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H GHLY Bl QAVAI LABLE ORAL DELAYED RELEASE DOSAGE FORMS
OF O DESMETHYLVENLAFAXI NE SUCCI NATE The i nventi on

WO edoaess14 0 an oral, highly bioavail abl e dosagecTt/osmmeb27106
(desnet hyl venl af axi ne succinate, and to its use in
treating depression and reducing the side-effects of
O desnet hyl venl af axi ne. BACKGROUND OF THE APPLI CATI ON
O desnet hyl venl af axi ne (ODV), the major netabolite of

HIGHALY BIORVAIEASLE \ORADIDEKAYED REIEASE MOSAGE

serotoni n and norepi nephrine. Kl anmerus, K. J . et al.,
FORM 8o@ic O-E SMENR ¢ CaMEoNLid A Wite S CCINAEE
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O Desnet hyl Metabolite™, J. din. Pharnacol.

32: - (24, . e vl - .venl af,axin chem cal |y
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destiysgthylhanafgine sii@snaxandld ftd &d iaSredifgdepration 9ad tedubing the
. U'S, Pat. No. 4,535,186. However, the funarate salt of
sideye %tﬁQfR]‘{l‘iSWFhY&Ye&géf%n%as unsui t abl e physi cocheni cal

and perneability characteristics.

O desnet hyl -venl afaxine is also exenplified as a free
BASHS@RIOUNDt @F MHE MRBRLICATEON Publ i cation No. WO

00/ 55. .Th i f ODV.h b i bed
B e SRR O vhhCblr R SRS o
sel6dtivelb18as tﬂ@?eﬁP{aRG 8f R261BhBtnt %fépﬁ{é}aﬁfiﬁé? Nl gich & Kf?‘z.eet
hydro-gel tabl et, wh

' ich reduces adverse effects suc
al. ddntreglustion of/ibaiCompysitelPaamhteato tha #hamaenkinaticspiVenlafaxine

o B RO, 58 LA SR 100 o
deddeahy1deaRIfixkey chdcAly AEAGHE. g imetiONRY86)-1 (hpheid Rey8)-
of the hydrogel formulation have been observed to be

cyclohexanol, was exemplified as a fumarate salt in U.S. Pat. No. 4,535,186.
However, the fumarate salt of O-desmethyl-venlafaxine has unsuitable
physicochemical and permeability characteristics. O-desmethyl-venlafaxine is also
exemplified as a free base in International Patent Publication No. WO 00/32555.

The succinate form of ODV has been described [US Patent 6,673,838]. The
succinate monohydrate form of ODV has been incorporated into an extended release
hydro-gel tablet, which reduces adverse effects such as nausea, vomiting, diarrhea,
and abdominal pain. Formulations describing the use of hydroxypropyl
methylcellulose (HPMC) as the hydrogel matrix have been described [WO 02/064543
A2].

However, the effects of the hydrogel formulation have been observed to be

variable when the ODV hydrogel tablet is given with food.

SUMMARY OF THE INVENTION
The present invention provides oral delayed release dosage units composed of

ODV succinate, termed herein DVS, and an enteric coat in the range of about 10 to 20



10

15

20

25

30

vari abl e when the ODV hydrogel tablet is given with
food. SUMVARY OF THE | NVENTI ON The present invention
w@e@viotes or al del ayed rel ease dosage units coP@QDES06627106
ODV succinate, terned herein DVS, and an enteric coat
in the range of about 10 to 20wt % of the dosage unit.
These oral del ayed rel ease dosage units enhance
wttho gﬁ%&l doshid tgmly ,Thwdmb?ﬂmym&breadel dosadedmitsfehlearics, and
reduyce variability, in plasnma. Advant ageousl.y, .in.one
bieRtapWn et 1o am el i SEc s NTES YR BHET DY 1BiRHEe
the Rﬂ%\@gebéa#} iho¥e SbEEM A % Rt sibnd 6F Bk ihRtion
rel ease of nost” of the ODV succinate until such tine
erdmntdihe borameilabilityof 0DV sudchnats hedeferaimg relazdelof most of the

LR} SRRt o AT A S LBER G G B,
whitl 83SIg1IAUE CoRniReEleast. FuriBbr, tORAPsiorRULEEbeMAkleth provide
provi di ng at | east about 85% total release within 12

sustaimad] refeaserayenp aprietbelajdeasht houwei wiggle preidingra lgagt about 85%
ese. an advant S t | AV o) il b
R e R B s

descThéxkiaad ottfer hdvemtageeot the mveiRbiEhil DeSERIIRT e & frdhihe

FIGJRES Fig. 1 provides a chart show ng the rel ease
follogrng deteicddegerpaioniod MoV eWios- 150 ng DVS oral dosage

unit of the invention. DETAI LED DESCRI PTI ON OF THE

| NVENTI ON The present invention provides an oral,
BRIGRIBESCBRINEIONIDe THIOBK#ERES t of DVS. These

sust aj ned rel ease fornmul atj ons | ower..the inci denc f
o1 e Pl T or s ety GO Bl S G O AR g 150
YRS 0P RIEEDERmit\ WOy edoihi Ng to be bound by theory,
i't 1s believed that these side-effects are avoi ded by

by-passing release in the upper G tract and providing

DEFARED HESCMPTIIR oFTHE ASYENTHONNET - use

The present invention provides an oral, highly bioavailable, dosage unit of
DVS. These sustained release formulations lower the incidence of side effects,
including nausea, emesis, and irritable bowel syndrome. Without wishing to be
bound by theory, it is believed that these side-effects are avoided by by-passing
release in the upper GI tract and providing release in the lower GI tract. Further, use
of the superbioavailable DVS provided herein is believed to result in reduced patient
variability in plasma exposure.

Advantageously, in one embodiment, the superbioavailable DVS formulation
of the invention comprises DVS in an oral dosage unit having a delayed release of at
least about one hour and a sustained release over multiple hours to provide a total
release of greater than about 85% within about 12 to about 14 hours. In one
embodiment, the superbioavailable sustained release DVS formulation has a delayed
release of about two hours and a total release of greater than about 95% within about

12 to about 14 hours.
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of the superbi oavail able DVS provided herein is
believed to result in reduced patient variability in
w@b@smaeexposur e. Advant ageously, in one enbodP@BENB2006/027106
t he super bi oavail abl e DVS fornul ati on of the invention
conprises DVS in an oral dosage unit having a del ayed
rel ease of at |east about one hour and a sustai ned
r ]gel ga98e @m%%imﬂﬂ, ig]mé BVlsscmalsdotsﬁlgmnﬁg bflthedantentioh aresdoamoeed,
of greater_ than abaout 85% w thin about 12 to abqut 14
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ac?ééﬁﬁb% g)?%?irelgt%).e 35fa ,%hé &fr%&ﬁéﬂn@ Hb(ﬂﬁil()% 103688t 60 wi%

eas ouf t ours and a total release of
D8 gatioat 43 twadd wiSoubr 8534 47 tchd hwillbpelt thd taleralisosing 1ait. The

BRSPS B B e

coP Qs Ak 36rihddSh RO QR Vel PRy BB 361886 Ul GiRl dnybodiment, a
acceptabl e excipients. Suitably, the core contains

deddyoelteasticoat sad/er ansmitariceQatmrepYSledgysutheqgsre o 55 w %

or out .47 to 52 %, of the.to r ' |

The B etsSgslcre ronl e o ey R BhuBis ihali Bl ve
appEk&aste DV Sedradiredtyg br tiehehagbé inddthrdiaey @atiag laes located

described in greater detail below may be selected. In

besvieenethp B heqie and ey cpas-eQatonadla: a ftheprealAr R CaRt Bay
bqu@%te@g;‘gtfi@g% &?Q}coc\éﬁf. the core. The del ay rel ease
coat and/or n

an enteric coat (rate-controlling film
can Dh¥Sdppicpadd s dedebedin S Petedi 6,6€3,838, wdiiclt isémmrpagted

be internedi ate coati N ted bet th VS
T R Y S O A R SR B
tolaBBuCAAyt MY W24 RLALE bR EOWAG, HoR SILETD Gt 9ORLabolVS wt

i's prepared as described in US Patent 6, 673, 838, which
%i ar fromabpatr 3t wdYdty abedtSenic’s, basedipon 109% tseght of the core.

SSRBREBEONS e 15 A I B ASMER 2R s o
dRQedMinit/ah @ pRIBGHE1y4bodt 40 to about 60 wt%, and more preferably, about 50
to about 55 wt% of the total weight of the oral dosage unit.

In one embodiment, the core contains about 25 wt% to about 30 wt %
microcrystalline cellulose. In other embodiments, the core may contain another
binder or additional binders, or further excipients such as diluents, fillers, glidants,
anti-adherents, and adjuvants to provide a total amount of excipients in the core of
about 25 wt % to about 80 wt % w/w of the core.

For example, when present, one or more binder/fillers and/or diluents can each
be present in an amount of about 15 % w/w to about 80 % w/w, or about 20% w/w to
about 70 % w/w, or about 25% w/w to about 45% w/w, or about 30% w/w to about 42
% w/w of the uncoated dosage form. The total amount of a pH adjuster in the
formulation can range from about 0.1% w/w to about 10% w/w of the core, or about
1% w/w to about 8% w/w, or about 3% w/w to about 7% w/w. However, these

percentages can be adjusted as needed or desired by one of skill in the art.
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% or fromabout 35 wt %to about 55 wt 9% based upon
100% wei ght of the core. Suitably, the DVS can range

wo ec@moatsout 10 % w w to about 70 % w w of the POL/EB2006/027106
oral dosage unit, and preferably, about 40 to about 60
wt % and nore preferably, about 50 to about 55 wt % of
t he t ot al vvel ght of the oral dosage unit. In one

enboll Msfmbadiraentothe fllsHbmders M&ﬁﬁﬂns,?@b\}ﬁ ofheofildgsthindes may
b¥delddl EAUNREAnbLAKIRRINHIAS Snothfin Q1T cHIRRL! BN <.

he core may cdntal h ano a
pda\udtm@r gmong otherst Iiﬁbn@mbcpﬂlmehls ﬂ&lﬁ:llbr/a&ld@t lsuert®d from among
anti.-adherents, and adjuvants to

o alin P PS<a oAV Secid PraHE o hotheppatable
finboBindéhs, WelfdidOtha oMbt B0 whiler ¥B1%H1Y ogrpatgl*eiﬁy %%H? solﬁgfe may be

exanpl e, when present, one or nore
usgd di @@mbllinﬁftmhwﬁh seater dzsohibbefiBerebimiers, as mrededrount of

80 % bout ..20%.wW w t o
poutuiiesal 838t Saantit ekbultnpousmirongie.
pathitim Gﬁ%ﬂdtélv litieudatondi, &ﬁ%fg &helshstiyl Q)@l%“sﬁgab@é)s age

form The total amount of a adj uster int
CWP%WIErbeé%ﬁﬁhlb’&ﬁ@%emrt@ﬁnabﬁmﬂ01t:l:l%avw w to about 10%

% W Wt
e g 8 eralhe POt M0 AR ST b e
a mtaumdtrakges foanulbtioradhichicettahs riteedtgoldhg d&%ﬁé&fﬂt@y
in the art.|ln one enbodi nent

Tml?ﬁlﬁr ?"&tﬁﬁ efeconzoliiag epmpensats a5 Eate qurofling palymemdelected
ﬁélﬁ)énﬁ%g%?ﬁl%%hﬁfé Hoﬁﬁﬁr@?@c{s‘ﬂle}‘t c1fzéci %&&1% | %?t E?lé rate

includrng, e.g.,
coa;trhlémg hyfirppbilie mﬂrimis ireiide, wnhodtllirﬂuawoh; IftdmelSalcohol
talline_ cel]|ulose,

s@’é}{?‘d gﬁi?ger% et (HoBOL PastmRles o sbfabledusollie er inert
“pﬂastil: gﬁﬁcﬂ&ﬂﬂbﬂdﬁélﬁde 'vﬁﬁlouﬁhlﬁﬁaﬁcﬁo %ﬁe 5h@bredld hgprr?flates (ie.,

sol ubl e or artlally wat er sol ubl e may Y uge
El@é%ﬁ@a@wrmcfthermtéble ratsobuidlling polymes triatencibsrincludes e.g.,

gc?%%g (%ﬂuio%gé %o%t@%dlje%eat erd%,s, aql%lfl ﬁﬁlosesgcarboxy%et yl
celluloses, hydrophilic cellulose derivatives, and polyethylene glycol.

Thus, in one embodiment, the formulation of the invention contains one or
more coatings over the DVS core. In still other embodiments, the core can contain a
non-functional seal coating (i.e., a coat which does not affect release rate) and a
functional second coating.

In one embodiment, an initial seal coat can be applied directly to the core.
Although the components of this seal coat can be modified by one of skill in the art,
the seal coat may be selected from among suitable polymers such as hydroxypropyl
methylcellulose (HPMC), ethylcellulose, polyvinyl alcohol, and combinations thereof,
optionally containing plasticizers and other desirable components. A particularly
suitable seal coat contains HPMC. For example, a suitable seal coat can be applied as
a HPMC solution at a concentration of about 3% w/w to 25% w/w, and preferably 5%

w/w to about 7.5% w/w.
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pot assi um car bonate, |ithium carbonate, anong others.

Still other suitable conponents will be readily
wappanentdto one of skill in the art. In one PCT/US2006/027106

enbodi nent, the DVS core is provided with further

| ayers that provide a sustained release fornulation

whi ch contains rate-controlling conponents. Typically,

SuChrHbakigacRat doal tdnte: HPIBOEE B Fisidbed doates, ccprby Qrhying In
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peIlEtlﬁUo%Bfare Ei(aaigﬁﬂ ia® thé uﬁi:ﬂ.i ThbDpadm@oClel sealoat iseypplied with an

~"plastic" palyners i . Without limitation,

inlyEieamery ot RIRPYIRAE ST C b OO Gk cr R A e of S o

_ ) . 5 N e
B o L e i e
is 3%IHest5° @) duodl prefetably IFEIp 484E.boxynet hyl cel | ul oses,

ol yaBFe e St SREDIS B Rt (RS 1 ot Gt € R of

abbl€l YWRNtd HduE PRLAW) Dr ABL Q% WBY, D ERAkcasRd QURl Th Bfother
DVS core. In still other enbodi nents, the core can

engtmdimaém, acommercigilytaveiialile sashroat eentpingngHPMC, agopg gher inert

whi ch d b f ) AChi
colBBO S5 1Al SHeSSh bERBERE PP BEOLEN Clcar
(CoRtor; &ic. pe applied directly to the core. A though the

conponents of this seal coat can be nodified by ong, of
ski |1n ong empediapant, thearak dogage Bait copiginga lwtice 69.1%%6 PF offlay

AR TR o R PSP E A ot

difdctlpbotr, a camll conbi nations thereof, optionally
cont ai ni ng pl.asticjzers and ot her desirabl e . i
conplBnmBAEEbOATERLNE (ISP §0% 6 § SHINTSAEFIeRE gpating: g ik
cdggd}@ arf Qhy 18 RIS asél SHHlh@bIAG 8RlplCstaine GafatiectBPRENEEse-

based product is an aqueous ethylcellulose dispersion (25% solids). One such product

is commercially available as Surelease® product (Colorcon, Inc.). In one
embodiment, a solution of an aqueous ethylcellulose (25% solids) dispersion of about
3% w/w to about 25% w/w, and preferably about 3% to about 7%, or about 5% w/w,
is applied to the core. In another embodiment, the controlled release coat contains
both an ethylcellulose-based product and hypomellose. Optionally, hypomellose, e.g.,
in an amount of about 5 to 15% by weight, and preferably, about 10% by weight, is
mixed with the ethylcellulose dispersion, to form the coat solution. Thus, such the
ethylcellulose may be about 85% to about 95%, by weight, or in embodiment, about
90% by weight, of the coat solution. Upon drying under suitable conditions, the total
controlled release coat is in the range of about 2% to about 5%, or about 3% to about
4% w/w of the uncoated or initially-coated core.

In one embodiment, the oral dosage unit contains an enteric coat, which can

provide an initial “delay”. In certain embodiments, the enteric coat may delay release

5
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a HPMC solution at a concentration of about 3% w w to
25% w w, and preferably 5% w w to about 7.5% w w. The

WO pdovioalé1seal coat can be applied on a fluid berdI/UuS2006/027106
coater, e.g., by spraying. In one enbodinent, an _
Aeromatic Strea(tn) fluid bed apparatus is fitted with
a Wirs col um and bottom spray nozzle system

forgp e ﬁa@%w 39 meingien fRstvest hause Bk @iierisedoptmay be epplisdwver
t}fé%ﬁﬂﬁ‘ijed &fegset (%%t lé%xt it %?1?% (4 o@Ft?vae%% oaeg? :lt y

Is applied et tenp era’ure
5Q0CTho exﬁeﬂ@poaa nmya:bntagq, 2!, lﬁoﬂmtﬁwywes aiy@omtelléset ndlO

f 1 to 2 bar. The
AR Db ahetbRaigonaaro | 850C to 450C. and
pref gy cﬁﬁ' emb¥RRherdtOthé 3Rferic QQ'S%QoﬂtraMis thrro&{ﬂ:g Shichub b 3B fymer

conditions, the i nitial seal coat he range
ofypefliacrylis ogidiandmebwatylaes, siak asghe abnmbrcﬁl/byw/vmla‘tﬂé Etifiragit®

L0958 Bt B O AR ST EL AL

caatsnthe l@netlﬁ an afotitit dfiaBegt 100E%SH Qb v@t@mra%bﬁtl 1wt % to about
abI e seal coat is QOpadry Cl ear (Col orcon,

1'?}‘{& », OT|2ROWnle - B Wh &l F?ria@ﬁ wit%h eg ﬁwalncemgbglemumlw-coated core.
QQ{étseﬁirb'eaﬁlengesﬂé Ut%% gli?tlérﬁ% 8+ag$52c$on9 ose(gg% %%B?ra%g@ &{}gp g%copolymer
(Rt Gaib}h&aﬂlo &aa, tade, tﬂd:thjﬂ&:ﬁllra/te ndrwaer Wre pafticdlly, the
t he rel easi coat iis a controll ed rel ease

eSO TF i ORI AP S A o ARUES FYTciI 10 W8 disngaen of

EMr@Qt@'L 30%5 SEGHRbEt 20RYSH bR Lwt %, /w falc, about 0.7 wt% to
| ul osebasé&d product I's an ‘aqueo

ab@phij W é(I) {rigtlnd eitriite; peptHs adjustér2noh amodaiﬁ)l hydhmd%lmh water.
o ol e G ot b anetisd et o i o patercid cbr, e, the
urkohted tere, @fmaybaspigRSvat Myihial .l;éél 858 (R 7/ hrsiad b(ga?)as

di spersion of about 3% w w to about 25% w
desgrilfed 2hpys, intypicallBepnlisdanauliuid Yed ovaterh dnbné emiddiment,

Surelease® aqueous ethylcellulose dispersion (25% solids) is applied in a similar
fashion as the seal coat. After the ethylcellulose coat is applied, the pellets are dried
for an additional 5 to 10 minutes. They are then removed and screened through a
mesh screen to remove agglomerates and oversize particles.

In one embodiment, a final seal coat is applied over the enteric coat and,
optionally, talc is utilized as a final step prior to filling the DVS formulations into a
suitable packaging unit. Suitably, this final seal coat is composed of HPMC and
water, upon drying, is less than about 1 wt% of the total, coated oral dosage unit.

The formulations described herein can be prepared using the techniques

described herein, as well as methods known to those of skill in the art.
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is applied to the core. In another enbodi ment, the
controll ed rel ease coat contains both an

werdylesid ul ose- based product and hyponel | ose. PCT/US2006/027106
Optional Iy, hyponellose, e.g., in an anount of about 5
to 15% by wei ght, and preferably, about 10% by wei ght,

e, et hyl cell ul ose dispersion, to form
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hlEég%r 816 Q'&hﬁk‘f&%n ijo‘:ﬁlb%élﬁﬁe Sl easefor as nmuch as about

mnutes to %thetn ric coat may be

app! Insgiothee embb‘damenn lt]r[edDVS dorn@l1QaE8 afdsperd¥é@in &N
seal cq irectly over a core. The
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t hereof . I n one enbodi nent nteric co
to gqu@@foglugqls,mls;;ﬁw}mlsa fbmquuig/amntsplﬁremwtﬁ/eﬁ ool o¥in@GigbntaHhd
bacryl ates, such as the commrercially available
gﬁ ragit(r) L 30 K55 (Rohm GrtbH & Co. KG . Suitably,

t hi SIne}ilat &loitlter eABbdinfen@ RS DYE i%HﬁHlaﬁ&?st ai%hll&? ﬁ}t éagEJlgs

n an anount of about 10 wt

Caa]l%’i&fﬂi?lﬂ@ﬁfwcpfaéddbm 17 wt %, or about 15.5 wi %to
initiall d core. hi

one BehotbO bl B ESe inhiton DrenlisBe e ghe ot ihe
foxEmdataglst(Kesc)aneB Q&eﬁﬁn&ﬁ@ﬁﬂe}z&é@ﬁoﬁ FomBiRE & 1ﬁ@ud1f§g)o t not

lc, trjiethyl citrate, and water. Mre particu Y,

tngifpg ﬁ@%’fanIGBEd{SP% Iy treaimeal of daperssion, mstr@/htheggmj side-
9 t
eﬂ%ct‘é‘o%/&{laig)é%g ik % V\t?%ﬁ{ﬁgﬁ% glﬂg%{f t\% vaé L[ﬂ gud %Bgfeg'bowel

coati ng;
symdrgmgt % t o

In another embodiment, the present invention provides for the use of the
formulations described herein in the preparation of medicaments for delivery to a
pediatric or geriatric patient.

In other embodiments, the present invention provides for the use of the
formulations described herein in the preparation of dosing units, including but not
limited to dosing units for oral, transdermal, or mucosal administration.

Also encompassed by one embodiment of the invention are pharmaceutical
packs and kits comprising a container, such as a foil package or other suitable
container, having a formulation described herein in unit dosage form.

In still a further embodiment, the invention provides method of treating a
subject in need thereof by administering an effective dose of the formulations of the

invention. The formulations of the invention are useful in treatment of depression,
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about 1wt %triethyl citrate; a pH adjuster such as
sodi um hydr oxi de and water. The enteric coat can be
wappioed1di rectly to the uncoated spheroi d corBCT/USH06/027106
the uncoated core, or may be applied over an initia
seal coat. The enteric coat, as described above, is
typically applied on a fluid bed coater. hi one
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res on pr es products
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one enbodi ment, the DVS fornul ati ons are packaged for
SUG@@a‘By t he patl ent or his caregiver. For exanple, the

for F‘a %E}ﬁ: HAAuBEo J&acﬁ‘fﬁtgﬁ%ﬂtfbn‘%aﬁ Péduc fheab@bintestinal side-

suita ackage and i s suitab mXxing into a
effamtscb fyenk faxineie .agubjeappldepmingtratmenidhdrewish C@npﬂﬂtl@ a

e SRR S 1 b Sl BOE e o
bRINHyThQR, q@ la}m@@%ama@ bfovEdAE 8N eal Bodac6 Uhid as Feerivs@|

I'i quid phar maceut i cal
herein having a core of the sustained release formulation described herein will result
in a composition of the invention which enhances the bioavailability of DVS by
deferring release of most of the DV until such time as the formulation is in the ileum
and small intestine, while minimizing colonic release. Such a composition is
anticipated to have a delayed release of at least about one hour and a sustained release
over multiple hours to provide a total release of greater than about 85% within about
12 to about 14 hours. It is also anticipated that providing a pelleted oral dosage unit
of the invention will provide low levels of variability (if any) in plasma exposure and
will provide low incidences of nausea and associated side effects.

An effective amount of the oral dosage units of the invention is an amount

sufficient to prevent, inhibit, or alleviate one or more symptoms of the
aforementioned conditions. The dosage amount useful to treat, prevent, inhibit or

alleviate each of the aforementioned conditions will vary with the severity of the

condition to be treated and the route of administration. The dose, and dose frequency
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conposi tions, pharmaceutical carriers and excipients
can include, but are not limted to water, glycols,

worlg/o1mhicohol s, flavoring agents, preservati VBGT/US2006/027106

coloring agents, and the |like. In yet another
enbodi nent, the DVS fornul ations are filled in
capsul es, caplets or the like for oral delivery. In
walh elsh earyeachbardinggn tage, thlody pietghe responseeand pawt pedivaldéstorfymf the

.the . u of the farnul ations described .herein in th

iU B bofent el RS e R AR ek B e

crlitigdideadRl heresehidt within terah g Lot TRMAE tO@hbAIR POCERI WDV per
gastrointestinal sideeffects of venlafaxine in a

day,gdemereyriefsragbi Withintbaransn ol atest &V mpg toaahgut 340 mefdpie and
oYk PURAAATonl oS Bt ORRSHOBRLoq, B BEESRmons of

thedavantibe thehdsegawillhrahfefrpmepantedo @p toibowe 40 eyt S)(f]s@ge is
deljvery to ediatric or geriatric patient. | n other
desEbe fonrs olthelpe Base P\ vad s %ﬂduﬁs?cgmca_@énglb forithe
r' .
S ol IO T Slonihe 100 hig OB ARl adeily uni of the
farmuthtion ypicaliyt@nfains aboad 152tmg§P&iS233. lnranotheosample, a 150

admpni stration.. Also en .assed .0 enbodi nent
D R G A0SR BT hion el b g apout 228 mg of
DYEIPEF. smnﬁmﬁﬁﬁ@%@ AR, iSHGRrAY pRefbRbd tHARAIEARG S be initiated
ot her suitable container, having a formulation
algrelopier desd and irdreasedifineressaysRgwrgtofomnonfugian petignts can be
. di ment .. t-he.invention provi des nethod of
w@?éé@%%ﬁggagﬁ%?é@?S¥¢P§g%tefﬁEreof by adm ni stering an

ef f eDVS/Ragase bobrdvieedfin combatiion sitfotidd ctivivgRhis ditluding,
The formul ations of the invention are useful in
e.€p dsplatineo Thg depass of yenlatdxingds prefahly abous g deg to about 350

el RSN, BRI o R 524 FRAI! i1 b ESiSferably
the dosage of venlafaxine is about 75 mg to about 150 mg/day. The ratio of DVS will

vary from patient to patient depending upon a patient's response rate, but generally
will be at least 6:1 ODV salt to venlafaxine. Venlafaxine or another active agent
delivered in a regimen with the oral dosage unit of the invention may be formulated
together with the oral dosage unit of the invention, or delivered separately.

Any suitable route of administration can be employed for providing the patient
with an effective amount of DVS. For example, oral, mucosal (e.g., nasal, sublingual,
buccal, rectal or vaginal), parental (e.g., intravenous or intramuscular), transdermal,
and subcutaneous routes can be employed. Preferred routes of administration include
oral, transdermal and mucosal.

DVS can be combined with a pharmaceutical carrier or excipient (e.g.,
pharmaceutically acceptable carriers and excipients) according to conventional
pharmaceutical compounding technique to form a pharmaceutical composition or
dosage form. Suitable pharmaceutically acceptable carriers and excipients include, but

are not limited to, those described in Remington's, The Science and Practice of
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prenmenstrual dysphoric disorder, fibronyalgia,
agor ophobi a, attention deficit disorder, obsessive

weomplse? y di sorder, social anxiety disorder, PEYUBENG/027106

schi zophreni a, obesity, anorexia nervosa, bulima
nervosa, Glles de la Tourette Syndronme, vasonotor
flushing, cocaine and al cohol addiction, sexual _
PHAVE AN (G érdiaro, PORAedd.,i 198 editionptedls, Mack Pabr @e) whizhriphérein
. fatigue syndrome, urinary incontinence, i N h
ingyrpereted byrraicemse- Wﬁayghwm%w@?y MFE%BF&%‘% to
' AR -ph{ B8R0y WiEAbIcRd dBdt BlphAll
ad‘éistg{égﬁxe?oor eﬁﬁ’ggg‘%ﬁgﬁé&gﬁ tﬁ)ieg%)rﬁ1 gr tr eaet I ng cog%:‘pt_i VZ
prodopeiannilatgid or simflat urdowardoessian, suoh af gastrikinsgt, dizzipesseand
topacco uses .in atient, treating h t hal am
tng B orion mlwt&r%ég.a’ég@éf&loﬂﬂl% e tEprid {ed- ﬁﬁ%ﬁlﬁn)-
f emah@y sd1RVEHatA S uh8al icBRp ARG Mhy MRHLS Fout W Td: liidted to
di arrhea, abdomi nal pain, headache, vaso-vagal .
starehesi sxgarsomicrpérystalline esilitlosen diltenésyeranalagpg pgents, lubricants,
.adm ni st.ration. of O desnet .af axi : '
e S e e R M RO
mhy8ls§ afelideivehREdimAdr adatieledréeesk disohissuéabafeaxi ne in a
subj ect undergoing treatnment therewith conprising
adm nistering to the patent a fornul ation of the
| nvepd (o DO 1IN YR A invidtion,
o anpd Bt AR BNAAR: obrdfry B Rimle T iion
arffietie usdoherebf r Fhescheuinplys arecront @ limfitatioe onulsd pricsad invention.
rel ease fornul ati on described herein will result in a
conmposition of the invention which enhances the
bi oavailability of DVS by deferring rel ease of nost of
\ [ i gfion is in the
E%(?@Br% ‘Eng%s%@g?% E%"W'ﬁgﬁu'&ﬁ‘ﬁdieﬁr%%’n? zing colonic

rel ease. Such a conposition is anticipated to have a
del ay d-releaseof at—least 2y + h

sust aj ned r el @gEedietter mul t i ;r;ﬁ\g Efiﬁsqigrﬁ?ﬁﬁ}g@‘g
#Yhi n about |

total Lrel ease of qgreater_ thdn about 8

Pellet Core:
DVS-233 227.62
Microcrystalline cellulose 97.55
Seal Coat:
Opadry Clear 6.50

Release Coat:

Ethylcellulose dispersion (NF) 6.50
Enteric Coat:
Eudragit L30-D55 71.77
Triethyl Citrate 2.15
Sodium Hydroxide 3.23
Talc 10.64
Water* NA

*Does not appear in final formula
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12 to about 14 hours. It is also anticipated that
providing a pelleted oral dosage unit of the invention
wowdozopreowi de | ow | evel s of variability (if anpgT/U82006/027106

pl asma exposure and will provide | ow incidences of

nausea and associ ated side effects. An effective

anount of the oral dosage units of the invention is an
Exdarnplet2: 3% Surelease t{(Bthyleslahtse disperbion) or al | evi ate

one or nore synptons of the aforenmentioned conditions.

The dosage armg,cgdiéiﬁeful toJr;r,ﬁgy caﬂgﬁ@V@Bngiomeit or

al l evi ate each”of the aforefentionedggopdjtions wjl

vary vm—t—h—t-l'@e] é‘c"(?dryé:.ty. of e conditTom to be treated
and the routem{s_“ A-At-st Hof—The—Zig$s—and—dose
f r equenreyp-H—at-56~v sl p-eH-Ag—to gﬁ'%——bﬁdy—wei—ght,
respo NG hilst-ory—ef—LHe nehi-vidu

r

human_patient . ln gene se
range,_for theSebR@PEi ons degcribed herein lies within
t he rlange of Op@imElean about {1000 ng O%%er day an
nore preferably within the nange of about 37.5 nmg to
about| 300 noRelease@odt:stil|l nore preferably from abput
50 ny| t Bthalalose 8pdt@éd@y) I[N ot her erprzdi nents of | t he
i nvenfion the dosage wlIT range fromabout 30 ng tp
about [90 mlgi-',@éricegg@ge ils escribed in ternms of tphe

free pase— fdg't%ﬁ-ﬂﬁ adjugted—accor ?L!zgl y—for—th

3

P T

B'C) D 7T
o i = - e ]

succi pate—sart- COWar —For—exanpte,—a g g Obv
net .-.nlﬂ.g‘te...a: + ~f + | £ 2 A + H

stren - ﬁﬁﬁ,c.&unl o —the—tormyratron typrc 1y

t abns—aloum BAyiroxide 4 ooq o S |
cont arkrs—about ’IilL HY—Oot—DVoy—zzoo. 11 le e,
a 150—+g—OPV-—st \t,?*."th oral—dosage—unit & the
i nventi-ontypi eIy cont-al-rg—about—228 Hg—of—PVS-—233.

nt a h

Y
I'n ”auagijgﬁ—t—h%pal—'ke,u s lgeperally—preferredthat
the t her apyotseict ApReaRisinad forlawer dose and i ncreased

i f necessary. Dosages for non-human patients can be
adj usted accordingly by one skilled in the art. DVS
Erayphd 3.0 Bndenir GoatbeldCapsule miihnidypromaeliosk/Nictearystallinee
nts including, e.g., venlafaxine. The dosage of

el tiiss B4

$6 BRIFEOT® preferably about 75 ng to about 350
Ingredient mg / capsule (150mg ODV
dosage)
Pellet Core:
DVS-233 227.62
Microcrystalline cellulose 97.55
Hypromellose 65.0
Seal Coat:
Opadry Clear 6.50
Enteric Coat:
Eudragit L30-D55 71.77
Triethyl Citrate 2.15
Sodium Hydroxide 3.23
Talc 10.64
Water* NA

*Does not appear in final formula
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ng/ day and nore preferably about 75 ng to about 225
ng/ day. Still nore preferably the dosage of
woemwaisxd ne i s about 75 ng to about 150 ng/ dapCT/URM®06/027106
ratio of DVS wll vary frompatient to patient
dependi ng upon a patient's response rate, but
generally will be at least 6:1 ODV salt to
venl af axi déis foemilafisxiticpated tahevhereleist pigreatgethnn 85% of its

livered in.,a i men oral ,dosage unit
cpfient Fog s Bol o nmrodefoCag hE PRy o f2 Pprie
pERSEAR] Wilh hbdth 100% reRYRAVIHIAR 20 B6udel | vered separately.
Any suitable route of adm nistration can be enpl oyed
for providing the patient with an effective anount of

r nasal ,

Esl;zuﬁmlér:guai l E #o%v??étﬁ%gpgﬂﬁﬁ%?lgbggﬁtﬁgl ), parental
I—(ypr@nellmsﬁlmeowetallme cellulcsalinadraand withous Gterd Coand
subcut aneous routes can be enployed. Preferred routes
of adnministration include oral, transdernal and

10

mucogal . @é?s@r@b%ag‘}é’m#t%ﬁv %Hé} CoreH F%‘j/‘(*)&@t‘
carrier or excipi ent , phar maceutl ca
accep abte—catt+i Ao—exet pl ent accortin
convent i onal ngﬂ’ﬁEFelutl cal JGﬁB?‘ﬂgﬁgEr%PEﬁ’e fo
form _ui_l_eal._compos
Sui t able pharPeleb(pieal |y acceptable carriers and
exci pilents i ndP¥8e33 put are inot |initéd-9%, those
descr i_bedVicrocRestalingedhtlose Thie Sci ence %% Practi ce
of Phaymacy, H@promwmilose A R ,| ed., 19th6edition, 1995,
Mack Pub. Co. Bex#Gaalt i s herelin i ncorporated by
reference. ThepapRr@ee " pharnaceuti cal Tgs@cceptabl e
refers to addifives or conpositions that are
physi ¢t ogi cad'cﬂ)é/la, ot&{taol e anddo not typrcat 'y produce
an al [rer thtov i
gastric ﬁpurel?aif@eth%k%é%o “and the Iike,“When
3 et aor ad lsper.,ﬁlon Nt nnl tueh Ao A faaaanil o
adm ni SUCT CU I‘lyppallllaln LI 4 I ouull TS T oo TSS9 a.
human)—or-a SPPREISE A nac et i cal—conpoditions way
i ncl ude—buyt—are—not—-m-ted-tostarches,—sugars—|
m cr o¢rystatHne—cellulose,—diluents,—granulating
agent $— L ubr i cabAE N
*Does not appear in final formula
B. Tablet Dosage Unit with Delay Coat
Ingredient mg / tablet (150mg ODV
dosage)
Tablet Core:
DVS-233 227.62
Hypromellose 135.00
Microcrystalline cellulose 62.00
Talc 18.00
magnesium stearate 7.00
“Delay” Coat:
Surelease® ethylcellulose 27.0
dispersion

1
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15

20

bi nders and di sintegrating agents. The pharmaceuti cal
conposition and dosage formmay al so incl ude
woenraimxd ne or a salt thereof as di scussed abPOPUSZh&027106
foll owi ng exanples illustrate exenplary dosage forns
of the invention, and the use thereof. These exanples
are not_alimtation on the present jnvention. Exanple
1: 29 Sur el edbwomplidsg| cel | ullose di sper8ifon) *Does not
appeal_in final formul aExanple 2: 3% Surel ease
(Ethylcel | ul ose di spersion) [*Does not appear in final
formula Exanpl &v@8er*Ent eri ¢ Coat ed Capsiiide wit h
Hypropel | ose/ M crocrystal line cellul ose pellet corg
*Does not appear in final formulaThis fornula is
anticipated to have a rel ease of greater than 85% of

I ts gont enhpiel Qo Widh EWetibic3,A2 hours of the product
bei ng taken orally after a 2 hour Iag period and with

about _1009/6 e -'clbd-:iﬁ%\% thin—2 hout ?ﬁlbﬂﬂ'%mngV

Super bi oavai | nul ati ans W

Hyproml l osel-mecr ooty st alline cell r@gagfa,_g_g_p_e__a_n_d

Wi t hout__Ent prrﬁatb etﬁﬂfe A__Capsule Dosage Unit with
Pel | et_Core addV®@Bhy Coat *Does not 3Rp@ar in fing
formula B. THpremebdosage Unilt with Del3)00Coat C. Tabl et
Core W t MiemcesialinCoclluldsxXAMALE 5 - Bl 62WAl LABI LI TY
STUDI ES The conmaki tions of |the I nventig@p are desi gned
t o enhance gfigedinOavaak abr TTTy of DVS pyp deterring
rel eage of noSt of the DVS until such tine as the
fornu ati 25 & e~ Leum@and—smaf—mtestTme——whi | e
m ni Zt IISHtEetIdE’( i%&glgjggzoc Thi-s c;xall}.m&?,]dco\,l Hbes| a
f

U

ne A D Y Y S Y Ao a--ahaoanl
st Udy PeTOrHES y'lbltra Sess—tnAe—apsotut c2.15
Sodium Hydroxide 3.23
Talc 10.64

EXAMPLE 5 — BIOAVAILABILITY STUDIES

The compositions of the invention are designed to enhance the bioavailability
of DVS by deferring release of most of the DVS until such time as the formulation is
in the ileum and small intestine, while minimizing colonic release.

This example describes a study performed to assess the absolute
bioavailability of an exemplary sustained release desvenlafaxine succinate
(DVS-SR) formulation and the pharmacokinetics of desvenlafaxine (DV) in
healthy subjects.

In one embodiment the present invention provides an oral dosage unit
composed of a core of the following sustained release DVS formulation having
an enteric coat. In another embodiment, the invention provides an oral dosage
unit comprising a delay release coat over a core composed of the following

sustained release DVS formulation.
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10

15

bi oavail ability of an exenplary sustai ned rel ease

desvenl af axi ne succi nate (DVS-SR) fornul ati on and the
w@barireweki neti cs of desvenl af axi ne (DV) i n hebdT/ig2006/027106

subj ects. In one enbodi nent the present invention

provi des an oral dosage unit conposed of a core of the

follow ng sustained rel ease DVS fornul ati on having an

enteric coat. ln another enbodinent, the inventiaon
prlovi des atd®M&F OBOSSERENMTEH DMfp23 X PRI ABRT 3y
rgl ease coat over a core conposed of 10bend ol | owi ng
sust al ned Iﬁgle@iaﬁte DVS fornuigﬁrdqu. b : Used% w/w
Prlase§2nBY - does not appeatsihgfrnal produgfes Tn this
Si rg{cang@%m&l Sﬁté abel , tvy(qo@mal od crossover st udy,

SL l dIIUUIII u—_‘u LU 'V~ l:‘l llll:‘l X J.UU
mﬂf g VS- SR as 1‘6@2% bed in thgeb qoabl e

al /'1 hr intravenous infusion of
de te (DVS) in 0.9% saline in each
pe dem’fﬁl% vvas assayed for the total racenic

mi XiraeGrapukYy) and ratio (R/S) of DV. The absolute
bi|Odicaddrydtalling Gelvdesectdf cul at 280f rom oral an2.1lV AUC
val(hescebPh2(®@ racemi c m xture of DVS. A total of 14

subl'raqa@ng weEenRPalhed and cogpl eted the stpdg. DVS- SH

WE ST §1ruﬁ{ YR ERT €F at ed3 gghere were nojgpi ni calry
i”RQ/re aih1e ages 1n routine Iaboratory tests V|taI

<l |l Y

Ib'clbUI CITIETIt S allu Ekz\:b I UU “g l V IIUI d.ll Ul
groial f"nrnv/’ 3 d\an +hg 100 rnlBQ

| ney r

Si

h Igr I\\ L\JL Ilyl III—} L TTUATT LAY LU UT T
f *EYV(\ ng/ m.). The half-1lives vvere simlar,
m%PfER)m 14-15 hours __and the 100 ng oral
forar’mIAafOﬂ%m(TbﬁOIM\TSﬁ@%t?é@aﬁﬁ)hl gher overal | exposure
( AliCotaed B9B6cessing AldCesn@t 4pBeandt finaliprodubhe absol ut e
bi oavail ability of the oral

In this single-dose, open label, two period crossover study, subjects
were randomized to receive either a 1 x 100 mg oral tablet of DVS-SR as
described in the table above or a single 50 mg/1 hr intravenous infusion of
desvenlafaxine succinate (DVS) in 0.9% saline in each period. Plasma was
assayed for the total racemic mixture (R+S) and ratio (R/S) of DV. The
absolute bioavailability was calculated from oral and IV AUC values of the
racemic mixture of DVS.

A total of 14 subjects were enrolled and completed the study. DVS-SR
was generally well tolerated. There were no clinically important changes in
routine laboratory tests, vital signs measurements, and ECGs. The 50 mg IV
formulation had a higher Cy,x(232 ng/mL) than the 100 mg oral formulation
(160 ng/mL). The half-lives were similar, ranging from 14-15 hours, and the
100 mg oral formulation of DVS-SR had a higher overall exposure (AUC 4
3996 vs. AUCyy 2443 ng*h/mL). The absolute bioavailability of the oral

formulation was 80.5%. The R and S enantiomers were approximately
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formul ati on was 80.5% The R and S enantioners were

appr oxi mat el yequi val ent to each other throughout the
weonconterat i on profiles for both the 1V and orBET/US2006/027106

formul ati ons. DVS- SR provi ded good or al

bi oavail ability (80.5% and an evenly bal anced

enantioneric ratio. EXAMPLE 6 - Bl QAVAI LABI LI TY STUDY
equiv dANItNES hTdiker TMSu BBt tlwr sonbentatiofpeafilésfot bothshe IV

f or ated .in a capsule. This "prototype" DVS-233
m%gﬂghh’ “%bnpared in a bioavailability study in

dogs 1HPS BRPOvHRS oSl babbidhvAIRKiIRG (80.5°9) aid Af dveplyof
the table in Exanple 5, which |acks a delay or enteric
belaaged ggantoinyericapa®.e dogs were assigned to this study.
The prototype capsule and SR tabl et were adm ni stered
as a single oral dose to each dog in a crossover

EX@VIBDE 62p BIOAMVRALABYLIBY STWDYeS GANEKEBei ng f ed.
Bl ood sanpl es were drawn at O (predose),. 0.5, 1,

2, 3,
4, 61hgDVS23hformulans fxample bivag Samuytedingsgensulps This
« #» f . . i
R TR 003 PR Al 55 AH N AIG Ji 1 o0
Dyex-23 bR dablétdravimgahforhmg atiordo ke tabil goini Exanglias i wlitle facks a
| cul at.ed. . Th t [

R ST ST E RIS, 28R e L eno
c%ﬂgﬁfg%hd wRO@NRL Wk ddhdidisterddts R B8O bral YRS LM dod iRQt

e limted in scope by the specific enbodi nents
cugssoyei stk eprapximatedy BO ounutesiaftar baingded Blotliseimples were

enbodient.s b bvi.o to of il .in the art
A DTRRRE B G ek e el T pasne g vas
séparataraastiyet e PSRVl afakhe éaﬂi\@rﬂoﬁten@ ghent

appl i cations, publlcatlons,(Froce ures and the |ike
phgrmagekingtic parameter (AUC..) was determined for each dog and descriptive
statistics were calculated. The prototype capsule provided approximately 20% higher

total exposure indicating higher bioavailability.

The present invention is not to be limited in scope by the specific
embodiments described herein. Various modifications to these embodiments will be
obvious to one of skill in the art from the description. Such modifications fall within
the scope of the appended claims.

Patents, patent applications, publications, procedures and the like are cited
throughout the application. The disclosures of these documents are incorporated by
reference herein in their entireties. To the extent that a conflict may exist between the

specification and a reference, the language of the disclosure made herein controls.
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t hroughout the application. The disclosures of these

docunents are incorporated by reference herein in
wob@7io1wm i reties. To the extent that a confliPBCT/IB3006/027106

exi st between the specification and a reference, the

| anguage of the disclosure nade herein

controls. CLAIMS: 1. A superbioavail able DVS

éf%ﬂ@ met hyl venl af axi ne succi nate) sustained rel ease

composition conprising a core containing at |east DVS

and a water insoluble filler in an oral dosage unit

havi ng a del ayed rel ease of at |east about K one

and asustAswsabipeyaglable QN2 (0799’51%1?%%6%{%@%8@}0%%9) Wetained
r@leﬁé%tc% o§1|t1‘5ﬁ§&ﬁ1gﬁsﬂé Q%Bfer onbin Qg Whst W@i M\H Q{V%Vgﬂﬁ&}fuble

to about 14 urs e super bi oaval
fdlmpmsn Onab(hosagcwmdhmgng a delapddmeleasdafiat hepsttabdet mednbur and a
rel eaée of abou hours and.a rel ease

GaPd Pl VB PGV i b IR et ol giter e about 8%

‘mgﬁﬁgbmﬁ12{53b§ﬂqam@hgavalIable DVS conposi tion
according to claiml1l or claim2, wherein said oral

dosage unit further conprises a controlled rel ease

supers onvii Bl Rl Y8R Bmeoiel Brearvipe o ol having o
ddlayeh edl&ise of avqhit 606 howt bedla krhlaakeseCdTairedtétthdiCabout 95% within
conpri ses about 10% by wei ght hyponel | ose, based on

abRut I3 gheuta4 hayes.cont rol | ed rel ease coat. 5. The
super bi oavai | abl e DVS conposition according to claim3

or claim4, wherein said controlled rel ease coat

conpri.ses ﬁb@upelﬁﬁ%/ﬁ}abwgﬁtcoﬁfpoﬁﬁoﬁh&}drdiﬁg katlasel or claim 2,

I spersi.on, based 0 t of th ontroll ed ..
B8 SR BB e Wﬁ&ugﬂfﬁépmp S soatyolie EXpisass S SPTPEHnE
QRildag to any of claims 3 to 5 wherein said
controlled rel ease coat consists of about 5 to 20% by
wei ght of the oral

4. The superbioavailable DVS composition according to claim 3, wherein
said controlled release coat further comprises about 10% by weight hypomellose, based

on the weight of the controlled release coat.

5. The superbioavailable DVS composition according to claim 3 or claim 4,
wherein said controlled release coat comprises about 90% by weight of an ethylcellulose

dispersion, based on the weight of the controlled release coat.

6. The superbioavailable DVS composition according to any of claims 3 to
5, wherein said controlled release coat consists of about 5 to 20% by weight of the oral

dosage unit.

7. The superbioavailable DVS composition according to any of claims 3 to
6, wherein the core comprises DVS and microcrystalline cellulose, and the oral dosage

unit further comprises a controlled release coat and an enteric coat.
16



dosage unit. 7. The superbi oavail abl e DVS conposition

according to any of clains 3 to 6, wherein the core
weompnises DVS and m crocrystalline cellul ose, PEnusS10he027106

oral dosage unit further conprises a controlled

rel ease coat and an enteric coat.8. The

super bi oavai | abl e DVS conposition according to any of

claims 3 to 7, further conprising a seal coat between

the core and the controlled rel ease coat. 9. The

superdi oavEid spklidavailabderDVS donfiosidioa @tchrdigig t® amyyf ddims 3 to

_&Iai nme 1 tg 8 wherein the core conprises DVS

TR COUPEFIPE AseRlcrpt hebaeendheicere ad fhocopgplisdglease coat.

pol yner, and the oral dosage unit further conprises an

enteric coat. 10. The superbi oavail abl e DVS

conpdsi t i ohheamperbibiangildbde DVSI conthositlor mecardingéo amgt of olaims 1 to

or,m n olynmer is h |.l ose. 11. The . .
SRR e Sometien SR Soyoer s BscE R g et roing
Ly, a8k dolbee Gl TuiihrcORprisQRIdheS do C. 12

he superbi oavai |l abl e DVS conposition according to any

of clains 1 to 11, wherein the core conprises: DVS

about, 44 tpn 4 %_Hy. e about 12 to 14 w % .
v or o yst i SREbISMERIEL VARG a3 thn picsBngia Mith o, wherein
tad elatrix2 forming pelymbibhiysanélloebout 1% of the total oral
dosage unit. 13. The superbi oavail abl e DVS conposition

according to any of clainms 1 to 11, wherein DVS

conprises AQ &BeBibathititd DVRG AR5 tIR SALEAMBYS claim 9 or 10,

wherein the core further comprises talc.

12. The superbioavailable DVS composition according to any of claims 1 to

11, wherein the core comprises:

DVS about 44 to 46 wt%
Hypomellose about 12 to 14 wt%
Microcrystalline cellulose  about 21 to 22 wt%
Talc about 2 to 4 wt%
Lubricant about 1%, of the total oral dosage
unit.
13.  The superbioavailable DVS composition according to any of claims 1 to

11, wherein DVS comprises 40 to 60 wt% of the oral dosage unit.

14.  The superbioavailable DVS composition according to any of claims 1 to

13, wherein the oral dosage unit comprises ODV in the range of 37.5 mg to 300mg.

15.  The superbioavailable DVS composition according to claim 14 wherein

the oral dosage unit is a 200 mg ODV strength dosage unit.
17



14. The super bi oavai |l abl e DVS conposition according to

any of clains 1 to 13, wherein the oral dosage unit

weempiises ODV in the range of 37.5 ng to 300nBCT/LS2006/027106

The super bi oavail abl e DVS conposition according to

claim 14 wherein the oral dosage unit is a 200 ng ODV

strength dosage unit.16. The superbi oavail abl e DVS

conmposition according to claim 14, wherein the oral

dosage unit is a 150 ng ODV strength dosage unit. 17.

The sifper bTleesnpeibidaiveil dBUSDY S qoagiokition aaagdingitd glain® 14, wherein
laim 14, wherein the gral dosage unit,is a 100 ng ODV

tg*? P@ﬂ]ﬁ?%ga Yait g {nfl me QlaY strppeth gﬂ@ﬂs M8y ai | abl e DVS

conmposition according to claim 14, wherein the oral

dosage unit is a 50 ng ODV strength dosage unit. 19.

The sWiper bllesuatibaiaveildbUSDyEnpagiokition aecdingiteglaino 14,myherein

f claims 7 to 1 wh i.n th nteric. coat conprises
600 3o35s fot o IR DGOV drinide SehiBitunit . 207 The
super bi oavai | abl e DVS conposi ti on according to any of

clainms 7 to 19, wherein the enteric coat conprises a

met haldr y| i Ehea@perbiagypidabje VS conipesitiph ae¢ordiag ég cleim il drwherein
' .1 T per bi oavai | abl e DVS

t@%%géé%%%ﬁ&géscaggr%nﬁéd?g ng%?/gsﬂéf claims 7 to 20,

delsggeainit. t he enteric coat conprises Eudragit L30D 55

about 7 to 9 wM% Triethyl citrate about 0.7 to 1w %

Sodi um hydroxi de about 1 to 1.5 wt % Talc about 4 to 5

wt % 1? t hﬁle%g%:rb FRUDIIBYS: confpositof aQJOé@in tq any of claims 7 to
super bi oavai | abl'e conposition acccor |n6 0 -any o
18, aiherin the enteric coat comprises 10 to 20% by weight of the oral dosage unit.

20.  The superbioavailable DVS composition according to any of claims 7 to
19, wherein the enteric coat comprises a methacrylic acid co-polymer, triethyl citrate,

sodium hydroxide and talc.

21.  The superbioavailable DVS composition according to any of claims 7 to

20, wherein the enteric coat comprises

Eudragit L30D-55 about 7 to 9 wt%

Triethyl citrate about 0.7 to 1 wt%

Sodium hydroxide about 1 to 1.5 wt%

Talc about 4 to 5 wt%, of the oral dosage unit.

22.  Use of a superbioavailable DVS composition acccording to any of claims

1 to 21 in preparing a medicament.

23. A method for treating depression in a subject in need thereof, comprising
administering to the patient a composition comprising a superbioavailable DVS

composition according to any of claims 1 to 21.
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1to21in preparing a nmedicanent. 23. A nethod for

treating depression in a subject in need thereof,
w@ompniing adm nistering to the patient a conpOBUB1006/027106

conpri sing a superbioavail abl e DVS conposition

according to any of clainms 1 to 21.24. A nethod for

reduci ng the gastrointestinal side-effects of

desvenl af axi ne in a subject undergoi ng treat nent

therewi th conprising admnistering to the patent a

conmpazsi. t i oA ngealigat fos raticing Shpgishbipesstihdl aldeeefRYS of desvenlafaxine

conposition according to any of clainms 1 to 21. 25.

HFﬁéulaa@f:%ﬂle%g@&&faﬁfaﬁgel%tdhwa}thwnpr%% pdminisierang to the patent a

%gﬁao%&mar%ghm a%uﬁ&sfoggﬁfaﬁle%es B E&HEN Qcaspdmg td 'y of

ceuri ca rising a contalne
dieimisrigo@1super bi oavai I abl e DVS conposi tion according
to any of clainms 1 to 21.

25. The method according to claim 24, wherein the gastrointestinal side-

effects are nausea and vomiting.

26. A pharmaceutical pack comprising a container having a superbioavailable

DVS composition according to any of claims 1 to 21.
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