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Modafinil 5 Mdafinil, CL5H1I5NO2S, al so known as

2- (benzhydryl sul finyl) acetam de, or

2-[ (di phenyl net hyl ) sul fi nyIITa&et am de, is a
SYFMPENRBIONC Y JHE RNALERT IO/ MOPARING]: t ANDWAIK ANBERDERRESSANT FOR THE
actREATIENT OCRePEFREERENr e of which has been described in
French Patent No. 78 05 510 and in U S. Patent No.
4,177,290 (' 290)pBA@RGROUSD asI HipeeNy gRpnORed by the
United States Food and Drug Administration for use in
thenifdatihgat ment of excessive daytinme sl eepiness
associ ated with narcol epsy. A nethod of preparation
of a racem i re 17S chyl ' :

and a nethogmg%ﬁhgﬁgggPatFgﬁﬁ%$ﬁg) eg%?g¥§%%$§9$§§%%?
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I ncor porated herein reference). The vqrot at or . .
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inet al., 1992), canines (Shelton et _al., 199 nd
nBYFPRGHAR O lavaTatatory ippipeidn esstibgd In Yoo PpiegN %}5376@5 5 (both
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| e i
?ﬁéﬁl‘rbelnf FRingleasoinnédt, depressid9 B) zlwirder'shseasd @pisty have activity
narcol eptic canine) (Shelton et .al, 1995).. Mbdafi nj
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the treatnent of Parkinson's disease (U. S atent No

5 McBBfiid Byomotes wakefpinessan rite (Tafretos kbbi95; Eflgas aad Seidal, 1997),

i schem a ) at ent No. 5,3 76): i he .

LT R b R AR B e
PatieRhntNg al, 199 Ak, welBds;in atielsinintiekih eRbibERitusions) ®ep as sleep
apneas and disorders of central orig

_ ] In ﬁU. S.  Patent
Nepnas, (Bagligrimilldogsksep pisorgredipeatiing TmdghLPancken ehas1996) and

modafinil  preparati [ particle size
I8?§°kﬁ§%@§6%J%ﬂgéﬁ&#§g$%%g$' %igggl'ion, nodaf i ni
may be Modsgihililas ke besreddsomted asfanegentrvgtidacsivity én the central

to pronote weight gain or stipulate . .
nerr\)lous system, an% as a%seful agent in the treatment of Parkinson's disease (U.S.

Patent No. 5,180,745); in the protection of cerebral tissue from ischemia (U.S. Patent
No. 5,391,576); in the treatment of urinary and fecal incontinence (U.S. Patent No.
5,401,776); and in the treatment of sleep apneas and disorders of central origin (U.S.
Patent No. 5,612,379). U.S. Patent No. 5,618,845 describes modafinil preparations of
a defined particle size less than about 200 microns. In addition, modafinil may be
used in the treatment of eating disorders, or to promote weight gain or stimulate
appetite in humans or animals (U.S. Patent No. 6,455,588, incorporated herein by
reference), or in the treatment of attention deficit hyperactivity disorder (ADHD)

(U.S. Patent No. 6,346,548, incorporated herein by reference), or fatigue, especially



30 appetite in humans or animals (U S. Patent No.
6, 455, 588, incorporated herein by reference), or in
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di sorder (ADHD) (U.S. Patent No. 6, 346, 548,
i ncorporated herein by reference), or fati
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soc%gte MAth multiple sclerosis (U S. Patent No.
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Cﬁb@pﬂn@%ﬁes’caﬁioﬁ@,muﬁlaﬁsaily@l—msatrRiEMpqnmdg@:gtaplexy, sleep paralysis and
hal | uci nati gns, or Most narco sy

assage b iees et PR W BAEIOIGY Eaf heve
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t ortati.on i nd
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i mplications not only_ for individual %tlen

Bt DB ensiaIonly G ind opual abdenyL St Hah RissBBliphealth and
8@{ nil have been presented. U S. Pat. No. 5,180, 745
disclFoses the use of nodafinil for providing a

neur oprot ective. ef d i [
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| @eloststheiye 6ﬂhﬁﬁlaﬁfnﬂmﬁﬂpﬁowiﬂnﬁg a ndaureprpte(:tﬂ'e effect in humans, and in
benzhydryl sul finyl -acet am de, may have potent

b@ﬁﬁmmar @rthe heramypt 8ﬁfk21§oa§§}85§9§, die Wﬁ@ﬁ@&fﬂr@ of paodafinil,
Edf Ogg Zﬁ}ﬁfg lsc(ﬁﬁlgﬁ &%H]’dt%ldep Afay hDO: o“tel%ﬁﬂ bt for therapy of

|caf|o 547 scl oses the
usalepmﬁsmmdhgf)d:mmnmdmIMmer s disease (U.S. Pat. No. 4,927,855).

European Published Application 547952 discloses the use of modafinil as an anti-

ischemic agent. European Published Application 594507 discloses the use of

modafinil to treat urinary incontinence.

U.S. Pat. No. RE37,516 discloses pharmaceutical compositions having a
defined particle size, and in particular compositions wherein 95% of the cumulative
total of the effective amount of modafinil particles in the composition have a diameter

less than about 200 microns.
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phar maceuti cal conpositions having a 30 defined

particle size, and in particular conpositions wherein

9%% of Anhidepressanitat i ve total of the effective anount

of nodafinil particles in the conposition have a

di amet Antidépesssarthancladiogtsel2@iyersemtans reuptaj@inhibitors (SSRIs)

2004/.100939 PCT/.US2004/ 01519 . Antidepressants.
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Because residual symptoms to antidepressant therapy predisposes patients
with depression to a greater risk of relapse and greater probability of recurrence, rapid
achievement of remission is an important consideration in choosing the most

appropriate treatment strategy.
New therapies that address one or more of these problems are needed.
SUMMARY OF THE INVENTION

In one embodiment, the present invention includes a method of reducing
adverse symptoms in an animal subject associated with the cessation of antidepressant
therapy. The method includes administering an effective amount of one or more

analeptics, including but not limited to modafinil, to the animal subject, preferably a
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these problens are needed. SUMVARY OF THE | NVENTI ON
In one enbodi nent, the present invention includes a
mmtham tofeduedtheiadgersasivnentems syopiatsdsvitnamdidepuessamt therapy,
ect ass ciated . wth t essati on of :

hbbeaE s Saufhias Selbre T orBe ppq ghaer ntidepressant
a@ghﬁygggﬁh&g an effective anmount of one or nore |
anal eptics, including but not limted to nodafinil, to
the ani bnt, 6 SE&EARhVerfion QR A0HAR09E
PCT/ US2004/ 151%%11 ng to r% Sge(ihe adver se ueing
sydmsn:msrrmmnmwlmltsnbﬁmt qsd@mtatwahtantmﬁﬁwt therapy. The

ti d iste O
GEHRY o1 A ar e BiS ABTLEATn: CHER 3By S atdntisH:
| fhcREnEHRGE TRINEd td MBS &Mthe lahin@N kil Bet] Refeisld a duman, to
nmet hod of reducing 5 adverse synptons in an ani nal

smdjue@thea@ww ssmesionpt wheapini tere ik g adrpiajsigygd befe and/or
]téhod | ora éeﬁa ggg}egéaﬁ% h@gua_n ef fective anount of

re uding but not limted to
rmdafl ni | human,
to reduce theﬁm%&@ﬁ%mbwgﬁeﬁm{\ﬁN%al epti c
is adm ni stered before and/.or .. durin [.or
ahtgugre presant g? ﬁ%ti"]aﬁﬁwesril haeglne aBéé‘%%ﬁ?ﬂﬁ %5 “THE
DRAW NG Figure 1A Mean FSS total scores for baseline
afipuir ERsMean BP8 igfal ssores forghpsdinepnd Weegks ESEORE: &
scores for baseline and weeks 1 through 6. Figure 2A:
mra/As Meen ¥AS ssoresdon ‘sap oepod) ek obplepiuedfoF baselipg and weeks

and weeks 1 through 6. 15 Figure 2B: Mean
Vi%le gﬁgsfor "anxiety, worry, irritability,

agitatjgn’ sel i and, weeks 1 ugh.6.. FEi

28 4 Ve VA Seree g ol ey gy g 1 bisetine
baseveBigs p{]ﬁlomedgs 1 through 6 Fi gure 2D Mean VAS
scores for "lack of notivation" for baseline and weeks

” gl %J? o bOT PHgh V@&%(Ec'ogéérfgr 4B . MAsuSTRf ﬁ%eflﬁ’é and weeks 1

rculty thinking, concentrating, renenbering"
through 6.

Figure 2D: Mean VAS scores for “lack of motivation™ for baseline and weeks 1

through 6.

Figure 2E: Mean VAS scores for “difficulty thinking, concentrating, remembering”

for baseline and weeks 1 through 6.

Figure 2F: Mean VAS scores for “sleepiness” for baseline and weeks 1 through 6.

DETAILED DESCRIPTION OF THE INVENTION
1. Analeptic Agents

Analeptics are drugs that principally act as or are used as a central nervous
system stimulant. Preferred for use in the practice of the invention are analeptics that
operate on the sleep-wake centers of the brain and that lack the pharmacological

effects of amphetamines. Preferred analeptic agents have the pharmacological profile
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1. Analeptic Agents Anal eptics are drugs that
principally act as or are used as a central nervous
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nore of W ng a epressants: adat anserin

hhgzldlmc]hﬂbnde deitripadinedrgdiahiorisd) apaciparenaptespimtegleate; azaloxan
a aﬁ%g%’ géq%&aia %%ﬁ%lgﬁgﬁgﬁﬁgﬁé%gsﬁeggq%ggﬁ}lfdmnchlonde- bupropion
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hyittazotlobrdidieep mldmmwam@@ﬁn@wm@ citplipprage eliodazon
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Megpdnahene l@ydrééhlﬁﬁ(w’fbyﬁbﬁ&ﬂZ@ﬂrochbbﬁﬁ@cdjlk)ﬁﬁdndﬁte daledalin tosylate;
cl om pram ne hydrochl oride; cotinine fumara

cvlémwéﬁ 8ydroelylpedie wiazrsirolyarlerie dizeniail hx«}rﬁ?lépn% desipramine
r I
DTERT U b Aot
hYl@*dmhloﬁﬂbUdhthldpmlhydmah]@adé’;(ﬁdxypﬁndgﬂkmhlodldﬁ, duloxetine

xam sol e i maf en; . di benze | n h chloride; . .
RGeS OPIgEs: 08 HRSH PP R Rt puies fantridone
d (E§/81Q)'cﬁlomﬁg,r REMERZ Gy dfbdhBKat; f@ﬁmetramlde, fezolamine fumarate;

fluotracen hydrochloride; fluoxetine; fluoxetine hydrochloride; fluparoxan

hydrochloride; gamfexine; guanoxyfen sulfate; imafen hydrochloride; imiloxan
hydrochloride; imipramine hydrochloride; indeloxazine hydrochloride; intriptyline
hydrochloride; iprindole; isocarboxazid; ketipramine fumarate; lofepramine
hydrochloride; lortalamine; maprotiline; maprotiline hydrochloride; melitracen
hydrochloride; milacemide hydrochloride; minaprine hydrochloride; mirtazapine;
moclobemide; modaline sulfate; napactadine hydrochloride; napamezole
hydrochloride; nefazodone hydrochloride; nisoxetine; nitrafudam hydrochloride;
nomifensine maleate; nortriptyline hydrochloride; octriptyline phosphate; opipramol

hydrochloride; oxaprotiline hydrochloride; oxypertine; paroxetine; phenelzine sulfate;

5
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fumarate; fluotracen hydrochloride; fluoxetine;
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rate; |ofepramne hydrochloride; |ortal ari ne;
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e SElb e i RS RRa 0 HoRhh s Mholine Bl higrice

S tthicloge hi@peldbade; nebbydutadh@iroceoridiy pafipzah@e; trimipramine
hydrochl ori de; nefazodone h%@f rochl ori de; .nisoxetjne;
nialeate ey e deriashiogide; vilosaTine hxdraehlpride zinaeldine

nﬁy&£kmb¥aégggQ%%L chl oride; octriptyline phosphate;

rano ori de; oxaprotiline hydr ochl ori de;
oxyper xet i hen
2004/ 1 ??jg?@ % 8% %IE rgep%ésga?lg ?%:g%ﬁ% %Itallpéaﬁqqluoxetme

hyldbogink Qh@/dtﬂ)ehloﬁdé Paydrienae, mfdxéﬁ'ﬁe neirboiisddd) bad/brl€omipramine
prolintane ¥droch|or|de rotriptyline
hW@reelﬁPEii%dﬁé &} talipEam.meravgia fuoxsigeaag fluppgtine hydrochloride

SFRIPHSLTE DUpSB SR gersgr 1ol e by ochior de
et s TS ) o LT LS o, s,

t bz alko bOusd ih apatideefiiednoattioar i de; trazodone
hydrochloride trebenzom ne hydrochl ori de;

t Bi M PRARLAR; Aﬁéﬁlb%@ BLADIfereiBbRaise; venl af axi ne
hydr ochl ori de; oxazi ne hydrochl oride; zineldine

hydr ochl @b 0l8ssaAQHRE BREDShovk nm@l%ﬁfn%'tﬁht ﬁmﬁﬁrwﬂe@ts%mcﬁlhﬁ

ant i depr essant |ngf&ges cital'ipram” fluoxeti ne,

f Ian:nixgi ofitbe hyareaohiponndie thapanecx%tarnd @ffegarreo m@tarlt’@euseful in the

v\% chI | de, and/or clom pram ne hydrochloride,
Fﬁlﬁ?? Fﬂ?ﬁﬂfo%aroxetlne fl uoxetine and fl uoxetine

hydr ochl ori de preferred t.h citalipram nost
pr ef er ARFuded HEHD dRg RFEPRAT T bl iBrrigaar e ° VAtPysdRdivifyal

deRI ERdnYes %ﬁﬁ’cﬁﬁ 'drcaste 0911613 dldeDaRiRers ié: > 8NHRITS ShdP6t R-isomer

used in thé pract the invention. 3. Variants,
And h@daﬁmSadst\mll GE] 1ﬁb<elrremﬁleﬁof nis additione prmagsayeds gserfdtm this
tructy

T Be" P Ry SRR ALy apirRl i e S P Hat

eff RAtshiE sudd & RURM H&ﬁﬁd&bssiﬂﬁl,taﬂﬁnomum salts; monoalkylammonium
salts; dialkylammonium salts; trialkylammonium salts; tetraalkylammonium salts; and
tromethamine salts. Hydrates, solvates, and polymorphs of the compounds described
above are included within the scope of this invention. Combinations of analeptics and

of antidepressants can also be employed. The compounds can be substantially pure or

mixed with other ingredients.
4. Depressive Disorders

The invention is useful in the treatment of depression, including mild to severe
or acute depression, that may be caused by any of a number of factors, including, for

example, depression associated with alcohol or drug abuse. The invention is also
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(e.g., the L and/or R-isonmer of nodafinil) as well as
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seﬂ}ﬂﬁé ABSUA cRblrf d 36 Ebl‘(’[@mﬁiﬂé‘ﬂ{ tho@bfifinA e dtRleprdbhant is a

depressants I n one enbodi nent of the present
i rpv@”nmrecbmmmltmmhe pfesem alveptiors as desgribecnipddawi ni |,
adm nistered to a patient can include 5, 10, 15, 20,
30, 40 Tﬁ(b,allﬁ@gnem mofS anti@PresSits e adG0nisBBM ianidy mmounts

TBPERite o oHuae o soch SR Goerain v e SR n thepresent

%&Bgn 20 HBepra¥Btat be aHRVEMEId MBS BmBR G feBtive to alter the
| nat| on wth one or nore anti depr essants, as

delepresdiedistath of en anintah eutdeaiLing., thé anrouraifol ﬁnﬂldqpeftse@m dpag would be
f t he sy

to.all.eviate all.or. a 1.i.0n
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AcsetEBle AgloYints @B iIRRY, T8Nt 5, 20f 30, 8, 5V, eeem 801951000200, 300

i ncl udes 100 ng. or | ess of nmodafi ni

admilier 40@medoiy paticular antidepressant or comblnatlons thereof. However, in
the present invention, when used in combination with one or more analeptics such as
modafinil, the overall amount of an administered antidepressant can be reduced by
10%, 20%, 30%, 40%, 50%, 60%, 70% or 80%, while still providing an
antidepressant effect. Accordingly, one embodiment of the present invention includes
administering less than an amount of antidepressant relative to the amount of

antidepressant administered to an animal subject if administered alone.

Generally, for daily oral doses of active compounds, the combined total of one

or more analeptics and one or more antidepressants will be from about 0.01 mg/kg per



15 an anti depressant, either as a conbi ned unit dose
Wth the antidepressant or as a separate dose. A
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antidepressant is a preferred conposition of the
present invention, as described below. Typically, one
odayror aboah200epg/bg panday. dhis especiethtihai 8 éoseslin the range of about 1

a S newn to be .ef f.ecti ve for each
aﬁ?ﬂggﬂpgégbﬁ?f&WHV@”§6%§?ﬁY%aIIy, in the present 20
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anti depressant adm nistered to an animal subject if .

admi ni SOSNERAT B BREMACBHICARIEROSTIN 03 ip YoV, 3p apdepyic,

agh 11}((ﬁngﬁﬁ”ﬁ{6lt' Qﬂﬁtzedtt@ﬁloa%ﬁtﬂ, AR ah Fh@de gssﬁ@ﬁnollﬁiﬁnggﬁ?not limited

anal epttcs and one or nore ant |algepr egsant S W
f toomatombretf@le angidkpregrants désariDed @bave] GoO30intimately admixed.

PCT/ US2004/ 015198 d. . t 2000 nolk day... |t

| e pstre pen e pabOin RO h Rt Loy S5 o
1@00v MBI EATBHhRE ace@icaVbdrhp A defof t8€HniyifRs, WiicE 8afEier may take a wide
enbodi nents of the present invention, the respective

weaely of fetines dspendimedretheiferm of pispirgben desirad foregministration, e.g.,

fromQO,01l: 1.to 1:1 t 0Q+.1, ' : -
sGh Dribaosioht sttt aBREcuaty R by Boshy in e
1QohpostEsh cif &frakpdldto thelarhOuntddescribediipag PHaanmeutically
contai ning an above descri bed anount of an anal eptic

( ecepptablpergeens irqlydeapg., stabilisershinders fillcte plswbegasnts lebgipants,
pPr.QVi ti i td :

S, Ml T 8481 U gy o
t hilge @kfapgtof adbpretsiteadib@der, prefeeably canahelndathempantically effective

cognitive function (e.g. psychonotor retardation). 6.
P@EBEP?ﬁﬁ@HaBﬂqguﬁﬁWﬁ@gﬁﬂﬁﬁ%m§f the Present Invention
In preparing the compositions in oral dosage form, any of the usual

pharmaceutical media may be employed. Thus, for liquid oral preparations, such as
for example, suspensions, elixirs and solutions, suitable carriers and additives include
water, glycols, oils, alcohols, flavoring agents, preservatives, coloring agents and the
like; for solid oral preparations such as, for example, powders, capsules and tablets,
suitable carriers and additives include starches, sugars, diluents, granulating agents,
lilbricants, binders, disintegrating agents and the like. Because of their ease in

administration, tablets and capsules represent the most advantageous oral dosage unit



To prepare a pharmaceutical conposition of this
i nvention, an analeptic, including but not limted to
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limted to one or nore of the antidepressants
descri bed above, can be intimately adm xed. 15 The

mifocty e wisioh dase sdiglphephacontadal yarriagl anelebeously employed. If desired,
p ceutical carrier ccord 0 i ona
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eac active conponent Ih the conposition can

coraydspoelddedy Infretabtrouspansides o labsd batpospared in which case

Phar maceut.i ¢ 20 acceptabl e carrij.ers incl,ude

CPRnPPASE et abits. Suf@ﬁnﬁ&gsagm&f %?%ﬁisé@smasvbe criplGyed.

| ubri cants, oatin sweet eners, VOr s,

1 T o 8 on eraB Qe & PR b GBS b Pissent fpygntion

t ReX BOYdRniRdE M £ DI Br fp§@l%%"m Bf &her alhyle @@ dose form. A

include therapeutically effective amounts of an
atabllespr cepsateiofzhe pz:ee@rt ezsahen c4nrcopkadty an¢ wgnom)f the following

P RLE e 1B D ey B e gt tose.

Oladiuf £@ak glyiconse, nBightsias steﬁl@fe pmaﬁai ﬁateﬁ WSPROSI Was,,
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for s preparatlons such as, for exanple,
powder s ccor Li &S L ld 1ca91 c%rn 0§1H01I1s .blrgm {lrcbﬁtraﬁl %Qrddosage
R VrbP A LP e

addi ti ves i ars

grudftud. gt tablet 2EpRilS, poskiet ﬂ@d’dtlﬁﬂ,ﬁbﬁspo&hfﬁﬂ eﬁﬁ)osﬁmy and the like from
d|S|ntegrat|n agents and the li ke, Because of their

eaBent 1o abgni HI09maar giore.rofsn apaepiirpndaapiidersgssant. In one
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If desired, . tablets be sui coated or enteri
c 64t Beperprs thahenchdmeke ¥speR Wyt e Melys g et tie arpu gpclong as the
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other ingredients, for exanple, for purposes such as
aﬂaxemjomofcm b]xamplp opatient mpy eepireQtdrangre sBighaddsege units to receive

uded. 1In spen3|ons may al so be prepared
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agents e. like .
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t atbhwp sitiong aprabl mepﬂrattdme npyeseitely eonsainisds, baﬁfermﬁﬂg&hﬁ,

° p?es%lr'vatlvgse cgfnpgttr{'bele camers an(fyoptlonally other therapeutic ingredients. When

used in medicine the salts should be pharmaceutically acceptable, but non-
pharmaceutically acceptable salts may conveniently be used to prepare
pharmaceutically acceptable salts thereof and are not excluded from the scope of the
invention. Such pharmacologically and pharmaceutically acceptable salts include, but
are not limited to, those prepared from the following acids: hydrochloric,

hydrobromic, sulfuric, nitric, phosphoric, maleic, acetic, salicylic, p-toluene sulfonic,



10 inactive ingredients: |actose hydrous,
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wat er, carnauba wax, hydroxypropyl nethylcell ul ose,
titani um di oxi de, polyethylene glycol, synthetic iron
oxdrtheic, @i, pethaso stldtrac, §ormietmalosiccoicdinimg hgphthalene-2-sulfonic,
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each single dosage uhit (or unit dose) includes

arcidamd astlt 6F-3anWaN x| teypiciacidand asalt §0r6+2n1% ¥/ \gp and phosphoric
ant..depres "o Cc odinment, it isS.  .not : .
natid a8l P Rbash v AT RuPPEBSG Lty inchftg (e ppim chloride
ef(6.963-0\08 YAWDVN chskob@REb]1 3631008/ 20/ \D9habb&ryuIt -0215% W/V) and
drug administered to a patient is an effective anount
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the formulations of the invention, are lied. in .
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y veni. y 0 prepare pharnaceutica .
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SGPREmPuddee 30 invention. Such pharnacol ogically and
ph?rra eutically acceptable salts include, but are
no [ . -
"% oot Th ke By s OaRLERRAE L FMROTEEA A Ao it
phadileperidoof coatse) wponahepardculsidring ylected, phd gdvartyeof the disease

sulfonic, 9 WO 2004/ 100939 PCT/ US2004/ 0151
t Al hemgreatodandiipe ASHRES S & hergpatiic ,e?fﬁfémsnT he methods of

S UL i ofi RigShbf 88 bfactio@NE; 8de of administrat
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S dhddek bf ddnMiMatiof hitdlihde or§l, Atall sablihgyal dpicdl lnad3h Mnédermal or
n

boric acid and a salt (0.5-2.5% WYV); and phosphoric
adatenigiel rauisal The Brg-"pesenieal” inglidesBibeuigpesisy HAYSPOYS,

| NS RN AR KRG HM chi oride

The compositions may conveniently be presented in unit dosage form and may

be prepared by any of the methods well known in the art of pharmacy. In general, the
compositions are prepared by uniformly and intimately bringing the compounds into
association with a liquid carrier, a finely divided solid carrier, or both, and then, if

necessary, shaping the product.

Compositions suitable for oral administration may be presented as discrete

units such as capsules, cachets, tablets, or lozenges, each containing a predetermined

10
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desired drug levels, locally 10 or systemcally. As

not ed above, generally, daily oral doses of active

c mpmunﬂmewidnkre ctrapduraim @iherdonthoBitionginktndpensptayiohoin aqueous
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2%an ﬂicﬂﬂéw B daini s@hti o sl fount bLarCARRPSIL h@ 8BS aﬂ@depressant to
conveniently be presented in unjt dosage form and may

bél‘eatreeW@@thsar@ﬁr oSp@qﬁﬂC%(t ki §CGRETINE khBARPTESENk 1ﬁ§enuon
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'iﬁch?c{es gp%%/&g)ﬁx ]gi y iy dé}ltal{lﬁ%a ealelgE@cs %%%llgcgﬁ% ﬁ{éﬁmt limited to
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I ne i vided sol i carri.er, t hen 30
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units such as capsules, cachets, l'ets, or |ozenges,
edoke Qfano@fmulngcladqsrﬁEﬂ &r IﬁOmIdZOO mg Wblﬂ@xf siotleGe@dend the unit

othes OB rRrEac i i 20, b an3F ohaT FRIG Y ducepressan.

| Tl QiitSor Aevide Ba@ﬂb@ﬁiéﬁl(ﬂellﬁﬁﬂﬂudﬁo@%hcs’%ﬁmg agifindBrratdi of the
elixir, or an ermulsion. Oher delivery systens can

i Aotleplic anidremtidenressent, Rrefeaply thesinaisicsiony Proyisieadaupistration

guidance according to one or more of the administration schemes set forth below.

The analeptic and/or antidepressant can be in any suitable dosage form,
including but not limited to solid dosage forms including tablets, capsules, pills,
troches, cachets, and the like, and/or liquid dosage forms such as an oral elixir or an
IV fluid. The dosage form of the analeptic can be the same type or a different type

than the antidepressant.

In yet another embodiment, the present invention includes a transdermal drug

delivery system ("TDDS"). A TDDS suitable for use with the invention in patch form

11



rel ease delivery systens. Such systens can avoid
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and the physician. They include polynmer based systens
such as polylactic and polyglycolic acid,

poipyeaiiycdniatsst East: 0 l2yhediing laet ank(2) noapst favmulated with an
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havdandied 4dmkdivalosa 19f likdrodafi nil and a separate unit

dose of an antidepressant. Mist preferably, the unit

29 dos [ i es a 50, 75, 100 or 200 .
Soror MPR TRy ey &
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t abl et "6f anti depressan evi ce can
| paltideprekdagt r ucti ons concerning admnistration of the
anal eptic and anti depressant. Preferably, the
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" ) o el
A DT S LRIl g e o
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PCT/ US2004/ 015198 typically contajns at least: (1) a
bag fesiigdy thy admupsiration of theanpleptic s #nlidspressan) ¢an aiﬁcp be through

the use of a single unit dose including both an analeptic and antidepressant.

In patients that are beginning antidepressant therapy, i.e. patients that are
substantially free of antidepressants or patients that have been free of antidepressant
therapy for about 1 week, 2 weeks, more preferably about 4 or more weeks, the
dosage form containing the analeptic can be administered before and/or at about the
same time as an initial administration of the antidepressant. In such an embodiment,

one or more administrations of an analeptic can be within 72 hours, preferably within

12



effective anount of an antidepressant and optionally
nmodafinil. Preferred patches include (1) the matrix
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mul ti -1 am nate drug-in-adhesive type patch; and (4)
the nonolithic 5 drug-in-adhesive type patch. These
pé8 bines, more yefeesbly Withian2di Hoats, exosopreteratilpiithin Fbeur or moments
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nrﬂrél inglabadioNsierisn ofthe antidept@dtind the desngsaflte aripspaiy and
foans, nedicated adhesives and the like. 7.. Method of
TrideREsssant et Bpip sapatalgdopastiprns %ﬁn@éﬁak%gméﬁ%ﬁeﬁﬂwer ifa
ofio? cﬁ’%}l%gfe 8d isap b@*ﬁglhﬁﬁétéféd 806 re é-éﬁé&ideﬁ?@és@%? gpt An

anal eptic an an anti depressant can be conbi ned

t egedepesssintt separai dogige fomng for dasherre prefercain al so be

adm ni stered separately as two or nore distinct doses.

Thus, iAddstoialleih eaiienenthat @ sibyeantinlie frhd'a ofiant@lepressants, the
treatnent, of a disorder related to depression can, be

t KBt qemipistraiien ofithepplaplie sanyeingide Mo be ngdy gmulppeous

a ghis! lish

B ARE yfital HnBORERIAY AR ARG RrARLR Wl IFBE 283~ iished through
adm use of eq'adatadoagd ifdrirsrod an analemicradaniidepressantivehich can then be

T SBE 05a0L 4956, 0 LI LTSS Yol S OBLSPLIE 0

afiﬁt%{ep?&gﬁrﬁ) St thity gﬁ Phefse b8 sABld HBPIRS Sliding b‘@dﬁ’%ﬁ @haleptic
si mul taneous adm nistration is desired, the

admi Al gntidepressAnsfasthtedaheyept i ¢ and ant i depr essant can
al so be through 25 the use of a single unit dose
i ncl udifoghbpth amiepiimaimbltlil@ tan doGlnhitetbiorreedadimil, canralso be

pa ients that a nni.ng .ant i depressant .t.her

SaErea s & pEfg TR O GBAT e AR 1 Crdh il ORY ofan
a%ﬂl&%‘f)?és@ﬁﬁamﬁ §n@éml§tﬁﬁﬂn€1&t thelifi@ibl NEYiRisBERsh d Bean@feptic can be
ant i depressant herapy for about 1 week, 2 weeks,

;mm‘élllp F’%heurabmfeaaivémw ing8 e mgse REsferably withie 3¢ Gours, most
nt
VAR G O3B0 B AL Mt g on

admiddpsédsaniti oM tiod tnfnh% sahdrhé| eprdasiad id adﬂnmlmedmwbout the same
enbodi nent, one or nore adm ni strations_ of

a ANt ANATEAAPTBE AN, P SHDseAuRRS ¢ &t lopit epe F‘HEFWWW% Phan
1%nt1depressant. After the initial dosing of an analeptic, the dosing of the analeptic and

antidepressant can continue in a typical manner. In one particularly preferred
embodiment, initial administration of an analeptic and subsequent administrations of
an analeptic can be accomplished through the use of a single unit dose including both

an analeptic and an antidepressant.

In a further embodiment, initial administration of an analeptic to a patient can
occur and/or continue after antidepressant therapy has ended. Preferably, this is
accomplished by administering an amount of the analeptic to the patient and the
administration of which can continue for 1, 2, 5, 10, 20, or 30 days, or more, after

antidepressant therapy cessation.
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adm ni stration/dosing of an antidepressant. After the
initial admnistration of the analeptic and

ant i delr estaiitents wiseghe atal s and snodepr¢psard s epepayate dosage
R T L
dRYs @24 1 HBur, 2P 1es8 thanbthourD ofBss @hn 2B hb QR BES & 48&fours, or
day. Further, after the initial admnistration of the

alets tep 2 eurstbefarh er aitesiadgénigtationef dhrsndigepressan unless
ant i depressant,.can be i.n _sepa e dos forms or in a
s?tﬁ?ﬁq“gg%% {Cagegg’é’ .a%@fﬂ?gﬁ?dgﬁe&g%%&gﬁoaﬁ anal epti c

is to phe adm ni stered befaqre. a sybsequent_dose,of an .
ant i degr @gg%lmstrag%a ag gnaggggao #gﬁw@ %F(gei,Etg%ci%Ags‘,oglated With
PARTiggr&dant e Afidhi CORAY. 1n patients that are
substantially free of antidepressants, the initial

adm ni %&iﬁﬁﬁ]kﬂ&lld}lf oftar}%rrﬂ{i‘lﬂtigﬁtokﬁn Gl fieh 4€mBtiAfhiPind one or
be nearly sinmultaneous wth the initial _
athornargidepteseantsafan aignafiipnide pdesstinadvabe side effedteassociated with

acconpl i shed. t hr.ou t he yse of .separate .dasa for .
ofheZHNCaRAR AR O AREH SRSt BE AT SUi xRy el foctive
agibMhtIrah @daltR@esRe fas SlodbidipO@O8ESddtnibisteed sittulthhddudly with an
hour or less, before or after the 15 anti depressant)

oantidepragepnt ehdovafier entidepsssaat ehegaiivthag bsen diseantianerdy
both an anal eptic and an antidepressant, as noted
above. IfFomd ¢rebodimenta thel pegsentanvéntiohuadindesiaunethod of reducing

limted to nodafinil, can.also b adm ni stered t.0

ANV BIRATR L8l DB Brosetod P R i Gepressant
dageRf TR m&nbd ARRIGES Sdhihistdrms AR FREVATAABIH: of biCor more
initiral admnistration of an anal eptic can be 20

wandepticz 2npluding, bup netflamisgst tp medafinil, teghtherime! subce preferably a

preferabl y. w t.hin 24 hour . Vi Wit hi:

B e e PP B Pl lofs M tderbd bt
agnd/6F Siiriri dr@droreffteAsntid@plebAaihespatssation, bbdoddihg 0 oge or more

schenme, nodafinil is admnistered at about the sane
t Phihedniag sghamesapt @EB aheve: pihe %%@éaﬁ‘@#ep@la agdl djragep of

%&%@gp @%@pgg&% ?ﬁg?{on‘?g]\bé&md &%ggﬁssam . After the

i ni n an ptic, e dosing of the

anal eptic and.25 antj depressa i i .
tvpi oottt 8 S HupdRER SR Al o £l Y By B an cffctive

e ghedhtyeicallyTidrh aboad 0D FigSth hBbui@V0ahg afimadafirgpidntiniteded once
subsequent admi nistrations of an anal eptic_ can gg T

a Ot brige aiheduning @iigrpiesantberapy. o ajofigr smbaiimeghsdministration

i ' Q - I ' t i
S5 S0 R0 o8 R S 9450, AL ASDNSS AR s, i
anathepesatibn ofitheedpiyexfithecatidei@Essamtowith whithdt isclesitddtadave a

? };% rcpgrll’] to% g(?\})e;seess%% ontlsh elth%pa%m%%%trgt{]o%eo botpﬂ Elfogartf?nq{ id an
antidepressant can significantly reduce the adverse side effects associated with the

discontinuation of antidepressant therapy.

In one embodiment, the analeptic can be administered after antidepressant
treatment cessation. In such an embodiment, the administration of an analeptic can
continue for a period of 1, 2, 5, 10, 20, or 30 days or more after the cessation of

antidepressant therapy.
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nore, after antidepressant therapy cessation. 13 WO
2004/ 100939 PCT/ US2004/ 015198 | n enbodi nents where
t he andPé&wth an anbpdimeitdthemeafingl car be pdmindgieredomlly, nasally,

55085, SR B i - RRESRL e §cuty

houintratieck®gs than 5 hours, or | ess than 24 hours or
| ess than 48 hours, or |ess than 72 hours before or

after & niRdduafidPer DépréRFeNbdrdaIigs sdats unl ess 5
ot herwi se indicated by a particul ar nethod of

treat "gRHRH elhe?aamm, ARG Bicht fn%gﬁt%iﬁél&g& ARRIHOR G &teé&ﬂlg 2

Reduce Side Effects Associated W t1 depressan
Trsebiepter deDeesstomi apd oflhidisostersafor wihiahfantideprishntataicindivhted,

an .anal eptic.such. as.nodafini|l and one o re :

A RA R LA Raciiiirn Qe e SH0iEt RS e dnetudes the
sisghps of AeainSst@ERasithd &hjost beffdive B othiSHRRt AL Sbnt in

of antidepressant therapy. In such an enbodi nent, an

effdigion jeadmmisiering toAbe patighiept ¢féecvie Amauntrad @ fhiidepresaant. The
PV g AR . :

oD QR PaleSll RERHAI ML Rl RSB 502"

Mol vadh A8 fer e BReRt B B aisplPu BeTiRrhatid o fhancing

ankiity i) Seiteesan, aheftbWsidd efBets 6RSSAide@N TOE method includes
anti depressant 15 therapy. The nethod incl udes

adis ienstefedpgnisteriag fooike svhiedd i gffectife agpaamg pf proansleptic agent in
anakent i g : . e PN o
SIS R AL 09, Dl S b S o e
adverdiagsy opd onmoredfaheadinihlis@adnasobpines sdtForth above.

adm ni stered before and/or during and/or after

ant i dep esisaidthel BRbARYNBE IsAdre @t indveRMCinbRidEPa RRG0ATT
nore of the tuning schenes set forth above. Th

e
arfserResieg onsshiimstof én apédegrpssant. oyhesgbyxideneffgctspre teduced. The
t . . i . s ubi e
or b B nEfcs Bkl el He3Ghicl Lt URAEE prgb AR aphiBic
efafetin wéditiamtumimintsygpingad the gatienm aalediattiiddn omnt b an

about 200 , of nodafinil adm nistered gnce_  or twce
d&m@epa?fﬁw ceattingdn PRS SRpre i dheapsiministratipr sqhspes set forth
engeed ment, adm nistration of an anal eptic can occur
within a period of 2 days, preferably I ess than 10

ant  dopy S bl 308 flob d ifenIEIRRNCE) ol or

r edhmfcirgractfitpdy e seideprepdantand ddoeagidpionses tihatdfan of

b%}ltlgderpr)?edsg&it,n \IV erg‘g}g si%er:] effects are reduced. The method includes the steps of
administering to the subject an effective amount of an analeptic agent in addition to
administering to the patient an effective amount of an antidepressant according to one

or more of the administration schemes set forth above.
D. Reduction of Adverse Symptoms

In one embodiment, the present invention includes a method of reducing
adverse symptoms in an animal subject associated with antidepressant therapy. The
method includes administering an effective amount of one or more analeptics,

including but not limited to modafinil, to the animal subject, preferably a human, to
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anal eptic can be adm nistered after antidepressant 30
treatnment cessation. In such an enbodi nent, the

adeduet Sreragiversa sphprmsawhbrept the acalepticds adinimigtered before and/or
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2 QIR R83RrtRGHLS2004/ 015198 I n such an enbodi nent,

the nodafinil can be adm nistered orally, nasally,

rect al | AdvelRist AP ERUSEYabl &R tH Wethbdpy of the present inyention include,
intraperitoneal I'y, subcutaneously, Tntramuscularly or
i hut aremethmitgd tafatiRee) steepinessosad Deprdes kick of Plesaregenxiety, worry,

Si.d .fects .5 In one enbodi nent, the present
A S TP e B VAT eby S PTG AR g e epergylack of
deitRAL 61 And AUFfRtIE In ©ink@iod 86 eh@dtindtnd/br remembering. Some or all
anti depressants are indicated, whereby side effects

ofof Hhese epapptens gan be measysed ayies starlsedHatigneSenatityowales (FSS),

oPf o iaed gl
o1 P od Fyale SEHEREY 20 ol AL S o o

adm ni sterin o-th atient an effecti.ve ampunt of an
ot depir Bt Se ddfepB® bRl ith, SE Gl Bl b i B
OREbject toBklFedtl HIVE:VEE hebRSersRidithent theab@viat of Makpat hludes
enbodi nent, the present invention Includes a nethod

f dronbplrrath d PP g tacbpyi 40P g ofmodaftrilrdurinistoaed onagies felsy daily 1,
Sisd . y nclzu

oPens oSk a0 Bhfs SRR MR RRET 25520 b days o
anmare tftef ceasntion alf epifidepresgpmn therapy. @aefetabbi ntodafinil administration
adm nistering to the patient an effective anmount of an
afPhiss dutng antadepigssat eHgYt o one or nore of the

adm ni stration schenmes set forth above. In yet another
enbodi e sertaip peefpredanbodimoriptthe Antidepragepss ingludss Huexine

d ' set ' b

ST OE PSR B b ey B 20 HRE RPRR o (RIS
adniidéps¢ssionrtbertpy.t he subj ect an effective ampbunt of an
anal eptic agent in addition to adm nistering to the

pat i entin 8ictedd @abodimemBidModafinAAnd/Br antidegRREME Salbe
according to one or nore of the adm nistration schenes

s édmirgptered oaplb aasally, orllyiprveantdyi apehirally, mirapedionsally,
| B RBuD TSI Aot flcangnhanct ng activity of

an ant 1 depressan ecreasing onset tine of an
DEFINITIONS

“Particle,” as used herein, refers to an aggregated physical unit of the

acetamide compound, i.e., a piece or a grain of acetamide.

As used herein, “about” means plus or minus ten percent of the indicated

value, such that "about 20 mg" indicates 18 to 22 mg.

As used herein, “consisting essentially of” refers to excluding other active
ingredients but including excipients and additional amounts of the active ingredient to

account for degradation or otherwise.

An “effective amount,” as used herein, is an amount of modafinil and/or

antidepressant that is effective for treating a depressive state, i.e., an amount of
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anmount of an antidepressant according to one or nore
ofotlh@nihahd/on stidepriessanistbita srelsle setedfios, tHed g we elibinate certain

Reducti on of. Adver to In one enbodi nent, the
e AR e o B Se RO PR AR, 36

adver s@ ‘shaphReBtidal caRpadiiict asulell B6leid Bifant ahrdicatdeht for use
anti depressant therapy. The nethod includes .
aémirenting armagmahthat gasentispemadeiimt preparethin bmapggrdhat is

anal ept | .hcl udi n lim - i ni

¢ SR RS For ol Hptithy, 4 Bhbcl fichPAR o

206t di09 3B e RGENISZ 604 /alboBR Bloes et actd3sityg divodudeen non-toxic
synpt ons, . wherein the anal eptic is admi ni stered before
aRBFBIACEHGAI ACcaRPIsr i d e > RIKEIERSYHER SAFPOFIHER S3/218¢ melude
a - ) hehp

B e TRt i L T A e

t hemppsitiaf canhidsopinelside maodatiehin embimtionddth athrytactayes preferably

not limted to fati | eepijiess, sad nood - |ack of
pPRd anfdepres ’éWV?p%%%?Pgaq ability, agitation
excessive sl eepi ness, somol ence, sedation, |ow

ek&agple | ack of notivation, and difficulty in
t hi nki ng, concentrating and/or renmenberin

S :
al | offligihdepatiopipvrprevieshedingnesed wih 4 Pg(siglgnfﬁf;g%e or

Fat | ' les.: Y/ :

( ety JBIEEbs ot TR BB e g M e R ST Seore of
agedardr tidn daregliglpd 4y, aad tad uotathkarantifle@asshepherapy farggajer than
can vary from subject to subject. However, in one .

o BN Webke ARSI VST oAt SEroP B R aeinéy iy in Table
a 00 ng of nodafinil adm nistered
oﬁzg&g%&%§§g€igé?$$%%?%'2, 5, 10, 20 or 30 days or

nore before, during and/or 1, 2, 5, 10, 20, or 30 days

or nore after cessation of antidepressant therapy.
Preferably, nodafinil adm nistration 15 continues

during antidepressant therapy. In certain preferred

enbodi nents, the antidepressant includes fluoxetine

and/ or paroxetine adm nistered at about 20 ng. per day

for the duration of antidepression therapy. In such

an enbodi nent, the nodafinil and/or antidepressant can

be 20 adm ni stered orally, nasally, rectally,

i ntravenously, epidurally, intraperitoneally,
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subcut aneously, intramuscularly or intrathecally.
DEFINI TIONS "Particle," as used herein, refers to an
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i.e., a piece or a grain of acetainide. 25 As used
herein, "about" neans plus or mnus ten percent of the
i ndi cated value, such that "about 20 ng" indicates 18
to 22 ng. As used herein, "consisting essentially of

-

efers to excl udirabledt. BaseliriPatient Ohgrsdendstics but

iincl udi ng exci pi ents and addi ti onal t. t he .
dctive ingredient to account for de%%ﬁ?’?é%h@?etme°rPar°XCtme
qt herwi se. 30 An "effective anmount," as used herein, (N=29)
ils an anount of nodafinil and/or antidepressant that

i|s effective for treating a depressive state, i.e., an
ardearnt agsf yeat6(SW) 2004/ 100939 PCT/ US2004/ 015198 36.2 (8.6)
madaf i ni.l i depressant that is able to
rg\gﬁéne‘?}ﬂglﬁgg@g{ség%ﬁ elimnate certain synptons 173.137.5)
aGankegtnag®)wi t h depressi on and/ or anti depressi on
tiher apyF A."pharmaceuti cal conposition,” as used
Her ei n,fM&%s a nedi cament for use in treating a .
rerawe] n tRpt conprises nodafinil prepared in a manner
tthat 1s_ 5 appropriate for adm nistration to a mamal
/
[
3
s
3
H
[
3
B

21 (72.4)

\ phar fe®é8¥#tal conposition according to the 19 (65.5)

rmgﬁ{j'(éapsmdgg%g,(sgyt does not of necessity, incl u@g(g,_g)
non-toxi ¢ pharnaceutically acceptable carrier.

A
Reetrald &M FdiscerstSBRi ti on can al so include bulk  22.6 (4.9)*
%E%?Hﬁ?ﬁ%’l%href(gbguse in preparing dosage forms. 9 (7.4)*

harmaceut i cal conposition can al so include nodafini
MeanBShstoreo(SIi t h anot her active, preferably 10 anfi2 (0.8)*

tid ssan nore preferably an SSRI. Exanple
Wa%e$%§6%c{r?£§}?)s were previously diagnosed with l\/DDlO‘3 4.9)
si Ngb& epi sode or recurrent), four patients had

i.gni fican ati.gue (Fat.i Severity Scale [F .
J%]%ﬁwm%rge@? osp ﬁéﬂ%ﬁ%ﬁé’ G VLY S HAMpHamitton

gagu |
dkamgaeledapPerression; Sxmstanganlslevighent MAST Nigyah Anajpgue Scale

N

—~

equal t i ' . eV :

cor oeni uferi$3REF ieh YA RE R R iREh UFhPESR and modatinil

2 . 3, 4l‘{/[ogalflllafpvgfals6i'n:iti]'aZedvg 1%8%&/&28%%? ? dg}%T e{nld%grg é{ra%%(? %‘09§00
mg/day, depending on response and tolerability. SSRI therapy was either fluoxetine

or paroxetine administered at 20 mg/day for 6 weeks.
1. Symptom Assessments

Depressive symptom changes were analyzed using HAMD-31, each of which
were videotaped and rated independently, and HAMD-21 total score evaluations.
HAMD-21 total score analyses were also performed to evaluate response and
remission rates. Changes in fatigue were assessed using the FSS. A fatigue response
was defined as an FSS score of less than 4 at any post-baseline visit. An FSS score of
greater than or equal to 4 denotes pathologic levels of fatigue. Subjective sleepiness
was assessed using the Epworth Sleepiness Scale (ESS). An ESS score of greater

than or equal to 10 denotes pathologic levels of sleepiness. Symptoms associated
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Table 1. Baseline Patient Characteristics Mdafinil +
Fl uoxetine or Paroxetine (N=29) 5 Mean age; years
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Gender; n (% Female 21 (72.4) 10 Race; n (%
Caucasi an 19 (65.5) Mean years with disease (SD) 2.7
( 3vith depggsgionHapndme fgiigice mosth)motpyasiopang)concyeation, were

. . 7. A)* ore (SD)
oy PSRk Pt Nidod Wy BB  GEASE O

ESS=E th.Sl eepi ness Scal e; FSS=Fati gue Severity

Scal e?%moﬁpgn Rati ng Scal e for Depression;

SD=st a rd devi atiqn; VAS=Vi syal Anal ggue Scal 0

Pt | ontC TR PES PHEL by OB AL BN ATTS SIS Bt onset
a i tafi.n _

f gfb 3 da sﬁ g%%l ' t hen Sltulﬁttlr) ggugg H%egi%%%g eﬂhg}%gcaa% Q}Qdélg% Ae’ﬂ%i)éh%ls’ and
orglinsghleberatoan testsovee apiducted duggRthetshatyapy was ei t her
fluoxetine or paroxetine adm nistered at 20 ng/ day

fér 6 Weaglssics 1. Synpt om Assessnents 25 Depressive
synpt om changes were anal yzed using HAMD-3 1, each of

whi ch  Gwitiausistesiables o e halyab® dsihg 6 epeateRtl fir nathily
HAM}'21§A otal score evaluations. HAND 21 total score
afdtyeged dep e ¥ ikoxpr pigaedusak test By artaeenslddfonse and
rem ssion rates. Changes in fatigue were assessed

usi ng tiAe negberspifragnogders (defipeheea >R%0 desteaseth H4MIR-21) and

F SS an-4 any - ' I Sit.
SRR Bied AP R AR b

p dakudine isit) weyehitlwkd ugihk gueWilSomjresigiedeast e iPaisss receiving
was_ assessed using the Epworth Sl eepiness Scal e (ESS).

At feag 1sdqse of g ptudy diisewererpelpdedyn i sfety gnalpsigienot es

pat hol OI?i c level s of sleepiness. Synptons associated
escriptive statistics were used to summarize safety measures. Baseline

characteristics of all patients are summarized in Table 1. Patients who received at
least 1 dose of modafinil and had at least 1 post-baseline efficacy measurement were
evaluated for efficacy (N=28). Twenty-nine patients were available for safety

evaluation.
4. Treatment Outcomes

Modafinil combined with an SSRI rapidly reduced fatigue, as shown by a
significant reduction in mean FSS scores at week 1 that progressed to week 6 (Figure
1A). Modafinil combined with an SSRI rapidly improved wakefulness, as shown by a
significant reduction in mean ESS scores at week 1 that progressed to week 6 (Figure
1B). Modafinil combined with an SSRI rapidly improved the patient-rated global
impression of mood and concentration, as shown by a significant reduction in mean
VAS total scores from baseline to week 1 (-13.07; p < 0.01) that progressed to week 6
(-23.17; p<. 01).

Individual VAS scores showed significant improvements in mood, anxiety,
fatigue, and concentration at weeks 1 through 6 (Figures 2A, 2B, 2C, and 2E).

Additionally, significant improvements in motivation and sleepiness in individual
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While this invention has been disclosed with reference to specific
embodiments, it is apparent that other embodiments and variations of this invention
may be devised by others skilled in the art without departing from the true spirit and
scope of the invention. The appended claims are intended to be construed to include
all such embodiments and equivalent variations. Further, the contents of all

references cited herein are hereby incorporated by reference.
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fatigue, and concentration at weeks 1 through 6
(Figures 2A, 2B, 2C, and 2E). 30 Additionally,
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in individual 19 WO 2004/ 100939 PCT/ US2004/ 015198
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apparent that other enbodi nents and variations of this
invention may be devised by others skilled in the art

W t hout4. deparid Methbd 6felhiRe] whdibMielabioud N6l antideessaht
the invention. The appended clains are intended to be
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refér n e her

€ncés Cited herel y I ncorporated by
reference. 20 WD 2004/ 100939 PCT/ US2004/ 015198

5. The method of claim 1 wherein the amount of modafinil includes 5, 10,

15, 20, 30, 40, 50, 60, 70, 75, 80, 90, 100, 200, 300 or 400 mg of modafinil.

6. A method of treating a subject for depression and other disorders for
which antidepressants are indicated whereby side effects of the treatment are reduced,
which comprises administering an effective amount of an analeptic agent and an

antidepressant to the subject .
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What is clainmed is: 1. A nmethod of reduci ng adverse

synpt ons associated with the cessation of
waeodepsessant therapy in an ani mal subj ect CPOPUSR0415198

adm ni stering an anount of nodafinil sufficient to

reduce the adverse synptons to the subject. 2. The

met hod of claim 1 wherein the antidepressant therapy

conpri ses dm pi stration. of an. antidepressant
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saﬁiggt. 3. The nmethod of claim2 wherein the

an Rdépressant Is selected fromthe group consisting

of citalipram fluoxetine, fluoxetine hydrochl oride,

par oxeti ne, paroxetine hydrochloride, and

cl om pgam nahbysktlagihifelbdites ord wiheinnht bademfc agbat ifmbdafinil.
wherei n the anpunt of antidepressant adm nistered

during the antidepressant therapy includes 5, 10, 15,

20, 30, 40, 50, 60, 70, 80, 90, 100, 200, 300 or 400
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masiatiidibline Rupkeiihitidry) monbeainengidass inbjtdwls, hod monoamine
depression and ot her disorders for which

af¥idaepBe dant s are indicated whereby side effects of

the treatnent are reduced, which conprises
adm ni stering an effective amount of an anal eptic

w0 20047 100938 AT ORSGA DY a8 G ARRES e sFpiccth from he

degmupashsigtinnaeditatiprm, dbostinanflicketinebgdothlogdm paroxetine,
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subject . 8. The nethod of claim®6 or 7 wherein the

anal eptji ¢ a%@tmétﬁ%fm%{iﬁlrﬂ Wherefr thd B0 IEL Mti@épﬁ@sﬁ{t Fhcludes

8 wherein the antidepressant I's selected fromthe
g5oUR 16028, 3, #0,H 060,101 8Y,A0; £6Q, 268] Mt arvid0seg of antidepressant.
reupt ake inhibitors, serotonin and

12. The method of claim 8 wherein the amount of modafinil includes 5, 10,

15, 20, 30, 40, 50, 60, 70, 75, 80, 90, 100, 200, 300 or 400 mg of modafinil.

13. The method of claim 8 wherein the modafinil is administered before or

simultaneously with administration of the antidepressant.

14, The method of claim 8 wherein the modafinil is administered after the

administration of the antidepressant.
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nor adr enal i ne reuptake inhibitors, nonoam ne oxi dase

i nhi bitors, and nonoam ne oxidase type A 10. The

woredohoehdsd cl ai m 9 wherein the antidepressant PGI/US2004/015198
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