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the treatment of dependence on a controlled substance. The
present method provides a method for helping the patient to
want to stop taking the drug, lessen the adverse symptoms of

10 withdrawal from the drug and to minimize the relapse into

abuse of the drug.

As long as history has been recorded, every

society has used drugs that alter mood, thought, and

15 feeling. 1In additioh, pharmacological advances sometimes
have been paralleled by physical as well as unfortunate
behavioral dependence on agents initially consumed for
therapeutic purposes. Therefore, the alleviation and
eventual withdrawal from undesired physical and

20 psychological dependence and tolerance of a substance has
been a challenge throughout history. Although there are
some treatments available for such withdrawal from addictive
and/or mind altering substances, there is a great need for
safer and more effective treatments.

25

It would be particularly desired to provide an

effective treatment that could minimize hospitalization or
institutionalization of a patient. The treatment must be
non-addictive and provide a favorable side effect profile.

30 It is particularly desired to provide a method that can help
the patient want to stop taking the substance and ease the
withdrawal effects when the patient stops taking the
undesired substance. It is especially desired if the method
minimizes the instances of relapse into abuse of the

35 substance. Applicants believe that olanzapine could fulfill
these needs.
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PCT/ US97/ 03404 -2- It is known that ol anzapi ne can provide antipsychotic
activity. O anzapi ne iEtalkrienavre digsurdannapiee cratbaravidg. S. Pat ent No.
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its entirety. Surprisingly, and in accordance with this
invention, Applicants have discovered that olanzapine can be
useful for the treatment of substance abuse and withdrawal
10 from such undesired physically and/or psychologically
addictive substances.

The presently claimed invention provides a method
for treating a condition which is a response produced by

15 cessation and withdrawal from the abuse of a substance which
is physically and/or psychologically addictive, comprising
administering an effective amount of olanzapine or a
pharmaceutically acceptable salt thereof to a patient in
need of such treatment.

20 This invention further provides a method for
treating substance abuse comprising administering an
effective amount of olanzapine or a pharmaceutically
acceptable salt thereof to a patient in need of such
treatment.

25 This invention provides a method for treating
dependence on a mind, thought or mood altering substance
comprising administering an effective amount of olanzapine
or a pharmaceutically acceptable salt thereof to a patient
in need of or desiring such treatment.

30 This invention provides a method for assisting the
patient to want to stop taking the mind, thought or mood
altering substance. Further, this invention provides a
method for easing the adverse withdrawal effects when the
patient stops taking the undesired substance. Finally, this

35 invention provides a method to minimize the instances of
relapse into abuse of the substance.
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addi ctive, cO¥DYYEMEg adninistering an effective anount of g&&ﬂé’g’&?@g or a
phar maceutically acceptable salt thereof to a patient in need of such
treatment. 20 This inventiop further provides a nethod for
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administering an effective amount of olanzapine or a
pharmaceutically acceptable salt thereof to a patient in
10 need of such treatment.

Olanzapine is of the formula
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15
or an acid addition salt thereof.

It is especially preferred that olanzapine will be
the Form II olanzapine polymorph having a typical x-ray
powder diffraction pattern as represented by the following

20 interplanar spacings: '

d
10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251



35 invention provides a nethod to mnimze the instances of rel apse
into abuse of the substance. WO 97/ 33586
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I 1 ol anzapi ne pol ynor ph having a typlcal Qﬁﬁéy powder diffraction pattern
as represented by the foll ow ng 4.7158

4.4787
4.3307
4.2294

4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516

3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432
2.6007

A typical example of an x-ray diffraction pattern
for Form II is as follows wherein d represents the
interplanar spacing and I/I; represents the typical relative

5 intensities:
d 1/1a
10.2689 100.00
8.577 7.96
7.4721 1.41
7.125 6.50
6.1459 3.12
6.071 5.12
5.4849 0.52

5.2181 6.86
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5.1251 2.47
4.9874 7.41
4.7665 4.03
4.7158 6.80
4.4787 14.72
4.3307 1.48
4.2294 23.19

4.141 11.28
3.9873 9.01
3.7206 14.04
3.5645 2.27
3.5366 4.85
3.3828 3.47
3.2516 1.25

3.134 0.81
3.0848 0.45
3.0638 1.34
3.0111 3.51
2.8739 0.79
2.8102 1.47
2.7217 0.20
2.6432 1.26
2.6007 0.77

The x-ray diffraction patterns set out herein were
obtained using a Siemens D5000 x-ray powder diffractometer
having a copper Kz radiation source of wavelength, 1

5 =1-541A.

It is further preferred that the Form II
olanzapine polymorph will be administered as the
substantially pure Form II olanzapine polymorph.

As used herein "substantially pure” refers to Form

10 I1 associated with less than about 5% Form I, preferably
less than about 2% Form I, and more preferably less than
about 1% Form I. Further, "substantially pure"™ Form IT will
contain less than about 0.5% related substances, wherein
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8102 2.7217 2. 6432 2.6007 A typical exanple of an x-ray diffraction

pattern for Formll is as follows wherein d represents the interplanar
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"related substances" refers to undesired chemical impurities
or residual solvent or water. In particular, "substantially
pure" Form II should contain less than about 0.05% content
of acetonitrile, more preferably, less than about 0.005%

5 content of acetonitrile. Additionally, it is preferred that
the Form II should contain less than 0.5% of associated
water.

The polymorph obtainable by the process taught in
the '382 patent will be designated as Form I and has a
10 typical x-ray powder diffraction pattern substantially as
follows, obtained using a Siemens DS000 x-ray powder
diffractometer, wherein d represents the interplanar
spacing:

d
9.9463
8.5579
8.2445

 6.8862
6.3787
6.2439

' 5.5895
5.3055
4.9815
4.8333
4.7255
4.6286

4,533
4.4624
4.2915
4.2346
4.0855
3.8254
3.7489
3.6983
3.5817
3.5064

d
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A typical example of an x-ray diffraction pattern
for Form I is as follows wherein d repreésents the
interplanar spacing and I/I; represents the typical relative

intensities:

d I/14

9.9463 100.00
8.5579 15.18
8.2445 '1.96
6.8862 14.73
6.3787 4,25
6.2439 5.21
5.5895 1.10
5.3055 0.95
4.9815 6.14
4.8333 68.37
4.7255 21.88
4.6286 .3.82
4.533 17.83
4.4624 5.02
4.2915 9.19
4.2346 18.88
4.0855 17.29
3.8254 6.49
3.7489 10.64

3.6983 14.65



3.0638 1.34 3.0111 3.51 2.8739 0.79 2.8102 1. 47

2. 7217 0.20 2.6432 1.26 2.6007 0.77 The x-ray diffraction
patterns set out herein were obtained using a Siepnens D5000 x-ray powder

di ffractometer having a copper Ka radiation source of wavelength, 1 5
=1.541A. 1t We¥Bher preferred that the Form Il ol anzapi ETEISOYease4n Wi | |
be admi nistered as the substantially pure Form Il ol anzapi ne pol ynorph. As
used herein "substantially pure" refers to Form 10 Il associated with
|'ess than about 5% Form |, preferably |&$s than about 2% Form |, and nore
preferably | ess than about 1% Forml. Further, "substantially pure"” Form
I..will contain I ess than about 0.5% ggiated sufsgances, wherein WO

97/ 33586 3.5064 9.5§HVU897/03404 - 6-
3.3392 4.67
3.2806 1.96
3.2138 2.52
3.1118 4.81
3.0507 1.96
2,948 2.40
2.8172 2.89
2.7589 2.27
2.6597 1.86
2.6336 1.10
2,595%6 1.73
The x-ray powder diffraction patterns herein were
obtained with a copper Kz of wavelength 1 = 1.541A. The
interplanar spacings in the column marked "d" are in
5 Angstroms. The typical relative intensities are in the

column marked “I/I1".

As used herein the term "substance abuse" shall
refer to the undesired physical and/or psychological
dependence on a drug. It is most preferred that the term

10 shall refer to dependence on a substance selected from the
group consisting of opioids, anxiolytic and hypnotic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,
hallucinogens, phencyclidine, and benzodiazepines.
Additional compounds producing a physical and/or

15 psychological dependence are contemplated as well. It is
further preferred that the term shall refer to dependence on
alcohol. It is an additional preferred embodiment that the
term shall refer to dependence on nicotine.

As used herein the term “helping a patient to want

20 to stop abusing” means that the thought altering effect of
the physically or psychologically addictive substance is
nminimized to allow the patient to provide more rational



"rel ated substances” refers to undesired chem cal inpurities or residual
solvent or water. In particular, "substantially pure" FormIl should
contain | ess than about 0.05% content of acetonitrile, nore preferably,

| ess than about 0.005% 5 content of acetonitrile. Addiﬂ&ﬁw§%$¥?4it I S
preferred t hWOYMABBEGrm |1 shoul d contain |less than 0.5% of associ at ed

wat er. The pol ynor ph obtai nabl e by the process taught in the '382 patent
will be designhated as Form |l and has a 1 typi cal x-ray powder

diffraction pattern substantially as fol [Ows, obtained using a Sienens
D5000 x-ray powder diffractoneter, wherein d rggresents t he i nterplanar

spacing: d 9.1MeXipgss578ugh paionadgdhigkingscan Dedreasiyed 8Si845 4. 9815

4.8333 standard scales or tools which are known to the artisan.

The term "mind, thought or mood altering
substance" or “physically or psychologically addictive”

5 shall refer to a substance which alters the thought process.
For purposes of this invention, such substance additionally
produces an undesired physical and/or psychological
dependence or tolerance. Said substances shall include, but
are in no way limited to a compound selected from the group

10 consisting of opioids, anxiolytic and hypnotic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,
hallucinogens, phencyclidine, and benzodiazepines. Such
substances may include alcohol. Additionally, such
substances may include nicotine.

i5 The term “adverse withdrawal effects” shall refer
to an adverse éondition resulting from the cessation or
withdrawal from substance abuse or withdrawal from a mind,
mood or thought altering substance, wherein the adverse
withdrawal effects are not otherwise attributable to another

20 condition.

As used herein, the term "mammal" shall refer to
the Mammalia class of higher vertebrates. The term "mammal"
includes, but is not limited to, a human. The term
"treating" as used herein includes prophylaxis in a patient

25 susceptible to the named condition or amelioration or
elimination of the condition once it has been established.

As used herein, the term "substance abuse" shall
refer to a condition wherein the patient suffers physical
consequences attributable to the ingestion of a substance

30 and is unable or unwilling to cease such substance
consumption and treatment to facilitate withdrawal from said
substance is desired.

As used herein, the term "alcohol abuse"” shall refer to a
condition wherein the patient suffers physical consequences

35 attributable to the ingestion of alcohol and is unable or
unwilling to cease such alcohol consumption and treatment to
facilitate withdrawal from alcohol consumption is desired.
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As used herein, the term "alcoholism” or "physical
dependence on alcohol” shall refer to a condition resulting
from excessive consumption of alcohol. The patient
suffering from alcoholism is identified by severe dependence

5 or addiction and a cumulative pattern of behaviors
associated with drinking. Frequent intoxication is obvious
and destructive; it interferes with the individual'’'s ability
to socialize and to work. Many alcoholics experience
marriage failure, work absenteeism which may lead to being

10 fired. Alcoholics may seek medical treatment for their
drinking, they may suffer physical injury associated with
their drinking, and they may be apprehended while driving
intoxicated. Eventually, the alcoholic may be arrested for
drunkedness and/or hospitalized for delirium tremens or

15 cirrhosis of the liver.

As used herein, "alcohol withdrawal” shall refer
to a characteristic withdrawal syndrome that develops after
the cessation of (or reduction in) heavy and prolonged
alcohol use. Alcohol withdrawal syndrome is summarized in

20 Goodman & Gillman's The Pharmacological Basis of
Therapeutics, 563 (9th Ed. 1996, McGraw-Hill, New York). To
further clarify, Alcohol Withdrawal is characterized in the
DsM~-IV-R. Diagnostic and Statistical Manual of Mental
Disorders, Revised, 3rd Ed. (1994) as catagory 291.8. The

25 DSM~-IV-R was prepared by the Task Force on Nomenclature and
Statistics of the American Psychiatric Association, and

provides clear descriptions of diagnostic catagories. The
skilled artisan will recognize that there are alternative
nomenclatures, nosologies, and classification systems for

30 pathologic psychological conditions and that these systems
evolve with medical scientific progress.

The discontinuation or a reduction of excessive
alcohol consumption typically results in alcohol withdrawal
syndrome. Alcohol withdrawal syndrome is a continuum of

35 symptoms and signs which accempany alcohol withdrawal,
usually beginning 12 to 48 hours after a significant
decrease in alcohol intake. For example, such symptoms may
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include tremor, weakness, sweating, gastrointestinal
symptons, increasing confusion, poor sleep, and/or severe
depression. These symptoms often cause clinically
significant distress or impairment in social, occupational,

5 or other important areas of functioning. The present
invention is most preferably used to alleviate symptoms
attributed to alcoheol withdrawal when such symptoms are not
due to a general medical condition and are not better
accounted for by a mental disorder.

10 The present invention further alleviates negative
symptoms of withdrawal from the mind, thought or mood
altering substance wherein such symptoms are not due to a
general medical condition and are not better accounted for
by a mental disorder.

15 The method of the present invention is preferably
administered in connection with an educational and/or
behavioral modification program to ensure continued
abstinence from alcohol. The method of the present
invention is also highly beneficial to such programs by

20 alleviating the suffering experienced from the alcohol
withdrawal over the course of such programs. Therefore, the
programs can be more effective by focusing on educational
and behavioral modification goals, further reducing the
incidence of program non-completion. -

25 The results of pharmacological studies show that
olanzapine has muscarinic cholinergic receptor activity.

The compound is active at the dopamine D-1 and D-2 receptors
as indicated by an IC50 of less than 1 uM in the 3H~
SCH233390 (Billard, et al. Life Sciences 35:1885 (1984)) and

30 the 3H spiperone {Seeman et al Nature 216:717 (1976))
binding assays respectively. Further, olanzapine is active
at the 5-HT-2 receptor and 5-HTIC receptor. The complex
pharmacological profile of the compound provides a
medicament which can be useful for the treatment of a

35 condition resulting from cessation and withdrawal from the
use of a substance which the patient had developed a
dependence on. Further, the complex pharmacological profile
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of the compound provides a medicament which can be useful to

modulate the medial forebrain bundle to interfere with the

‘pleasure pathway’ mediated perpetuation of the abuse cycle.

See C.K. Erickson, Alcohol & Alcoholism, 31 Sup. 1, pb 5-11
5 (1996} .

The usefulness of the compound for treating a
condition resulting from cessation and withdrawal from the
use of a dependence producing substance can be supported by
the following studies as described.

10 I. Auditory Startle Response.

Male Long Evans rats (Harlan Sprague Dawley)
are individually housed in a controlled environment on a
12 hour light-dark cycle. The rats are given free
access to food and water. All treatment groups contain

15 - from 8 to 10 rats.

The rats are anesthetized with halothane and
Alzet osmotic minipumps (Alza Corporation, Palo Alto,
California) are implanted subcutanéously. A dependence
producing substance, such as an opioid, is provided in

20 physiological saline. Pumps are filled with opioid (6
mg/kg base/day) or the appropriate vehicle. Twelve days
following implantation of pumps, rats are anesthetized
with halothane and the pumps are removed. (The study is
also conducted with other dependence producing substances

25 such as marijuana, and so on.)

The auditory Startle Response is observed.

The sensory motor reactions [auditory startle
response (peak amplitude, Vmax)] of individual rats are
recorded using San Diego Instruments startle chambers

30 (San Diego, Calif.). Startle sessions consist of a 5
minute adaptation period at background noise level of 70
+/- 2dBA immediately followed by 25 presentations of
auditory stimuli (120 +/-3 dBA noise, 50 ms duration)
presented at 8 second intervals. Peak startle amplitudes

35 are averaged for all 25 presentations of stimuli for each
session. Auditory startle responding is evaluated daily
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PCT/ US97/ 03 4\(/?}%:(9 yo ?i\?%(imlze the incidence of relapse into abuse can
be shown using the following study:

Clinical observations.

10 A double-blind multicenter clinical trial was
designed to assess the safety and efficacy of olanzapine.
Patients were randomized to olanzapine or placebo. The
results of the study suggest that olanzapine can be
useful for the treatment of addictive substance

15 withdrawal.

Olanzapine is effective over a wide dosage
range, the actual dose administered being dependent on
the condition being treated. For example, in the

20 treatment of adult humans, dosages of from about 0.25 to
50 mg, preferably from 1 to 30 mg, and most preferably 1
to 25 mg per day may be used. A once a day dosage is
normally sufficient, although divided doses may be
administered. For treatment of a condition resulting

25 - from cessation and withdrawal from the use of an
addictive substance, a dose range of from 1 to 30 mg,
preferably 1 to 20 mg per day is suitable. For the
treatment of alcohol abuse, a lower dosage may be more
appropriate. Likewise, for the treatment of the

30 cessation of nicotine consumption, a lower dosage may be

. more appropriate. |

A preferred formulation of the invention is a
solid oral formulation comprising from about 1 to about
25 mg or 1 to 15 mg of olanzapine as an effective amount

35 of the active ingredient.

Most preferably, the solid oral formulation is

contained in packaging materials which protect the
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mood or thougPRtainers mpdeyuledt anmaterhel avricthdrddidtse thet passage of f ect s
are nos ot hel ke, atMddth rtfled ab0ypneh8epacihging ¢ANdI theAuaésSa Used herein,
the term"na "Cgﬁgﬂlaﬁgfe%h%ocggg Manmal i a.class .of. hi, ﬂer vert ebrat es.
The term "mannal "1 helfGaes, bur re hat "t Mieds &ea&eﬁuwﬁﬂp Pe term
aluminum foil blister to provide the desired protection and
maintain product stability.
Olanzapine will normally be administered orally
10 or by injection and, for this purpose, it is usually
employed in the form of a pharmaceutical composition.
Accordingly, pharmaceutical compositions
comprising olanzapine, as active ingredient associated
with a pharmaceutically acceptable carrier may be
15 prepared. In making the compositions of the invention
conventional techniques for the preparation of
pharmaceutical compositions may be used. For example, the
active ingredient will usually be mixed with a carrier,
or diluted by a carrier, or enclosed within a carrier
20 which may be in the form of a capsule, sachet, paper or
other container. When the carrier serves as a diluent, it
may be solid, semi-solid or liquid material which acts as
a vehicle, excipient or medium for the active ingredient.
The active ingredient can be adsorbed on a granular solid
25 container for example in a sachet. Some exaﬁples of
suitable carriers are lactose, dextrose, sucrose,
sorbitol, mannitol, starches, gum acacia, calcium
phosphate, alginates, tragacanth, gelatin, syrup, methyl
cellulose, methyl- and propyl-hydroxy-benzoate, talc,
30 magnesium stearate or mineral oil. The compositions of
the invention may, if desired, be formulated so as to
provide quick, sustained or delayed release of the active
ingredient after administration to the patient.
Depending on the method of administration, the
35 compositions for the treatment of central nervous system
conditions may be formulated as tablets, capsules,
injection solutions for parenteral use, gel or suspension



"treating"” as used herein includes prophylaxis in a patient 25

susceptible to the nanmed condition or anelioration or elimnation of the
condition once it has been established. As used herein, the term "substance
abuse” shall refer to a condition wherein the patient suffels, nbvsical
consequencesWaB?BIBUt abl e to the ingestion of a substance gﬁﬁ' and is
unable or unwilling to cease such substance consunption and treatnent to
facilitate withdrawal from said substanci is desired. As used herein, the
‘term "al cohol abuse" shall refer to a cohdition wherein the patient suffers
physi cal consequences 35 attributable to, the ingestion of alcohol and

i s unabl e or TOFWtFRPRgeEBRL AR REFIh SPEBRBFICRH Ui rEndorr 85 hent to
facilitate wiiskedoawalpbosihtaticeholPredesahpyi bie i comjessindidons ar®D 97/ 33586

PCT/ US97/ 0340 b Qae b MM EHEIdbs gl bR eali AldciTlccB 21 RENS! CB!
dependence on a Coho shall refer to a condition resultin rom eéxcessive
consunpt i on oM foRal toThe Rxt iMFe IFPRALYNY ¥P ofr BTolff T8 is identified
by sevese depmitdeecéngrediemt. addiction and a cunul ative pattern of :
behavi ors The materials for the present invention can be
purchased or prepared by a variety of procedures well known
to those of ordinary skill in the art. Olanzapine can be
prepared as described by Chakrabarti in U.S. Patent No
10 5,229,382 ('382), herein incorporated by reference in its
entirety. Further, the following preparations illustrate a
method for preparing of the especially preferred Form II
olanzapine polymorph. '
Compound characterization methods include, for
15 example, x-ray powder pattern analysis, thermogravimetric
analysis (TGA), differential scanning calorimetery (DSC),
titrametric analysis for water, and H!-NMMR analysis for
solvent content.
The following examples are provided for purposes
20 of illustration and are not to be construed as limiting the
scope of the claimed invention.

Preparation 1

Technical Grade olanzapine
25

Intermediate 1

In a suitable three neck flask the following was added:



associated wth drinking. Frequent intoxication is obvious and destructive;
it interferes wwth the individual's ability to socialize and to work. Mny
al cohol i cs experience marriage failure, work absenteeismwhich my lead to
bei ng 10 fired. Alcoholics nmay seek nedical treatnent for their
drinking, thepr@gsssuffer physical injury associated wth tPeIPS0348ki ng,
and they may be apprehended while driving intoxicated. Eventually, the

al coholic may be arrested for drunkedness and/or hospitalized for delirium
tremens or 15 cirrhosis of the livertl8s used herein, "al cohol

wi t hdrawal " shall refer to a characteristic w thdrawal syndrone that

devel ops aft ddindthyevddokddeofagalytrichldti orf ivollueavy and prol onged

al cohol use. Aliah@laiweehdrawal syndronme is sgmgarized in 20 Goodman &
Gllman's The Phq:ﬂy |09_I cal Basis of Thera eutics, 563 (9th Ed. 1996,
MoGraw H I DB PeTRE IR, (FERIERL) | 1y, CACGUASRLOPERAr awal | s
characteri zecﬂintemlt&dllasm LVeRn Beagremsdared armingt aetbbds aknddmnmuad tafe Ment al

Di sor degs, Reyisopb 3idi5dn. (109) efembRd 204010 pdShofec Il 2B cne DSWIV-R

was prepar ed Task Force on nencl at ure and Statistics o% t he
Aner i can Psycﬂ%/ ’?‘}eéhﬂ§§o&| 3B Bﬁugﬁﬁd”brgﬁ de82cPa&P Hescri ptions of
di agnostic catagories. The skilled artisan will recognize that there are

al ternative nENRACIALULEEY ni0S05OR §5ardd'd GlASRs! Baabh o SYSIENE tha'
ammonia formed during the reaction. The reaction was heated

10 to 120°C and maintained at that temperature throughout the
duration of the reaction. The reactions were followed by
HPLC until 2 5% of the intermediate 1 was left unreacted.
After the reaction was complete, the mixture was allowed to
cool slowly to 20°C (about 2 hours). The reaction mixture

15 was then transferred to an appropriate three neck round
bottom flask and water bath. To this solution with
agitation was added 10 volumes reagent grade methanol and
the reaction was stirred at 20°C for 30 minutes. Three
volumes of water wés added slowly over about 30 minutes.

20 The reaction slurry was cooled to zero to 5°C and stirred
for 30 minutes. The product was filtered and the wet cake
was washed with chilled methanol. The wet cake was dried in
vacuo at 45°C overnight. The product was identified as
technical olanzapine.

25
Yield: 76.7%; Potency: 98.1%
Prggaration 2
Form II1 olanzapine polymorph
30

A 270 g sample of technical grade 2-methyl-4-(4-
methyl-l-piperazinyl)-10H-thieno[2,3-b][1, 5]1benzodiazepine
was suspended in anhydrous ethyl acetate (2.7 L) . The
mixture was heated to 76°C and maintained at 76°C for 30

35 minutes. The mixture was allowed to cool to 25°C., The
resulting product was isolated using vacuum filtration. The



30 pat hol ogi ¢ psychol ogi cal conditions and that these systens evol ve
with medical scientific progress. The discontinuation or a reduction of -
excessi ve al cohol consunption typically results in alcohol wthdrawal
syndrone. Al cohol w thdrawal syndronme is a continuum of 35 S t ons
and si gns WWeB3%onpany al cohol withdrawal, usually begi FEHS 40 48
hours after a significant decrease in al cohol intake. For exanple, such
synpt onms nay WO 97/ 33586

PCT/ US97/ 03404 -11- include tremor, weakhéss, sweat i ng, gastrointestinal
synptons, increasing confusion, poor sleep, and/or severe depression. These
synpt ons of t @FoEHEEewes | Hientiified gsi FPeanil MSIRBIIHY POWSREMeNt in

soci al, occupakigbak, 5 or other inportant areas of functioning. The
pr esent inveg&iga_if gait preferably used to alleviate synptons attri buted
to al cohol wi'th réma? en such synptons are not due to a general nedical
condition and are not BegiRFoeasfodessyibef aPove nkIr ArePpazdngeFormollI

The preasent igreeitiegnafl plid fieicaltivulayeslsggnat i prodidd harE ngl pytbhey aval
fromthe ninggﬁihggggi g@lé@é&’substances < 0.5% and an isolated yield
of > 73%.
EXAMPLE 1

10 A portion of the hydroxypropyl cellulose was
dissolved in purified water to form a solution for
granulation. The remaining hydroxypropyl cellulose (total of
4.0% w/w final tablet weight), which was an extra fine
grade, was combined with the olanzapine (1.18% w/w), lactose

15 (79.32% w/w) and a portion of the crospovidone (5% w/w) in a
high shear granulator. All ingredients were security sieved
prior to addition and dry blended in the granulator. This:
mixture was then granulated with the hydroxypropyl cellulose
solution in the high shear granulator. The'granulation was

20 wet sized using standard methods. The wet granulation was
then dried in a fluidized bed dryer and sized. The material
was then added to a tumble bin mixer.

The running powders consisting of microcrystalline cellulose

25 (granular) (10% w/w), magnesium stearate (0.5% w/w), and the
remainder of the crospovidone were added to the sized
granulation. The mixture was blended and compressed with
the appropriate tooling on tablet compression equipment.

30 Subcoating:

Hydroxypropyl methylcellulose (10% w/w) was mixed
with purified water to form a solution. Core tablets were
divided into approximately equal sections and spray coated

35 with the hydroxypropyl methylcellulose solution . The
operation was performed in a perforated coating pan.



altering substance wherein such synptons are not due to a general nedica
condition and are not better accounted for by a nental disorder. 15

The nethod of the present invention is preferably adm nistered in
connection with an educational and/or behavioral nodification programto
ensure conti WOS#3¥B&t i nence from al cohol. The met hod of the® @ﬁh”“
invention is also highly beneficial to such prograns by 20 al l evi ating
the suffering experienced fromthe al cohol w thdrawal over the course of
such programs. Therefore, the programs caf~be nore effective by focusing on
educati onal and behavi or al nDdlflcatlon goal s, further reducing the

i nci dence of Quakdng : P 25 The results of

phar macol ogi cal studles shOM/that olanzaplne has muscarinic cholinergic
receptor activity. The.c t.i,ve t t he do ne D1 and D2
receptors as indicat ed%@@%’é{f ?ﬁ’llé:?s Hgﬁ % the 3H SCH233390
(Billard, etJmﬂthyﬂbéélstoeﬁcew0¥ﬂkthn¥?nﬁlgsnyylanﬂoﬁﬁBorbatthOSHasgiperone
(Seemars et al jAahGA aiéxZéz) (Wl i cla Wi'tﬂgp§§:§ﬁi/éd rvﬁ‘é&&CtﬂoV%B¥m ther ther,

ol anzapi ne is active at p eceptor.. The
conpl ex phar f& lB&léHFpﬁ?ﬁ*??E d%ﬂFﬁﬁifgn%BEﬂﬁtir%ﬁﬁ?ké} ABLRent whi ch
can be usef ulapproxtihpetelpaegent sdctic®s andcsnday|¢watm$uhtmnghérom
cessation anqoirlingd’ 8WebehL 0O tdescribed above. The operatlon was

performed in a perforated coating pan.

10
The coated tablets were lightly dusted with carnauba wax and
imprinted with appropriate identification.



use of a substance which the patient had devel oped a dependence on.
Furt her, the conpl ex pharmacol ogical profile WO 97/ 33586

PCT/ US97/ 03404 -12- of the conpound provides a nedi canent whi.ch can be
useful to nodul ate the nedial forebrain bundle to int erferg,cw'g; h,”@g‘%

' pl easure pWARHIS8Gedi at ed perpetuation of the abuse cycl 1

Eri ckson, Al cohol & Alcoholism 31 Sup. 1, pp 5-11 5 1T1996) -~ The -
useful ness of the conpound for treating a condi tion resuhlsishd: fidk @

cessation and withdrawal fromthe use of 18~ dependence pr

can be supported by the follow ng studies as descri bed. mmﬂ
Auditory Startle Response. Male Long Evans rats (Harl an

i ndi vidually housed in a controll ed engiaamgent on a 12 hour |ight- dark
cycte. The rats are given free access to food and water. All treatnent
groups contain 15 from8 to 10 rats. The rats are anesthetized with
hal ot hane and Al zet oshetRcmethrdUings frapEangorpesbanem amae Al t o,

5 comprising administering to a mammal in need of such

treatnent, an effective amount olanzapine, or a
pharmaceutically acceptable salt thereof.

2. A method of Claim 1 wherein the substance abuse
10 is physical dependence on a compound selected from the group
consisting of opioids, anxiolytic and hypnotic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,
hallucinogens, phencyclidine, and benzodiazepines.

15 3. A method of Claim 2 wherein the compound is
selected from the group consisting of anxiolytic and
hypnotic drugs, cocaine, psychedelic agents, amphetamines,
hallucinogens, phencyclidine, and benzodiazepines.

20 4. A method of Claim 2 wherein the physcial
dependence is on an opioid.

5. A method of Claim 1 wherein olanzapine is Form
11 olanzapine polymorph having a typical x-ray diffraction
25 pattern as follows, wherein d represents the interplanar
spacing:

d
10.2689
8.5717
7.4721
7.125
. 6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158

Hllllll llllﬂ IIIH MIII M llll



California) are inplanted subcutaneously. A dependence produci ng substance,
such as an opioid, is provided in 20 physi ol ogi cal saline. Punps are
filled with opioid (6 ng/ kg base/day) or the appropriate vehicle. Twelve
days follow ng inplantation of punps, rats are anesthetized w th hal ot hane
and the punP®¥i3ss86enoved. (The study is al so conduct ed WPEHUBYQaq04
dependence produci ng substances 25 such as marijuana, and so on.) The
auditory Startle Response is observed. The sensory notor reactions
[[auditory startle response (peak anplitud®r V[err])] of individual rats are
r ecor ded--usi-ng-—San-bBi-ego-tnstrunents startle chanbers 30 (San Di ego,

Cal i f.) . sk, é@ﬁjii%s consi st of a 3.A7BUte adaptation period at

backgr ound iy f 70 +/- 2dBA i nfedf8fely foll oned by 25
present at i mﬂum ﬂ y stimuli (120 +A-328BA noise, 50 ms duration)
present ed: A tervals. Peak stafitlélanplitudes 35 are
averaged for all 25 presentations of stiduPB’8or each session. Auditory
startle responding is evaluated daily 3289/ 33586

] i 3.5645
PCT/ US97/ 03404 -13 3.5366

3.3828
3.2516

3.134
3.0848
3.0638
.0111
.8739
.8102
.7217
. 6432
2.6007

NN W

6. A method of Claim 2 wherein olanzapine is Form
II olanzapine polymorph having a typical x-ray diffraction
pattern as follows, wherein d represents the interplanar
5 spacing:

d
10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873
.7206
.5645
.5366
.3828
.2516

wWwwwww
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at 24 hour intervals on days 1-4 follow ng substance w thdrawal . Further,

t he useful ness of the conpound for helping the patient to want to stop

t aki ng an undesired addictive 5 substance, to | essent the adverse

wi t hdrawal synptons, and to minimze the incidence of relapse into use
can be shownW@H7B¥86he fol | owi ng study: Cinical observati

A doubl e-blind nulticenter clinical trial was designed to assess the safety
and efficacy of olanzapine. Patients mer& random zed to- o+anzaﬁine of———" "
pl acebo. The results of the study sugges Yhat ol anzapi ne_¢ ﬁ’e lacegr
the treatnment of addictive substance 15 wi thdrawal . d _ ey
effective over a wi de dosage range, the a &-da? dose admi ni ﬂlﬁﬂ II
dependent on the condition being treated.? 8exanple, in

treatment of adult humans, dosages of frégl t 0.25 to 50 ny, preferably

from1l to 30 ng, and nost preferably 1t per day may be used. A once
a day dosage is normally sufficient, alt di vi ded doses may be

adm ni stered. For treatnent of a conditi %ulting 25 from cessation
and wi thdrawal fromthe use of an addICtléM% stance, a dose range of from

1 to 30 nm, 2.6007

7. A method for treating a condition which is a
response produced by cessation and withdrawal from the use
of a physcial or psychoclocally addictive substance,
comprising administering an effective amount of olanzapine

5 or a pharmaceutically acceptable salt thereof to a patient
in need of such treatment.

8. A method of Claim 7 wherein the response is
substance withdrawal syndrome.
10
9. A method of Claim 7 wherein the olanzapine is
Form II olanzapine polymorph having a typical X-ray powder
diffraction pattern substantially as follows, wherein d
represents the interplanar spacing:

15

d
10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
- 4.7158
4.4787
4.3307
4.2294
4,141
3.9873
3.7206
3.5645
3.5366

L



preferably 1 to 20 ng per day is suitable. For the treatnent of al cohol
abuse, a | ower dosage nay be nore appropriate. Likew se, for the treatnent
of the 30 cessation of nicotine consunption, a | ower dosage may be nore
appropriate. A preferred fornmulation of the invention is a solid oral
formul ati on WORHIE ng fromabout 1 to about 25 ng or 1 to POI/USHIA3H04

ol anzapi ne as an effective anpunt 35 of the active ingredient. Mst
pr ef erably;~- the-soli-d-oral fornulation is contained in packaging materials
whi ch e WD 97/ 33586 -22-
PCT/ US97{ ” efui ation from nmoi sture and |ight. For exanpl e,
sui t abl ef: u erials include anb83828ored high density
pol yet hyl B amber col ored gl as3.8b16l es, and other containers
made of a material which inhibits the pas§a§é4of 5 light. Most
preferably, the packaging will include a3d@848cant pack. The container may
be sealed with an alum numfoil blister ? ®vi de the desired protection
and mai ntain product stability. 3°° 11
2.8739
2.8102
2.7217
2.6432
2.6007
10. A method of Claim 7 wherein the effective
amount is from about 1 mg to about 25 mg per day.
5 11. A method of Claim 9 wherein the effective

amount is from about 1 mg to about 20 mg per day.

12. A method for treating substance abuse
comprising administering to a mammal in need of such
10 treatment, an etfective amount olanzapine, or a
rharmaceutically acceptable salt thereof.

13. A method for helping a patient want to stop
substance abuse wherein the substance is physically or
15 psychologically addictive comprising administering an
effective amount of olanzapine or a pharmaceutically
acceptable salt'thereof, to a mammal in need of such
treatment.

20 14. A method of Claim 13 wherein the substance
abuse is physical -dependence on a compound selected from the
~ group consisting'of opioids, anxiolytic and hypnotic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,
hallucinogens, phéncyclidine, and benzodiazepines.
25
15. A method of Claim 14 wherein the compound is
selected from the group consisting of anxiolytic and

IIIIIIII IHIII IIIII l|||| I llII



A anzapine will norrmally be adm nistered oral Ty 10" or by injection and,
for this purpose, it is usually qmgls&)égqiasgghntglg ace®’ M of a pharnmaceuti cal

conposi tion. Accordingly, pharmace ti'ons conprising
ol anzapi ne, as active ingredient aHM -a pharmaceuti cal |
accept abl e cWO%83586éray be 15

REki ng the cdHJ8EPrt of
the i nvention conventi onal technl ques for the preparation of pharnaceuti cal

conpositions may be used. For exanple, the active ingredient will usually
be mixed with a carrier, or diluted by a“arrier, or enclosed within a
carrier 20 which may be in the formaof a capsul e, sachet, paper or

ot her cont ai nBYPREtEH dHSeacPreingerRe¥chadel i agents. | AMPpRSTINES i d,
sem -sol i d ornhhl pukd Thamdrey,i phenbiyebidthe, amd beslziogliazepinepi ent or medi um
for-the active ingredient. The active ingredient can be adsorbed on a
granul ar solid 25 contai ner for exanple in a sachet. Some exanpl es of
suitable carriers are |t ds@ethadt pselaimdbatersdnnths| PhysFia) ol |
starches, gumigpesdéncealLionmaphoppbadie, al gi nates, tragacanth, gel at | n,
syrup, methyl cellul ose, nethyl- and propyl - hydroxy benzoate, talc, 30
magnesi um stearate or mneral oil. The conpositions of the invention may,
if desired, be fornul atldt dolgsheg pfGlakm QAf cwhergdnaphanzaping|id ed

rel ease of thgosgtiVeoianzapine polymorph having a typical x-ray
diffraction pattern as follows, wherein d represents the
10 interplanar spacing:

d .'.
10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
3.134
3.0848
3.0638
3.0111
- 2.8739
2.8102

2.7217 .
2.6432
2.6007
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i ngredient after admnistration to the patient.” Dependi ng on the method of
adm ni stration, the 35 conpdbis SheattHas B&h REghRed r €at ment of central

nervous system conditions nay be tabl ets, capsules, injection
solutions for parenteral use, gel ifh . WO 97/ 33586
PCT/ US97/ 03@®197/3386 f or transdermal dell , 'suspensi ons BCT/UEY703408 f Or

oral use or suppositories. Preferably the conpositions are fornulated in a
unit dosage form each dosage containing fromO0.25 to 25 ng, nore usually 1
td 25 ng, of the 5 active ingredi emt24-The materials for the present
I nvention can be purchased or prepared by a variety of procedures well
known to those of ordilarp siethbdi fiot hitelying @ patdehbetéanabe i epded as

descri bed byaﬁ@fx{%at%zarﬂjjnd,ntHo§gh€a6frﬁow %ﬂ:erin{gﬁsﬁﬁgt%@% ('382), herein
i ncorporated by referencein 1tS entirety. Further, 8-TOrT ow ng
pr epar at i onsCPTRLI é“dﬁ‘lﬁ‘étsﬁﬁﬂl?‘éra’br%%%ﬁ?ﬁ@’%ﬁ“@ﬁétegﬁe@lw#%mf erred
Form || ol anzaps nealiolthexepl. tEoappatierthaimaciedd a&t 5Q6h MEE&DEgeritCcl ude,
for 5

19. A method of Claim 18 wherein the mind, thought

or mood altering substance is alcohol.

20. A method of Claim 18 wherein the mind thought
10 or mood altering substance is nicotine.

21. A method of Claim 18 wherein the mind, thought
or mood altering substance is a compound selected from the
group consisting of opioids, anxiolytic and hypnotic drugs,

15 cocaine, psychedelic agents, marijuana, amphetamines,
hallucinogens, phencyclidine, and benzodiazepines.

22. A method of Claim 21 wherein the mind, thought
or mood altering substance is a compound selected from the
20 group consisting of cocaine, opioids and amphetamines.

23. A nethod for easing the adverse withdrawal
effects from a mind, thought or mood altering substance
which is physically or psychologically addictive, comprising

25 administering an effective amount of olanzapine or a
pharmaceutically acceptable salt thereof to a mammal in need
of such treatment.

24. A method of Claim 23 wherein the substance is
30 physically addictive.

25. A method of Claim 24 wherein the mind, thought
or mood altering substance is alcohol.

35 26. A method of Claim 24 wherein the mind thought
or mood altering substance is nicotine.

s



15 exanpl e, x-ray powder patt-ern-anal-ysi's; "thernogravimetric anal ysis
(T&A), differential scanning cal orj ¥h4g§x§ﬂh@ﬁtranetric anal ysis for
water, and H err]-NWVR anal ysi s forJrh i%& . The foll ow ng exanpl es
are provided for purposes 20 nd are no

construed asWO%¥38%86g t he scope of t ention. P?‘e"f!ﬁﬁ’?@?‘% 1
Techni cal Grade ol anzapi ne 25 NH2 [err] Internediate 1 1In a suitable three

neck flask the follow ng was added: 7/ 33586 -
PCT/ US97/ 03404 -16- Di net hyl sul fOXI de (an%l ytical); 6 voI umes I nternediate
1 . 75 g N-Met hyl pi perazi ne (reagent) 6 equi val ents

I ntermedi ate 1 can be pfepdy @¢tHopngInBlaby 24 hrreds Fh@ mind, Ghgughdd
artisan. For oexaspd €altd¥einy epdstkhes 9§ 4 hdompound selected from the

group consisting of opioids, anxiolytic and hypnotic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,
5 hallucinogens, phencyclidine, and benzodiazepines.

28. A method of Claim 27 wherein the mind, thought
or mood altering substance is a compound selected from the
group consisting of cocaine, opioids and amphetamines.

10
29. A method for minimizing the frequency of
relapse to substance abuse comprising administering an
effective amount of olanzapine or a pharmaceutically
acceptable salt thereof to a mammal that was physically
15 addicted to a mind, thought or mood altering substance.

30. A method of Claim 29 wherein the substance of
abuse is a compound selected from the group consisting of
opioids, anxiolytic and hypnotic drugs, cocaine, psychedelic

20 agents, marijuana, amphetamines, hallucinogens,
phencyclidine, and benzodiazepines.

31. A method of Claim 29 wherein the substance of
abuse is alcohol. '
25
32. A method of Claim 31 wherein the substance of
abuse is nicotine.

33. A method of Claim 29 wherein the mammal was
30 physically addicted to a mind, thought or mood altering
substance within the past two years.

34. A method for treating alcohol abuse comprising
administering to a mammal in need of such treatment, an
35 effective amount olanzapine, or a pharmaceutically
acceptable salt thereof.

AR



Internediate 1 is taught imthe '382 patént. A sub-surface nitrogen sparge
line was added to renn¥%s§Q I Rrépidcqr Med during the reaction. The
reacti on was heated 10 ( frai ntai ned-at that tenperature

t hr oughout the duration ‘m n. The reactions were followed by
HPLC until 23v®yy33886t he | was | eft unreacted. ACTASIVGIE4
reaction was conplete, the mxture was allowed to cool slowy to 20 C
(about 2 hours). The reaction mxture 15 was then transferred to an
appropriate three neck round bottom fl askéand water bath. To this solution
with agitation was added 10 vol unes reagent grade nethanol and the reaction
was stirred at 20[err] & { ch BhudhgifeSlalnr 3¢ windxeigs Wie wdicehohasbaseled

sl owy over 3hophy39cH1 NdSsndetfte on RREchERCtION slurry was cooled to zero
to 5[err]C and stirred for 30 mnutes. The product was filtered and the wet
cake was washed with chilled nethanol. The wet cake was dried in vacuo at
45[ err] C overni ght. Th26 prddesthosaofi ¢daimf BBdwiasrdac ihec dhyglcaazapi ne. 25
Yield: /6. 7% : . A% rat m ||l ol anzapi ne pol ynor ph 30
A 270 g5 sanp?dggg alefei%ﬁn‘?%a%f%%o?gqftﬁé?%ﬁ}g-%h- '

37. A method of Claim 34 wherein olanzapine is
Form II olanzapine polymorph having a typical x-ray
diffraction pattern as follows, wherein d represents the
10 interplanar spacing:

d

10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
3.134
3.08B48
3.0638
3.0111
2.8739
2.8102
2.72117
2.6432
2.6007
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met hyl - | - pi perazi nyl ) - 10Ht hi eno( 2, 3-b] [ 1, 5] benzodi azepi.ne was suspended in
anhydrous ethyl acetate (2.7 L) . The m'xture vvas heat ed to 76[err]C and
mai ntai ned at 76[err]C for 30 35 = ure was allowed to
cool to 25[err]C. The resulting produc usi ng_vacuum
filtration. Tae133s86D 97/ 33586 1 l“ﬂﬁl“ﬂ PCT/US97/03404

PCT/ US97/ 03404 -17- product was identified as Form | u5| ng Xx-ray powder
analysis. Yield: 197 g. The process descrjbed above for preparing FormlIl 5
provi des a pharnmaceutically el egant produ€{~havi ng: potency > 97% total

rel ated substances < 0.5% and an isolated yield of > 73% EXAVPLE 1 10

A portion of the hydrox3fr dpytetdod oifoSbaims3%iwartaiad olangapiheetiswat er to
forma sol uti @‘B\ﬁu 9%}54@;;1&”' OI%OE: ﬁahamgg m'dfﬁam&ow&agel | ul ose

(total of 4.0% abl et wei g th 551 extra fine %ade was
conbi ned wit hdtllﬁgrBFEh%pﬁan% P 2% WSy a‘élf%ﬁeenl represgnisoflifw) and a
portion of thdénteoppavadosmadiad:w w) in a

5

d
10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
d
3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432
2.6007

39. A method for treating a condition which is a
response produced by cessation and withdrawal from the abuse
of alcohol, comprising administering an effective amount of
olanzapine or a pharmaceutically'acceptable salt thereof to

10 a patient in need of such treatment. '

40. A method of Claim 39 wherein the response is
alcohol withdrawal syndrome.

HI||II| ||I||| III\I ||I|| Il lIIl



hi gh shear granulator. Al ingredients were-security sieved prior to
addition and dry bl ended inqhRenQf Rl BER R laced N1 S M xtUre was then

granul ated with the hydroxypr ' ' solution in the high shear
granul ator. The granul ation V\EWM [uﬁm?srzfe_d usi ng standard net hods.
The wet gr armP&7/83586 was t hen ; ' i di zed bed dryePCIASIHIAR]. The
materi al was then added to a tunble bin mixer.” The runni ng powders
consisting of mcrocrystalline cellulose 25 ° (granular) (10%w w), _
ragnesi um stearate (0.5% w w), and the régai nder of the crospovi done were
added to the sized granul ation. The m xture was bl ended and conpressed with
the appropriate toolinglonAtmétleid cfintlain 32 swhereirnthe I anzapSrbecoat i ng:

Hydr oxypr opyl t Ryl (D2 s L Xed, Wi pus i fi r to
forma sol ut iFS% Ig:gr g%ﬁﬁf‘gﬁe mﬁﬁ%dga%ﬁ%oga%%%%lng{ étlfafgaﬁg%g
sections and ¥FfEpctigpehasern sypstantially asxipt e, mbexeiaed| ul ose
sol ution . Thepseseatsobheabniperdlemasd spacdnger f orated coating pan. WO
97/ 33586 PCT/ US97/ 03404 -18- Coating
of Core Tablets: d

10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
3.134
3.0848
3.0638
3.0111
- 2.8739
2.8102
2.7217
2.6432
2.6007

42. A method of Claim 39 wherein the effective
amount is from about 1 mg to about 25 mg per day.

10 43. A method of Claim 41 Whereih the effective
amount is from about 1 mg to about 20 mg;per day.

LT



Col or M xture White (hydroxypropyl nethylcellul ose, polyethylene glycol,
pol ysorbate 80, and 5 1hgg&kﬂnggahdggakae) was mxed with purified water

to formthe coating suspe | ed tablets were divided into
approxi mately equal secti
descri bed ap¥Q8733%¥e oper ormed in a perforat g pan.

coated with the coat nsi on
setfbstiip

10 The coated tablets were lightly dusted with carnauba wax and inprinted
Wi th appropriate identification. 1. Ayse of an effective anmount
ol anzapi ne, or a pharnaceutically acceptable salt thereof in a preparation
of a nedicanent for treating substance abuse in a subject in need_thereof.
2. Ause of Caim1l ﬂﬁer@?ﬁn¥?ﬁﬁ%ﬁﬂ§%éhé@3£BB§EUF§C %iacaert@bdRdence on
a conpound sded:a athefreom fbe gse®uin oninsinsitziing theoprequenciamd alegpseand

hypnotic dru i g¥ghedel i c agents, narijuana, anphetam nes,
haIIucinogenggjﬁﬁgﬁ%?gle?ne, and benzodi azepi nes. 3. A use of Claim?2

wherein the conmpound is selected fromthe group consisting of anxiolytic
and 5 45, Olanzapine or a pharmaceutically acceptable

salt thereof for use in helping a patient want to stop the
abuse of a mind, thought or mood altering substance.

46, Olanzapine or a pharmaceutically acceptable
10 salt thereof for use in treating a condition which is a
response produced by cessation and withdrawal from the abuse
of alcohol.

47. Olanzapine or a pharmaceutically acceptable
15 salt thereof for use in treating alcohol abuse.

48, Olanzapine or a pharmaceutically acceptable
salt thereof for use in easing the adverse withdrawal
effects from a mind, thought or mood altering substance

20 which is physically or psychologically addictive

49, Olanzapine or a pharmaceutically acceptable
salt thereof for use in treating a condition which is a
response produced by cessation and withdrawal from the use
25 of a physcial or psycholocally addictive substance.

L
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Claims

hypnotic drugs, coca i

1. J&use of an: effectlve amount olanzaolne, or a
pharmaceutically acceptable salt thereof in a preparation
of a medicament for: treatlng substance abuse in a subject in
need thereof. :

2. A use- BT 5 Claim 1 wherein the substance abuse
is physical dependence- n a compound selected from the group
consistn.ng of op:LoJ.ds __:anxmlytlc and hypnotic drugs,
cocaine, psychedelj_"_ C. agents, mar13uana, amphetamines,

hallucinogens, phency lldlne, and benzodiazepines.

3. A usé :':'o"f: Claim 2 wherein the compound is
selected from the grou fbonmsting of anxiolytic and
2 psychedels.c agents, amphetanmines,
hallucinogens, phen YC .1'dlne, and benzodlazeplnes.

-'2i01aim 2 wherein the physcial
d.

4. A use
dependence is on- an. op,_:__:._

5. A usé ; of ‘Claim 1 wherein olanzapine is Form
II olanzapine polymorph :hav1ng a typical x-ray diffraction
pattern as follows.,.; wherein d represents the 1nterpla1_1ar

spacing:

d

10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181

5.1251 - | '
45.9874 pate: 111 SEP 1398
4.7665

4.7158 U —
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This is the replacement sheet




. -20-" 4. 4787 4.3307 4.2294 4.141 3.9873 3.7206 3. 5645 3.53280§.638i? 352516
.3.134 3.0848 3.0638 3.0111 2.8739 2.8102 2.7217 2. 6432 2, o7 6. A U

of Caim2 wherein ol anzapihe is Form || ol anzapi ne pol ynorp ﬁts'?he
typical x-ray diffraction pattern as follows, wherein d represe

I nt er pl anar spaci ng: ~-20-

4.4787
4.3307
4.2294
4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432
2.6007

6. A use of Claim 2 wherein olanzapine is Form
II olanzapine polyﬁorph having a typical X-ray diffraction
pattern as folloWg, wherein d represents the interplanar
spacing:

d
10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251 |
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873 '
3.7206 This is tha replacemant sheet
3.5645 _
3.5366
3.3828 Date: ;11 SEP 1398
3.2516 ' :
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- d 10.2689 8.577 7.4721 7.125 6.1459 6.071 5.4849 5.2181 5.1251 4. 9874

© 4.7665 4.7158 4.4787 4.3307 4.2294 4.141 3.9873 3.7206 3.5366 3.3828 3.2516

~21~

3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432
2.6007

7. A use of an effective amount olanzapine or a
pharmaceutically acceptable salt thereof in a preparation of
a medicament for treating a condition which is a response
produced by cessation and withdrawal from the use of a
phy31cal or psychologlcally addictive substance in a subject
in need thereof. .

8. A use of Claim 7 wherein the response is
substance withdrawal syndrome.

S. A use. of Claim 7 wherein the olanzapine is
Form II olanzapine polymorph having a typical X-ray powder
diffraction pattern substantially as follows, wherein d
represents the interplanar spacing: |

d

10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873
3.7206

35645 P 11 S e
3.5366

This is the replacement sheot
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-21- 3.134 3.0848 3. 0638 3.0111 2.8739 2.8102 2.7217 2. 6432 2.6007 7. A
use of an effective anount ol anzapi ne or a pharmaceutically acceptable salt
thereof in a preparation of a nedicament for treating a condition which is
a response produced by cessation and gg3-hdrawal fromthe use of a physical
or psychol ogically addictive substance in a subject in need thereof. 8. A
use of Claim7 wherein the responsesi ggsgbstance w thdrawal syndrone. 9.
A use of Claim7 wherein the ol anzapi ag1s Form 11 ol anzapi ne pol ynor ph

having a typical X-ray powder diffractigniggttern substantially as foll ows,
wherein d represents the interplanar spagggg: d

3.0638
3.0111
2.8739
2.8102
2.7217
2.6432
2.6007

10. A use of Claim 7 wherein the effective
amount is from about 1 mg to about 25 mg per day.

11. A use of Claim 9 wherein the effective
amount is from about 1 mg to about 20 mg per day.

12. A use of an effective amount of olanzapine

or a pharmaceutically acceptable salt thereof in a
preparation of a medicament for helping a subject to
want to stop substance abuse wherein the substance is
physically or psychologically addictive.

13. A use of Claim 12 wherein the substance
abuse is physical dependence on a compound selected frcm the
group consisting of opioids, anxiolytic and hypno:tic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,
hallucinogens, phencyclidine, and benzodiazepines.

14 . A yse of Claim 13 wherein the compouns is

= -
[~ ey

selected from the group consisting of anxiolytic

This is the replacement sheet

‘Date: |11 SEP 1998
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10. 2689 8.577 7.4721 7.125 6.1459 6.071 5.4849 5.2181 5.1251 4.9874 4. 7665

:’\4.7158 4.4787 4.3307 4.2294 4.141 3.9873 3. 7206 3.5645 3.5366 -22-

-23~

hypnotic drugs, cocaine, psychedelic ageﬁts, amphetamines,
hallucinogens, phencyclidine, and benzodi_a_-zepines.

15.. A use of Claim 14 whe-ré‘"i_jh-' the physcial
dependence is on an opioid.

16 - A use ~of Claim 15 wherein olanzapine is
Form II olanzapine polymorph having a typical x-ray
diffraction pattern as follows, wherein d represents the
interplanar spacing:

d
10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4848
5.2181
5.1251
4.9874
4.7665 .
4.7158
4.4787
4.3307
4.2294
4.141.
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432

. . -_.' N P h .
56007 This is the replacement sheet
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33828 3. 2516 3.134 3.0848 3.0638 3.0111 2. 8739 2. 8102 2. 7217

) )2 2 432 2.
6007 10. A use of Cdaim7 wherein the effective a et
ng to about 25 ng per day. 11. A use of Caim9 wh &
2

217 2
s b Fut 1
ﬂ tive
anount is fromabout 1 ng to about 20 ng per day. 12. fective

amount of ol anzapi ne or a pharnaceuti edd~y acceptable salt thereof in a
preparation of a nedicanment for hel ping a subject to want to stop substance

abuse wherein the Sppstangss i or Rk e ERdd i PRRElciciaid et ot e, 13,
A use gt QRéfedf YL Ghreddifa Sithis G e idilliceanten et drdlgdiayerdence on
a CconpPoUggh $&&LCES wan Md hetEls apuLnigi s tmirgl oftiopighitdr anddl ytic and
hypnot i catité8sng Co6Bs tEncesychedel i ¢ agents, marijuana, anphetam nes,

18. A use of Claim 17 wherein the mind, thought
or mood altering substance is alcohol.

19. A use  Of Claim 17 wherein the mind thought
or mood altering substance is nicotine.

20.- A use . of Claim 17 wherein the mind, thought
or mood .altering substance is a compound selected from the
group consisting of opioids, anxiolytic and hypnotic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,
hallucinogens, phencyclidine, and benzodiézepines.

21 . A use of Claim 20 wherein the mind, thought
or mood altering substance is a compound selected from the
group consisting of cocaine, opioids and amphetamines.

.22. A use of an effective amournit of olanzapine or a
pharmaceutically acceptable salt thereof in a preparation of a
medicament for easing the adverse withdrawal effects from a
mind, thought or mood altering substance which is physically or
psychologically addictive, in a subject in need thereof.

23. A use of Claim 22 wherein the substance is
physically addictive.

24. A use ' of Claim 23 wherein the mind, thought
or mood altering substance is alcohol.

25. A use of Claim: 23 wherein the mind thought
or mood altering substance is nicotine.

c L MM s *

This is the replacement sheet - ”|

*
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haIIu0|nogens phenc cI|d netdand benzodi azepi nes. 14 A use of Claim
13 wherein thE" 6l ected fromthe group consisting of anxiolytic
and -23- hyﬂ t l ocai ne, psychedelic agents, anphetam nes,

hal | uci nogens, ) and benzodi azepines. 15.- A use of Caiml1l4
wherei n the physcial dependence is or2%-opioid. 16 . Ause of Caim 15

wherein ol anzapine is Form Il ol anzapi ne pol ynorph having a typical Xx-ray
diffraction patterr@g@szﬂ QldeOWS cy!rwmpamd 23ePhEeE8HS thBemiRde" RiiRfht
spacing: _d 10,2689 8" 877 7 7.125 6.1459 6. 071 5, 4849 5. 2181

or moo tering subs ance is a compound selected from the
group consisting of opioids, anxlolytlc and hypnotic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,

hallucinogens, phencyclidine, and benzodiazepines.

27. A use . of ‘Claim 26 wherein. the mind, thought
or mood altering substance is a compound selected from the
group consisting of cocaine, opioids and amphetamines.

28. A use of an effective amount of olanzapine or a

pharmaceutically acceptable salt thereof in a preparation of
a medicament for minimizing the frequency of relapse to
substance abuse in a subject that was physically addicted to
a mind, thought or mood altering substance.

29. A use of Claim 28 wherein the substance of
abuse is a compound selected from the group consisting of
opioids, anxiolytic and hypnotic drugs, cocaine, psychedelic
agents, marijuana, amphetamines, hallucinogens,
phencyclidine, and benzodiazepines.

30. A use of Claim 28 wherein the substance of
abuse is alcohol.

31. A use of Claim 30 wherein the substance of
abuse is nicotine.

32. A use . of Claim 28 wherein the mamnmal was
physically addicted to a mind, thought or mood altering
substance within the past two years.

33. A use of an effective amount olanzapine, or a
pharmaceutically acceptable salt thereof in a preparation of
a medicament for treatlng alcohol abuse in a subject in need
thereof.

et FeDl: nt sheet :
This s t1s ropiacement HIIIIII IIIIII IIIII IIIII II IIII
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- 5. 1251 4.9874 4.7665 4.7158 4. 4787 4.3307 4.2294 4. 141 3. 9873 3.7206 3 5645
©3.5366 3.3828 3.2516 3.134 3. 0848 3.0638 3.0111 2.8 7mﬁ Il,T"I

6432 2.6007
34. A use of Claim 33 wherein the alcbhol abuse
. is physical dependence on alcohol.

35. A use of Claim 34 wherein the physcial
dependence on alcohol is alcohollsm.

36- A use - of Claim 33 wherein olanzapine is
Form II olanzapine polymorph having .a typical x-ray
diffraction pattern as follows, wherein d represents the
interplanar spacing:

d
10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432
2.6007

This i tha replacament sheet HII\III ||I||I IIIll III|I \l |I||

Date: 11 SEP 1998°



. -24- 17. A use of an  effective anount of ol anzapine or a salt thereof in a
“;preparatloﬁ& for helping a subject to want to stop abusing a

m nd, thoug T[l ;-I’I ng substance. 18. A use . of Caim17 wherein
the mnd, t U “al tering substance is alcohol. 19. A use of

Clai m 17 wherein the mnd, t hought - o~2m0d al tering substance is a conpound
sel ected fromthe group consisting of opi oi ds, anxiolytic and hypnotic
drugs, cocai ne, psz;y;che;sjeIds,qa agegtfsclgg_;d j3ua lgm? m nes hal | uci nogens,
phencych:ldln%7 benzpdi azepi nes. A 3@% %fi ﬁhé?eln t he

m nd %w wPREer PR Y@GBQPaH@Q%QQaﬁ(ﬁﬂnxmﬂkixmtagted fromthe

g;?up cdmﬁﬁﬂaan}aﬂ pattens, agpfaldawﬁodwygyygﬁi ?é%ugﬁgor an
ef fecti 1R ine or a pharmaceutica ccep alt
thereofgﬁh a §%§E§$a€$%€f§$ a nedi canent for eaS|ng the adverse wt hdrawal
effects froma mnd, thought or nood altering substance which is physically
or psychol ogicalily addictive I n a subdect in need thereof. 22. A use of
Claim21 -wherein the substance is physi2eddy addlctlve
8.577
1.4721
7.125
6.1459
6.071
5.4849
. 5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
- 4.2294
4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
d
3.134
3.0848
3.0638
3.0111
'2.8739
2.8102
2.7217
2.6432
2.6007

39. A use of an effective amount of olanzapine or
a pharmaceutically acceptable salt thereof in a preparation
of a medicament for treating a condition which is a
response produced by cessation and withdrawal from the
abuse of alcohol in a subject in need thereof.

39. A use of Claim 38 wherein the response is
alcohol withdrawal syndrome.

This is 1h6 replacemern <hace
9 1 b replacemant sheet Hllllll Hllll IIIH HIlI Il IIII_
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23. A use of dainR2 wherein the nmind, thought or rmod al teri'n"g

substance is alcohol. 24. A use of Claim 22 wherei rT @ectnma
" nmood altering substance is nicotine. -25- 25. A use
wherein the mnd, thought or nood altering substance is Iect ed

fromthe group consisting of opioids, -a8xiolytic and hypnot| c dr ugs

cocai ne, psychedelic agents, nmarijuana, anphetam nes, hallucinogens,
phencycl i di ne, and epin fn ian sthe
m nd, thought or nood Zlf)ﬁie%zng sﬁgnggégﬁliﬁgv%eorﬁ%ou%&g%ecf‘wggflgomlt{
group coBermt iIig adfanzririne PobyspipPhah@vimshe fitniecal 27?-rayup@wdferan

ef f ecti vgj $FRuHt itn PAESPh n&lﬁét&nﬁﬁ%’lﬁ%c%& 'f‘&iidﬁvéccﬁﬁéﬁg

thereof in a preparation of a pedicanent for minimzing t requency of
rel apse ESPEGSQNLT LhdREeHPL288F] PRCING® was physical ly addicted to a
m nd, thought or npod altering substance. 28. A use of Claim 27 wherein
t he substance of abuse is a conpound selgected fromthe group consisting of
opi oi ds, anxiolytic and hypnotic drugs,o Coggd ne, psychedelic

8.577
7.4721

7.125
6.1459

6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294

4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516

3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432
2.6007

41. A use ' of Claim 38 wherein the effective
amount is from about 1 mg to about 25 mg per day.

42. A use of Claim 40 wherein the effective
amount is from about 1 mg to about 20 mg per day.
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agents, marijuana, anphetam nes, hallucinogens, phencyclidine, and

_ benzodi azeplmmsﬁwQthBﬁmﬂgémﬂi of Claim 27 wherein the substance of abuse
i s al cohol . a|n129 wherein the substance of abuse is
ni coti ne. 31 a1n127 wherein the manmal was physically
addicted. to a ought or nood &2%ring substance within the past two

years. 32. A use of an ef fecti ve anount ol anzapi ne,. or a pharnmaceutically

accept abl e salt th@geoélaﬁzapﬂhep@rratd @hactfmaumcs@mtaéeéptam@ ng
al cohol se |n $$ect i n.need ther eof Clam

32 where'i Lpise 18 prpdmiaing ;fé??deﬁ%’éq‘b?flﬁi'cBgoFel§ﬁ’seA use.
of Clalmd%%uﬁsﬂ&n¢etabuaéySC|al dependence on al cohol is alcoholism 35. A

use of Claim 32 wherein ol anzapine is Form Il ol anzapi ne pol ynor ph
having a typical x-ray diffraction pattern as follows, wherein d represents
t he 44. Olanzapine or a pharmaceutlcally acceptable

salt thereof for use in helping a patient want to stop the
abuse of a mind, thought or mood altering_substance.

45. Olanzapine or a pharmaceutiéally acceptable
salt thereof for use in treating a condition which is a
response produced by cessation and w1thdrawa1 from the abuse
of alcohol.

46. Olanzapine or a pharmaceutically acceptable
salt thereof for use in treating alcohol abuse.

47. Olanzapine or a pharmaceutically acceptable
salf thereof for use in easing the adverse withdrawal
effects from a mind, thought or mood altering substance
which is physically or psychologically addictive

48. Olanzapine or a pharmaceutically acceptable
salt thereof for use in treating a condition which is a
response produced by cessation and withdrawal from the use
of a physcial or psycholocally addictive substance.
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17. A use of an effectiw DATE CE i l q

salt thereof. in a preparation of a medicament for helping a
subject to want to stop abusing a mind, thought or mood
altering substance.

-24-

18. A use of Claim 17 wherein the mind, thought
or mood altering substance is alcohol.

19. A use . of Claim 17 wherein the mind, thought
or mood altering substance is a compound selected from the
group consisting of opioids; anxiolytic and hypnotic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,
hallucihogens, phencyclidine, and benzodiazepines.

20. A use of Claim 19 wherein the mind, thought
or mood altering substance is a compound selected from the
group consisting of cocaine, opioids and amphetamines.

21. A use of an effective amount of olanzapine or a
pharmaceutically acceptable salt thereof in a preparation of a
medicament for easing the adverse withdrawal effects from a
mind, thought or mood altering substance which is physically or
psychologically addictivé., in a subject in need thereof.

22. A uyse of Claim 2l wherein the substance is
physically addictive.

23. A use of Claim22 wherein the mind, thought
or mood altering substance is alcohol.-

24. A use of Claim 22 wherein the mind thought
or mood altering substance is nicotine.
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25. A use of Claim 22 wherein the mind, thought
or mood altering substance is a compound selected from the
group consisting of opioids, anxiolytic and hypnotic drugs,
cocaine, psychedelic agents, marijuana, amphetamines,
hallucinogens, phéncyclidine, and benzodiazepines.

26. A yse . of Claim 25 wherein the mind, thought
or mood altering substance is a compound selected from the
group consisting of cocaine, opioids and amphetamines.

27. A use of an effective amount of olanzapine or a

pharmaceutically acceptable salt thereof in a preparation of
a medicament for minimizing the frequency of relapse to
substance abuse in a subject that was physically addicted to
a mind, thought or mood altering substance.

28. A use of Claim 27 wherein the substance of
abuse is a compound selected from the group consisting of
opioids, anxiolytic and hypnotic drugs, cocaine, psychedelic
agents, marijuvana, amphetamines, hallucinogens,
phencyclidine, and benzodiazepines.

29.. A use of Claim 27 wherein the substance of
abuse is alcohol. B

30 . A use of Claim 29 wherein the substance of
abuse is nicotine.

3. A use of Claim 27 wherein the mammal was
physically addicted to a mind, thought or mood altering
substance within the past two years. -

32. A use of an effective amount olanzapine, or a
pharmaceutically acceptable salt thereof in a preparation of

a medicament for treating alcohol abuse in a subject in need
thereof.
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2.6432 2.6007 37. A use of an effective anount of ol anzapine or a
pharmaceutical |y acceptable salt thereof in a preparation of a nedi canent
for treating a condition which is a response produced by cessation and

wi t hdrawal from the abuse of alcohol in a subject in need thereof. 38. A
use of Claim 37 wherein the response is alcohol wthdrawal syndrone.
-28- 39. A use of Claim37 wherein the ol anzapine is Form Il ol anzapi ne
pol ynor ph having a typical X-ray powdeé6diffraction pattern substantially
as follows, wherein d represents the interplanar spacing: d 10.2689 8.577
7.4721 7.125 6.145938, 01 yge of Claim 32 wherein the alcohol abuse

is physical depen_dence on alcohol.

34. A use of Claim 33 wherein the physcial
dependence on alcohol is alcoholism.

35. A use of Claim 32 wherein olanzapine is

Form II olanzapine polymorph having a typical x-ray

diffraction pattern as follows, wherein d represents the
interplanar spacing:

d
10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251 -
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432

, 2.6007
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36. A use of Claim 33 wherein olanzapine is
Form II olanzapine polymorph having a typical X-ray
diffraction pattern as follows, wherein d represents the
interplanar spacing:

d
10.2689

" 8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.7158
4.4787
4.3307
4.2294
4.141
3.9873
3.7206
3.5645

- 3.5366
©3.3828
3.2516

d -
3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432
2.6007

37. A use of an effective amount of olanzapine or
a pharmaceutically acceptable salt thereof in a preparation
of a medicament for treating a condition which is a
response produced by cessation and withdrawal from the
abuse of alcohol in a subject in need thereof. -

38. A use of Claim 37 wherein the response is
alcohol withdrawal syndrome.

I
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2. 6007 40. A use of Claim37 wherein the effective amount is from about
1 ng to about 25 ng per day. 41. A use of Claim39 wherein the effective
anount is fromabout 1 ng to about 20 ng per day. -29- 42. d anzapi ne or
a pharmaceutically acceptable salt thereof for use in mnimzing the
frequency of relapse to substance abuse. 43. O arizapi ne or a

phar maceutically acceptable salt thereof for use in helping a patient want
to stop the abuse of a mnd, thought e@8spod altering substance. 44.

A anzapi ne or a pharnmaceutically acceptable salt thereof for use in

treating a conditiogguwhjchsés a b5 BARLG: @rvo%mhw ﬁ?é&ﬁa&ih
withdrawal fromthe abuse of alcohol, 45. A anzapi ne or

phar rrlgi(;llgutl 2al | y
accept ablEe % 11 t ALARZAPABE RO YRR PN BAVHR% A l%fb’us’% rofs PeYERFapi ne
or a phardiptfrdctbbhypattephalsubstant italdnecals fivl luses, wisase g dhe adver se
Wi t hdr avva}:le&tég&tlésf LRE §n%991a91%‘}“9$ac%d@°d al tering substance

d

10.2689
8.577
7.4721
7.125
6.1459
6.071
5.4849
5.2181
5.1251
4.9874
4.7665
4.,7158
4.4787
4.3307
4.2294
4.141
3.9873
3.7206
3.5645
3.5366
3.3828
3.2516
3.134
3.0848
3.0638
3.0111
2.8739
2.8102
2.7217
2.6432
2.6007

40. A use of Claim 37 wherein the effective
amount is from about 1 mg to about 25 mg'per day.

41. A use of Claim 39 wherein the effective
amount is from about 1 mg to about 20 mg per day.
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whi ch-i s physicaPIy or psychol ogical ly addictive 47. O anzapine or a
pharmaceutically acceptable salt thereof for use in treating a condition

which is a response produced by cessation and withdrawal fromthe use of a
physci al or psychol ocal |y addictive substance.

-29-

42. Olanzapine or a pharmaceutically acceptable
salt thereof for use in minimizing the frequency of relapse
to substance abuse.

i3. Olanzapine or a pharmaceutically acceptable
salt thereof for use in helping a patient want to stop the
abuse of a mind, thought or mood altering substance.

44, Olanzapine or a pharmaceutically acceptable
salt thereof for use in treating a condition which is a

response produced by cessation and withdrawal from the abuse
of alcohol.

45. Olanzapine or a pharmaceutically acceptable
salt thereof for use in treating alcohol abuse.

46 . Olanzapine 6r a pharmaceutically acceptable
salt thereof for use in easing the adverse withdrawal
effects from a mind, thought or mood altering substance
which is physically or psychologically addictive

47. Olanzapine or a pharmaceutically acceptable
salt thereof for use in treating a condition which is a
response produced by cessation and withdrawal from the use
of a physcial or psycholocally addictive substance.
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