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SOLI D PHARVACEUTI CAL COVPQOSI TI ONS CONTAI NI NG
PREGABALI N BACKGROUND OF THE | NVENTI ON Thi s invention

WO edoded2i 0o sol i d pharmaceuti cal conpositions PCT/IB2006/003063
cont aBALIPHARMECEU TIOAMDOMPOSMEOSS COAARINIC PRECRGALIN
daily (@) oral dosing. Pregabalin, or

(S)-(+)-3-am nomeg}éwidé ok Ia%l-n_hyzq FERrengci d, binds to

t he al pha-2-delta uni t o 5 cal ci um channe
s related to the endo enous inhibitory
This 'Wéﬂ'PBf‘%’%"r?stﬂF?‘{dé%ha'@aﬁﬁ‘i“ﬁ@ SRS enc:AonANTGABRGEDAlN i arssultabl for
once daifyw(@lDy eckl dasinghe regul ati on of brain neuronal activity.
Pregabal in exhibits anti-seizure activity, as

Pregagdllﬁcdrj?ﬁag) 4. 5h11H1:>r§eth Jﬁé’fiyl nexa Péf gt?(;% b g? to tﬁ %Raha %A éoc26) subunit of

rea
a calciginghannglsid i elgied to tipiehdgssnous frbibiiory payrstransmiecadminobutyric acid
GABAQ Q/ﬂﬁ'cthtlé RRSveASSPE |r@u%@oﬁ/‘6ftbrblrpl§=)bmgl@ﬁ\ﬁt§/ ﬁ'Fe'g llﬁg)(f'ﬁblts anti-seizure

i, QLRI s Banhiol BSSE T, B ol Sl sl
amongtﬁtlgm ceraktions, iepitspsid paig, rimsioledion) cateiivressss@intedEithi pdychametor stlmulants,
mﬂaml’ﬁét@ﬁ' g%"stréjhtéé?lhg%ma{;@ atcbi%llyﬂ' |ﬁs%qln§t ﬁ;r@rﬁ‘% e%% %%@a@éoh%p%}%atnc

roved for he treat ment g‘)
dlsord?{%d?c&agxg quetbdigplﬁaﬁl maelarﬂgglbgo@r @sorgmd Ingtge Hﬁlted tates, pregabalin
has begol ppmoved og therteatrmapnof diiabeuqq&hpheadl n@ﬂﬁ;ﬁthﬁ@ds&i&@ﬁc hduralgia, and as an
adjunc%l{}etaﬁnen{) 1ol El’]sréf ée?zu?e\é% L&Ré ePr@?ab%n'l Ig gvaelable as an immediate release

rel ease ormul ation in ca
(IR) formyafion @ﬁé?sg sppd 5 admisistased @upatiants tyeras Bred-iress i (ByD or TID).

(BID or TID). Many patients receiving pregabalin or
Many sttierds redeivigsprafabaln @rctheadmysivisitredre ddriinetetdd tWBbISmblbms dally would

likely bERefk ¥oriBiteQially &%{jﬁ l?ﬁé"@ofn\/émgnEg & Cﬂf&osn%%ene\!ra y ug{)rog?ﬁ patlent

conveni ence of

complignghyspeaintis fmé%’ﬁ"é\/o‘?aaﬁfl't?aﬂfpr F@F‘%Fé? 2 n@@vm@lﬁmd@a@ns o@nce per day

* dosing pedyiain ﬁ@sérﬂklpf@erﬁﬂ;bbfehﬁll? uitREitbRdo8d felatdd Wik B BY rédiB¥ing peak blood

ot en

oves (i Bt A2 R eoP IR ou M BT ] i e eaneentrations (Cun)

bl ood Ievels (CVMAX) and may al so increase drug
Once dajiy §asiag 9f RiGIabaAlY: Bawgvag PiessTithiHmenua shellengssc Satveationahextended

release (ER) &@mposn@ﬂ&%rdﬁbbl&méi@%ﬂ@) @cfs:r@%@%Q@bﬂeﬂabaﬂr@%\ﬂ%bsorbed uniformly

in the g%gtfo?rﬁégt Ff?I &Lﬁl‘gﬁg Quélm‘?ca stuae esq qﬁc@te&ﬁ%ﬂe@ﬁh%ﬂ%l qbgpgbwn tr?e small
intesting gaq g aprenaing @okprrle @arbms butu85ponrbst absbrbed beydndthiethepatic fieiuns. This

suggestdtRat@ashémi db&&ﬁﬁdn%doﬁv(ﬂ)r)prégraﬁé% is, Gh btr&Rl arlbgh ﬁ‘tﬁjrs or less—any

B R T R DR
dosageforor hag traiaiest Hegohdatby beyehtit feaxutee patteemdbre @teadalini§1a $-amino acid which

under noHEE) §1%Fa§e E&ﬁﬁtloh@ﬁam g%%l%ﬁ'@ ectﬁg} %IQ%%Wto Rlm a lagtam, grﬁpbutyl-

inils, on ours or |

pyfm“dﬁ}%é’rer S8R WP 1;91%%f\9’é/i4@ PYRA73HRteLa gempisk.nitheyamitis known
that thegior-ahiive cempanah®d of thi @h&?&]abﬁ@ﬁ&eﬂi dorﬁ&@mb#ﬁlﬂa)t Bres 8888 Sort@lidm it is

difficult tf@&e& g%ﬁih %gClﬁg"}fé)rqg%Fch? to u%@% ra 9e aI t%% %[g}at %ﬂr t hernore,

r mal
storage condltlon Mﬁ under go |ntranolecular
FHMMA

cyclization to for RE CAMHEANVENBONy | pyrrol i di n-

The present invention provides a stable pharmaceutical composition containing pregabalin that is useful
for once daily oral dosing. When administered as a solid dosage form, such as a tablet, the
pharmaceutical composition is retained in the stomach for a longer period of time than an IR dosage
form. While it is retained in the stomach, the pharmaceutical composition continuously releases
pregabalin. Eventually, the pharmaceutical composition passes out of the stomach and into the small
intestine where it may continue to release pregabalin. Extending the period of time during which
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2-one. See, e.g., WD 99/10186 and WD 99/59573, both to
A. Aomatsu. Although it is known that the non-active
w@oeowposmaes s of the pharnmaceutical conposition PER/IB2006/003063
affect lactamformation, it |s difficult to predict
whi ch exci pients may | ead to“undesirabl e | actam
pregalfatin isgieleasad inSumaRPRaCh@FedtivEly WVENTE @bsoTiien pindswe associated with IR

dosing) fﬂl&l%ﬁir b& it Gt%ﬁw a Fﬁﬁ@%&e% IW@:& sﬁ&éesﬁﬂﬁﬁﬁﬁ% bi 1Rd)
cOmDa ggg %ﬁ in t?at S f ul qr once
mPogP} S4B PR AT BRI e Tabia e GEREY o m

such as a tablet, the pharnaceutical conposition is
One agpsgtHf ﬂ@d;qvientimrmeovkiesaabmmbcﬂutueal tongsitiorpeicoid safableiferedD dosing and
mcludés%%cﬁ%)é ﬁan%@&ﬁlgﬁ irfgfddfBnt Y éx@plbﬁts ' fher a%‘n?e’ ﬁ%gnécgu&cg fredient

includ gg har maceut i cal conpos on contin .
u %Seﬂr%gé 3] Pe‘ﬁ‘ﬁ@%ﬁc?ﬁ'ca'i%@é?ﬁpt?élelC;‘?mp'tehéa%ﬁa'wﬁtﬁ@é@tdr%w pregabalin,
and the exrpirsistinduepasaibsfomitg afent dne asivelBeAyed drhis MaBrixtfliehing agent

mclude%%lylnn&l QE&&E g(\ﬁ\c‘f%p%l))vﬁylﬂﬁ%h&o?\gt(Fb\fqi‘}eantthegs%ve‘ﬁ%é agent includes cross-

linked &?{W Vfé sy The pelvp 81‘%@@%‘“?%'”E'I‘?é'e%tttm*ﬁé&hc@?ﬁ”é@,ﬁtfrovfeﬂiiy)ut 5% to
about @G"/defrtlsa pﬂwnaiaaﬁwmompnﬂwmﬁw ighS %Glha’ﬁ)ﬁdrrrwld é’gehﬁyplcally comprises

from ag&ff"‘%‘%% aﬁtﬂ?ﬁﬁp ¥ tlpeeﬁﬂﬁrhééept%taggp%gé tlon%g fyve{gh a%%ﬁg SWSI gsagent

studres 'su
typlca"éwomw&ebﬁ%m ﬁ%’éé%lt%aboub?ﬂ%@féhq phermanestivet eompasitian hyatsight.
| actam formati on. One aspect of the invention provides

A further gsheut oBtb@lnvértio prodidaRasidlid assaydriorh, sush Sk ttaalbi @hitRls deted for

once dgl ré?g &Fﬁd fgﬁ%lﬂ@%@& r}or Cgom\{nﬁse[s)g}z: é“aﬁﬁlétkcﬁlac(?gﬁ?? tbogldescrlbed
above | i H@ﬁ"é’ﬂf‘téﬂtw'th et abis psrrerg%e@hrqrﬁxamme i thtreastriedloigtdf barhang, the dosage

form sweetis epH@bhd t6 08Ré BPabod hm oPGe¥at € or hydrate of
pregabal i n, and the excipients i nclude a natrix

An addﬁtgﬁépa%c@t?@r%tm\%n&h }r&)ﬂﬁl am o%%?p Qgg?ongﬁ't rr1 Io?( dlsorder in agsubject

agent Vi ny ace ate"
that is rﬁé‘l’%‘b"hw Pﬁ%abailnl d bﬁ@e@WPylud%mda”v hemisiatering tedheagpbiect once per day

the phdringdeutiRscaripasisn ddsetbepabyii Nyl pyrrol i done. The active
phar maceuti cal i ngredient typically conprises from

Anotheﬁ?%%gt aﬂé" Hn@e@%ﬂ&eov%%y & mtewtgcri] ﬁ%t?eraf r){(gn%i(go%ﬁlﬁl%oréjésgmer in a subject that is

respon@lyﬁ)@@aqglawledhi)mp@ canRoiing bralit adblivisterirgliote sdbjée6t afpharimeceutical

compoﬂmrdﬁﬁé?déilpl W}H phafmERest chil O Qé(tlo%blgbkes ?@?aﬂaﬂﬁ aﬁ'd/\@rlel o'r ﬂ\g)re
o about

ent t C rise ut
ool R PR B RS K i il s
state maymemtpremfabalhe:omqevmﬂbn of P /ol bdess aad ackdady-stawagaimumrpidgabalin
, is adapted for once daily ora
“mC”@%@$ﬁg§x?H%?E@ﬁiﬁr ?%Be form conprises the
phar maceuti cal conposition descri bed above. Upon
contact with water, AL BESFRIBEWN for exanple, in
the gastric fluid of humans, the dosage formswells or
DEFINIEIONAND ABBREGIAZIONS about 9 nm or greater. An
addi tional aspect of the invention provides a nethod

Unless _@i‘heﬁ/\ﬁs%@r‘icjiéé_%d?‘th%Qiﬂ:glio&jr@B eg“chedfb{%Wr%%re rLtﬂaaQ subj ect that

IS respon3|ve to pregabalin he ne 1 ncl udes

ering to the subject once per da
“About,’ ppro>¥ mgtell;/r} andc' tthe like, %hen used in connection with a numerical va%/able, generally
refers to the value of the variable and to all values of the variable that are within the experimental error
(e.g., within the 95% confidence interval for the mean) or within + 10% of the indicated value, whichever
is greater.

“Subject” refers to a mammal, including a human.
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t he pharnmaceutical conposition described above.
Anot her aspect of the invention provides a nethod of

W e@ansngs a condition or disorder in a subjectPCHER2006003063
responsive to pregabalin, theg nethod conprising orally

terin o the subject a pharnmaceutica
P “a’”&a&ﬁ‘b%é' Vﬁcserptaga'f‘é SukSANESP refprsdo fhings sHkelanaes whlch ecrwithsi thé smope of

sound oerioalijeigsepir seityatieator tﬁbe&ﬂ@bnfbﬁﬂmlfhﬁhé‘ﬁys@eseo‘ﬁ §uﬂ?écf%ﬂkn§mutﬂﬂ@ue toxicity,
wntahoﬁoém%%' rEéprHsé gné"éﬂ?ﬁé egonlirge SIrJr%‘ye th§ ai;gziesgﬁ %‘n%f'iewlﬂgr’f'gk ratio, and

hour asn

effecmfﬁf%@%%%ﬂ‘qe?fk@dﬁ%entratlon of 9 my/ nL or less and a
st eady-state m ni num pregabal i n concentrati on of about

“TreatiQy” gemagallylrefors tgreearsiag, alléVNatiAg, hrlﬁf&tﬂ&&@%l@ RN, Qﬁgﬂek\gnﬂ%somer or
e Ll e b it

SUbJ"*”C'approxumtely, and the like, when used in connection
with a nunerical variable, generally refers to the

‘Treatmenlt’ uefesfto theacd rircalmd® agdéliné PinMddialtd) 489 Of t he
variable that are within the experlnental error (e.q.

“Drug, V‘GI{IQ hlﬁbstalﬂge ’QQ{RVQ %Hérlﬂgge] I ln rteglgp gnd &ﬁ |I%?1 gefaly A A gog{)ound (e.g.,

pregabalp-é g\a[amay bes@gp g}gltreatmgp@plgeqt & needratireaiment.ncl udi ng a
human. " Phar maceuti cal | y acceptabl e" substances refers
“Therapeoti¢aip sftsctivebmitcaint: efa avbg té\‘érﬂb@hé"thkhﬁtﬁoﬁtl’i@drﬁ& %?mé\j be used for

treatmgséDéUB}eclrQ?]q'lé:iéne}awg?ﬁ%r}gn S<’al'lc.»|f L abv\ﬁ 9@10 tatagg}ﬁag(gmglgglpa fps,an adult, and is

often in;the rapag ofGRout Qi1 ta BBRUE 59 @g/ﬁg{ﬁ@efor avadiult.higorlan ledylt human, a typical daily
dose ofcadrugein mmatamgwmt dbodk 1rrﬁgfifé%§@|1 @Od’rﬁ& eﬁdrtp eEFQBJIIH Stfe haly l4Bse for an

s B8 EA5H e WS b BSTES) s b Plhapraoovon

50”@t9ﬁgmﬁ9@bW§ss of , or preventlng a disorder or condition
in a subject, or to preventing one or nore synptons of

“Inert” sabstimces Rfar dethosy suﬁﬁé\dﬂe& th@ﬂnéﬁnﬂﬁﬁceﬁH@blngalIabI;IIT)f cﬁ?{egﬁ@f, but are
Otheﬂngeggh%Frﬁaqte%rcgg/ gl of “"treating” as defined inme y

%ﬁug substance, " "active
pharmaceutical ingredient,"” and the like, refer to a
EXC'p'eebﬁb@QHaar(t efgrs to B'F)ég%fb‘albﬁfﬁf)cet hat may be used for
treating a subject in need of treatnent.

“PharmdcEhigmabqpeipbsital teferetdf tReEdmbmatid s Bhe odfiord d% WOhdt5cE! §hdto(?1e or more
*Qe quantity of the drug that may be used for treatin
oxcipie subject and is generally in the range of about O. 001

ut 100 / kg/day for an adult, and is often in
"Drug Pﬁ"ﬂ‘éﬁff ‘&H@fé’aé?uﬂg%@e%age form¢’ éogias ferns Ufimet fidagbel foym f and taenike, refer to a

pharmacetitiéal confpitiainthadslhdmikistema to Asdoydet if AbeRirkYtment and generally may be
in the form of tablets, capsules, sachets containing powder or granules, liquid solutions or suspensions,
patches, and the like.

“Solvate” describes a molecular complex comprising the drug substance (e.g., pregabalin) and a
stoichiometric or non-stoichiometric amount of one or more pharmaceutically acceptable solvent
molecules (e.g., ethanol). When the solvent is tightly bound to the drug the resulting complex will have a
well-defined stoichiometry that is independent of humidity. However, when the solvent is weakly bound,
as in channel solvates and hygroscopic compounds, the solvent content will be dependent on humidity
and drying conditions. In such cases, the complex will often be non-stoichiometric.

“Hydrate” describes a solvate comprising the drug substance and a stoichiometric or non-stoichiometric
amount of water.
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dose of a drug is in the range of about 1 ng to about
1000 ng. For pregabalin, the daily dose for an adult
wheovansarey be in the range of about 50 ng to aPOUIB2ASGND3063
mg and is often in the range,of about 50 ng to about
900 .. "Inert" substances refer to those substances
“RetaipgHp MrsiPmant Wearused insoprestinarithatsinaimageicatidompaition or dosage form,
meandottiat aareestatpb&ibmbﬁﬁz PRRALERER Hatn;llml i %(Slijgj@pg ?tﬁ@ﬁh following oral
ini h R i »adj uvant " refers n _
adminisifieh & 86wt Bhe o RERN R i oE b ribinop e wo prpregpesidonce
time of,¢riepRoNiBH IRyfosaerfonn. Vet il retagnesiibthis atoowsh, atteciosae forim
continuamsIg rédseseihediug: " Drug product, ™ "pharmaceuti cal :
dosage form" "dosage form" "final dosage f_ormtﬁnfl
“ eyl «fefer.to a pharnmaceutical conposition that
Rolecb g it BB e v Bor DR BE6T Prichdun SO BT Reatife somasson or
dosag%@ﬁg,rrgqusgo g yporsien pirihe dreg substancf thatddsved the doss tr@Sollowing contact

with arsamb@IsSen(ﬁﬂjﬁh@hﬂﬂi%&s@&mseﬂgjticg{ﬁg,gﬁé iz tit% icq)géjrl.@[(eégased from a dosage

ST oo Tl o
the UnilgdSfatesiBtrmacopeiae2ath Remagab@itirm)1,$@&@ SthPkHBh ARSIt €, 2005 to

L chj iC . Qne or. rore
Dece.m(BEr ?‘&%Zﬂr%gﬁ?ﬁ;?g@f&éég%ﬂy tSe%Ing gre re%eggal/(é(gv/v()églggs’ed asa
functlogfaﬂgqgocrr)a_s thapelpaserimesiy| wherg Nishe Yo i) pf drow retkased q:rl'dssolved. For the
purposeis ofghis bieclosasbirhpigie aRIIIEIse bhdubks itn@it Rad®bly A Bl diRthas been

t-al Chi t s, independent of humdity.
release%'\%ehf/tﬂ%?%%%r'{]ﬂ%"s%tfo\)/ent I's weakly bound, as in

channel sol vates and hygroscopi ¢ conpounds, the N
“Steady:-sfate ., when. gsed dgonpggtipn with Rhegeargidnatic SPK)tparanuitary s@has the minimum
(Cwin) ahdynaxgnueo(Cei) Eaesntratiohssor tHa dﬁ@fs‘asstaﬁce %.tﬁg Hrebfiﬂgéé@el Jéfthe subject,
refers tggl'fe\e;\g{)@%rgg%&;c?ﬁésﬁ%ng I\)%Iﬁ%e og Er{ﬂﬂ@%%%%% agrﬁgafg{rolm repeated administration
of a dogaggifrmiab Wriform dosing intemals.t birch$agedirms cordamiogpregdbalin, steady-state

values wie\@% ardR&],als08@l octur bbsut 4 RMRH3urs 1&g HRELhnkifNstration.
connection with a pharnmaceutical conpoOsition or o?age
age form

A tost dogigBoAE Mokl Ferd o = SO8 b BRro SRl m 40 Fafoies ntorval estmts

for the rafinvpiieseatt vabye of Bie taid stostieriem teatment withhibeltest doshigecibrn ® the mean

value ofsthid Rit=ABpodlrt Srom @@8Eent iRNhd RRrAUEERAE: Foim idORGs thi MRge of 80% to
ile it iIs

J di IR d e form )
L ] W
interval jsegxprgseed as A@etbentgge Sffted reesadcé meare| Roasiagle-dost¥iludidiCthe total exposure
is the alel KBder %%shﬁ%%gnéeﬂtréiﬁﬁ‘-ﬂﬁg ChQL Eillﬂe ?erg ?tﬁﬁé@f%%%‘n%@ﬁg {iﬁe infinity; for

CtorT'pPJtIOI']O dosa_eform rerers ot epor_l.
steady-; A8 Sd’?'ﬁ?} ﬂ%eutB@[ %me%lrrfg 5 dhe areawnder the, Blagnea eqyeertistion-time curve over the
dosing iﬁtgrvpb\ﬁengJ.Sdm;mdmemof Health aad HEMUS S&¢Y, BEGRINY - DridAGRSistration,
Center 18F DG WS @atibR 9h FRELDrch L A AHARS )nzhyst&fBigar vlélugabyli?yl 3%3%%%quivalence

osage
Studiesfforr%lf?/ Agminisgered Drug Products—General Considerations (Rev. 1, March 2003).

“Poorly soluble” substances are those that are classified as “sparingly soluble,” “slightly soluble,” “very
slightly soluble,” or “practically insoluble,” i.e., compounds having a solubility of one part of water to about
30-100 parts of water, about 100-1000 parts of water, about 1000-10,000 parts of water, or about 10,000
or greater parts of water, respectively, when measured at room temperature and a pH of 5 to 7.



formis neasured by dissolution testing in water (37C,
initial pH of 6.8, using apparatus 2) as described the
wQrioresk13 at es Phar macopei a, 28th Revi si on, Cheqt/e2006/003063
11, Second Suppl enment, (Augu%t 1, 2005 to Decenber 3
1, 2005). The results of the i ssol ution testi ng are
reported as % (W w) released as a function of tine or
TABLR & ligthebbreviadiensaised fheoughayt thetspedicalions t he % (w' w) of
drug rel eased or dissolved. For the purposes of this
di scl osure, con‘pl et gaslrrug mgb]em\,%%rs when at | east

peen alag ne.._gdosage form

(Aibb@v'at'%‘t t90) . "Steady-state, Deﬁ%'@FPr‘used in

g@nect | on W adetdalés macoki neti C (PK) par anmeters such
the m ninmu

%%ncent rati onégt'g&q%acgﬂﬁjca %rgg%ance | n t he bl ood

fRasma of thea@@hfsect, refers to the approximately

@u]nst ant val ugsceakilt he PK paraneters that result from
rapeat ed adm nluslgsr at i pge g_lf %tdosage format uniform
0Si ng i nter val s o For C00t % orms cont ai ni ng

Adgabal i n, setaduldseaselatedrivellitales of CMAX and CM N

wsal |y occurc@mwthﬁéng&e% hours f ol I ow ng first
osage formis "bioequival ent”

ni stration
%gma refer enc%arlboé%'ﬁﬁtaykfeﬂrli)ﬁel f the 90% confi dence
iIGMESY val est i eraltapyrhethyléthydeeflaoseo of t he nean val ue of
g total expméumnfcm@maﬁ.s%wrn stJEH fgﬁgmgest dosage

formto the nean val ue of the total from
Seat ment wi t AN ?%F%Fréwfégb'aﬁ%bl?%? RP$M2s wi t hin
dhe range of @MpdroinlBH5% Here, the ratio i s expressed
@g a percentagg, l@éi@%s/éx test/reference) and the 90%
confidence inter I'S expressed as a percentage of

r ef er ence®RE4A0 refede si ngl e- dose studies, the total
ExNosure i s tfehgasmiae under the plasma
%93\% gentration- gml lfrl(r;vedfromtims zero (tinme of
Sing) to tine |yn| £Y% for steady-state studies,
Ghe total exmﬁsstn@leteait@alt he area under the plasma

¢opeent r at i ongigH ms,w}y@thggﬁg t he dosing interval.
égg: U. S. Departnent of Health and Human Servi ces,
d

and Dr ugVAFRASMLesHPn, Center for Drug
B?P&l uat i on antydiRegeenythljuldGai dance for | ndustry,
Bpeapai | abi | Iﬁsyroamo@germb\é@éﬁgsmh@ged' es for Orally

g ni st ered uct s- Ge nsi derati ons
CREGS 1, Mar did %M?py'ce'h@é??%@%ﬁﬂ?ﬁ!”éte substances are
HRbGe t hat arteghsprassaiefliqaid casmategapiyngl y sol ubI e,
htly sol tly soluble," or
Hglrﬂlacgtl cally rﬁlg{cﬁ) Ypr@y%%‘i%}cﬁﬂldlq%@ npounds havi ng a
EBM&API ity ofhyér?éypﬁwrneaw'%br%? aeqsataehmlatso 100 parts
aPmeaser, abdiytirod@PoplPhyRaNldse abeti@b@cina@bout

hBRAO. OOOt Hﬁ%%y %g%ﬁ@{cﬁllu?os%ce%{%é%Irggo or greater

?Iarts of d at room
BMFEr at ur e arwéroaquybfeﬂwmlbﬂosemmael lists

gbbrevi ati onsmuﬁaetetraéégéghout the specification. TABLE
% Li st of Akmr eV| atl ons Abbrevi ati on Description

L,WHV length, width, height, volume

MC methylcellulose

Me methyl

Mn number average molecular weight

Mv molecular weight based on intrinsic viscosity

Mw weight average molecular weight
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ACN acetonitrile APl active pharmaceutical ingredient

aq aqueous BID twice daily CAP cellul ose acetate
w@biohabAar®e CAT cel |l ul ose acetate trinellitate BEIB2006/003063

car boxyet hyl cel | ul ose CMC car boxynet hyl cel | ul ose CMEC

car boxymnet hyl et hyl cel | ul ose—8WAX maxi mum concentrati on

"QbbAktidnN SUD] €Ct™ s pl asma CM NpgkdhptidHn CONCENtr at 1 on

&t hyl cel lul OE@@ROQ@WEM rel ease Et3N triethylan ne

BGE&BA g- ami nobpalyathvienaci d G gastroi ntesti nal HDPE hi gh
Gesi ty pol yeph éﬂg% EE‘-%' hydr oxyet hyl cel |l ul ose HPC
%droxypropyl E):eYI ul oge HPCAP hydr oxypr opyl cel | ul ose

& ate pht haPAYREORMIseAdYSN dr oxypr opyl cel | ul ose acet at e
swcci nat e HPLfhanmagdokipetessure | i qui d chromat ogr aphy

HONMC hydr oxyph@%rjyr%e({ﬂ%ﬁl cel | ul ose HPMCAP

hydr oxypr opyl ul ose acet at e pht hal ate HPMCAS
ﬁ’g’é\ﬁoxypr opy| RRYWY| a%elafeul ose acetate succi nate HPMCAT
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PVPP polyvinylpolypyrrolidone

QD once daily

RH relative humidity

rpm revolutions per minute

RT room temperature, about 20°C to 25°C

s seconds

tr dosage form retention time in subject’s stomach

tn dosage form drug release (aqueous dissolution) time, where N is %

released; N > 90 corresponds to complete release

tvax time to reach Cyax following administration
TID three times daily

USP United States Pharmacopoeia

VA vinylacetate

viv volume/total volume x 100, %

wiv weight (g)/total volume (mL) x 100, %

wiw weight (mass)/total weight (mass) x 100, %

Any reference in this disclosure to a temperature range, a pH range, a weight (mass) range, a molecular
weight range, a percent range, etc., whether expressly using the words “range” or “ranges,” includes the
indicated endpoints and points between the end points.

As noted above, the peroral pharmaceutical composition comprises an active pharmaceutical ingredient
(API) and excipients. The active pharmaceutical ingredient includes pregabalin or a pharmaceutically
acceptable complex, salt, solvate or hydrate thereof. The API generally comprises from about 5% to
about 60% of the pharmaceutical composition by weight, which would typically correspond to a solid
dosage form (e.g., tablet) that contains from about 50 mg to about 600 mg of pregabalin. Besides
pregabalin, other useful active pharmaceutical ingredients may include those having a similar half-life
(e.g., about 9 hours or less) and absorption characteristics in the Gl tract.

Pregabalin may be prepared using known methods. In some of these methods, a racemic mixture of 3-
aminomethyl-5-methyl-hexanoic acid is synthesized and subsequently resolved into its R- and S-
enantiomers. Such methods are described in U.S. Patent No. 5,563,175 to R. B. Silverman et al., U.S.



10

15

20

25

30

35

HPMCP hydr oxypr opyl net hyl cel | ul ose phthalate IR
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wowravis2ikei ght, vol unme MC met hyl cel | ul ose Me neCTIB20041003063 .

nunber average nol ecul ar wei ght M/ nol ecul ar wei ght

op_intrinsic viscosity Mv wei ght average
Patentiiy, BOUTAT L, MBSk, (061 eENe ArEFB T, Matie st 6 U.S. Patont

No. 5,637(7i0V &sT.RE qwtbyéeélhyjlse natemli@ peby ity IBeN Hugkaee '& If)RpSobleray, and
u.s. PQ@LM\&% 9%% %léeto@% Xcl-cl)uck bee rt?gén%c E;E}ﬁ?e n each oﬁ hé)se n¥ethods the racemate

yvinyl ace
is reactpd|With g irgd wpie éq regqu@g Wp@tqf@]nya/pmmmtabiywlsoméﬁmms wRlch are
separatatitey kelewn tﬁclﬂkhu[e@saéh é@ﬁ‘raﬁhﬂﬁbmr}s}éllfz@t% Ry QllurHﬁ'lbtg%égRﬁrln other
methogg glléh%) r%”ga z gBl cﬂ;t( s Eﬁlr | au IF (54 5 I-5~phenyl-2-
dOLTEE Y PRdey Bl euriiane #/5Sitsmetbyt-asphenyl-
oxazolgjm@ﬁqi&ﬁet Ngd Hnfetefidian @18a9y16068,02853 4 HBATEIBUSS5,710,304, 5,684,189,
5,608,0005 5 38do@7B, dNiteBitve MRl & alN i Sholffel ﬁll%l?l@&" %Sjega%h{] is rgeepar%d via
C rre ond lete rel ease tl
asym 9?”85'\?'}{8 aéza?r:ﬁ?)rﬁu §t||tl.gqq Qlgdin to produce a chiral cyano precursor of (S)-3-
aminomethyl-5-methyl hexanoic acid, which is subsequently reduced to yield pregabalin. See U.S.
Patent Application 2003/0212290 A1 to Burk et al.

The pharmaceutical composition may employ any pharmaceutically acceptable form of pregabalin,
including its free form (zwitterion), and its pharmaceutically acceptable complexes, salts, solvates,
hydrates, and polymorphs. Salts include, without limitation, acid addition salts and base addition salts,
including hemisalts. Pharmaceutically acceptable acid addition salts may include nontoxic salts derived
from inorganic acids such as hydrochloric, nitric, phosphoric, sulfuric, hydrobromic, hydroiodic,
hydrofluoric, phosphorous, and the like, as well nontoxic salts derived from organic acids, such as
aliphatic mono- and dicarboxylic acids, phenyl-substituted alkanoic acids, hydroxy alkanoic acids,
alkanedioic acids, aromatic acids, aliphatic and aromatic sulfonic acids, etc. Potentially useful salts
include acetate, aspartate, benzoate, chlorobenzoate, methylbenzoate, dinitrobenzoate, besylate,
bicarbonate, carbonate, bisulfate, sulfate, pyrosulfate, bisulfite, sulfite, borate, camsylate, caprylate,
citrate, edisylate, esylate, formate, fumarate, gluceptate, gluconate, glucuronate, hexafluorophosphate,
hibenzate, hydrochloride, chloride, hydrobromide, bromide, hydroiodide, iodide, isethionate, isobutyrate,
lactate, malate, maleate, malonate, mandelate, mesylate, methylsulfate, naphthylate, 2-napsylate,
nicotinate, nitrate, orotate, oxalate, palmitate, pamoate, phosphate, hydrogen phosphate, dihydrogen
phosphate, metaphosphate, pyrophosphate, phthalate, propionate, saccharate, sebacate, stearate,
suberate, succinate, tartrate, tosylate, trifluoroacetate, and the like.

Pharmaceutically acceptable base salts may include nontoxic salts derived from bases, including metal
cations, such as an alkali or alkaline earth metal cation, as well as amines. Examples of potentially
useful salts include, without limitation, aluminum, arginine, N,N'-dibenzylethylenediamine, calcium,
chloroprocaine, choline, diethanolamine, diethylamine, dicyclohexylamine, ethylenediamine, glycine,
lysine, magnesium, N-methylglucamine, olamine, potassium, procaine, sodium, tromethamine, zinc, and
the like. For a discussion of useful acid and base addition salts, see S. M. Berge et al., J. of Pharm. Sci.,
66:1-19 (1977); see also Stahl and Wermuth, Handbook of Pharmaceutical Salts: Properties, Selection,
and Use (2002).

The pharmaceutically acceptable salts of pregabalin may be prepared by reacting its free (or zwitterionic)
form with a desired acid or base; by removing an acid- or base-labile protecting group from a suitable
precursor of pregabalin; by ring-opening a suitable cyclic (lactam) precursor using a desired acid or base;
or by converting one salt of pregabalin to another by reaction with an appropriate acid or base or by
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TID three tines daily USP United States Pharmacopoei a
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In addition to the API, the pharmaceutical composition includes various excipients, including a matrix
forming agent and a swelling agent. For peroral solid dosage forms (e.g., tablets), the matrix forming
agent imparts structural integrity and helps control or extend the rate of drug release, among other
functions. The matrix forming agent may comprise about 5% to about 45% of the pharmaceutical
composition by weight and often comprises about 20% to about 35% of the pharmaceutical composition
by weight.

Useful matrix forming agents include physical mixtures of polyvinyl acetate (PVAc) and

polyvinylpyrrolidone (PVP). Polyvinylpyrrolidone (PVP), which is also known as povidone or povidonum,
is @ homopolymer of 1-vinyl-pyrrolidin-2-one, typically having a molecular weight (Mw) of about 1 x 10° to
about 1 x 107, about 2.5 x 10° to about 3 x 10°, or about 1 x 10* to about 1 x 10°. Polyvinylpyrrolidone is
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In addition to a matrix forming agent and a swelling agent, the pharmaceutical composition may
optionally include a gelling agent, which modifies (e.g. extends) the drug release characteristics of the
dosage form. Gelling agents, which are also known as hydrocolloids, include synthetic and naturally
occurring polymers that are typically poorly soluble (e.g., slightly soluble to sparingly soluble) in water.
When exposed to water, the gelling agent forms a viscous mixture (i.e., viscosity greater than water) that
retards diffusion of the drug through the dosage form thereby extending the time for drug release from
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to about 1:2 and the number-average molecular weight is typically about 2 x 10°. Guar gun is obtained

from natural sources, but synthetic derivatives are also available, including guar acetate, guar phthalate,
guar acetate phthalate, oxidized guar gum, and sodium carboxymethyl guar. Guar gum is available in
various particles sizes from Aqualon under the trade name GALACTASOL® and from Danisco under the
trade names MEYPRO® Guar and MEYPRODOR.
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as povi done or povidonum is a honopol yner of

Ceratchiaib axbm% édéhﬂrlﬁ%Bol?sa@cfh@szdet\M{PcihQ@éIEd/kﬂbﬂH ia8 gardb H@An%m @4irob flour,

coratofigh. ekl e 5o s b uresd, Vg P pipiona s o
galactdmannaQ5lt islompnised pf pynimasy chehinnd pilsmuiosa bloetiés limkedBAJF—4) glycosidic

r r and f
bonds{éﬂgﬁ\tclu& S Jﬁacﬂgﬁ?sﬁﬁwlsg agggtf %/VI ny n(o(i) é?ﬁlcrt}%giﬁljed to every
fourth pfifth Thivamieeyremase mefetyu{)+6hgyaositie bondgp rrbambgecwiawargyt éw) of
CeratdW rﬁ&“rbBlste eﬂgﬁdoénlﬁ%t £ I 1@hboBPPH 08 hin |s]aQ%I€15@ rl]rg\ti%\%)s ﬂ-artlcle sizes from
Danisqiirsdhs B AEeR gBND TP oL Bl VBVPRERLEbut 0% t o
about 90% PVAc by wei ght, from about 20%to about 90%
Carregegian, yichvisiagplatknoviry TrEhehous exieehand Iish oess exfEcPigAchybspcolioid
polysa‘é@'lagm %onﬁdt'n@(%ﬁ poﬁ/ﬁ%HE/ P éstsﬂmagc&%n %%d@rﬁ nla¥|ur\ﬁeér%mmomum sulfate
0 , f
oters h STE BRI 16 AN BTN G HER G oo Pl e nars ke by
alterndting a.ifeb8)iand fBthm;ycagan bor[demﬁmers edstht least abémﬂype'éaff’mérfegeenan

% V vvel g based on t.al h
known%% arr§ %Pa%/? anr?H cralrr)a(g g?nmwh ﬁ gtﬁgn{] the amo% {s o?sulfate ester

and 3 @r@ahwdmalectﬁwyoanompiemw éﬁmbdaecarramamaramm@elmmﬂ(me) which
contau%%boWHSG/J%dlfﬁe @Qt@?' &Qudsﬁﬁ%lgﬁt(yné %o @‘M é’r‘{)ny&bl_t?]%q‘é&oge Q'TOIetles -carrageenan

m xture of PVAc and . resgectl vel .
is a 9efing PARYRRN YR £PntRigRRRAYE %4 Tpplie ast?a%rg%% hyareighk 8RqAbeK39% 3.6-
anhydiogalh¢teHemapicties, sl kicagagegrditis a é@nptatrawélaeﬁor@éng(lashélast’bhentle or firm)

oo 0950y BTAES AL RIS GO RHE b0
anhydipaelaciesp rediefies.i Gerageense i dveilaipleipa m@mb%ts%grﬁé@sdoaé@d orf gslling type,
aqueo@é(ﬁﬂﬂbhlt?/i, ?rﬁf \%bél@gvhﬁh BB Svith Wa@yaﬁoocfambeféb%;ned from FMC Corporation
ol | oi ol ubl e or
under F%gr@?%‘bﬁ'"ées %%é W“Iaf’? gEX%‘g“SM may conprise
about 5% to about 70% of the pharnmaceuti cal
Other ussitth oelysaceharidpp inatidgleellulogio derivat\@omhish gliuibit adpegussblubilite over at least a

portlorpch@{erﬁi‘ﬁr@h}sé &alto 8oRARRE! UQé?ulk;?:MIyM@ﬂs@msunche aRRdble 2RYAddNizable

ar, rraq[

cellulosm pcl>lemers lnc?udlngl?hosg having'e her or es?er or ether and ester substituents and copolymers

thereof, including so-called “enteric” and “non-enteric” polymers.

Exemplary ionic cellulosic polymers include carboxymethylcellulose (CMC) and its sodium or calcium
salts; carboxyethylcellulose (CEC), carboxymethylethylcellulose (CMEC); hydroxyethylmethylcellulose
acetate phthalate; hydroxyethylmethylcellulose acetate succinate; hydroxypropylmethylcellulose
phthalate (HPMCP); hydroxypropylmethylcellulose succinate; hydroxypropylcellulose acetate phthalate
(HPCAPY); hydroxypropylcellulose acetate succinate (HPCAS); hydroxypropylmethylcellulose acetate
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conposition by weight. In many cases, the swelling

agent may conprise about 10%to about 55% of the
w@banrosaeut i cal conposition by wei ght, about 2PG%/1B2006/003063

about 55% of the pharmaceutical conposition by weight,

or about 30%to about 55% of'dhe pharnmaceuti cal

phthalst@mpchPp Rydaokyvepylihiéthylddiabsel acetarel sucangtea@@MCAS)NCl ude
hydrowfogﬁmg%é ceﬁﬂlgse é*%%?é HittE ltgte(iﬁPI%CXJI'PM@r&%é&@léeﬂul&e%u%ﬁe phthalate;

Crospov
carbowmgwlethyhedb@se@w l@@ﬁ@umaﬁla cﬁtyloye/ peRjate th? ﬁ%‘th ofoetbylcellulose

acetatt BiYREte; Qil@&éé@éétﬂ%ﬁﬁﬁelht% |((§/h|' afemléd@?a@étld@t@replﬂhéﬂﬁé &Ellulose acetate
|sopht%itE|c\é®{ésr%)%lrc%Longtﬁ & tﬁgesf es:e)ptr%?onf{ea}gm%natﬁ Ce"lll o5 butyrate
trimelligigtend nivdures thefeofn Jhe pnieCeIMIRSIOSDIDINETS aYe Xkilaptegrom numerous commercial
suppllgrg—?(g)rlﬁmgoﬁmm)@hndﬁay b@o@é‘ﬁ’édtfio@mér@ulé%f (HIBOME B8RERmes

c
AaUA Bieyan PRSP Tiogt R gt DHE S PP PR BV (o0 about 07t
about p@)) yioasbekynydtiehsubsRation et fhgzlaehryerogbucmiaesmw e honopol yners
of ethylene oxide, typically having a nol ecul ar wei ght

Exem&lgﬁg%omgnlé‘mw%més lﬁcllﬂng%étrﬂllc@mée (I\JIC?‘ efhg%emﬂos@k?@@')t h)JdrdS(yethyl cellulose

et ene oxXi e suppl 1 ed
(HEC P B e P B oo ST e oSl BNE Yand - ot
hydroxyprapgmethalciyioas adetedd) IhgdrbxyeinylkdathgineliGasd ihgdroxyethgiceltulpee acetate;

hydro%feﬁﬂgl@th I |oE’QaX??%S XBJE MES ﬁ*ﬁfﬁoﬁlcﬁlcccgmldéﬁg%Feoeﬂ/aﬂbtemd?h a variety of

g% y CO r.ses rom about
commspiay %P%P&é uFO@S%‘EJ? MG ES‘H%( eRidineddum the BpY Gthemiseh (AmpaRyunder the
trade e MBETIROCEIC®A, WdRIRS aboud D7.5% toneboghd1,.5% ratHokyegroups per

anhyd?c%%%?s%&@&%gged Tox g\}r%FggL :eitoggglgé ﬁ?ﬂ“g@&%@% uﬂrﬁezc’[ﬁe%ade name
KLUCEH& imvaeieustdrades Q:@m%%@uxﬁ g JbySRaiFgHE. anp Xl Bevinagrelgaylagweights
rangingBiom abolit@ M NG a?b@@tfﬂtz it lﬂw§5 WeCl rhdybeaB@iHed floM@ercules under the trade
name @Zﬁ‘l:'igﬁéfééég{n vawﬂs gﬁascilﬁ% % i g%/ d\p Qlt e;%ltl-llel-Yn agnjq\%rle%ur%glggular weights
ranging dlomeabeutShal 04 i aboiitst 3 $0° v H@Mﬁm@e obigingdl Traa|Heranlgs Under the
trade WB@\IE(‘!\EL@IH vaidBs 8la88s KROWP &3, b @ﬁ@%ﬂ* 820, 1P, 84k Nl WFEs74) based

on aqle B% Elgéo's@y ?ﬂ%grro[rﬁﬁ%égwb f@?‘rﬁc‘% égrh;? r S n@%ﬂ?@CEL@ in various
grades (eag.i B @, ¥, KsaiduBd0)dlaving abwait €5% toapent @Ymv@bout@"/w\tatamut 27% methoxy
and 2h)& o8l dpbiyrétRS BLr Jnﬁ&d?@ghﬂ:oé’é FHPHSed Britidhe rédpeively.

VISCOSIty greater than water) that retards diffusion

of the dru rough the formthereby extend .
The paEef PR Pt an.cgﬁ% 8 BOHUSRER W d H varous
procespildl stapg ireyding c@ry;pnneratlbleyndxog)armta@etmgf WMien atesertt, tbésubiicants typically
compr%keq}é‘:n a%%lff’o 4of %‘Eb@?%of% ﬂh%rrﬁ&@&’ttcal?c%rﬁboé?ﬁonfb'é%@ &%&ht

bout ar maceut | cal osSI t
Repreﬁ%{g%twe &erggélfsgrmude @%ﬁep q an éts gﬁ@lﬁabl s,I i Llldlmyé;alcmm stearate,
magnesiunb siedtie, arﬂdurm&&@cdtzasiedﬁ&o@resm inclu@ag paymysthyere stearate, glyceryl

monoé?i%ré!t{e gﬁyc@ galﬁ'?HS%?FEﬁS H\‘hhg hkeaélgce elgcgrgepgt'teﬂe(g PMHDR OL® which is

avallaRlR 0 GAfoBt NG, ST RSP TaiB Ty RBaAIeEEgeit vbm"w%' ol

poloxaidrel (copdigdrabiamglevie byitie Al propTetie ofkidd) iR hgleh@yifed, s6dium chioride,
about., 56% t o about 68% car boxy noieties on a dry basis

and mgngeehthereo

The pharmaceutical composition may include other excipients, such diluents or fillers, which comprise
from about 0% to about 30% of the composition by weight. Diluents may improve the flow characteristics
of the pharmaceutical composition during component blending and tableting and may enhance the
physical properties of tablets, providing, for example, increased compression strength or hardness,
decreased friability, and so on. Representative diluents include monosaccharides, disaccharides,
polyhydric alcohols, and mixtures thereof, such as dexirose, lactose monohydrate, spray-dried lactose
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nunber - aver age nol ecul ar wei ghts of about 1 x 105 to
about 1 x 1010 or about 7 x 105 to about 4 x 109.
w@a0bosEes are avail able from R TA under the trEOB206/®3063
ACRI TAMER(r) and from Noveon under the trade nanes
CARBOPCOL(r) and PEMULEN(r) . 1Iﬁepresent ative
monohydiates atytmus detosd, Rgrasd enaraiio! hprayeiing mannitol, Rylitaljwad sarbitl. Other

useful QerB@.muncﬁﬁé %&&rﬁtalliﬂ@ gelfﬁl%&é m%%”@r@gelﬁﬂntz@@ita@h Qﬂg/dr%'hs calcium

i n conbl nat| on,
phosphage, ﬁ”%@%‘? d@ﬂ'ﬁ‘F”’W@?“ﬁSi%ﬂ%Wﬁ? fhgeohavi ng a nol ecul ar
wei ght (Mw) of about 2 x 106. The polyner is conprised
To prepdre mem’rlhgmoguct; treel compénebtsof thk pharsecenticas toresosltivm k@dypially dry

blendeG ]dsrﬁé )e @ V%\? Qﬁ'e%'le%dé?o '?‘Fﬂé‘restgﬁhgv}ﬁktkre%stEécﬁ@ﬁtm%EbQ&eds h g%ress to

yield "tj’r"tﬁelewi*'féﬁ%?ee%ﬁb@ﬁ 250 IMPERYA PEopugt Remageneitys igicAgpengnts may be
combirgairand b&e«ﬂedoﬁ stagds: Byt axamplenth€ ABOha) bejratuatebhwigilonk $r more of the
compolrr}%r?g flgl %epag]&nﬂls?ﬁ%{%gﬁg aﬁ@gleggleﬁae@' wnﬁnf[l]eor%%aining
compop@Es mi'%/r ge A\?hf@asabqjtrﬁﬁwmﬁ@ewit@% or g10rq Mtedforing Agents, while
other gXEipiBTE )Suﬁﬂﬂ@d sﬂve‘mnga@en(slgéil)nggabé’rﬁQiﬂlLiané RBMAn@Nhdane like, may be

subsec’ﬂ%htﬁé aéi xe8 in %n&\ef)é ! g)re%eng{np 8gerat5ggﬁt ﬁi%lrg&%npr o g&«;mﬂ r()‘ga?r]efr more of
the corppangais @i:ﬁ)’é?g sae@; eitoraening ot miisg amotho rToquérerasttve §ed! tiug arduct, the

comprésse@¥@lab@ls indy Nrﬂlléig@ Arther ;ﬂé’é’e‘ésugf‘%(fhgas%tbfsfhﬁ]b ecfbtatlng and the like. For
ra

o e ol BBl T A o PRt o acd: i, and e e
as We"tafsmswmm FRleBDh@Fe fechniqura tbr prepaningBrudaodbetsbsdetA. R. Gennaro (ed.),

Remm&@mﬁ )Sc:ehébcandW&%e $frlbﬁar'}ﬁa€‘)¢ OfRAE 20NGAN f_l)ebenlngﬁ’ L‘J dlr(ed.),

ngwn  as ruct ose and&{ fructose,
Pharmpgoufeat p3ege Bpmisad ety Vgh GeeRt T4 igo o yeh e R e K. Parkn
Handba@rquh&e@ceﬂlcai Granmvéation Tdeanalogf Vda-d2(199aLt ose noi eti es
l'inked by (2-"1) glycosidic bonds, which is usually

The phﬁﬁﬁd&ﬂﬁgﬁgm%é fbnds |9éééfé9%0@h@?éﬂil% t%l\pcgl d?léggpa%[i X\fﬂ%n it Bontacts the

?— ?Se noi eti es maé rang rom about
gastriclyidi (ke {P the,RPIEst S MACAD B 409804 TmBmaY Bave@ny BvRRi 30g includes disk-
or ovalsshapegitatildtabéfided byarpmeat smts:la@pxemlmtmanl&k&v&/orwna@her suf&es which are

conneétéo%ilea d%ﬂng.\oﬁgwﬁanﬂllg}lat I%(s}yﬁé’é@ pmgan 55‘ s'hg‘ e%l(g‘ 8 5l§9§¥ﬁﬂar

guar act
quadraagtﬂfglfdﬁ’%’&@w%u hexqgope)l %H@E‘ﬁtawhwé hﬁ\ewfpwgiea cwm%ré@mi aqlges and are

defined\ej aybetir of bbrvebr pdpatihulRsided ifacds@g., gwn@1e§ q@é@iﬁ'@fdréﬁ@ pembgons,

hexag il étﬁfﬂﬁgtl a?:%tgdgﬂ dp%d rgfs%dﬂ?rﬂg@%ﬁt In%ha? ur%ﬁ%ss g% C‘P( éf}db r)é%-sg?pdeg tablets

having ﬁ@lSﬁ@eﬂé@ ﬂph@r@wewahﬂr@s ged %ﬁytng%cu*m oeelintisal ciongeettions.
t he gl ucopyranose noieties by (1-"6) glycosidic bonds.
The QO Besagé@iorrd n2fy bb rdthingiNm he StofLIeby S5 éx@luéloﬁ}bg abs’h‘gt \ﬁiﬁh% meal, by dosing

before ?Qdél%' %sblyg,grqg t (?}_L\bﬂ) Xatlor? qu esefmre%{;gn{flslq%g O(Agfl mn VIaSSI26 exclusmn alone,

er-average no
the dogage fo lPrRaNEDIDR SiZ2 thet pEsentgi o giitingitee ﬁ@nmhrtardugfrtbﬁpylorus Since

the avd?égeld'aﬂet&%ﬂihﬁ BFlorub WtanSWit B abdut 18Rk, H\@tsiz\é%'ﬁth@ HSS&@E $d?m following
expanSIOn wou t%.lar%:“ge f}orrhcab%gtl 1%911&%’ box?tcz%trr% %t‘ la ?ror% ai)out 1% mm to about 20 mm
or larger, or from about 17 mm to about 20 mm or larger. Here, the “size” of the dosage form
corresponds to the largest linear dimension of a cross-section of the dosage form having the smallest
area. For example, the size of a disk-shaped tablet corresponds to its diameter and the size of a
cylindrical-shaped tablet corresponds to the diameter of its circular cross-section or to the long axis of its

elliptical cross-section.

To achieve QD dosing, the dosage form is retained in the stomach for several hours (e.g., tr > 3, 4, 5 or
6 hours) and releases pregabalin over an extended period of time (e.g., too > 10, 11, 12, 13, 14, 15, 16,
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guar acetate phthal ate, oxidized guar gum and sodi um
carboxynet hyl guar. Guar gumis available in various
w@a20oviosdies sizes from Aqual on under the trade PEEEB2006/003063
GALACTASCOL(r) and from Dani sco under the trade nanes
MEYPRO(r) Guar and MEYPRODCR4—-| Chitosan is known by
17, 181 /@20 @biyrs P fThe dbRPe Fone liskgpictlly altineddathe Bytgeate blomattdfer a period of

time thgb}ab?éssﬁ%# {!%9{ ?I%&I’s%; 69{%”{‘1 S §t<yt t'Ig)d g&’ﬂ 'abotg_ﬁ hlours to about 14 hours
(6=2trx %qn&orga@%ﬁ@ouqrg_ to appub@@gprgé%@%faﬁarﬁnd E;_relg_ases pregaballn overa
period: o i@ thit &@sﬂ:@ﬁ%ﬁhtﬂ@ ho}@ kd’aﬂ@u@i(ﬁ%@&ﬂm ﬂ%@ < ?Mﬂ)dfrom about 12 hours to

b- uc osa
avout B¢ hest o 0 7 B BB BRETE T 8L a0l b AL i ot 14
hours &f aboal28| hpums (B Do ﬁzmrlﬁgmg’gmtﬁé hauyigl to about 20 hours (16 < t5 < 20). As
descnbéd lﬁ%tFW sitaRioab MQQ@@@nﬁ)?es bYBl CdiD 86 g@ fcf?@@l’r@greté!se pregabalin over a

e
perioc 5 N 1AL 284 BOYF S A0BH AR JeI561 DHEPe Je Mg s reained
the stdmazhappeaufoaditionizevaridbility aoreag ettiehtst | on of about 80% or
greater and nunber-average nol ecul ar wei ghts of about

Becaube éi’cﬂagﬂeﬂé@s AREHEmptyivg é%slé’é'pﬁlgtd)éé}’eé‘s%ls Gl ﬁ;%ﬁlﬂ;; @rﬂa‘ ddshge f8rm may be

admlnggerq.‘dd)rnsebg%lé g gr&[flﬁ?n g E%Slge?dgﬁl?ré %.e\pnm?rb%qoat cgﬁraﬁour of slgep To take
advan@Gige sthotteeffpatnandl @durtiter hrelmng dugrelsasel 8 QD Josaye forimrmasycbe taken after
the Iaé’t'rrl%@l HaHAL b&?lme &&r éﬂePQr'l é’vehlﬁg ﬁlegl‘?l B I RRAG Yorntd taked with a meal or

npri sed hai n D- mannose noi et] es
taken p?fﬁq@é)adt[we c(riakggr)mtlgpwagqna iceforsisdtime, e Josege fawymay broretained in the

stomacii@ittistleCod AP kize exbansiors | INgld chsds: fgab:aaiplaSthe Bize of the dosage form

follow%%ﬁﬂnﬁonemg bu(gb%u{é)mﬁw [ﬁb ef ourth or fifth

nopyranose noi e (1->6) glyc05|d|c bonds The

_ ol ecul ar wei ght [g of Ceratonia may range fro
Duringsgjty #¢-hgunpetiery flte@ fengee o aghipyes A gtepdy-sijia Cuaghd i ﬁ"?ou" equal to or
less thaa tHeGitsadpaiatel G lagofs @asspbhding iDafeidataeleadaorntulagion 6fatkeAPI that is taken
. I r) YPFE .
v AR TR BT ENETILT) o ESRASADEN ot o
equal gnargeester thes the stapdy-sletsl Gvoi At R {psaviaticarthal s telemive-Setiree-times daily.
An IR Ririn{fBtionc¥nt@ihing 8b@ &g itoﬂ;magaoam Whith @aék@h Uilte dERg RRBIbILEN H0érage
ers o

stad IH8 o PO Gt D 8" GBI S SR PR Ko/mL, and an R

formulationetontaiming &0 migrok prelgdipglirawhieh isdaken Griee qally e3ibitsreh dyerage steady-state
Cuax éf%bcﬁﬁ’)l 4?1 moaﬂd%'n%v?rgéwieady Q%‘Eeechfmxéf%m% A4 é%ﬂﬁl! A af)GP&mulation

carr egeenan nown as carrage

contalnm@ arnegai@é@watﬂd Idaaiu aRhI@@ran@g@é@mﬁea%afeme qfphout Imgtmieor less and

an avé?f a?ly—@fate%{{hf #LBoRB78kIndN greater.
- anhydr ogal act opyr anose noi eti es.

Lanbda carrageenan is a ng%@%eéé ng pol yner which

cont ai ns about 35% sul f at groups by wei ght and

no 3, 6-anhydr ogal actose npi eties; i-carrageenan is a
The fafjeing engmpiss pregntendeiddhbe idusiralivaaind bouimizyolinldss atherwésstirgicated, the
followid§ SMQ&UF% a‘(‘@bé&tﬂtto RBSSUARRAY reRB%% BaRous BB VRRING SRidity, and

nan is a conparatively

Stab"'ytofgﬁﬂﬁ'lg p(c?d”gt as a%WB’F'%fb‘f%?E‘e brittle or firm

DRUG PRODUCT DISSOLUTION

The amount of API released from drug product samples immersed in aqueous dissolution media (0.06 N
HCIl or 0.5 M acetate buffer) at 37°C is measured using a USP Apparatus 2 (paddles) or Apparatus 3
(reciprocating cylinder), which are operated at 50 rpm or 5 dpm, respectively. Samples of the dissolution
media (1 mL) are typically taken at 1, 2, 4, 6, 9, 12, 16, and 24 hours and are analyzed using HPLC
under the following conditions: column: Zorbax SB-CN, 150 mm x 4.6 mm, 5 um particle size; column
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gel l'ing pol ymer which contains about 25% sul fate ester

noi eti es by wei ght and about 34% 3, 6- anhydrogal act ose
worpioensaes Carrageenan i s avail able i n a nunmbePCDiB2006/003063

grades based on gelling type, aqueous solubility, and

vi scosity when bl ended wi th1%&at er and can be obt ai ned

temperature it ol Gatb i RERIM #HE8on volume: 25 |,LL mobile
phat-- o IS M o i

acid: A@x(ygbﬂgo)a,thqmgsg gl ubility over at |east a portion of
the pH range of 1 to 8, inclusive. Useful polymers

DRUG%‘%‘L@) djr%\HQﬁ_ é)nl zabl e and noni oni zabl e cel | ul osi c

|nc udi ng those having ether or ester or
th d t bstit t d | t
The mq‘?wéﬁmﬁggizééf.tﬁe;wﬁ%a%d@a%‘é?fuﬁm%ﬁﬁat‘?n? Bl Epiegion 7 0.06 N HOi g
dissoluB&H bg%é & carﬁé@ﬁl@ul@lhg alUgPi Apparatul al(eRidies)p Slaywies sf the diug gepduct are
. car e U K Brs.
per'Od'gaj'P'twgg‘%@%'? E%?( SR Oﬁ "u‘ﬁ e f’%@&ﬂ’@ﬁ%%&% G 4

car boxynet hyl et hyI ceI | ul ose (CVEQ);

DRUGHRAMGISRIDIREL hyl cel | ul ose acet ate pht hal at e;
hydr oxyet hyl met hyl cel | ul ose acet ate succi nat e;

Sampléw&rtwmj sroutlch@t bisbarh bulspsApppiatus 2| (pddeleé HRMaMjNg 0.06 N HCl aq
dlSSOlLﬁl IHP‘IS?(‘ X pé rR %s%‘il{ycir%gérlawcpaﬁ'g Péﬁb‘&&blﬁ@flﬁdrawn an%tRelr rigidity measured

cel

using HpHEERPETAER) Wittie losrgeaigacoiraes ﬁ%@%* ball probe; 0.5.9

trlgger%/rgé DXV /R SRERYI0GRInts REEsitaatial ephinhistaice.
HPMCAP) ; hydr oxypr opyl net hyl cel | ul ose acet ate

PMZAS) ; hydr oxypropyl met hyl cel | ul ose
DRUGjﬂ{c?%@ﬁééi /

itate (HPMCAT); hydroxypropyl cellul ose

butyrate pht hal at e; carboxynet hyl et hyl cel | ul
Stabilily testiglgicaried eyt by Plagng sareies Oé@étd&tgéf%\'/f%'éf’%&“é?ip %A‘?S)“%S or induction-

sealedmﬁyil)cﬁﬁs' WhigtsRe sloRuat m°plhzhhl 2593 reative alirhidityo Ssanptstoéithe drug product
It Q €¢
are puE@ qt u?r&lg ?IB% gtieé\fals) GS% %ctzﬁ aelel% fo?“%%ll%%r%teﬁ ﬁ%m Q@Je@l{s 6 weeks, or 3

cel
monthp fir halsaquent tegingtans ewqucpioowag@atlrr ¢antent (%; m/\@ and 'actam Fcontent (%,

welghﬁcﬁllalcfémﬁlﬁal %b“fcﬁb%g&ﬁdllﬁ'ﬁjsinbﬁ-@t_@ and mi xtures thereof.
lonic cellulosic polymers are available from
unerous comerci al suppliers. For exanple, sodium CMC
EXAM%*;SBéO bbt ai ned from Hercul es under the trade nanes
AQUALON(r) and BLONASE(r) in various grades based on
TABLESI2 bind:8 ehawi compasitibnd efjrleasatpry-seale baieheg(2500) pontaining ggeabalin and

varioud egr)iplé#ts Q'QBI%W Rt HxHonSEhRs bﬁdﬁlﬁd 1@Rag astdWanction of time. For each of the

formue RIGD RN et P s RS =i ptIGH 8] PGhert st for magnesium
stearay/id aAURBULK® ndsesk fon blosie 15 HEQES. Mymegwmt@mﬁ? wa$ pagsessiarough a #20
stand rh_lg@/e amﬂ&gf%@%ﬁpﬂ% Bt Geld 'ItUF!ﬁﬁ;A@Tﬁk@hsmg a spatula. The resulting

I OXYpro | ul ose acet at

coarSﬁégmq)\g@peetuhs;ﬂquﬂMW@g in the gggBUlrﬁy% F‘B‘iﬁ/@i mzfdéig PP% |4 6n|nutes to obtain a
final b&aﬁ&t Béich,of thy dna sieaddydsatomphaed ih al GAEYER@Ttess yeingraggompression force of

3000 Q/o @XAN@ES RONEQPL ocp%'uh&é' EﬁAMﬁL@é ét@M%h@@h\ﬁem‘ tf&Bf 8.1 min,

comrer CI a sour ces or ex

resultipirepbiRtE WD B0 SAIB0FS GRS @@PO%&%&HM%@ %}%W%( 9@?1 gf1gand
1.125arsepdviVEOBGE¢dne dhthevibrinulatibragEXNIBEED Y toff) Aregatblimutas3oated with

COMF]'RI?({?_“E%1 nyﬁgr%h%grpgﬁ'ar&%lon prior to blending with the other excipients.



10

15

20

25

30

anhydr ogl ucose unit based on wei ght; HPC may be
obt ai ned from Hercul es under the trade nane KLUCEL(r)
WO poovasileus grades (e.g., EF, EXF, LF, JF, GF,POF7B2bI6/003063
and HXF) havi ng nol ecul ar wei ghts rangi ng from about 8
X 104 to about 1.2 x 106 (MW~ HEC may be obt ai ned
from Hercul es under the trade nane NATROSOL(r) 250 in

EXAMPEEé@M@1@VadeS (e.g., L, G M H H and HHX) having
nol ecul ar wei ghts rangi ng fron1about 9 x 104 to about

TABLE&% g-éolyvs]égrgpés%és of%%tc@{@% 9{16@@ \Ml&f@o'ﬁgfn%‘égea%alm and

e nane us r
excipigngs, gnd TARREGUhows/rug 1ejeasg/ps eﬁmc oyt §Rg, Fociﬁacf%ﬂiﬂ@mwosmons drug
produ&? 88 9re9&e@§%ﬁ&%§m&hiﬁ§ pRghnalianth COMPRITTTREREAMCHedRiraddr-granulator.

With tfbereénzg%og XT af rga(:"grnestéun‘%1 ﬁtgarﬁ%nﬁe %%&%ﬁ%‘él%t)cbmh&e%%glqu!ilgraﬁed with the
resultimgoegab2gramdesaba ﬁﬁplnSV/fbtegqu@bOLQ ',‘r%mmlgqﬁomagwm stearate was
passe@fh?dﬁgﬁ 9’#&@ EQWN&%%H@&a@&FmMMHW deARAE oAb tv/-HhkaBeClising a

spatul%ofﬁsedg t|ng ﬁ‘g%%‘gﬁﬁﬁvl’aéﬁﬁﬁe;’mﬁe [113(8 tﬁee{/ (5)fenﬂ%rlfor an additional 4 minutes
to obtdinubfinat Blatd , Eashotthe friatiblemtsweas icomsregred ceisg & piguitesdORSCH® XL 400

press g@c bﬂgégﬁié@ Egmgéac%n anﬁl‘%fyr %pﬂﬂﬁ*g taﬁgllcﬁédé& #)}‘%ﬁﬂn force of about

cants_typi ca é nprise y% £20 k
21kN en%%ef@eaiwsbt*m*z%18fm89ﬁeﬂgﬂ+a*?'ﬁta€@ eYeaP a&%fﬁ%%%ﬁf‘?freaw about 20 kp
and a haaiasl tauet weighhdf abdeepgesent ati ve | ubricants incl ude

talc, stearic acid and its netal salts, including

EXAM@@Eghyﬂgﬁgearate magnesi um st earate, and zinc
st earate stearic acid esters, including

ox et hyl ene st ear at e, st ear .
TheL R e % e S S U 20931 535851 and cxciens:
TABLbe bmv&tlectér&fognahoﬁ:@/ﬁ’ﬂnmn(df Jime.WBaablof the famalaticas was imadertising a
procesvggs%i%f' %Scﬁeﬁ dla{k?ibe)d: ab%@éjl I\I@HES’ ho g)H4f ate, hydrogenated

l'e ol n1nera pol oxamers (copol yners of
et hyl ene oxi de and propylene oxi de), polyethyl ene
EXAN§?§%8ﬂ"%bdlun1chlor|de and m xtures thereof. The
" pharmaceutical conposition may include other
TABLEXC sipiverbmpositisohofdaboratary-scater baftdhies epdo 4 Whivdtichcontginipggabalin and

exc1p|<f;-rﬁé) Fﬁﬁ\@p@ Yy sl%@stdﬂqug@ége a%g%rﬁfloﬁ &%m@ofm%BWZ%ﬂd by show tablet swelling

rove OMIcharact
and gt HRAFSIGE ARl G MBI G TPBHEE PP G UL Shows laciam
formatidnessdi fagstiomek tir@b Detgi pngiuats dor saryie efthacaepositiensdBYAMEBEES 25 to 29) were

made Bglﬂt]? grrot:é gec's s%‘nlatr ﬁ)b(hgste%escplﬁgd/ th @ﬁ(ﬁ@l’PLE§r1 @(ﬁﬂpl e,

ased conpression strengt ness decr eased
friabilit and so on. Representative dlluents

Drug prefHSERQEE PloFe%4 WaH rg%gg&qqial}ylbgf@gmg Blb@f)}irfytawie@ogllpgr&m egcep? magnesium
stearaddidl anliexqubit ¥bldnbierfeab misued Megneduoh stogrete waa pbssed through a #30

stand{m Q%Oé/ g{o‘%a% col%BlE@&/ wﬁ”thg gorit&?st &%@@Q@éﬁ [lﬁt‘igea sp%ﬂm’ HFRYssulting

sucr os manni t
coarsyplpnq ws subsReeT BIPtes I theX ianderdana ada'i“?flféﬁff@%?é;}o obtain a final blend.
The fihd) 6leHEl Radit dHippsssysih al MANES el Betpasse usifg atiathond-shaped ( quadrllateral)

T e S WD 48 LSty 0o
0.6903"90.06 @) avredeptig 0. Q@‘t@glami)odf Gb‘i'am‘?ﬂﬁ’eﬁhél@ﬁ?ﬁ@?ﬂ@%t@ Qygragaigblet hardness of
8.6 kpRA JbRFRM drQ 8 habe@ M apid-tddipratsn fordd seink Wf 4bot 2.1 kN and a lower main

compression setting of about 36 kN. For triangle-shaped tooling, an average tablet hardness of 9.0 kp
was obtained for 10 tablets at a pre-compression force setting of about 2.2 kN and a lower main
compression setting of about 39.8 kN. The loss in weight upon friability testing was 0.3% for the.
diamond-shaped tablets and 0.2% for the triangle-shaped tablets, respectively.
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bl ended using, e.g., a v-cone blender. The resulting
m xture i s subsequently conpacted in a press to yield
wo pa7esdeml (unit) dosages (tablets). To i nproREI/IB2006/003063
product honogeneity, the co onents may be conbi ned
and bl ended in stages. For eXample, the APl may be
Tablet§ bRpareatising e MANBSEY® Betprees EXAMPEE 2a)@aibiet sibbtyntially lower tablet

hardn%is%‘lafg lgose p%ﬁ)gr%ﬁ Jre\%ﬁg re%('aﬁ'&p?& Ns %r}géuﬂt th& Eﬁa%@%ﬁ&&%tﬁ content of the

compasftipn wasy regecef |frp§!t1°/d103ﬂ 5:% @nmeravwablﬁt f@ff@eéﬁ EMM@'—&&E)} iBgug product
was pifegérea M ASIRRE SmilaMyd ExeaMibLIEeis, @@@ptph@mcm suz%uﬁia rétﬁlced from 4 kg to 2 kg

and thgﬁ%n{j hg‘%? E)E rwlrﬁgarpggﬁgélgﬁ %E@%gee%it%ruon \g@ﬁﬁegléc&ti tchﬁkJ @Wg&a& tI'l%é final blend
was coropressbtl em the MANRSI Y @tHetansess b$inglbs triapgle toglingo rAt & re-compression force
settindbreRUNShd W ﬁfalan%ﬁwﬁregglor{ BRe @&mam t5$<N”ﬁ¥ taPR SR abé’rage (n=10)

g0 el bl B8y 9965, Ry P on s

setting andttﬂmelowgrmmremm@aos frcde saffing wleuesharrgyd tcdakNagd 3RnEN, respectively,
the ta%&? hd éﬂ?avngé (11116' S #129%p dhy e%ﬁbﬁé@%ﬂ 97%\WRghABSL in friability
ry granul ation, I ng, Screening, leting,
testing. oat i ng, and t he I|ke as well as a description of
alternative techniques for preparing drug products,
EXAMPEE3A. R Gennaro (ed.), Rem ngton: The Sci ence and
Practice of Pharmacy (20th ed., 2000); H A. Liebermn

TABLLEt15 Q*ows(s%la)ted 5&@9 RBESHhhff] gCgﬁ%g‘?naF WJMS(C A%Blla%a?' concentrations of

prega‘lﬁ‘ii‘ |"’1§H"e" @éH'BBE?o%AbftM%gQF ﬂﬁé’ awaegtrfw%hcammsgw%ﬁnat contain 600 mg of
pregabatic.hTicd @Jg)ppsmtmls arerethingd BAG storfidmd f@tiar GEE Budri10&burs and have total

dlssollﬁBmaHgé rb 851 0I 'I']zg%?'{éner%u}’éh @o?eo@ﬁb@rn&)‘ﬂ?u%sésotﬁﬁﬂ ;5 &o shows

When 't cORtacts the gastric
steady figi SHineegietas ff Warmﬁ‘-@uttﬁaﬁ@@%t@f‘ ﬁPﬁ‘fﬁS}'"% a%m%ﬁspregaba'm which
is dos&di@m@,dand i ncl udes di skor oval -shaped tabl ets defined
by a pair of circular or elliptical convex or planar

The PR lé[grtﬁa(ﬁgr?‘s %?'FF&J&P ah§ C?B;ctﬂ%rg%t 1‘8@1I *r?z%(/an? ea%%%h%’cp&%oluti%n %rofAe provided in

TABLI% &b. g'”%g@'%‘Q%W@lﬂKaﬁ'mmﬁ@ﬁé?%gﬂITé'?LE &q}ﬂsarggtggt (1) the pharmaceutical
compd3@sa gsmits, in Bk Gtomatiadnk epeifiabn tiaé plrivd €ty forsHdr intikiore (3 the total

effectl\"?«JT1 Qbsglg)g&'?’ﬁln?er]&/ln% \%Hg% Elﬂgg-th@é &agé?‘égsofﬁlonc IFXO%VXfOP{he small intestine and

the asqqngmgmp@p@pféhgcolcp‘@ﬁﬂ‘g@mgn thp gg@g@gmsplu%ikd )the ﬁlgﬁorpglp@rate in the lower

por‘[lorﬁi@f:”tlﬁ@ﬁ@ldntlbéﬁﬁ lé*%ﬁﬁll@ﬂtb'ttiﬁi dtp)iieﬁ;q dodton] aﬁhE e4)ahe siHef AERBY tRPharmaceutical
In C e eLs | ms rjc [ .

compafn S P AR R e AR IEHADY A RMPE EFaPo BIEck i pogrion e

Food lasdeen swanitodaay thihef FIonulsdions, b daennof aprear lotafied 8¢ eaxient of drug

absorﬁtf&ﬁ §I§a@§ﬂ6\hem whli Iﬁ@y B G448 iRNateRY Al 8bddehtivh tdinat thE&hulations may
03|n@ efore bedtinme, or by sone conbination of

‘md”?%E@@tW%‘ﬂﬁH”EWS For retention via size exclusion

al one, the dosage form expands to a size that prevents
As nofetl aboventhe seistiisrig TABIE Bt arerhiaded vh o aygiadetrbsppliamisdowSispeniated with an

IR for%@@tloﬁ‘éﬁé ﬁ&ﬁsﬂpﬁgﬁiml‘ég gﬂ@dl\ﬁld’l%l LS Fé%ellnﬂg fha @d&’dsﬁgé Suld differ.

indeed PhaiiamaER Ao e i Bl Bg 00 Sorrhp Erba Tt Sgbfing a e of 12

hours and & &rofj & hour§ aichin abbshitr vbiBesfant 84 Abwsito 72Z0heuns suggests that a tigp (or tog)
approximately 4 to 6 hours longer than tz reduces variability among subjects.

EXAMPLE 32

A single-dose pharmacokinetic study was performed to assess the performance of the QD formulation of
EXAMPLE 30. The QD dosage form was given (1) in the fasted state, (2) following a high fat breakfast
(morning treatment), and (3) following a high fat supper (evening treatment) in accordance with
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or larger, or fromabout 17 mMmto about 20 nm or
| arger. Here, the "size" of the dosage form
weorrespends to the |argest |inear di nension oOPCHIB2006/003063
cross-section of the dosage form having the small est
area. For exanple, the si ze~a di sk-shaped tabl et
guidelines estebpigied by the U.$.5-odd antDrey AdmihistratonsiSze, W$. CRepartment of Health and

Humaﬁ X!:;Hvﬁé’sf ‘:G&J ur‘%lﬁpéa.gdrﬁlﬁlgtlra%gn %He?f%P 9P185Eﬁlglg?don %\n(ﬁj hg&%{’c M Guidance for

ts circ ar Ccross-sectio
’”dust{yt §°°€r’¥ﬁﬁfftﬂi’%aé(ﬁ”a€¥’féf§§d E%@/Pwlvaf%cea%fvﬁ'@/@ew b%c?% Here “high-fat’
meand thet g prerigately@0peicantiobihaitiig dalbiic doh@nSdf GEaHdhl s dSFRNERGHh fat. The

pharmggowngtbc( FSLﬁ’tS of thgge thrée tr?atmgnts? 5ve er ogegrg% to%] n@s%% Efcélneii %an identical

N over an ex
dose ( 001'09 of an impediaiegreleage, formilation cﬁrrsuleieomqge@pf Peeyabaior Isjtose

monohlBRitel Mag Stafchl dRditgc.t ypi cal |y retained in the subject's
stonmach for a period of tine that ranges from about 3

Basedh)ﬂlﬁe? % in g{jaind g Hou : Spe((ag e)éootsgie waiﬁf\/er %r}do ?cp%rmdiﬁgr pr ag three QD
formulpin rt@amntﬁtﬁ@attve the Bgapsylg indicatinga slayer rate df absorpiidndmsethe QD

formuthfoﬁg aleah t,, loVBE QB f&ﬂfula@& s dobliEr Hddatfor tBO@8Rd frEQMknt, more than 2-

fold Iatabtgar% th%%e%@ﬁ,;zofﬁ% 'j’?r t%%ll?hcga?li F:flnﬁovgnq ggma_l 5&9%? Pfrﬂ]tilgﬂ-fat meal,
tuax fopibe (D farmulation lscreaﬁeamompr@@na’mwmhqunsz(ga o0 fer tRONornihg treatment and
10.7 h&b@i& e\;’eﬂlnB %5t§1ehl§’ BN bn Aah s ﬁncfelﬂ\ef)latsgug cgnc:%matlgrgﬁme curve from

time z%g ?oat&e P]JJ ngé]dfotialﬁniqqgal||5|gx%quxﬁ|f%&thq)ﬂQ fqnﬁul@y@ f@&gﬂfﬁs&lgss)than half of
that fobtbe gapelile.didevegyer, ivbemtbe Qibdbrmuitieasas qpintgstbral fallowain@s high-fat meal,
total pl@@éﬂaﬁrqe)&f)sdréé%r B ddfdhe %ﬁr@r@?ﬁh eeem‘g;qreﬁtrrﬁegts%\l%?éjLimﬁ%{rt]@fﬁgt?‘from the IR

a e time t ormis ret
CaPS“thE L%i&?ﬂst’é%ifé'aeweq 768 U P JAmHOrHRS dmipisiererhgfter a high-fat meal
was bipeajuwelantSo thBéR sunradiativatand ghalell salisvedasdccémadprbnié g odadiaily dosing.
sl eepi ng decreases A notility, the dosage form may be

It shonﬂ:dd@ H'c‘)ie%ittl%{t ea@ uQ i tﬁ@éde}ﬁﬁﬁ% 5&5nﬂh@?@eniﬁc&%$ %ngrdaﬁ't‘c@ such as

hi n out one
a; a%oﬁf‘gn‘@“ﬁg Bayfefes éﬁ Pecojestar o & pldratity of Qb legy the 6PRjSH Elggrly indicates

otherwisel Easgior &Xvenpld refkisrg éo & ConiPOBMYN dXRtiNFIGER corhbdind I include a single
compoluﬁos rhﬂ@@l mé}gs%gouggsdtl me (e.g., after an evening

ge fornms taken with a neal or taken
fore bedtine or taken with a neal and before
Itis to B%Enqef?éoodﬂfr?éthe@%\@éﬂeﬁfawhqmweﬁéedrfetbaﬂ'hwéteﬁtlvmartdh@t restrictive. Many
embodhenrsaaihbabgparent totihaSe of skiltn 1Bk 2@ uporaaEhdIAe abdVe SbEHption. The scope

of the @951%?511 sh]:)l?lﬁ tﬁém fe déta'ﬁw%d évﬁ% Pefeirgrg% ’cc()j f%g %9 n]:jga’ cr:PmP i alj]oag with the

‘expansi on ma
full scopp of %I!LVH'GWF ’fodéwftﬁdlch @'H@S@B eidadgdhe dﬁﬁ@wmelé@‘ﬂdes and references,
includig Laahys, phtaktepSivAient BT pubicaBéRUbre Rtdbrated Hafeid fteFe'ﬂéé"m their
i ate

state CVAX of a corresponding inme
ent'retigl%f%sag%f%r il ation of the APl that is taken two- or

three-tines daily. Likew se, the QD fornul ation
ideally achieves a steady-state C |N that is about
equal to or greater than the steady-state CM N of the
IR fornmulation that is taken two- or three-tines
daily. An IR fornul ation containing 300 ng of
pregabal in, which is taken twice daily, exhibits an
aver age



TABLE 2. Pharmaceutical compositions containing pregabalin (% w/w)}—EXAMPLES 1 to 5
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TABLE 4. Pregabalin release (% wiw) as a function of time (hours}—EXAMPLES 1 to 5
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TABLE 5. Pregabalin release (% w/w) as a function of time (hours)—EXAMPLES 6 to 11
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was conpressed on the MANESTY(r) Betapress using the
triangle tooling. At a pre-conpression force setting
w@b002/081BN and | ower mai n conpression force sepPCT/MEROEH003063
41.5 kN, the tablets had an2average (n=10) hardness of
15.2 kp and exhibited 0% weight loss in friability
testing. Wien the pre-conpression force setting and
the | ower main conpression force setting were changed
to 3.1 kN and 33.2 kN, respectively, the tablets had
an average (n=10) hardness of 12.1 kp and exhibited a
0.07% weight loss in friability testing. EXAMPLE 3 1
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ef fective absorption tine (window) is 6 hours-the
aver age absorption wi ndowjfor the small intesgtine and
t h¢ ascendi ng porfion of {he colon of the ti [
stqgagh<plg§utRD 3) thgkabsorption rate in tlhe | owner
[S3e]) f~t lye Il infestijne is S|n1Iar to
por% %h@and (4? he ef ket |&F Taki ng Thei o
phar maceuti cal cofrpositfoh with'f8od& atibéétmne or
wi th food and at pedting, |has no effect on t
ab%orption rate Food h&s|begen shown to del a csmmx of
| Rifopmyl g ut dogsinot appear to affeds
&tgnt aff drug ab or pti gl eep, however, vmlg Li kel y
de(rease t he rate of drjg absorption so that
si frul ati ons nay underesEIHate the delay int
not ed above, the fresult$ H [ BABLEN1S- aehas d3d§ an
average absorption mnndgw asSo ¥ alBed wBt B & |l

i
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formul ation of 6 hours-#K}profiles of i ndi Vi 4§I§
pahbentsgrgceiw5ng t he @D dogsage coul d differ{21 &deed,
PK|8i Bulati ons ®dr a QDSdpsage form cont ai ni g 680 ngy
of |pregabal i n and exhi big{ng a t10Coof 12 hourja affd a
tR|of 5 hours and| in mhﬁ?w t|IR vari es fron13.4§ho§rs to
7.7 hours suggestis thatga tijCo (or tgo) S Q&
Tlalo 8w @ w o olé g
Sl |oa o = 0 = |25
2 + © © o o o |lo g
S [
o ©
o Pis) -—
g E S =
o T ©
o £
£ o 2 © 'QE)S
o L X O K] S 0
O DC><°°cu ® o @
(7)) @(D g u)._a;)
@ &@ 2 ©» L lo =
cz 2 9 € LlEI2 w9 9 o9 ol g
= O E 3 NFIC N Y oo dlE S
gggﬂfw i ~- e =
m:w‘lg_ I a °
[2)
D0 F = o & oq s G
0O 00 & 5 < O ©
o X 00 O = + — = uw




approximately 4 to 6 hours
variability anong subjects.
w@b@vosxeki neti c study was p

| onger than tR reduces
EXAMPLE 32 A singl e-dose
erfornmed to assessPChEB2006/003063

performance of the QD fornmu2ati on of EXAMPLE 30. The

@D dosage formwas given (
followi ng a high fat breakf
and (3) following a high fa
[ reatment) in accordance w
[ heoU.uS. oFood and «bruggwAde
Pep&r et of Heal h™affd S
Adrfi ni stration, Center for
Regear ch, Qui dance for |nd(
Bi gavai l ability and Fed Bid
dbaferbeR 2002). Her§, 2'HR(
%ﬁﬁgog?éﬁtelggSO per%eﬁi%%f
pf |t he meal was derived frd
Fegults of these three tread
reqults obtained for an ids
QL0 O
Bdi.-at&g rel ease for
Gabal in, |actose nonohyo
c. Based on pregabalin (
osure was | ower and occy
sulatdson treat ments. g el g
Bcgidg a sl ower rare Bf
mul ati on. Mean t MAX for
ut 4 hours for the fastg
d later than the nmean tN
)oule. 2Fol | oweng admimist
fr<t he QDS or mul & iSn
hours (9.7 hours for the
rs for evening treatnent
pl asma concentration-ti
ihfE&nity, Botal Cpfed@y
fultatNon fasted was | €39
capsul e. However, when t
inistered followng a hi
gahal in exposures for bd
at ReNnbs were siNn | as t®
O < -~ . [
total exposuré€ achi eveaq
adm ni stered after a hi
equi valent to the IR for
aceephabl e profile {orsd
goed>tat, as used< 18t
ended cl ai ns, singular &
"the," may refer to ond
of |obj ects unless the conte
@f gr\%i se. SThus, forLO.eX%arg)I
~ [en]

r €
t al
exp
f or]
(o]

3l
[ or
Abd
f ol

TABLE 8. Pharmaceutical compositions containing pregabalin (% w/w)—EXAMPLES 15 to 23

N O O P n
COMPON tROM cont ai ning " & ¢
Si mgl e conmpound or two or T
under stood that the above ¢
be|illustrative and not reg

€

8

=3
2 2

Q ]
SC; _IOCD%)%%E
2 14 X X o &% g
E| 05856 ¢9 ¢
Q @Lug__l@_lom
Clg 2 z@ Oz 0 E
’-E—,OOXD.EU)EE
2200929 qx @
@ O g > 4 5 c —
?333%X253 8§
I¥aagos>Sz0s=¢rR

IMAX and t M\ x val ues,

[lor e conpounds.

1) in the fasted state,
ast (norning treatnent),
t supper (evening
t hgui del i nes est abl i shed by
nistration. See, U. S.
man Servi ces, Food and Drug
Drug Eval uati on and
stry, Food-Effect
equi val ence Studi es
h-fat" neans that
the total caloric content
m fat. The pharmacoki netic
tments were conpared to the
ntical dose (300 ng) of an
on (capsule) conprised of
rate, maize starch, and
peak
rred later for all three QD
tive to the IR capsul e,
absorption fromthe QD
the QD formul ati on was
d treatnent, nore than 2-
of 1.5 hours for the IR
ration of a high-fat neal,
i ncreased to approxi mately
norning treatnent and 10.7
). Based on nean area under
me curve fromtine zero to
alin exposure for the QD
than half of that for the
he QD formul ati on was
gh-fat neal, total
th the norning and evening
that fromthe IR capsule.
when the QD fornul ation
gh-fat neal was
mul ati on and shoul d achi eve
nce daily dosing. It should
his specification and the
rticles such as "a," "an,"
object or to a plurality
xt clearly indicates
e, reference to a
onpound” may include a
It is to be
escription is intended to
trictive. Many

(2)



enbodi nents will be apparent to those of skill in the
art upon readi ng the above description. The scope of

wo b@7iospaeht i on shoul d, therefore, be determ nePCTRA006/003063

TABLE 9. Lactam formation (%, weight of lactam/initial weight of pregabalin)

reference to the appended ¢#ains, along with the ful
scope of equivalents to which such clains are
entitled. The disclosures of all articles and

ref erences, including patents, patent applications and
publications, are incorporated herein by reference in
their entirety and for all purposes. TABLE 2

Phar maceuti cal conpositions containing pregabalin (%
ww - EXAMPLES 1 to 5 Conponent 1 2 3 4 5 Pregabalin
300 300 300 300 300 KOLLIDON(r) SR 31.7 31.7 31.7
41.7 41.7 PLASDONE(r)XL 15.0 15.0 15.0 15.0 15.0 .
GELCARI N(r) GP812 15.0 5.0 GELCARIN(r) GP91 1 15.0

VI SCARI N(r) GP109 15.0 5.0 COWRI TO.(r) 888 7.8 7.8
7.8 7.8 7.8 Magnesium stearate 0.5 0.5 0.5 0.5 0.5
Total 100.0 100.0 100.0 100.0 100.0 TABLE 3 .

Phar maceuti cal conpositions containing pregabalin (%
ww) - EXAMPLES 6 to 11 Conponent 6 7 8 9 10 11
Pregabalin 26.7 26.7 26.7 26.7 26.7 26.7 KOLLIDON(r) S
R 40.0 40.0 30.0 30.0 37.3 30.0 PLASDONE(r)XL 20.0
25.0 20.0 25.0 25.0 28.0 PO&OX(r) WBR Coagul ant 12.3
7.3 22.3 17.3 10.0 14.3 Magn&sium stearate 11..00
11..00 11..00 11..00 11..00 §1..00 Total 100.0 100.0
100.0 100.0 100.0 100. 0TABLES4. Pregabalin rel ease (%
ww) as a function of time (Bours)-EXAMPLES 1 to 5
Time 123 450.00.00.0000.00.00.516.7 15.0
10.8 51.6 39.0 2.0 35.5 31.4826.1 84.0 63.5
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waom745985 0 Measurenents carried out at 370C uBCTIB2206/003063

TABLE 10. Pharmaceutical compositions containing pregabalin (% w/w)—EXAMPLES 24 to 30

4.0 48.4 43.2 39.1 96.8 76.6 6.0 56.8 52.1 48.9 101.0
85.0 9.0 66.9 63.2 60.5 101.4 92.8 12.0 75.7 72.9 69.6

USP 3 apparatus contai ni ng-28. 06 N HCl aq. Each of the

rel

sanpl es;
Siq
s ja function of tinme (hours)-
/8

1.

D

b2.
B2.

Car

at
e

25 26 27
26.7

26.7

24
26.7

Component

. (

107.
R0

b Al
Help
_on
Boe
PLA
388

ease data for
rel ease data for
gl e sanpl es.

9 10_11 0.0 O.

5285

0.0 0.0 0.0 Q.
420%102574%95

6 59.4 62.6 70.3 8.0 70.1 92.3
0 12.0 83.0 101.4 78.7 84.5 85.

© Maq acetate buffet @pkl4—sg
a for Exanpl es 8-1 1 is an aver
ease data for Exanples 6 and 7
pl es. TABLE 6 . Pharmaceutica

tai ning pregabalin (%ww -

MPO0PKOLLEDON(r) S R 5511.<73

7.8 7.8 7.8

9.3

25.0
10.0
18.0
10.0
1.0
100.0

1.0

26.7
19.3
25.0
10.0
18.0
100.0

1.0

223
25.0
10.0
15.0
100.0

1.0

22.3
25.0
20.0
5.0
100.0

POLYOX® WSR Coagulant
POLYOX® WSR 303
CARBOPOL® 71G

POLYOX® WSR N60K NF
HEC 250 HHX

METHOCEL® K15M
METHOCEL® E5

Mannitol
Magnesium stearate

KOLLIDON® SR
Total

Pregabalin
PLASDONE® XL

NV 0N581 4.0 50.5.74.8 40. 94

2 20.0 98.5 109.2 24.0 103.4 1
ried out at 37C using a USR,3-a

c
EX
Ronent, 12 43 14 Pregabal i n 3300] .

SDONE(r) XL 1100..00 1122..00 11

Exanples 1-3 is an average of two
Exanples 4 and 5 are for
OTABLE 5. Pregabal
EXA

n release (% ww)
MPLES 6 to 11 Tine 6
D 0.0 0.5 17.4 31.1
P7.2 32.6 35.6 43.1
7.4 50.9 59.5 6.0
D.0 66.9 73.6 76.0

b 90.3 16.0 91.8
D9. 2 K Measurenents
bpar at us cont ai ni ng
Each of the rel ease
hge of 2 sanpl es;
are for single
bnposi ti ons

A\VPLES 12 to 14

00 3300..00
1499. . 77 4466. .77
5. . 00 COVPRI TOL(r)




Magnesi um stearate 0.5 0.5 0.5 Total 100.0 100.0 100.0

TABLE 7 .

wao pove/ogietir s) - EXAMPLES 12 to 14 L
0.5 42.2 34.7 47.0 2.0 67.8658.2 88.9 4.0 82.8 75.1
105.2 6.0 91.5 86.2 111.9 9.0 98.8 96.1 112.9 12.0
101.8 102.2 112.9 Measurenents carried out at 37C

TABLE 11. Pregabalin release (% wiw) as a function of time (hours)—EXAMPLES 24 to 30

of
of

30

22}
N

27
0.0

26
0.0

25

0.0

24
0.0

Time

usijng a USP 3 appar at us cont ai ni

Sl

Conporens & 46 17 18 290 28l
/0 30.0 30.0 30.0 30.0 30.073(
P2.10 34.5 42.0 27.0 39.5 50.0 6!
PLASDONE(r) XL 20.0 17.5 10.0 2(
15./0 POLYOX(r) WBR Coagul ant 20.
6.0 VI SCARIN(r) GP109 15.0 15.0
.
St ger & e2035 B. 5 0. 58035 0.5 0.5
10Q.0 100.0 100.0 100.0 100.0 1d
K>TABLE 9. Lactam formation (%

agtam initial weight of pregabs
P \Weeks 15 0. 005 0.008

the rel ease data for Exanpl es
2 sanpl es. TABLE 8. Phar maceut

Laii Bg pregaban ( Yeowy) - EXAN

& GOMGRNGe(&) 888 W5 7.5 7.

<
o

18.1
27.3
41.9
54.2
64.5
73.2
80.8

225
32.8
47.3
59.7
73.9
84.5
94.7
103.6

21.3
31.0
45.0
55.5
68.6
78.4
88.6
99.0

221
31.7
457
55.1
69.3
78.0
88.2
96.2
99.3

18.6
29.5
43.9
55.6
70.7
82.3
92.8
102.7
106.8

20
24

Pregabalin release (%wWw a s a function of

_ ( HrCTE20648/003063

ng 0.06 N HCl aq. Each

b 12-14 is a n average

i cal conpositions

WPLES 15 to 23

22 23 Pregabalin 30.0
.0 30.0 KOLLIDON(r) SR

.5 45.0 29.5

.0 15.0 12.0 8.0 12.0
0 17.5 CARBOPOL(r) 71G
NATROSCL(r) 250 17.5

5 7.5 7.5 Magnesi um
0.5 0.5 0.5 Total

0.0 100.0 100.0 100.0

wei ght of

lin) Exanple Intitia

Measurements carried out at 37°C using a USP 2 apparatus containing 0.06 N HCl aq.



16 0.006 0.007 17 0.011 0.012 18 0.009 0.011 19 0.015
0.033 20 0.099 0.010 21 0.016 0.011 22 0.012 0.018 23

wWO02010502914 Al |
and 75% RH except for
a closed bottle. TABLE 10. Pharmaceuti ca

sanp

| es stored in open bott| eBRCHIB2AGIG3063
Examgle 19, which was stored in
conposi tions

cont ai ni ng pregaballn (% w w) - EXAMPLES 24 to 30

Comp

26.

onent
T 26.

9.3125

25.
Coag

CAR
VET

Magr
100.
Pr eg
(hod
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o

TABLE 12. Tablet dimensions (L., H, W in mm) and volume (V in mm?) as a function of time (hours}—EXAMPLES 24 & 30 «
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Pa_
ul antl<
BOPCL
HOCEL
esi un
0 10(
abat
rs)-
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=

i
K

24 25 26 2
318238 BLASHO!

EXAVPLES 24

31.7

21.34
17.70

17.10
19.80
20.78
2143

17.10

1 26 7_26. 7 2

@x )\—\%Rg\l(
r)7lG 5.0 5.
r) K15M 14. 1
n stearate 1.
~0al00. 6 10Q.
ilg cel8afe &9

.0 0.0 0.0 Q.

T 28 29 30 Pregabalin 26.7 26.7

6.7 KOLLIDON(r) SR 22.3 22.3 19.3

NE XL 25.0 25.0 25.0 25.0 23.5

OK NF 20.0 20.0 POLYOX(r) WBR

10.0 23.5 POLYOX(r) WSR 303 51.7

0 HEC 250 HHX 15.0 18.0 18.0
METHOCEL(r) E5 6.1 Mannitol 10.0

01.01.01.01.0 1.0 0.5 Total

0 100.0 100.0 100. OTABLE 11.

ow w) as a function of tine

to 30 Tinme 24 25 26 27 28 29 30 O

0 0.0118.6 22.1 21.3 22.5 18.1

31.0 32.8 . 27.3 16.8 28.6

24

1637.23
2901.99
3837.94
3896.89
4616.32

7.80
11.42
12.55
12.97
13.84

10.93
12.06
13.54

13.18
13.93

19.19
21.06
22.59
22.80
23.93

Time




4 43.9 45.7 45.0 47.3 41.9 29.2 44.0 6 55.6 55.1 55.5
59.7 54.2 39.4 55.8 8 64.5 52.2 9 70.7 69.3 68.6 73.9
W@2001/0302¥3. 2 56.9 12 82.3 78.0 78.4 84.5 80. 8PGHIHR006/003063

79.6 16 92.8 88.2 88.6 94.7 90.2 20 102.7 96.2 24

106.8 99.3 99.0 103.6 100.4#%rasurenents carried out

at 37C using a USP 2 apparatus containing 0.06 N HC
TABLEE. E“g%!{? /&%m I@Qm&tuoelloﬂﬁﬁé(r@ms —(EXAMPLS 22 8180 and

vol une \ %llnhfn faYal n-F tu e

(hourE')“BEXAI\/PLES 24 & 30 24 2§0 Timte L WHV L wHY 0

19, 1% 10. 93 7. 80 1637.23 17.10 17.70 6. 71 1014.86 2
21.06. 12. 06 11.42|2901. 9944%8 0 20.14 10.42 2077.80 4
22.59 13.54 12.55|3837. 94 8 20.92 10.66 2318.58 6
22.80+ 13. 18 12.97|3896. 8983094443 21.34 11.59 2648998 9
23.93% 13.93 13.84|4616. 321768280 17.70 6. 71 1014118643
KTABLE 13. Rigidify (g- mq 3%7a function of tinme
(hour®) - EXAMPLES|24 & 30' 'F'ie 24 30 0 2 4446.84 4

3004. 47 1902.92 6 1759.25 1131.43 9 1129.57 TABLE 14.
Pregabalin (% ww and correspondi ng | actam content (%
based on wei ght of pregabalin) as a function of time-

TABL%WE&%&\I%Q"/J \P/W:);QndT&oﬁEsp%ﬁdiﬁ@lactam content (% based on weight of pregabalin) as
a function of time—EXAMPLES 25 to 30

Time 25 30

Initial 0.00 0.01
3 weeks 0.03 0.02
6 weeks 0.01 0.03
3 months 0.06 0.09




Initial 0.00 0.01 3 weeks 0.03 0.02 6 weeks 0.01 0.03

3 nonths 0.06 0.09TABLE 15. Sinul ated steady-state PK
w@aoansxies s for | R and QD dosage forns cont ai NPEIB2006/003063

pregabalin 8.85 2.80 0.75 QD Dosage Forns 3 6 9.73

1.48 6.0 3 8 8.76 1.62 8.0—293-10 7.67 1.57 9.0 3 12

6.77 1.38 9.0 3 16 5.81 1.18 9.0 56 9.73 1.48 6.0 5 8

TABLF§157 63 r%ul@t%d &egdﬁjéltg PK p8R@mbtersXodiR.dAd @chﬁasﬁgé}amib cobtaBing pbegabalin

_7’21/|Q£:nQQo 1cqgno

1c§R 7. 89 " 1.79b90. 0 8 |12 7.%9%1. 98 12.0 g"’”f[GLé 14 1, g7ua
Bots 10 6 9. 73 hbu8 6.0 10 §gBol76 1.62 8. @D 10 7.89 hours

1.79 10.0 10 12712 098--12—0 O+16—6—34 245841+

CM N occurs just prior {%D?Sr?ge Fgfh1 nhi stration of the

next dosage (i.-e., at {12 ah® 24 hours pas§e 0.75
QD Dosage Forms®
3 9.73 1.48 6.0
3 8.76 1,62 8.0
3 10 7.67 1.57 9.0
3 12 6.77 1.38 9.0
3 16 5.81 1.18 9.0
5 ' 9.73 1.48 6.0
5 8.76 1.62 8.0
5 10 7.89 1.79 10.0
5 12 6.93 1.75 8.0
5 16 5.92 1.44 8.4
8 9.73 1.48 6.0
8 8.76 1.62 8.0
8 10 789 1.79 10.0
8 12 7.12 1.98 12.0
8 16 6.14 1.97 8.4
10 6 9.73 1.48 6.0
10 8.76 1.62 8.0
10 10 7.89 1.79 10.0
10 12 712 1.98 12.0
10 16 6.34 2.45 8.4

1. Cuin Occurs just prior to the administration of the next dosage (i.e., at 12 and 24 hours post
administration for BID and QD dosage forms, respectively).

2. Time following administration of latest dosage.

3. IR formulation containing 300 mg of pregabalin, dosed twice daily.

4. QD formulation containing 600 mg of pregabalin.



adm nistration for BID and QD dosage forns,
respectively). 2. Tinme follow ng adm ni stration of
wo a00ed5218bsage. 3. IR fornul ati on contai ni ng 3POI/MRRO@F003063
pregabal i n, dosed tw ce dailg. 4. @ formul ation
cont ai ni ng 600 ng of pregabafdm. TABLE 16. Anpunt of
pregabal in rel eased from dosage formas a function of
TABLE il iAot oidrégaedlin rdleased from @oSégerfarndis aFadctiedof@in (Rormalized)

"‘“9‘96%?’2‘*'9’*3%73$g§1§ﬁ?34*“0-526 68 0.789 85 1.0

1088 % vs 1. A pAEMREERNPY cal conposition conprising
an G&tive pharmaceutDcal ingredient and exci pients,
the, @eki ve pharmaceyyi cal ingredient conprising
pregabal in, or a pharmaceutically acceptabl e conpl ex,
sal%132s0l vate or hydfate thereof, and the excipients
corgra3si ng a matri x4form ng agent and a swel ling
aggyog the matrix f%Pning agent conpri si ng pol yvi nyl

3

acet at e and pol yvi nyl pyrrolidone, and the swelling
agéht89conpri si ng cr88s-1inked pol yvi nyl pyrrolidone,
wherrei n t he pharmaceati cal conposition is adapted for
—ahRee—gai-y—erat—dostrg—2—Fhe phar maceuti ca
conposition according to claim1, wherein the
phar maceuti cal conposition expands to a size of about
9 mmor greater when contacting water. 3. The
phar maceuti cal conposition according to any one of
t hese preceding cl ai ns, wherein the pharnmaceutica
conposition is retained in the stomach of a subject
follow ng oral dosing for about 3 hours to about 14
hours. 4. The pharnaceutical conposition according to
any one of the preceding clains, wherein the active
pharmaceutical ingredient is released over a period of
time that is about 4 hours to about 6 hours | onger
than the tinme the pharnmaceutical conposition is
retained in the stomach of a subject follow ng ora
dosi ng.
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5. The pharnmaceutical conposition according to any one

of the preceding clains, wherein the active
w@barosaeuti cal ingredient is rel eased over a Per/iBoaf03063

time of about 12 hours to about 20 hours. 6. The

phar maceuti cal conposition @étording to any one of the

preceding clains, in which the active pharnaceutica

i ngredi ent exhibits an in CL&MSt eady-state CVAX of

about 9 ng/nL or less, or an in vivo steady-state CM N

ofy aboy phgrnzacgfﬂ{cgﬂcoﬁ’i[)oéﬁfoﬁ %Srﬁﬁnm ?ran aktivk rE)hé(r*n‘én@eu’ucal mgredlent and
st eady-state about | ess apd

ex0|plgntg,dh%ch\éqﬁ]ag'@aézpqétlcéwq(pc&qnt amn%m@ prpgﬁt@hwr 8 Iph@”pl@aql.@?ally acceptable
compiéx, sall@optapbnedett therabf, arartposicipicdts campird avgattiofoaniyg egeat and a

swellir;fg{J g[ HFtt@rn%?r&qb CA @111 Q‘Emﬁﬂ% gﬂyOln# E&et&é@h#‘;}&@ n@%?r%hdone and the

conprlse
swellipgzgereroRtisitdgrossd OtWIGYiplﬁr@&fiﬂ”ﬂ’l whgraintha Aareaeeudsal eqfeposition is
adaptpd RE&tegilydralidesing. Wher ei n t he phar nmaceuti cal

conposition is bioequivalent to an inmediate rel ease

f 9 mul 3’% ?lﬁ]arr%%gﬂ{léaﬂ: OQIL&%@@J(}HH Alﬁgqoﬁﬁerem the pharmaceutical

monohydr nal ze

COMPRFHRR [P¥RADME foceizech ARRYSY LAY gERptar Whﬂhﬁpn&ﬁ?@‘%’l’at@h e
preceding clains for the treatnment of a condition or
dizsor déhe bitardacutijabedmpalitierhadcsrding samyohy 6f these preceding claims,

whereﬂ'r tﬁg ﬁ#ﬁhb&utlc]ap?omgag B&h%&@&e%% {h% %{om%mséu{)fe&r%ollowmg oral dosing for

e condrtion
abmﬂ@ﬂ@é@d@ﬁ“W%“HﬁWétted from epil epsy, pain, dlabetlc
peri pheral neuropathy, postherpetic neuralgia,
physi olTag pkimecntdal ediBsiassaedaing tb arytohe pte fretairgrclaims, wherein

the ac% é &:Léhﬁ&eﬁticaf lﬁééoamtrélggsﬁd %a&tarp%h&} é‘afﬂnl ﬂ?%t |s%%gagfeﬁours o about 6

hOUFSéFé‘S?réB@ tbﬁt'mﬁﬁ'ﬁlpbarmﬁ@“m' s@n@qsltlen §c5¢tale¢d in 1@ stomaeh g pbject
ﬁmowmgokﬂ@ﬁmbng a condition or disorder in a subject whi ch
is responsive to pregabalin, the nethod conprising

adém ni ﬁ%g rgrllarlll%act,e%tlcavgomc’pogljtl %ccgrdiglg1 %’r{rgc Eg Eii/\ﬁg brecedlrig claims, wherein

the aq@mmﬁe@@vﬁcehmgrmm @gﬁl?ﬁl&?ﬁ oves aggriecef§me obebagt 1 hoyrScm glout 20
hoursdai l'y. 12. The nethod according to claim 11, wherein
the condition or disorder is selected from epil epsy,

neur aI q'lhg k;gk?atrrlngc u? ?all Q I'Flze:o;?i lonnaecgcﬁr?f?\atoh n gﬁ% §ft tn? érggetcflrfq claims, in which
the aqbwmfﬁmteottcabmgrmrmnx@lts enfn ivorsteaidpstatedast of@bout8swiniadr less, or an

in vnvdjﬁé%g%tate%m &%l)btﬁ iy Alﬁ@ﬁbm'r ter] drBh SR Hafly-sBRE, 88 drabout 9 ug/mL

ssi on di sorder.
or less and an in vivo steady-state Cuin of about 0.7 pg/mL or greater.

7. The pharmaceutical composition according to any one of the preceding claims, wherein

the swelling agent further comprises polyethylene oxide.

8. The pharmaceutical composition according to any one of the preceding claims, wherein
the pharmaceutical composition is bioequivalent to an immediate release formulation comprising

pregabalin, lactose monohydrate, maize starch, and talc.

9. The pharmaceutical composition as in any one of the preceding claims for the treatment

of a condition or disorder in a subject which is responsive to pregabalin.

10. The pharmaceutical composition according to claim 9, wherein the condition or disorder

is selected from epilepsy, pain, diabetic peripheral neuropathy, postherpetic neuralgia, physiological
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conditions associated with psychomotor stimulants, inflammation, gastrointestinal damage, alcoholism,

insomnia, fibromyalgia, anxiety, depression, mania, and bipolar disorder.

11. A method of treating a condition or disorder in a subject which is responsive to
pregabalin, the method comprising administering to the subject a pharmaceutical composition as in any

one claims 1 to 8, wherein the pharmaceutical composition is administered orally once daily.

12. The method according to claim 11, wherein the condition or disorder is selected from
epilepsy, pain, diabetic peripheral neuropathy, postherpetic neuralgia, physiological conditions
associated with psychomotor stimulants, inflammation, gastrointestinal damage, alcoholism, insomnia,

fibromyalgia, anxiety, depression, mania, and bipolar disorder.



