.mmwfw%ﬁh.:w%w.w S T

BT XA MR VA S L A - P T ARl 0 AY ST ALy AT e ..wfw. L LI B - ) AN ..M o N, Mot e LN
SO I AT Sl er e L I e a2 T P e TR i o R A anQw\ e =¥ ﬂv.h.m..p SF A AT A e T
VRN e e R S I i N A, T TR T X e, B At 6 e QAR GG I I e B S T
> N - el SAL T R S i e T . Py ....s\m...&...%ﬁ N ,\..m . S wnd 2l S s S A e 2y T,
P BRI AR B R LEA R S -0 S PN 2pR - YR e 8 X ..e...& R RO AT e et e 8- n.l.?Aﬁnfl. AT s, EWRISTHI R A SN TYR G o ST
ERCR AN, S R i -.:«3.?&.»@%5@ ey ale TR WM ...bew, S v D 2 Ry w}u.ww.wa.ﬁ PR pie vl TN iy e
PRV I e T WX B b X RIS B A T e e A S .M.&m *3:5e 3, Tyt - ?.v.,.#. “ Jﬁ_.?..... . Hﬁ RS ERTE A S U Y. SR,
AT A N I IR S T SN R o 7 ML ;

AFeAATL, N ANREL 4 TR S0 AN I Mg ST T2 MG:!:. »> N - !
e .w\:‘ssc... : LI b oor .,A..v&\fr# .ﬂ/\.a {W\...ul .“1\. .ﬂ“ﬁ-/.ni.ﬁ u%.lu.n\..‘.szﬁ ' .V.VV .\._9.\.9/.- o
HEE TN S AT ,.....w. % s AL 3 .sM.... Rt uv..Nﬂﬁv\ Ry Fat ® RS
S EIVEI I S L R IS Ry e SRl <P e 3 Lol RN ST ~
NS RIS g S wn..\wmmxmow.w..q Aoy € g A R ) ¥
SRR N A .-.c......«...c.We s A g F P P I .ﬂ‘nm.eui.-wh“fh...ﬂ.{n." " : A

: I sGams s e, . 2 : : Y

Y
-
=
A
'y
‘3
.
NS
>
)
Talvy
I
€y
v
Vi
-
w'
A
%
hd
-y
"
'
L
dl
N
€3
-
“
e

4

Y
Wi
*y
e

¥

Yaroein, s . . . . a.

- - l\l\
Y et AT

(‘g'l‘f
VIO -

%
i
2

¥
v

LA™ . -”-.r I L a¥rrn . ? .LJ
Nt AT R S R R 5
..r/?% AT oy el T Ny .,p.li... PRS- RRPEE 2 R Y -1y LG Dy v
T A A e L N TS A e T U G A R T »
AR PR I SRS pEE I NS ST DA 1 S L R LN T SRR 1.9 -
| ey # ¢P..Nn v ' ..lv((l P M.ww‘.'\\n et e Z«\)\ﬁbﬂn v Ny 4 W .
N e e L L A B N S R IR T S B e e B
Oy eI O s ra L r s e A et i o b TN Y gy BN O e wE R e ST TIO QRN Y S E T e TS e T A 2
-uA_.uuV~ “ - - - - - v ~y = R ir IO - ' [L<M : .. ‘f* ., 20 Y x4 ). - W Y t..\cv\‘ rd . TR SR T
en ..w TR L A L S T 4 .A%Nﬂrn S T vl var T, M, 300k Seiye KL i ol a.c.# AR T A4 .P«vw;.j}qﬁv Fafe TR T At . A
s 1%;._-:... Fi e e 85 At Wy TR b -gfag™y -S_févym.ﬁ..ef...wrntww-...zu; i .?.&.wwe«.« KA IS X7 a....M.,v w?v,nxwﬁﬂnmw.ﬁﬂ% Lt e
Ty - Tan 0- v N - =an nl. un ) R TS ] e " ™ ,ﬂls.-a.\ T -'n® .th. Ly oy J\‘ st LR i H B «< ."s » 0 "&. e Hu..--, % -4,
n%.s,.ﬁn\ﬂ.ﬁﬁm.\“w, I N Pt i T3 Ly e he 5 AL A A e (WO YA g R R0 S T AP L R
- ..4.:. ‘E* Ma....)-. ...... f e o h.w..s;nv-.t.ta. .vﬁ‘-tMAO\- .ﬁ\&.“- 40 M.ﬁ/u ﬁv...b&..«&. R .v.
L+ SRk BMIEA I Sy PR A T A R ¢ 2 S ST S NPT ST :
o e o B N R T S TR T IR TR TN L N
-2 ~in u..am\ AN I d - \H& vy ™ ..-f:.....\' T " “1.4 - .’A..n . B
o4 ‘\- 4 gt .TO.(. PRIt AT Mz W R T v, a%. . e NI TP T Sy
S mo..» e Sentaye €4 TS N £ e w..nx.ws._.vw eI e 1 Ney
Fio v SNt AN s P IR L A e e R TR T N e R LS
4..?“)?& JV.M ‘tw&wkvq #&wbﬂ.ﬁ. ' M..s?uun‘...w.,or § ac..hv.\}&.,w-.(_...duu NV ﬂ.-o.# o in
. c*. - Y M.f *fit A“{q . -wl\-\.htk-.f.. - .ﬂﬁ.wﬁ.\ -t L, vnA{S.r o ' -y .-./u\s.
Aur R LA f.m. A L » ¢ ¥t St ..s-,wf.. Sl v s N JEPSR St steg
“‘.* [ ey PV;‘ “.IL--’). ulh,”_“.-...ﬁlﬁt\v“\ﬂ%’ W.n u. R~ A v.. vy .~ ar.!m? M

= .‘.V-h- ‘vl 8“.@’\ L.anﬁ\ - .

- al V- S h R : X . -
R ORI R M T B N e e S 0

Y T ol S T e N R ey N T

£ ..fs!...» ¥ BAL gt AR R AT L e ...wm.w»...ﬂ%ﬁ....,.

A > .uqq 33Ny e LAY S :C.oH@-. ¢ T npin. L v - .v.(.....c.\m.

P st e AL L AN I oL IS A ST i MR AL T i Rkt L et
“t A .\-3..'& -~ u.-‘.r. ." LT L L LA 4&«5.'}5.. n\.\(inm*lr\ L - ?‘Mm e wm s pi" .,rar " ..!Q\-.- . 3 4
O R e T e e T2 R & ..-».-wat)»m%\:ﬂ.x.s AT R ..whwy.,.u..e..o. PN IR g - . Yoo,
TRy REE BTN T s et N i . . 2
. »w.\.\ﬂ\.!w\l. v l‘nsu.f S & ..;.w..h; 3 -0-4\.1 ..b“:ﬂﬁ e " £

£ Amwrilic n
- N\.k...u... Avrases
Vg R AR S g AT

U . cige ¥ . ? v;
SR E I BRSSO Ao : s . m

g
A o b L ey s ﬁaio.. “ \s.v ‘. e
[ 3N HM. P e 2 w\»r..n.w.ﬂ..» .t&vu.. ..&M...m m.w.ut.r(ﬂn.. oy 23
[ h] 11."“.?... B R g apes onyng ovort mal 300 it % “
e Rt A S WYt FAAETRY T S o WA g
L LA v 'ES A PN YT v . )
A L A RN R R 1 SR o
.W-‘ﬂ‘ N ...Ql‘ z-#ﬂ -NQ. -3 Cua“.\ﬂu.rOull -U--. VV: a»\..lucw.:Qn\-. h?\w\tv—v\ Vs. um
. Y vw ¥ al= R l.%.\“v“?k. I3 '
[ AR JM.J\M;\.ONM LR - " e * .\.....n-;.g v P 2o
" ' v LS " vy . . [ T T e, Py - g -4
bt RV 2Vl rh el SILA SRR § o I SIS e
-~ R R 0 TS S TR s g I ey , b
st ! T en N g L T e Ms..).&w s
PR AP G e 4(%%&.\77 -8 ....z.m.v\. - Y oaoeAl £ 5
A i e S i WY
% (..v\r.&:..um(....“n %u - w' .{..‘WI. I A .’n»v
AP CIETE Aty i~ w%.l.. -
pre T, el “” -’ 4 4P %
£.s R AT RS G 3P v :
Sk i A Ty LT LY T e R
\ w..v’w,. I g S e RV LI R TP St A G ’
g N IR Rl AL N T TN i
H - vﬁ [l T 3 M(M.ws,l.rno e Pk VL 5K AN ,l.\\nu
. -4 .m\(“.b X e DTN L W \.«-..v. ‘&wb-.t. -~ .\.um ¥ .
PR S IR LTINS e T ARl W S N oty aataeer a2 1ot IR s JEERER e
L] . 4vvs..l ’r= ' iy P T ML P PN e .n-‘q e l-%. v B AP L L dab™ g
SR N s Qﬁﬁﬂ-n . ../\.ua...... (ORERL W a-lyw v &, o.‘..rh.v e .-..?..R.M%f.r. 1€ ..D.Q LY S
RN b g T AR T A AP K DR R L LT ¥ oW B ey
: -~ A 2R N e G N e T e A, T e VERAE AL L e A P4 k5
. A0 5T » b Lo A N Ry ) Y, LA POV S PR S < @‘.... - i&.& 54
LA ..\.onuz.ﬁ Ewinl T 72T D L REATR Ly S A PN il s TRty facs
R e s o ¥ e i N A i s S Pt I N :
Py ~ o - o.'...l..r. v b T e eV A% ..L‘IQ.. NI 7 \* D IR ¥ e e bt v
RN ke AW TN S S e VR T g S Y Y e J Lo
s e - D ..«-Vo [ D 4 P AT IR NG RN - 3

A
“r
4;:‘-
»
<
b ]
Pty

[
oo - v S & -.”\ Ooﬂ o e On 45.“4- e At o B -.ﬁ.. -t .M - (h.\ ..s.hu.u....ﬂ?. fA.- y ..rrp. r.%- 2l
i SORE 55 V.Nvl.ﬁv.r.n‘ : .J}Wumu/.h. oAt 4 .S..W. 122 AL Fs s/JMw__Qu. <% % L.ﬂnnw.mmsx 2 %\m.\?«*& ;
- bln.o“\k.as‘v o llﬂ”.fﬂ h'ont Awsn At v’ uhl *a \Mou. Q\awaos . V.- < \'c¥ . a~ ol

< -

:.)ss' ;
.
o

¥R

adddd

R

Prevident Sensltive
we
by
é.
o
Y
T

Dual 9 & 11 (¥20)
3
&
+

o
>
%

P T AT Y . L, . o
et Tarr € wow LS RS Sy e e T g Y AN F VN IEARIPR EG LR R
i vo, e F - S TNAE Bt o e I R e L T LT B S fadaeditir) PPN HEREET T 0
T I T BT VLR SEY L e e ..«h.,w\u‘.wm.www”s B¢ o8 LVER o W.Mr.m. ...w.m\,;»..&?. 1%y AR

L
4"‘“
i
i
“
N
£
&,
&
’
4-‘4
3
%
s
?4',
<
2
) l;%
3
Y
]
\“.
=r

;#
&
34
",
E’
.
-
",
My
a
1 Y
1, %
41
2
-§
(¥
- .<
:«y
K
'{:-r
g
ﬁi‘
of ‘ -

<
C]
?

.Y
%
W
_:mf
O
Bl
o)
e
-.';:?'
£
ng
Ry
-;I'-
-
¥
LA
5

el
My
3
i
N
P

3
W %

-‘uc
N
-3
I
137
e
()

~
o

'

Tr WG
%

v
SW2
-,

v,
I& -
*-‘

N

§

>

s
<
53

-

v
.“.
.

‘)

A2

YRS
Jﬁ RE
A
TR Td
Sdee o35
b Y
S
B
3 s
R,

L)
3
-

.4
3
By
~—l

s

- (',

._ e .\\r - ufw ﬂ‘ " 0- ;\.v\ " \.4 n- a.c\Ust\“-v. 7 A \ls.”uu..... g -
o el - &u...\.(..w.u,.: PPN ma o .ﬂummv\.mﬂ:ﬂw, wwmn KB G e o ; A
Sd Ve B S e I A T B AV S i e, 5T SRR RN &
: PR H e e % L v, ! o @l ..&%.* S ; R -Nv . v + A :,&. N:? “ Wi
AP Mo R AR A T Sl { _ : RN s WS ; S S R R

L]
e
v
‘5’4
-
-
-
2

-
"‘R
ﬂﬁ
A
S
i
7
al
<%
r,
.;I
X
s‘.‘
N
" ks
L
.5

S
A
. e ‘e - RSP Ay &0
PP " PRV P SR TR AR TN <UL A ) mﬁswxafa.. ...s....?)...l.ra.w.vl s .

S

Figure 1

1/3



PCT/US2003/024526

S T N I e ” g7 5 gt
lt : ¢ S ‘- . A \"W‘.ﬁ\)v ‘. Iuﬁl‘ ﬂrﬁm.»\wﬁ %ﬁ% IA - y ‘l rash . '-V“M‘% * ‘\?-t‘
- - ey o WEs ] .-... % o .. 4 ) < H%LM.
v ' s ;WW-MN 2

\ . el i
v i
e .. \..WMM a.:”r‘.’...

N..

1
e
tﬂu%
)

o“, N
4

L
et REPER A Wt 3 : DR
WM. . .4 . .. 3 ! ’ . u.z.;. . f. - .n. ’ q“a 3 -. ' oﬂ.’w\ww,ﬁ‘nsm-
o Gl (EVL - RE B ST MRAGE T NI Y .mn.srﬁ
. . . -3 - s- a‘ .. .-.J..‘..ﬂ

et
EIS
- .u&\

.
S -
e

R

Ry - "
;.F..ﬁ& " Sws;ﬂ \Y.v...: ol
SR i
TR S Y -
> g ..-\.!..M~

4..:
.%«

NG e
M...«cxn.m.lwv.;. Reger 7
o
A w.sv*c..
S Ty

. o
R A,
. .u.c...wﬂ......sw R
. X Sy S PR ¥ o ORI N oA i
e [ ol & . - ot 0T N AR
e Ivmw 0 o ;-sa u14 \. 3 . e ov.. . TNy
BT NP o . . . i

e e
. N Y 2 .. ”..ﬁ f- 3 %
A TS T R 2 R e ¢

L RO

s

P

O raaw
R
B A

wr egtage Yo AR
N % 9
? AT .#ﬂﬁv'-@“ o

P 0 5 S

%

¥

@
If

2/3

CA 02495565 2005-02-02

WO 2004/012693

e

-

~ .;.-..\..v 1

-
‘-l
.

o I

- 0L
., :.N

,>:$.>.
%

. '
RN o £
. M . .: -~
' b g
- . M
a0
‘e - PR
. (
L s . o
. . o H .
W - .
- 2
&HINRN

SN o RO R
o B, mm x...wu...ww..huﬂ%vu e A
A O et s

”~

A e : ol

< Y - “J- o}u”"--‘- \Ws.J ...Nf”! N
e Ve e ae e

.. Lk i WA
ol .ﬁ.l.. e e
3 K
PN oY, e Ty A1 A
R VAN ‘J.-JGM.J.W,

" A A A sl R
: 2 ) [ty o . Y. e Y o e, & 3 . "y .
SR Sy e R R
.. f.P ., .... .4.. ... .v / .\l&. -..\.ﬁ .WH. Y. -sn, . \ﬂ .! ..t
. \l .. .WGM.WW?WQ.L‘IVW.M’ o h .- . o (r %«-%..’.- ...r. 1‘04. V‘*.h-wcg .@

-

N .N{"&-
L2

4 o
g s

Figure 2



CA 02495565 2005-02-02

WO 2004/012693

e PCTIUS2003/0243526 ...

'
-
v~

"3

4
%]

e ee . - rrevae . .y aardrapyre porr ey PRPPPIPI LIS, epmy
T SRS AR AL A A AR AL L ANt At ) S A A ,..avww....ﬁ.a?x. \\ A -
.—.: - Cat mambe PR T 1 AAAIEY & VAR M AL O SR e
”» v wide se e 20 {Aa awiredlder watdildes v (e ) oy
v s UG Mt SR - TUs
' . Atsv Voo ¢eeale® voie, 07 ey wa\\«( < oL -
- [N . N I T R e SR IO P ‘e v
e Cad fudi? e D A At LA L R ﬁv 1 0
£ - Ty e S L Y0 , G
Vo &, - d A SN B ; ; b M
¢ s tre ¢ e b er fadientil S AN e Vo - rrrasrrnt Has o wie ol ol o0 3 ey
L omaen = - YNNASY - e R H R R Y P ALt 0L CRNETT S . RIS LV.. AT LI w
Lo SR s.\l...skxxx\\ﬁv(«vA,\. o e e Yt . ' car
- W » R | Ve e T i .mu \,..\fxw%v,..\/ G et Teeeas
bee. oo fem e g R Sl R T R

5
. i rrreepdledne N o r e v vovss
. 4;F.P..AIA . et v Wb LN -
a4 ' rrgurgr peceaveevger Pevesldorves
[N .\4:::. Ve oA Nas FON .
;- ' A ' -\\I\nn -\ s le Ry

-
Y .-y PN ot NALALAN ALY v s L
roreececemqeccccccccsnnnnssnandheees e By Sty . . \.....
crerrricletepeng e a3y .
. .
. . . Foarsr arerssrara v =N . .’
.~ - - + v
> ~ o~ LU sivep e v (0
. '
-~ - rr rre=Te - WA .
| v 3 . h
- o, vefiere EEE TR .
4 . e Waw = - PRV - &
L . v, A o . .
[ errres speqecyy odlleagddany gdlacgyd 94 & -
R e peappaeps = § . == eae = = > " o A, PR - ¢t
- BTN NI 1N - - “® - Y8 e YEININTINNNYANNNIIST AN Sc AT AN v Y Y ey
B e e -t -

:
i

-:l.?.‘.-.4.-..4.‘...u4::.r.‘..::‘:-:.-.4.....‘..-.
Y, - - D ) r
T T VI
L L I A A
LR SEARAS
P00 =00007
Ol -

s oaaale
e seess

R
LT
LR ~ *

Foves s pess

Al
AT

ava an

AT LR

o
O

P O AR 5 Ll UL bbbl
n

< ~ W SRR RRE b
e . ., A A eyt R ke, by byt e ey k¥ obreae R DA 1 L

- r r reyr - e en, SONNS M NAYS s - P o
-~ A AR e . . R A Ak A L e P TIS e E LT
MY R T ' - .= - e e et * e
dNNARBINNNY W39 4 YIS e, e RO OO S TR L
Ve Feserercrredieegiveriioe - .- S PR L

BT AR -y A A L L S A

L e es 9 = - -~ -~ ]

> -
Y e e e
CN LD \-Ylv LRt T

L4 >
[ AN A LU A LU

" - VoW
) v Y SR I Al L0
. - v v e, ram .- L EE N L T B ~f N
o Fon . rars shee S Rr== g e A -
A - - - e o e :
.- K . O RN LN
. o . - e - rr s rrarsresreaneearr
- [ o - o
. DO TIOHN T trard e r’uzr=ra -
M - H +
rrarer e - craveeles rear
e H
' cren 'V * o soanur Fuiarenar
LI - > " % A "ot
v sege v TOEEEY
' SRR * * . Wit
H - PR Lavare FrcaaaEr . LR,
\\ SPONAAN N -~ - -~ rl \ . .
V- - - . " " e fiaen e e
|- - R - . . e T % Tt e Ny e A be
_ - - - - . - >4 - rf. - L vt v - - .o
o AN s . . PR v PR T T e R N
- Mhesee e ee oD N P S A e o ...\.0.,.( AT
L N -~ NN - AN -~ SN % O NARN . -
Ma . R L I RO v T . LAl (Ll o
e, \ e, NG o U
3" A T Y . [ - . .
- . PR - vl o - e e s s N
- - .- P .m..ns 7 2Nt Y
LR T YL . '
R L IR xf\.}).&......v.... .
P O T o= ARSI
" TR QS T
. ' 0 X CENE M
e vl el vandtsl B o’ e ra v
W ¢

e

P L0

. DRl \‘Nl o “e . . cssssenal A

; * oy P - ’
(R .

. 3 = Y £ T T,

cepep ey =
- +~ .

SR L o A

- ' -
LR TN
e 3
Wenmmmnt

Vesdenres

PRI

’
ave.dinVWennlnad ° o=

B4 ,r
..

LT LY cee

¢ . o == -

egrErRIEEEELILL b Ly

. P CIEEICE o
Srrrragpr= R Sy, A
’ ’ /
K e i, .. e mm. o
-Ii\\xu\ld\\iﬂ J\\\ J\ln \l' \)J\-l J!-‘ ll\-
~ Rl o sl e o vt s N-...vlnoqﬂ.:.s :
DA P SRR
- ﬂ\n\/oﬂ-or) R o o et s ol el . . \.. BT 4 e 1e,
Flecee Yoacahaa  eqasmae -e - a
MRS LLTYLRLITRY GO LIT I S S TR o T . PR T ol 1)
-a-au)-lu.)-..a;-ﬁa-.-;- e Asesesan Ty P - e e P - - 8 bl
YT - -

fFre e -
LD

ot . - - cssssssnnn. L ELLEE LY 4
v . ' L) - - : Al

— (L] v

CLLE L NE) AR TIETIYRRTRARA YV N .

MR

ey

siieriiestIesien. Tessssarascaret = 4

-r r " by .
R N L LR L S

- -
&..m..(...\-..-..- T e
A A P N S ol L ArE
rroprrrrrrr rips N |.| - - e - 4 L

* .
LR T T

Wy

s

5 . - T S - .- - P

- . Levie Dl " sSrssssssssssssnEn v LI YRS B L L)
o X An el N A 3 A . . A A =
A camsaan sa . L LN R VR P A T AmAT YT ANy Y - = =lee ¢ - eeccccceee 4

LX) =S e == < - . (S IO U N A .s LR R L R TR A EOC L WL
e~ - . . PRI I AN NI v, e Ny AR A s TR T O
P ey ] g o

Ve 3 u .(4»?&0({.:.5\ DI A..-.osc‘.

WAY

~ - N
<o 7, 3 4 s
rh o . - AL
3 . vers s w SN ) - ¥ N [EEE v
»ren R T T R B e - ' PR Ty ) v o
P P e pe spesm s - v rer= rene rrr=rrrrrrFrrane s AR R R
nae SIS RN s ' ' 3 ) WA . . ‘. - e e
ey rre ey = eederr-- o). as = « ==rrrrivrirnenrrrrrrbe=Feee J-...J( w(v.;
. . . M R
Y e e el e AL o -:-:-..s::\.-r))\.-s:-..s:r-\:.,\-.')s.s}.nfv
Lre AR R ek L o ¢ ¢ . R A
.N\ P pe- . .- .¢’f . .ur...90.90\9!.stuﬁtsstsstssa\!sstéu&l-.s "yt
AR .
an L AN AL ] .
W spavvaNNAY T
~ Y . .
rg- s .
e P,

R R R B
AN
1
4/4.#1
b

TONINININ IR s

ey
.

- l\.ﬁ\..-\.\{ ?\

~ \ FEEEE
RGN TR EN R RV TR

" e

. = . - -
et N (Wﬂl.h.\h..w by Eees LN L 1, N, . ..u I (AT
S Eree e Ut} ROl T ot B APCI o
~ .M\ NGO e T L N N s .
e AL A R

I I o o
L s TR

R
v ese p =
Tasvieness

»N© .
Sy e
Ivihee A . . .
S I et ceeqleciqeeqely

AN

CERN

RN AN
r rarowrs e,
L . ML TSASAREALAANE VAR AN ALAN N PN R RN

S
DRI, N STVANLONY,

b e UM.J

ARR R ' B e A P
*ee 10w be L) T 30N LN AssseAas
3D, “ aepspppnnpedprdraeccs s
[ -, v we
\ - g A A A S T
> - sssvisatrasatuaatae o .
LA .

SRR R LR e
LR L Yy

ARTIAILIY Seastt s nhe et e . . - L - S K
= . b . - e . EE T -~ . CEEEA
w rd-wergruarirg=re PERILLIPERIELI L LN v o - . N FPEEEEE REEL S
’ - - T ouv T Yy Y AP AR R E R E LR LR N e 2% 4 ’ el 2 Wn-o-w s csese
L T . . . LU . 7 T
E- s L LR T . e e ST L PRI Al

TadTaLArEEL - FIrFIrrirra iy Sh
-

A R

- - rr
reris . - . - -
: \ * L 3vp.¢vn$1£n o vececag e ¢ feaWananr,
v rrrrrrrrrrrrrrI YL LrERELEY ~ ¥ ver . .~ - anaaaaaae, A S
! . . R T v Lt . relds B T L L LAY L
e [ Ll vy - v amm o N Y
- FIeNIINPI Ny 3% R Vi - eeles doww Vessorondonn &
2 ~ ' . LN - - -
- - e ¢ .
»
-
»
> ssranvrrerrr==qr emgmen ey A r o -
-~ - i a o« e - cee . v v e * ..-0.1\:‘..-
'Y nsﬁsut\n-un-unnunnunnunnunnu)nu{-nln csmey s > - . - FrE) Lo - asa
©- 3% .4 - vl e e . P . L, ssesssssus-salasancrser T T
. g ' : . . . L . : el bee AW RN
- ' .
: .o p) " e s .u..v.\. g
- o
4 N . N o she - - e RECL RSN
’ - o
r . LA . . . e P - -‘ P
- . - pul “lre = y
k e e 3 TS 1.7 %
4 aa @ . e o eseps e PR e Ly
HERO LA S A I RGP R
‘e - - . et g -

amivesve sevssvEvanavREnane Y SRRSO, . o S ST ARLA
" s s o W L R Lo 7 ik o W G ¢ gt

L EALEELL LI L

\...
FFEFEEFEEEEEEEEEEY RN N A ST

AT ARI IR Al A ad

Figure 3

/



	Page 1 - abstract
	Page 2 - abstract
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - description
	Page 19 - description
	Page 20 - description
	Page 21 - description
	Page 22 - claims
	Page 23 - claims
	Page 24 - claims
	Page 25 - drawings
	Page 26 - drawings
	Page 27 - drawings

