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used in the treatment of eating disorders, or to promote weight gain or stimulate
30  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)
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are needed. .
antidepressant therapy and withdrawal of antidepressant therapy.

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.
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2. Antidepressants

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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5. Therapeutically Effective Amounts of Analeptics and Antidepressants

In one embodiment of the present invention, an amount of analeptic, e.g.
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CoMPARideh 52, eitpfr RS Ebindd WA O Vi 3 Qrﬁﬁﬁéfe?é%ﬁt orasa

ypica one or nore anti depressanhts can
besepdmicnidste Pesingla unt dosmmntrtieng kotdvmodafindend fah entidepeessant is a

B R P FREC L Sebltl e

adm ni stered in an anpunt, effective to alter

t he
10 gepr essTvRicaliva e 8F MgFe AARIESSas ca’ be admpusterpg g the amounts
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T L S i e
adimventstne pe dntidepressant Barc ddabhsteasrbimransinoamt effiedtavd ¢o slter the
10, 15,.20, 30, 40, 50,.60, .70, 80, 90, 100, 200, 300
antAPBTSSHG G Aty OL B arimplinblcgl -y thefQyBpPEALIdRpres ifhatwould be

CofRhiRftdreM e thb ahBofl sutjeWeMBE antideprdshiit a8 88Rinistered alone.
i nvention, when used in conbination with one or nore

anSuiggble argownie baraisclude 80, 45120, BhedloberE, (7028 @At 1088 200, 300

an m pister ant | depressant can .be reduced.b % .

20%%?%1. Q0 %%%?d &c.ugaé@gu%%s%@%g@% cowﬁ?ma og§ Thle%/eof. 1ﬁo%vever, in
Pr @ ipedset idVerdidnawhétheRl &5 sanbin@idewith o 60meid Whkptics such as
one enbodi nent of the present invention includes

admpAatib theyerabameud af ammadipipistared antidlepregeant easkayeduced by
i t ) h ) t i i i d
IO A SRR oo ot PRGN Aok

i
al on

m ni stere rally,
f cantidapieysaat afifectlo desordinghc bne/enbatimenindthe plegert diehti@dincludes
total. of ong 0£ nore anal gptj cs and one, or re
amGyB e nEarisdhaf 1 gt phaRtidepigesapt v&atﬁﬁﬁﬁg})eﬁ@mnésf

dayhdepRBRM! aﬁ&g%téi‘&{ thnPRim s bjebtif h%%%&&rr‘gég g&géﬂé.h at

IV doses 1n the range of about T to per

day wi | f Lve. ol (o) ' of the
present bFﬁ%@ﬁ’itgﬁaﬂpﬁglr@g pe0 gt% Ft\?/‘géoé\@%l%ﬁ? agri zfllﬁf %onghmed total of one
anad rapitel ahaleptiesdniddep loe avadintitlapreb@ntsrvoilh He. fodkh aBoutt®. 0L hg/kg per
to,100: 1, possibly 1000:1 In sone enbodi ments the

weSyHP apgt 2900 ape/bgpar-dayy § iy expegiedthat 1V desey in the range of about 1

Pref 008 Ych® perddy wifl be'edrective.

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
5:1.
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provide to a patient inproved fatigue synptons, as

wel | as, i.nprove waking. functioning.. as :

the ef fhdpgesiomt Atgee 4g %é?‘geyéeg%?%e?tar?g"?@? e Aafipit¥e.g.

C QR alInHF ak bt dr@Rore @nldepP&yaitoca movide tau gaddnoimprobed fatigue
6. Preparation of a Conposition of the Present

| symptams aTwep e papiove WekmE e ioNE ps SanensEnier gy th offects of
b N Ny 4 . _

| s S R R ERLE SunchBALAE GcitoriHepardqiion).

D LA 0580 PRl fopressant

m xture can further optionally include. a . .

phar macEUPicRHP ad%lr"“fnil@le“%‘i?& 8?‘8?’/‘?%“_1‘?150%18616\_‘%8?% Wlepm’

P Hﬁ&ﬁ&@g Bt ﬁ&'c}i PR WGHaRigi1! SN Y8 SpresdihtCthcRdirg Bk not limited
may tak€ a wide variety of forns depending on the _

f domnebr proepelftht putidepessantdddsoribedibore, sen he inimately gdmixed.

gr l ,Iglg%‘i“\sfi g?glg gﬁ:d{‘}ﬁ éﬁf{mq%ﬁy E)I?Fil? ef:a&@r%g?fu%ﬁgﬁﬁ gog]%l%% agcfording to
C QUoh®SRRRd] firhR@uatRNBkpotRERS tdRElqaROWAich carrier may take a wide

Pharmaceutical ly acceptable carriers include, e.g.,
staiety ofdosnpilengadiag onithg fermy, of preparatien dasitas for administration, e.g.,
| ubricants, 15 coatin e

o RO B SR RS RIRE S OISy v

t hemaRitih can deREpsd ethe amouale et bte bodiey Phamaceutically

i nclude therapeutically effective ampunts of a

f an )
arrscenieble camigrsinelpde sriessiaiizery bindersfalisrh figipgerants, lubricants,
conpnsiti ' d e n I
BT bRach s 25l B3R LAER cer g AR, e s o
ortab tiprapedsfat depressive dishrdespreRfailp cae mhpledherapeutically effective
suspensi ons, eiixirs and, solutjons, suitable carriers
arrAMQIH of apcmalepie andaniideptessagl-ycol s, oil's, al cohol s,
flavoring agents, preservatives, coloring agents an
the |iloerepasingdbs sompnsiionsinpyat desasn ©raany aithe pa
ex d . i .

oo BUINECS, 90 U0 Th L8 S 3L 3k ions suh
di fou exdrsple giuapanisivhk, retixag emt sylutidnspsvitabletcssried andeadditives include
di si nt ethr at i nﬁ% agegt s and the |ike. Because cif .their

e aWHCT. Y815 aHls: RICopPlas HayRring ABPHY S A 2L ips £ @dng agents and the

Fepts ?&%\Rﬁ% l‘ﬁ?e}%rzfﬁgﬁ§ A0S LA le JRIRBVAR, BPstiles and tablets,
form iIn iC d

case solid pharmaceutical carriers are
o byiitablel cprreampirel/aiditivies inddiglerstaaichest suighrst diluenis, prenelatieg agents,

coated or .enteric.coated b t andar.d t eghni .. For .
poftbiifats pEitefy, iRt R WOR AR ks’ EHRIILE ity

Wad Bini st Ao Ratél 8hd cdpRBle® fipeddkst thé foseadRambgsout 8fal dosage unit
pur poses such as aiding solubility or for

pr &g irawhish casezolidaharaceyichl epeders pre dwiauslyeemployed. If desired,
S “t%BI%?ssfng_\? Be gllaﬁér gcl)a%é)d cpreenPJn%pc%ﬁﬁg b&%tawajarﬁ%c%%q%es.

For parenterals, the carrier will usually comprise sterile water, though other

ingredients, for example, for purposes such as aiding solubility or for preservation,
may be included. Injectable suspensions may also be prepared in which case

appropriate liquid carriers, suspending agents and the like may be employed.
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conposition of the present invention can be

drm ni d
zum glb elgq]e?rp (gi(_l,lgl ltl'f? g lpﬁ%m}acelf ?c%fégn%oo:sﬁ%)g]ogulregﬁrgf‘eﬁlt Hlven‘uon

PESSBOAdrhi YRRl B ©BIRt 6 ile f&nGOIOO“thmnftabié utitdose form. A
following inactive ingredients: |actose h drogggibgow
mng

pta?g@oapamnheetf the priesen! IFCRHQE FaPRORIAT PP dPPTGIO
sodi um st ar I tg
oBEH R BT G0 A oy PaROERL R bRl bl

t isécﬁﬁintﬁf@rdh gbybdlate pabyaithy bteamteg pyiid watgn chmaitha Wasn
oxi de, and sorbate 80,

| . .
phadieaRePY e GRbasre hiih gioaid oy et payhetic iron
d%%ﬁﬁem1%1§sor&t98® dabl et, capsule, powder injection,

t easpdo pository and the like from 10 about 5

to about 10

anti d efﬁ GO éli;ﬁlyl ' 91 %h%%lﬁé@ il al%%ﬁnégsﬁ&?é l‘f‘agéelh ﬁsﬁggﬁrtltlaglnper dosage
eqaft, 85N ebEetdRpagde pomider infection, ttasposetpl, lstlmiourji@g dpdthe like from
an anount of an anal eptic and an ano nt

a@bpgeipﬁoeagggmoomrﬁg, ShEWTe RS F8aRRFRtic emsasant In one
?ﬂ ?ﬁﬁéﬁt Lo 1?@&1?10? 'oénbgh %ng%%gf%é%ﬁhtt (of ﬁl‘ﬁ't 46R) ﬁﬁludes both an

ve anoun as "t he otal anpunt of dru
admomnsbﬂradlatepna apdibi embumtsofan anfidepeesans. Enightembpdiment, it is

each. 15 Th efo e, exa t

: D@F nww behginekeioshis 10t s RaBE Y e vamRipup  gblohg as the
%rﬁ R RsteredO QDA 18 b bAE@F e afld@nt of each.

fornu atlons the invention are applied in

p I‘il%iremfo&u fqr@aamylea@ p@pqngmag reqiNG 7 &F TAeTd single dosage units to receive

ceut i ca abI e conpositions. Such
2{? ‘??18?11&1 %//bq?]g ely contain salts, bufferi ng

agents 20 preserva |ve e.carf dd

o pt i ona\vign adBHSteTR tla‘b lloﬂf;?’gth?F ht8 IOWS r?pp used
Hﬁﬁ‘géc%hﬁ@alfyrh%cﬁﬁaﬂﬁ arﬁhaﬁth gndm pHaan ARG IyGREtable

a cepta non- pharmaceutically acceptable salts
nay)nqmsntmns eBudhypromraismd may rppiénsdy eontyn aalﬁﬁab@ff@mwaaaeyts

acce Je salts.thereof a

2 SRB SR B D RUAER B L RalR ot BEHEE PR, when
PhAEARCRILICER!thy sad6e GRAlaBE 9haaiat>amcany hlﬂﬁptabld:t blﬁ&loar e

not limted to, those prepared fromthe fqll ow ng

agihasmadepticalbtaceenteble sHipapBpTEPRIEHSUPS Whef &0 PWP?I‘Fu c,
Cﬁq}agrﬁgcreluﬁc:%lpagtcgép%ablg g?ﬁts tﬁereglae!ﬂtdcﬂé hét ex hed Hgﬂleche sco((’)e of the

ari ¢ hane su onl c, form ¢,
MEihO&ition. StdCpHaBacoeyitdllyaind phaasatticaily acceptablk salts include, but

benzene sul fonic. Al h t [ bl
o ot SO i B 0p isn PREAsd TRoa bRV G £eRls B SRR Eicn e
g:lﬁds?olﬁe'lntlé suffidGd) nftfic SR HBricPRALRRS hebtcOdalie FhS bUBluene 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 salts.

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



30 Suitable buffering agents include: acetic acid and
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acid and a salt (0.8-2%WYV). Suitable preservatives

PLipYEDs0% SRV ST b 3B PR RO e Wi
(@hlﬁfegosaf/?OWMOOmr\ﬁ ns (0.01-0.25% WV) and
t hi merosal (0.004-0.02% WYV). Dosage may be adjusted

appr oprab ﬁﬁa Be AGRLBY Sppsteniidel t6lhtetLalirad diugaatdy locally
e o

or system not e ove, (lgener ally, daily oral
dos egstmcany | Ae ngf@drpbm genirally, dgilyperal d@m af)%ﬁﬁlf"e gompounds will

¢ e rhul Bl Bn Rk gy S80S R0F Ty, DE 8GR e

d 9§§7§ns N8 kubj g8 insidi@ent @0suchfdoss] ewa hi Eh@ kdeses ((cmsﬁﬁectlve
by different, nore |ocalized delivery route)

eﬂrpghw ddses bytarifferent mowe loclinedslghyanioye) BrvRe empf{)ye‘(f to the
! f S111 l
ﬁgeéfn gltt ﬁarat O%@& {alfqu%:e \éngﬁ’§ C'E)gtlﬂly s I(\:]o&r?])tr i )iﬁfgf gj‘r &Ample 24

agidiufVe rpppRRiosatper ﬂyﬁiseﬂnmnip&ted ® ach@ve hpmroppate ﬂymemlc levels
A variety of administration routes are avail able. The
pafcpeppedsnpde sel ected will depend of course upon

the particular drug sel ected, the severity of

d| s eas eA vetiety of gghnmnwgon Fkgsee aYﬁlabWeTB%B%(Qé‘ﬂar r mode selected

({1 OF coﬁﬁl GI‘HB cﬁlalcﬁﬁﬁ sel-gpt%d '}Eé E&%ﬁ’g%f the disease

nera y spea € pract

U%tﬂ&sﬁlb%in@ﬁéz&e@ﬁncﬁtﬁﬁ”ldm@e ﬁr@:{ulu@d fdﬁhélhpéutlcsefﬂzmdyc"ﬁid Iylethods of
accept abl e, nmeani_ng any node_t hat duces eff tl
| eibisiiBvegtion generally |SD%‘kE’cgn’f3’éM k8 s’r%“P e HYSTA administration

C ! th{l]t' gﬁled}’caﬂ Q&% bRt é#%aﬁﬂ% homofl Hie Pﬁrdu@é%@fecﬁ‘@l%‘?els of the

mn|Str t|0 recta subl i ngual
t cmtmabompaﬁmﬂs Wlﬁlba’rmdsmgahmoally mmcefmtdﬂ@hd\femﬂ%@fﬂsm@h

term nteral’ |n des, su eou nt.r av us

.ﬁp?%ﬁﬁéeﬁmg}ls gL A, PRI RO QT e g sdemal o
Eibauwes PP ERRLPhRArAl" Hthides SFRABNEQSMInd@UeTBRY,

b prepared by any of "‘the methods well known in the

armtr@rhum&rnucyfusmn general, the conpositions are
prepared by uniformy and i nti mat el y bringing the
conpountise ¢amigpsitaas ntalya;bnmmamhytbea)rd:seqﬁqd dh vt dosage fca‘m and may

f el Bé]aq%gg Lg Elg)bgfgtée gl?r r Clino(wggn ébq’ﬁgﬁ g{j Rl{ajgtﬁgdy In general, the
S Uécﬁu%sﬁloﬁ*&? breQfr8ar&Py hifdrhAy hRDinbBAtdNEbRAGRE HeanBBunds into

di screte units such “as capsules cachets, tablets, or
| ozsergesn il h liguidtcaitirafiselp distidadesoliil saier, mbathy aws then, if

yﬁeﬁgﬁé{y‘éﬁg {?&a@&%&her conposi tions include

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
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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i quors or non-aqueous liquids such as a syrup, an
elixir, or an emulsion. O her delivery systens can

WO pae®3t i me-rel ease, del ayed rel ease or sustBCTES008015194
rel ease delivery systens. Such systens can avoid

AP St DB OB B oot
an dcﬂhpo]&ﬁk]h&&ﬂéﬁ)éidl;ﬁﬂ)ﬁ&ﬁro%ﬁrﬂd&ﬁ&ﬁﬂfﬂék?&ems that are lipids

ph Si.C | ncl ude pol yner base stens such as

e
p oI P% éte%ﬂ%g/%@? gh%%?rpb ch@lés;tarol pEEry amh %m a¢ed§ oamdutral fats
pol t
P CH ARk Bord SRRl ) St Wlorfl Sl B iems
5 espeptadedraded a{StewsamaKi soaiingsaioimpabsséditabletSubiny @hveIml binders

i AL PP e R S e BT ol don. 2 pump-basea
COoakidR@Ss ddIREBf S8&AMAH RES sHﬁﬂerbg u(gle%Qta{i]%{ﬂ L for implantation.

bi nders and exci pi ents, partla y

the |ikexnohfer %ﬂgb&lhﬁﬂt oiathQPfgg\A% gmoxlf qz esg k?el el y which

system can be used, some o are
i mpémfacaitito the sl histeaticendfodi amenint of ari ahﬁlepfle gfdin antidepressant to
ce whi.ch can

10 ¢ DHEMA SPeBERE AR Seecilfbih Bkt secomliog fo th pregent invention
anglcbples Gt 144 0AEdGNALS ﬁﬁﬁfc%%ﬁﬁﬂfq% )%19 ané]l%ptfcr ﬁﬁiud%(ﬁ but ntot limited to

depressive di sorder. Specifica t " accor
t heogpidaibind poranete dosaga dbmdemntaninges kpstame adﬁé@@éssant One

| PRRERNRL AT ShB e VB e rade D8 bR hs Bihe gt dose of
com)daﬁmmglcbd sep@Rtd uri@os8 BE bl AT RPRAMnt. ﬁ@)@t I%fékéb??'tﬁe unit
é@of t he resent i nvention includes a bl

K anqsiﬁ il fnedudes p S0,BEAHP nr Romg tﬂbbepé]maﬁﬂimhmd the unit
do t abl h
ot g080 T, 195, B8 S000 e bt

i nghe kiabt é¢viaS carrmtkafmﬂudie fm@tﬁudti@ﬁs U(th%rnnﬁ’g)&cﬁmﬁfstratlon of the
antlg??resiant i ncl udes a 10, 20, 30, 40 or
t afieEPugan ﬁ?@%@fﬁf‘%@éaﬁwferawﬁéhk FItStFG¢t1Q!?é\Pif@§dQ:@chnlalS$tat1011

| NeligaR e laBSIrdiHE b ORSorGARGT M\ mrgtgﬁ{ Jcﬁ%rﬁgs set orEhhbelow

anal eptic and antidepressant. Pre

t ti i da
20 Ceor di P BRIBHEUL08: SIS LBt in Ay PR doserr e,
s eincludingfbubadtdimitéio BbEd dogige firh iad18dias tablets, capsules pills,

R RS R 5, it S amefoomyocdhoeig oml el o an
| &4 BEANghe @Béa%% ?@m’f f’tﬁk‘ ly %elgfy dah%e fthé é’a%fehtgg% of :2 8§%ren‘t type

and the |ike, and I qul osage forns
oﬂhwlﬁmmnhdqmﬂman IV fluid. The dosage form of the
anal eptic can be the sane type or a different type

25 t han t Ne yehtiodepeededinient, 2be pidset invdRGReI@BPL EhiRBimal drug
ntion i ncI udes a transdernmal drug

resent e
d éf le%wyét?@t(nﬁ?PSTmé TPDSsuripbks founseasite hognvaréion i pdich form
t RGpikAKEEnk A dt TR lga%f(mg layer and (2) a carrier formulated with an

effective amount of an antidepressant and optionally modafinil.

IS

Preferred patches include (1) the matrix type patch; (2) the reservoir type
30  patch; (3) the multi-laminate drug-in-adhesive type paich; and (4) the monolithic
drug-in-adhesive type patch; and (Ghosh, T. K.; Pfister, W. R.; Yum, S. L

11



typically contains at least: (1) a backing |ayer and

(2) a carrier fornmulated with an effective anmount of
W(amoamu%l’em essant and optionally nodafinil. Pref/E820841015194

patches include (1) the matrix type patch (2) the

ar rgeaer e ) BRI Shed LR PR e . 249-297,

drlﬁgorpﬂraﬂﬂhﬁﬁélﬁﬁ é‘f@ﬁm@@t QihescptcheSarsnerilly Kviilable
Pfister, %m S. I. 11 WD 2004/ 100937

PG‘P}YWG@HB’OlSl% Transdermal and Topi cal Drug

Delivery Systens, Interpharm Press, Inc. p. 249-297,
| n c or pofartpeattice b the ibyentiehethe makjx typpeadihsalresrasadhesive type

5 ; aI | % e%ﬁ%gélﬁbqrpfege ;’gﬁr %‘ho%el: ]lt)%égeraegrdé'!? [ %ﬁujl eglvgf a{cﬂqs the

tylagnolﬁhj@a les are especially preferred. The rmre
preferred ug i n-adhesi ve patch is the nonolithic

type. TransiehiBlug HHIQV(Q? E%Y&ﬁé’otﬁéﬁhﬁﬂﬁa&iaﬂ%at&ﬁb%%an also be

standard patches can al so used. These include, for
exaepl Fhesssndude fmmqanwes pemstic plp sEtms ulgpsoigrsystems,

TN R TN M-

10 adﬁi@&bé’t@éa&[&@1vfeb@11dth|éqlke7 Met hod of Treatnent/ Therapy
A. Adm nistration Schenmes and Tim ng of Treatnent of

an; Anal gRboe dndeatdBhi B&RIRSSant An anal eptic and an

anti depressant can be conbi'ned together into a single

uni t 1R doS gy grﬂgt{ﬁﬁ)% b&ﬁe?&di‘,ﬁglslﬂg Ioc*lt] ﬁ%g%eeﬁ?epﬁlﬁkﬁl&ptic and

as two of nore I'nct doses.
enhoddepesssantof the invention, a treatnent of a
di sorder related to depression can be through the use

of sepapatafaldPEAGR in0miBepresagt cah berbRbaRka tegRithict into a single unit
doses and one or nore antidepressant doses. . .
15 Acéasedin gpy alsa be adminsterse septelyas Ve ahmopsedistinet doses.
adm nistered at a different tine relative to the
ant i depFlsss ansongfoeebastimes of Fh@lm‘emé@msﬂ tyeagment of a disorder related

anélocf E%f%fﬁog ggl}e ]%ff, ﬁgg I Ihﬁtflé {al%,el c&”sg?":é{r%t]? d{)%age %gmgsh APnelor BYYe analeptic

anddsde piEsiAdtinhore HaMEREssarit fdosdsMA ceard@ iy a dose of an analeptic can
admnistration is desired, the adm nistration of the

anke apeinistaptiatadiifgespt dus apletivedn thg aidsaressapbiRss ort he
20 550 RyEh L8 ATy E08E SRS D 0 B0 BB o
aniﬂteiaﬁnﬁasmiontdfem@mmdepr_emanpaHiosmrer iﬂmhulaimm%admlmstratmn

ﬁgl‘t;s teglgetéilm %%@Il%lggg?f{q %ﬁ% ae %ﬁltszsagcrl] teu?tlc?epressaatnlt EQI‘E glsct) Ee 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



t herapy for about 1 week, 2 weeks, nore preferably
about 4 or nore weeks, the dosage formcontaining the
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the same tine as an initial adm nistration of the

AHHEBFLT it o1 IR SRR ool fipR bt analepic

h%ﬂ%ntiﬂéiﬁéﬁﬁﬁb:laﬁ cehfidiiernt 3Gypi@il Rnelresg., typicellporé ekl 30, 75, 100
wi thin 24 hours, nobst preferahb it hi

) ly within 1 hour or .
oA eng. Wesasiod maatlafinil prrdayzei 1 34 P8 #Ordesi ¥ gniddergersant per

ant.id . el He2 ARAR G

Pcfifa >' U%%tg%? 8@%%8@“1%}%%%?%1?%%?5 tof 2{@8&%% t(}ept [ cgglr% (Sil of the
andnaltpfic esd amtidepssimme caretn indiesiratg slosrgetivensorah @pirgde unit dose.
o Bon eyt BAPPS e BP g B0E a9ini gt DefTo aptligauent dose of
doges by aRdad %é?akat@@Bsa%@Yorﬁﬁqorl&ch %R préférredt0, S50 no.

of anti depressant per ay. Further, after the initial

adm ni s J [ g '

o 0 SABLANLPI fiEn bR sailny U iRIg8E Ol oo
doga e adeini@ration ofithe aahlkegliecannioincdizseith oHbweeaely, simbitaeous
dose of an. analeptic is_.to be adm njstered before

s UKk firettia adpingitration obe @H’é’ﬁ?@%?%t’;th% @%‘?ea%%owaﬁ%eé through
f ofB%sd OF seﬁﬁ%{é cﬁ;sgé oRh€bf fanafdl bh@Rtidepresbdht which can then be
patients that are Substantially free of

anddnsiajsteesbmgether simaltanaously 4.e. adithini ldtounoi tess, befartier after the

ioaqnalﬁ' plt)]rlegslqﬁ i%ﬁ :ﬁ?r%)lggcﬂ fg]gm\ém?]% %?qé%lggﬂﬂ agelaiﬁcﬁlidmrr%lbto D&Y éﬁic’aleptic
andqdePmn@ias@eisant] Bt Aoté@Abdye. acconpl i shed through the
use of separate dosage forns of an analeptic and

anti depg g% ,r%n é?ﬁlegﬂc,qmu&iﬁg BuPfot 1N MSREAR can also be
toget her sinultaneously (i.e., within 1 hour or |ess,

b eddmigistarechfot epatichethatimsiatreplyessavad) at deast 4y iwitiph dosecof an

use of a Si e uni ose ipcluding both an anal eptic
PR g e dTag B el Al iR o AR afRbi can be
angliBiit 12Choukd) ptefehiabs widlin B8 holilsMnbRChrtRrdbPERithit 14 hdv@d) most
also be admnisteréd to a patient that has al ready

r eprefevaly aithirehbourgr widiin memeatssdtcs thegpitial administration of an
ant i ress . on od] . 0.4 al

BP0 S SRR IR OB gt e same
hoting as Bf efht@lepRsyanti Bub siibséguenDtor % leashome adhehietradtinyof an

within 24 hours, nost . preferably within 1 hour or .

wi atideprepterht A fier the initipleloping of an aupdentici Gedesiogof He agaleptic and

20 ; L this Lim < , oA

LSRG e byt i S B . NG ar ARERLY flbferted

anémbelimess afitial ddutiniswiiagqfentnileptiat andeabseqoa administrations of

admnistration of an_ antidepressant. After th . .

i nf ARG S §e agcompplis %ff%fmg the i g SielP Wi dosg including both

an L& hAeREassant -can continue in a

ty%{l%gﬂq ﬁng%ﬂgrap%?%&%negﬁgrt icularly preferred -

enbod _ istrati .

subseq E% fllé’%l%l‘ %ng{)c}lg%ﬁ% %ﬁ%lfaﬂ}ﬂnﬁ&rﬁfon‘%q aﬁ%ﬂh@}pﬁd 1) a%qient 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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25 an anal eptic can be acconplished through the use of
a single unit dose including both an analeptic and an

waeidepsessant. In a further enbodi nent, i nitPEI/US2004/015194

10

15

20

25

30

adm ni stration of an analeptic to a patient can occur

d/ ti ft ti depr. t..th h
ended. Prersrinrys whredh e iGLE R R idesRi attR separate dosage
adigii $he&EdhiskA 8B EHRE afileptitecadPaéfRiblfodclr within moments, or in
patient and the 30 adm nistration of which can

colass thare 1 howr, or legs than 5iourspor legsy thap 24 hgwers opfestrihiap 48 hours, or

after. aptidepressant Lhon. ..

2055 D g PO BEFRES Dept}o) BB ERR T B et s
t hethamatEipticateads agiaktiHER MessaNdf tRsaemént bsRpar at e
dosage forns, the adm nistration of the anal eptic can

preferafly ogeafctivh bhORAsTTHRBbE AnBlleprBssahteFect Nan 1
hour, or less than 5 hours, or less than 24 hours or

l'ess thag), 43 Eﬁet\xf%? iritiﬁactﬁ)ntd?%gti %pr&@éﬁt%hé?ﬁéﬁérﬁi éi’fgviation of

d
after admnistration o e anti depressant, ess
ot deprassive symgtonast ad beyhartqnadt icoheembretiment affthe present invention,

treatment bel ow. B. Reduction_,of Onset.Ti of. . .
ARSI & SERRIOS B oF TRREVER A0 the SOHiSR Rl griministration of an
| nidai it ORciflidHut H6RIBR&ABImdAEhAPYefaRGr AutifY hitidepfessant
of depressive synptons can be shortened. In one
enthedipyrenby &fllaviag pneeemors of\aamiiinorg, schetaps ot firtheabove.
synptons can be inproved after the initiation of

adm ni sThatinenf dhprarerhéntaanbe fivirc], 2, dcT,udi mgl budaysotlative to
limted to dafinjl, before or during antidepressant

t haftidgpregianhnerapy Bilieng one or nore of the tim ng
schenes_set forth ahove. The tinme of inproyvenment %?n

be fromma fuptheyembodimgnt, theprasguiggyentiop mglpdes amethod of

?Rééc%@a@fn%ﬁ?@@ﬁse{ {1]1%5 JP¥n Qllltﬁi}greséaﬁ]lt th etrﬁ%r%ﬁg]; su%g@e ARk thod

res Invention i nclutes a net
denchdss thg stepeof prstrtatingrtiee sifbjan withtancéferessandunt of ame or more

ani mal subj ect.. The t ho i ncl uydes the step. of . )
o apig e ding DU Stiagte FoARTEE PPt cratdihipipring an effective
ONENQint WP bRe ofBtERlcplies, itEldish, Bat AtllinNedd tb B daBfil b3th an

modafinil and/or co-administering an effective anount
of angiveprsssant r Bheaamadw of esalentisand diragon lod profisrapyi e tvery from

to dafinil wth an .antidepressant... The unt. . of.
nsPE I st ubfio® Brorp P ERE Rl ol o MM Rliop of te
S URjaptictiell v bhe 6f moldyRNEtiming schempy &k &irttedbovbat t he
timng of admnistration of the analeptic follow one

or oI epPhnd dighddidtidhe GhRIBSfSRhlehRE tR1RABOY Leffddlive Afount of
enbodi ment, the anmount of anal eptic includes an

ef foedafinik tyrivallytfrah abousd &0 inrg 1o, abbyiRWang pf modafibaslministered

108nc%%rtt\%ic% %ﬂgr fc%’oaope%d%ff 1658 Hﬁ%];liZn(ialys,apqrg?epaib%; l%gset%an 10 days, prior
to the initiation 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

analeptic can also optionally continue during antidepressant therapy.

14



once or twice daily for a period of |ess than 2 days,
preferably |l ess than 10 days, prior 25 to the

WO pioiteBon t herapy of the anti depressant w t hP@iU81904/015194

10

15

is desired to have a decrease in onset tine. In

anot her_.enbodi ment flrst ad ni st at|

anaI ept 148 %“ﬁg? PHE 9\’???1? *Pk*“’ﬁ%?%a Yohaseilp 26 é)lwq%Vﬁll%ngy,
%}b‘i(ﬁnal'fﬁp ﬁﬁrﬁi’eﬁf&%@l@}l’ YubdutdhleBusly Inthathistulal9 9k intrathecally.
preferably within 1 hour or within nonments before

wbE] IT%?@ nistration of an anti depressant. As noted

dm nistration of the 30 anal eptic can al so

3&’5 '28825%%%@%?‘&%@%%5%2%%@%%&?%@%P%%?‘P A orts
adigeainfiec@dpaund| 1.8/, a pidsad ygrainasftagbtagidd. nt r avenousl vy,
epidurally, intraperitoneally, subcutaneously,

i Nt r anuAE YscateYeiR! “abdith aiABCHL Yr mindsféd\bekb NS the indicated
"Particle," as used herein, refers to an aggr egat ed

phyedie auch fhpt "abputAemg bindicatea A de22 B¥¥ound, i.e., a
piece or a grain of acetam de. As used herein, "about"
means pAsi asemirheminmponsiﬁiqgenswﬁally)bf trikerg tocixchiding other active

val ue, h that.."about. ates 18 Y
haniirtiRdpy i idipd A Rip R gRL il A gd Br By Wyrediont o
eXglc @it T8r agglaﬁ{auaﬁbf ¥@erwikgr edi ents but i ncl udi ng

exci pients and additional anounts of the active

i ngr edi gﬂt“effé’ctw\l‘ %nﬁ)%ﬁp tEY 15k @ heldG ) IPHPAh Gt @f modafinil and/or

ot herw se. fective anmount,"” as used herein, is
anarmalnpmssanf thabxs afﬁectu\te fanu¢ating aaiwrQSspc sieteaie., athamoins of

e sl RS £ TS Faaéines Bifperh pE e cortain
abdyengtOms ﬁ%@ﬁted&bﬂtﬁ‘-‘&ép@és@mﬁ ran@lok BhtRRpLs§i6h tidrdby.

synptons associated with depr essi on and/ or
ant i depAe@hmacmmahwnpowm, q@m&ﬁdrherem meahs a medicament for use

y Slglqrea }1% %E%\atml}; %l tggt cont ﬁsg%rﬁ %?&gégﬂm%m} ﬂfaQ s

Pr gfpasthtd for adﬂmﬁﬁtﬁartlohhah nhﬁnmﬂp PY plprinatenticalrcomposition
adm nistration to ,a mamal .. A pharnmaceuti cal

corgseuting torihe iviepiion Mgy elso+ e dpeRas of Bereruly: iiclile agpp-toxic
do an@l%eu?wa ?&% aBl)é’ th%F eH afin RR0RALL %gﬁposmon can al?o include

rmaceuti c ccep arrier. maceut | ca

20 C ohima acﬁva)modﬁ‘mlhﬂos 0sd in@irepdeing ﬂﬁsdga Ifdmmc tA p]%mladamcm]l I

for use_in prepar.i dos Or s phar.pace
BRI B R0 oP 005 RENEa! RQRHHED PHTCRAEh S grpreferably
W Ly AR %@‘% %ﬁptnll&g re@érgglgxaﬁtslsm and anti depressant,

nore pre y an SSRI anpl e
Example

Eligible patients were previously diagnosed with MDD (single episode or
recurrent), four patients had significant fatigue (Fatigue 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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Eligible patients were previously diagnosed with MDD

(single episode or recurrent), four patients had
wae@aitbassant fati gue (Fatigue Severity Scal e [IEB[IS2004/015194

score of greater than or equal to 4), and had not

taken anti depressant therapy for greater than or

equal to 4 vveeks Patients were eval uated at

Basel i ne Pati ent Char acteri SMo&an Mﬁdx@ﬂﬂ +p
H uoxetine or Paroxetine (N=29) Mean aglé1 years1 °S SD) aroxetine

36.2 (8.6) Mean weight; pounds (SD) 173.1(57.5) (N=29)
Gender; n (% Female 21 (72.4) Race; n (9% Caucasi an

19 (65 5) Mean _years with disease (SD) 2.7 (3.9)
am—myzamé%]aye (SD) 22.6 (4.9)* Mean HAMD-31  36.2(8.6)
s|C %%ﬂ]g )* Mean FSS score (SD) 5.2 (O
lglﬁgnESS@Shé re ?S )ﬁblo 3 (4.9) * N=28 ESS=Epworth B3, 1675
Sl €eplenesEobcal e; FSS=Fatigue Severity Scal e;

ANMD=Ha. n Rating Scal e for Depression; 21 (72.4)
SD=st andard devi ati on; VAS=Vi sual Anal ogue Scal e '
PeRaeenhg%)ere then started on a conbination of an SSRI

and rmldgfl nil. Mdafinil was initiated at 100 ng/da

or 3 d59%?FAB then titrated to 200 g/ day, dependi ng9 (65.5)
PMe@ﬁp@a%Wlt&RﬁsdasH (@]jgbl [ t)é SSRI thgr apy was ﬂjt her2.7 (3.9)
uoxet| ne par tine adm nistered at 20 ng/ day

oMegn U Scoﬁ%%om Assessnents Depressive synpt 6fP (4.9
hﬁﬁgﬁﬁmmw%wm usi ng HAMD-31, each of which 299 (7.4)*
ere vi deotaped and rated i ndependently, and HAMD 21

oMgpn ES§seore®Plat i ons. HAND-21 total score anal ység (0.8)*

Bl RafERQ Sg&ref(gbged to eval uate response and 10.3 (4.9)
* N=28

ESS=Epworth Sleepiness Scale; FSS=Fatigue Severity Scale; HAMD=Hamilton
Rating Scale for Depression; SD=standard deviation; VAS=Visual Analogue Scale

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

Modafinil was initiated at 100 mg/day for 3 days and then titrated to 200
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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rem ssion rates. Changes in fatigue were assessed
using the FSS. A fatigue response was defined as an
Wo3B4a0m8e of |ess than 4 at any post-basel i neP@I/E51004/015194

An FSS score of greater than or equal to 4 denotes
pat hol ogi c, | eve] s, of fatigue. Subjective sl eepiness
e hdaraesion, Vel e bS s MIDH PO pN Lot E P aegre
A%v%g?[eﬁ @Sn! g\%{ei?rg—rag%ggd vikiaAflogad $dhles OvAS). denot es

pat ogi C sl eepi ness. Synpt ons associ at ed

16, WO . PCT/ US2004/ 015194 w th depression,
i ?CI udi%%gé?a (fq‘gééé,ngnood, noti vation, and

concentg ation, were .. eval uated ' ' -

o eual Sty S e e oY R AEHE by YR R VRIS b omset,
Safed, ¥e Wity 208 ela@ashship tb SR@y dhdditatibh. PRyxial ethnay) vitilstens, and
events b day of onset, _type, severity, and

r eslliaicablabetaory Eeststwely c%c{eétduaﬁg ﬂlﬁhi}'%‘%é al exans,

vital signs, and clinical |aboratory tests were
c@nductatisliies i ng t he study. 3. Statistics Continuous

vari abl es were anal yzed using a paired t-test for

nor mal | Gontihiuety variabled watad anatyzetibingagairsd gtestfor aotmally

test for non-norrmal data. ]'él;gﬁ n%&ers of responders

( fBstriuigd 4ataQr Ydeoxop SigpedEankitest (SN AP MA{tfta-

remtters (defined as a score of less than or egual to

7 in HANBmmbers effpsnosders (deferiana oD b dgorgase én HAMD-21) and
anal . . . | _ .

- QRIS HE 00 DM LB LERRE o0l MERID T8l WM

i nekddedisit) vwdre asdadnsagahy Wikox®esignédatank test. Patients receiving

statistics were used to su rize safet as.ures.

pef A b doserpd siicldeg e iBpiuded Inghe salpenayas.

summari zed in Table 1. Patients who received at |easf
1 dose Bescrintes staisticawaransgd ia syngnatizesafiy mepides jBaseline

ef f.i . r peffi :
R e R
eVighgtatdoedof Hhodafindladnidenatl aOlehstdnmst-Misdtihe efficacyonbasnegnent were
wWith an SSRI signjifi c?nt |y 1 nproved dg}g{ressi.gg v¥1 t hifn

1 evaledder sflicedaNTGS). RWCRFHRC PRFCPEIVRIE PErieble ‘ghyafety
basgldfgni N mean total HAMD-21 scores (Figure 1A).
Statistically significant decreases in nean total

H%/DZ basel i ne progressed to week 6.
Modaf i #ﬁ%%@%eﬁﬁgp&g%%vlgst h an SSRI significantly reduced

Tean o} HAD 8 S ST, DAL A MLy K it

week of initiation, as shown 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 week 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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The average HAMD- 31 score of the fourteen eval uable
patients was 31.72 +/- 7.28. Mdafinil conbined with

wo bawes@sne or paroxetine significantly i nproved/usioad/o15194
HAMD- 31 scores within 1 week of initiation (nmean -9.47

+/ - 0, | npr ove

t hr ough}gﬁipoﬁﬁ d%%%?&;ﬁs S %‘1 6@9?’)3“6?[%@ 1%?35“%26%@

175c¥€, 3R ALHiORRADS 2CT oEPARBA A HRERS, 658 DRNRR 4, d@ivmd‘t week

as a greater t han 50% decrease in baseline HAVD 2

s c@raé shewis inkigred iR gyissipned epassiverysptamsadefneg, aSéﬁ%than or
CHE fon PRS-, Ty A velty 2% HERHIR Y DR S gfpatents

orat vespi A, 44% af waek Kfdd abbut 585 aﬁWBdale&&ﬁg@M 232% of

patients at week 1, 39% of patients at week 2, 44% at

week 4, saBf alalertSitiyat week 6 (Figure 2). 5. Safety

and Tol erability Adjunct nodafinil was well tolerated.

Fifty- nAﬂﬁnE’terﬁs&’dﬁul(v}Zsj wal ho‘i’érat@@t FffiL¥ine R;@t@&{tt ?¢/29} of patients

| east one adverse event e nost equently reporte

adrepoded ai\lmt snenglverse m:amte dh¢ mbs%re@.rmtlh ec;macdl ady2stvents were

Adver se ey gl to nmoderate in severity, with
nonaélé‘?ar%l‘jﬁ aél%%chf‘e s reported during the st udy.

No cI|n|caII nlflca differences were.found.in
vital s‘ﬁ&‘ﬁ?s %WP gﬁ?cffe Eale InereTilyy With pe sgrigysadverse

PaLRARIE5Gted %%ghé gfﬁ(ﬁf 196 cl%%_calﬁla%gﬁﬁfs Ql?f?e& nces Were found in

conpleted the s ree pati ernt a|n
anvtdl lsigoz,dtodmeveight ohgngﬂs §iﬁfﬁ1 drdat&uiatbsqm&eetelfs Twenty-three of 29

R T T —

hegdag BRcakthuad Bes TR oﬁtbéaﬁha{thatem@vasé B dnth: bRPRIPLAL]

i nSonni a, nausea, and nervousness. One patient was

Wi ammhawanomea aind headadiso lanqtbwagmeadéwe@achwnﬁ phnomaﬁ]t thinking;

%faot?}ffg r?%orL glnlés%yln\%agg dlaBaeféie aﬂﬁq}geﬁ\tlaorl]lg??asgg fie 8atle gwas v&h%hdlawn
rreme:tatpr@teccblmoh&ﬁnplta@la& MERD p@ﬁerrt@ﬁﬂefbua&.t 6 YoIivep. i N
patients with depression and significant fatigue, and

nodaf i nBhseadR tBE MOvEEMBIHTERNEY fofld 6d d MBideidiR gtanwaﬁecﬁve
used in conbination with SSRI therapy at i n|t| ation

andljeveat trnércap@um the ﬁcatmeegqf resifual spptomsiin pati¢rds weth depression
r edu t.io

vt e tut: B Spele PR 3R Boakle A gy FRh R 2 e fgetavhen

t OueAeR bohmbina®oONEth ISBRY $herdgy dt $nifRisa ®idtthd thatfapettiestrategy can
enbodl ments and variations of this invention may be

deiepalein ipsisr Frestionef meldipledimgesigns ot WIPRoympepér t i ng

fromthe true spirit and scope of the invention. The
appendeWhileghisgnwenton hasdrege disclosesbwith neferenesttotspecific

| & gl BlocF ments, 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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all such enbodi nents and equi val ent vari ati ons.

Further, the contents of all references cited herein
w@ae®@shewaby i ncorporated by reference. 18 WO PCT/US2004/015194

2004/ 100937 PCT/ US2004/ 015194 What is Clained Is: 1.

A é (ﬁgﬁHQﬁﬁreasing the onset time of an
antidepressant Th an aninmal subject conprising the
step of pre-treating the subject with an effective
anount of nodafinil. 2, The nethod of claim1 wherein,
t he ant iqdepr g% ﬁ’f’dif%r dsgreaging gher qriseh tilﬂ%"fa Yt Hjigepressant in an
COoBRSinSh | f, ' ' It -0 ¢
e Aol ok BHENE e tep Sa il e EbiOR R B BittSe
i nhinpimtorfgnodafindani ne oxi dase i nhibitors, and
nonoam ne oxidase type A 3. The nethod of claim?2

wher ei n2t he dhtnteiprdastodaiin | whereinah aotidehRbdnd & selcdTrom the
consi stin Ctj t.alipra fluoxetine, fluoxetine

of p : 1y .
hy &%‘BWB&F%‘% ofJeeYplistisplectvensriouinrep akp drlabHeSy jeatonin and
anglo Gl A 06 it bl
3 P AR L U RO, Sichfimin ol b HRINIRG, Sha fcHbine
f | opxdesd type 8r par oxetine. 5. The method of claim1
further conprising admnistering nodafinil during the
ant i depBessafhe nfedticaf.cldim 2kersietthe Antifeptdseinfislselected from the
wherei n an anount of anti depressant .to be . )
ad R SOBSIEHNE H i talrams flugxsting sfluoxgtineydraghlonidy, pagxetine,
70 : 20Q0, £
e P T B L LR
anount gf no [ o 1% BN / . Q, .4
50, 60, Q7‘0, %g’ 5@3{,"‘19"3?&#’%%,5“’%8‘%&%Hﬁgdrepégffn%r;lgs %tfaﬁpram’
noflabxetink or BaroX&gneret hod of claim 1 wherein the
nodafinil is adm nistered one or nore of 72 hours, 48
hours, 84 houhsmethdd@ficlath 1vmnhé1rbomyfﬁr1h§sadhﬁﬁi@,feﬁng Afdafinil

adm ni stration of the antidepressant.
during the antidepressant therapy.

6. The method of claim 1 wherein an amount of antidepressant to be
administered includes 5, 10, 15, 20, 30, 40, 5‘0, 60, 70, 80, 90, 100, 200, 300 or 400

mg of antidepressant.

7. The method of claim 6 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.

8. The method of claim 1 wherein the modafinil is administered one or
more of 72 hours, 48 hours, 24 hours, 1 hour or within moments before the

administration of the antidepressant.
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