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COMPOSITION FOR PREVENTING HEADACHES

Field of the Invention

The present invention concerns a non-toxic oral pharmaceutical composition for reducing
the incidence of, or preventing, or at least relieving, severe headaches, particularly
migraines or cluster headaches. Further, the invention concerns a method for reducing the

incidence of, or preventing such severe headaches.

Description of Related Art

Cluster headache is a neurological disease that involves, as its most prominent feature,
excruciating unilateral headaches of extreme intensity. "Cluster" refers to the tendency of
these headaches to occur periodically, with active periods interrupted by spontancous
remissions. The cause of the disease is currently unknown. It affects approximately 0.1%

of the population.

While migraines are diagnosed more often in women, cluster headaches are more prevalent
in men. The male-to-female ratio in cluster headache is about 5:1. It primarily occurs

between the ages of 20 to 50 years.

In Finland alone, over 15 000 people suffer from Cluster Headaches (about 0.3 % of the
population). The number of people suffering from migraine is even larger (10 to 20 % of

the population).

The duration of the common attack ranges from as short as 15 minutes to three hours or
more. If untreated, the attack frequency is from 1 to 16 attacks in 48 hours. The headache
may be accompanied by one or more of the following autonomic symptoms: ptosis
(drooping eyelid), miosis (pupil constriction), conjunctival injection (redness of the
conjunctiva), lacrimation (tearing), rhinorrhea (runny nose), and, less commonly, facial

blushing, swelling, or sweating, all appearing on the same side of the head as the pain.

The onset of an attack is rapid, and most often without the preliminary signs that are

characteristic of a migraine.
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Cluster headaches are occasionally referred to as "alarm clock headaches” because of their
ability to wake a person from sleep and because of the regularity of their timing: both the
individual attacks and the clusters themselves can have a metronomic regularity; attacks
striking at a precise time of day each morning or night is typical, even precisely at the same
time a week later. The clusters tend to follow daylight saving time changes and happen
more often in spring and fall equinox. This has prompted researchers to speculate an

involvement of the brain's "biological clock” or circadian rhythm.

In episodic cluster headaches, the attacks occur once or more often daily, often at the same
times each day, for a period of several weeks, or even months, followed by a headache-free
period lasting weeks, months, or years. These episodes often occur during the same season,

¢.g. during the autumn or the spring.

However, approximately 10—15% of cluster headache sufferers are chronic, and they can
experience multiple headaches every day for years. About 10% of episodic cluster

headaches turn into the chronic type at some point in time.

Cluster headaches are sometimes classified as vascular headaches. The intense pain has
been suggested to be linked with the dilation of blood vessels which creates pressure on the
trigeminal nerve. While this process is seen as the immediate cause of the pain, the

etiology is not fully understood.

The episodes are known to be triggered by factors, such as alcohol consumption, changes
in sleeping habits, excess physical strain, outbursts of anger and pressure variations (e.g.
during flights or mountain climbs). A link has also been implied between these episodes

and smoking.

The last mentioned affliction is often found in people with a heavy addiction to cigarette
smoking. There are also cases where second hand smoke has been shown to trigger cluster

headaches.

Sensitivity to alcohol during a cluster bout also occurs. Patients who are sensitive to

alcohol note that attacks are triggered within 5 to 45 minutes after the ingestion of modest
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amounts of alcohol, usually being less than a single cocktail or glass of wine. Alcohol

triggers attacks in 70 to 80 % of exposures.

Experimentally, attacks can be triggered in nearly all patients during a bout by the
administration of nitroglycerin or histamine. Histamine most likely functions by triggering

an inflammatory response.

It has also been shown that mast cells, the major repository of histamine in many tissues,
are found in increased number in the skin of the painful temporal area in cluster headache

patients. This effect is also found in migraine patients.

Cluster headaches are benign, but because of the extreme and debilitating pain associated
with them, and potential risk of suicide, a severe attack is nevertheless treated as a medical
emergency. Because of the relative rareness of the condition and ambiguity of the
symptoms, some sufferers may not receive treatment in the emergency room and people

may even be mistaken as exhibiting drug-secking behavior.

There are other types of headache that are sometimes mistaken for cluster headaches, such

as Chronic Paroxysmal Hemicrania (CPH) and ictal headache.

Medications to treat cluster headaches are classified as either abortive (e.g. cortisone,
migraine medicines, ergotamine tartrate, naratriptan, frovatriptan or a local anesthetic to
the occipital nerve) or prophylactics (preventatives, e.g. verapamil, lithium, sodium
valproate, topiramate, baclofen, melatonin, methysergide, indomethacin or capsaicin). In
addition, short-term transitional medications (such as steroids) may be used while

prophylactic treatment is instituted and adjusted.

European guidelines suggest the use of the calcium channel blocker verapamil. Steroids,
such as prednisolone/prednisone, are also used. Methysergide, lithium and the

anticonvulsant topiramate are recommended as alternative treatments.

Over-the-counter pain medications (such as aspirin, paracetamol, and ibuprofen) typically

have no effect on the pain from a cluster headache. The treatment is generally selected
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based on the individual’s experience, after testing various medications. No reliable test

results have been available.

However, the present inventors have surprisingly found that a pharmaceutical composition
decreasing the amount of acetaldehyde carried to or formed in the body of a human subject
will alleviate and prevent these severe headaches, particularly cluster headaches, which
could provide a link between these headaches and said alcohol consumption as well as

smoking.

The first metabolite of alcohol is acetaldehyde. The alcohol is evenly distributed in the
liquid phase of the organs. Hence, after enjoying alcohol and as long as there is alcohol in
the organs, the alcohol content in the blood, saliva, gastric juice and the contents of the
intestine is the same. The acetaldehyde is formed from the alcohol, among others, through
microbial action. Microbes, among others in the digestive tract, are capable of oxidizing
alcohol to acetaldehyde. For example, even after a moderate dose of ethanol (0.5 g/kg),
high acetaldehyde contents of a microbial origin (18 — 143 uM) have been found in human
saliva. In other words, acetaldehyde builds up in the saliva as an intermediate product of

the microbial metabolism (Homann et al, Carcinogenesis (1997) 18:1739 — 1743).

In the organism, acetaldehyde is thus formed from alcohol as a consequence of the hepatic
metabolism and, locally, in the digestive tract via microbial alcohol dehydrogenase
(Salaspuro et al, (1996) Ann Med 28:195 — 200). The saliva spreads from the mouth to the
other areas of the digestive tract, whereby areas of influence of the acetaldehyde contained
in the saliva include the mouth, the pharynx, the oesophagus and the stomach.
Consequently, the effects of acetaldehyde may extend to the whole upper digestive tract

arca.

It has also been shown that acetaldehyde builds up in the large intestine, as its bacteria that
represent the normal flora are capable of converting ethanol into acetaldehyde (Jokelainen
et al, (1996) Gut 39:100 — 104). In the intestines, endogenous ethanol can also be found,
1.e. ethanol that is formed in the intestines in oxygen-free conditions under the effect of
microbes. Acetaldehyde is formed, when this ethanol comes into contact with oxygen near

the mucous membrane, for example.
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On the other hand, carcinogenic acetaldehyde can be produced also endogenously by the
oral microbes from various foodstuffs with high sugar or carbohydrate content, which will
cause an increased acetaldehyde-content also in the stomach, especially in subjects

suffering from an achlorhydric stomach.

Our recent studies have shown that all sugar (saccharose, maltose, lactose) -containing
foodstuffs including beverages, can contain significant amounts of acetaldehyde, 5 to 2000
uM and ethanol, 0.1 to 0.5 per mille, or the acetaldehyde can be formed in the foodstuff.
Some sour milks, yoghurts and juices contain acetaldehyde and ethanol, as such

(PCT/F12006/000104 incorporated herein by reference).

During active smoking, the acetaldehyde in the saliva was also increased to a value of
261.4445.5 uM from the basic level (Salaspuro et al. (2004) Int J Cancer, 2004 Sep 10;
111(4):480 - 3).

The prior art discloses pharmaceutical compositions which contain compounds that bind
acctaldehyde, their effect being based on the reaction of the effective substances with the
acetaldehyde inside blood and/or cells, for example, US 5 202 354, US 4 496 548, US

4 528 295, US 5 922 346.

When such a composition is swallowed, the effective substances are instantly taken to the
small intestine and from there into the blood circulation (Matsuoka, US Pat No 5,202,354
and Moldowan et al, US Pat No 4,496,548).

Suggestions have been made so as to use preparations containing amino acids and
vitamins, which are sucked or chewed in the mouth, to reduce the liver-mediated effect of
detrimental free-radical compounds, which are formed when using tobacco products or
being exposed to the same. It is believed that, after being absorbed, amino acids affect
various tissues (Hersch, US Pat No 5,922,346, Hersch, International Patent Application
WO 99/00106). However, in all these cases, the effect is merely systemic.

Publication WO 02/36098 (incorporated herein by reference) suggests the use of a
compound containing a free sulphhydryl and/or amino group for a local and long-term

binding of acetaldehyde from saliva, the stomach or the large intestine. The compound was
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mixed with a substance that enabled it to be released for at least 30 minutes in the
conditions of the mouth, the stomach or the large intestine. In this case, the effect is limited

to the gastrointestinal tract.

Publication WO 2006/037848 (incorporated herein by reference) suggests a composition
comprising a compound containing one or more free sulphhydryl and/or amino group for
removing or decreasing the aldehyde content of the saliva during smoking. Also this effect

is only local.

However, none of the prior art suggests using cysteine or cystine or other similar
compounds to relieve or prevent any types of headache. Further, no combination products

have been developed.

Based on our recent studies, acetaldehyde plays a part in causing severe headaches,
particularly cluster headaches and migraines. Since these conditions cannot yet be
effectively prevented, and all existing prophylactic medicines have severe side effects,
there is thus a need to find alternative and mild ways to at least relieve the symptoms or

reduce the number of episodes in subjects suffering from these severe headaches.

Summary of the Invention

It is an aim of the present invention to provide new compositions, which can be used to
prevent or at least reduce the incidence of episodes of severe headaches, such as cluster

headaches, migraine, ictal headache or chronic paroxysmal hemicrania.

It is also an aim of the present invention to provide new methods and uses for treating

people diagnosed to suffer from cluster headaches or migraine.

Particularly, it is an aim of the invention to provide compositions, which can be used in the

treatment or prevention of severe headaches, and which mask the taste of the active agents.

These and other objects, together with the advantages thereof over known products and

methods, are achieved by the present invention, as hereinafter described and claimed.
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Compositions containing one or more cysteines as active agents have been shown to bind
acctaldehyde. These active agents have been found to also be capable of breaking down
biofilms formed by some microbes, particularly in the stomach. Also at least a partial
eradication of microbes can be accomplished using a composition containing a cysteine,
although this effect might be a result of the destruction of the biofilms, whereby the

stomach acids are able to attack the microbes.

All the above mentioned effects of compositions containing one or more cysteines have
been shown to be successful also in subjects having achlorhydria, or a low-acid stomach,
often linked to H. pylori infections. To estimate the magnitude of the problems caused by
acctaldehyde in the gastrointestinal tract (GI tract), it would be recommendable to start any

treatment with a diagnosis as to the possible H. pylori infection.

The composition of the present invention can be used to prevent cluster headaches (CHA),

regular migraines or both, or even ictal headaches or chronic paroxysmal hemicrania.

Thus, the present invention concerns a non-toxic solid pharmaceutical composition for oral
administration, containing one or more agent from the group of L-cysteine, D-cysteine and
N-acetyl cysteine, combined with one or more agent selected from cystine, glutathione and

methionine.

More specifically, the composition of the present invention is characterized by what is

stated in the characterizing part of Claim 1.

Further, the active agents of the invention for medical use according to the invention is
characterized by what is stated in Claim 22, and the method of the present invention is

characterized by what is stated in Claim 23.

Considerable advantages are obtained by means of the invention. Thus, the present
invention provides a composition and method for preventing or at least decreasing the
incidence or number of headache episodes in subjects suffering from severe headaches,

such as cluster headaches or migraine.
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The compositions are effective for releasing the active agents in a food product or drink
(including water or any beverages), particularly in cases where these food products or
drinks contain alcohol, acetaldehyde, yeast or sugars. Preferably, in these cases, the
composition is added to the food product or the drink in connection with the consumption,
1.e. eating or drinking. In practice, the composition is added to the food product or drink

just before eating or drinking.

The compositions are also effective for releasing the active agents in the mouth or in the
stomach, and binding acetaldehyde, in particular, when they are consumed in connection
with eating or drinking, i.c. just before, during or just after eating or drinking, or in
connection with smoking. In practice, the compositions are generally administered while
the subject sits at the dining table, or immediately before lighting a cigarette (or beginning

the use of another tobacco product) or immediately after putting the cigarette out.

However, despite the here implied local effect, the compositions also have a systemic
effect, due to the additional active agent, selected from cystine, glutathione and
methionine. This additional active agent is transformed into cysteine in the body, but said
transformation mainly takes place after the agent has passed the stomach, whereby it will
be transferred via the small intestine into the blood stream, to provide a wider area of

action (via the systemic route), and a broader range for the effect.

The compositions can be used also in a continuous manner, for example after every 8 to 10
hours. The composition comprises one or more carriers that regulate the release of the
active agents, thus giving a continuous effect.

Next, the invention will be described more closely with reference to the attached drawings

and a detailed description.

Brief Description of the Drawings

Figure 1 demonstrates the effect of compositions containing cysteine in different amounts
on the acetaldehyde levels of the saliva.

Figure 2 demonstrates the changes in the salivary acetaldehyde levels during smoking.
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Figure 3 demonstrates the binding of the acetaldehyde formed during smoking using
cysteine.

Figure 4 demonstrates the effect of a chewing gum containing L-cysteine (7.5 mg) on
salivary acetaldehyde levels during smoking, as compared to the use of a placebo chewing

gum.

Detailed Description of the Preferred Embodiments of the Invention

The present invention concerns a non-toxic solid pharmaceutical composition for oral
administration, containing one or more cysteine compound from the group of L-cysteine,
D-cysteine and N-acetyl cysteine as active agents, combined with one or more additional
active agents, at least one of which being selected from cystine, glutathione and
methionine, the composition being intended for reducing the incidence of, or even

preventing severe headaches.

The term “cysteine compound” is intended to mean a cysteine, such as L- or D-cysteine, or
a derivative or salt thereof, particularly N-acetyl cysteine. The function of this main active
agent is based on the local effect obtainable through the reaction of this cysteine compound

in the gastrointestinal tract.

The function of the mentioned additional active agent(s) selected from cystine, glutathione
and methionine is based on the capability of these agents to be transformed into cysteine or

to provide a similar effect as cysteine, although systemically.

The partially local and partially systemic effects are possible due to the different
reactivities of these groups of active agents in the gastrointestinal tract. The main cysteine
compound will react, particularly with the acetaldehyde, in the stomach, while the
additional active agent selected from cystine, glutathione and methionine will be

transferred, mainly via the small intestine, to the blood stream before reacting.

According to an embodiment of the invention, the composition further contains diamine

oxidase (i.e. histaminase) as an active agent for degrading excess histamine.
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According to a preferred embodiment, the active agents, however, consist of amino acids
selected from L-cysteine, D-cysteine, N-acetyl cysteine, cystine, glutathione and

methionine.

According to another embodiment, a vitamin or a similar nutritious supplement is further
included in the composition. This supplementary agent can be, for example, a taurine
compound or a common water-soluble vitamin, such as vitamin C, B, or Bs, due to the
contents of reactive functional groups of these compounds, or a salt thereof. Preferably, the
supplementary agent is vitamin C or a salt of taurine, such as a magnesium or calcium salt,
due to the additional neuro-muscular activity of such salts. More preferably the
supplementary agent is a magnesium taurinate, most suitably magnesium N-acetyl
taurinate. These compounds have here been found to further reduce the incidence of, or

even prevent severe headaches.

The composition may be formulated into, for example, a tablet, a capsule, a granule, or a
powder, or optionally into a tablet or a capsule filled with said powder or granules. Thus,
the composition may be formulated into a monolithic or multiparticular preparation. The
composition for release in a foodstuff or a drink (including water and any beverages) is
preferably formulated into and added to said foodstuff or drink in the form of a powder or
granules. The composition for administration into and release in the mouth or the stomach
of the subject, in turn, is preferably administered as a capsule, tablet or lozenge, most

suitably as a capsule enclosing the active agents and additives in granulated form.

The function of the cysteine or the N-acetyl-cysteine is based on the neutralization of the
acetaldehyde formed during smoking or during the consumption of alcohol, or of alcohol-
or acetaldehyde-containing foodstuff or drinks, including foodstuff and drinks that contain
materials that are capable of forming alcohol or acetaldehyde prior to or just after

consumption, such as certain bacteria, yeasts or carbohydrates.

The above mentioned optional vitamins and supplements function by amplifying the

acetaldehyde-binding effect of the cysteine compound.

The function of the cystine, the glutathione or the methionine is, in turn, based on its low

reactivity in the gastrointestinal tract, whereby it is conducted directly to the small intestine
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in its original form, where it will firstly be transformed into cysteine and react with any
remains of acetaldehyde carried past the stomach, and secondly be carried to the blood
stream and further on to the organs, particularly the liver, to eliminate any acetaldehyde

formed in these organs.

The function of the diamine oxidase (i.e. histaminase) is based on its enzymatic activity in

degrading histamine, whereby this further cause of severe headaches is reduced.

Definitions

The composition of the present invention comprises an effective amount of one or more
agent from the group of L-cysteine, D-cysteine and N-acetyl cysteine, as well as of one or
more agent selected from cystine, glutathione and methionine. The glutathione can be
present in the composition in either oxidized or reduced form. Preferably, the reduced form
is used, since this will provide an increased local effect, while the oxidized form can be
targeted to the systemic route of action. Optionally, also an effective amount of diamine
oxidase, a taurine compound or a common water-soluble vitamin can be included in the

composition.

An “effective amount” means an amount capable of binding or inactivating an amount of
acectaldehyde present in a foodstuft, alcohol, other drink or tobacco, or formed during the
consumption of foodstuff, alcohol or other drink, or after eating or drinking, or formed
during or after smoking, or at least keeping the acetaldehyde content essentially lower than
without the use of the composition. In case of diamine oxidase, an effective amount means

an amount capable of degrading an excess of histamine temporarily formed in the subject.

Keeping the acetaldehyde content essentially lower than without the use of the
composition means that the acetaldehyde content should be kept at a level that is at least
20%, preferably over 40%, and most preferably over 60% lower than when not using the

composition according to the description of the invention.

The mentioned acetaldehyde is mainly formed in the saliva of the subject. Due to the
deposition of acetaldehyde into the acrodigestive tract, the acetaldehyde also reaches the

esophagus and stomach via normal wash-out of saliva. Further, the alcohol reaching further
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into the blood-stream will be spread throughout the body and into the organs, where it can
cause harm as such, or can be transformed into acetaldehyde. Thus, the harm is, at least to
a small extent, systemic. However, a mere systemic effect or a mere local effect does not

remove the problem.

Such a harmful content of acetaldehyde mainly in the human mouth, oesophagus, stomach
or small intestine or large intestine, and to a small extent in the other areas of the body, can
be formed in connection with consuming alcoholic drinks, particularly strong alcoholic
drinks, or foodstuffs containing alcohol, or as a consequence of smoking, or when
consuming products containing acetaldehyde, in particular in people having atrophic

gastritis or an achlorhydric stomach.

"Alcoholic drinks" are ethanol-containing drinks, their ethanol content varying within

0.7% by volume and 84% by volume."

"Alcoholic foodstuffs" refer to foodstuffs containing at least 0.7% of ethanol. Such
foodstuffs can be, for example, fermented juices or preserves, or foodstuffs preserved with
small amounts of alcohol, pastries, jellies, and mousse seasoned with liqueur or

corresponding products containing alcohol.

“Acetaldehyde comprising foodstuffs” refers to foodstuffs containing acetaldehyde.
Acetaldehyde is contained in foodstuffs, wherein ethanol has been generated in connection
with fermentation, such as beer, cider, wine, home-brewed beer, and other alcoholic drinks,
as well as many juices. In certain foodstuffs, such as some milk products, acetaldehyde is
used for preservation purposes and to add flavour, or the acetaldehyde is formed in the
product as a consequence of microbial activity. For example, sugary juices or sugar-
containing foodstuffs in general, provide a food substrate for such microbes. High
concentrations of acetaldehyde are formed, for example, in fermented milk products, such
as yoghurt. The microbes used to make yoghurt produce acetaldehyde in the yoghurt. As
for alcoholic drinks, sherry and Calvados contain especially large amounts of

acctaldehyde.
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The use of the compositions according to the invention can be of benefit even in
connection with consuming light alcoholic drinks or foodstuffs, these drinks or foodstuff

containing only small amounts of alcohol.

"In connection with consuming alcoholic drinks" herein refers to the period of time that
begins when the subject starts to consume alcoholic drinks and ends when there is no more
alcohol in the blood of the subject. However, this term, as such, is not intended to restrict

the invention to a reaction of the alcohol in the blood.

Since the compositions of the invention can be beneficial also “in connection with
consuming drinks”, where the drinks contain materials capable of forming alcohol or
acetaldehyde in the body of the subject, or containing only small amounts of alcohol (thus
not forming a measurable alcohol content in the blood), the time period can optionally be
interpreted to begin 10 to 0 minutes before the subject drinking and ending about 10

minutes after drinking.

Similarly, “in connection with eating” herein refers to the period of time starting 10

minutes before the subject eating and ending 10 minutes after eating.

The composition can, for example, be mixed with the foodstuff or it can be administered

before or after eating.

“Smoking”, as such, would refer to the use of a tobacco product by inhalation, such as the
smoking of a cigarette, cigar or pipe. However, tobacco can be used, for example, by
smoking, chewing, wetting or snuffing, and a “tobacco product” refers to any tobacco
product, such as a cigarette, cigar, pipe, snuff or chewing tobacco. Thus,"in connection
with smoking" herein refers to any use of a tobacco product during a period of time that

begins from starting to use tobacco and ends, when said use is stopped.

However, according to our research, smoking, in particular, seems to cause the formation

of acetaldehyde in the mouth.
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Compositions of the invention

The composition of the present invention contains, as active agents, one or more agents
from the group of L-cysteine, D-cysteine and N-acetyl cysteine, as a combination with one
or more agents selected from cystine, glutathione and methionine, in any of the forms

previously described, the composition optionally including further active agents.

According to an embodiment of the invention, the composition further contains diamine

oxidase (i.e. histaminase) as an active agent for degrading excess histamine.

According to another embodiment, a taurine compound or a common water-soluble

vitamin is included in the composition.

The composition further comprises one or more pharmaceutical additives, preferably
including one or more non-toxic carriers that provide controlled release of said compounds

in the desired area(s) of the body.

Controlled release here means the local release of the cysteine compound during at least 5
minutes in the conditions of the mouth, preferably 5 to 15 minutes, or at least 30 minutes in
the conditions of the stomach, preferably 0.5 to 8 hours, while the cystine or the
glutathione or the methionine is conducted directly to the small intestine for release into

the blood stream.

According to the invention, the products obtained from the binding of acetaldehyde to the

active agents are safe and non-toxic for the organism.

In addition to cysteines and their derivatives, as well as the cystine, the glutathione and the
methionine, the scope of the invention also includes the salts of these compounds,

specifically pharmaceutically acceptable salts, in particular water-soluble salts.

It is of advantage to further add to the compositions of the present invention at least one of
the substances selected from the group comprising chromium, vitamin B12, A-, D-, E, -C-
vitamins, niacin, biotin, thiamine, B2-, B5-, B6-vitamins and folic acid and trace elements,

such as chromium, manganese, selenium, zinc and iron, and anti-microbials that decrease
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acctaldehyde formation, as these further improve the desired effect. As stated above, the

vitamins C, B2 and BS5 are particularly useful, especially vitamin C.

Another useful compound to be added to the composition of the invention, which can

amplify the acetaldehyde-binding effect of the composition, is also lecithin.

However, only those compounds (and in those amounts), which are non-toxic and suitable
for human consumption, are applied to the compositions according to the present

invention.

A unit dose of the composition according to the invention can be in the form of, for
example, a powder, a tablet, a capsule, a lozenge or a chewing gum. The possibly used
tablet can be in a form of a monolithic or multiparticular preparation, while the possibly
used capsule can contain the active agents and the additives in, e.g. powder or granule
form. Most suitably, the compositions of the invention are formulated into capsules
containing the active agents as well as one or more suitable additives, most suitably in

granulated form.

The granules, tablets and capsules can be covered by a water-soluble film, which

effectively covers or masks the taste of the active agents.

The compositions intended for release in foodstuff or drinks, prior to consumption, can be

formulated into for example, powders, which are easily mixed into the foodstuff or drink.

In the case of such a powder, the content of the active agents in the composition can vary
between 0.2 to 2 w-% of cysteine and 0.2 to 2 w-% of cystine or glutathione or a
combination thereof. The additives typically include agents that mask the taste of the active

agents, such as sweeteners or flavourings.

The compositions intended for release in the mouth can be formulated into for example
tablets or other preparations, which can be placed between the cheek or the lip and the

gum, or preparations that are sucked or chewed in the mouth.
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According to the simplest alternative, the unit doses for release in the mouth can be
prepared by simply mixing the solid substances, optionally moistured by ethanol, and

formulating them into a suitable form, e.g. by pressing into tablets.

The compositions intended for release in the stomach can be formulated into for example

tablets or capsules to be swallowed.

In case of a chewing gum, the content of the active agents in the composition can vary
between 0.2 to 2 w-% of cysteine and 0.2 to 2 w-% of cystine, glutathione or methionine,

or a combination thereof.

In this case, the composition also includes a gum base, in a content of 90 to 99 w-% of the

composition, preferably in an amount of 500 to 1500 mg per unit dose.

In case of a lozenge or a tablet to be kept in the mouth, the content of active agents in the
composition can vary between 0.3 to 20 w-% of cysteine and 0.3 to 20 w-% of cystine,

glutathione or methionine, or a combination thereof.

In this case, the composition also includes one or more diluting agent or filler, in a content
of 85 to 98 w-% of the composition, preferably in an amount of 50 to 750 mg per unit

dose.

In case of a tablet or capsule to be swallowed, the content of active agents in the
composition can vary between 0.5 to 20 w-% of cysteine and 0.5 to 20 w-% of cystine,

glutathione or methionine, or a combination thereof.

In these cases, the composition also includes one or more bulking agents, in a content of 85

to 98 w-% of the composition, preferably in an amount of 50 to 750 mg per unit dose.

All types of formulations preferably include an amount of cysteine that is 2 to 50 mg per
unit dose, and an amount of cystine, glutathione or methionine, or a combination thereof,

that is 2 to 50 mg per unit dose.
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According to a preferred embodiment, the composition contains a total amount of active
agents, particularly of cysteine compound and additional active agent, which is 2 to
100 mg per unit dose, preferably 2 to 50 mg per unit dose, more preferably 4 to 20

mg per unit dose, and most suitably 5 to 10 mg per unit dose.

Only small amounts/doses are required due to the local area of action of the cysteine,
whereby the cysteine is not diluted in any significant extent, and due to the synergistic
effect of the active agents, with both the cysteine and the cystine or the glutathione or the
methionine relieving the headaches of the subject and thus providing a reduced incidence

of headaches via several routes simultancously. This provides a surprisingly strong effect.

The release of the active compounds in the conditions of the mouth usually takes place in
amounts of 15 to 25 mg per hour. In the stomach, the rate of release is generally 40 to 80

mg per hour.

1 or 2 preparations according to the invention can be administered at a time and the
administration can be repeated at 2 to 10-hour intervals, most preferably at 4 to 8-hour
intervals. In case of chewing gums, a longer interval of 6 to 10 hours can be used, since
one gum, after chewing, can be tucked in between the cheek and gums, and chewed again

later to release more active agents.

The composition can be formulated to release its active agents in a controlled manner in

the mouth or in the stomach.

According to one preferred embodiment of the invention the composition is to release the
active agents in the mouth, and comprises, for the purpose of controlling the release, a
carrier, usually in the form of a polymer, that does not dissolve or dissolves only poorly in

the mouth (hereafter called “a carrier/polymer that does not dissolve in the mouth”).

The polymer not dissolving in the mouth can be any pharmaceutically acceptable additive,

such as metacrylate polymer, for example Eudragit RS or S, or ethyl cellulose (EC).
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The carrier can also be selected from those forming a gel that adheres to the mucous
membranes in the mouth. Such carriers are generally selected from pharmaceutically
acceptable polymers. More specifically, the carrier can be selected from the group
comprising various chitosans, alginates, such as sodium alginate, aluminium hydroxide,
sodium hydrogen carbonate, sodium carboxymethyl cellulose, and sodium hydrogen

carbonate.

In addition to the active agents and optional carrier(s), the composition can comprise, for
example:

1. Pharmaceutically acceptable diluents (fillers, extenders),

2. Sweeteners, such as sugars and sugar alcohols,

3. Flavourings, and

4. Slip additives/lubricants.

The sugars can comprise, for example, saccharose, fructose or glucose or mixtures thereof.
The sugar alcohols can comprise mannitol, sorbitol, maltitol, lactitol, isomalt, or xylitol or
mixtures thereof. Preferably, none of the used additives react with the other ingredients in
the composition. Not being too sweet, a preferable sweetener comprises mannitol, and its
amount in the composition can be quite large; accordingly, it simultaneously functions as a

diluent.

The flavourings can comprise, for example, spearmint, peppermint, menthol, citrus fruit,

eucalyptus or aniseed or a mixture thereof.

The composition can also comprise other ingredients, such as substances that prevent bad
oral smell, substances that function as breath fresheners and/or prevent dental caries, or the
preparation can comprise vitamins. The composition can also comprise substances that

increase salivation.

Further, the composition can comprise, as a further additive, a bulking agent, preferably an
inert agent, particularly in a content of 20-70 w-%, preferably 40 to 60 w-%, most
preferably about 50 w-%.
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The inert bulking agent can be for example dicalcium hydrogen phosphate,

microcrystalline cellulose (MCC), or another corresponding non-swelling agent.

According to a preferred embodiment of the present invention, a typical preparation/unit

dose (such as one tablet) for release in the mouth can comprise or consist of the following:

Cysteine 2to 10 mg
Cystine/glutathione/methionine 2to 10 mg
Diluting agent(s)/sweetener(s) 50 to 750 mg
Flavouring(s) q.s.

Lubricant(s) (0.5 to 3% by weight) 5to 25 mg

The tablets can be prepared by mixing a powdery mass and compressing it into sucking

tablets by any well-known methods.

If the amount of cysteine or cystine or glutathione or methionine is increased, the amount
of diluent(s)/sweetener(s) and flavourings can also be increased, as the taste of the cysteine

preferably is disguised.

A typical preparation/unit dose can be formulated into a chewing gum, and essentially

comprises or consists of the following:

Cysteine 2to 10 mg
Cystine/glutathione/methionine 2to 10 mg
Gum base

(comprising e.g. sweeteners) 500 to 1500 mg
Flavouring q.S.

Lubricant (0.5 to 3% by weight) 5to 30 mg

The gum base can be formed from medicated chewing gum (Morjaria, Y. et al., Drug
Delivery Systems & Sciences, vol. 4, No. 1, 2004) or natural or synthetic elastomers,
softeners, waxes or lipids. Natural gum bases, including crude rubber and smoked natural
rubber, are permitted by the FDA. However, modern gum bases are mostly synthetic and

include styrene-butadiene rubber, polyethylene and polyvinyl acetate.
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The gum base generally constitutes 15 to 40 w-% of a chewing gum. The remaining
portion includes mainly medicating agents, sugars, sweeteners, softeners, flavourings and

colouring agents.

The majority of the chewing gum-based drug delivery systems are prepared using
conventional methods. However, directly compressible powder gums are modern
alternatives to the medicated chewing gums. Pharmagum is a compressible new gum
system. It is a mixture of polyol(s) and/or sugars with a gum base. A formulation that
contains Pharmagum gums can be compressed into a gum tablet by using conventional
tablet presses. The manufacturing method is quick and inexpensive. The amount of gum
base in the preparation, comprising sweeteners, can be 50 to 500 mg, preferably 500 to

1500 mg.

Pharmagum S contains rubber base and sorbitol, Pharmagum M contains rubber base,

mannitol, and isomalt.

The composition can be prepared by mixing a powdered mass and compressing it into

chewable pieces.

The preparation can be a buccal tablet comprising:

Cysteine 2to 10 mg
Cystine/glutathione/methionine 2to 10 mg
Non-ionized macro molecules 5to 25 mg

Ionizing macro molecules 2to 10 mg
Flavouring(s) q.s.

Lubricants 0.5 to 3% by weight

The non-ionized macro molecules include, e.g., methylcellulose (MC), hydroxypropyl
cellulose (HPC) and hydroxypropyl methylcellulose (HPMC), and polyethylene glycol
(PEG). The ionizing polymers include, e.g., sodium carboxymethyl cellulose (NaCMC),
alginic acid, sodium alginate, chitosan, polycarbofile (Noveon"™) and carbomer

(Capropol™).
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The non-ionized macro molecules generally constitute 40 to 80 w-% of a buccal tablet,

whereas the ionizing polymers generally constitute 20 to 60 w-% of such a tablet.

The preparation can also be a sublingual tablet essentially comprising or consisting of the

following:

Cysteine 2to 10 mg
Cystine/glutathione/methionine 2to 10 mg
Diluent(s)/sweetener(s) q.s. 50 to 500 mg
Flavouring(s) q.s.

Lubricants 0.5 to 3% by weight

The diluents include, e.g., lactose, calcium phosphates, starch, carboxymethyl cellulose,

hydroxymethyl cellulose. The sweetener can be, for example, mannitol or xylitol.

The diluents generally constitute 90 to 98 w-% of a sublingual tablet.

According to another preferred embodiment of the invention, the composition is
formulated to release the active agents in the stomach, and comprises, for the purpose of
controlling the release, a carrier, such as a polymer, that does not dissolve or dissolves only
poorly in the stomach (here called simply “a carrier/polymer that does not dissolve in the
stomach”). The composition is, for this purpose, preferably formulated by pressing it into
tablets or by enclosing the composition into capsules. Alternatively the composition can be

covered by a water insoluble film.

A carrier not dissolving in the stomach can be a polymer, such as metacrylate polymer, for

example Eudragit RS or S, or ethyl cellulose.

Such polymers are preferably present in a content of 10-50 w-%, more preferably 20 to 40

w-%, most suitably 20 to 30 w-% of the entire composition.

The carrier can also form a gel in the stomach that floats in the contents of the stomach, or
the composition can be formulated into a liquid preparation taken orally (mixture), the

physical structure of which preferably is a gel. Alternatively, the carrier of the composition
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can attach to the mucous membrane of the stomach, thus causing the entire preparation,

including active agent, to attach to the mucous membrane.

The composition can also comprise a bulking agent, preferably an inert agent, such as
dicalcium hydrogen phosphate, microcrystalline cellulose (MCC), or another
corresponding non-swelling agent, for example in a content of 20-70 w-%, preferably 40 to

60 w-%, most preferably about 50 w-%, of the entire composition.

According to one preferred embodiment of the invention the composition comprises matrix

granules not dissolving in stomach. Such a composition can comprise for example:

Cysteine 5to 40 w-% (preferably 25 w-% )
Cystine/glutathione/methionine 5 to 40 w-% (preferably 25 w-% )
Polymer not dissolving in stomach 10 to 50 w-% (preferably 20 to 30 w-% )
Inert bulking agent 20 to 70 w-% (preferably 40 to 60 w-% )
Ethanol q.s.

The polymer not dissolving in stomach can in the above composition be any commonly
used additive, such as metacrylate polymer, for example Eudragit RS or S, or ethyl
cellulose (EC). The inert bulking agent may be for example dicalcium hydrogen phosphate,
microcrystalline cellulose (MCC), or other corresponding non-swelling agent. The solid
substances are mixed and moistured by ethanol. The moisture mixture is granulated by
using in pharmaceutical industry well known methods and devices. The dried granules can

be used as such or distributed into dosages, for example into capsules.

According to another preferred embodiment of the invention the composition comprises

matrix tablets not dissolving in stomach. Such a composition can comprise for example:

Cysteine 5to 40 w-% (preferably 25 w-% )
Cystine/glutathione/methionine 5 to 40 w-% (preferably 25 w-% )
Polymer not dissolving in stomach 10 to 50 w-% (preferably 20 to 30 w-% )
Inert bulking agent 20 to 70 w-% (preferably 20 to 50 w-% )

The polymer not dissolving in stomach may in the above composition be any in
pharmaceutical industry commonly used additive, such as metacrylate polymer, for

example Eudragit RS or S, or ethyl cellulose (EC). The inert bulking agent can be, for
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example, dicalcium hydrogen phosphate, microcrystalline cellulose (MCC), or another
corresponding non-swelling agent. The solid substances are mixed and the mixture is
granulated by using, for example, ethanol or a hydrophilic polymer solution. The granules
are pressed into tablets using methods and devices well known in the pharmaceutical
industry. The release of the active compound(s) is here based on the diffusion of the water-

soluble effective compound(s) from the pores formed to the tablet matrix.

According to another preferred embodiment of the invention the composition comprises
one or more porous film forming agents for coating the preparation, such as ethyl cellulose
or hydroxypropyl methylcellulose, or a combination thereof. Most suitably a combination
of ethyl cellulose and hydroxypropyl methylcellulose is used, such as a combination with a

relative amount of EC to HPMC being 3/2 to 7/3.

Such a composition covered by a porous film can comprise, for example:

Cysteine 1 to 50 w-% (preferably 20 to 50 w-% )
Cystine/glutathione/methionine 1 to 50 w-% (preferably 20 to 50 w-% )
Water-soluble bulking agent(s) 50 to 80 w-% (preferably 30 to 60 w-% )
Porous film forming agent(s) q.s.

The water-soluble bulking agent can, in such a composition, be for example lactose or
some other water-soluble bulking agent commonly used in the pharmaceutical industry.
The solid substances are mixed and the mixture is pressed into tablets using methods and
devices well-known in the pharmaceutical industry. The porous film can be prepared from
a water-soluble polymer, such as hydroxypropyl methyl cellulose (HPMC), or a water-
insoluble polymer, such as ethyl cellulose (EC), preferably from a mixture of such
polymers. The relative amount of the film forming substances, for example EC and HPMC,
is preferably 2-5 parts water-insoluble polymer and 1-2 parts water-soluble polymer. In the
conditions of the stomach the water-soluble polymer dissolves and pores are formed in the
remaining water insoluble polymer. The release of the effective compound(s) is here based
on the diffusion of the water-soluble effective compound(s) from the pores formed in the

film. The film forming substances effectively mask also the taste of the active agent(s).
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Treatment

The composition comprising effective amounts of cysteine and cystine or glutathione or
methionine is administered into the foodstuff or drink soon to be consumed by a subject, or
directly to the subject, in a suitable amount, which can contain, for example, 0.2 to 20 w-%
of cysteine and 0.02 to 20 w-% of cystine or glutathione or methionine or a combination
thereof, most suitably directly to the subject in connection with the subject consuming
alcohol-containing drinks or foodstuff, or acetaldehyde-containing drinks or foodstuff, or

in connection with the subject smoking.

Furthermore, it is preferred that the preparation has a shape that makes it easy to keep in
the mouth or to swallow. However, it is of advantage if the composition for release of
active agents in the stomach is in the form of a preparation having a diameter of at least 7
mm, preferably 8 to 15 mm, more preferably 11 to 15 mm. This assists the preparation to

stay in the stomach sufficient time for the controlled release of the active agents.

Thus, the present invention provides preparations and methods, which can be used to

reduce the incidence of severe headaches, particularly cluster headaches and migraines.

For example, the incidence of severe headaches can be reduced using a method of
treatment that comprises the following stages:

a) ahuman subject at least occasionally suffering from severe headaches is provided
with a composition containing cysteine and cystine or glutathione or methionine, to
be administered in connection with consuming alcoholic drinks or foodstuff, or
acetaldehyde-containing drinks or foodstuff, or in connection with smoking,

b) the subject self-administers the composition, and

c) the subject is allowed to eat, drink or smoke,

whereby the cysteine and the cystine or the glutathione or the methionine bind the
acctaldehyde generated or carried to the body in connection with consuming the drink or
the foodstuff, and

d) optionally, the stages a) to ¢) are repeated as many times as feels necessary.
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Other applications of the invention

According to an embodiment of the invention the composition of the present invention is
administered to human subjects having atrophic gastritis, in addition to suffering from said

severe headaches.

Atrophic gastritis, among others, enhances the risk of malabsorption of vitamin B12, and
may lead to pernicious anemia. Malabsorption of micronutrients may lead to serious
secondary diseases of the central nervous system and to osteoporosis. Half of the people
with atrophic gastritis of corpus of the stomach can have an exceptionally low vitamin B12
level and at least half of these simultaneously have increased serum levels of
homocysteine. Thus, the composition of the present invention, supplemented with vitamin
B12, is particularly suitable for use by such people. The vitamin B12 will be released with
the other active agents and carried with at least a portion of the cystine or the glutathione

or the combination thereof to the blood stream for a systemic effect.

Vitamin B12 deficiency is a strong risk factor for neurodegenerative disorders, such as
dementia, depression and polyneuropathies. The deficiency of vitamin B12 is one common
reason for hyperhomocysteinemia, an independent risk factor for atherosclerosis, strokes
and heart attacks. Because of corpus atrophy and poor diet even 15% of individuals over

the age 50 are suffering from a preventable epidemic of vitamin B12 deficiency.

With the early detection of corpus atrophy by routine screening for suitable biomarkers, for
example by GastroPanel® screening, and subsequent treatment, possible neurological
disabilities (e.g. dementia, depression and polyneuropathies) and vascular diseases (e.g.
stokes and heart attacks) can be prevented. The ageing of the population is increasing the
need for screening for said biomarkers, for example by the GastroPanel® examination and
screening, and, in other words, for diagnosis of atrophic gastritis and related risks and

diseases.

To the compositions of the present invention, in addition to vitamin B12, also other
vitamins can be added, such as vitamins A, D, E and C, niacin, biotin, thiamine, B2, BS,

B6 and folic acid as well as trace elements, such as chromium, manganese, selenium, zink
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and iron. Ferrous compounds are of particular advantage, since atrophic gastritis is often

connected with iron deficiency anemia.

According to an embodiment of the invention, the above-described treatment is preceded
by a diagnosis as to a possible H. pylori infection, preferably using a test that reliably
provides a diagnosis also as to atrophic gastritis. Thus, the magnitude of the problems

caused by acetaldehyde in the gastrointestinal tract (GI tract) can be estimated.

It is clear from the literature that the biomarkers pepsinogens I and II (PG-I and PG-II) as
well as gastrin-17 (G-17) measure atrophic gastritis accurately, possibly on the average
even more accurately than gastroscopy. The PG I/PG 1l ratio also correlates with the
occurrence of precancerous and cancerous changes in the oesophagus. These biomarkers
are secreted into the stomach lumen, and small quantities are transferred to the circulation

where they reflect the concentrations in the stomach.

The level of PGI and the ratio PGI/PGII are markers of the function and structure of the
corpus mucosa, and the level of G-17, which is usually measured in a fasting blood sample,
is a marker of the function and structure of the antrum mucosa. Including for example H.
pylori antibodies, such as H. pylori 1gG and IgA, as biomarkers in the test will provide
information also as to a possible H. pylori infection. Thus, said biomarkers (PG-1, PG-II
and their ratio in combination with G-17 and H. pylori IgG and IgA) complement each

other so as to form a diagnostic panel.

The levels of these biomarkers are preferably measured using an ELISA assay on a blood,
plasma or serum sample of a patient, particularly on a fasting plasma sample. If a patient
with an H. pylori infection and low levels of G-17 does not want to have invasive
gastroscopy, atrophic gastritis of the antrum can be confirmed or excluded by assaying the
concentration of protein-stimulated G-17 in plasma in addition to said examination from a
fasting plasma sample. An examination procedure particularly suitable for said purpose is

the GastroPanel® examination.

The role of PG-I as a marker of atrophic gastritis is well known. Lately also evidence
regarding its usefulness in determining the condition of particularly the corpus mucosa has

been provided.
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The PGI/PGH ratio has lately been shown to decrease linearly with increasing grade of
atrophic gastritis i the corpus. The ratio 18 < 3.0 when atrophic gastritis 18 advanced
{moderate or severe) in the gastric corpus. It has been shown that the risk of gastric cancer

is increased {5-fold) when the PGI/PGII ratio s low.

The role of measuring the amidated peptide hormone gastrin-17 is less studied than the
pepsinogens, but yet already of considerable clinical interest. In the stomach, gastrin-17
has the task of stimulating the secretion of hydrochloric acid. Likewise, there is a negative

feed-back control such that hydrochloric acid inhibits the formation of G-17.

Combining the G-17 determination with those of PG I and II helps to distinguish the cases
where the atrophic gastritis (AG) is limited to the gastric fundus and corpus regions (PG-1
is low, but G-17 is high), from those where also the antrum is affected (both PG-I and G-
17 are low). Such a distinction is clinically important, because the latter (panatrophy)

carries the highest known risk for gastric cancer.

To sharpen the examination further, a fasting G-17 assay may be compared with a
determination after stimulation by a protein meal. If a low G-17 level is not clearly raised
by such stimulation, it provides good evidence for atrophy in the antrum domain.
However, if an initially low G-17 level is clearly raised by such stimulation, the gastric
antrum s likely to be physiologically functional, and a low resting G-17 level (e.g., below
2 pmol/L) is in such cases a strong indication of abnormally high acidity in the stomach, in
which case the risk of Barrett’s oesophagus is elevated. Conversely, a pathologically high
level of fasting G-17 is strongly indicative of hypo- or achlorhydria, which may be caused
by AG limited to the corpus region, or indeed by PPI treatment.

The following examples are included merely for illustrative purposes, and are not intended

to limit the invention.
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Examples

Example 1 — Preparation of sucking tablets

Sucking tablets were prepared, one type comprising:

PCT/FI12013/050582

L-Cysteine 20 mg
Cystine 20 mg
Mannitol (or an equivalent sugar or sugar alcohol) 750 mg
Flavouring q.S.
Magnesium stearate 10 mg

The further compositions varied in cysteine content, which was 1.25 mg, 2.5 mg, 5 mg,

and 10 mg of cysteine.

The compositions were prepared by mixing a powdery mass and compressing it into

sucking tablets.

Example 2 — Preparation of chewing gums

A chewing gum was prepared, comprising:
Cysteine
Cystine
Pharmagum S, M or C
Flavouring

Magnesium stearate

20 mg
20 mg
1000 mg

q.s.
20 mg

The composition was prepared by mixing a powdery mass and compressing it into chewing

gums.

Another composition was prepared, comprising 500 mg of Pharmagum S or M, and 20 mg

of magnesium stearate.
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Example 3 — Preparation of buccal tablets

A buccal tablet was prepared, comprising;:
Cysteine
Cystine
Methocel
Carbopol
Flavouring

Magnesium stearate

PCT/FI12013/050582

20 mg
20 mg
25 mg
7 mg

q.s.
2 mg

The composition was prepared by mixing a powdery mass and compressing it into buccal

tablets.

Example 4 — Preparation of sublingual tablets

A sublingual tablet was prepared, comprising:
Cysteine
Cystine
Mannitol
Flavouring

Magnesium stearate

10 mg
10 mg
250 mg

q.s.
5Smg

The composition was prepared by mixing a powdery mass and compressing it into

sublingual tablets.

Example 5 — Effect of the composition on acetaldehyde levels

Five smokers (of the age of 29 + 2.8) participated in a study, in which three cigarettes were

smoked (with cleaning periods in between). While smoking each cigarette (in 5 minutes

time), the voluntaries sucked tablets blindfold, containing a placebo, 1.25 mg, 2.5 mg, 5

mg, 10 mg or 20 mg of L-cysteine. The acetaldehyde in the saliva samples was analysed by

gas chromatography after 0, 5, 10, 20 minutes from starting to smoke.
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The L-cysteine tablets (5 mg, 10 and 20 mg) removed from the saliva all of the
acetaldehyde originating from tobacco (see Fig. 1). The average salivary acetaldehyde
contents immediately after smoking were 191.2 +48.5 uM, 0 uM, 0 uM, 0 uM with the
placebo and the 5 mg, 10 mg, and 20 mg L-cysteine tablets, respectively.

The study showed that even 5 mg of L-cysteine, when delivered with a melting tablet,
completely inactivated the carcinogenic acetaldehyde in the saliva during smoking. The L-
cysteine tablet of 1.25 mg reduced the amount of acetaldehyde by about two thirds

compared with the placebo.

Example 6 — Increase in salivary acetaldehyde levels following smoking and drinking

Tobacco smoke contains acetaldehyde, which during smoking becomes dissolved in saliva
(see Fig. 2). In this study, both smokers and non-smokers at first took a small dose of
alcohol and thereafter the smokers smoked 6 cigarettes for about 5 minutes each. During

smoking, salivary acetaldehyde exceeds remarkably the carcinogenic level.

Via swallowing, the salivary acetaldehyde derived either from alcohol or smoking is
distributed from the oral cavity to the pharynx, the oesophagus and the stomach. Thus, the

carcinogenic effect is not limited to the mouth.

The strongest evidence for the local carcinogenic action of acetaldehyde provides studies
with ALDH2-deficient Asians, who form an exceptional human “knock-out model” for

long-term acetaldehyde exposure.

In the subjects with ALDH2-deficiency (Flushers) the additional salivary acetaldehyde

appeared to be derived from salivary glands.

In several epidemiological studies from Asian countries it has been uniformly shown that
ALDH2-deficiency associates with over 10-fold risk of upper digestive tract cancers. The
association is strongest among heavy drinkers but in addition significant also among

normal alcohol consumers. Thus, smokers are clearly also at high risk.
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In conclusion, acetaldehyde derived from tobacco appears to act in the upper digestive tract

as a local carcinogen in a dose-dependent and synergistic way.

Example 7 — Acetaldehyde-elimination using cysteine

Cysteine is a sulfur-containing amino acid. Its average intake is about 1g/day. Cysteine
condensates with and thereby deactivates the reactive and carcinogenic acetaldehyde by

forming 2-methyl—thiazolidine-4-carboxylic acid (MTCA).

For example a lozenge containing as little as Smg of L- or D-cysteine totally eliminates

acectaldehyde from saliva during smoking (Fig. 3).

Harmful effects of reactive acetaldehyde may be prevented by binding it to the cysteine.
This semi-essential amino acid inactivates acetaldehyde by a non-enzymatic binding,
forming a more stable compound, 2-methylthiazolidine-4-carboxylic acid. For example, a
tablet and chewing gum containing L-cysteine has been developed in order to eliminate

acetaldehyde exposure during smoking (Fig. 4).
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Claims

1. A non-toxic solid pharmaceutical composition for oral administration, for reducing the
incidence of, or preventing, severe headaches, the composition containing one or more
cysteine compound from the group of L-cysteine, D-cysteine and N-acetyl cysteine as
active agents, characterized in that the cysteine compound is combined with one or more
additional active agents, at least one of which being selected from the group of cystine,
glutathione and methionine, the composition further containing one or more
pharmaceutical additives, including one or more non-toxic carriers that provide controlled
release of the active agents either into the saliva during at least 5 minutes in the conditions
of the mouth or into the stomach during at least 15 minutes in the conditions of the

stomach.

2. The composition of Claim 1 for reducing the incidence of, or preventing, migraine or

cluster headaches, particularly cluster headaches.

3. The composition of Claim 1 or 2, characterized in that it is in the form of a powder,

tablet, lozenge, capsule or chewing gum.

4. The composition of any preceding claim, characterized in that the active agents are
selected from L-cysteine and one or more of cystine, glutathione and methionine,

preferably from L-cysteine and one of the latter, the latter most suitably being glutathione.

5. The composition of any preceding claim, characterized in that the active agents are
selected from one or more cysteine compounds and glutathione, preferably from one

cysteine compound and glutathione, the former most suitably being L-cysteine.

6. The composition of any preceding claim, characterized in that it further contains

diamine oxidase as an active agent for degrading excess histamine.

7. The composition of any of claims 1 to 5, characterized in that the active agents consist
of amino acids selected from L-cysteine, D-cysteine, N-acetyl cysteine, cystine,

glutathione and methionine.
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8. The composition of any preceding claim, characterized in that it further contains a
vitamin or a similar nutritious supplement selected from a taurine compound or a common
water-soluble vitamin, such as vitamin C, B, or Bs, or a salt thereof, preferably selected
from vitamin C or a salt of taurine, such as a magnesium or calcium salt, more preferably
selected from magnesium taurinates, the supplement most suitably being magnesium N-

acetyl taurinate.

9. The composition of any preceding claims, characterized in that it contains a total
amount of active agents, particularly of cysteine compound and additional active agent,
which is 2 to 50 mg per unit dose, preferably 2 to 20 mg per unit dose, and most suitably 4

to 10 mg per unit dose.

10. The composition of any preceding claim, characterized in that it is formulated for
controlled release of the active agents in the mouth or the stomach, or for release into a

food product or drink prior to consumption.

11. The composition of Claim 10, characterized in that the amount of cysteine compound
in a formulation for release of the active agents in the mouth is 2 to 10 mg per unit dose,
preferably about 5 mg, whereas the amount of cystine or glutathione or methionine or a
combination thereof in such a formulation is 2 to 10 mg per unit dose, preferably about 5
mg, and the amount of cysteine in a formulation for release of the active agents in the
stomach is 10 to 50 mg per unit dose, preferably about 20 mg, whereas the amount of
cystine or glutathione or methionine or a combination thereof in such a formulation is 10 to

50 mg per unit dose, preferably about 20 mg.

12. The composition of any preceding claim, characterized in that it comprises, as
additives, diluents, such as fillers or extenders, sweeteners, such as sugars or sugar
alcohols, flavourings, lubricants, gum base, non-ionized polymers or ionizing polymers, or

a combination of two or more of these.

13. The composition of claim 12, characterized in that the gum base is selected from
natural or synthetic elastomers, softeners, waxes and lipids, the natural gum bases

preferably being selected from crude rubber and smoked natural rubber, and the synthetic
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gum bases preferably being selected from styrene-butadiene rubber, polyethylene and

polyvinyl acetate.

14. The composition of claim 12, characterized in that the non-ionized polymers are
selected from methylcellulose (MC), hydroxypropyl cellulose (HPC) and hydroxypropyl
methylcellulose (HPMC), and polyethylene glycol (PEG).

15. The composition of claim 12, characterized in that the ionizing polymers are selected
from sodium carboxymethyl cellulose (NaCMC), alginic acid, sodium alginate, chitosan,

polycarbofile Noveon™) and carbomer (Capropol™).

16. The composition of claim 12, characterized in that the diluents are selected from

lactose, calcium phosphates, starch, carboxymethyl cellulose, hydroxymethyl cellulose.

17. The composition of any preceding claim, characterized in that it has been formulated
into chewing gums, wherein the gum base constitutes 15 to 40% of a chewing gum, the
remaining portion including agents selected from medicating agents, sugars, sweeteners,

softeners, flavourings and colouring agents.

18. The composition of any of claims 1 to 16, characterized in that it has been formulated
into buccal tablets containing non-ionized macro molecules in a content of 40 to 80 w-%

and ionizing polymers in a content of 20 to 60 w-%.

19. The composition of any of claims 1 to 16, characterized in that it has been formulated

into sublingual tablets containing diluents in a content of 90 to 98 w-%.

20. The composition of any of claims 1 to 16, characterized in that it has been formulated
into matrix granules or matrix tablets containing polymers not dissolving in the stomach in

a content of 10 to 50 w-%, and bulking agent in a content of 20 to 70 w-%.

21. The composition of any preceding claim, characterized in that it is dosed by placing 1
or 2 preparations formulated from the composition in the mouth at a time and replacing

them with new ones at 4 to 10-hour intervals, most preferably at 6 to 8-hour intervals.
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22. A combination of one or more cysteine compounds, selected from L-cysteine, D-
cysteine and N-acetyl cysteine, with one or more of the compounds cystine, glutathione

and methionine for use as a medicine.

23. A method for reducing the incidence of severe headaches in human subjects,
characterized by carrying out the following stages:

a) providing a subject that at least occasionally suffers from severe headaches with a
composition according to any of claims 1 to 20, to be self-administered in
connection with consuming alcoholic drinks or foodstuff, or acetaldehyde-
containing drinks or foodstuff, or in connection with smoking,

b) allowing the subject to self-administer said composition, and

c¢) allowing the subject to eat, drink or smoke,

whereby the cysteine and the cystine or the glutathione or the methionine bind the
acctaldehyde generated in or carried to the body in connection with the subject consuming
the drink or the foodstuff, and

d) optionally, repeating the stages a) to ¢) as many times as feels necessary.

24. The method of Claim 23 for reducing the incidence of or preventing migraine or cluster

headaches.

25. The method of Claim 23 or 24, characterized by administering the composition to the
subject in step b) by placing 1 or 2 preparations formulated from the composition in the
mouth or swallowing them, and the optional step d) is carried out by replacing the
preparations with new ones at 4 to 10-hour intervals, most preferably at 6 to 8-hour

intervals, and optionally also repeating step c).
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JRJERR e A AR BE AT R 25 FEIL e A R N B AT

[0020]  FEAL bRy (490 anfal ) VCAK 5 S BRE SE By FAG % 25 ) 10 %R A A SRSk
SRS A TEN .. WS T MAMER, 23R S P29 5, EFIRTT « BEA W EER
gE R A .

[0021]  ARTT, A& N L4024 Nttt i IR, 92ty 31N 5218 AR Y BAE N 2 iR R
T R IR) LT 1) et (1) 245 FH 20 A 4 9 2 R O 197 3K 26 71 B S, AR il e DA B P Sk, 3 ] 2 4L
1K SRR TR CETY B LA SRR 2 TR R B R

[0022] LRI — QYR OB . SIS M Y A E A 38 B AR o BRI, 7EE H 1
Jo R ETEA B P a OB, M N B SRS &M i & 2 2R ST
LB E D AE H H OB e A, JEH R AT A T Y, BRI SEEE AL A
L. BN, RIMELE P25 & (0.5 g/ke) HILEEIG, fENIRER - C & B AE IR = £
o (18-43 uM) . HF 2, CIERAZRTEMERE T VE A AEMACH K R =4 (Homann 5%
Carcinogenesis (1997) 18:1739-1743),

[0023]  FEA B, 154 AT B 45 51, DL R 8 A8 7 A il S A= 4 1 SR
S, W 2B R OB (Salaspuro 2%, (1996) Ann Med 28:195-200) o M M [ A&
PR A TE 1L E DR AN T ZE MRV P 5 1) SRR 52 X LS O W B R . BRI,
CEERI M n] g JE B A B IHALIE X k.

[0024] it LR B SRR R AE R, R K T AR IE & B A K40 1R Ref 1 SIES4 AL
J L (Jokelainen %%, (1996) Gut 39:100-104) . 7EMG T, BT K IR P YR IE £, BITE
W RS T AR VE L R T R LB o B4, 221% LT85 R IR BT 0 S B ke
AR B

[0025]  FEIL'E 77, BUE QW n] ik OBl A ) A5 Bl BT ol B KA &9 5 = 1

5
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B NIRRT A IR S R B b Rl A B IRE . R N E T S RN R
[0026] & EH AR BTG AR, P I am CRERE 22 2008 FU0E ) £, AR CRE, 7]
5 BE R L (5-2000 BM) FIZEE (0. 1-0. 55T (per mille)), SRR {E & Frp B
o [RIFEHN, —SEER AT | R FLI AN Gy T & SBEFN 4 lE (PCT/F12006/000104, ik 5| H 454
BASTH )
[0027]  7E 3= 2 W R 39 0], P v HP 1) T B A JE il 7K P 386 i 22 261, 44455 n M 1A
(Salaspuro 28 (2004) Int J Cancer, 2004 Sep 10; 111(4):480-3).
[0028]  IHEARANTSHE G LRGN HAEGY, eNMERZE T HRY
S5 LA/ B4R R ) 8 N, R, US 5202 354.US 4 496 548.US 4 528 295.US
5 922 346,
[0029] X AE LG A W T I, A A o R Z1 213k /) i 5 IS B N I A B
(Matsuoka, 3 [E & H|5 5, 202, 354 Fll Moldowan &, 3£ E EH| 5 4, 496, 548) »
[0030] LA A BRI A A5 e 1 R 4 2B 22 1 w50, LA 0 s o e W i B L g » LA gk 2>
HE B HEALEWEIENAEM, Pk 55 B b 240 G ) 78 A58 A M 0] 5 B30 i T
il T e N R AR RIS, ST TR R ) 5 F 41 2R (Hersch, 36 B £ 0] 5 5, 922, 346,
Hersch, [ Fx LR HIE WO 99/00106) o SXTM, 76 A IX LefE 0L b, i U2 4 5 .
[0031]  HAMRAI WO 02/36098 (i@it5 |G R4S ) $ AT A S B i / B3l
T AL R I 45 A e BRI T I S . TR A1) 5 RegAE AR D s
BN EE RS R /D 30 7B IR G FERXFIE L T AEH B+ 5 i .
[0032]  HAMRA WO 2006/037848 (@IS IHEARIASCH ) #EAS &H —A8E M
BISRIEA / BEA TR IAL E W I ALE W, TR B 25 Bosl 2 W S ) vl o (e 5 o R I
PE AR SR o
[0033] AR, BRAT H2 AR FF AR H AT - Bt 2 1R sl Dk 20 R el B SR AL A5 400 LA G2 At Bl T
BT RIS o ShAh, WARFFRALE T Mo
[0034]  ZE TR BH N Sl (R 93, LBEAE 5 A ™ B Sk 5l i DA B 1 Sk R kv Sk
—EVEM . W T EE M AN R b TR, LRI IR TR 254 B TR E R EER
A] 1 75 3 AR R 1) U7 2 DA AR R Tk 2 5 JE SO 11 32 38 38 H 22 /D i e R slod 2
RAEIREL
[0035] & HH IR

AR —A B 2 AU 454, SonT H T 095 7 E Sk , 4 0 A BV S A Sk
I M S T e M A o D SR s 02 2D gk 1 SRR, A ARV SR D SR R R
P ST B 1 9 5 P A Sk i R A 1R R AR 2R
[0036] 24 A TR TT &2 W A I AEME S B0 Sk 1N (R38T B VA A B R AN R
B —AN B .
[0037] g5 Hh, A& B —A B B IRAEA A, Son] 9097 80l ™ & Sk, I BT
8 T I PR TR K AR TE
[0038]  IXLEANIL R H Y, 1% (R ILHE i O %0 ™ AN 5 vk L B, mlad sk a0 78 B A g A
BURORI R A% R B 5230
[0039]  CLREHAL & — ek Z Fit:- ML A TSR AEW LG O . CORINIX LS M

6
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FEREAS MR FH— 265 E ) (Rl 2 ER ) TR AEM IR . v A5 iR 4l
W) SEIRA A B 2 /8 A R B, BRI VR FH AT R AR I IR K 45 5L, AT B IR e
GGt/
[0040] Ty LA b4 R ()60 B — Bl sl 2 Bl 2 b 20 B 205 ) 1O 7E FH LR B oA B IR Bk
Z, BRI B R CFF 5 1R A prlori) BYSEIRR ) PRI T
i E 7 E (GLIE) i LB A i) R FEE, X2 W A AT BE A T VAT B (H. pylori)
RGP T UEATATIETT A 2 A TFHERER
[0041] Ak B2 &4 ] F T 1B MAEME SR (CHA) 738 ST s — 2, BB 2k M
SKIR B 1 R P AR S
[0042] [k, AR B9 K —Fi T D IREE T RIAE S M R 25 HAL &4, oA 51k A ik
ZR AP H IR AR 2 R 1) — Pl sk 2 AL A 101E A L- 22 . D- 2 B B A N- &
Tt 2 e 2 e 1) — A il 2 ik 7o
[0043]  FENEHIHL, A BH 20 G W IR AE A2 TEACRIBE R 1 BRA IR 23 P IR R e
[0044]  JhAb, H T 4H A BH 9 Bs 2% R FH 9 AR R B P oty P 70 PR AR A S A6 BURI B 3K 22
JIT I (1) TR 8, FH AR % BH 0 7 32 B R AR 2 AE AR 2 3R 23 B ik () TR e
[0045] A K BHEATAH 2 KL . TR, AR B B A AE A 7™ 5 S 9 o AP Sk
I B Sk 8 1) 52 3R Hh Ty Sk R AE B 2D ek D S R AR IR AR R B AL A R Ty
%o
[0046]  FTIRAH AWX TR = MR CRLFEKBUTAIORE ) s 252 23
(Y, B ) AR X BB 7 S BRI B T S I REEORE I L T o Dkl , 71X 25 v
ToBAAYMARI ST (RInZE0E ) AR msios . 7EsEE T, TEIfNZ B
AT KA B Y S B ORE
[0047]  JTR4H-GW NG 3 TAE OB BUE B ORISR, JF 456 G, e il 29 e Al
T [z sk (RA, Az 5 2 B £ENZ Bl M 3 7] sl e 8k 2 J5 ) BR0% [R] R R — A 4 7
Wt SLfp b, HAEWIEE 2R E R R 55 2 W 257, sRNINIE RS (B iR A
TR ) ZATA T, BERE A K S RIS T
[0048]  ARIM, RV IX HLRG B i SRl BN, T 3 A Ik 1 R 08 75 IO T JORCRT AR 2 R 1)
WEPER, RISt B A G VE o X Rl 53 A RIE HEFRILE PR AL 2 R U, (H AT %
e EEE TR MR CL B 2 5 R, N'E L /MG R, AR HEET 2 X Ik
VER (44 i@de ) A 5 [ i 1E .
[0049]  FTIRAL AWt ] LIS 7 2, BN 8-10 /M S o A& —Fhoi 2 Fh
YATVE MR A, BRI A R
[0050] 45 N2k, AN B 23 J P PRI R TE 40 150 B ok B P M AR
[0051]  PBff I fajid

Bl LS AN (R 1 2 R 2 R () AL A5 o A 1) LB /KT TR 0
[0052] & 2 {iF SEAE MR B TR) MRV S KT 1754k
[0053] &1 3 I S FH F It 20 G 4 - 70 R S0 1) T2 i) S
[0054]  [&] 4 {IESE 5 A% 220 O AR s, A L- R (7.5 mg) 1 T Bl X ZEI
0K 4 1) R, 2 7K T (3
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[0055] A WIARLE St /7 S I TF IR

AR KR T OIREE T AR M AR 2y AL G, RS L A L- 2 IEIR.
D- = PE RN N- ZBEEEF DEZIR I — Fh sl 2 P DR R AL S AR s TR, 4547 — il
S S AN TR BT 5 AR RIS PR A 22D —Fhik B DEUR A3 BETH IR PR R, i
R AR D 7™ E IR ) A AR B 2= TR T SR
[0056]  RiE“FPtamRIL GW” SRR, Bl L- 80 D- FPaii, s ar v,
il e N- LB EIR . 30 1 B M5 K 2h RE 2 5 ] b XAl Bt = R AL S 4E
B T IR BN T SRAS 0 R R o
[0057] 4 ik H BEaig 73 W H IR AR 2 IR 1K) o) S R R Zh RE A2 2k 13X 49 1R 57
P g e IR s R BRI K MBI CRVE R BTN ) IRE
[0058]  HyT-7E 8 Ml b ik M5 KA L8 S [ 1) AN (R S R P 870 Jmy s R ol o 4 B A Y A ]
REMT o B PR AL G YA A2 B i 5 S SO, i B DR 2R 45 DB H IR PR it
B 149 573 S0 RS IR R B R R 2 M 2 /N i e 3 L i
[0050]  HRHE AWK — AN ST S AL i A 5 D H - Bae gk o 8 1) ZEL I s 5] 1
TlEEACHE CHD, AR ) .
[0060] ARy, ARHE —PLIE I St 7 58, 3 PEFI I B L SR BEaR D- - P 1R N- LBt
B DR 2R D 2R L 43 DE H AT PR 2 IR I 2 IR A A o
[0061] MRk o — AL 77 58 YE A R SCSR UK E JRAb el it — DS EA G . X
kb 78500 Rl LA, 2, A B R AL S ) SO S A TR YR AR 3, iR 32 CL B, BBy (3F
A XL SR O Be & &), skl Plidsh, #h 72 g s ¢ SR RIR
2, ) AR B i, IR TR L s (A el e - LIRS TR SEARZEAN e A R Bk
RO N- O IR B o AL LR IRIZ AL A Wyt — 2D gl D7 B SRR R R A 3, B
ESS IR SR P
[0062] PRl E A ml e il g, 49000, i 5 J 2 UK 5 sl AEGH » AR R o D SR8 AT P
R G SCRORE R 7 R SR e DRI, G0 ml LA D4 52— (monolithic) 5% 7T
(multiparticular) HlFl. M TAERMHEPOR (BIEKFUEMYCEL) RIS ML
b VLTSGR SRR 7 PR A AR C 1 2 5 F I BT B it sUORF . HI 453 25235 1 DR R
B IR 2R 1 D e8RS ALY, R EE AR O B2 L R RIS BE RIS 7, ey
A BB RO R PRSI i e e 45 7
[0063] WL ILEL N- ZWLAE — LR K Dh BE A2 5L T CE WM ] R BAE I 2 LI sl &
5 B R F) B it ORI ) T R PR I FR R, BT IR 5 I By ST 1) B i BRORH L
B AEIRVH B AT EAE 2 5 RO ZIRENS TE L LB e S o (9 B KE e 4 T 185 B sl K
WEY) BRI
[0064] DA b4 B (AR 6 1) 4 A SR D 78 5710 ok 1 i~ e S R AL 5 W 1) L e 5 5 B0 i
RAEINRE o
[0065]  WEZllR 43 Db H kel TR da 2 R 11 2l e SO i Stk T A8 B i TE A A s midk A
17 LA S i 1 A B 5 1 3 /N, FEI B e 1 Se e e s i Ot 5 iEad 1 E i
(IR R % 1) L0 B, HLAR A ety B AL I 2 — 0 BIE AR H e 2 BT, DAHERR AR 24 85
BRI L .
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:

[oo66] A ALRE (BRI, ZHEHE) MIThRER 5 T HAE B 4 e b i Bevs M, H sl b ™
SKIR I Pt — 20 (1 A
[o067] B X

KRHPAEDES AL B L- PR D- PR N- S pr e iR 1)
—Fhak 2 AR, DLk B BRI ORT T 2 BR 1 — A sl 2 Rk ). A B H KT B
FALHI B IR IR A E TG0 . Pk, 4 B IR 20, RO IR 2 AR i =
A, TR A 2 AT SR 4 T 4 B A% ARk, A RCE ) TR AR AT
Ve 8 K e B TR S
[0068]  “THAE” BIRREN & G BUKIEAFAE T8 - S S OB BE R b 1, 3707 2
1 b ST BRI Ok} 18] Y02 B0 2 5 T BT S8 WK 3 16 sl A MR s T 1l ) — o
R B R DR FF OB G B A LR P RIEHAGYNT OB ENE. £ KA
ARBEITE DL, A 250 R TR B PR AR 52 3R 2 P I T 1l 1 ok 4 e )
[0069]  fRFF LS BIEA MK T RMEHAS YN RS BRI 5 R AKYEA K U
FEAR 2 A D S B s AR b, SRS i AR R 22D 20%. P HbRE ik 40% FH AL H
I 60% [KI7KF
[0070]  $2% K I & W & B AE 2R IO R P . BT ST DU R B 0 I 9 1k 18
(aerodigestive tract), ORI L HER I IEHEEVEMBIAEEME . ok, dE—2 183
HEN ML K 6 4E 22 4 5 IR E N385, 26 T8 B [RIRE J mT 3 et 5, s mT LEEAL A
s, BRI, 2 /b B/ NFREE R UL, R R A S . AR, A A B O B AR N AN HE
] 7
[0071]  TZEAEAN O EE . H BUNBBUR N, FTE /D FIFEEE B AE 5 PR He X )X Ff
(A F B S, W RERE LR AR <78 9 & SRR Bl A2 B B B ORLE, B LR
£l BVE AR )5 SR BT 9 & SBEIA Sh E RERAE R A R BUE IR
A
[0072] 7 ZFEARL 7 SRS CERERICRL, BN SRS AR 0. 70 MRFUR 84% AR AR 4L .
[0073] ~ BT 7 HREEED 0. 7% LR . IXFERE ST DR, B, KR
SR %, U D B SR ARAT (B RS SRV R 1 0 R 1R S 307 Bl R 1 £
HH o
[0074]  “% W7 Fo 8 AR . A SRR, Hh 2B AR S R
A, BTG SR (cider) AT AR IO AL & SR CR], UL 2 IRyt AESE
g Sorp ) — 2 FL ) S, B TR B, FRRE IR TE , B AR N AR B
(1) &5 FAE = St T BCRS o 90, SBE SRT E S B A — R U IR R R R R
Yo 90T, 75 AR 490 AT R LI rH T B R FE ) S o FH R 2% BR LIS I A E A
MRILEE = O . 2T CBEORE, T RT3 5L (1 22 M0 5 A R K 1 L
[0075]  fik#E A& B LA P B F T BAA B 2 570 T4 CREUORI R A R i Ak, 3
okl ek B AU B DR S
[0076] 7 59 %k SEECRIAE S 7 FE M A2 AT 9 S REORHN L 0 22 52 383 1 i
HOREE B R B R B AR, A AN AGE FE A B ARBR i A< 2 B 2 I 1 £
Bt 2 R
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[0077]  HFAK A EW“ 5 TR tn] DU 2 1, ok e BE B AE 2
RE RN T Bk CBE SR CRE AT SNBSS D B ST (BRI AE I AR AT BT A () £
BB ), DRI B W) ) B mT A e Al R A 71 52 18 W 22 1 10-0 73 B af 20 T J5 49 10
IrBh A .
[0078]  ZflHh, “ SUZAHC” TEMFRAE 218 B 2 0T 10 /-8 e 20z 5¢ 5 10 238 kb
(RTINS 1) B
[o079] TR AW BN S &R EG, e ELE BTk B4 T .
[00801  [FIAY:“WEL G R Fier A aok R AR FH R i, 481 G R N5 R 5 St sl 2 o AR,
T A5 G sE T WO I (chewing) ERMH (wetting) BRIEVMH (snuffing) A4 A, « 5l &~ ¥
ATARTHE B &, 480 G0 S 25 950 RS L B sl PEL G R, (R, 7 S WA DG~ ZEDLRLE
TG A5 R 281214 B A5 P 452 e Ay o P e T B 8 e ot 0 )t P AT 56 P o
[0081] AR, HEHE A B N ORI, R T A R HH, ARLSF-325 Bl SIS AE 1177 (R T Flo
[0082] AR UK G

AR I EY S 5 B MR A BEH ORI R AR 2R (9 — sl 2 Aol 4 & 1k
B L- B2 D- PR RN N- SEREE Y BB i —Fh el 22 Pl ), 78 s k), 2 2 AT
FIHTIR T, Ik 4l & AT 7 55 A MOTE 5 o
[0083]  HRHANK BHII— AL HE 7 &, HA WIS A S Al (BRI R ) . /B8 H TR
fi ik B (A LI 3 T
[0084]  HRHE 75— ANy &, AR AL G B @ KK T4 R B SR AT
[0085]  FTId 414 A & — ik 2 P 2 AN I, P e G 6 — sk 2 e it irid ik 54
TE B VR B i T S A7 4 R O HE B M A8
[0086] il B AL bR~ W2 R A & W I SR R I35, 7 D IS IR EE R AEZR /b 5 73
8], PLIETE 5-15 43 Bh IR BRAE B ISR FAEZR /D 30 438h TR, ARIETE 0. 5-8 /i)
BT T, (R B e 2 R s 7 Ok Bk sk FR AR 20 IR B2 5 | 0 N/ W SBE R Gk N I
[0087]  fKHEASEH , I\ LT 25 G0 MRS B 7 oA WK S 2 A W R AE R PR
[0088] [ T V- Mt a iR S SLAT A UL R e 2R 45 I H AR FR O 2 R A1, A% % BH g [l ik
AFRIX LA AW, R AR 252 T B2 ik, R il 2 K 3k .
[0089]  HE— Dk B LA R 2/ —F Ui N B AR BRI &0 R 4% 4
# B12.A-D-.E.-C- 4E2E 5= VIR AEY) 5= (Wi iZ . B2 B5—. B6— 4L R IR A E U5,
10 5 i A B AR, R BRAR T TE I B A 3R], TR A 3 6 4 Joi s — 20 ot BT 75 3%
Fo W BATR, A2 CL B2 A BS AN Y, T EYEEE C
[0090] N EIAK LG9 i 5 —Fa AL EWE A SVBER, Honl a4 69m
e - 2 G1EH .
[0091] AR, (AR EE RIS A T A R4 54 (FFLUX e ), 16 A TR
AR ED
[0092]  HR4k A BH (69 2440 F B0 A7 590w SR B Ry 80, ) R s B A ) i ) AR
(2. mTBEAS I 3R mT S I A B — B2 o) B 2, 1 RT e A A I B ] A 48
TGRSR A 2T PEFIAAS N o el b, 15 AR BH ) 4L e il b A 25 3 PE 57
DL R —FhEk 2 FhG 3 s IR ( Sl A SRR ) MR EE.
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[0093] WUk Fy FRIFN R ZE TT FH 7K s PRI o, A R A w6 B 5 0 PR ) AR
[0094]  EEAKAE S BUCRE R R BT iR 41540, 763 ST, WA C o 1 dnsoh), s 5
HVRAAE B s B CR

[0095]  ZEIXFEMIEGHIRITE LT, AE69 BRI & &0 4 0. 2-2 w=% - Br 2 B f1
0. 2-2 w9 Wra R A e H KB A G2 (R84 o 33 N1 3L 784 i A 644 3 338 2k 700 R R T
TR, 451 Gt EH R B R o

[0096]  EBKAE R T 206 ml A EC )k 4610 1y 550 B e )50, G mT Bl R o
R TR, B8 h A 10 i A s W i EL G % it 550

[0097]  ficHm  fi B HRRE 8, 8 O Jis b R 30y B A8 50 2wl J ot [ R A i (A ik Hb A
SRR ) fa] BV, FR e ARG A A G T 2K, 480 a0 s i R R SR i

[0098]  EAKTEH HHRE S AL A4 m A o) Ay 461 G A e W Ry ) R 2

[0099]  7EVAEMEMIEOL T, 416 BOTE PEFRIR B S n 42 0. 2-2 w=% 1) 2 ez i fin 0. 2-2
w=% 2R A e H RS P AR 2 R s LA 2 AR AL

[0100]  7EXXFMELL T, 24 W0 3 W EE 0, L5 & iR L4150 90 22 99 w—%, 1A
ek R PRI & 500-1500 mg [ &,

[0101]  EBLREFLE O B BE I SO SR E B0, Bl 206 4 i3 TR0 16 2 vl A8
0. 3-20 w=% [F12F-BEZER AN 0. 3-20 w—% I EZUER A Bt H ik ek s 2 iR s 4 A 2 TR AR AL
[0102]  7EXFHEHL T, AEWIE AT —Fak 2 PR sBUER R F, 5 & TR a5
[ 85-98 w—%, ALiLH AR PAIFE 50-750 mg (1] & .

[0103]  FEFFA M A SRS LR, BTk 4E9 i MR & S0 1E 0. 5-20 w—%
[72F e R AT 0. 5-20 w9 FIDEZ IR 45 Db H IKE i & IR B 416 2 TR A4k .

[0104]  7ESXECIHEULN, A G WIE A& — ek 2 Ik, 20 & o0 iR 41617 85-98
w96, DI b Ay R B 5 & 50-750 mg [

[0105]  FTA SR AL HIFIPL S AL & BFERAL TN B 2-50 mg [ 1 2 b 2 R, TN B (7 771 i
2-50 mg [ &= FIMLEIR S H KB M 2 IR B A5 .

[0106] AR — MR IE I SEil 5 %8, LA WAL & K RS, 5 1 A2 2 B s Rk S 4 R0 0 b
[RITE PEFR S A2 2-100 mg BFERALF &, Lk 2-50 mg FFERALFE, BEALEHL 4-20 mg
RS, AL 5-10 mg BE AT FE

[0107]  fH T2 B &R 1R X AR T, AT B AR D )&/ =, ik P R R AN LAT:
o] B 2 (R FERRORE, EL b 3 PEFRI A0 R VE 2 e 2 R 0 IO 2 I sl e ik sl R A IR
TR SR SRR T R U RIS 28 LR IR R R SR R D I R AR R IR R A N
AR TSR .

[0108]  7E 1 EIMIREE TG AL &Y R 0I5 LR/ 15-25 mg (&R A, EFH, B
TR FE AR R B/ 40-80 mg.

[0109]  AKFHEAS KB 1 B 2 AN IR T AESE— B ()25 7 FF Al 7E 2 22 10 /NI RE , S fit i
1648 8/ HES S T. £ OFRERIEDL N, n]RH 6-10 /NI B A 8] [ B, B4
—ANCERE, ENE I 5, W] SELEURN R 2 18], 1 PR VR EL VG S R TSR 2 ()9 P77 o

[o110]  WIECHIFTIA A AYAE OIS sAE B o DA il 7 OB i L v P 5]

[0111]  FRHE A B (1) — AL I 55 0t 7 48, Pk 206 0K A5 11 s R J80ns 1 77, 9 LA

11
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TSR TSCE B, Pk B AT R 2R AW, HAE DI 2 AR I A s
(HEJEFRN “7E D P RIEK / BEDT)
[o112] 7 L ARG YA] Ll AR 252 B nT 852 IS N i), 461) 4 PR 226 TA) 445 TR I 2%
G, BN IR IR (Budragit) RS B S, sRZFLEF4EZ (BC) .
[0113]  ZRAR AT I [ 1 RORs BRAE 1Rk L A e TR AR L8, XA R 2RI 1k 1B 2% b]
FERZWRG Y. SRR, BT B P S SR L R SR R L A AR VIR IR A
B R LA 4E SR BRI R A
[0114]  BR T VEPEFIRUTE M EARSS, H-EWn] a5, wlun

L. 2% BT B2 AR (AR 7850 AR )

2. FHRT, 40 QOB OB

3. RS, 1

4. B (Slip additives)/ JHIEH].
[o115] MW AL, 4 dn, EHE SRR 2 SR S . REEE AR H R LA
ZEREIE FUREIE 7 22 PR (isomalt) BUARKEREBILIR G . ik, By Hds AL
PRl -G I8 o N o ANEEKE, PRIE BRI & B B i, HHAE iR &4
(R AT LUAH K s BRI, e TR I A R e 55 e R
[0116]  HRURF WAL 2, 191 4, S T A7 YR AT « £ 2 M AR 27K R R B sl - sl R &
Yo
[0117] BTl 4H &9k ] A5 0w ple gy, 9 By At AN R A 0 S5 R (1040 o s A2 1 <00 7 711
F1/ SR TRB A ThEE 5, ST IR T S e A B . A T A 1 n M 4 A 1)
Y5t
[o118]  UkAL, HA W AT LS B2, DLt Mk, 1R 4 5 A Bas ), 225 &l A 20
270 w-%, fhiEHL 40 & 60 w-%, SALIEHLZ 50 w—%,
(01191 Wk 2 IR 35 ] LA A1) ol PR A — 405\ Bl 2T 4 3 (MCC) 5 B8R o — FiAH I 1) FE 2 ik
7o
[0120] AR A BH IR I 1Y S0t 7 2, FH T8 1 s HhoRe s ity 28 (g o500/ R i (A
Wk ) AL LR picar B BLR B 4L

e b 2-10 mg
PR / S H K / FRER 2-10 mg
FREF / AT 50-750 mg
HRUAT G
T (0. 5-3% EiE) 5-25 mg

BT i v )R] 38 G A AR R IR T 32 B R AR R A TR B I L s ) R e IR )
(sucking tablet) HKHil4% .
(01211 n BRI hnF IOk 2 B2 s e 28 1 s e H IR Bl TR 2l R ) &, IUIARORE )/ R sRI A A
WA ) ) AR T 84 s 1 A I 3 A A e e 2 IR 1T R
[0122]  — L Y (i) /B AN ) B AT R A VB, JF BE AR LR By Bl BUR Ak
TTUL -

MR 210 mg

12
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Pt / SEHIK / FEER 2-10 mg

W s 2 I

(AL 49 it R ) 500-1500 mg
Sl T

W (0. 5-3% B ) 5-30 mg

WL ] F N2 D FFfE Mor jaria, Y. 2%, Drug Delivery Systems & Sciences,
vol. 4, No. 1, 2004) BURAREA B FRME R  RALTR S BT B Rl AR I 2L 51, £
FER RGN B ) R ARAG IS A FDA VFRT 1) o AR, BRAOR e 236 ST o 2 5 i1y, 3 HLALHS
TREBRIR R OGN EBRR SRR
[0123] BRI o — M oy T 11) 1540 w—%6, el 4 (1350 43 = BEALKE 2430 Ol L BRI 34k
FINFRFFIE 5.

[0124]  RZEIET DEBEI 25046 185 R G 7 VA0 & o 2R, n] BB dil R R
P T A 5 25 VB B ) dsoB 0. Pharmagum A2 W] R4 KM IR R4 B2 2 JulER
/ BBl S IRIE TR G . A% Pharmagum WIS Rl 551 T 8 b A8 FH 5 R0 HS A 11 Hs il et
W o il & A IE B . MRS (RS uRsR) ) 7RI b i & 0T LL2 50-500 mg, L
i 500-1500 mg.

[0125]  Pharmagum S A& BIEEE T L ALEE, Pharmagum M AL BRI BT H BE BE M 2 %2
R

[0126]  Frd 4l &4 ml I Ky AR RV IR & I8 H R dl ] H I - (chewable piece)
il o

[0127]  Fri )R] L 135 Jr 7] (buccal tablet), HALE .

PR 2-10 mg
PRz / A H K/ FEER 2-10 mg
EEF R T 5-25 mg
BT 2-10 mg
ek T

MihE il 0. 5-3% =&

A TR T, Blan, FREA4ER MO RNFEA 4R (HPC) FURNIE FILAT 4%
(HPMC) , #1 5 & (PEG) o ETALE AW EHE, 140, 2 FRELT4E R 8 (NaCVC) IR B TR
B SRR BRI AE (Noveon™) FI-R 4 (Capropol™) .

[0128]  HEE K4 I & O & F 7K 40-80 w—%, b B A AL G-I 5 XA I
FI) 20-60 w—%.

[0120]  FTIRHIFIE AT LLZE T A5 (sublingual tablet), JLEEA B AL & LR i 8 HH
DL 53 41

et 2 2-10 mg
PEEg / BB H IR/ AR 2-10 mg
MoREF / T SR 50-500 mg
ek T
bl 0. 5-3% &=

13
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MR ELHE, 49 G, UM BRIR S JERy IR AR AT E R R 4T R . SR LLE,
i, H BB AR R .
[o130]  FAREFFIAE T 55 T I 90-98 w—%.
[0131]  ARYEACK B Iy — AR L I S U7 5, B il Br i 41540 CAAE B Ao T80 M), I
HALE GRS E B2k, B e E o2 AR EUEE R SR G4 (18] S PR A
“LEB AR / BEW) o UL H B, 4L YA 5 s o8 R i s R ) B o
A AV EFENIEE T RELH] . VR RIEEE, Jrk 4l -5 9 n] KA RIS 75
[0132]  7EE TP AW EAR ] LR B A, 41 4n B 355 T4 465 TR 156 58 & 0> 191 L TR 44 PR % Tl
(Fudragit) RS BK S, B8R IE4T4EZ .
[0133]  XHFEHI AW IEHL LLFEA2 S W1 10-50 w-%, BEALIE 20-40 w-%, RIEH
20-30 w—% (1) & BAFAE o
[0134] AR T AE H F 8 HGERTE- 75 B N AW P BEEIR , 8L ] 4 BCH A R R 4
Hil5H CREGY ) , B g i o B e . AE IR, Irid A AW EATT & T B Bk
J5, PRl e AN 5 CFETE PR ) B TR
[0135] Pk -& Wi v A & IR, Ak s R i), ) i PR A A VAR AT 4E R
(MCC) , 8% T3 — FfoAH M. B9 B 2 B 551, 491 Gn 3L 5 2 o0 BEAS S 1 20-70 w—%, Hii b 40-60
wb, UL LT 50w
[0136]  ARYE A W — YL ) SETE 77 58, Prik -5 8 & 16 B T AE B8 SRR o
PRI -G mT A&

e ez g 5-40 w—% (fLitHh 25 w-% )
PR / SBEHIE / FRER 540 w%  (fRiEH 25 w-% )
EH P AEREREY 10-50 w—% (fLitHh 20-30 w—% )
T MR 20-70 w=% (it 40-60 w—% )
LI T

5 PN ISR S A L3R 250 bl AR e B I » 48] G P B T A R I 2 15
W, Gl R (Budragit) RS XS, sRAFLETYER (EC) o METERNKHI AT L2 B i
A R R (MCC) » B EAHM A RZART . VR [ A O ] Sl . Sl e
A 245 b 38R0 R T ¥ A e R PR TR S TR o TR R A A5 RS, sk 73 P
Bl A&, Gl iR .
[0137]  MRHEAK I 75— A LRE I SE T 585 ik A & W) L6 48 P AN IR 2851
=Y BN EE R v BIR SN IR

e R 5-40 w=% ({25 w-% )

Ptaig / AW H IR / b 2 i 5-40 w—% (fLikHh 25 w-% )
EBPAERIREY) 10-50 w=% (AL 20-30 w—% )
5 1 B2 K5 20-70 w=% (it 20-50 w—% )

1E B A K2R G YAE BSR4 E W0 m] o i 25 b A - AR fr 5 F RS n i) » 481 G PR
NG IREEEE A1, BN I R M i (Budragit) RS BR S, BLZBEETHESR (BC) o M MERZAKHI ]
LS, i, IR 85 AR T 4R 3 (MCC) , 855 — FAH R ARBZ IR YR & A4 PO a8
LA A5 £ 1 B AR SR A5 D VAR AR TR o A A 24 TN R TR 5 VR R e R

14
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UKL 1 1 7)o 3 MEAL B DR LA E B2 T 7K I B IR 5 P WP 300 B T T B AL
B AL

[0138]  HRYE AW T3 — LI I STy 55 i 4L 5 e —Fh sl At A TR IR
K 2 FLIE I G, ) 4 L 2T Y 23 B Nk PR R AT Yl 38, s G o iid G ] 25647
YEZONER A HE L LT YR S04 A, 140 HAA BC X HPMC FIARXS 820 3/2-7/3 A& .
[0130]  IXFERIH] 2 FLI I sa AL e nl B3, Bl -

P 1-50 w=% ({LiEHL 20-50 w—% )

e / SIPEH K / izl 1-50 w—%  (fLikih 20-50 w—% )
TRV P B I 551 50-80 w—% (it 30-60 w—% )
%2 FLAE IR TE BT T

FEXFETA G s KBS TR T mT LR 1 00 BI85 B 0 25 Dol [ — 23 gk
FEERZIR S o VRGBT A FH ) 25 ok A BN I8 7 VAR B R S R R A 7. 2
FLE R T MKES R A1), Bl AR N R R A 43 (HPMO) , 8K — N HREGY, lin 2
ez (BO) &, ik A TR R S WIRAWH % L A5, 1 a1 EC A1 HPMC ff4H
ST, SRk 2-5 I ANAE T KR AR 1-2 b KIEHER A . 68 MRS, K5
G IR FFAERIR A TR RGP RAL . AR A YRR IS T /KB T 1
HHNADNEIETTE B LP Y 8 EETE A FUE A S5 S P 7 (R ARTE
[0140]  JAIT

FAL B A A E I Dz R A 2 1R s e H IRl A 2 IR I AL & ) I\ B A A K
B SR R B SO, S UL A B E RS TR, Frid AL AT A, i,
0. 2-20 w=% 1Bz B 0. 02-20 w—% Pt 2 B sl B H Ik P 2 R sl L A1, S il &
BT 5% W NS SRR OB ER B S I AOR] B A SR 32 1R, BR
5552 3R MR R 52 3
[0141]  JbAL, PLidk d50) BA (F H 28 B AR e D B B2 B 5 R S R o AR, i S e
R GE TR TR A S EARE D T mm, (0L 8-15 mm, FEALIEM 11-15 mm (K17
(IR I, LB LR XA B THI5015 B A B 208 0 I 1R) DL SR 80 ) o
[0142] PRI, A% BHAR L IFIAR 7772, JEn] F ok 2D ™ Sk , e ol AN S Sk R A i Sk
SRR AR,

[0143] 5 4n, P B SK IR () R A Zam A FH A6 AR M B IR 97 708D

a) 5/ DA G T E SR N SR PR AL AL o D 2 R AN DR U R B IO H ik Bl
IR A G, 5 T ORI B, BUS CEEOR BB — AR 45 7, B IR —
LT

b)  ZRFE ARG THARAEY, F

c) FVFRZIRFE W M B,

FH Ot D2 BR A D 2 R B s DR H IR B i 2 IR 45 & 51 2
BUH B Y 1) 1, AN

d) ATEH, 7R R, EEMB a) 2 c) £
[0144] AR E N

FR AR B I — AN S 7 5, AR AL S5 T Bk T A Tl ™ E SR8, B H

15
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ZEHitEE RN ZIRE

[0145]  ZE45MEE R ICHAR m4E AR 3 12 FIRCAS BRI RS, A ] g S ECEMEST M . T
FER RIS B 7] S8 MK AR 28 R GE I 7™ 4k e M I SRRAAE « B B IR S 40t
RINEER — 2] B 3 E AR AI4EA 2 B12 /KOF, JF Hax s ABE ) 20— [F i 25 340
(P[RR 2 e 2 R IV KT o ERLE, AR BRI &4 (Rb R A 4EAE 5 B12) FrAlE A T451X
FERINAE - diA2 F B12 g 5 e R — RIS 5 20— Bt s IR s bt H TR el
WA BNt R IE RGN

[0146]  HEA: 28 B12 =2 & AR ER AR AT PR , ) dngmi R SIS N 22 R 1 Ao 2 1) it IR
PRI T o 4 AR 2R B12 [ 2 A e [ 20 2 Jo e 1 i 1 — A DL s R, LR s A i R
RO A RS RS (R0 BRI R B 7R 2545 (corpus atrophy) FIAS R IR, H48 15%
[RIAER B 50 27 [ B mT TR IR 4E A 38 B12 R Z (R UAT il o

[0147]  Fifidg 8 Gk 045 38 0 A2 DA 04 1) FL0 2, 481 W id ik GastroPane1® §ifi 25 2k 5. 1]
I R 25 4, FUBE J5 69T, AT TSI AT RE 1) ph 42 2 e (91 e or  FIAISIE FH 2 e M 2
T ) R A PR (A b OGRS A AE ) o N VIR AS T 22 08 A0 38 00t 375 228 Pk ZE b
WA AN I GastroPane 1® £ 25 P WL 1) 75 42, MR 5 2, WG IANS Wi 2= 48 1t B R SAH %
PR I 505 1) 22 o

[0148]  BR T 445 BL2 2 4h, e 4R W] A BIA R ARG+, Bl an e A5 AL
DE F1 CVMHIR AW 2% Wit i B2\ B5 B6 FHI g UL K T 6 3%, M9 et o A0 L R R R . R
eGP BA R IR AL US4 R E AR Sk 2T AR &R o

[0149]  ARPEA K (1) —ASLil 7 &, 4F LIV I 2 B SE AT O T 1T BE 16w | DREAT 1 Jek G
(RIS T, DL IR HI AT P] FE AR HE I O T R 40 B R 2 Wi il PR, ml ol il B i 1
(GI 18 ) I L5 S 1P 1] R R

[0150] M ICERAIE REHLAZ AN, AEVbnic B AR T A 1T (PG-1 F1PG-1T) LLAH
F 17 (G-17) KEHail 2 B4 B R, — bl v] fE H 2 L B R . PG 1/PG 1T [fEL
FRIE 5 B PR AT AR A DG, XL AE bR e B i B B e, B i
B EEM A, ZEHLEAT R B T 7EE h K

[0151]  PGI [K¥J7K-F-H1 PGI/PGIT bt a4 B AN L 1K Dy B8 R 45 44 I BRI 4, JF B 6-17 11K
SV T AE 2 I IR b U, R SRS R I Sh B R S5 M AR 104 o L1 lr e | )BT B
Uk, 1 Qe | VR B TeG A TeA, VR A MNA T I A bRy, #4458 ¢ T- 1] BRI A [ 1R
FF IS (105 B o BRI, TR AR 04 (PG-1.PG-11 FIEATI LR 454 G-17 Fldy | JHEFT
TgG 1 TgA) FHEANFE, MITTE K — A2 Wi HIAR (panel) o

[0152]  IXEEAEMIRRIC A K POk s A i ELTSA 4387 06 25 38 F I 968 I 252 s i 975 4% 5
R ) e T 2 I LR A S AT S o LA W [ R AT R R AR K 1) 617 R AR
PHAREMENE SRR, B S0 E4a 0% E R E g 5 - R 6-17 7E R P ik
B b i A5 B 205 8 M AT o (RS B 15 BIE SEBCEERR « e & & T ik B B A7 2
GastroPanel® i #r,

[0153]  PG-IVEAZE4atE B R bric e F 2 2N 1 o YRk 24 4 5¢ T HAE 7 2 el
A& B AORE R 99 00 P A P R E R

[0154]  Ipcilr CLR W] PGI/PGIT LUERPEE B A Z 40 1 H R I PFR RGN 2 & K. 1 H
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WM E SR (P EEEO™E ) N, EEAR A < 3.0, LRI PGI/PGIT LRI, H &
[ ARG I (5 £ )

[0155]  JMEEENLZACIASE B W -17 MEH BAR L B R AR s D, (H e A Y
R AL - 768 . B g —17 A IR RR 7 W AT 5% o [FIREI, A7 45— U stz il
DL R IR AN E] G-17 [T R

[o186] 454 G-17 W€ 5 PG T A1 IT BysE, A Bh TR HrhZ4itEE 2 (AG) R T B Al
BRI ] (PG-T AR, (H 617 2 &) SHA e m R S w6 (PG-1 F1G-17
ZHERRE) KA. KRR ATERRIR B2 EER, BN EE (28%Eg) BWRERS
1) 1) S i AU

[0157] & T E—D nsimAd 25, 208 G-17 20 M nT LA H 85 R 0 i e 1R AT b A
WA G-17 P AL BRI E A B S 3R v, R AR T 98 O 3 48 AR G e s
SR, 40 S BTG G—17 7K P8 b S ) e FH i B At kbt vy, O SR PT B A
DhRERY, I BARKI#FE - 617 K (WL AR T 2 pmol/L) 7F IR b 2 B b S0 s IR
[R5 ZUFR1E , 46 TR B Barrett”s B ARG TH & . AH RHb, 251 G-17 (2B Y
PR IR R B PRk Z (1) 5 ZUFR AL, FLnT R T B R XS AG 51, B SE i PPT ¥R
STl

[0158]  ALHE LT SEHAIAN A 2541 Ui B V) B IC, FEAS B BR il A% & B

St {51
[0159] St 1 eI SRR ol
Tl & M 7, — PRI S

L- 2P =R 20 mg
Ptz R 20 mg
HEm (SRRSO ) 750 mg
ozl T

T A o 10 mg

FHMOAE DR R IR &R A A, HOA 1. 25 mg. 2.5 mg\5 mg 110 mg FEEE.
[0160] TR 4144 Kby AR (K04 TR & o4 L S e mas W 57 il 4%
[0161]  SEHfs) 2—— 1B (I ) 4%

& O, A

P 20 mg
ez 20 mg
Pharmagum S.M &Y, C 1000 mg
ISl I
il g PR Bk 20 mg

FIT i 416 i b ok AR 04 STV A e EL S o ke 1 2 R )%
[o162] il o — PG, HALE 500 mg Pharmagum S B M 1 20 mg il JFREE .
[0163]  SZjifs] 3—— 127 Fr FIICI 4%

il O 7, Ay .

17
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PR 20 mg

Pez i 20 mg
Methocel 25 mg
Carbopol 7 mg
ol T

Tl JIG 1R B¢ 2 mg

P 216 ) 18 s AR 4 SR & F P8 I i Rl 185 v e il 46
[0164]  SZJEW] 4——5 F A 5 4%

il & T A, HAAE

Sz 10 mg

Ptz R 10 mg
H & 250 mg
A I

il g PRk 5 mg

FT iR 4G 0id s Rk AR 4 iR - H R Rl i kil £
[0165]  SKJEf5) 5—— Pl & WAt S KFHVE

AL (4FE829 + 2.8) 25 VST, Horh SHRAE B (7R [RIH AL ) o
FEAMIS BRI (A5 5 2 Bhist TR ), AR BRI A E h s a3l 3 22 Rl 1. 25 mg.
2.5 mg.5 mg.10 mg 5L 20 mg ) L-FPrzdiR. MIFEHUE 0.5.10.20 345 il < AH A
T3 BT PR vt P IR S
[o166] L 2Ptz fiif (5 mg.10 K1 20 mg) AMEIRER YR EH BRI A £/ (ILE 1)
i FH 22BN 5 mgo10 mg A1 20 mg L— P g R v 71, 76 WA o B Z1 1R~ S v O &=
AlAE 191.2 + 48.5 uM.0 pM.0 uM.0 pM,
[0167]  iZAFFUREHELE 5 mg [ L- W2, 1 A Ik I, 50 4% K 78 WS A 40 1) pefe v
FIEUE Ol . 52RIFIE:, 1. 25 mg 1 L- FRER F F A =0y 2 — I O &
[o168]  SLjfifs] 6 W2 HORLRE R TP i P A8 1 7K~ 348 ol

B R 2 A L, FLAE WS S0 TR A il Ty ( LT 2) o AR I, W 2 A
A - WRMHE 2B ST AN S, B WO 6 AR, TR 5 A Bh . TR I
(B, MEVR I Ll 25 i Bum K.
[0169]  ZRih A5 MH , >k H & Bl WRR) 1 e 5 I8 AN 1 s 20 AT W L (8 RS o BRI, 380
TEFAR T .
[0170] A ALDH2- & Z () WE YN N IEAT I S S Ak 1 <018 %) Jmy i 30 A P ) o 2 B ) IE
5, ALDH2—85f = FRIE N AT B T £ 28 B 1 N “Rsi BB 2 (knock—out model) 7
[0171] 7R ALDH2- 6 Z (152X % (Flushers) H1, 734N RIMER LM ALLT- 2k 1 Rt o
[0172]  FEJLIR B P9 B K FImAT e it o b, — 3R B ALDH2- = 5t 10 511 &
THALTE T RS AR OC o IR ioRH AR PN 28 A s i ) (ELRS ) AN LE 0 1) S 2 5 v Al
SET . PR, W 2t B S Rl v U
[0173] Sz, Y H M S LB E By AL TE A by ey iR B 4 LA s AR 3 (7] 7 20k
EH .
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[0174]  SEjifs) 7——AF Bz IR HERR £ 1

PP R T AR . LTI RERY 1g/ K. ERARY W46 T NN ETE
B 2— FREE — WEMME —4— FIRR (MTCA) A i i () AU 1Y) 2T 50
[0175]  f4i4n, €07 /b 42 5mg L— B D— = e 2 IR (B2 7] 4 50 HE R 7 IR R 20 ) >k 15 el 1) &
e (K3,
[0176] R MM B AR AT i@ A L 45 T2 DR R 15 2 TRy o 1K 2 06 75 2 LR
WLAE - By & IR E AL G 2- FRAEMEMEGE —4- R QB RE . Wl IR
A5 L 2 DR 16 F 300 1 208 DAV BRAE R S R 1) 1 2 i (T 4)
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