WD 2008/ 019010PCT/ US2007/ 017062 METHOD OF TREATI NG THERMOREGULATCORY

DI SFUNCTI ON W TH PAROXETI NE 5CROSS- REFERENCE TO RELATED APPLI CATI ONS

[ 0001] NowoApdieabl e STATEMENT REGARDI NG FEDERALLY SPORSCRERNREBHARCH OR
DEVELOPMENT to [ 00021 Not Applicable FIELD OF THE | NVENTI ON [ 0003] The
present invention relates to a nethod for treating a patient suffering from
a thernoregul atory dysfunction, especially hot flashes and fl ushes
associated with 15 hornonal changes due to naturally occurring nenopause
(whether nale or fermale) or due to chemically or surgically induced
menopause. The nethod is alsolagﬁhgﬁﬁé ting the hot flashes, hot
flushes, or night sweats associate mn?ﬁng?%gggg'states t hat di srupt nornma
hor monal regul ati on of body tenperature. The invention further relates to
use of paroxetine or a FEHERVIKBREGULANOREKENEROIESITPNTHE | NVENTI ON 10004]
Hot flashes or flushes are nost typically seen in wonen who are in the
process of goi ng through nenopa 0 seen in wonen who have
under gone surgical or WO 2008/%@3@%@@%9?%@5%%@/017062 chem cal ly i nduced
menopause. They are also seen (less frequently) in nen who are undergoi ng
the so-called "mal e nenopause” or who have undergone hornonal abl ative

t herapy. The hot f|aBUSS-BRREFEREMNGE IGARELATe ARHLIGATIONSI sruption of the
hor monal control of thernoregulatory function. In addition, disease states
whi ch di[@00pt NoeApplicadle hor nonal control over thernoregul atory function
also result in such hot flashes and fl ushes.

STATEMENT REGARDING FEDERALLY SPONSORED
RESEARCH OR DEVELOPMENT

10 [0002] Not Applicable

FIELD OF THE INVENTION

[0003] The present invention relates to a method for treating a patient suffering from a
thermoregulatory dysfunction, especially hot flashes and flushes associated with

15 hormonal changes due to naturally occurring menopause (whether male or female) or due
to chemically or surgically induced menopause. The method is also applicable to treating
the hot flashes, hot flushes, or night sweats associated with disease states that disrupt
normal hormonal regulation of body temperature. The invention further relates to use of
paroxetine or a salt thereof.
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BACKGROUND OF THE INVENTION

[0004]) Hot flashes or flushes are most typically seen in women who are in the process

of going through menopause, but are also seen in women who have undergone surgical or



[0005] In the past, the primary treatnent for peri- and post- nenopausal
wonen havi ng these thernoregul atory dysfuncti ons have been hornonal

repl acenamo 2bésariaqay primarily 10 because of the known seb3tianaoal7o62
fluctuations in estrogen | evels. However, many wonen, especially those
having a history or at higher risk of breast cancer, are reluctant or wll
not accept hornone repl acenent therapy. Mre recently, serotonergic
conpounds (such as serotonin receptor reuptake inhibitors ) and

nor epi nepherine type conpounds (particul arly norepi nepheri ne uptake

i nhi bitors), have beep investigatied to,sone extent for, 15 the treatnment of
hot fl a@%%‘cgﬁﬂ‘“ppﬁgﬁ’é"gn?ﬂf‘“ﬁ%t ﬁh%?fezﬂﬁ? %ﬁ@ﬁ?s %ée?ug Hgg W mﬂ;’/ﬁvt(l)lto r?gési s, The
role of Serotonin in f]ot Jluyshes; Maturi L as 36 (2000) 155-164 déstcuesses t he
rol e of UpdSTEQINE Aies3A-tallefs male mepgRatse” ahwhp favey eeng HermonALAciAY
venl af axi ne. 10006] US 2006- 0100263 rel ates to conbi nati pns. of bigifadi ne
and anotheeapydrihs s flapkss apd flushesare copigclpdovith a digupfipn %?'?‘Fﬁgmﬁ?"rier " drugs
mentioned-as suitable for the conbination therapy. US 2006- 002%015 cl ai ns
the usecoitraofthermoregwatory foete) neskditione disetsssiites Whishilisrgpithe gormal

conbi nation with serotonin reuptake inhibitors. The '015 application al so
ment § onbotrhatal sedtedtdverthsanoteghlatory dupatiwieerlsoeswi inovushdog flaghesgne| i nical |y
eval uated in hot WD 2008/ 019010PCT/ US2007/ 017062 fl ashes and particularly
ment i onflutliegt fl uoxetine is nmentioned in this context in WO 9944601. US
2006- 0020014 and US 2004- 0130987 have simlar disclosures. US 2004- 1052710
mentions the use of serotonergic reuptake inhibitors in conbination with
nor epi nepheri ne reuptake inhibitors for the treatnent of vasonotor synptons
(the class to which hot flashes and flushes belong) w th paroxetine being
speci fi ¢a005y rfenbé pasedhagrioney pestsicht forperiornhpestr mgperdusali wermnpn baying Us
2002- 0042432 (now US 6, 369, 051) clains the conbinations of estrogenic

subst angigse Bhdrinofeghddtant dysfurstivot baierbeen hptratw] irepladsintant theSgM primadly
paroxetine is specifically mentioned as one of the potential SSRIs for use
in the ekadudedf tHavemiimosubsthitijldD@Rjations adelittogem leveksr tHaveves, hamot her SSRI )
was found to be effective to sone degree in hot flashes as a standal one

t her apy vidindd, @ecily tBbseAhvidpeihiktcry ookt 1Bghérridki ofdbréast cdviernpatisdictiiot
Fl ushes: Potential Involvenent of Serotonin in Vasonotor Instability; Del.

Med. Jr L w38 &B@ﬁ@%@%ﬂ&%@ne‘f@hw&@em N@ra®;. AbrdR2eng serdtdietdic @bmpbunds
SERTRALI NE 15 RELI EVES HOT FLASHES SE DARY TO MEDI CAL CASTRATI ON AS

TREATNE c%s%@é?&‘@ﬁﬁ%é%?@ﬂéﬁm@ﬁmrmhh@lﬁ%&%e €ypeletfingolidé 1998) .

US 6,498, 184 di scusses the role of selective 5-HT2c (a serotonin receptor

subt ype?@g@%ﬁg %o?}%‘inépﬂ@riﬁé GRLRE HhitorfiHavk lesh BvestiiateDR4oi%2edd foel at es

to use ("a selective noradrenaline reuptake inhibitor, i.e.

NARDL T Qfe {r%ﬁﬂlteﬁ]gf 1R 11280 < drAURRASs infBIMR et andveSiiBy, EBerdhdsefy; Pi | Ot tri al
assessi ng e erficacy of paroxetine hydrochloride (Paxil (r)5 in

trollg ' MRS 304 &8GR 11:
AT N A L R L B e e SR

Yo 2008/ B3804 B RoRbE R B Bt Yal R BTl BrlheBel oo menti on
the use of SSRIs in combinations with other drugs for hot flushes, or

Par oxeti ne s honot herapy for hot 11ushes. all of thess references only
N R G Y S e e i T A
rent) On?@%&%ﬁa%%)ge 7398 %@Met‘gﬁggg gssglenﬁBHaP&esfﬁritane t%pﬁle%%r%ﬁigfgem c

subs?fan ion, ere the ose Is given as 0.1-5

f 1-2 . f ) ) ! )
e S T A Ay B e 1
| oant [ dspressant ot e, 95k AlphlE: Bior S e bk gt . o

mentions that selective serotonin reuptaké inhibitors are being clinically evaluated in hot
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broad as to effectively not give any real teaching as to a particul ar dose.
[0009] It is generally recognized that at typical antidepressant

t her apeutwo 2d@giimgoof SSRIs (i ncludi ng paroxetine) therecans2&i7gniob cant
side effects that the patient may not be 15 willing to endure. Whnen with
menopausal hot flashes may not be willing to take antidepressant doses of
anti depressant drugs both due to side effects and reluctance to take a
treatment that is generally prescribed for depression. In addition,
patients who have nultiple other drug treatnents, especially cancer therapy

treatments or cancer survivors generally do not nt.to have.o r medi ca
i ssues flashsage P%“’&BQFIYVW?‘PPO%‘g%gf%?@esﬁsﬂeng'f)f%@f“ g ?P«S‘?‘?X%b‘é%m s who
are willing to_endure the side effect | er contexts ma

over whePHHRg 1L 378 REobi gmed e B-a) Thrbe haTtriiTe B A52004 om
ot her conditions. Thus, there renmains a need ﬁg obtain relief fromthe

t her nor 833 730arsntinps theess erFeWOIP%SICFF'E@%\@%’ ORHIT GOMRIRONIRe | | a5

ot her vasonotor WO 2008/ 019010PCT/ US2007/017Q62 di srupti ons er mal

f t
r egul at norepinsphering 1sbptake ihibiters fprdhe ErEIant O MRFOMUSRSYHYLOTS SPEF'4%t h t he
t herapeutic agents nentioned above. [0010] Paroxetine is a wel

I
char act & whish het fleshesenid flushes bshenghwdguparexstingheingineatfically sreatigped as
Chemi cal processes for its manufacture are detailed in US 4,861,893; US
6, 172, 288¢ biSsthl8 2604060 rduBtake4BBba0; UBL082-984242 706 vwel§ 963 #7325 1) gkims
6, 716, 985; US 6, 881, 845; US 6, 900, 327; and US 6,956,121 to nanme a few. It
i s knowshe @nshihstiorisrof\eatro ganic sudlsiaates withl apeleytivr hotoninoenptake oihikitorvar i ous
hydr at es, anhydrous forns, isopropanol ates, ethanol ates, etc, anorphous as
wel | as ($Sikh)iapl atoxesihald speeificallyrmeatiohedes drearfehelpstehid &BRIm fdrarsednanpl e,
Us 4,721, 723; US 5,039,803; US 5,672,612; US 5,872,132; US 5,900, 423; US
6. 080, 7% claiptedliddemtioh. US 6, 436, 956; US 6, 440, 459; and US 6, 638, 948, anong
ot hers. Various pharmaceutical dosage fornms are known fromthe foregoing
patents as well as from US 5, 955, 475; US 6,113,944; US 6, 645,523; US
6, 660, 298; and US 6, 699, 882 and others for exanple. Sone paroxetine
derivatives are 15disclosed in US 6,063, 927. US 6, 440,459 and US
2004/ 011@6@3 dihsalinke, patraisd (anethen SSRIewanfburd ke bgeffectvedbisome degree
hydrochl oride fromthe mal eate. US 2002/ 0193406; US 2002/0035130; and US

2001/ 0023 RE3f1£bh8 € hPS SraR@d bh&thefiplyVin Tt T8t AV M AT ea dlibl, oftSetralimegforrany ot hers.
US 2002/ 0090394 di scl oses controll ed rel ease conpositions of paroxetine.

Par oxet iygg,opassAlER MeaRsi PlehRAIGHvEI06mant b 86rodiemig & Vhisdrerak IPaGIiHANGI Ng
fromits use as 20 an anti depressant (US 4, 007,196) to neurol ogi c and

ment al %Q.Q?gg.rﬁl, debRnbet 199BAR). dONNG, 48 S8 e8Sin(RISh2t ABSERIRUBINE

treatnents ni'coti ne withdrawal, premenstrual synptoms, post-traumatic

stregs %m&%*swb%w&ﬁ@sibﬁ&mmwa BBl &hsTherRuviRY pat ent

discTosUres 1s incorporated herein (inits entirety) by reference. OBJECT

OF THE IWM@‘T o{v%ﬂwbkd P{gb@%ﬁ?fz ENCRROPLRAL-BHcol s 1:nvenidzon to

provide to a patient Suffering froma thernoregul atory dysfunction a dosage

form of pargxeid agosih ARALe0MANE & SldcAlL 9PL ALERRHn LedBliay Lo | ess

t han an depr €ssant e Ive dosage of paroxetine per day. [0012]

fhor e sBtvBOaddif Lfbr ol RO bnd: AR 06 2501 B oI IDISE LG Trom 2

t her mor at’o n a dosage form paroxetine sultable for
adm ni s tr(rabat;[xle e ?]; sfelregt%eoﬁc;i'ag;%/ngﬁtye llegpt!aﬁg ?nhtﬂbx%}, 119 I@Rﬁfﬁ%r treating hot

20 flaushes. Finally, Stearns et al; 4 pilot trial assessing the efficacy of paroxetine

hydrochloride (Paxil®) in controlling hot flashes in breast cancer survivors; Annals of
Oncology 11: 17-22, 2000 reports on studies of 10 mg and 20 mg per day dosings of

paroxetine hydrochloride monotherapy in women for control of hot flushes.



10 [0013] Still another object of the invention is to provide to a patient
suffering froma thernoregul atory dysfunction a treatnent thereof with

par oxet i r@otzh@to1sabst anti al | y avoi ds nost and/ or subst amrCiralskgo7nemeres t he
side effects typically obtained froman anti depressant effective anount of
paroxetine. 15 [0014] Still further objects of the invention wll be
apparent to those of ordinary skill. SUMVARY OF THE | NVENTI ON [ 0015]
The foregoing objects are achi eved by providing a nethod of treating a 20
t her noregul at ory dysfunction treatnment using paroxetine as free base or a
pharmaceutically acceptable salt thereof, in an anhydrate, a hydrate, or
solvate form in WO 2008/ 019010PCT/ US2007/ 017062 any non-crystalline or
any crystalline polynorphic formof any of the foregoing in a dosage of

f r om abd{P08). 1 Whiledhg abgyet dis¢leswes mantiemthgwse dEPPREsiarvonttiertame wiilcal | y
effective anmount of paroxetine. 5BRI EF DESCRI PTI ON OF THE DRAW NG [ 0016]
Not AppldtbertsiragDieT Abt fsheESERIaPTH eOiNe OF paiHEu laNYENTL ONafi@0 With ofie dongss ent
invention is a method of treating a thernoregul atory dysfunction

i ot r eat neh pasixetingas moadthampgSof hadlushes alirof theph asfbrnest drigmentiaacept abl e
salt thereof, in an anhydrate, a hydrate, or solvate form in any

non- er y sdaairgs o€ paroxatiye i yshglpet gy Pogreant, phd gehatlly of thringf oft 7R56 @igegoi ng
in a dosage of fromabout 0.1 ng/day up to less than an anti depressant

t her apeyter day.| Thebfigahicygticanews 6369081 axaEh ARntidiea bidvwe bk rhsgedos0 a
dosage form of paroxetine in a dose which is |less than that effective for
I ts use tBs SSRABoAPbhSIEBF BESIER/estrogenic substance combination, where the SSRI dose
is giveri as 0.1-500 mg/day; preferably 1-200 mg/day, more preferably 20-50 mg/day.
However this use is in combination with estrogens. Thus, it can be generally seen that

lo  antidepressant therapeutic dosing of the SSRI is typically indicated, or the range is so

broad as to effectively not give any real teaching as to a particular dose.

[0009] Itis generally recognized that at typical antidepressant therapeutic dosing of
SSRIs (including paroxetine) there are significant side effects that the patient may not be

15 willing to endure. Women with menopausal hot flashes may not be willing to take
antidepressant doses of antidepressant drigs both due to side effects and reluctance to
take a treatment that is generally prescribed for depression. In addition, patients who
have multiple other drug treatments, especially cancer therapy treatments or cancer
survivors generally do not want to have other medical issues to have to deal with. A

20  simple side effect to most patients who are willing to endure the side effect in other
contexts may be overwhelming to those having to deal with multiple drug treatments
from other conditions. Thus, there remains a need to obtain relief from the

thermoregulatory dysfunction of hot flushes and hot flashes as well as other vasomotor
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[ 0018] For the present invention, paroxetine may be in the formof the free
base or any pharnmaceutically acceptable salt thereof Pharmaceutically
accept ablwozatstmoiincl ude, but are not limted to, hydohacrdssoofsumh2 as

hydr ochl ori de, hydrobrom de, hydroiodide), 20sufates (such as sulfate,

bi sul fate), phosphates (such as nono, di, or tri basic phosphate), oxal ate,
nesyl ate, tosylate, panoate, citrate, carbonate, bicarbonate, nualeate,

mal ate, fumarate, as well as nmany others set forth in the patent references
i ndi cated in paragraph WO 2008/ 019010PCT/ US2007/ 017062 0010 above.

Pr ef er ahl t he roxetine i.s pr.esent .as. free e, 1k [ oride
cal 1 o PR h ek itfiaPe R R P ATy et E R nd e PR
paroxetine is present as the hydrochl oride salt or the nesylate salt.

Par oxet W@’#‘Sﬁﬂwlﬁtlﬁagﬁgsme@géﬂ?g? &ntion may be in the anhydrate,

hem hydrat e, nonohydrate, or higher hydrate forns. Paroxetine for 5 use in
the present invention may al so be either anorphous or crystalline, the
choi ce being made by the formul ator dependi ng upon the fornul ation and

di ssol utjon_ characteri.stic esired. Crystalline forns have better

stabil i {[prbrlu{}? ACRHIDR Y8 Webrheragisrized ggc%fgcru?%}nstﬁgphwegﬁ%a?iapgg?tegb[ 0019]
The dosage is about, 0.1 ng/day up to |l ess than an antidepressant effective
anount SECTRBF S xERSTRICA| BrRssevier il anamudartyg age Q%fﬁ“‘ifg}na'tlg)“:g@l’@é%l y up to
about 9.5 ny/day. Prefer ablg/ t he paroxetine can be adm nistered to achieve
the i nvént72edd 3 WP ent26:09S £i43PdS: US. &ohypRAYS 6480t /3s Bbeh-ab-¥8utUP east 1
ng/ day, still nore preferably at |east 2 ng/day, even nore preferably at

| east 4 6y lefp; Uipo.P80.p2 &fanddbb . 93611 2hde @amgafews Ihisdmova togrédyn nor e
preferably not nore than about 8.5 ng/day, still nore preferably not nore
than 8 rgfidaysol@thend polymdrphicifornsioshyge yatinag hmf@e&m@gvdﬁwalfwn%ui t abl e
for the present invention include 2 ng/day, 2.5 ng/day, 3 ng/day, 3.5

g/ day, isbpmupagalatesdethanglatbaystc, anmyplieys asSvEll agmuktiple erysiglliwyfor®s Sughygsday, 7
ng/ day, 7.5 ng/day, 8 ng/day, and 8.5 ng/day. 20 [0020] The present

i nvent i are disclapql indabbxeanhdlet B8 417241282 1iS H039,803 ;08 Sgan2ed1@: YSdy,8724h32;i on
and in particular to such conditions (without Iimtation) as hot flushes,
hot fl agi®s,900j4gR] USwie8057 55, CISAMBS, 2ET, US 6,406,966 B eH404 e nopaitse (femal e
or male), WD 2008/ 019010PCT/ US2007/01 7062 peri nenopause, hornone abl ative
t her apy ¢(63%948) aR@ng BtHers) OVatibus pledmbceutienlt dosegd forge Rrckidiat &Py ted
antiandro genic therapy), treatnents with other chem cal agent or

t her apeybiegomgeatentd dkelRbefront US SLITIYETH, UPS,120buads agers,239Us nterfere
wi th thernoregul atory function, surgical procedures (such as, wthout

L mi tat ighscRs LAd UR6,600, 382 LEE bORYs 0P 8REHPIRY SofifcCparoditfhe UeHOAFRsSFAL €S
interfering with normal thernoregul atory functioning. Mdst preferably, the

presgnt dim&@{i ii,ﬂgyts' éoé’é,ﬂ@ﬁt €4 d. M0 A LiEesmRok/0ah3 PRY HivBBePAsRdtiRNd

post menopausa flashes, hot flushes and night sweats in wonen, whether

due to %9&19% ah D BLAREML A SRl @apdaﬁﬁggrsgg@g St WS 8b6sboh ¥34gedeed

nmenopause. e Itnvention is al So pre rected to hot flashés or hot

f I ushes ,8h) RogBi 363 WRA TS b1 3%?3%5%1&%@%&%&:@%@ 1&@%1@9& 1% agi ng,

chemi cal” castratién, hornonal ablative therapy, “or surgical castration.
Exanp| esfnany others. US 2002/0090394 discloses controlled release compositions of paroxetine.

Paroxetine has also been indicated for a wide range of treatments ranging from its use as
20 an antidepressant (US 4,007,196) to neurologic and mental disorders, (US 5,470,846) to

CNS disorders (US 5,985,322) to treatments for nicotine withdrawal, premenstrual

symptoms, post-traumatic stress disorder, heroin addiction, etc. Each of the foregoing

patent disclosures is incorporated herein (in its entirety) by reference.



15[ 0021] The followi ng non-limting Exanples are presented only to
exenplify various enbodi nents of the invention and do not Iimt it in any
fashi on. \Eoangs/do [ 0022] Fenal es having hot fl askre3/tas@coiBAsEd Wi th
menopause are adm ni stered 20 paroxeti ne (based on free base non-sol vate,
anhydrate) as follows: Form of Dosage Form of Dosage WO

2008/ 019010PCT/ US2007/ 017062 Par oxeti ne Paroxetine Hydrochloride 1.0
Mesyl ate 1.0 Hydrochl oride

OBJECT OF THE INVENTION

[0011] It is therefore an object of the invention to provide to a patient suffering from a
thermoregulatory dysfunction a dosage form of paroxetine suitable for administration of

s from 0.1 mg/day to less than an antidepressant effective dosage of paroxetine per day.

[0012] Another object of the invention is to provide to a patient suffering from a
thermoregulatory dysfunction a dosage form of paroxetine suitable for administration of

from 0.1 mg/day to less than 10 mg/day.

[0013] Still another object of the invention is to provide to a patient suffering from a
thermoregulatory dysfunction a treatment thereof with paroxetine that substantially
avoids most and/or substantially reduces the side effects typically obtained from an

antidepressant effective amount of paroxetine.

15

[0014] Still further objects of the invention will be apparent to those of ordinary skill.

SUMMARY OF THE INVENTION

[0015] The foregoing objects are achieved by providing a method of treating a
20  thermoregulatory dysfunction treatment using paroxetine as free base or a

pharmaceutically acceptable salt thereof, in an anhydrate, a hydrate, or solvate form, in



2.
4.

10

15

20

0O Mesylate 2.0 Hydrochloride 3.0 Mesylate 3.0 Hydrochloride 4.0 Mesyl ate
0 Hydrochloride 5.0 Mesylate 5.0 Hydrochloride 6.0 Mesylate 6.0

WO 2008/019010 PCT/US2007/017062

any non-crystalline or any crystalline polymorphic form of any of the foregoing in a
dosage of from about 0.1 mg/day up to less than an antidepressant therapeutically

effective amount of paroxetine.

BRIEF DESCRIPTION OF THE DRAWING

[0016] Not Applicable

DETAILED DESCRIPTION OF THE INVENTION

[0017] The present invention is a method of treating a thermoregulatory dysfunction
treatment using paroxetine as free base or a pharmaceutically acceptable salt thereof, in
an anhydrate, a hydrate, or solvate form, in any non-crystalline or any crystalline
polymorphic form of any of the foregoing in a dosage of from about 0.1 mg/day up to
less than an antidepressant therapeutically effective amount of paroxetine. The invention
is also a dosage form of paroxetine in a dose which is less than that effective for its use as

an antidepressant.

[0018] For the present invention, paroxetine may be in the form of the free base or any
pharmaceutically acceptable salt thereof. Pharmaceutically acceptable salts include, but
are not limited to, hydohalides (such as hydrochloride, hydrobromide, hydroiodide),
sufates (such as sulfate, bisulfate), phosphates (such as mono, di, or tri basic phosphate),
oxalate, mesylate, tosylate, pamoate, citrate, carbonate, bicarbonate, maleate, malate,

fumarate, as well as many others set forth in the patent references indicated in paragraph



Hydrochloride 7.0 Mesylate 7.0 Hydrochloride 8.0 Mesylate 8.0 Hydrochloride
9.0 Mesylate 9.0 Hydrochloride 9.5 Mesylate 9.5 After a few days to weeks,
t he synptworo@mabiior at e. Exanple 2 PCT/US2007/017062

10

15

20

0010 above. Preferably, the paroxetine is present as the free base, the hydrochloride salt,
or the mesylate salt or mixtures thereof. Most preferably the paroxetine is present as the
hydrochloride salt or the mesylate salt. Paroxetine for use in the present invention may
be in the anhydrate, hemihydrate, monohydrate, or higher hydrate forms. Paroxetine for
use in the present invention may also be either amorphous or crystalline, the choice being
made by the formulator depending upon the formulation and dissolution characteristics
desired. Crystalline forms have beiter stability, but amorphous forms have faster

dissolution profiles.

[0019] The dosage is about 0.1 mg/day up to less than an antidepressant effective
amount of paroxetine (based on the free base, anhydrate); preferably up to about 9.5
mg/day. Preferably the paroxetine can be administered to achieve the inver;tion in
amounts of at least 0.5 mg/day, more preferably at least 1 mg/day, still more preferably at
least 2 mg/day, even more preferably at least 4 mg/day, up to preferably not more than
about 9 mg/day, more preferably not more than about 8.5 mg/day, still more preferably
not more than 8 mg/day. Other non-limiting dosages that are specifically suitable for the
present invention include 2 mg/day, 2.5 mg/day, 3 mg/day, 3.5 mg/day, 4 mg/day, 4.5
mg/day, 5 mg/day, 5.5 mg/day, 6 mg/day, 6.5 mg/day, 7 mg/day, 7.5 mg/day, 8 mg/day,

and 8.5 mg/day.

[0020] The present invention is applicable to the treatment of thermoregulatory
dysfunction and in particular to such conditions (without limitation) as hot flushes, hot

flashes, night sweats,etc. whether or not related to menopause (female or male),

-8-



5[ 0023] Fenul es having hot flashes associated with nenopause are

adm ni stered paroxetine (based on free base non-sol vate, anhydrate) as

fol | ows: Wormesafi9Rar oxeti ne HCL Dosage Form of Paroxeti meTHS200D0sRgGE FOor m
of Paroxetine HClL Dosage Anhydrous 1.0 Hem hydrate 1.0 Monohydrate 1.0
Anhydrous 2.0 Hem hydrate 2.0 Monohydrate

perimenopause, hormone ablative therapy (including, but not limited to, anti-estrogenic
therapy and antiandrogenic therapy), treatments with other chemical agent or therapeutic
agents that are antiestrogenic or antiandrogenic or interfere with thermoregulatory
function, surgical procedures (such as, without limitation castration, hysterectomy,

5  ooectomy, etc), and disease states interfering with normal thermoregulatory functioning.
Most preferably, the present invention is directed to the treatment of perimenopausal and
postmenopausal hot flashes, hot flushes and night sweats in women, whether due to
aging, therapeutically induced menopause, or surgically induced menopause. The
invention is also preferably directed to hot flashes or hot flushes or night sweats in men

10 whether such symptoms are due to aging, chemical castration, hormonal ablative therapy,

or surgical castration.

Examples

15 [0021] The following non-limiting Examples are presented only to exemplify various

embodiments of the invention and do not limit it in any fashion.

Example 1

[0022] Females having hot flashes associated with menopause are administered

20  paroxetine (based on free base non-solvate, anhydrate) as follows:

Form of Dosage Form of Dosage




2.0 WO 2008/ 019010PCT/ US2007/ 017062 Anhydrous 3.0 Hem hydrate 3.0
Monohydrate 3.0 Anhydrous 4.0 Hem hydrate 4.0 Monohydrate 4.0 Anhydrous 5.0

Hem hydr awe 26080019010 PCT/US2007/017062
Paroxetine Paroxetine
Hydrochloride | 1.0 Mesylate 1.0
Hydrochloride | 2.0 Mesylate 2.0
Hydrochloride | 3.0 Mesylate 3.0
Hydrochloride | 4.0 Mesylate 4.0
Hydrochloride | 5.0 Mesylate 5.0
Hydrochloride | 6.0 Mesylate 6.0
Hydrochloride | 7.0 Mesylate 7.0
Hydrochloride | 8.0 Mesylate 8.0
Hydrochloride | 9.0 Mesylate 9.0
Hydrochloride | 9.5 Mesylate 9.5

After a few days to weeks, the symptoms ameliorate.

Example 2

5 [0023] Females having hot flashes associated with menopause are administered

paroxetine (based on free base non-solvate, anhydrate) as follows:

Form of Dosage | Form of Dosage Form of Dosage
Paroxetine Paroxetine HC1 Paroxetine

HCl HC1

Anhydrous 1.0 Hemihydrate 1.0 Monohydrate | 1.0
Anhydrous 2.0 Hemihydrate 2.0 Monohydrate | 2.0
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Monohydrate 5.0 Anhydrous 6.0 Hem hydrate 6.0 Monohydrate 6.0 Anhydrous 7.0
Hem hydrate 7.0 Monohydrate 7.0 Anhydrous 8.0 Hem hydrate 8.0 Monohydrate

WO 2008/019010 PCT/US2007/017062
Anhydrous 3.0 -| Hemihydrate 3.0 Monohydrate | 3.0
Anhydrous 4.0 Hemihydrate 4.0 Monohydrate | 4.0
Anhydrous 5.0 Hemihydrate 50 Monohydrate | 5.0
Anhydrous 6.0 Hemihydrate 6.0 Monohydrate | 6.0
Anhydrous 7.0 Hemihydrate 7.0 Monohydrate | 7.0
Anhydrous 8.0 Hemihydrate 8.0 Monohydrate | 8.0
Anhydrous 9.0 Hemihydrate 9.0 Monohydrate | 9.0
Anhydrous 9.5 Hemihydrate 9.5 Monohydrate | 9.5

After a few days to weeks, the symptoms ameliorate.
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8.0 Anhydrous 9.0 Hem hydrate 9.0 Mnohydrate 9.0 Anhydrous 9.5 Hem hydrate
9.5 Monohydrate 9.5 After a few days to weeks, the synptons aneliorate.

WO 2008/ OWOQa@GRAT1WS2007/ 017062 C ains 1. A nethod for tpeatusagraipati ent
suffering froma thernoregul atory dysfunction

Claims

1. A method for treating a patient suffering from a thermoregulatory dysfunction
comprising administering to said patient a compound selected from paroxetine, a

5 pharmaceutically acceptable salt thereof, a hydrate or solvate of either, in any
polymorphic form, and mixtures thereof; said compound being in an amount,

based on the paroxetine moiety, which is at least about 0.1 mg/day up to less than

a therapeutically effective antidepressant dosage of paroxetine.

10 2. The method of claim 1 wherein said compound is administered in an amount of at
least 0.5 mg/day.
3. The method of claim 1 wherein said compound is administered in an amount of at

least 1 mg/day.

4. The method of claim 1 wherein said compound is administered in an amount of at
least 2 mg/day.
5. The method of claim 1 wherein said compound is administered in an amount of at
20 least 4 mg/day.
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conprising admnistering to said patient a conpound sel ected from
paroxetine, a 5 pharmaceutically acceptable salt thereof, a hydrate or

sol vat e oloepasmapqioi n any pol ynorphic form and m xt ur eecrhse@ahn)7osai d
conpound being in an anmount, based on the paroxetine noiety, which is at

| east about 0.1 ng/day up to less than a therapeutically effective

anti depressant dosage of paroxetine. o 2. The nethod of claim1l wherein said
conpound is admi nistered in an anount of at |east 0.5 ng/day. 3. The nethod
of claim1l wherein said conpound is adm nistered in an anount of at least 1
ng/ day. 4. The nmethod of .claim | wherein said.conpound i.s. adm nistered in
an amobnt oflhgimethed of slaigy |y yperain Sa\“ﬂémﬁﬁ{ol%g I%Pg;g’frggf}ﬁ{ef W‘?élraé?%&ltstflfd
conpound is administered in_an anount of at 20l east 4 ng/day. WO

2008/ 019010Rcmosythenebards? 18/dahe net hod of claim 1 wherein said conmpound
is admnistered in an anount of not nore than about 9.5 ng/day. 7. The

met hod of claim 1 wherein said conpound is adm nistered in an anount of
5not nore than about 9 ngy/day. 8. The nethod of claiml1l wherein said
conmpound is admi nistered in an anmount of not nnrg t han apout 8.5 ngqgay. 10
9. The fet hodThsfmethad wf Tlaimet ahereinisal 15 SATmS TS B BAPRYH P anount
of not nore than about 8 ng/day. 10. The nethod of claim1 wherein said
compound i s retimiomé Staprabdui anount sel ected from 2 ng/day, 2.5 ng/day, 3
ng/ day, 3.5 ng/day, 4 ng/day, 4.5

8. The method of claim 1 wherein said compound is administered in an amount of

not more than about 8.5 mg/day.

10 9. The method of claim 1 wherein said compound is administered in an amount of

not more than about 8 mg/day.

10. The method of claim 1 wherein said compound is administered in an amount
selected from 2 mg/day, 2.5 mg/day, 3 mg/day, 3.5 mg/day, 4 mg/day, 4.5
15 mg/day, 5 mg/day, 5.5 mg/day, 6 mg/day, 6.5 mg/day, 7 mg/day, 7.5 mg/day, 8

mg/day, and 8.5 mg/day.

11.  The method of claim 1 wherein said thermoregulatory dysfunction is the result of
a condition selected from female menopausal related hormonal changes, male

20 menopausal related hormonal changes, chemically induced hormonal changes,
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15ny/ day, 5 ng/day, 5.5 ny/day, 6 ng/day, 6.5 ng/day, 7 ng/day, 7.5 ny/day,
8 ny/day, and 8.5 ng/day. 11. The nmethod of claim 1l wherein said

t her nor egubavevopodysf unction is the result of a conditi enTask@ctenst rom
femal e nenopausal rel ated hornonal changes, mal e 20nenopausal rel ated

hor monal changes, chem cally induced hornonal changes, WO

2008/ 019010PCT/ US2007/ 017062 surgi cally induced hornonal changes, hornonal
di sruption di sease states, and any conbination thereof. 12. The net hod of
claiml1l wherein said thernoregul atory dysfunction is a condition sel ected

fromthe oroupecoNs istudad n8imORh chafiRliRormdRbi &isHBHER didthit @y np "

conbi nati ons 4

combination thereof.

12. The method of claim 1 wherein said thermoregulatory dysfunction is a condition
5 selected from the group consisting of hot flashes, hot flushes, night sweats and

combinations thereof.
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