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(57) ABSTRACT 

A two-stage medicine delivery System provides an initial 
dose of medicine and a Second dose of medicine. The initial 
and Second doses are capable of achieving a rapid pharma 
cological effect and a prolonged pharmacological effect, 
respectively. The two-stage medicine delivery System pref 
erably delivers a craving reduction Substance, in which case, 
the rapid and prolonged pharmacological effects include a 
rapid and prolonged craving reduction. Preferably, the deliv 
ery System is a nicotine delivery System which is provided 
in chewing gum form or lozenge form and which provides 
the nicotine in a transmucosally absorbable form. The two 
Stage medicine delivery System preferably releases a buff 
ering agent which increases a pH level in a user's mouth to 
facilitate absorption of the medicine when the delivery 
System is placed in the user's mouth. A method of making 
the medicine delivery System also is provided. The System 
and apparatus can be adapted to reduce cravings for alcohol, 
food, drugs (e.g., cocaine, opiates and the like) and tobacco 
products, especially tobacco products containing nicotine. 
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TWO-STAGE TRANSMUCOSAL MEDCINE 
DELIVERY SYSTEM FOR SYMPTOM RELIEF 

BACKGROUND OF THE INVENTION 

0001. The present invention relates to a two-stage medi 
cine delivery System and method for making the two-stage 
medicine delivery System, wherein an initial dose of medi 
cine is capable of achieving a rapid pharmacological effect, 
whereas a Second dose achieves a prolonged pharmacologi 
cal effect. The invention also is directed to an improved 
methodology for Symptom relief, Such as relief from crav 
ings attributable to withdrawal (e.g., nicotine withdrawal). 
0002 The term “medicine”, as used herein, is not limited 
to Substances which relieve pain, disease and/or infection. 
To the contrary, the term “medicine” encompasses virtually 
any therapeutic Substance which can be effectively applied 
using the System of the present invention to achieve Some 
desired result. Similarly, the term “lozenge' as used herein 
is not limited to products that are hard and have a flat, 
diamond-like Shape, but rather encompasses any candy-like 
Source of a therapeutic Substance irrespective of its shape, 
Such as gum. The term “lozenge’ includes those Substitutes 
by which medicine may be transmucosally delivered to the 
USC. 

0.003 Most conventional medicine delivery systems have 
limitations which make them less than ideal. One limitation 
relates to the speed of delivery. Few medicine delivery 
Systems can provide a pharmacological effect within five 
minutes of use, much less within one to three minutes of use, 
and then provide Sustainable (or on-demand) delivery for 
over 30 minutes. The delay in pharmacological effect is 
especially problematic in situations where the patient takes 
the medication in response to a Stimulus. Examples of Such 
Situations include patients who take the medication in 
response to heart palpitations, diabetics who take the medi 
cation in response to noticeable glucose variations, addicts 
who take craving-reduction medicine in response to crav 
ings, patients who take medication in response to panic 
attacks, and those Seeking to Stop Smoking and experiencing 
a craving for a cigarette. In those patients, dangerous com 
plications could arise if the medication is delivered ineffec 
tually or at too fast of a rate. 

0004 Another limitation relates to variations in concen 
tration of medicine achieved in the user's bloodstream. Few, 
if any, medicine delivery Systems can provide Substantially 
constant concentrations of medicine in the bloodstream. It is 
desirable, however, to provide a Substantially constant con 
centration which remains at or near the level of pharmaco 
logical effect (LPE). Concentrations below the LPE may 
have little, if any, effect on the Symptoms which the patient 
wishes to alleviate. Thus, when a medicine delivery System 
provides Such low concentration, it is doing little, if any 
thing, to alleviate the patient. Similarly, concentrations of 
medicine above the LPE typically are unnecessary, and can 
produce Side-effects or reactions to the medication. There is 
consequently a need for a medicine delivery System which 
provides an initial dose of medicine Sufficient to rapidly 
achieve a medicine concentration in the user's bloodstream 
at or near the LPE and which thereafter provides another 
more prolonged dose capable of maintaining the concentra 
tion of medicine in the user's bloodstream substantially 
constant at or near the LPE. 
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0005 Conventional oral delivery systems fail to provide 
the foregoing combination of doses and the desirable results 
asSociated therewith. Typically, the conventional oral deliv 
ery system has a delay of 1-3 hours before reaching the LPE. 
Thereafter, it is unable to maintain a Substantially constant 
concentration at or near the LPE. Instead, the desired 
pharmacological effect is achieved over a period of time by 
exceeding the concentration associated with the LPE, fol 
lowed by a rapid decline in concentration below the LPE. 
0006 A typical curve CC representing the concentrations 
achieved by Such an oral delivery System is illustrated in 
FIG. 1. The illustrated Strategy disadvantageously exposes 
the patient to an over-dosage, as indicated by the portion of 
the concentration curve CC which appears far above the 
LPE line. The resulting overdosage tends to produce toxic 
Side-effects or reactions to the medication. 

0007. In addition, the concentration curve CC remains 
below the LPE line for a significant period of time after the 
medication is taken. The length of this delay may vary and 
is affected by the Speed of ingestion. This represents a 
potentially unacceptable delay in the desired pharmacologi 
cal effect. This delay is particularly unacceptable where the 
medicine is used to reduce cravings. In those situations, the 
delay may be long enough that the patient Succumbs to the 
craving. Smokers, for example, might Smoke before the 
orally taken medicine can produce a reduction in the nico 
tine craving. 
0008. The concentration curve CC also drops below the 
LPE line after the over-dosage. This likewise represents a 
period of time between dosages where the patient is not 
receiving the benefit of the desired pharmacological effect. 
0009. Although the period of time between pills can be 
decreased in an attempt to reduce the magnitude of the 
Overdosages, this becomes inconvenient to the patient and 
greatly increases the likelihood that the patient will not 
comply with the dosage requirements and therefore will not 
receive the full benefit of the desired pharmacological effect. 
In order to avoid non-compliance, the medicine delivery 
System should minimize the amount of activity required of 
the patient. 
0010. An additional problem with conventional oral 
medicine delivery Systems which require Stomach absorp 
tion of the medicine is the highly volatile enzymatic envi 
ronment of the gastro-intestinal System. This environment 
can alter the medicine and reduce or eliminate its effective 
CSS. 

0011. In order to provide more immediate pharmacologi 
cal effects, hypodermic injection has been used as a medi 
cine delivery System. Such injection techniques, however, 
fail to provide constant concentrations of the medicine in the 
blood over prolonged periods of time. 

0012 FIG. 2 illustrates a typical concentration curve CC 
which represents the concentration of medicine in the blood 
over time when a conventional hypodermic injection tech 
nique is used. The concentration curve CC" demonstrates 
how the initial dosage actually exceeds the LPE necessary to 
achieve the desired pharmacological effect. The hypodermic 
injection technique therefore exposes the patient to an 
over-dosage. This over-dosage, in turn, increases the likeli 
hood of Side-effects and adverse reactions. Another disad 
Vantage associated with the conventional hypodermic injec 
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tion technique is that it fails to provide a prolonged period 
of time during which the concentration remains at or near the 
LPE. Instead, the concentration curve CC reaches a peak 
Soon after injection and progressively diminishes over time. 
0013 Yet another disadvantage associated with conven 
tional hypodermic injection techniques is the pain associated 
with Such injection techniques. Some patients are extremely 
disturbed by the notion of hypodermic injection. This limits 
the number of patients which will use the injection tech 
nique. Even the patients which do elect to use the hypoder 
mic injection technique may be less likely to comply on a 
regular basis with dosage requirements when faced with the 
unpleasantness of frequent injections. In many cases, the 
injection technique requires medical perSonnel, privacy, 
and/or a Stationary place to perform the injection. When all 
three requirements are present, the injection technique is 
extremely inconvenient to the patient. 
0.014) Another conventional technique for delivering 
medicine involves an intravenous drip. The intravenous drip 
is capable of providing a rapid pharmacological effect and 
can be programmed to dispense medicine at a rate which 
achieves a Substantially constant concentration of medicine 
in the blood, at or near the LPE. A typical curve CC' 
representing the concentrations achieved by the intravenous 
drip technique is illustrated in FIG. 3. 
0.015 The intravenous drip, however, requires trained 
medical perSonnel to Supervise the delivery of medicine. 
This can result in delay because medical personal usually 
cannot respond immediately. The requirement of medical 
personnel also makes the intravenous drip technique very 
inconvenient for the patient. Another disadvantage associ 
ated with the intravenous drip technique is the need to insert 
a catheter Subcutaneously. The initial insertion may be 
painful and uncomfortable, making this technique difficult 
on patients. In addition, the patient's mobility may be 
Significantly hampered during the intravenous delivery of 
the medicine. 

0016. The intravenous drip technique is especially diffi 
cult to implement on an effective basis when the medicine is 
a craving reduction medicine. In those Situations, it is 
impractical to have the patient meet with medical perSonnel 
to have a catheter inserted every time the patient experiences 
a craving. 
0.017. Inhalation techniques also have been used to 
deliver medicine. Although Such techniques may provide 
rapid and effective pharmacological effects, it is difficult to 
regulate the concentration of medicine in the blood over a 
prolonged period of time when Such techniques are used. 
0.018. Another conventional technique for delivering 
medicine involves the use of chewing gum. The chewing 
gum includes a medicine which is released into the mouth 
when the gum is chewed. Such gums can provide a relatively 
constant concentration of medicine, with slight variations 
from that consentration, in the chewer's blood. Accordingly, 
the LPE can be achieved using concentrations which do not 
deviate much higher than the LPE and do not vary signifi 
cantly from the LPE. The chewing gum-based technique 
therefore advantageously avoids the over-dosage problems 
asSociated with conventional, orally administered medica 
tions which are not chewed but are immediately Swallowed. 
A typical curve CC" representing the concentrations 
achieved by the chewing gum-based delivery Systems is 
illustrated in FIG. 4. 
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0019. A disadvantage associated with conventional gum 
chewing techniques, however, is the delay between the time 
when chewing begins and onset of the desired pharmaco 
logical effect. The delay typically is caused by the time it 
takes for Sufficient medicine to be released from the gum and 
for that medicine to be absorbed into the bloodstream. 

0020. In the case of gums which are used to counteract 
cravings for nicotine-containing products, a Substantial por 
tion of the nicotine from Such gums may be Swallowed 
because of poor absorption in the mouth. Since nicotine, 
when Swallowed, can cause adverse gastrointestinal Symp 
toms, Such as hiccupping and nausea, the conventional 
chewing gum technique can produce undesirable Side-ef 
fects. 

0021. If the gum fails to provide a desired level of craving 
relief, attempts to obtain additional nicotine from the gum 
may cause increased feelings of nausea because of the 
frequent failure of users to absorb (rather than Swallow) the 
nicotine. Thus, the effectiveness of conventional nicotine 
delivery gums may be difficult to adjust upwardly without 
experiencing an increased potential for nausea. 
0022 Despite the disadvantages associated with conven 
tional nicotine delivering gum, there are commercially avail 
able versions of the gum, one of which is marketed using the 
trademark Nicorette‘TM. Although the sensory effects of 
Nicorette‘TM provide an initial level of craving relief which 
is comparable to that which is produced by confectionery 
chewing gum, it is the delivery of nicotine to the blood 
Stream which produces objectively documented effects of 
craving relief. The delivery of nicotine to the bloodstream 
generally provides discriminable effects to the user (e.g., 
"feel the drug'), reduced desire for Smoking, restoration of 
cognitive performance, and reversal of withdrawal-associ 
ated EEG disruption. See e.g., Henningfield et al., Patho 
physiology of Tobacco Dependence, (1995), which appears 
in Bloom & Kupfer, Psychopharmacology. The Fourth 
Generation of Progress, Raven Press, pp. 1715-1729; 
Benowitz, Pharmacology of Nicotine. Addition and Thera 
peutics, Annual Review of Pharmacology and Toxicology, 
36: 597-613. 

0023 Studies on the effects of Nicorette‘TM provide a 
basis for determining the doses at which various effects 
occur. For example, the approximately one milligram of 
nicotine delivered over 15-30 minutes by the 2 milligram 
version of Nicorette‘TM provides detectable effects, with 
minimal risk of nausea and undesirable pharmacologic con 
Sequences for most users. When the dose is increased, for 
example by using the 4 milligram version of Nicorette‘TM 
(which delivers about 2 milligrams of nicotine) or by 
administering multiple units of Nicorette‘TM (up to 4 units of 
the 4 milligram version of Nicorette‘TM), the reliability of the 
craving reduction increases, but the probability of undesir 
able consequences, Such as dizzineSS and nausea, also 
increases. 

0024. An important finding from the foregoing studies is 
that the craving-reducing effects of nicotine on the body are 
almost exclusively due to the nicotine which is absorbed into 
the bloodstream. Nicotine which remains in the Saliva and/or 
is Swallowed has very little effect beyond its flavor-induced 
Sensory effects and Stomach upset produced by excessive 
amounts of Swallowed nicotine. 

0025) Nicotine from Nicorette‘TM reaches the bloodstream 
in Several different ways. See e.g., Benowitz & Savanapridi, 
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Determinants of Nicotine Intake While Chewing Nicotine 
Polacrilex Gum, Clinical Pharmacology and Therapeutics, 
41(4), pp. 467-473. About 50% of the nicotine from the 2 
and 4 milligram versions of the Nicorette‘TM is released from 
the gum during chewing. The rest of the nicotine typically 
remains in the gum and is discarded by the user. 
0026. Of the nicotine delivered by the 2 milligram ver 
sion of the Nicorette‘TM gum to the saliva, about 0.8 milli 
gram is absorbed through the membranes of the mouth (the 
buccal mucosa) and appears in the bloodstream. The remain 
ing approximately 0.2 milligram is Swallowed, of which 
0.06 milligram Survives first pass hepatic metabolism and 
appears in the bloodstream. The 4 milligram version of 
Nicorette TM gum achieves nicotine absorption values which 
are approximately twice those of the 2 milligram version. 
0027) Although the amount of nicotine absorption from 
Nicorette‘TM is related to the chewing rate and the time the 
Saliva is held in the mouth, these variables are significant 
only at the extremes of rapid chewing verSuS little oral 
action, and frequent Swallowing verSuS infrequent Swallow 
ing. Outside of Such extremes, these variables have very 
little impact on nicotine absorption. Thus, it takes approxi 
mately 10 to 30 minutes to achieve absorption of the nicotine 
from Nicorette‘TM into the bloodstream, regardless of 
whether the “park and chew” (or “chew and park') method 
is used or chewing at regular intervals (e.g., one chew per 4 
Seconds). 
0028. This initial delay, however, may be excessively 
long for Someone who is trying to quit Smoking. It is not 
unusual for a cigarette Smoker to Succumb to a nicotine 
craving within ten minutes of onset, especially if work or a 
stressful situation delays the use of the Nicorette‘TM beyond 
initial onset of the craving. 
0029. There is consequently a need for a nicotine delivery 
System which avoids the disadvantages associated with 
Nicorette TM gum (e.g., the initial delay in nicotine delivery) 
by providing rapid craving relief and which therefore mini 
mizes the likelihood that a former Smoker will Succumb to 
his craving. 
0.030. In providing such a nicotine delivery system, the 
documented effects of conventional nicotine Sources, Such 
as Nicorette" gum, cigarettes, cigars, transdermal patches, 
and Snuff have been considered to arrive at a delivery System 
which provides beneficial absorption characteristics. 

0.031 Scientific data on the determinants of nicotine 
absorption through the membranes of the mouth, nose and 
epidermis, has been studied in detail since at least the 1940s. 
Much of this work has been reviewed in detail by the U.S. 
Food and Drug Administration (FDA). S. L. Tomar & J. E. 
Henningfield, for example, prepared a report entitled Review 
of the Evidence that pH is a Determinant of Nicotine Dosage 
from Oral use of Smokeless Tobacco, Tobacco Control, 
6:219-225 (1997). 
0.032 Based on the various studies, including studies of 
the epidermis and the buccal mucosa, the two major deter 
minants of nicotine absorption are (1) the concentration of 
nicotine solution on the membrane and (2) the pH of the 
nicotine Solution. The importance of these two determinants 
transcends a broad range of nicotine-containing applica 
tions, including transdermal patches, the nicotine-containing 
aeroSol from tobacco Smoke or the vapor inhaler marketed 
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by Pharmacia, the micro environment of nicotine and mois 
ture between the user's gum and cheek when moist Snuff 
products are used, as well as the Saliva-nicotine Solution 
produced when Nicorette TM gum is chewed. 
0033. In the case of transdermal patches, for example, the 
initial form of dose control is provided by regulating the 
amount of nicotine which is applied against the epidermis. 
Once a predetermined amount of nicotine reaches the dermal 
membrane, the pH of the nicotine-containing Solution deter 
mines the Speed of absorption. 
0034. The NicodermTM patch, for example, carries 1-4 
milligrams of nicotine in its Surface layer to provide an 
initial burst of nicotine. The initial burst of nicotine is then 
followed by a controlled release from the patch reservoir. 
While the initial burst of nicotine is relatively rapid when 
compared to that provided by most other commercially 
available transdermal nicotine patches, it is still slow (about 
30 minutes to achieve a significant increase in nicotine blood 
level) when compared to what can be achieved by delivery 
through the mouth. Dose-ranging Studies were performed to 
determine the optimal amount of nicotine and amount and 
type of buffer to maximize absorption and to minimize skin 
irritation. 

0035. The relationship of the pH to the absorption rate of 
nicotine also was documented by O. Ferno in 1977, who 
concluded that unbuffered formulations were ineffective at 
nicotine delivery or relieving withdrawal Symptoms. See 
Femo, Development of a Chewing Gum Containing Nicotine 
and Some Comments on the Role Played by Nicotine in the 
Smoking Habit, in Steinfeld et al., Smoking C& Health, 
Proceeding of the 3' World Conference on Smoking and 
Health, Washington, D.C. (1977). 
0036) This led to the addition of 30 milligrams of 
Sodium-based buffers to the gum formulations. The 2 mil 
ligram version of Nicorette‘TM, for example, contains 10 
milligrams of Sodium bicarbonate and 20 milligrams of 
Sodium carbonate. The 4 milligram version of Nicorette TM 
contains 30 milligrams of Sodium carbonate. 
0037. The combination of buffers in Nicorette‘TM raises 
oral salivary pH from its typical value of about 6.9-7.3 to 
about 8.0 in 5-10 minutes. The act of chewing itself con 
tributes to the rise in pH because chewing-Stimulated Saliva 
from the parotid gland contains Some bicarbonate. By com 
parison, chewing an anti-acid tablet marketed under the 
trademark Tums" (which contains calcium carbonate), pro 
duces an almost immediate increase in oral Salivary pH to 
about 8.1. 

0038 Since Nicorette‘TM is physio-chemically structured 
So that its nicotine is evenly distributed throughout the gum, 
the release of nicotine depends on exposing fresh Surface 
areas of the gum to the Salivary Substrate So that nicotine and 
buffer can be released into the saliva. The portion of nicotine 
which is unionized is free to be immediately absorbed 
through the buccal mucosa. Because the dissociation con 
Stant (pKa) of nicotine is 8.0, fifty percent of the nicotine is 
unionized and immediately free to be absorbed when the 
solution is at a pH of 8.0. At this pH, residual nicotine 
becomes unionized as the free nicotine is absorbed. There is 
consequently a steady but very rapid infusion of nicotine 
acroSS the membrane after the appropriate pH is reached. 
0039 There have been several practical applications of 
the foregoing principles which provide guidance regarding 
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the dosing range and Speed for nicotine delivery Systems. At 
least one of the “active” Nicorette‘TM placebo formulations 
used in the 1980s and early 1990s, for example, contained 
0.5 milligram of nicotine without any buffer and was a 
useful placebo because it produced the oral Sensory effects 
of nicotine with minimal absorption. Unlike chewing 
tobacco, which is actively chewed, moist Snuff is used 
according to instructions from the major marketers of these 
products in a manner that is functionally Similar to the chew 
and park method for Nicorette TM. The physical effort 
required to manipulate the moist Snuff, however, is less than 
that required by Nicorette TM. The instructions direct the user 
to place the dose between the gum and cheek, and occa 
sionally move or otherwise orally manipulate it. When such 
products are used, large differences in nicotine absorption 
have been observed as a function of two variables, namely, 
nicotine concentration and pH. 
0040. The relationship between pH and absorption rate is 
further illustrated by the differences between cigar Smoke 
and cigarette Smoke. Cigar Smoke can provide rapid delivery 
of nicotine when held in the mouth because cigar Smoke 
typically has a pH in the range of 7.5 to 8.0. Cigarette Smoke, 
by contrast, typically has a pH between 5.5 and 6.0 and 
therefore must be inhaled to produce effective absorption. It 
is believed that effective nicotine absorption does not require 
pH levels greater than approximately 8.5 to 9.5. Further 
increases above 9.5 would be expected to produce a Soapy 
and/or burning Sensation in the mouth. 
0041) A need therefore exists for a nicotine delivery 
system which rapidly elevates a pH level in the user’s mouth 
So that rapid absorption of nicotine into the bloodstream can 
be achieved, and which also delivers nicotine over a pro 
longed period of time to maintain a pharmacologically 
appropriate concentration of nicotine in the bloodstream. 

SUMMARY OF THE INVENTION 

0.042 A primary object of the present invention is to 
overcome the foregoing disadvantages associated with con 
ventional medicine delivery Systems, by providing a conve 
nient, reliable, practical, and relatively painleSS medicine 
delivery System. 

0.043 Another object of the present invention is to pro 
vide a two-stage medicine delivery System capable of pro 
Viding initial and Second doses of a craving reduction 
medicine, the combination of which rapidly reduces Such 
cravings and provides protection from Such cravings over a 
prolonged period of time beyond the initial dose. 
0044. Yet another object of the present invention is to 
provide a two-stage nicotine delivering gum capable of 
providing an initial dose of nicotine which is absorbed into 
the bloodstream within 5 minutes after chewing begins to 
achieve a pharmacologically effective concentration in the 
bloodstream, and also capable of providing a Second dose of 
nicotine which keeps the concentration of nicotine in the 
bloodstream at or near the pharmacologically effective con 
centration for at least 20 minutes after chewing begins. 
0.045 Still another object of the present invention is to 
provide a two-stage medicine delivering System which is 
convenient to use and which does not require trained medi 
cal perSonnel to administer the doses or require extensive 
user experience to provide a rapid pharmacological effect 
and/or mitigation of undesirable Symptoms. 
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0046) Another object of the present invention is to pro 
vide a medicine delivery System which provides a desired 
concentration of the medicine in the bloodstream within 5 
minutes and preferably within 1-2 minutes of administra 
tion. 

0047 Yet another object of the present invention is to 
provide a medicine delivery System which keeps the con 
centration of the medicine in the bloodstream at or near the 
level of pharmacological effect (LPE), without significant 
Overdosages. 

0048. To achieve these and other objects, the present 
invention provides a two-stage medicine delivery System. 
The two-stage medicine delivery System comprises means 
for providing an initial dose of medicine and means for 
providing a Second dose of medicine. The initial dose of 
medicine is capable of achieving a rapid pharmacological 
effect. The Second dose, by contrast, is capable of achieving 
a prolonged pharmacological effect. 
0049. The two-stage medicine delivery system preferably 
delivers a craving counteracting Substance, and the rapid and 
prolonged pharmacological effects include a rapid and pro 
longed reduction of a craving. 
0050 Preferably, the delivery system is a nicotine deliv 
ery System which is provided in chewing gum form or 
lozenge form and which provides the nicotine in a transmu 
cosally absorbable form. 
0051. The two-stage medicine delivery system preferably 
includes means for releasing a buffering agent which 
increases a pH level in a user's mouth to facilitate absorption 
of the medicine when the delivery System is placed in the 
user's mouth. 

0052 The present invention also provides a method of 
making a medicine delivery System which reduces a craving 
when orally retained. According to the method, a base 
material is provided. The base material is adapted to be 
retained in a user's mouth. A loading compound is mixed 
into the base material So that the loading compound remains 
releasable and rapidly transmucosally absorbable to coun 
teract a craving within 5 minutes after the base material is 
orally retained. In addition, a maintenance compound is 
mixed into the base material So that the maintenance com 
pound remains releasable and transmucosally absorbable 
over a prolonged period of time to counteract the craving for 
at least 20 minutes after oral retention of the base material 
begins. 

0053 Preferably, a buffer is also mixed into the base 
materialso that the buffer remains releasable to elevate a pH 
level and facilitate transmucosal absorption of the loading 
and maintenance compounds within the user's mouth when 
the base material is orally retained. The buffer preferably is 
a bicarbonate type of buffer adapted to elevate the pH level 
to 7.5 to 9.5, preferably about 9.0, within 5 minutes after the 
base material is orally retained. Preferably, the base material 
is a gum base or a lozenge. 
0054 The present invention also provides a two-stage 
nicotine delivering product for use in counteracting cravings 
for nicotine-containing tobacco products. The product com 
prises a base, a nicotine loading compound, and a nicotine 
maintenance compound. The nicotine loading compound is 
mixed with the base So that oral actuation of the base causes 
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the nicotine loading compound to be released into a user's 
mouth for transmucosal absorption within the first 5 minutes 
after oral actuation begins. The nicotine maintenance com 
pound, by contrast, is mixed with the base So that oral 
actuation of the base causes the nicotine maintenance com 
pound to be released into the user's mouth for prolonged 
transmucosal absorption which lasts at least 20 minutes 
beyond the first five minutes. 
0.055 As indicated above, the present invention is well 
Suited for applications where the medicine is delivered 
orally, and more specifically, where the oral delivery of the 
medicine is performed via buccal transmucosal absorption. 
The present invention is quite useful as a craving reducer 
and can be adapted to reduce cravings for alcohol, food, 
drugs (e.g., cocaine, opiates and the like) and tobacco 
products, especially tobacco products containing nicotine. 
0056. As a nicotine delivery system, the present inven 
tion provides an initial dose of nicotine and a Second dose of 
nicotine, the combination of which effectively counteracts a 
user's craving for cigarettes and other tobacco products. The 
present invention therefore can be used effectively to help 
Smokers quit or reduce Smoking. 
0057 The above and other objects and advantages will 
become more readily apparent when reference is made to the 
following description taken in conjunction with the accom 
panying drawings. 

BRIEF DESCRIPTION OF THE DRAWINGS 

0.058 FIG. 1 is a graph illustrating medicine concentra 
tions in the bloodstream when a conventional oral delivery 
System is used. 
0059 FIG. 2 is a graph illustrating medicine concentra 
tions in the bloodstream when a conventional hypodermic 
injection technique is used. 
0060 FIG. 3 is a graph illustrating medicine concentra 
tions in the bloodstream when a conventional intravenous 
drip technique is used. 
0061 FIG. 4 is a graph illustrating medicine concentra 
tions in the bloodstream when a conventional gum-based 
nicotine delivery System is used. 
0.062 FIG. 5 is a graph illustrating concentrations of 
medicine which are achieved in the bloodstream when a 
preferred medicine delivery System according to the present 
invention is used. 

DETAILED DESCRIPTION OF THE 
INVENTION 

0.063. In order to avoid delays in medicine delivery and 
Overdosages, the present invention provides a two-stage 
medicine delivery System. The two-stage medicine delivery 
System comprises means for providing an initial dose of 
medicine and means for providing a Second dose of medi 
cine. The initial and Second doses are capable of achieving 
a rapid pharmacological effect and a prolonged pharmaco 
logical effect, respectively. 
0.064 Preferably, the two-stage medicine delivery system 
delivers a craving counteracting Substance, and the rapid and 
prolonged pharmacological effects provided by the System 
include a rapid and prolonged reduction in craving, respec 
tively. 
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0065. A preferred embodiment of the medicine delivery 
System is nicotine gum which delivers nicotine when 
chewed and which can be used to counteract cravings for 
nicotine-containing tobacco products. Although the nicotine 
gum form of the invention is preferred, it is understood that 
Similar delivery Systems may be provided in lozenge or 
other forms. Moreover, while the invention is preferably 
practiced in a manner relieving Smoking withdrawal crav 
ings, it has utility with other cravings, Such as those related 
to eating disorders, StreSS, and the like, through Suitable 
Substitutions with the appropriate medicines. 
0066. The nicotine gum according to the preferred 
embodiment delivers the nicotine in a transmucosally 
absorbable form. The gum comprises a gum base, a nicotine 
loading compound, and a nicotine maintenance compound. 
The gum base can be implemented using one or a combi 
nation of Several commercially available gum bases, Some 
of which are commercially available from Fuisz Technolo 
gies. Preferably, the nicotine loading compound and/or the 
nicotine maintenance compound are Substantially evenly 
distributed throughout the gum base so that distortion of the 
gum base's shape during chewing or oral manipulation does 
not significantly affect the amount and/or rate of nicotine 
release. In this regard, the gum base preferably does not 
include layers of different nicotine concentrations arranged 
to release different amounts of nicotine based on which layer 
of the gum is exposed. 
0067. The nicotine loading compound is mixed with the 
gum base So that chewing of the gum base causes the 
nicotine loading compound to be released into a chewers 
mouth for transmucosal absorption within the first 5 min 
utes, and preferably within less than 3 minutes, after chew 
ing begins. Preferably, the initial dose provided by the 
nicotine loading compound is between 0.2 and 0.7 milligram 
of nicotine. This initial dose is absorbed into the blood 
stream within 5 minutes, and preferably within less than 3 
minutes, after having been placed in the user's mouth. AS a 
result, a loaded nicotine concentration in the bloodstream of 
2 to 7 nanograms of nicotine per milliliter of blood (which 
is Sufficient to provide craving relief) is achieved within 
about 5 minutes. Such a short delay in craving relief is 
acceptable to most former SmokerS and will not cause them 
to Succumb to their cravings. 
0068 The nicotine maintenance compound, by contrast, 
is mixed with the gum base So that occasional chewing of the 
gum base causes the nicotine maintenance compound to be 
released into the chewer's mouth for prolonged transmu 
cosal absorption which lasts at least 20 minutes beyond the 
first five minutes of use. The second dose provided by the 
nicotine maintenance compound is adapted to achieve a 
prolonged concentration of nicotine in the user's blood 
which is at least as high as a loaded nicotine concentration 
achieved in the user's blood by the initial dose. 
0069 Preferably, the nicotine maintenance compound is 
Selected So that the prolonged concentration of nicotine is at 
least 10 nanograms per milliliter of blood and so that this 
prolonged nicotine concentration is maintained for at least 
20 minutes and preferably 35 minutes after use begins. 
0070 The preferred nicotine delivering gum of the 
present invention achieves concentrations of nicotine in the 
bloodstream which, over time, Substantially obey the con 
centration curve CCP illustrated in FIG. 5. Notably, the 
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concentration curve CCP rises within 5 minutes after chew 
ing begins and continues to rise to a level at or near the level 
of pharmacologic effect (LPE). Thereafter, the concentration 
curve CCP remains at or near the level of pharmacologic 
effect for at least 20 minutes, and preferably 35 minutes. The 
concentration curve CCP of the present invention advanta 
geously does not exceed the LPE to Such an extent that the 
user is exposed to an overdosage of nicotine. 
0071. In order to facilitate rapid craving relief, the nico 
tine gum of the preferred embodiment includes a releasable 
buffering agent which increases the pH level in the user's 
mouth prior to or along with release of the nicotine So that 
when nicotine is released into the Saliva, it will be rapidly 
absorbed. The increased pH level thus enables rapid trans 
mucosal absorption of the nicotine loading compound, as 
well as transmucosal absorption of the nicotine maintenance 
compound. Preferably, the buffering agent is adapted to 
elevate the pH level in the user's mouth to between about 7.5 
and 9.5, preferably about 9.0, within 5 minutes of having 
been placed in the user's mouth. 
0.072 Preferably, the nicotine loading compound is 0.2 to 
0.7 milligram of nicotine Salt, Such as nicotine tartrate, 
which is mixed into the gum base. A preferred nicotine 
loading compound is 0.7 milligram of nicotine hydrogen 
tartrate. 

0073. The nicotine maintenance compound preferably 
consists of 1 to 4 milligrams of nicotine that may be held in 
an ion exchange resin gum, Such as nicotine polacrilex. 
Alternatively, the nicotine maintenance compound can be 
provided using 1 to 4 milligrams of encapsulated nicotine 
Salt. An exemplary nicotine maintenance compound is 1.5 
milligrams of nicotine polacrilex, which in conjunction with 
the aforementioned preferred nicotine loading compound, 
achieves a total nicotine content of 2.2 milligrams of nico 
tine. 

0.074 Preferably, the amount of buffering agent is 30 to 
70 milligrams. A bicarbonate buffer may be used as the 
buffering agent. The type and amount of bicarbonate buffer 
preferably is selected to raise the pH level in the user's 
mouth to between about 7.5 and 9.5, preferably about 9.0, 
within 1 to 5 minutes after chewing begins and to maintain 
that pH level for about 15-30 minutes (i.e., the approximate 
range of time during which the gum will remain in the 
mouth). Preferably, the bicarbonate buffer is a sodium-free 
bicarbonate buffer. Alternatively, the buffer may be a car 
bonate buffer, which preferably is sodium-free. Calcium 
carbonate, for example, would be an appropriate Sodium 
free carbonate. Other examples of buffers which can be used 
include potasium citrate and dipotasium phosphate. 

0075. Abuffer combination for the first dosage of sodium 
bicarbonate and Sodium carbonate advantageously provides 
favorable mouth-feel and taste, and in this regard, may be 
preferred over other buffers. This buffer combination pref 
erably is achieved using 20 milligrams of Sodium bicarbon 
ate and 10 milligrams of encapsulated Sodium carbonate. 
0.076 When the foregoing ingredients are combined, the 
resulting gum achieves a loaded nicotine concentration in 
the bloodstream of 2 to 7 nanograms per milliliter of blood 
within 5 minutes after use begins (stage 1) and eventually 
achieves a maintenance concentration of nicotine in the 
bloodstream of at least 5 nanograms of nicotine per milliliter 
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of blood for an additional 20 to 35 minutes (stage 2). 
Notably, the gum Sustains release of the nicotine in addition 
to providing a rapid initial release and absorption of the 
nicotine. This represents a significant advance over conven 
tional gums, which generally provide a Sustainable release 
without providing rapid release and absorption. 
0077. The rapid absorption of nicotine provided by the 
present invention provides additional advantages. Some 
research indicates that, even if the Same total amount of 
nicotine is delivered, the psychoactive effects of nicotine on 
craving relief are enhanced when the rate of absorption 
increases. Thus, the present inventions ability to provide a 
prompt and rapid rise in the concentration of nicotine in the 
blood makes the present invention a Significantly more 
effective craving reducer. 
0078 Advantageously, the present invention provides the 
rapid rise in absorption without replicating the explosive 
bolus associated with nasal nicotine SprayS. Such sprayS 
typically deliver 1 milligram of nicotine to the bloodstream, 
but pose a more Significant risk of abuse and addiction. The 
present invention more effectively avoids Such risks by 
employing transmucosal absorption, as opposed to the more 
rapid nasal absorption. 
0079 The present invention also provides the desired first 
and Second doses regardless of whether the gum is chewed 
at regular intervals or is manipulated using the “park and 
chew” (or “chew and park') method. 
0080. The present invention also provides a method of 
making a medicine delivery System, and more specifically, a 
medicine delivery System which reduces a craving when 
orally retained. According to the method, a base material is 
provided. The base material is adapted to be retained in a 
user's mouth. A loading compound is mixed into the base 
material So that the loading compound remains releasable 
and rapidly transmucosally absorbable to counteract a crav 
ing within 5 minutes after the base material is orally 
retained. In addition, a maintenance compound is mixed into 
the base material So that the maintenance compound remains 
releasable and transmucosally absorbable over a prolonged 
period of time to counteract the craving for at least 20 
minutes after the base material is placed in the mouth. 
0081. A buffer preferably is mixed into the base material 
so that the buffer remains releasable to elevate a pH level 
and facilitate transmucosal absorption of the loading and 
maintenance compounds within the user's mouth when the 
base material is orally retained. The buffer preferably is a 
bicarbonate buffer adapted to elevate the pH level to about 
7.5 to 9.5 (preferably, about 9.0) within 5 minutes after the 
base material is orally retained. Preferably, the base material 
is a gum base, and the loading and maintenance compounds 
are therapeutic Substances which counteract a user's crav 
IngS. 

0082) According to a preferred application of the method, 
the therapeutic Substance is nicotine and the exemplary 
nicotine loading and maintenance compounds described 
above are used as the loading and maintenance compounds 
of the method. In addition, the exemplary buffering agent 
described above can be used as the buffering agent described 
in connection with the method. 

0083. The present invention, as indicated above, is well 
Suited for applications where the medicine is delivered 
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orally, and more specifically, where the oral delivery of the 
medicine is performed via transmucosal absorption. The 
present invention is quite useful as a craving reducer and can 
be adapted to reduce cravings for alcohol, food, drugs (e.g., 
cocaine, opiates, and the like), and tobacco products, espe 
cially tobacco products containing nicotine. 
0084. The present invention also may include flavorants 
which are added to the base and which provide flavor, such 
as mint flavor, upon oral actuation. Spearmint oil or other 
types of mint flavor, Sorbitol, Xylitol, and the like are 
examples of the types of flavorants which can be added to 
the present invention. Other flavorants will become readily 
apparent to those of ordinary skill in the art upon reading the 
instant disclosure. 

0085. As an oral nicotine delivery system, the present 
invention provides an initial dose of nicotine and a Second 
dose of nicotine, the combination of which effectively 
counteracts a user's craving for cigarettes and other tobacco 
products. The present invention therefore can be used effec 
tively to help former SmokerS avoid Smoking. 
0.086 While the preferred ranges of nicotine concentra 
tions and amounts of nicotine have been described above, it 
is understood that the invention is not limited to Such 
concentrations and amounts. To the contrary, the concentra 
tions and amounts can be adjusted depending on the target 
population. Some target populations require more nicotine 
than others. For example, SmokerS in Mexico generally tend 
to require less nicotine than many other population groups to 
achieve the same amount of craving relief. Heavy Smokers 
verSuS light SmokerS also will have different nicotine 
requirements in general. Other factors which may affect the 
nicotine concentrations and amounts for different target 
populations include environmental, geographic, and biologi 
cal differences between the target populations. Thus, it is 
well within the Scope and Spirit of the present invention to 
adjust the concentrations and amounts of nicotine accord 
ingly. 

0087. In addition, the medicine need not be released in 
Separate loading and maintenance dosages but rather can be 
releasable from the gum in a single initial form or manner 
which remains in the mouth or is reabsorbed and re-released 
by the base material during oral manipulation. In Such an 
arrangement, the maintenance dosage is provided to the 
bloodstream by appropriately releasing a maintenance dose 
of buffer over the prolonged period of time, thereby facili 
tating the desired rate of transmucosal absorption over the 
maintenance period. 
0088 While this invention has been described as having 
a preferred embodiment, it is understood that the invention 
is not limited to the illustrated and described features. To the 
contrary, the invention is capable of further modifications, 
usages, and/or adaptations following the general principals 
of the invention and therefore includes Such departures from 
the present disclosure as come within known or customary 
practice in the art to which the invention pertains, and as 
may be applied to the central features Set forth above, and 
which fall within the Scope of the appended claims. 
We claim: 

1. A two-stage medicine delivery System comprising: 
means for providing an initial dose of medicine capable of 

achieving a rapid pharmacological effect; and 
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means for providing a Second dose of medicine capable of 
achieving a prolonged pharmacological effect. 

2. The two-stage medicine delivery System of claim 1, 
wherein Said System is in chewing gum form. 

3. The two-stage medicine delivery System of claim 2, 
wherein the medicine is nicotine. 

4. The two-stage medicine delivery System of claim 1, 
wherein Said System is in lozenge form. 

5. The two-stage medicine delivery System of claim 1, 
wherein the medicine is nicotine. 

6. The two-stage medicine delivery System of claim 1, 
wherein Said means for providing an initial dose and Said 
means for providing a Second dose are adapted to provide 
transmucosal absorption of Said initial and Second doses 
when Said means for providing an initial dose and Said 
means for providing a Second dose are placed in a user's 
mouth. 

7. The two-stage medicine delivery system of claim 6, 
wherein Said medicine is nicotine. 

8. The two-stage medicine delivery system of claim 7, 
wherein Said means for providing an initial dose is adapted 
to release between 0.2 and 0.7 milligrams of nicotine within 
5 minutes of having been placed in the user's mouth. 

9. The two-stage medicine delivery system of claim 8, 
wherein Said means for providing a Second dose is adapted 
to maintain, for at least 20 minutes after Said means for 
providing a Second dose has been inserted into the user's 
mouth, a prolonged concentration of nicotine in the user's 
blood which is at least as high as a loaded nicotine concen 
tration achieved in the user's blood by said initial dose. 

10. The two-stage medicine delivery system of claim 9, 
wherein Said loaded nicotine concentration is at least 2 
nanograms of nicotine per milliliter of blood. 

11. The two-stage medicine delivery system of claim 10, 
wherein Said prolonged concentration of nicotine is at least 
10 nanograms of nicotine per milliliter of blood. 

12. The two-stage medicine delivery System of claim 11, 
further comprising means for releasing a buffering agent 
which increases a pH level in the user's mouth to facilitate 
transmucosal absorption of Said nicotine. 

13. The two-stage medicine delivery System of claim 1, 
further comprising means for releasing a buffering agent 
which increases a pH level in a user's mouth to facilitate 
absorption of Said medicine when said two-stage medicine 
delivery System is placed in the user's mouth. 

14. The two-stage medicine delivery system of claim 13, 
wherein Said medicine is nicotine. 

15. The two-stage medicine delivery system of claim 14, 
wherein: 

Said buffering agent is adapted to elevate the pH level in 
the user's mouth to between about 7.5 and 9.5 within 5 
minutes of having been placed in the user's mouth; 

Said means for providing an initial dose is adapted to 
achieve a loaded nicotine concentration in the user's 
blood between 2 nanograms of nicotine per milliliter of 
blood and 7 nanograms of nicotine per milliliter of 
blood, within 5 minutes of having been placed in the 
user's mouth; and 

Said means for providing a Second dose is adapted to 
increase the concentration of nicotine in the user's 
blood beyond the loaded nicotine concentration to 
achieve a prolonged concentration of nicotine in the 
user's blood of at least 10 nanograms of nicotine per 
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milliliter of blood, and is further adapted to maintain 
Said prolonged concentration of nicotine for at least 20 
minutes. 

16. The two-stage medicine delivery System of claim 1, 
wherein Said medicine is a craving counteracting Substance, 
and Said rapid and prolonged therapeutic effects include a 
rapid and prolonged reduction of a craving. 

17. A two-stage nicotine delivering product for use in 
counteracting cravings for nicotine-containing tobacco 
products, comprising: 

a base; 

a nicotine loading compound mixed with the base So that 
oral actuation of the base causes the nicotine loading 
compound to be released into a user's mouth for 
transmucosal absorption within the first 5 minutes after 
oral actuation begins, and 

a nicotine maintenance compound mixed with the base So 
that oral actuation of the base causes the nicotine 
maintenance compound to be released into the user's 
mouth for prolonged transmucosal absorption which 
lasts at least 20 minutes beyond said first five minutes. 

18. The two-stage nicotine delivering product of claim 17, 
wherein Said nicotine loading compound is 0.2 to 0.7 
milligrams of a nicotine Salt. 

19. The two-stage nicotine delivering product of claim 18, 
wherein Said nicotine Salt is nicotine tartrate. 

20. The two-stage nicotine delivering product of claim 17, 
wherein Said nicotine maintenance compound is 1 to 4 
milligrams of nicotine in an ion eXchange resin gum. 

21. The two-stage nicotine delivering product of claim 20, 
wherein Said nicotine in an ion eXchange resin gum is 
nicotine polacrileX. 

22. The two-stage nicotine delivering product of claim 17, 
wherein Said nicotine maintenance compound is 1 to 4 
milligrams of encapsulated nicotine Salt. 

23. The two-stage nicotine delivering product of claim 17, 
wherein Said nicotine maintenance compound is adapted to 
maintain, for Said at least 20 minutes, a prolonged concen 
tration of nicotine in the user's blood which is at least as high 
as a loaded nicotine concentration achieved in the user's 
blood by Said nicotine loading compound. 

24. The two-stage nicotine delivering product of claim 23, 
wherein Said loaded nicotine concentration is at least 2 
nanograms of nicotine per milliliter of blood. 

25. The two-stage nicotine delivering product of claim 24, 
wherein Said prolonged concentration of nicotine is at least 
10 nanograms of nicotine per milliliter of blood. 

26. The two-stage nicotine delivering product of claim 25, 
further comprising a buffering agent mixed with the base, for 
raising a pH level in the user's mouth to facilitate transmu 
cosal absorption of the nicotine loading compound and the 
nicotine maintenance compound. 

27. The two-stage nicotine delivering product of claim 25, 
further comprising 30-70 milligrams of a buffering agent 
mixed with the base, for raising a pH level in the user's 
mouth to between about 7.5 and 9.5 within 5 minutes of 
when oral actuation begins, to facilitate transmucosal 
absorption of the nicotine loading compound and the nico 
tine maintenance compound. 

28. The two-stage nicotine delivering product of claim 17, 
further comprising a buffering agent mixed with the base, for 
raising a pH level in the user's mouth to facilitate transmu 
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cosal absorption of the nicotine loading compound and the 
nicotine maintenance compound. 

29. The two-stage nicotine delivering product of claim 28, 
wherein: 

Said buffering agent is adapted to elevate the pH level in 
the user's mouth to between about 7.5 and 9.5 within 5 
minutes of when oral actuation begins, 

Said nicotine loading compound is adapted to achieve a 
nicotine loaded concentration in the user's blood 
between 2 nanograms of nicotine per milliliter of blood 
and 7 nanograms of nicotine per milliliter of blood, 
within 5 minutes of when oral actuation begins, and 

Said nicotine maintenance compound is adapted to 
increase the concentration of nicotine in the user's 
blood beyond the nicotine loaded concentration to 
achieve a prolonged concentration of nicotine in the 
user's blood of at least 10 nanograms of nicotine per 
milli-liter of blood, and is further adapted to maintain 
Said prolonged concentration of nicotine for at least 20 
minutes. 

30. A method of making a medicine delivery system 
which reduces a craving when orally retained, said method 
comprising the Steps of: 

providing a base material which is adapted to be retained 
in a user's mouth; 

mixing a loading compound into the base material So that 
Said loading compound remains releasable and rapidly 
transmucosally absorbable to counteract said craving 
within 5 minutes after the base material is orally 
retained; and 

mixing a maintenance compound into the base material So 
that Said maintenance compound remains releasable 
and transmucosally absorbable over a prolonged period 
of time to counteract Said craving for at least 20 
minutes after oral retention of the base material begins. 

31. The method of claim 30, further comprising the step 
of: 

mixing a buffer into the base material so that said buffer 
remains releasable to elevate a pH level and facilitate 
transmucosal absorption of Said loading and mainte 
nance compounds within the user's mouth when the 
base material is orally retained. 

32. The method of claim 31, wherein said buffer is a 
bicarbonate buffer adapted to elevate said pH level to about 
7.5 to 9.5 within 5 minutes after said base material is orally 
retained. 

33. The method of claim 30, wherein said base material is 
a gum base. 

34. The method of claim 30, wherein said craving is a 
nicotine craving and Said loading compound is 0.2 to 0.7 
milligrams of nicotine Salt. 

35. The method of claim 30, wherein said craving is a 
nicotine craving and Said maintenance compound is 1 to 4 
grams of nicotine in an ion eXchange resin gum. 

36. The method of claim 35, wherein said 1 to 4 grams of 
nicotine in an ion eXchange resin gum is nicotine polacrileX. 

37. The method of claim 30, wherein said craving is a 
nicotine craving and Said maintenance compound is encap 
Sulated nicotine Salt. 


