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Insomnia is one of the most common complaints in
general medical practice. There is a one year prevalance of
as high as 40%. DSM-IV, p. 553 (American Psychiatric
Association, Washington, D.C. 1994). A variety of

15 pharmacological agents are used to treat insomnia; however,
the "perfect® agent would allow sleep to 6ccur, with normal
sleep architecture, rather than produce a pharmacologically
altered sleep pattern. The "perfect® agent would not cause
next-day effects, either rebound anxiety or continued

20 sedation. There continues to be a need for more desirable
drugs having at least several of the characteristics
described for the *perfect” agent.

Benzodiazepine hypnotics have been prescribed in
the past; however, benzodiazepines are generally not a drug

25 of choice for the treatment of insomnia due to benzodiazepine
side effects and difficulties with treating the -elderly
patient with benzodiazepines. Untreated or improperly
treated insomnia is associated with a four fold increase in
accidents. Goodman and Gillman, The Pharmacoloagical Basis of

30 Therapeutics, 385 (McGraw Hill, New York 9th ed.) 1996.

Thus, there is a need for additional
pharmacological treatments for the patient suffering from
insomnia. Such pharmacological treatment should most
preferredly provide a safety profile which is acceptable for

35 long-term use, if necessary or desired.

It is known that olanzapine can provide

antipsychotic activity and is currently undergoing
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The'presently claimed invention provides a method
for treating insomnia, comprising administering an effective

15 amount of olanzapine or a pharmaceutically acceptable salt
thereof to a patient in need of such treatment.

A preferred embodiment of the present invention is
treating insomnia in a patient selected from the group
consisting of an elderly patient, a patient suffering from

20 long term insomnia, and in a patient who has been taking a
hypnotic agent for more than three consecutive weeks.

A further preferred embodiment is a method for
treating insomnia without clinically significant alteration
of the sleep architecture, comprising administering an

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

Olanzapine is of the formula

7

30



20 " long terminsomia, and in a patient who has been taking a

hypnoti c agent for nore than-three consecutive weeks. A
further preferred enbodinment is a nethod for treating insomia
without clinically significant alteration of the sleep architecture,
conpri sing adW@PEsET ng an 25 ef fective anount of ol anzapﬂ 03352

phar maceutical |y acceptabl e salt thereof to a patient in need of such
treat ment. A anzapine is of the formula 30 [err]
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- 3- or an acid addition salt thereof. As used
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It is especially preferred that olanzapine will be
10 the Form II olanzapine polymorph having a typical x-ray
powder diffraction pattern as represented by the following

interplanar spacings:
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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

intensities:

d I/Iy
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
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



3.0638 3.0111
2. 8739 2.8102
2.7217 2.6432
2. 6007 A typical exanple of an x-ray diffraction pattern
for Forml1l iswe97B¥BTows wherein d represents the i nt ePEI/B§PIN03I592
spacing and I/I[err] represents the typical relative 5 I ntensities:
d : [/1[err] : 10. 2689 100. 00
8.577 7.96 5 7.4721 1.41
7.125 6. 50 : 2T 6. 1459 3.12
6.071 512 ﬁé §49 0.52
5. 2181 6. 86 3.2516 % 251 2. 47
4.9874 7.41 3.134 0481665 4.03
4.7158 6. 80 3.0848 0444787 14.72
4. 3307 1.48 4,.2294 23.19
4.141 11. 28 3.0638 34473 9.01
3. 7206 14. 04 3.0111 3355645 2.27
3. 5366 4. 85 2.8739 0379828 3. 47
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 Kqg radiation source of wavelength, A=1-541A.
5 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
II associated with less than about 5% Form I, preferably less
10 than about 2% Form I, and more preferably less than about 1%
Form I. Further, “substantially pure" Form II will contain
less than about 0.5% related substances, wherein *related
substances" refers to undesired chemical impurities or
residual solvent or water. In particular, ®substantially
is pure* Form II should contain less than about 0.05% content of
acetonitrile, more preferably, less than about 0.005% content
of acetonitrile. Additionally, the Form II polymorph
preferably contains less than 0.5% of associated water.
The polymorph obtainable by the process taught in
20 the '382 patent will be designated as Form I and has a

typical x-ray powder diffraction pattern substantially as
follows, obtained using a Siemens DS000 x-ray powder
diffractometer, wherein d represents the interplanar spacing:
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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 Wag7/33587 - 2. 7217 PCT(97/03592
2.6432 1.26 2. 6007 0.77
The x-ray diffraction patterns set out herein were obt ai ned using a
Si enens D5000 x-ray powder diffractoneter havi ng a copper Klerr]
radi ati on source of wavel engt h, [err]:l[éﬁr]541[err]. 5 It
is further preferred that the Form |1l ol anzapi ne pol ynorph will be
adm ni stered as the substantially pure Form 1 ol anzapi ne pol ynor ph.
As used herein "substantially pure” refer® to Form Il associ ated
with | ess than about 5% Form I, preferabl §.9463% 10 t han about 2% Form
|, and nore preferably | ess than about 1%, 55979 Form|. Further,
"substantially pure” FormlIl wll contain8 2 | ess than about 0.5%
rel ated substances, wherein "rel ated 244hst ances” refers to undesired
chem cal inpurities or residual sobv@®&2or water. In particular,
"substantially 15 pure"” Form Il shoul g $pa ain | ess than about 0.05%
cont ent of acetonitrile, nore prefer Eggy | ess than about 0.005%
cont ent of acetonitrile. Additiona r?, he Form 11 pol ynorph
preferably contains |ess than 0.5% of assbBc$83%d wat er.
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The pol ynbr ph obtai nabl e by the process taught in 20 the ' 382 patent

w Il be designated as Form | and has a typi cal x-ray powder
diffraction pattern substantially as foll ows, obtained using a
Si enens D5000 x-ray powder diffractometer, wherein d represents the
i nt erpl anar s¥@PTIPS87 WO 97/ 33587 T/US97/03592
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d 9. 9463
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6. 2439 A typical examp3e58f5an x-ray diffraction pattern
i-gggg for Form I is as follows Qh%f%é? d represents the interplanar
4: 6786 spacing and I/I; represents é%@sggpical relative intensities:
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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 of the named

10 condition or amelioration or elimination of the condition
once it has been established.

As used herein, the term *insomnia® shall refer to
a condition characterized by the inability of an individual
to fall asleep or to maintain sleep for the desired amount of

15 time necessary to provide a rested, alert feeling upon
waking. To further clarify, the term insomnia shall refer to
the condition classified in the DSM-IV, p. 553 (American
Psychiatric Association, Washington, D.C. 1994) as Catagory
number 307.42. Diagnostic criteria include a predominant

20 complaint in difficulty initiating or maintaining sleep, or
nonrestorative sleep, for at least one month; The sleep
disturbance causes clinically significant distress or
impairment of social, occupational, or other important areas
of functioning; The sleep disturbance does not occur

25 exclugively during the course of Narcolepsy, Breathing
related sleep disorder, circadian rhythm sleep disorder, or a
parasomna; The disturbance does not occur exclusively'during
the course of a mental disorder; The disturbance is not due
to the physiological effects of a substance or a general

30 medical condition. -

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

35 (Billard, et al. Life Sciences 35:1885 (1984)) and the 3H
spiperone (Seeman et al Nature 216:717 (1976)) binding assays
respectively. Further, olanzapine is active at the 5-HT-2
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PCT/ US97/ 03592 useful for the treatment of insomnia. - 8- _ :
The x-ray powder diffractphenupafibidss e ehs Mﬁmﬁbund for eBbat{IRA Wth a
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~linical ol . |
A double-blind multicenter clinical trial was
10 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 insomnia.

15 . Olanzapine is effective over a wide dosage
range, the actual dose administered being dependent on the
condition being treated. For example, in the treatment of
adult humans, dosages of from 5 to 25 mg per day may be
used. A once a day dosage is normally sufficient. For

20 treatment of insomnia, a dose range of from 5 to 100 mg, is
suitable, while a dosage of from 5 to 25 mg per day is
preferred. Radiolabelled olanzapine, can be detected in
the saliva and thus the compound can potentially be
monitored in patients to assess compliance.

25 A preferred formulation of the invention is a
solid oral formulation comprising from about 5 to about 25
mg of olanzapine as an effective amount of the active

ingredient.
Most preferably, the solid oral formulation is
30 contained in packaging materials which protect the

formulation from moisture and light. For example, suitable
packaging materials include amber colored high density
polyethylene bottles, amber colored glass bottles, and other
containers made of a material which inhibits the passage of
35 light. Most preferably, the packaging will include a
desiccant pack. The container may be sealed with an aluminum
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limted to, a human. The term "treating" as used herein includes
prophyl axi s of the named 10 condition or anelioration or elimnation of
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PCT/ US98/ 0359%hen 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 container
for example in a sachet. Some examples of suitable carriers

20 are lactose, dextrose, sucrose, sorbitol, mannitol,
starches, gum acacia, calcium phosphate, alginates,
tragacanth, gelatin, syrup, methyl cellulose, methyl- and
propyl-hydroxy-benzoate, talc, magnesium stearate or
mineral oil. The compositions of the invention may, if

25 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

compositions for the treatment of central nervous system

30 conditions may be formulated as tablets, capsules,
injection solutions for parenteral use, gel or suspension
for transdermal delivery, suspensions or elixirs for oral
use or suppositories. Preferaﬁly the compositions are
formulated in a unit dosage form, each dosage containing

35 from usually 5 to 25 mg, of the active ingredient.

The materials for the present invention can be

purchased or prepared by a variety of procedures well known
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profile of the conpound provides a nedi canent which can be usef ul
for the treatnent of insommia. The useful ness of the
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Bxeparxation 1

Technical Grade olanzapine

Intermediate 1
20

In a suitable three neck flask the following was added:

Dimethylsulfoxide {analytical): 6 wvolumes
Intermediate 1 : 75 g

25 N-Methylpiperazine (reagent} : 6 equivalents
Intermediate 1 can be prepared using methods known to the
skilled artisan. For example, the preparation of the
Intermediate 1 is taught in the '382 patent.
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- 10- foil blister to provide the desired protection and maintain
product stability. A anzapine will normally be

adm nistered orally and, for this purpose, it is usually enployed in
the form 5 wWoO973$3587 phar maceuti cal conposition. PCT/US97/03592
Accordi ngly, pharnmaceutical conpositions conpri sing ol anzapi ne, as
active ingredient associated with a pharmaceutically acceptabl e
carrier may be prepared. In maki ng the conpositions of the invention
conventional 10 techni ques for the préparation of pharnmaceuti cal

conmposi tions Ka¥uBES6¥¥HEe %&Er@ééﬁpgﬁhréé“ilﬁﬁtMXQ a%?ed to'?gﬁsgéegﬁeVM|l

usually be mxed with %QH: ed carrier,
encl osed wit h?ﬂmﬁnb%ﬁ‘?@e uEFln%Eh%e"‘?thn Tleqs,erqa(g:,tﬁ‘pgf wgs c%?)%ﬁﬁde
sachet, paper tor120¥emandontinbained mt thathéesmpéxatoare ithroaghyes e a

diluent, it nayrReiéR!did the react§éﬁn Silel QeQEﬁibﬁg“dLr@ﬁﬁgiig%e Wyph_acts

as a vehicle, ¥i%g glen% Oé nedi um fQr the active ingredren The
active HPLG et ctheishussmediasegl o defsornaeaeredi ner
for exanple i Afaesadlletrea@mmnewasmd:mlce‘tesuthahhiacmﬁfer wakSallowed t €

| actose, dextgggse, sh I}P% 2@% blét%ut E’éﬂﬂehi—gt The reﬁg:f’i.l[)ﬁh Py mg:eyrup

acaci a, cal ci um pho at e,
net hyl cel | ul ¥&g8, ¢ H‘;Hans ﬁa edts a’braé’P}‘PPﬁﬂrﬂF%mEG&kerwléﬂc
magnesi um st ebottem oflask and waber dbatdi.l . T6hehtongulsitioanwich Ad¢wadciv@nt i on

may, 1fqag25 es4 , I o] o} e | sust ai ned or
del aye 0r el eagggo%h(g e 1530335% %%Lenr?ft gg? o nd iRl a&% ﬁfﬁ%t T o the
pati ent. was stirred atpg o@g‘?fg 3(9nmE1HEtﬁ§t hothrse ¥ahimestefitwaher t he

was added slowly over about 30 minutes. 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

15 methanol. The wet cake was dried in vacuo at 45°C overnight.
The product was identified as technical olanzapine.

Yield: 76.7%; Potency: 98.1%

20 Preparation 2
Form II olanzapine polymorph

A 270 g sample of technical grade 2-methyl-4-(4-
methyl-l-piperazinyl)-10H-thieno(2,3-b][1,5]benzodiazepine
25 was suspended in anhydrous ethyl acetate (2.7 L) . The
mixture was heated to 76°C and maintained at 76°C for 30
minutes. The mixture was allowed to cool to 25°C. The
resulting product was isclated using vacuum filtration. The
product was identified as Form II using x-ray powder
30 analysis.
"Yield: 197 g.
The process described above for preparing Form II
provides a pharmaceutically elegant product having potency >
97%, total related substances < 0.5% and an 1solated yvield of
35 > 73%.



conpositions for the treatnment of central nervous system 30 condi tions

may be formul ated as tablets, capsules, I njection solutions for
parenteral use, gel or suspension for transdernal delivery,
suspensions or elixirs for oral use or suppositories. Preferablx t he
conposi tions aW@9733587 forpnulated in a unit dosage form eac

contai ni ng 35 fromusually 5 to 25 ng, of the active ingredient.

The materials for the present invention can be pur chased or prepared
by a variety of procedures well known _13- - WD 97/ 33587

PCT/ US97/ 03592 -11- to those
of ordinary skill in the art. O anzapiEXAMPLE DE prepared as

descri bed by Chakrabarti in U S. Patent No 5,229,382 ('382), herein
incorporated by reference inits entirety. Further, the follow ng

preparations illustrate & pertion af ibe hﬁﬂr@mﬂgcenl@l@s%ml ally
preferred Formdissolved 1ﬁ|§ﬁﬁiﬁﬁeﬂewﬁeéfntﬁFﬁbrm a solutlon for Cowpound

characterjzation er ern
Snal yei 5.5 ¢ her REAIIARSOP! e YenaiBing nydrafEREByS; e ifdhde Cotal ok
calorinetery (5O wig flnal i takdiest wedghwnhl yhichf waswan ee:;tmnalﬁpegr:}déwR
analysis for ywas comBiMeatlwPaNit®et olanzapine (l 18% w/WNe falclgw @99 32%

S o2 e P Rl AR RR%S Bhe grompylibp. (ot HhuiiRos Fagh ° °°
Techni cal G adeshsiaangxphnbator. All ingredients were security 51eved prior
10 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 wet sized
using standard methods. The wet granulation was then dried
in a fluidized bed dryer and sized. The material was then
15 added to a tumble bin mixer.

The rumning powders consisting of microcrystalline cellulose
(granular) (10% w/w), magnesium stearate (0.5% w/w), and the
remainder of the crospovidone were added to the sized

20 granulation. The mixture was blended and compressed with the
appropriate tooling on tablet compression equipment.

Subcoating:

25 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
with the hydroxypropyl methylcellulose solution . The
operation was performed in a perforated coating pan.

30
Color Mixture White (hydroxypropyl methylcellulose,
polyethylene glycol, polysorbate 80, and titanium dioxide)
35 was mixed with purified water to form the coating suspension.

Subcoated tablets were divided into approximately equal
sections and spray coated with the coating suspension



[err] *' ° | nternmediate 1 20 In a suitable

three neck flask the foll ow ng was added: . D et hyl sul f oxi de
(analytical): 6 volunes Internmediate 1 . 75 g 25

N- Met hyl pi perazine (reagent) : 6 equivalents Internediate 1 can be
prepared usi WP 983883ds known to the skilled artisan. FEaUSONGS e,
the preparation of the Internmediate 1 is taught in the '382 patent.
WD 97/ 33587 PCT/ US97/ 03592

-12- A sub-surface ni'trogen spargeliine was added to renove the

described above. The operation was performed in a perforated
coating pan.

The coated tablets were lightly dusted with carmauba wax and
5 imprinted with appropriate identification.



ammohi‘a’ formed during the reaction. The reaction was heated to

120[ err] C and nmai ntai ned at that tenperature throughout t he duration
of the reaction. The reactions were ftﬁgrmecl By HPLC until [err] 5%
of the intermediate 1 was |eft unreadtdHS SHEET] HASABEEN the reaction was
compl ete, the WPAAE was al l owed to RERIAGEDS| owl § to 2R YPEBIout
2 hours). The reaction m xture was thenmtramsfetred to an
appropriate three neck round bottom fl ask and water _bath. To this

solution with agitation 10 was added 1Qcvol unes reagent grade nethanol
and the reaction was stirred at 20[&fr]C for 30 m nHIM”“MHEIII””"I
vol unes of water was added sl ow yCaadmsbout 30 min

reaction slurry was cooled to zero to 5[err]C and stirred %o

m nut es. The pr odijct was filtered and the wet cake was washed wlth

chilled 15 met hanol . 1+ Ph"&iO RE WERA NG dNFAMDER (RPATiSdNEr 1] C
over ni ght . admifiheterixdyaio aamammant irf |rmédaeftmﬂnl&éﬁatﬁbﬁﬂzam ne.

Yield: 76 7% RegREYve g.ﬁnoél{?t ?Pno?plne, or a Bparmac%utlcally areé)patra el

2 anzapi ne p
270 g sanpl e o3LECRRPEAE grade 2- et hyl - 4- (4-

met hyl - | - pi perazi nyl ) - 10H-t hi eno[ 2, 3-b] [ 1, 5] benzodi azepi ne 25 vvas
suspended i n anhydrous ejhy ( )
heated to 76[err]C. and rréal n%al ne apDf éf‘é:rdr. %‘(5’ °lanzapﬁf’ﬁ 'l‘%sp‘mf'he

m xture was al TGWRHRREFARINS hFU‘?S[%r‘FIFGC#hé raY dlfﬂ“’@&ﬂlpnngaptmas was
i sol at edlusi ng featows) fulldredni dnrefihesents thepinebislamms sPaBingi ed as Form
Il using x-ray powder 30 anal ysi s. Yield: 197 g.
The process described above for preparing Fprml| provi des a .
pharmaceutical 'y el egant product having pggeBgyglerr] 97% total
rel ated substances < 0.5% and an isol ated ygeggyof 35 > 73%
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-13- EXAVPLE 1 ’mﬁf muﬂluﬁm JH“,
of the hydroxypropyl cellul ose was, : di ssolved in puri¥ied .

forma solution for 5 gr anul af THIS SHEET HRS“EE\%Q”Q hydr oxypr opyl
cel l ul ose (t N@HP7/33687 4.0% wW w fingg ft ijght), WRCINUSHEE3SMN
extra fine grade, was conbi ' lapi ne (1.18% w w),

| act ose (79.32% ww) and a portion of the crospovidone (5% wWw in a
hi gh shear granulator. Al ingredients were security sieved prior 10
to addition and dry blended in the granul‘&?br. This m xture was
then granulated with the, hydiconodr epybiraeh! vl W8&r-sil WHePDatient ih Mmidle

hi gh shear gragu Ptot{{t he gr;gui. tion was wet sized usi ng standard
met hods. The Rt “GrAHUT St i*Sh Sr&s™ then dri ed in a fluidized bed dryer
and sized. The material was then 15 added to a tunble bin m xer.

The running powders congj sf inkhfa BIECERELH ST AhéFEi L Al lRt8ent is

(granul gr) (10% gv/ ﬁ%neﬁrl um stearate (0.5% ww), and the

fenmi nd@r of PRE %’F%Eﬂ) O 49N T T, RS FTRA2 RRICR Hag S§curred Loy, maxieon. -
The m xt ure webabl gucasl comgecuhpveseseksai th t he appropriate tooling
on tabl et conpression equipnent. Subcoati ng: 25

Hydr oxypropyl nmethyl cel |l ul ose (10% w s, mxed ., with purified
water to forma sol utio#r. pcd?eé:%%bp\gt \é/lﬁﬁgel le‘(ereuﬂit\hed@&tﬁﬁ{‘ has

appr oxi mat el ybeemapresiciusdys taedtepnathcaabgpnotic agesitt.h t he hydr oxypropyl
met hyl q@l | ul ose solution . The

6. A method of Claim 1 wherein the effective
amount is from abou; 1 mg to about 25 mg per day.

7. A method of Claim 6 wherein the effective
15 amount is from about 5 mg to about 20 mg per day.

8. A method for treating insomnia, wherein the such
treatment provides no clinically significant alteration of
the sleep architecture, comprising administering an effective

20 amount of olanzapine or a pharmaceutically acceptable salt
thereof to a patient in need of such treatment.

9. A method of Claim 8 wherein the effective
amount is an amount of from about 5 mg to about 25 mg per
25 day.

10. A method of Claim 9 wherein the patient is
elderly.

30 11. A method of Claim 9 wherein the olanzapine is
Form II olanzapine having a typical x-ray diffraction pattern
as follows, wherein d represents the interplanar spacing:

d
10.2689

8.577
7.4721 - This Sheet Has Been Replaced

RN




operation was perforned in a perfgrated coatlng pan. 30 -Coati ng of
Core Tabl ets: 9 -e~hht e (hydr oxypropyl

nmet hyl cel | ul ose, pol yet hy, en§0§1 ; BEENorbat e 80, and titanium
di oxi de) 35 was mixed with pu v‘ g to fermthe coatin

suspensi on. WO97338kibcoated tablets were divroeetinto approfqg{sﬁ'f'??sgqual
sections and spray coated with the coating suspension

97/ 33587 PCT/ US97/ 03592

-14- descri bed above. The operation $2§ perfornmed in a perforated
coating pan. The coated tablets we lightly dusted with carnauba

wax and 5 I nprinted with appropriate i debd%%i cation. —_—
-15- 6.071

: . [T [l ‘
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12. Olanzapine or a pharmaceutically acceptable
salt thereof, for use in treating insomnia, wherein the such
treatment provides no clinically significant alteration of

5 the sleep architecture in the mammal in need of such
treatment.

13. Olanzapine or a pharmaceutically accpetable
salt thereof, for use in treating insomnia.
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c ai ns 1. A use of an effective anmobunt ol anzapi ne, or a
spharmaceutically acceptable salt thereof in a preparation of a nedicanent
for treating insomia in a subject in need thereof. A_use
of Claim1l wherein olanzapine is FormIl ol anzapi ne havin t X-ray
diffraction pattern as foll ows, mhereln d igpresentslﬂlﬂ"ﬂ"" ﬁﬁﬂrﬁ""
spaci ng:

10. 2689 8.522112&

L4721 7.125

. 1459 6.071
4849 _ 1. A use of am effiective amount olanzapine, or a

) 1251 pharmaceutically acceptqp:l% 1t thereof in a preparation

' 7665 :ﬁeiergzdlcament for treat%gnsomnla in a subject in need
. 4787 4. 3307

. 2294 4.141
. 9873 3. 7206

. 5645 - 2. A use of e8%n 1 where:m olanzapine is Form

. 3828
134 II olanzapine having a é:ygggg? x-ray diffraction pattern ag

. 0638 follows, wherein d repre@eft&lthe interplanar spacing:

4a
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2. 8739 ' . 12.8102 -
2.7217 2. 6432 —

A(ngio?gl wherein the subject in need of treat ITEI’I'S-GIS U"M“ﬂ'ﬂ""ﬁmmme !

4. A use of Caiml wherein the subject,_is sufferi ngc f font'| ohg-4 erm

i nsomi a whi ch has occurred for nore than"ﬁfr ee consecutive weeks.

5. A use’ of C aim 1l shereiwsd he ofilflcim Hawherednpthyisubgleytt rantmshdn t h
a hypnotic ageff .treatment is elderip. use of Caim1l wherein the effective

anount is fromabout 1 ng to about 25 ng per day. 7. A use
of Claim6 wherein the effective anmount is fromabout 5 ng to about 20 ny
per day. 8.4.AAusse of aof afXecint ilvavhereint thé salbjecepi i or a

phar maceuti cal dye 26568t 2R58 ﬁ%] -dis' ¢ IBIH ‘m-%?a i i nt
for treating ir%/orml aBi n g su 'gte.ct I'n {r%g %ﬂerelo ,B\%ﬁe‘?g?‘gﬁé%}:h q'ﬂr %‘gg%ent
provi des no than three consecutive weeks. .

5. A use of Claim 1 wherein the subject - hag
been previously treated with a hypnotic agent.

6. A use of Claim 1 whefein ‘the effective
amount is from about 1 mg to about 25 mg per day.

7. A use of Claim 6 wherein the effective
amount is from about 5 mg to about 20 mg per day.

8. A use of an effective amount of olanzabpine
or a pharmaceutically acceptable salt thereof in a
preparation of a medicament for treating insomnia in a
' subject in need thereof, wherein such treatment provides no
clinically significant alteration of the sleep architecture.

9. A use of Claim 8 wherein the effective
amount is an amount of from about 5 mg to about 25 mg per
day.

_ 10. A uyse of Claim 9 wherein the subject is
elderly.

11. A use of Claim 9 wherein the olanzapine is
Form II olanzapine having a typical x-ray diffraction pattern
as follows, wherein d represents the interplanar spacing:

d
10.2689
8.577
7.4721
7.125




cltnically significant alteration of the sleep architecture.

9. Ause "of Caim8 wherein the effective anount is an anount of from
about 5 ng to about 25 ngy per day. 10. A use of Claim9
wherein the subject is elderly. ' 11. Ause of Caim?9
_wherein the olanzapine is Form Il ol anzapine having a typical Xx-ray ——

diffraction pattern as follows, wherein dqrepresents t | I
. etise TR o
2689 _ 8.577 6.071 *C L oM s s :
7.4721 7.12%5.4849 .
-17- 6. 1459 5.2181 6. 071
5.4849 5.2181 5.1251
5.1251 -+ 4.9874 4.9874
4.7665 ' 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

12. Olanzapine or a pharmaceutically acéeptable
salt thereof, for use in treating insommnia, wherein the such
treatment provides no clinically significant alteration of
the sleep architecture in the mammal in need of such
treatment.

13. Olanzapine or a pharmaceutically acceptable
salt thereof, for use in treating insomnia. '
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