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In addition, patients sometimes suffer side effects associated with

antidepressant therapy and withdrawal of antidepressant therapy.

Because residual symptoms to antidepressant therapy predisposes patients
25  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.
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Useful antidepressants include but are not limited to tricyclic antidepressants
("TCAs™), Selective Serotonin Reuptake Inhibitors ("SSRIs"), Serotonin and
Noradrenaline Reuptake Inhibitors ("SNRIs"), Dopamine Reuptake Inhibitors
(“DRIs™), Noradrenaline Reuptake Inhibitors (*NRUs”), Dopamine, Serotonin and
Noradrenaline Reuptake Inhibitors (“DSNRIs”) and Monoamine Oxidase Inhibitors
("MAOIs) including reversible inhibitors of monoamine oxidase type A (RIMAs).

In certain embodiments, a suitable antidepressant can include, but is not
limited to, one or more of the following antidepressants: adatanserin hydrochloride;

adinazolam; adinazolam mesylate; alaproclate; aletamine hydrochloride; amedalin
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30 In certain embodiments, the antidepressant includes citalipram, fluoxetine,

fluoxetine hydrochloride, paroxetine, paroxetine hydrochloride, and/or clomipramine
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In some embodiments of the present invention, the respective weight ratio of
analeptic to antidepressant can be from 0.01: 1 to 1:1 to 100:1, possibly 1000:1 In
some embodiments the weight ratio can be 1:1 to 7:1 or 10:1, most preferably 1:1 to

30 5:L.



or nore anal eptics and one or nore antidepressants

w Il be fromabout 0.01 ng/kg per 25 day to about

2000 ngy/ kg per day. It is expected that IV doses in

the range of about 1 to 1000 ng/cnB per day will be
whi2e@toaner | n some enbodi nents of the presemtCT/US2004/015194
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formmﬁosprp@ petr eorieaend tosioe @monsy desericdiabee aaﬂace%ﬂﬁﬂy

c'cgmfblec’ URROS HcRIaY, e P stdflLRIRIRLs; fillde daimspMnt fubricants,
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I'C and an res prep r|ng
2@ onfod sxa:nn;das; suspanspya) ehetus aglsofudions, sfaplesprricrsand gdihtives include

gr g{vgc%g% g?lg,toﬂg micohols ogf’fg %B{g oﬁ(’@s%rvaﬁr% colJrRl agéjﬂéjérgl the
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1 avarr kG igR AL S BRGE polte Rk, Pl iR Geonss
t helublitdas, bin@drs, SkEintelratirgl agfme:plﬂirthé Iilon Besish ofibeir £5e in

25ex aa 2 :ustr t?o\ll\aldt%&efs ang Ba?plélllllgss regrrésden% 816 mostS ddvantageous oral dosage unit

form, in which case solid pharmaceutical carriers are obviously employed. If desired,

tablets may be sugar coated or enteric coated by standard techniques.

For parenterals, the carrier will usually comprise sterile water, though other
ingredients, for example, for purposes such as aiding solubility or for preservation,
30 maybeincluded. Injectable suspensions may also be prepared in which case

appropriate liquid carriers, suspending agents and the like may be employed.
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suitable carriers and additives include starches,

sugars, diluents, granul ating agents, |lubricants,

bi nders, disintegrating agents and the |ike. Because

of their ease in 25 admnistration, tablets and
wapsuliewsT epr esent the nost advant ageous or SHCTHERHGE15194
uniit form in which case solid pharmaceuti cal
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15§ oﬁ%@gﬁ%}@,&%@%&, E§)‘P trmrlg,éyofg an anal gSt ?c a%i%
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for F Ve on are
phaghanseyiticaly hocegatle pila thossod amimt sotamcluded from the scope of the

phar maceutj cally acceptabl e. .conpasitions, §¢i i< include. but
pr e‘ﬁ‘éerngf’?'o*’ﬁﬁﬁ%m%’iﬁﬁ%@i’”?ndc%}ﬁ‘f‘g%)"ﬁ“%“gll}’ AR gg?llsr%: ude, bu
2A0eft Sot 112Ee 16 TRY PepMes fromalpdilobing acids: hiyéroshlornd
optional ly other therapeutic ingredients.. \{\hen .
hydrobrorhic, suifuric, nitnic, phosphoric, materc, acetic, salicylic, p-toluene sulfonic,
tartaric, citric, methane sulfonic, formic, malonic, succinic, naphthalene-2-sulfonic,
and benzene sulfonic. Also, pharmaceutically acceptable salts can be prepared as

alkaline metal or alkaline earth salts, such as sodium, potassium or calcium salis.

30 Suitable buffering agents include: acetic acid and a salt (1-2% W/V); citric
acid and a salt (1-3% W/V); boric acid and a salt (0.5-2.5% W/V); and phosphoric

acid and a salt (0.8-2% W/V). Suitable preservatives include benzalkonium chloride
9



used in nmedicine the salts should be pharmaceutically
acceptabl e, but non- pharnaceutically acceptable salts
may conveniently be used to prepare pharmaceutically
acceptabl e salts thereof and are not excluded fromthe
woame/10P3t he invention. Such pharmacol ogi caldryusagd015194

phar maceutically acceptable salts include, but 25 are
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about 0.01 g per da to 2000 @f}% #1 tl?ud "
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at &y (E[E' g@&?émﬁ%ﬁ?@?éﬁkﬁﬁ ShaPIRSRReticed usiisf £§Hode of Eﬂr&hﬂ&aﬁon
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of gy ssheshg OB ptodattude oral, rectal, subli ngual ,
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25 Compositions suitable for oral administration may be presented as discrete

units such as capsules, cachets, tablets, or lozenges, each containing a predetermined
amount of the active compound. Other compositions include suspensions in aqueous

- liquors or non-aqueous liquids such as a syrup, an elixir, or an emulsion.

Other delivery systems can include time-release, delayed release or sustained
30  release delivery systems. Such systems can avoid repeated administrations of the

active compounds of the invention, increasing convenience to the subject and the
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parenteral routes. The term "parenteral” includes
subcut aneous, intravenous, intranuscular; or

i nfusion. 20 The conpositions may conveniently be
presented in unit dosage formand may be prepared by
woyo@fio®e nmet hods well known in the art of RUTAINISEH15194
In general, the conpositions are prepared by
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i mﬂ%ﬁﬁpgwrﬁﬁ@qm&@% Fiﬁo 2034, Hoar 5%mQUn1¥i€tbdsmdiepressant
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are adapted for 1 nplantation
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t he present ntion in east one
f orificlading Bitmionmued tamelideisigs, fonmhcldcﬂmg tablats, ceptules, pills,

l C, e an s dos f
contaiey b@ned A ey oAt SPRLElohpd SRR 8 o i tirr an
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do‘ét%ﬁ%t}m@gr#fhg rtessalgtpressant Most preferably, the unit

2515 dose finil .inclydes a 00 or 200

t abl et %‘? E/ o en}bo {, ey mxfentlon lnc::ll esa transdermnq drug
delivery system ( ”TDDS") A TDDS suitable for use with the invention in patch form
typically contains at least: (1) a backing layer and (2) a carrier formulated with an

effective amount of an antidepressant and optionally modafinil.

Preferred patches include (1) the matrix type patch; (2) the reservoir type
30 patch; (3) the multi-laminate drug-in-adhesive type patch; and (4) the monolithic
drug-in-adhesive type patch; and (Ghosh, T. K.; Pfister, W. R.; Yum, S. 1.
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dose of antidepressant includes a 10, 20, 30, 40 or 50

ng. tablet of antidepressant. The kit or device can

al so include instructions concerning adm nistration of

the analeptic and anti depressant. Preferably, the

wobeH10493DNs provi de admi ni strati on gui dancECT/US2004/015194

according to one or nore of the adm nistration schenes

set

ant TR on G DR D P el Pros. Ic.p. 249-297
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dr ug- i n-}ees bV ReittRey TiatpR; and (Ghosh, T. K ;-

Pfister, W R; Yum S. |. 11 WO 2004/ 100937

PCT/ US2004/ 01%&dhfdistrdioarseianesahd @hdng ofjireaneirafgn Analeptic and
Lve tens I nterpharm Press, Inc. p. 249-297,

|ncéF$%¥§? hereln by reference). These patches are

eneral ly avail.able co rciall ctice of t
et o St h e e Ry skt o b REsfaap petntle uit
13 Y P&ose,Dup ddncdDeatipiesged s@hﬂa;ezymse«ze b ke dIdt@ciioEeS.
preferred drug-in-adhesive patch is the nonolithic
type. Transdessmt erdbdiimelad 6B yvayist, e\r&aﬁlﬁdmebf 4 (ﬁﬁﬂder related
st andard atc s _can %éso g use se i ncl ude,

ox ASFREeS RS 37. PG Tl PR a5y Bbre shalptic
Oi NYJ¥BIULS ond @151&16&, anﬁ@ép?essdﬁﬁdﬂs@@tmOﬁﬁigﬁe b SoseCiT@A Bfaleptic can
| otj ons, .aeraqsols, f oans 10 nmedic
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an Anal eptic and Antidepressant
after administration of the antidepressant). However, if simultaneous administration

is desired, the administration of the analeptic and antidepressant can also 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
25  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
30 48 hours, more preferably within 24 hours, most preferably within 1 hour or moments

before an initial administration/dosing of an antidepressant. After the initial
12



An anal eptic and an anti depressant can be conbi ned
together into a single unit 15 dose, but can al so be
adm ni stered separately as two or nore distinct doses.
Thus, in sone enbodi nents of the invention, a
Weo#aeh370f a disorder related to depressi BOT/CM04085194
t hrough the use of separate dosage forns - one or nore

anal, t S&aHos HPSBE
r&@ﬁﬂlﬁﬁm&%ﬁﬁo@{e@?ﬁ@ EncPlntiERS s sws%eme% fHos GPHE Bnaleptic

Acco an anal ptIC can
admiand @nt@pnréssam can dorftinge eiattyniraleate; @lgattmfeaﬂwen? prdwo 50, 75, 100

ant 't(gf@ly Igg 3ﬁgées oggafoﬁ%%i?{g I% %} ! lb §1!03’56 fnﬁeof an’a%egressmt per

anal ep tion MA l ess t
bef dre Birthenbiterthabitishaduinitraton oéfhetah@depressant the dosings of the

gnt 'aga?l | esa?&‘ Qﬁt)de%)rl_@s\é\ﬁt &h be 1nf seﬁ l&‘ﬁﬁ%g ?fﬁa?r ina sbnigle Lﬁut dose.

an aIHmtewer dndosendfi ademlqsasamlb be adm:auﬁs@nedjmfd:rh lacsuigshquetlh&)se of
e un ose 2 anal eptic

o 28 B sels & Siﬁstf?raﬁt@f L Lo g

ant i depr her a ha
subst ant ?g% "?Hlty g pE’lﬁ‘yngsntlthfltcf'éepéﬁ1 g %nglr? tlg ﬁce) r l};oant%deéJr SSEmttsl‘i thte
havanﬁﬁeﬂmﬁﬁﬂﬁmaﬁoﬁm&mﬂmﬁﬁe&ﬁaﬂﬁmMEhamapyeﬁﬁt@&bmﬂmn&ms

ek,. 2 week nore refera 4. or re
1¥)\ﬁe m@&%@@lﬂf 6 oLioh q@ﬁ@ﬂ%& 1 EB{S.GEH CB‘EP BB throngh
admiggy &k Slf @gearbt%fd@ﬁ@e airahs of ar?:lnaﬁb@dﬂndh%ﬂdepﬁc%ﬁ%t tvhmi cmsthen be
an |n|t|a aam |str tion o t he an epres
suc RdEm Gsumu @ﬂ@%‘?f lrﬁyrv@thgah# fea %B'f%e %@ﬁsﬁhﬁ
an a'aﬁtﬂieb&ss!%ﬁﬂ? opﬁrcvu hlmerhse? 8f NGRS uniPdRE BicRRIng boti M Aaldftic

48 hours nnre er ab g within 24 hours, nost
pr efed apjid Wr?fﬁﬁ“ﬁ &fnﬁ@é@ - moments  before an-initial
adm ni stration/dosing of an antidepressant. After the

Pnitial Hethapacoasrtisoogudipeimigeblsisdyesaasiafinl, can also be
admyirhisterdd B pafiedt Bt ﬁmhrswrsce@e@l 2Bt SILRIASERABLL an

subsequent dosings of the analeptic and

ant Petdspresssaintn e%merelmﬁltm%éhf‘arpmal gdpnisiggtiop of an anglegtic can be
typig@ld 2 bR, ﬁ%fe&awy Within 48 hmi]rQ Qnoré gre?e%iwlmﬁ@a ¢9u®f most

nmodafi ni | per ‘day and 10, 20

ant PHEprdy within 1dwur Uﬁlylﬂﬂ Wmh@ I&ﬁeréhft igitial g%mmqrrmoalof an
z@d ma@icfeg{egsta Oy Bfis %ﬁﬁﬁ@akm@%@a%ﬁﬁmammegw ITeEH tgé same
he e

ptic an t1 depressant can I n separate
d os Hye af o mldemessnntabté swiybaienirip ot less enc adpiinietvasion of 41 g

dos gnt?cf %1%%&%23 o eleuﬁ’l cfogng &t zﬁldag]alla% { ﬁ{e%mﬁgf){%? arfhle gc and

subsequen an an epressa separate dosa

f or emidepessedcian amz&mpc af eypied] madoah o omaiartgcplarlm preferred
patle at ay subst.ant i.al e

bt PBiPael il SR tRRRR A B iRl aehieuspt ggmipiigations of
28nabkepialeptic adh eoicoahmlizhetd thivuglt thb @sendarsinglcsinildotcineladiag both
10 with tg g%fiti I adninistration of an

ant PYyBHRES @K?§W'be acconpl i shed through the

use of senaale dosage ! oLup. oL, AN AN EPLL SR « puint 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
30  admunistration 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 stered together sinultaneously (i.e., within 1

hour or less, before or after the antidepressant) or
through the use of a single unit dose including both

an anal eptic and an anti depressant, as noted above. 15
Wor2oiean0s3an anal eptic, including but not | i NMAEAR201/015194
nodafinil, can also be admnistered to a patient that
has alre : i et :

e oL BB 0l BRI E DiabiRSE Lo dosue
admiforinst thatdnoinistétiant awamdmﬁccsan arefdpably odctthiwithiz Znoments, or in

h bl
O3 B8 b o L8P e,

Wi t s$thamn tEhdss Bdfbre for aﬂm admirﬁshahoramﬁﬂmmﬂepiessm wifesain
O antidepressa In.t he nmodafinil is
dnP PR B C%{?JI%WI%“F% ol o2 e e belon”

antldepr ssa but uent

S i ot Bar dedsficet URRE ia?feéé’%%lereswatf%ffw he

initial dosi of .an anal.eptic .
anal ept i gh qfa“glagsr?tqegﬁeﬁ?gg Lo oggﬁl Egﬁﬁsfﬂﬁg%r@g agdd Sileviation of
t m 'ﬂﬁpﬁtéssﬁa Byifftomb Banteeh@emed. Clal cak kinbadigbsirof @@ present invention,
enbadi nent, initial .adm nistr t|on fanaale j.C d
s ub SBHEENE SHRRIPH gﬂtnrh&ﬁnawgei Iriation of %é &

16.C C @iEpptis N8chidifi Bi@bt lirhiged4s am@aﬁrm 568 2 diihd arfie§Ressant
i ncl ud| ng both an anal epti ¢ _and an Cgntl degﬁﬂg nt In

a f HerREPT BRisHav I Ee of IﬁPl'telf’éFheé’é‘H%l%ﬁ FIRGH S° by

analeptic to a patient can cur or. cont i

after antheddpt @Q’E?t"e@ﬂgrc%?ﬁ %%ﬁ(ﬁlezmﬁméif]e‘d’r Bﬂ‘?lat“’e to
t hi $ntldSpreRaG IR IyS@d. by admi ni stering an anount of

t he ana]i)eptlc to the patient and the 30 administration

Of Whi € Gt BinbAdiRehtOhe breséht ifventldd, inciiles @ lineﬁﬁuddiﬂy S,
nore, after antidepressant therapy cessation.

15/\0 SOAFDg o pRsedtmeosanpidensssen in pnaimplsybisen ge W?@Pé

t hejRRabent Ligp Me—%@éﬂn@%ﬁ%ﬁ%}t@dﬁ%ﬂe&mcffone or more
dosage forns adm ni stration of the analeptic can

pr efsteRBrsy m@iyémg byt ne ilignited fremedaiing end/pr coraglggnitempg an effective
ho Umorh of &é%rm@@mélepew Biolufifng! 188 S0t AR 36 mB@H With an
| ess than 48 hours [ ess tﬁan 72 hours before or
af t antidgpnispits Tha amomt of analeptiaend deghton 9§ pigtheragy Ly Birom
th . i v
20, oSPIECE Lk RO AR YL pR ki ¥ (R g amtcation o e
Ant arcésptie Sdlantonebf mote of e tining sthapsesch Exiabpve.
initiation of antidepressant therapy and alleviation
of deprloose vmbtslpnpttdhs amalmt obamslepiic mnkides dnreligeieve amount of

errbl%tgl gﬁlrﬂt m% ehﬁorg ragosb% Y& oluPﬁbO m? gcﬁa%’ !m\ofgdnnmstered

synptons t rove
adnouie st tvdte da‘nlydiﬁr sgpreriod of less than 2 da,ys preferably less than 10 days, prior

25  to the injtiation therapy of the antidepressant with which it is desired to have a
decrease in onset time. In another embodiment, the first administration of an
analeptic can be within 72 hours, preferably within 48 hours, more preferably within
24 hours, most preferably within 1 hour or within moments before initial
administration of an antidepressant. As noted above, the administration of the

30  analeptic can also optionally continue during antidepressant therapy.
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10 anal eptic, including but not limted to nodafinil
before or during antidepressant therapy or by

foll owing one or nore of the timng schenmes set forth
above. The time of inprovenent can be froml, 2, 4, 7,
W@ 200480984 days relative to antidepressant POBDSR0§H/015194
alone. In a further enbodi nent, the present invention
|ncludes

|l udes g URSRY BlucARnARREERSIND b Ol bbby,
i nclepidesliy Hetrapedpnedllyprubcttimeansiy guttaneiseuds] e intigiebalbm
ef fective anount of one or nore analeptics, including
but DEFINITIONSed to nodafini|l and/or co-admi nistering
an effective anount of one or nore anal eptics,

i ncl udi ntRartiale,” aotsed hereinedferoton dagregitdd phivsibal anit of the

ntid ssant he anpunt of anal ept and durati on
gf prg$ﬁ§?8%§p%%%.vdf@n??g%% 2%8”%%] fo subj ect .

However , referr
i i ot PAEPHBRE BB 5"%1%1 AR K —
thevﬂm&mn@zBmﬁ@hmsZSeg"hMKmhsa&uMEngn one enbodi nent,
t he amount of anal eptic includes an effective anount
of nodahsnsdd heteyxp |“mbisgmg‘assnmnaibomﬁ o8 tngrcludinglotiet active

200 d t
for ugﬁgﬁnlts%q af L}I&lglsgsegghnlgﬁts %.u 1onaln 0é1?1 asbﬁ'melagtéve m%rgdlent to

160 daw&nﬂﬁﬂ@ymﬁwbﬂmrdwﬁwmmlt|atlon therapy of the
antidepressant with which it is desired to have a
decreaseAhﬁaEMﬂsémmbmﬁfadmmahebheﬁaanhmdﬁmﬁnmdMMﬁbuﬂkm
first dm|1 ratl an be wi thi
houraiBaTaarbs AR 17 RentR 8 e eirtie 5 BF o Laiphe I
W t Riodafirdaridont @ﬁt;deﬁﬁsdanﬂhﬁfieib&&)ﬂo)te&ucb hillavidte boelimibsiie certain
wi thin nonents befo initial adn1n|strat|on of an

ant SYRHPEE A (R EPSi9B GHUOT PMECRIERTORIA St ion of
15he 30 apay,RftiaceuGadl c&hﬁ@lmt”la@ﬁiaédl Héref) MlcademettiEanttait for use
ant i depr.essant therapy 14 WO 2004/ 100937

PCT/AJ52602 2 rpye th a’fr?PéﬂPéﬁ%ﬁ féﬁeﬁaﬁ@l PERAEE Iafmres thatig g

or ablyopr@sSRl hdininlsB&ich th ¥ manibhdl 2XHAMScYuticRIRoShgbaidry .
|ntraper|toneally, subcut aneously, intranuscularly or

i nt Pegeriegiol the inveytiop Kjay plopd fogs pefacocsgly. meivde a non-toxic
h e r hﬁma&e%ﬁ@z{lﬁz a%@ep%le%ﬁ{e? IR RSB RbmPMMifiontan bR include

etam de conpound, i.e., a piece or a grain of

2@0 eb@lhaqteve merafigid forives i 7@1 PrePariBhENFese REah s phagaesiticl nus
t28n ﬁ%ﬁ}g& n ¢ g}t; alts@%giuﬁgin%gﬁﬂ in E%Mﬁa %\1{?’1 EEIG@EI acﬁpé) 'Iﬁ}eferably

use her el n,
"coa&i@tﬂﬁgﬁgsﬂembmatﬁ@mﬁﬂanS&Rbrs to excludlng ot her

active
Example

Eligible patients were previously diagnosed with MDD (single episode or
recurrent), four patients had significant fatigue (Fatigne Severity Scale [FSS] score of
greater than or equal to 4), and had not taken antidepressant therapy for greater than
or equal to 4 weeks, Patients were evaluated at screening, baseline (shown in Table

1), and weeks 1, 2, 3,4, 5, and 6.
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i ngredi ents but including excipients and additi onal
anounts of the active ingredient to 10 account for
degradation or otherw se. An "effective anount," as

used herein, is an anmount of nodafinil and/or

S Jo0ePpsssant that is effective for treati nNBCHUS2004/015194
depressive state, i.e., an anount of nodafinil and/or
anti depressant that is able to reduce, alleviate or
elimnate certain synpt ons assom at ed wi th depression

angfor—antitdepres —ther har.maceut T cat
conposition,” pas I¢ 1, Basch "Yi) s ls{m“nent for

us in treating a nmanmal t hat conpr |1\§ceisﬁmb*d%1fqunmﬂe or Paroxetine
prepared in a manner that is appropriate for (N=29)
adm nistration to a mammal . A pharmaceuti cal

osition according to the invention may al so, but

Mdmtage;fyemcsﬁﬁi ty, include a non-toxic 36.2 (8.6)
ceutl ptabl e carrier. A pharnmaceutical

S e&ﬁ“ Hx%a(gféfl ncl ude 20 bul k active rrodaf|1§?11(57'5)

Gesaderi m(%)y epari ng dosage forms. A phar maceut i cal

0Si t| on.,can al so i nclude nodafinil in combinat Iﬁrk724)

h anot Rt Cacti ve, preferably and-anti depressant’

Rapref(@)ably an SSRI. Exanple Eligible patients

e pre di agnosed with MDD (single epi sode

urrenp)a&ld%a/ur patients had significant fatigu ess)

Mague‘e@ew@hldtsyaSSé%iD)e [ FSS] score of greater thaa-7 (3.9

ﬁ%ﬁh@D‘Qb glRdshpd not taken antidepressant  5j g0y
rapy for gresgt egt or equal to 4 weeks (49

Wélwaﬂelﬁﬁmbd at screening, baseline.(shdi (7.4)*
Eﬁg{lg %é re weeks 1, 2, 3, 4, 5, and 6. 15 V\QZ(OS)*
4] 100937 PCT/ US2004/ 015194 Tabl e 1. Baseline
Mear ESRape () stics Modafinil + Fluoxetine or 103(4.9)

exgbikne (N=29) Mean age; years (SD) 36.2 (8. 6)

n_wei ght ounds ( SP) 173 1(57 5) . ge d
ﬁﬁ"&ﬂWﬁ‘zﬁaf)Pm Te} Sy ptizuieSesiy Sele ‘%@3@: lton
Rating Scale for Depression; SD=standard deviation; VAS~V1su Analogue Scale

Patienis were then started on a combination of an SSRI and modafinil.

Modafini} was initiated at 100 mg/day for 3 days and then tifrated to 200
mg/day, depending on response and tolerability. SSRI therapy was either fluoxetine
or paroxetine administered at 20 mg/day for 6 weeks.

I 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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Mean years with disease (SD) 2.7 (3.9) Mean HAMD 21
score (SD) 22.6 (4.9)* Mean HAMD- 31 score (SD) 29.9
(7.4)* Mean FSS score (SD) 5.2 (0.8)* Mean ESS score
(SD) 10.3 (4.9) * N=28 ESS=Epworth Sl eepi ness Scal e;
Weskamigue Severity Scal e; HAVD=Ham | ton Re€T/Hgp004/0615194
Scal e for Depression; SD=standard deviation;

VAS=\j sual Anal e Scale  Patj
e e e o
wasetahiatddakiag patientBQewg dimyal fAoaloguaiSoaies §4S) hen
titrated to 200 ng/ day, depending on response and

t ol gr abi $4féty MoofSbting her apy was either fluoxetine or
par oxeti ne adm ni stered at 20 ng/day for 6 weeks. 1.

Sy npt om $agse sanentsedsprasdiny ell sapayitcoaivekaengets bydae of onset,

anal yzed usin MND-3.1 ch _af whi Wer RO

Vi deBE-p e A %@P@ﬂ%@éﬁ@ﬁ&?ﬁ? fon. et s, vital sigps, and
SCOgifmi&y BbbialorpRss weldAhRhiidtdatiag thestde anal yses were

al so perfornmed to eval uate response and rem ssion

rates. Champgies in fatigue were assessed using the FSS.

A fatigue response was defined as an FSS score of

| ess t hapordinadusaayabidasterbasblzedesing spdired AtesFESSngoely

of _greater, thap.or equal ,to. 4 not es | ogi c

I ev@g@%ﬁ?gﬂﬁf‘ Pgﬁfél.co@& 188ed 1 t??@éﬁ?rﬁlé@aa{ ‘%g% gssessed
using the Epworth _Sl eepin Scal e ._An.

o g eat D1 T S6resRuEr (et fendl AavssR s B 21 fand
| evehst&l (RhesikisAesde oBehans eq_ﬁﬂm@v at Hﬁivﬂl_ﬁzm any post-
PG T A BA GBSt T A G ETGREAL Bt Patonts reccving

congaBlst Alidsedf 2 WRALdrul idtdiatledkdus tRGaRatdnaRtis.assessed
Vi sual Anal ogue Scales (VAS). 2. Safety Mnitoring

Saf ety VBgASSRSHEID Wef60d i ifmakize s4AP HicadradBascdiac
events by day of onset, type

. ! , severjty, an .
r el ehAr3SHERIGS of il g@t@a&; angﬁm ’[%H;gl ggpergs}(\gh%l"ecewed at‘
Vi t fhstSi QBBSof AR fini¢ idd a0 3t 1chR D PoaltaEdink eSicaecyWRE urement were
conducted during the study. 3., Statistics Conti nuoklgy

var pelaged forafBcagy AN72% o THEHHHIng p3RFEHere ayRidpledoy sa
nor g@dh&a}ﬁon. ‘

4, Treatment Outcomes

Modafinil combined with an SSRI signiﬁcénﬂy improved depression within 1
week of initiation, as shovﬁw~ by reductions from baseline in mean total HAMD-21
scores (Figure 1A). Statistically significant decreases in mean total HAMD-21 scores
from baseline progressed to week 6. Modafinil combined with an SSRI significantly
reduced mean total HAMD-31 scores from baseline within 1 week of initiation and
progressed to weck 6 (Figure 1B).

The average HAMD-31 score of the fourteen evaluable patients was 31.72 +/-
7.28. Modafinil combined with fluoxetine or paroxetine significantly improved total

HAMD-31 scores within 1 week of initiation (mean -9.47 +/- 12.06; p<0.01).
Improvement was maintained throughout the study (mean -23.06 -+/- 13.55; p<0.01).
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di stributed data or WIcoxon signed rank test for
non-normal data. The nunbers of responders (defined as
a >50 % decrease in HAMD-21) and renmtters (defined

as a score of less than or equal to 7 in HAMD 21 at
BiOpopoews7 baseline visit) were anal yzed usi rRfTY¥pa004/015194
W coxon signed rank test. Patients receiving at

least 1 g &?sns@fdeaﬁe;éé& Hidt9ha408, de@fehééqﬁ@aéeﬂnéﬂiﬁl\m 21

safety analysis SCri tlve statistics were used
S uns@rd, ¥es sdieed bnels of pyienBabwidkide 656 barveck r 4ﬂ§t79&’tsat week

of al e T
V\,hogr 53%?%/1{ %rﬁ%ﬁu@?{ﬁ Rg# : dosegf)e:‘(s Sty %&P?Or#ﬁ’ angé1 Eg%&atpan or
| easquallioyost HhbiEeL 1, mes edHisved by 1Hbad patemisrat weer ks 39% of patients
eval uat effica ), i ng patients
vver A gcrjf %‘?ﬁ’ &Y :k% %%ﬁeat >9Ut25§ ‘é?tdveteﬁgéﬁlgﬂm ¥r eat ment
orres daf j ni.l ined with an SSRI significantly
oveaS glq Igﬁ&&ﬁohl n 1l week of initiation, as
o B tf“' SR BRI PR B s
de Cfe@éﬁﬁsﬁ igastrona adveot alenttANER Adst equeatly rdppoed kixamsé bveats were

pro ress afinil conmbined with an SSRI

si g Uﬁ?&‘ gﬂ:{ ?“d\ﬁé%g%@%pﬁgan total HAMD- 31 scor es from
basellne t hin ini.tiation se

Lo veek AeERgupl s mifie MRt §  Aaf wPROSFEIg R erse

t heeventd képeted eMﬁigliEéDit@iw ZNd cﬂﬁt(ﬁllmgmﬁ&anf Blfﬂ:i'encgs vﬂ:ﬁ‘e found in

Mbdaf i ni | d t
Si g P brp VeIgH Uy S o WARBeSPRRETEE. B ey firgo of 29

we efatiohits (T9%4) o@lﬂp%d(ﬂ@étﬁliy 9['?14% phfientslid. t@eﬁmoc[bfcﬂﬂ@ﬂd fluoxetine
| mprovenent was _mai nt aj ned thr?u ghout the study (nean

- 2380w dlpconq_guegg:ecaﬂgq)ofmhnenﬁﬁe s askyeras qvsa§ane reported
PCT} 32 Q0442484 Yd nZasienaR theflRhbifithea®ichRe SHIRBhGMal Mking;

50% decr ease i n baseline HAI\/DZ score, was achi eved
by B9 Bird papTiekinomta, pwsra, 2nd BevgUsHesie ORE PRticR RS Fgddrawn
at MR8k Pro@oco?ﬁan%&ﬁffﬁhnb@ T SPiRnR weRAB:SS FMBwalp.

depressive synptons, defined as |less than or "equal to

7 on HAMD:@ilon B SbAE hhsasedit s 2@ of beoﬁtabﬁfhkﬁngaéndvé%ﬁktwe

1, 39% of patients at week 2, 44% at week 4, and
ab omu\@gbmgilcan@@ jo the treatgeptel 2&)91(111@ sy@a‘fog}syn B3tignts with depression

Tol I
L B A R0 Bl e B v

| eassed oredinades with wERT therPi ahipiintion and teatherppautip sirategy can
dVI%EIﬁPm%\fgs@ér%dﬂgﬁ& of multiple dimensions of MDD symptoms.

While this invention hag 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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nausea (41% and headache (24% . Adverse events were
mld to noderate in severity, with no serious adverse
events reported during the study. No clinically
significant differences were found in vital signs,

body wei ght changes, ECG or |aboratory paraneters.
OlwekMS/-1 hree of 29 patients (79% conpleted the

study. Three patients in the nodafinil and fluoxetine
group disconti nued because of treatnent-rel ated

Ladver se &lsenfmodading it &povnudartura gf # aiedioament foo fresting 2 degeksive
headache disardet inarpatien that ie tegharmipatideracssart empyal
thinking; and a third reported i nsomi a, nausea, and
nervousness. One patient was wi thdrawn due to

2.pr ot ocol Useofxaipl 1, aherein tHemedigirieanfusheresplies in dmidepressant.
fol | ow-up. Based on the above, nodafinil was found to
be a rapid-acting and effective . adjuvant nedication

3.in the t Ueabloiih 10WhereRitUAddaMTBIRHRed te RGP is¥h b
depressi gRdafamd significant fatigue, and nodafini|l can
provide a greater adjunctive effect when wused in
conmbination with SSRI therapy at initiation and the

t her apeu e '

3.1 her ape Ut&ofﬁi]aang DeHer Gt e R cdr[’tibxﬁcgtﬁe\%??rg{a@?ﬁﬂgt%&%f
i nvention has been discl osed vvlth reference to
specific errbodi rrents it is apparent that ot her

4. S0 oL 30l YAh A et s i NS 00 T2 0 F?ﬂjlstmg
"devi sed
o Eheoh F-J "I"%%?EP tonin.zel gﬂéfsﬂmlelh 0TS, 560 nepprenaline
appendeo"e'c':l? FOéS PR grsp mhitit: Mdappnogmine oxidase type

i ncl ude Aal | such enbodi nents and equi val ent
variations. Further, the contents of all references
cited herein are hereby i ncorporated by reference. 18
3. CLAI M5 Use ofjglainyd, whetriif the patidepresshet ineitaliprags, fuaxetife, Huoxetine
medi candnytirotldpride; paviatige, panyseing dyirochlokidepomidemipramine
pati ent hybmthlosddegi nni ng anti depressant therapy. 2.
Use of claim1, wherein the nedi canent further,
conprises an antidepressant. 3. Use of claim1,
6. wher ei n Uskef eimiges, vieteircteRitidg@sssintes diglipainafl@xytines Mabxetine
of nodakdilathleridd, Usc of claim 2, wherein the
nodafini[ conprises the | evorotatory isoner of
nodaflnil. 4. Use of claim?2, wherein the
7. anti depnRssadkim £ wﬁn@ﬂeﬁﬁh«?ﬂmﬁgﬁ&@s&ﬂ & \%mﬁ&nﬁ(ﬁs}&baﬂdﬂaﬁ
of tricyclics, sélective serdtonin reuptake
i nhibitors, serotonin and noradrenaline

8. Use of claim 1, wherein the modafinil is administered in an amount of 50, 75,
100, or 200 mg per day.
9. Use of claim 1, wherein the antidepressant is administered in an amount of 10, 20,

30, 40, or 50 mg per day.

10. Use of claim 2, wherein the medicament comprises modafinil and an
aptidepressant in a ratio of from 1:1 to 10:1, by weight.
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reupt ake inhi bitors, nonoam ne oxidase inhibitors, and
nmonoam ne oxidasc type A 5. Use of claim4, wherein
the antidepressant is citalipram fluoxetine,
fl uoxetine hydrochloride, paroxetine, paroxetine
hydrochl ori de, or clom pram ne hydrochloride. 6. Use
of claim5, wherein the antidepressant _is citalipram
11f | uoxet i Hee aficlaim dBxeharsiethe mpdicanent spprises modafiad afyt at
cl ai m 4, antidepredsant isheratinof iepd dde 24t bY weigin| af axi ne
hydrochl oride. 8. Use of claim1, wherein the
nodafl nil is admnistered in an anmount of 50, 75,
17100, or QeeMiniman, wieysin i nlddisarndnt comprises modiiial anden he
ant i depr geantssis ibgiaio obfen éd b 6:1aby weighint of 10, 20,
30, 40, or 50 ng per day. 10. Use of claim2, wherein
t he nmedi canment conprises nodaflnil and an
j3ant i depr ggSaiilaith 1, Rhdréih kiR nffdafiiDigadrihistevedifiiot fo thy/antidepressant.
weight. 19 o 11. Use of claim 10, wherein the
medi canment conpri ses nodafinil and an anti depressant
4N @ ratyg claﬁrﬁ‘i%ﬁéﬂiﬂlﬁﬂdd&ﬁnipﬁ aWYRingRred ot 2boutkhe satie time as
claim 1the g{ Helkadiine nmedi cament conpri ses nodafi ni l
and an anti eegressant inaratioof from1l:1 to 5:1,
by weight. 13. Usc of claim1, wherein the nodafinil
is admnistered prior to the antidepressant. 14. Use |
150f ¢l ai Nuge ofwieenfinihintiremaméfuraiia tedicamentrforitashags depressive
about t h@sdrad¥in & pavenedat hehieitart mxejopressenttherapysyithis e previous
modaf i ni 42 g he manuf acture of a medi canent for
treating a depressive disorder in a patient that has
initiated anti depressant therapy within the previous

1672 hour Syl fmddsnifih (B FRiuke 4R thdlRafBALDARdatings ddprasive
medi cameijlodtn 4 bAhi el ifiiAERRASpan Bbsos dinintie Rllowing 72
pati ent al inrtiates antidepressant therapy within
the fol IWSng 72 hours. 17. Use of claim15, wherein

t he medi canent further conprises an anti depressant.

L 2 s A S

17corrpri S y rsoner o

18. Use according to c}aim 15, wherein the modafinil comprises the levorotatory
isomer of modafimil.

19. Use according to claim 17, wherein the antidcpressant is selected from the group

consisting of tricyclics, selective serotonin reuptake inhibitors, setotonin and
noradrenaline reuptake inhibitors, monoamine oxidase inhibitors, and monoamine

oxidase type A.

20. Use according to claim 19, wherein the antidepressant is citglipram, ﬂuoixetinc':,
fluoxetine hydrochloride, paroxetine, paroxetine hydrochloride, or clomipramine

hydrochloride.

21. Use according to claim 20, wherein the antidepressant is citalipram, fluoxetine or
fluoxetine hydrochloride.
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19. Use according to claim 17, wherein the

anti depressant is selected fromthe group consisting

of tricyclics, selective serotonin reuptake

i nhibitors, serotonin and noradrenaline reuptake

i nhi bitors, nonoam ne oxidase inhibitors, and

nmonoamn ne_ oxi dase type A 20, Use according to claim
229, wher &lsnaccpidingrie p%@@lfés\élamn thesardidepsessgit isrvenlafaxine

f 1l uoxet i hpjrochldndexet i ne hydrochl ori de, paroxeti ne,

par oxeti ne hydrochl ori de, or clom pram ne

hydrochl oride. 21. Use according to claim 20, wherein

the antidepressant is citalipram fluoxetine or

fl uoxetine hydrochloride. 20 0 0 22, Use according to

claim19, wherein the antidepressant is venl af axi ne

hydrochl oride. 21 0 O



