
in the tre;~1e(i suhj~~c~L Drugs thr tn~<~ting varivus psy(:hoti(.' C<)nditkms tlwt may be ti~<Jl(l. 

iu;;h:Kk, bvt ~:;rcnot lirni!.iXl to, lhhltn:n. ~;w a s<Jlt thcn::of {250 to 2500 mgfunit\ 

<:..'f;fhrhmlaliuns flrt:' prd'et<'ihly intended !\~r. once plC'~r day adn:rinh:tmti(>H, Fnt H t\Vk:c thil_y 

dosh:tg, th~: IC\rn~wm d' K:-\'IP dlJtnnd \!p(~n(~r ,>;eleded frotn a sall of ~l tornpmmd (lf 

HriJazad. clon<ethbznk\ >W /\i\4FA agonist {~~.g., (JYKJ 51466, NBQX, Y.tv190K, 

zon:;:.ulljXtniL (lf MPQX}, SYM 208 L seJfntd, Cere»t~L CF~ l {J! J\Of\ d~~::;,.Jrophctn, 

de::.:lrt:>n:lctlhi.tJ'ihan, J>. .. JK~SI}l, NPS 1502, n;n1~u::.emidt~~ ACE.A. 1!}2J, GV 1.50526, .;.:.lipNJdil 

[00419j 
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[00421] 

!00422] 

[004231 

(lfW~i\y~pront hypt)rpfHJ.g lc SHhjt:f:'{ that result Jn t!W inh\hit\(in of ·hypt~ip!U1gi~i for abziU( 24 

hnm~s or few i*b()Ut J:il'HllJrS, 

irnpr.w~''en.w11is .i.11 h:tmlin lK~n~idvi ty can t1mtdhn.te to efl}t:tive treatrnetn of type l 

LIH\hlitcs, typt ll diabdt)S <lHd pn;din}>eW!:<: .\u<.:.:h h<.~hH:t;H r~~st ;:md irnprovt'nwnt~< in 

in"tdin ~cn'\!tivlty ;.;·nn c<:.mtrlbtne tc;.tdTc.:::tlvt.~- rt<W>ration uf n<:wmnJ gJ\:l:l':'(>,;;e loh.:rnncc in 

!l\~~:ttnwnt ofhyp{>gJy,:el)iia; (,)) rrc~itn1ent -()f hyperlipidemia,{{)) tl\:;ltment of type H 

diabt'"k~, (7) pn::str'/tttion nf p;:tncre;:dk fwt;;.:thcH1 h1lypc J \..Hab0tk:s~ (~) tn:.:;"Htn.cnt of 
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[00435] 

b:\)!r! ;:! sdl nf ~} cm:lipt)llHd \lf Fon.nu1Ht I ... vm b a.dmi.nistcnxl {(>an :>ubjc~~t in lKc:<:xl. 

thereof tn bdul.::e (a} th.:.' pn~fen:~ntia:llos~ of hdd.y fM f>l' (h) dK' plYfen:~rHLd los" of vistel'<d 

!)·orn a $i:tH of 1l i.\Hnpound of f:iln'nu.l~tC t .... 'VlU is <Kl:l:ninhttred OH<::\ t\:'<il) or three thnc~ 

pe.r 24l'umr~ at ~hlily dost~s qf 50 to 700 rng ln an snh.ket to (a}ind:;sce tht~ Jq:=ss of 25%, 

5n~x c•r 75%, nf!ni1hl! hody Ji:it (b'i indu!;.'~~ tlK~ pn ... ~frn~nt\.Hl hJf;S ofhQdy !1:1t Qr (<-~} indw:e 

tbt~ prcktt•nG<ll k<~;.; of vl:;;ceral !~tt. 

[00439] 

Ex. 2002-1055



[004411 

!.00442] 

''"'·,,~''!""····;..., )., .. ,.,.!· ,.!·, ··"·'·li .. , .... ·; .. ,·· ... ,. .. ,.., ... · .... ,~·.hj· .,.r ,....!.,,.,. \'vt.l,;,-"'. ~.,,:;,:;,• nil$ ~.u ... ti.U\ .. t.. \·<.len h,t; . .U. UlW.h\·o: .. h ,u,.l-f<~.m \\'1.;1~'-'·· .n ,u,, k-.< 

'·''''l1l'"ll'l'''l'''''o >hq ')'"''''>"·'''';..l·' .,_!,.'"'-"' r'l' .,l),.>••·i1 1 •· !'~!'"''-'' ''rlh;.,,.,* (>\ -~-~ t'·)! ·· '~'!'"'"" ·1· ··j<·~'Y''-l'', ::.;.o{ .. ~!>'<-... ~-~ ..... bx.:-s~ u~K- :t._.·o.:...l\'~:~: ...... ~~-~ -~ t.•t.•'\:.·._~:;.;. .... .. J t:-t.~.:)- ·;.)' _. ~.N.!it.·. :':} .... _ -··Jl:-~.~- ~:'·~:!. :-..: .~\:-~ ~~ <._"'<· __ -'~' t .. u:ttt:-. ..: \..--~-
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[004441 

[00445] 

f00447J 

[004481 

cn1.bmHr:nem, a KA·rp d:unmd opcrw~.r s~?!ei...:t~;;\.I from ~t salt of :t!..:i:;tnp(>nnd t1f Furn:nll;w f ··· 

Vf!l h< l\.mnuhHed as ;::.J.1 oral $Wij)i;,'l1t>ion Of solution, ~Uld thi>CH'<~l SU~;p:~:nshm (W $Ol.~:tion 

[00449] 
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[0045{)} 

f0045ll 

dl~cts Ml'.:' Qt):><:.~rvtd: 0) tJk~ pnich:sdion nf Upe>prot~:~in lipaii\:.' hy adipocytes h: redtlt'0d~ (2) 

(~nlr-m~:>:~(l Hp· (llv,;1;;; b•< 'Khj'lf~<.:vks' t"n.t~x~'ll;'~'~')<i.>l nf f,,q<.· '·t&.:H ,,.Vrltlvt<.~' hv :tdlf)\1Cvle'.:: h: 
\. "'· ~ ·•· •••• ,.• • ~-. , '~~ ;>.,. :.: •• !-' ·-··-~ \'"' ·' '·.~· v'l.-•. · ... ~ X •. ~ ·.-.. . o..:~... ... , ,} X, '""" '·~·-- •· ·' ·,, ~ . ,.• , .. •' ·' ·,•' . "' . 

nxhic~:d; (4) gty<x~raldehyde& phn:;;phatt~ df.:.hyz1rog<:~i1.:1}<C activity nfadlpocyte~ is rcl.h.K'Zxt; 

(5) Hnk~ or no nt~W' trigl.yceddt:'" art. synthc~izt~d. ~.nd sHHtx:l. hy iJdi!WCyk:>; (6} ;:nharl;,:ed 

'''.:>< f}r··'s'<io'" ')j' ll) /'- 4r-·~·'v'•·<'!, ':: l:;;-,,,,,,,~l')l·;w il.B <\.·l:;;-·i "l'! <rl'')''')"t''l'l'''!l't <11 ·• '1·•··': 'l''i'''P<·~~·w!<: >\l~l,.:t··:<:i1:'' "":·'"·t. ._).. :- ~, . .._. !.'<.' . ._ .... --,~-·- ..._ L:\.-.:0.,::; •. };.; _.x~..,.o:.., .._:· Y'- .. >.: \. •. -. :-- _·_.">._. )...' . .>.:-.. ~J-~' . 'Y~-- ~~ . '-- "-. ~ s._l;;.; ~~ _o;,;;~·'""'· .":":"··"-' :t~ · --:-.. ).·. "'· 

..:'in:.:u:Ialing kptin <:..\mc\:~ntratk)H:';:; 04) :urH·cgulaHrm of in,;;ulin fl\A~plon;; 05) >-'nh<nwed 

g!ucnill~ '\.tpt<ike: { 16). r:c;.~dw:<.~d mlipoc-ytc hyperpl.asia.: { 17) redut<.:d I.H:1ipocyte hyp~:rtrfiphy; 

{ HO nxluc~xin!lel't d; ~;.onver:;;ior:t of preadipocytes to nd.ifKK:ytt?~~; ( 19J rcd'l.Kci..YJ rates of 

t()fllpi'>tmd~ ~)fFormtLi<'le f ·"VHf a:;;;·.an I,\, fbtmuh!tion, Hn irnn1edi1.tte n.~lea:-;eoml 

f~)nnubtion, {\ crmtrdkd rdt~ase f()rmulatkm, ~l tr4n~dcnnal j()rmulatkn, or a.n l!J\ranus~ll 
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treatn'K:nt\Vith a K,\r!' t:.haru.u:.:l npenet seJectcd i}orn :a B<Jh ()['a c:<Hnpnund (lf Fnri1wbe f __ , 

VIlJ, (6} suppl\~ssi,m nf huniHg insnHn h~,-d~ by at least 60'X iJYwn the ha:<>dme 

~ut~ject \Vhkh re~:mh ln ( J:) the los::< nf \~:dght, and (2} thx:: mi'l1ntcnat!ec of w<dghL 

'l'b1\d~dJ s.JJix.:tii ()f H1l~ ;:.:urnmt illvt~nhnn in~.:'l1..ldt~ thofit ..::in:.uhtlng \.xml'emrathms of KYlT 

·~Jf<:'->:ts nf lhe >:u:nx~fH invention include Hwsc circulating l'onc12;ntraHom of K,\rf' ch~mnd 

'l!V'.<"'l''-' ~--,,~,!l<:'l·,,_,_, f,,.,,l.' l-·~··•: '".Jl~,.,·,1!'sh·<•tl'qq --~~-, s«lh:; nl'' '"''l·n•;q'l"-'.i" >';f-r~,.,,.,,,,l-1'''~ ·r· --·\~'fiT '~s_ \ .. . -.....u-.. ...... . \..,.~ .,L ,..~ .... ~ ....... ,, ...... _$.t~ w.u ... ,..~ .l:· •. ...... ~~o:~. \·h ~-- ,,,.,, ... ~··· ·.· ...... -:· .. ·~.~t'"''"'·).~:\.f .. ~ ..• ~ "'-·~·~"'.o:."" ... .(,, . . .......... . 
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[0045Jj 

of HK• following efft•tb: ( 1! ptt.•femmiai los(' ofi:nl~ly Ln: i2) loss of greater lhan2Yi{ of 

ini tbl body fill. r1mss; (3) ln:;s <lfgrC<1kr tha.n 5fYH:- of initial btidy ht n:~ahs; (4) :!n;;:s of 

<~!'<~·=>!··~·- i·-<, .. ,,-l. '1-';().c .. ,,f ;,,-~;.; .. ,,!' ')l<•h.: j'-:ll' n···=>~;;· {"'\"< <"·i·w<J:i·l·,~, . ._,,,; i·n,,,.,,,,"'"'· .l',., '''~'<"~;q,, '"1<'~nn: 
~":>" ..... !'..{_, ..... ~ ,J,?.~q ~ .... ,-~. '-'~- ~!'~;!:~ .... I'..CI. · .P.--~.·~~~~ .~"'=' .v:•.~..._;;,.;. ~-·~ '•,:-·} ·.-.._ .. ~-.'.-'.~ .0:"'-·o..?-~ .. ~ .•.~J.~·.'.Y·~~·-··"-·. -~~ $.~ •. ·'i.~;i,~ ~··.>w'-•~·c;::~.~ 

<:XJKnd.in.uY.~; C6) in(:rtase in th(;' {>xid;Hion of fat ~md fatty ackls; 0} rtdu::.;tiqn in hlood. 

presw1y~ (8) proJudirm t.lf lipnprotdn Hp<i~w by adipncytes i~ ret.h.tced~ i9i enhan.c:i.~d 

hnk or ltrr Hse:\v tdgly~:.trh.k.$ at(~ :'iyrnhe5>l.n:d a.nd ;;;ton~d by adipocyte;;;~ ( 13} el.lhMtcd 

.;,,.:·r<t'''~:; '~''· .·,j'' f1 ,.~ '\ '"l>"<l''' l'f>l' '' Ui>,..-J>l')> .··" f;) 's <\ D \ >>'j' 'l '''j~ ;:"·'~!!'<"' \'•''!"'~>'t,l· ; <' {l'<'"' ·:·(·)·;"~'''"'i<·~i> ~·~~~:···'-········~- ....... ...: .. ~:·- ·S..;;...- . .:)·.~ c, .. ,. ..... .::.:: ~, .t'-.,._ .. <;o...-... .... _ .. n.n .":F.~ ... -~.: X'\.} . .:, .~'l.. ... , .t L>..~.(J,<·· · .... .: .. h.o; ... d,· <H ~b.· ).~:t-.... ~~-;._(}\.·~..;:~· ....... 
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<lh:;:bet.i<,:: hunwm: or animalli rc:mlts in the pn::ventlon .;c,fb{~t;J <::eU t~dhH~~, improved 

gly1x~mk: Z:fmtrd, Mld prevNHkm of the tr;w~hkm from PH'l.:.!iah~\(~t> to di~ihd(~~ hK:luding 

1U 
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<!dipoo:;ytef(~ (I 0) rt.'dHt.t:d g!Hcose iitimubted ~.c·t:retlzm of in;,mlin hy pan>::readc H-celh;~ 

( 11.) d.e\.:re~!.S:<::.d ins~.•Hn<::.mia; (12) f11h<Uh\~d hl(>Od glnf\1%.~ kv·<:~ls; (I 3) ilwre;:i:>cd 

[Q0457J 

[004581 
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[00459] 

qpener:> ~wieetmJ fnlnt SHHs of cnnlp\)Hnds of .Po.rrnub.e t ... vm with: (l) ~( d.\ureik, {2) n. 

drug that N!wer& bkl(HJ pn.~::>SW\\ (3) a d.!W~ that stlpp:n.~~>s<:.~s HPJWHtc, (4} a cannabinniJ: 

LJH, bo:;c~.rHJ chokstt~roL {9) a dnig th~u lrnprow.~s in>.uhn sensitivHy, { l 0} a drug th<H 

itnpH>v<:.~& ghK:\!St 1.:ti!i/;=tliqn or upwh~, ( 11) <>drug that rcdut\~s in.:.:idet.KC nf 

T'rt'atm<cml uf hurnan:-; nfanirnah: n;;in:.:. r;hannaceutkd fiwnwlatlnns ( ~'<'tliz:h • ·- . . - , ·• . _. . .. _ - • v.- ~ -- ... -. • -.. , . , . . . . .••• - . ' • 

hyp.:.~rglyl\?nll<J. kt:.~to~ttklo."ib, JKtuS<~·a, V<:.rmiting, <l:yspep'il<:~, deus <tnd Jw<:Khn:hc:". These 

wdt~tliollS ht fn:.~quen~:.y of mJverH~ ,'ikk~ "'ffects. a.!Y <H.:hkvcd by: d) inhiating dtL'>ing of 

srH~j6:.:H; at snhth~.~nrp<.:.~uH'~ t.h:.>s,;.~1l.<md in a *'tep \.v];,;(~ rn.mmt~rincteasing dw dose &tHy untU 

the tl!(~t'apcuH.: dl'>~c H a;:::hk'v~:~d. \Vh<:WL'.the nurnht.~r of days over •Nhkh th(~. stq1up ln d{WC' 

is t.~ne.cted i;;; :! tri l 0, {2} ·u.se of the Jo~":'<~st effective dus~:.~ to achieve tht.' ~ksired 
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,, . J l \'1·r1 ' , l't.)t1llli ~tt~· :~ .. ~- : '·. :~ rr:s.tt.tt 1n 
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giu~~-o-se a~si~(Y~ ~t~l~h:.t:f:s \Vith plasrnJ~ giueqse ·vaJue·~ !~r(~atcr than 2JH) rn:t4l\Jt ~:tt. 2 hOiJf& 

po~t--_g.l.uyo~l~ Io~id i.ndit~)lt::- ttn. irnpaired glnz;o~;~:::- t{~i<:~r~:;:nct:~-~ 

[00467] 

(THllpt)und (3{ l\:rrrnul4e 1.,, \i lll is ad.n1in:i:>tt}~\~.d t\~ ~~n j)\/(~.r\veJg.hl or ohc~e s:ul~j:ctt a::-~ hll 

o.nL tnms<knnal ()r Lntr<tnas~ll i:\lrmulatinn tn re;~ch <Ul.d nwint-1dn the thr~~;,hold 

ton<:\?ntn!Hon requl.~\'d to ir~di..ltc \vdght loss .h:lr a prolong~x! v~riod. 

t(nnpi>nn~l. ofFonnuhw r .. VllJ is >~dmini;,;~enx! h! w1 ov\':.nvdght or obe~'>t.~ suhj~}C1 as an 

ontL tn,m};:clenlHtf or intr<:tna~al rornw!ation ln rc<lt:h und mainiain the thn~~hold 

cnn•x~ntrntion required V> d<..~vut~~ n~;:;ting cntrg:;~ t.~xpcndilum for a prolong~:~d pz~riozL 

[004691 

(:r~mpmmd of F~m1H~hK 1 -- Vlll i.~ ad!ni.n.htt.~!~Xl to <lH \)\\~nve1g:.ht or nh~o;;t~ .:'iu~~iett <li> an 

OJ'at tram;d~Tmai. or l:ntn'ina::;ul f:n'nmbHrH1lo .t\~>Kh and n1liiJ1W:in the thre"'J1nkl 

tom.pr>nnd C>f ~~\tlnd~H.' l··-· Vflf is adnlt11i;,;tz~rt:~d i.n >1!1 ob,~~~ity p.r:n.nc ;;nh_:je\::( ~b an o:mJ, 

tnw~dcnnal c>r intrana;,;nJ ronrmhu.km tn rCH:>:'h iind innintain the Htn.},')h(~w (c()(!(.\~i~U'<!tkm 

[004711 

(THUfKmrKl of f'<.liT:nn.hic 1 -- VHl h ad1ninhw.red lo aH nhc:'>!ly pn.nw :o;ubjed as an l)n\L 

l.n.umkrmal or lnttan~t:'il~! formulath.H:! hJ reach <Wd nwtnt::J.\n HW thrt)s.hr>ld concenti'ti.Hnn 

[00472] 

tQtnpmmd of Fonnuhw I ~- \fLjJ is ~drninhten:x1 to >'1n \>V(Twdght or ohes~~ subjt?<;~t ;ts an 

oraL tnH1il<krm~~.J or .intnrml};<~l nvm;.>h>donto readt and rnaintain a drug ennrentra\i\m 

'thwc th<:o> thn~shnld t\?lK\mtnHkm rcwlired tZl indu~c W·\:'tght h'!~$ HJr a p:n:.llnuge~J .Pefh'KL 

[0041J] 

Ex. 2002-1066



ond, tn~nsdcrmtd or intn:mM;al formt:~huion for*~ :prdong(.xl p~:~dod (lflimt. \(l r<.-xhwl'.:) body 

t.u hy n:l.!Jn~ than 25ri:i, 111>:\fe prcfembty by~~t kw;t 5W~:, <.md nu:.wt prtfc:t~h!y hy m h~wit 
75%. 

[004741 

;:.:ompm:md ~A' Fnri)1nk.e t ... Vtn is adn:;lnlstered iii an ovenvdght Z)f nlxse :;;ubjtx::t a." m~t 

m:aL lran;";derm~~J Ot imn.uwsa! n.!rmnh.ttkm kK <~ proJong~xl. p~:~ri\:)d of time h> pn~t\)mntlitUy 

rt'<;.!w::e viv::entl fut depn~its. 

f00475l 

cumpmmd or 1·\mm.d~H.~ 1 .... VIII is ad.ministz~red to >'in nverwdghl or.otw'*{' subj>..>ct a:; nn 

(l:f<:tC tnw~dcrm.al ~w intnm·<lsal formulation for j pr\liongcd fXWiNi of timt to l.\Xbtc 

vi1l(:en.t1 fat depnt:,< H%1d other i~tt depo:;;ilh. 

[00476] 

compGund of Forr:nuht) l .... V!.ll if< ~tdrn\.n.iste:red to a nnmlnimn:dti'wrnk il\Yn>-,'dgbt nr 

nhe~c subjc>.:t a>; ~~n <:•mt tran><dcrmd or intnma!'(a! fornwhltkm h) i'C<K'h and n'l:<~intain ;3; 

drug t.O.tl:i;l~.i)inHkm al':H.lV(~ iJW thn,~~oho!d ;;;n.nc>:mtnHion .!W~ldred to l!ldlKe W~dgbl.to::;s ~~:Jr u 

[00417] !n ~tnc>tlwr <..~rnhozlirm;nt, a KATP channel op<.::n>5J' sck>:hxl fr<nn a :,<aJt uf 'l 

\:t>rl:lpound c>f F<.m:tHlkH:: 1 ... VHl i3. aJ1.ninh.tercd to a prcdbbt~tk' nl1\iZ~>:t i:l\ <=.m <)n\1, 

transderrnd or )mranusM l\ln1~U.b.tion to reach awJ ri.1flint:lin a drug s.:{\!Kt~ntmtion ubovt.~ 

tht) thn.:shnld. >.:\>nz:{~ntr~it\(m n,xp:dred !\) prev~:nt. the tnint;Hion to db.betes fnr ·<~ prok1n.g~xi 

pt:.\ri\,)d, 

t:mnpr.Hmd of For.n.!lthw I ... VllJ is. i.i.drnirdster;:,~d to <J typt~ .l diatwtk: snhj(~t:t as an otal, 

tnm~«krm<ll or i.ntnma~d ron:nuh!ti()n to l\5ad1 <tnd m<~intain a t.lnxg ,:nm:<.:~ntnuion abrn'i::' 

rbt~ lhv:"hokl cnm:()fll.r~nlml required to inducz• hN~~ cz~H rc!it f~:n· a prd9ngz~d JX.~riod. 

[00479] 

i!Hniulatkli~i of a KATP tkutnd opem:.~:r :ide>.:ted !\orn ~l sah of H ~.:<.rmpon:nd nf F:Oi:':o:In:\la(~ I 

... V lJJ i*< ~lt.koini.ste.n::d hi m1 sHbjm:~t h:~ n.tx:d Hwn:~of that r::~su!ts in t:ircttbhng 

Ex. 2002-1067



[00480] 

l~~)fl ·1~ .. -~. l 
~.v~~·-'·.! 

f00483J 

KA'fP i:JQnn<.::l \lfl~~n.:x ~eh::cwd n·om <t S~tH or <t !;.'(:>l~npolm\..1 off'(rnnulilC l···· Vln b 

'1•'ll"t1b'!>lt'<\'d ''''''"t' 'l ''l'<~ 1 C\J:' "'''rf h<io;;!" <;) •:.l'- "llh!',~,-·• ·1'n ·'u';,yj <i,,.,p~:··~f l.,,., 'l';'w<~ '1'-<\•·r <.)"('·'' !'"'''«·' \.,(...!_ • - ~-"~ .. '-.:>.·~~ •'-' ~«·- {-_ .t' · -.,•!•' ~-~ ....... ,.._. ,.•).'l.,;,).,...,. ~-'.·. (~).~ .;,, .;·,,_ ..... ~,..,.~ •. • • ~-~ ..... •X··~· U-~~-; V•,•·,\ ~·o..,• ~- S- ... '.~X·:!; ~ .... ,~.-; \.;o)~·.•""-,• .•'t ... ·,i.. 

Ex. 2002-1068



[00487] 

t;;.~~uH~ in cin .. 'UlaHng C>lrK\~ntnHhn nfattive drug &uffk:ienllo redtK>.>i::irtu!<Hing 

i·t·i ;;h,~.:<>·l" .. li' ·l·•''t<~h~ n•1 ~, ..• ,,.,;.l·l~"''''"" tY>'<l,"'< " -!-c~ .J ""~--~ . " "":-·: ... ~- ~ "'-h·- . .._. .5 . ~- *-·"" .... p, ... _p,.)- ...... --~<::<: ~-- ,_ .... ~ -~~ ~ 

[00488] 

[00490] 

Ex. 2002-1069



\Vlth a K/\TP dt::mncl o~xmt.~f ::wk~l:ied from a ;;;nlt nfa C(lfJ)pOu:nd .. ofFormuiae I ... vm h 

l'''"".-. 1· •v·''''1 ''~~~''' "' <)h"'~''I'''lF''·''l·l·, .. :,',··lv w·'.;''''!'li<<J-.!<' !'<>t'"'"''l''l't;,," •1Ht <, 'lJ"l.'l, !lh·'''!''''rl t(< 'lt.l "-\!\... ~-"'-:-\j:· Wy :-.,~;:-;: ~ ~- ~·-'~'-'!·"-~-t-! ....._.~·-ll-.• ··.-~-~---~I'' ,_,,.~,..,. .... ~-- · ... ~~ .•. -~·: . '. .. _ -.5.L~->:• . . '\ .. h .... >..~ t . ....-. ....... ).... 1, )_ ;}. lo'._ ..• _.,. S.;._. _. V .... ~ .• "' ... 

t:Ul 

Ex. 2002-1070



{004971 

of a Kt\'l'P ch:~umd (lfK~m~r ~ektted fn.n"!l <1 salt nh~ compound (5f l:ormu.hle r .-. VlU once 

per ?4 hours in whk~l'J th~..~ rek<:ls!:.' <.{ dw w;:ti vc ingn~Jknt frurn the forrntd<Hir>n has !x~cn 

rtHX!ified \9 providt ~:oudmmus. r<.!Jta::>t:.~ i\w atlt::a:-;t l2 hr>un;, 

Ex. 2002-1071



ilf ~~ KA'l'P ehan.nd opt.~ner ~;ekt.~teti frotn a s;;dt of 11 tor:npmmd ()f ·r:nrmu!&t.~ f ·-- \liH ow.:t' 

fKr 24 hoprs in \Vhh;~h tlw .n .. ~k~l$(:~ qf the adi"Y ingrcdknt from the ((>rn:ml<~tion .h>V< bc>~.'n 

!005011 

nfa KA'IP chunnd operK~rsekcteJ fron1 u ~alt of.a tOn1r.nmnd 9f l'orrnuluel-" VlH nm:.:e . . 

Ex. 2002-1072



[005051 

[005061 

per 24 hmns in. \Nhich Uw 1<.'k~tlse of Hv .. ~ a(:tive !ng1<.~dk!'H ftom th(~ form,:i.Mh>n h~t~> been 

rnodiOcd to nwldl th~:• rnm~~rn >Ji. bg::;;;.d inli~!lin ~C(:rttl\Jn. 

[00510] 
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[005141 

[005161 

[005171 

Ex. 2002-1074



[005211 

>.:olnpt:mnt.b of Fon:ntlh\c 1 ·-- \/ Hl an;~ l\>· !brmuiatcd \vith >>dhtat or nthcr nt:tl\'t:~ that 

:.-n:~pfH\~s~;t:.~~. tht:.~ ;~clion of §:~:.u;tric lipases in <J pha:rnl.;:Hx~utk:dly acs:.:ept<lhk ftJH11libthm tbat 

[00524} 

Ex. 2002-1075



[00527] 

[00529] 

rilw,rma<.?{~Ut\caJly <Kceptiihk fl>rilU.dit!.km th11t h< i.tdmini~:tered to an (1"~/t-'r'Nt:igl:H, nbesity 

pn>nc (~f obt~i>e :>tit~_iect to indl~c~.~ V•iCighllo~s and Lt\~<~t o\w::dl_t-~l:>~odaH)J.~.-:o--rwnhid.Hie). 

[0053lJ 

ph<i.nni.tceutkatly au.:~~pH.tbk :filmlnla!.\on th~tt li\ adminic;ten~d h! an n<./r:rwdght, olx~sity 

l"'ffl'''e ;>r <)k'i<'~ s'lhi;_y't 'f> ~·v·h''"'l' ""it~i~<h' loi<'> 'l"'>l 1 n:-'at ob::'<:.ttv-<l'.sr ... ,;,~tf'(l ,,,,., .. ,~o_(l'-b'd!:l·:-~~ . • -·. l.} •. , '-'· ,. c·~·."- "-·' .._ '-·'-.} · :-..·· · ~- ,. ,\l_,. ,~,. _ · y;, ·-. ,r:: _ ~- ·- '-·'I;,: ... ~_L._" \~ ·-•'-- • •· .-._._ :_..• -':~·.._., .. - "'-·-~'--. ~' S ~ .... , .. _.,_ -~·_,d,..".,'i. '-·~ ·• 
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[00534] 

[00535] 

VHL 

r .n~•. - '\7]. p.'V~<-·•. 

Ex. 2002-1077



[00538] 

rch:;,~sc ufthe acth-'\;. mull gasrdc transillli. c;Jmpk~h::\ and for st1staln~:\J 1\~kas<:} of tlw a~;:tivc 

nver a period of 2 to l1!Hwrs. Such oh.:~ity !t(l<Hmt:nt drugs itw!ude, hut ;:.tn~ not hmHt<d 

diaht:~k~s,. rnctabolic syndn>rn"~ or an uhcshy rd<H<xl ~::om~)rhidity. Such drug:> to tr,xH tlws<:~ 

\:Hldhhms indw.k drug~ th:Jt ug()nLr.ts tht' nJ -nnntdn.·nergk n::..;;t;.~ptor; ~l:gi!nizi;:."i dw !)2 

ilnh\j.!.>ni1n< trw 113--n:~t:eptn.r; is <~ kptin <lnuh.>gue~ agnni;w~; the kpri.n lYctTior, seft:;it\>~,::;;, 

~"'~.)·(~ !·;..;::,·· ·~ t··1 '\', ., ·:<. ,;.l' c·1·' ·yl' l•.·':j.'l'·l'l .. l' ·.< (> •.. "l' '·'":: -t!.< '·) ~.:· .~., .. , .. ~ ,,.~,_ ''1. ytf'<j" 'l<'.'1J'J' '' ·.~'<· 1')'1:1"{ . .''V 1 ·.· '-y.·~~-) .·.•:~ .. ~ ••• a:; "-·'· ~.h~- ~~k{ .J 1 :\. .. J. .... ~. 3. ··-.:~~:::-;~-~:·A· . .$ •• .,.~~ ... J.,.t.._~-~J.,_.·"'+ ... '-~ .. .J;.; • .r-··~-.-.': .. :- ..__~~'· J: {··'-··- r~. .. s. .1 ..... 
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CiP/\.'1'; .mt~!.<1l.lofhif.mdn--l m1.d -U: m\'>cknt lwlix--!n~w-hd\x 2~ lk~uropepthk 'f; 

lK~t.lr<>peptidc l:'-- l. rtc~ptot; He\n\!ptptlde '':{-2 t<:;~teptnr; ncur<lp(~ptidc Y--4 nx:eptnr: 

lK~uropeptkk~ '{-5n:.~c:t:ptor; pb!<>rnin<.lgt~n ac:tivawr inhibitor-1; PPi\Rga.rnr.rw ~:o-

[005401 

Ex. 2002-1079



[00541) 

hydtubn>nlick (5 tu 40 mg}; fhlv();s;.ami:ne tnah:~aw (25 to 300 rng}, f.l~\.n)xeiine 

hj\.lnld::ha·kle (!25 to 75 nlg\ f!wYiet1ne hydnx:hlm~kk !30 tn !00 nJg}, :;ttralin<:.~ 

h yd.rodilorkk~ { 1 Q h.l JOO r:ng), mntript)"l im.~ hydn.lt.hloride f 10 tn 150 nt_[;), du.lo;o;.NhK: 

hydrud1!orkk {20 to 210 IT:g), vvnh&~xim.' hydro(:'h!oride (37;5 to 1.50 n1g1, ph;;.~ndxinc 

mg). 

Ex. 2002-1080



(4tn45 rng\ 

!.00546] 

quin~tgrH hydro;;:.h!oddc. ( HJ to 80 rug), p~~rklopti1l':.rbwn.ine (4 to B mg.), rarnipril I 1 .. 25 to 

?U mg}~ tr~:mdohl.pril (1 tq ~ m:g\ !J.:r;;i.n\.)prU so;:.!iurl.'l {.! 0 tf:> 80 mg\ moexipril 

\i) 20 mg}, nifcdipin<;.~ ( J 5 to ) 00 mg} k1<J\Jiplne {25 to 20 mg\ mn!od.ipine hesyb.te f25 

t>) 20 rng\ nkardiplnf~ ( 10 to 40 nsgL nhoJd!pim: (W k~ 80 mg)" wntt/>sin hydn~~~hlorkk~ 

JJl 

Ex. 2002-1081



!\) I 00 mg), propnmn!ol hydr<l<.::h!oridf (5 tn90 mgi, mctnprnh>l tilrlf<~h\ $Httdnatc or 

!'un~;:mH~' {!;2,5 to 2{Hl mg), nnddol (Hi tn 80 :tngt betii:;::dol hydrnth1<n1dc (5tn 20 rngJ, 

ro 10 mg}, Jo"Saxos.!H me~yhm~ (2 w S mgL pmzosin hydro~hh\ridt.~ (J to:-:; J.ng), or 

iilfuzodn hydnnJ~.lm-id.;: C5 tn 10 .mg). 

Ex. 2002-1082



[0055lj 

Ex. 2002-1083



PCT/US:W.l J/0276'!\1 

Ex. 2002-1084



[00561] 

tat ion, 

,.4.\'ikV.,. 

[00564] 

[005611 

Ex. 2002-1085



f0057ll 

[005741 

having duiructedstk peaks il\ tht.' XRPD pMR~rn substtintiaHy ~\:-; :,ihOwtl irl Fl:CL f6{a), muJ 

an NlVH\ &pt~m:um 'whstantbJly M> ~;iv>\ov'n in FlfL l7<ai. 

Ex. 2002-1086



[00533} 

~:rnbodi.rmmt::>, the chnlin,;.: :o,.alt ch<JitK: hydroxide hl ahiHJt a 45'X, snlution (r~,g., 4W:k, 

4.! 42/::h, 4y::t, 44'-~i, 45'/l::, 46W:,47W, 48'k, 41/:{,, 5{1'}) h11\,.k0FL 

f00587l 

Ex. 2002-1087



pill)TfHlrph Form B having z:haracteristk peak;,; in th>:.' XRPI) po:lJWm aJ v.ai:ut.~~; of l\.vo­

tlw~<t (Cu K , 4() kV, 40 rnA} ;~J approximatdy· BSl, ! OJ, J 1.11. l8.J, 20/i, 24 .. 1, )4.5. 

ntt>rhlditk\;, ischernk and. n.:perfush.Hl !njnry, epikP'')< ('()gnhive h:npairr11enL 

~K'hl:t_ophrenia., m<~nb,!, and Nhe1' Jhychntic <.xmditi>"CH1. 

Ex. 2002-1088



neurons. AD i~ further chamclerlzed by significant {:ogn!ti:ve <tnd rn~,~mory in:1.p1~~rn:wnt 

IJ m:nylojd phKp.>t~;) form fF)m tht.~ J) amyhid fK~ptidt, dt!Kr l-40 or ! --42 fX~pfidt\ \'i,'hich b 

rekawd fi\Hn arn yloid prt.~i:ursor ptot~in D.rllo1 . .vlng: ck~~~vag~! by gamtnu Sl':cn:.~ht:'i(~,. In 

additkm ~q fonni~jg phKp.u:.~.~. the}{ atnyl.nid peptide:;; n.w cytnloxk e.ith<:~t as the~ rnono1.1x~r 

\.\{lt'JK~r, ~!r phann<:~i:~lltkal salt thereot: lS nl)'Inuht~~d ftH· nn\.:e, lwio;:t:: or tfn1<;e per Jay 

udn1inhtr::J.Hnn fortht.~ tru.ttnwnl of f:Mthmts diagnosed <;v!th hypen:;Jl()k;;tt~rokrn.b., 

Ex. 2002-1089



Ex. 2002-1090



~Ktd fDJJl\ L Ext.~ntpl<H.y prndnch~ indude Af\·lR~ l 0 l { i gn.nn. g.>d t:~\f:' tl-:mt comai1b <H k~asl 

950 .!ng ofNhyl El-'A and is subshmtiaHy fNx~ of the ethyl t.~std:' of LHL<\) i:lrtd Epadehf.! 

tl\Xttmt:~nt \Vith a p-0~<'13 foro1uhti\)n with l:PA HI~d h.tg:ht)r an~m.mt;,; of l)H/\ ~wnen:i.ll:y 

rc:~mHs in g>\.~~lt()t !n1pnwemt~n!s lnlriglyc\.;r!zk. kvds hut al:'izi ~);,m tl;M.llt m up to a nearly 

509.' irKreaiie in LDL·C ·rhe increase in LDL·C n:~~~JHs frorn thz; mude rd· adl;;n qf 

>;ynttK;t'L~~'.d by tlw hvr·r cireu1aw prim~~rHy as a lciJrnp-om.;nl of ilpoHpi.rpn>h.~in B·· 

n.mtuih.ing: j:'.l:.mides. 'HK:-i(~ j!iH'tl!:.k'<~, \Vhk:h {U\~ atht.~J'i:\g0r\lc, <X>nlaih bf:>th tho.lt.';->tCn.ll ;.~nd 

Ex. 2002-1091



[00602] 

lJ)L·C, Twa.tnJ:ent with p~Of<.·t~ thM ls sub:'!W.nti<tHy hxt~ of DHA. qn nxlm.:>.: thi:,; 

prohkm. Ni:.vt\tthdesl\, patient~ trcM~x~ \v.Hh ~~ P"OMJ {hat is sub~tanUaUy fr<:.'\~ !:'If DHA 

rnuy h.t1J to reo:.u:h their triglyceride gmd due tn HK~ir rH(i(k'nHc t.~!Te.:::ts 011 redw.:.:ing 

triglyet.'rli:.k: k\·i.~h. ln thes\.' in~tancn:, such patknts nwy berK'fit fnn:n CIH~dminhtration 

{00603J 

emtlplewwnti:i.ry·i':'ff(x:ts. Howev;'n:, S(l.fHt) tirng cz)trd:"linadons donN provide an add.itlve 

irnpnrvtm~nt in !rigl.:llG:~ride Jtvds, 

[00605] 

~::.OJ1lhllintion f;-)1' Jm.\'uing tdg:lyccrkks i.> a K,-;,rp t.d1<tn~nd <1gonlst, e ... g, dia;x\xkk or a salt 
. . 

Ex. 2002-1092



]"'n,Mmtmt (~f h)'JWrlrlgly~;eridemk tmtknts by (~oadmhdstrnHon of ft\llnfibmk~ ~md 

diat-(Jxkh.• dwUne 

ft'.m:.:h thdr niglycerkh'i gO;il \Vith <lfiinglc ag;;~n! (LlL typkul.iy patk~ntB ~vith drtub1ing. 

tdi;tiyt~~tkks <ll di;:tgnn;;;i-,; <)f 5\JO rn:gALL or high~:;r, \-<uch <J;;; lOOn mgA:tL or high<:~r), it may 

f00608J 

(~:->tent qf trd~ronl1.mkm <.)f the J.ibraw, {h(~ ex:;:,:ipknts u?std h1lh(~ h>ntmla.tinn ;md tht~ 

doii~lg~) fornL ·rh;,~ 1dhpix(i)) pn.1du:;:.:t, tlJe k~;Kllng hranr.k:d i't:twfibtat~,;; pr<)dl.H.:t., rn<lkes u:1>~:: 

rilanuf1Ktm'cd in 3 ~:)t !l1<)ft~ dr:.~c "llt~nglhs. fkp{'nding on HK>prod~,.a::;t, lhe~e rrmy lndndt 

;:;n '''l<~ !flfl:n>n ,,,.l;::j ·:·;;;q l''qn '~~-) """' j{1 r)jn "'l)d .!· -:~n ,,.,,.,,. 4· ·\ ,,,,., nn·,.l''~ ·:>~l'll·~:;;·l-l''" ,,, .. t:,! ., '-• H· :~::- .$_ ,,. •.•· 0.~·~~: ·'""~ >,;.) • .... :--·".,. ·.·.U;;:::.·:o ~~· ~-U.;:'::~ '-• ~ '· K:: ~ -....: . ,,•· .. • ).;~·>..~:-v · ... ' ).;~;i.~;~ ./'>.., ~- )~-~ :\.~-!i. ~ · ·-"~·· .d~~-_,. -... ..... ~:~ ~ 

Ex. 2002-1093



hnlh alumlmJxn <U)d om~ or m:ore lay·~~r:;; of either P\·'C or nylorL ExmYlfiLH)' titration kit" 

nwy i..\'>Hiuin frt.>!Yl 7 hU;,;ier:'>, \V.tWre hntb drug pn.liJUC'(:'> <).!\~ in HK S~Hl1t) h!\stl'.~r l±nd tl\n:Hi:on 

v,dlh Hwt thYK\ 'I11e t.,l\fl\.Tcnt Jose ~lrellgllm of l~~u::h dn1~; pmdw;J may lw uniqudy 

h:.k•ntifiz~>,l. *iS to (Jo;o.{:~ dUwr hy ¢<:ilor, <:.itnlbhwthm of<:.~<.)J\}l\'> forth::: o;.~ap<'iuk product, 

<::uHic.i.::nt drng ptndt.Ktf~w 7 day:'> and HK' kit rnny contain one or rnon' 'Nf('ki.Y curd~, ·nK: 

s:.:<lttls n1;1y he idenlil::;1i or tnay dHicr and he idemifk~d m; f{l dose :;;trougth ofdtch prcdm:t 

Ex. 2002-1094



by ne:w .blood •Nilh h>wcr TG ('OH<:.:t'.ntriitkm$, Hn\.vz~vec mJi.:k~r r:irCl..Hl1Btant.:es \\tlK~r;;.~ 

hz:rmtk TG biosyntlw~i!'\ and scci'l~tkm h rmu~krdly ele<,:;iW(L th~~se appro::H.:lw~> klvt:' 

Ex. 2002-1095



f00t~l7J 

nrder to p>'oted ti§SlK~:> in Al' patit~nts \vhh ekvmed 1'(! j}um lst'h~.:~rnk. injury and 

l:'P""l"'''.;,. it 1'·~ <)n~.;;·l· 1)lc" <·;) ..,,)J•:Il·<1it•<.::,..'w l''l'·n(il'"'l'd\! ·:•l·,d· ,·j·~,, .. ,,,.,y~,:i,, <)<· ., "'"'' t·l'"l'"'i' 'i''l"' )....,.,, •• 1{ .• • ~' ·:1~· ~ ·,.. ·:- · ~ .-..• ~····, ~ .~· t'\.~ ~-v · ~"~ x~··'-· ( ~ .. ~ ~~·>; S.. "' ·.··,.ow..~~~..... ,.._._ > ·~ ..$'-~:~-~~ .• • .~;")..~....._ .. ...,... ~':f... ~~ , ....... ~~ ~- -~'< ......_.,, j, ~· ·". >.· .:. "-' 

Ex. 2002-1096



[00618j 

rH:l!>pitaHzecL /\lterna.ti.vdy, tky mi:\y tcce!ve a Kxn• c.twm:1el agnni~t de;,;cr!btd l:wreb: 

ntaUy ~.m ~i dJr\•nic b<bi:" for <l& i<mg H:'> they havt ri.sk of rc<:nrrt~lKt nf AL Ornl 

nf the chronk conditkrn. Fnr s.~;:,; arnr:ik, trdttms.;n h: tn r.t.:ducs.:. vcrv hj d~ tl'i ~u vceddes ate • ' ' • • • • • • ' • • • • • • • _>,: • • • • • • • • • • .~· • ,__. • • ..... ... .. 

Ex. 2002-1097



;tl1d in:,;tructl\.m:'i for the <~dminl~tnrthm of dKh drug. Jn thi~ klt, the Ki;:T:;:; d:J~mnd agnnh;t 

mny he ~t K-i\Tl' Gh;,mnd ~~ifnnh;t ui· h)nnuhK? 1-lV, or a salt thi;_weoL Fi:n z~:t<Mnph\ the K-\Tt> 

d!<tiHK~l <igmlht nru:.l.HK'· <mwga<> hHty ~h~cid,b:;H>f.d drug may b'dnduded as seJ,Mrall:~ 

i\lmmhltkn\s, AJh.TmH:fvely, lht• Kxn:· chanm:J ~tgonist ar~d m'nega-3 f~my <'1-cid-l"ms{xl drng 

Ex. 2002-1098



50n"l~~ t~x.ampl;}s, the dh!nixkk~ >.:'h{>Hnf: may h"~ !n a C(mtr£>lk:d, dd<lc:)'l~d, \X SH'\tained 

tclt:'a,~c J(Jl'tntdnti(m. ln $onw e::o;,.nmplc$, thl~ KAu' tJHUlnl~lagonist and tht nhK:in fir ana.kg 

therO:.(>f tnHy bi;: hu::hd(:J W> ;.;c:patt.!k fonrruhtion::;:. A!Jernativt'ly, the K"'n- ~lHmnt:l 

EXA.\·lPLES 

ftW625] 

Ex. 2002-1099



t\·1\t.:rop;.u:tis:.:k::; .nf bet\VcX~I1 100 and 500 mkl'fHl~ in d.ian:wter Uliltuinin~~ dlmH,l:;tidt~ salt or (1' . -

). L i'\tnnulation nf a tnhltH.~ fonn 'l.tf dhw;oxid~} or a dedvathl1 for 

t'nntroHtd rdt'~)St 

(D~)\\i t-A:;:.~tl:wct-~1 K4\-t Pl mt.' r>as}K~d thnn1g.h an AS'l't\>180 mt.'i::.b sk\ie, /\ mixturt: ~~ 

filrmecl fll:iJ:l\ l p:an d.iatox :ide :call or a dl'ri viittvl~ thetenf tn <+ . p~lth .h ydrox yp ropy 1 

Ex. 2002-1100



J,.2, .Fotmuhttkrn of a ton:rpn;~!iilnn t.!-lbJHeti ff.~rm. of dJaloxMt~ or a dt~dv~tH"<'I'c' 

tlH.•t~~)f thnt pn:wid~"'S f(H' COlltl:'()lfc{l n~k:H$(', 

\Veighl hydroxypnlp)'ll'!k~thykelhllO;,;t~ (flO\'\' rV!NhrK:d K 1001,\l P) and 20-40•X \Vdght 

jl'"~'-~,,·lrnhlc j'xCl><<;(' 'The rplxt:'f'~ ;~ >:<i'''''"ll'=t'i{'fl <;tjf!1 fhe •>J.J!•).•i>) of '-V<ltC"' T!>i,,' >!>'-trn1h1<~iJ J: •• ~.·+·b.~.~t··~- -.·.- .. b.~.~:~·-·.·~ .,._.,,_ .... ~·-··- .. -;,'>."'..·. -~- ~.,_.u_~~.\-.L_~- .t..: ~"-·· ---~- ,.u_ .... ,~._...._ \·~-- ·_. ~ "'- ~ _ ~,- ~---~ . .-.~~-~ ~"" ."--. ,....__ :• 

rnhw.r~~ .is \Vt~t rn.llkd ~mct tht~n dried L2 huu.n; at l H.l''C, Tl1::~ dtk~d rn.lxhm:.~ i.<l dry rnJlled. 

Ft>UO\Ving m.llling., 259 \Vdg:ht dhy!.cdluhiS(~ n~~~~in iii ai.kkd {l)o>v t::thn,,d l(ifP or 

J,J, Fotltndntion of.~ t.11utpressJou t.'tmt«t tablet~d fonn of dia:toxkle o~' a 

{h.~ri,,atln• therb:~f that pro·~~~d(~S for ~mttoUi~d rd~'aM~, 

[0063fl 'Hlt~ (:r>re ud:dd. iii fonrwbHxJ by mi;;:ing eit!wi' i.OO mg of.;Jl;ttn"Kide ~<~h or a 

dodv..:nlve t}wre\)f v.dth l 0 1ng nfethykt•Hnkse (J:h.i\'>" Ethoed lHFP}, ~lt hy ~.nixing: 75 mg 

Ex. 2002-1101



(2003))~ 

[006321 

'l»'""' !'''·.··~ .. '('~..;,., X:t ·)· 4: .. ,~ ~ ... '\ '1'"~:-. ") .. ""1;: ".;.•'-~"t' ""() :t) ~_;::., • .. ~·:<; l-..~)·· ..... ~·:{ th·i"·'-H {) !1 ·~ .. , .. , ~"\"'l ~ ~ .:., .·. ·~'>,·; fP"" ·:-.. •j- \i-·~ ~~ 1...,. .~ .. .- fl·~-4: ·-s} 
l:.;.<H>. },)! ,,\tJ!i<h l.t.;!h, .b!C .h L<n>l>.,- "' <lS }<>-·3(\>.-\~ hd.·<>.;:>- "· '-·V' .<> ,l>. t.·<.,j,.li/t.lU,J '>' >-<·1> '~ .. ,;, ~>;,_ 

scl'c,~.n, St.JH<,~rc·t:Sgcd paddle, :and 0. l75'' ~paet}f. To thi>< ndl1cd fHixtU!\~ in a 8·qt V .. shtl! 

><cn>.Gn \.Vilh bk)ntling .f\!r about W min. ·ro this mi:~n:.::.re \-v.as ;:!ddcd PEO N750 iHldPEO 

303" \Nhkh had he,;:m p~to;~ed thro'!:;gh n #20 mt:'ih hand s~n~i:.'W, ~;viih bk~nding fCH· ;:ihont W 

Ex. 2002-1102



! Kdhthm SR JOOJ) I 
:~,~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~..:~~~~~~~,~~~~~~,,~,~~~'''~'''''''''''''''''''''''' '''''''''''''''''''''''''''''''''''''''''''''''''''''''''''--t 

! FEO NSOJ 2SOO ! 

~~ 
TOTAL \VEIOHT 250.0 I 

----;-----------------------------T--~);~---:--~:~-:--~~-:--::~~~--~~~-~----~:----------r::;~:;--~-~--------------------------------------------~ 
h, i LHL .. t.>,,.,~•'-· Chud)\... , ..:..,.,.!} i 

' ! rvldhtx.:.tJ KJ 00.1\.1 2:37 3 ! 
•"'·······························'[·'--·····'------'·····'··'····'··--··'······"----------' ·'·····--··--------------------------------------------'·'·! 

i ~:;"1"····•"''.1'""''"" ·~;;,· OP i t L,o ')..,l)·~ ... ~r>~"'~'~-- ·~·~'·' .. ·' : 

! Cah--n .. ~~i1 1.75 
""""""""""""""""'·+"""""""""""""'"""""""""""""'·"--"·''"·""""""""""""""""""""""""""""'·'~ 

! T(Yf/\L \iV!Jfiln· 350.0 ! 

! PEO N-103 35.0 I 
.................................... ..(.···············"'········································· ·······················································'"··~ 

'·""""""""""""""""·JJ.~:~-~~:~~~E~~~:.~-"""""""""""'"·'~-:?.~:L""""""""""""""""""'·'j iP~ 1~ ! 

................................ j .. E~.~~~:~~.!:: .. ~~!::~~L~!~~:E ........ ~ .. -~;£~~-! ......................................... .J 
! 

"i~}-~"""""""w'''''''''--T·i~}i:;:::;~;i;i~;''{:~i\i:i'i;~;;··'·W'--'"·:Ji~S-f:;"""W··················"'w··"'w·"--'1 

I .tvfet.hncd K.l om..<! i75J I 
····································{·························································· ···························································-t 

! Fn)'~iYn 1·'~-e'" 91 ·m ! 
""'""""""""""""""".1----~: .... :~--~-:-~~~~:--~.:~~:: _____________ " _____________ ~ __ :_:~::~~:""""'""""""""""""""""'"~ 

·! ~~J.·:-.,'1'~' '}~~, P"') s .. =v-) --:··>}:.:·~ ··i -~·n ! t tii.• .ot:S.~!>~-:t,-.. ;o..-~.~L~ '· l.t-~tJc'~-t-1>..- ... -.. ~· ~:· ! 

' ' 
[~.. [ f)L:.t:t..\)Xh:lc . .(~holint~ 72:5.f} ! 

------.-----.-.---------------------.-.--<----.,--------------.-------------------------------.-.---------------------.---------------------------------------------< 
1 PEO N750 NF ws.n I 

! PEO N303· NF 51.5{) i 
-----------------------------------+---------------------------------------------------------,-,--------------------------------------------------------~ 

! f::i.m:.:omptt.~~B )1(!.6 ! ................................... l.t;~;;~;---.......................................... i.5Ti ............................................... l 
................................. J .. :£QI~~!::~.}:~~!.~:!1:~.!E!~ ......... J.::::~~!.:L ......................................... ..l 

Ex. 2002-1103



---------------.--------.------.-----~]------------------.-----------------.-.-----------------------r·---.----------.-------:-------------------------------------1 
~< . . . 8, ~, .. l1'>-il'"n·£,'rYn;>~l]' Am(Hlfll IWr h~bld i 
3 .. l)fUltl8<hUJll l<·"._._,l.,.l-:.u,~.~,.<'l.. i \ i 

~tll~b i 

'l.. ! 1-,: ......... ~-~-:~--(-'h-·~n ·o; ··t·"·<:!~.i 
L .• i )ldJA).\{Hl~ ·._.-l-.,~.>ul1l- , -~··"'' ,. , 

~~~································~t···_···::.··."·····:·~-=~.·······:··::···················· ~--~···.·~·:···.·;············································i 
! PEO?<<';~)I}N!' HJ.).!! ! 

-----------------------------------t--------------------------------------------------------------------------------------------------------------------~ 

! PE:() N303 Nf·: 35.01 I 

! Pt~J\' 350 I 
.V<<<•V<<<<<<<<<<<<<<<---W<<<<·----r--~i:{~):i~\i"\\;·~~i(<i1i1~~--VW<.V<. -~~5~i•1•"W<<<<<<<<<<<<<<<<<<<<<<<<<<<<<<<<<<<•V•V-~ 

i: TL'i~;~;w~z;;;;;u;;;; T2<iiiii I 
'"""""""""""""""'"i""""""'""""""'""'""""""""""""''l"""""""""""""""""""""""""""""''i 

i fvlNh>!t'x~i KWO.M _ 240.0 '! 

Ex. 2002-1104



·.-.-.-.-.----.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.----.-.-.--.-.--.-.-.-.----.-.-.-.-.-.-.-.-.-.--.-.-.-.-.-.-.-.-.-.-.-.----.-.-.-.-.-.--.-.-.-.-.-------.-.-.---.--.--.-.--.-.-.--.-.-.-.-.-.-.-.-.-.---.---.-.---.-.---.--.-.--.--.---.-.-.--.------.-----.... 
Am(Hml rwr h~bld ! 
itU<F\ - ! 
-~ ~J • 

!NGREDlKNT 

! Cil:HH>il t .. 7:5 I 
......................................................................................................... "{'-............................................................................................................................................................................................................................................................................................................................................................ "'t 

i TOT,\1 '\'Flf'lJT -~"'"4 i ------------------------------------L-~----~~-~-::.~-~-:~-~------: ____ ~:___________________ __:::::::::: _______________________________________________ ! 

·-<~-:-------------------------+<l-}!}~~);:~:;:t~1£;~;;:E~~: _________ jl ~~~~ i 
"-~~~~~~-+~~·~L~. ~·· m'rm• 

0

" •• ·' •• .~~ •• 

0 

•• : 

;·· ' '! 
i PFO N·vr; NF r··q ·«· i 

~----~--~~~~-~~-· .v.:: .• ..'-.: ....... • ......... ~ -~·. •. -"·"'-"'-•' ··~~' ~ 

------------------------------------1-~!~~~;~:~~~i~~~;~~~~--------------------IE~~::L _______________________________________ ~l 
! Pnt\· I:UO ! .................................... r ... ::·:···:······· ........................................ ···.-.;··:;-·~ ................................................. ! 
i Ltl~ ~,Jl i 

"""'""""""""""""""t(~:~:~i;·:·;;·:·;;~i""""""""""""""""'" -~~-:'i'5""""'""""""""""""""""""""i 

................................. J..:.~~~~~:~~~~~L.2~~!~~£!~~~!~!-~--.. ·----·----~3:~~~~:~ ____ ..... ________________________________ . .J 
! 

K". ! l)htl.J:>:\kk> Choline 290.0 ! 
...... - .... -~ ......... ~.f~·········· .. ········ ............................................ ~ .................................................. ! 

! PBJ N75(! NF 2:49.0 ! ..................... ·-------------t·--~~·::·7:--·1\i·~~~·:::~~ .. -:·~:: .. ·----.. ---------· --.. -~ .. · .. ·--·-------------------------------------·---·j 
t t l:J} t- _:<~0 ~) NJ.. 1.24~ 5 ! 
t t~. ··~ ')',--· ... ,_ ··>_,: • .;_· i -~:~r n i : Ll1hA ... OJ.k,,_, '··' > "·' , 

····································i····,························································ ···:;··~~··:~··:·············································i 
i Pruv -!t3l} ! ................................... j':i~:;~:-............................................... i'{~:t:~ ............................................... l 
! c~~h~<.Hdl 4. L5 ! 

~---~-~! 'fOT\I \VF1CHT 830.0 I t . ·' . ·l . • .~' . • -·· : -. > . . .· ~ 

-•w~--~~~~~~~~~~~~~~ .... ~~~~~~""'"""~""'··'~"""·w~.w .. v.w~.w.v~ .. •~··'""'"""""'"·' w ... w~~~~--•~"""""~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~""'·'·l 

t ,.-.• 

! Ltnl.::ompn:.~s~-> ll ! .4 . 
·····································~························································" ···········'-················································: 

! Pruv 350 ! 
'"""""""""""""""""'l"i~;]'~"""""""""""""""""""""'" ·:3-:5·(:1"'"""""""""""""""""""'"'"1 

: ~ 
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·.-.·.·.·.·····.•.•.•.•.•.•.•.•.•.•.•.•.•.•.•.•.•.•.·.····.·.·.··.·.···.·.·.····.·.·.·.·.·.·.·.·.·.··.·.·.·.·.·.·.·.·.·.·.·.····.·.·.·.·.·.··.·.·.·.·.·······.·.·.·-·.··.··.·.·.··.·.··.·.·.·.·.·.·.·.-.·.·.··.·.·.·.·.·.··.·.··-.··.-.··.·-.···.·-·,········.·-···-... 

FormuhHkm lNGREDlRNT Am(nu:d f~tr tah!~'t ! 
hug} - ! 

I Cz,floi"zhi "iFen1~t' I 
I di~~~k~~··:Ni~ ' ,, ,_,' 6 I 

""""""""""'""""'"'"+"""'"""'""""""""'""'""""'""""'" """""""""""""""""""""""""""'"'~ 
! 1\·l·'<\fl(~-:;;:;:wn <;h:>!Y.<J.it' ! I Ni'~<>' ' "·"> •. '. . 12 I 

···································r·:i:6i-~\i:·-,\;1-ii~:-;iTi:··········· --f~~:j~:j················································-1 

''':"'''':":":":"''''':":":":"'''''''''''''''''':":":":":":":":":":":":":"'''''''':":":"'''''':"''':":":":":":":":"'"V'':"''':"'':":":"':":"'''''''''''':":"'':":":":"''''':"'':-:-''''''':"''''''''''''''''':":":""""""":""":":":""""":":""""":""""""":":""""""":":""":":""""""""""""":":":""'"'"'"""""""""'"'''': 

I 5.c . , , t/P d 11 ,rs . . " ,IS , . 1 -~ APlloadNV;\Pl n~cnvt;<rt'd I Pnrtkle shw~ I l '- rct.l . a .{ {,>, pat~l 'pt.~ ! {g) ! nun} i 
~,,, ........ , .................... ,,,,,, .......... ,,,,,,,,,,,.,,. .. ,,,,,,,, .......... ,,,,,, ........................ ,,,,,,+,_,, ............ ~ ...... ~ .. ~~~~~~ ...... ~~~~································, .......... ~~~ .. ,J-.,~~~ .. ~~ ........ ,~~~~ .......... ~~~~ .............. ~~~~~~~~~~ .... ~.'~l: 

~ Ul8RhK)'tl<:tl-e/0.2(HY'/$(VK ~ 50J)l)6.5 r ~-100-200 i 
t ~ ~ : 

~ r ·~· .. ·' ··l r ··: ... > .. -:... r\ -~) ~· .~ :>;-~ ~.---r,:f;t · \ , .. ~-~~:~- · ) l J.,AR.:-,q<h<l•.,!,_,~un ,8,; -·~- 50J}t42.0 ---Jun-~,s:u 
t . 

50.0/42J) 

Ex. 2002-1106



ts.~phtt.ed \Vith 25t}~ hydroxypropylmethy1 cdluh.1~t {llr'tvl() ~i..nd mkrf1ctystallb1t 

c;dlol<>S!} ·was <td<.kd. I\m1>UtlHf>l1 0 \Vl:!:-" ~mtHar t:o N, bnt n;,;cd. <~ d!fh.~i'ent type of lTP.\M·~ 

and dropped Hkt~ :-Jun .. ~h. In: fnrrnuhninn P, kss HF:\>'!C ~tnd nwrc rnkrocry:>ta!Jini.~ stan.'h 

throrigh the #40 me1>h Wf~re pH<;.;;;.:;~d through tht~ c;wopacdor ~.<:ph:t .Pri!pedy sized grmnll~~s 

'"!·•·•'·' ,,., 1l''1' ·'-·>l''p·x·'~·.>:·j '''~'!' l'l'l·l· F .,y th ., .,.,1, <'''''''- : .. , . .,1· ·t·,.,.,,.,,! ., ··>>w'' l'>l'"'' ·~ ., :) .;·., •· <:1'•'·' ·•· "1l't"''"'~ ~l:: ':.A\..· -~ l_J~ "-~ · ~;.),_, ~1 .. {,.,.t:·'!':t.:A . .:_. •a:~<..t 1: .. -t. ~ td ,._t:..~t--1~. l::~~:hl.:.:-·._,_tl-.,:..~.L ~ ~-U:S-~' J:.> {~~-~1'.,_~ L .h:._.t~~.)l~:_.t._~ HJ.~ ~tht.-(.;: .. H _ H.-t·'-~y..._, 

Ex. 2002-1107



~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~v-LLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLL 

lNGREn mN T L!L:~~~~~!-~-~:~'~:~~:!_~!~--~-~~~!,.~~-~----------------1-------------------------,-----------------il\4 N 0 P ~Q 

!)b.:r.nxide ChdilK) i 34.94 34.90 34.90 3<L90 l ·i4 <~n 
~~~~~~ ..................................... ···"·················;,t·'l,,,·, ............................ · ••'-'-••. ·····""·············· ·......................... . ........................... l.~i •. 't,[:~,: ... ·_:_:. ~·---~~·~-~·~·-·········· 
.Polydhyimw ()xid>.', 17 ,{)0 
N750 

25.00 

Avkc1 PHlOl HLOO lJ.50 l9.5U 119.50 
--~:'""""""""""""""""""'"""""""""""t"'"""""""""""'" """'"'"""""""'" "'""""""""'"" '""'""""""'""""t---------~~:~------------
l:.rncnrnprc~x ! ··· 24,60 24.60 24,()0 i 24.lAl 
"""""""""'""""""""""""""""""""""jL::·:~--::""""""""' '""""""""""""" "'"""""""""" "'""""""""""'"'t';--;::::·l, ......... , .. ,,,,,,,,,,,,,,,,, .. 
'Tiilc, lJSP 

1 
, __ )1, 2.00 2.00 2.00 t ~.,.!\.. 

~~:=~ l\·.l<~<".lk'>WHJ St<,:.,lJ\'t'- , , .... h! ->,-q'·' l···· .. , ,.J.t : ,),,}U 

~-~~ .. -· .. ".) -~~--------------·'! ,·~ ··~·· . 11 ~n· r,--;;·;~---------,t. ··.·,·1· t·~l·--.-,.,-.. ~~~{ 
C~hb.r',ll M,J i l ... ll! >!-~· ,, l L~ .. ' I u .. t i 1. ,,_!l) 

----------------------------------------------------------------+---------------·-----------< ---------------------------r------·----------------·t------------------------+-----------·---·---------< 
~~~otaf 1 wo.n woJl Joo.n_cmLo 1 HlKO 
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l 
j.l"fd}'l~lh;ykn<; Ch;id<:\ 303 
l 

~ :! ! 
l Mct!'H~c<:~l /\!5 i ... I .. 
~"'~~"'~"'"'''~~"''''~'~''~"'''''~"'"'"'"'~'''"'''''''"'''''''''''''''~~~'''''"t~~''''~~~~~~~~~'''''"'"'"'"''"''" '~"''''''''''''''''''"'"'''''"'~""'"''''''''"'"''''''''''''">j 
ll\.:ktb(lQ(~r Kl oo~i~ ! .. · .. I. ~ 
F~ .. ~<~~ ..... < .. «~ ........ ~:<~:.::.:«: ...................... +-.............. -.--·----·' ·< .................. -----·+---................... i 
l l\.v~~e.l I·H ! ~ r l 1 - 1 - i ! ·.. . ·~ .. -. . .. \. :' { ! ~ 

I Etncqrnprc;;;s 

l 

l $\~ux::h >1 500 
l 

l l 1¥1\tg.tt~~~iu:rrt Ste~frul~~ 

l 

f 'l\1t~ll 
l 
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T~lhh.• 4, Uissoh..1H~n $tudy f6r f:m·m.utaihms nf: dh"te~~J.!dd{• dt~JHne salt f~~nitks ~:rt: % 

~i:!s~vl v~~d diaz·oxl.drJ 

I 
' 

I 
l 

l) ;\ OJ! 45 l 7Ji .l .l n !.9.1 2 .. ::H? 31 :•'X 

l ·" ·-~ I 

r h 2;9 36 ~+4- I 54 .... 

t 
I 

G b 

I i 
:10 39 5(~ 

I 

.{)7 

lJ h J.f} 75 :91 UTI 

T h 25 37 48 , •...• y 

)/ 

J b I 34 53 7:6 l 104 

K b r :15 43 

I 
f4 

I 
94 

24 4 ! ... ~.~). 
92~ {).{. 

:: I 

I 
. ~ 

1 
I r h 0 l 6 32: ··;~··~-~ l(ll ·.<· I 

~ 
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T~thl{' 4.J l)l$~ohH.k~tl e~t Coakxll'abJH;; Fnnnubd~J:ll:~ at 7%; ~ S (~; ~ tnl.d 3 ~J¥.> 

OH~r.co<=:diug 

[~~:.~~~~~~~~~:~~~.~.~,~7~~~~~~~~~~~~~~~~~~~~~:! ~~:.~~~~~~~~~~~~~~~~~~~ l:~~~'''''''''''''''''~'.l 

llUH(:' 1h) jR {~::(.; lS 5% jl 3% !'· 

k: ::..~ fn =f . .1.·.1 i\;l H 

!4 
----~---

!iJ 

b4 !f.d jn !Xi 
t .. ,,,,,,,,,,,,,,,,,,,,,l,..,.,·,·,·,, •••• ·•·•· ••••••• ~J ••••.•••••••••••••••••.• l ...................... J: 
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T~lhk S, flis..l'{o1utjrJn profile of 100 mg l!rvglyt~nt@ {rap~~d§.~} and dh~zoxide clwU.ne 

sult{hlht~~n 

I 
I 
I 

! Thtn~ (hd 
\ ' ,· '.· 
I 
I 

i fl{l tng ~'~pt:<n:k~ 
Pl·ogly(('m(E.\ 

I Zt!Q mg l$hkt 
! d.htw:;s.id(• thnHm, 

! 6 j39 
~ t'.~~~~~~~-

1-w:.:~"""""""W<«•"""+'<~~=:»W<<<<<<<<<<<<<<<<<<<-»»»»W.vl"~=-w<<-»»W<<<<<<<<<<<<<<-»»»»»W·Vl-~~~»»»VW<<<<<<<<<<<<<<<<<<<<<<<<<<<<<<·>-i 
I 14 : q~ I SB I no : 
~ i.?~ l !-·~--~ J 

di~r.(:u>;.ld.::: <:.\!rnJ.l(HK~nt \>f Pr\.lglyi:{.~rr!\'~!ls n;.VlV,~n,-J in di~;:;,nlw:th~n lr;:.lHI:•r <01:1h~~r 3'Jtc ln 

.q.onttust, the 50 and 200-rng t:Jhld~ dt:::scrU:u:xi in ·rahk 5 diBsolvtd <*t kvi:~L \.lf 2.'Ft arKl 

Ex. 2002-1112



! ~.~- - - -- ~~----~ .. --~~-.-.·-~-~--_ia.·,---~--.. -.•. -----~i_,~-~-i\~ .. -~.:tt~~:~,------------,---~--~;~~:~-~~;------··· 
£:%tip:i'*-'nl ,· , Rll SO ('C 

i : ···~, ~YI, \~ ·' i - · · .· . M~ .. ,f. ·\ 
: : ' (.'' ... . <' ) : ·.:t. t'-"-' \\• ( 
1-T~'c::i:i~~;;:~:r;:;~;~;\:r;;;~:·;ti;;r:::;:w;~l;~~·:: .................... ; .. (}g"g ................ f--~i~~\1:i·1L~ ................... h~r;.;·----·--: ........... , 
lJI'ii;.;l~ZL~------~ ,. -~~--~-----~~------~-----~---------~----J-~~~--------~J ... ~~---------------------....i--~~~: ........... ~~---· 
i ! h,.-J•\1 K vpr-o<r•,'k{~ll H h~;e [ llPC'\ i !0:; l i 97 4 : l nn 8 

~~;;;;~:~;;;:,::;~;;:;' , , 1 ;~:1: r!iJ2ii tiji)j 

, .. 0~~~~~~~~;;:1!!:!·\~:~~t;~:~·J£:~~:-::: .. ,:T:--·.::?~'t:·~·.-;·~;·;-~-_.· .. hMi3~;2.. .......... tJt~IL~ .......................... t·i\i:·I~ ................. .. 
:. t<}lh\.lx~.\fll.t .• \!~.~;.Hl..<lu~'-· N~!,'-.l\-K N.,n: .. •'V'~ 'lt!.v : o .. ) l 

Kd.lldonSH. 

!• 99,~) 

, Llh.t.:.;l~. c.tl.,..wn.l t •.• t ..... fhd.~. , .. i:>J. i , !t.,..._,_i , lt .... ,,~ 
l Sod!r~-n S1\~·ltvlf'1:i'lt't;u{~ · · i 9~ {l i l frl l : Hn 7 
(--~~-~~::;~'::·:~'::(·::-:::.:.~"::;:':·:::-:~::: .. ::: ... , ...................................... (:;+;y---, ............. t .. :l'·:.~-:l·:.:i""""""""""""'t"i):(;:::;: .................. l' 
L..'::~~t~;~11.;_~±~~:.._0hc.,l.Lctk . : .mJJ i . t "~ ~ ·'''") 
i Cq!Iddal S\lic(_)n J)it>xhk (C<lt>~<)~::;H) . 99.0 . 99A i 1045 l 
l"K~-;~·;:;;~~;~~;~t:;Fi·i;~:·{'~Xi-~~1~~:;::"'····--·--------·----··---------r·~-;i; .. f ............ Ti:)·~:·i; ............................ T'TN7 .. T!: ................ ! 
[t:~d(:~e~:ll'm'nhyd.ra~:c''''~ ';J~l:s . s~~;:z i j(;.1:{; l 
!,•. i='~····~.tl .. 1··.·,n_··.·.il .. l,· . .i·l_•• .•.. , ...... ,, .·, ... ~- i HL7 9~LJ i_l:-l~: .,..1~,:".,..)~~~--...j 

l l ~ x i \' )· t : ·N·'j \ ·nn (\ t.i ~)9 .. 4· t :.··~.;-l-.0·.' }~-\.~-·. __ .ex;- :~h L:~-~:.?.r.;...... __ .....i... __ ;·~---~~--~·-· ~~~~~-'-:.........:.........~~~..........J. 
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r··~~:.~:~:~:~:~:.~~~:~~:······················'T·~\;·;.;·;~·~:-·:.·,:;:i:::;~·-·····'''"'''····:;:-~\,:i:;·;::··;::·~.~;~:-:.--~~~~"----~---···:·r-~\;:;.;·;~;··~:i·:;·;::--·················· 

~ .. ····':~:~~ Di~;snl~d~itl {9t}: ! 

3. hr 1 .?4 10 I 10 

6 hr ,:14 r 221
1 

21 

Gk ~ ~ -~ 
i i 

~~ jw oo 1~ 
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~;).~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~· 

95.9 100.3 
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r .................................................... j .. 1;~;~i:~1~ ................................... r1--~-~~-;~-;~-~i·~--------------------·----------r~~--;~~~~~~it·~~-------------------------·--· 
.................................................... T .................................................... .,. .................................................... -1-.................................................. .. 

lJissohrtl\m (9:); 

3·1lr 34 ~[5 1:~ 

6· ht 53 .;11 30 

u~ Th ~ 

-);:j. ~'-··· I W4 Jill 1\)r-:i 
.. :~~~.~~:~ ....................................... l ..... ~.~ ............................................... .t ... :.:~ .. ~~ .......................................... l .... ~ .. :~~ ............................................ .. 

Appew·a.ncc ! \Vhhe l<~bkt:-> ! \Vhin:.~ w.blvn: 1 \Vhlw tablets 
'---~ ................................................ t .. ~~-:--~------------------------.... .-............. ; ..................................................... t---~-~--~---~----------------------................ .. 
i\~::mv t' 1 ~i'S:9 i 99/) 1 HHU! ,. \ i . . : i .... 

Hl4 

3.5, /\ enntn~Ued rd~·ase d.os.1.gf forn:~ of diaznxidt• Hr a d*-•rhativ(~ H'Mwt.•of' 

using an osmntkaUy t~JnthoU~>d r~~tt-a~~>:systt'!n, 

lVkti~t.·::sysH.~rn .. ln gt.~nonJ.i~ t\\'O t:<:lmponttn;;;., and an 0XJHUKhthk h}'*.l!:\~f\~t that drivt~s 

n::Ok<'l.\C of t!K ;~dh-·~~ drug ls M~J'\ernhkd with di~t.::\rt:kk~ ~nh ~'if ;tdz~dvi\tive tlwrt~Qf bto a 

SCi'ntpttnYi.k~Hbk hiku'nh'rak ::;lkm. Upl'ill ;~ssen1hly a hok is dl!lkd in the ~hen to n:\CiHlak~ 

~~IraN~ of<~~~tiv'(~ upon hydratkHJ iJftht hydrug\.d, 

Ex. 2002-1115



COllllX~:>:i ti ot1 , ~H't: tompn~s ~K\J irlli> hi t1rninak~ t~:.bk(h, Fir !it tl'H~ di Hlf!>;kk · salJ nr a 

dtWivafh-'(' th.:.x(~rJf (:r1mpos.iti(w i.tdded n:nd iiltnped. 'fht' hydrngd tqmpn:;dlion i~ Jl:Wll 

<l.J.d<,\l ;:tr~d th;; tmn in::u:: <:J.rc ~:'irct~ed urtt.k'-r ·U: plt~idtt.rc: ht:~ad of 2 · tnn~i .imn ;J cnntn<::Jlng 

Ex. 2002-1116



tnL nf l.M N;:.~on (i.rnohu' "-\Jlil\alenO. ThD t:qmhined ~oltHi;.:~n;:;; .,~,t~n:.' lK~at(~d ul 75''C fi>f 

>Jpproximatdy 30 1wirmtes and aUowt'd W cool to n>rnn tcrupen1turt. 'fhe cnixh,t!Y '\V<~:"' 

f00t~5(H Th.e puku\shn.n :'iHlf nr db:ttndde ~~.'<b prt~par,;:od by dh:S(>lving. 3(}0 mg of 

dit~<-·oxide in <ipproxirnm.(Jy 45 mL m~;thyl dhyl b:.tonr (NfEK), The \ii.Ul<>:><h.hdME.K 

!'tt<:n1(~d tn t1w i~~'bltal ~hakK.r, hc~lkd at 75''(' f.::lt ~~ppro\iu:~.:\hSty 3t! minwr:$. an.d aJl()>~-(~d 

to n>oJ tn rontn lt:\\~lJ.K\taHJrt', ·nlc !;:r;lvcnl \V<.t~ !\)tnov,~d w'idet redu~:.'ed pre>~•ur0 and tlw 

~nhS \~·~as: Jded In va~'w> ~~!: :i'iiC awl JOin. tJg, E1ernentahHl<=dysis:. Cak~>.1iated, 3359':-t 

K. 

Ex. 2002-1117



lJ.ppr<xtim1>Wly .t.3 mLvf l M KCHl (J mc>h\f equivalent) ~tnd the l\~~uhing 'Wh:itinn V"<'<l> 

n~t-.:J(l1\Xl to thf ort)~t:d sh<1k(:r, he~!tcd <H 7.5''C h)r <~pprnximati(~!y 30 m.innH:.;; ':md ~~no\\'::xl 
; <) ,.. 'Y)j· icn <'q< )<''\c. ;""''·H)V "''' > 'l'ix .'.j''J:'.~j:::: \'f>l ·: i¥< >~·>.<)\ii:<' t ·o~> :;,, >·' ·<>:<ct·· >i: ''f<'··( ~'"f"''<"l·'"': '.,., ,.{ ·>)·<.<:< k'Y)l·: <{ '"<' ·:<>' ~-~-. ~-t,.\, t-v ·..0 ,, ,, ).~, :L.~·.\·H~.· .,.,•,C':'-<1:·5-{..i.., ..._.,, - ·.io;· .t' · .•"-: "-'·~ .., · . .;·:U.t·'.· ,. ::.,.~ · ,.,H O:~ ... {{o.·,ii; ~ ',.,· .~\.- ,.,.~ ... ~)~ ._., • ._"'l-..;~ :t_ -.\.'X· ~-:~.J: ).;~ ... } 'l ·,".<-.· ,, ' · ...... .._ \', ·<». .. ~ 

vw::uo.m 5;)'-'(' and :JOin. H~~· Fk~r.ncmal Htl<:tiysL<;: Cals:.:ulmed, 46;77!.~, (', 5.86''il: n, Htld 

C~.OO\:t N: Found .. 46.25'\:'i: C, 6.04% H, <md l2.59')i N. 

Ex. 2002-1118



I , _:,·, 'l·,'nj_i I ., ·" ; "''~ . !.>_;. l J ~-.; ~~J~ l, -.;2_,:t_,~ 1'. 

' ' 

! I 14 j THF . 4Jl H 

! I i "' :_:,_ ·.-l·:·'_i·~_-l ~ .~_-.:.x ... l ' ·~·'~ ·l·.· ·1.:~ : ... ' \; $ • l, ~,.~... , 
• t 

i t' :, ·.l··.n_.l~~ I ,. ·l ! .l ·'l ·l·_: l.::l i f> . ', I oJ: i 't"' • ' 
~ ......................... +·····"'''"'""''""""""""""'<: ..................................................... ., ............................... + ................................................... .. 
r . .., : T' rr i .::.. ,.1 : -.... , F' 

t··::"'''''''''""''•"·~-~--:~::-~~:w'''''''''""w''""'"_L~~-~~-;'''''""""""""""""""""w.w•·'t":·;~'"''''''''''''"'w'"'t'":;, .. ,,,,,,,,w,,"""""""""""""""" 
! (') ! l. , !!. 1 t\, . i .•. ' i l} 

t--;:"""'""""""'t"~·:·--:;--·::"""""""""""'··-'1 '·:--·::;"""""""""""""""""""""'t·::·j-~"""""""""""'t:·:::"""""""""""""""""""""'" ! _, i .~dLK , 4.t ! ,.,,'!. l ""<'~· 
r--;·;;----------------·r~~-~-~1·~::~:1::;~·;------------·rj--~{:;------------------------------------------·r~~-~~:--------------------·r~~-~:~------------------------------------------.. 

! l 2'·f<.·kd'llF i 2.(! 48 H i 

t'< .:. . ...:... 2 ~i\.JeT.l·lF I 3-.0 41 I H 
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~:hoHnc ~•x)~ us:ing ~<olvents JTJ.F, l'vkCN, MT:J>Z:, und z,\'<Ae'rln; <tnd {.:(),~(>1''/i..~nt hrfHF <~m 

~ho~u~ ;., 'l·'·;•l:~l'~ \) Ont'f'"bil'"· i':<)<>··~•~•-'>''·' fr·il' ;1':"' l-~,--,,~')"t'"":!·<rv• nf ih!'' ,:l;~H~<rf<d,.>.;+ol'J"'~ i<·''.ll': -.~ .... ·>: .... ~'"-~ ., ,...\. ~ -~ ~ · •• ~ •• .t.,.~.o..e.; .U ~\.·.~ . .::\.~X~.f.\,.:1'.{,·, , ...• · 5.,,.,>;;".-. ;."~.::;;~,lo.,.._,.w;. ... ). .. -.(:1'.·,,. ,.,_,_., ·~-~.w.>:;.-.-.')...-~.-..,..;-..,.., v.'t_ . .::-.~-1,0, . .;~_. 

114 
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i ··)··~ ·~· "&.$.,·Tqr: \ g' ·i ; .~··T.f;· i e.·• 1 r l c.-.-• . .::..·.~H\c . .( s .. , l l:>.C l\d .!h., i )•!· I .,.$ : 

~'·~·-...................................... :·::· .. :·::· .... t ... :···: ................. l ....... :::~ .... ·:· .................... L ............................... r·~~ .............................. i 
i 1.4 .1--~·ldlH· ! iJl M lHl: 1 97 it) i r ... ~ ................. :-:-:-................................................................................................................................. 1 ....................................................................................................................................................................................... t .................................... :-............................................................... {:-............................................. :-:-:-..................................................... J. 
i ·t~ ·; .. }<'l"lHF ! x P ~v1TP·F I -;\F) I P i 
L ... :~:~................................................... ... ... ::~ ...... ~ ...... : ... ~~~ ...... ~~~ ... ~ ... ~ .................. ~t ... ~:~:~~~................................................ ... ... : ...... :~ ... : ...... ~~~~ ... ~~ ...................................................... l ...... :~ ... ~~~:: ........................................................................ L ...... ~~ .......................................................................................... J 
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tht: <il.Hrrk~ \Vt'tc ;Jllo\vcd to 1\tlr fi1r lW~.l lwut<;, In ~~dditkm no tH>tabk' ir.nproh~rnent.s wer\' 

!lh:>iN'-ied nw tho:~ ;~dditiorud COl\hng w .. j 5 "C {if \vhh tW~ liltr<Uhm til ~nnhkmt telltperatnn.~, 

Ex. 2002-1122



ri~;~.;;~·-···rs~~~~.:~~~~~---····--·ri:i~~i~1·:;:i~~:~~---···r~\~1~!·;;i~:~~~--i{~~~~---T·,:·i~~i·d·~.-~~::)······-----~;~~~~~---················1 
I ,. I I (min) . I (mlhnin) l . .· ! 

1"-""'"""'"""+""""":~"":""""""·r-~:~::·"""'"""""'""""T""-:""""'"""""""'"""""-t":-~:"-"""""""'"""" "':""""""""'"""'"""i 
I l I Jvl.t.~CN ! t;\l l n,;a t B 1 B i 

t···;···············t··:iii·i·,·················-r·i·.~1-i}························t···i-:{i/2~·;·························t··~;(:··························· ·-i~---··························l 

reprodw:::.ihih!y on brge ~.::.ak. lh¢ f.(~~mHs m:e presented in Tilhk 1). A:rw.lyst:s of U"w 

~<tmpk:;; of'Tilblt 13 by iLl N~·'lR, XRFJ\ ;md HPLC indk<HNi !.hat ekvmzxl t~mperatun::~< 

Ex. 2002-1123



[

-.--.-.------------------.-.-.-.------.-.-.-.-.-.-.-.---r-.-.-.-.-.-.w.---------------------------------r-.-.---.-.-------.-.-.-.-.-.-.-.--.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.--r--.-.-.-.-.-.-.-.-.-.----.-.-.-.-.---------.-.-.-.-.-.-----.-.---.]--.-.-.-.-.-.. -----------------------------------

4 ! 40 ! 42 t 2Ml!12B n 

L~:::::::::::::::::::::::::::::::::::::t~~i::::::::::::::::::::::::::::::::l~::::::::::::::::::::::::::::::::::I:~~:~~~~~~~~:::::::::::::::::::::I~i:::::::::::::::::::::::::::::::::::: 
4,3.2it iJem:onstradtin of $0,-g Scale ~ynth:tsis t~f llht;r,oxidf' CboHne 

SaUh1 THF. 

:,;o!uth>~l in Nh~Olt l 0 ;:.~quiv} udd;o.~d (2 mLtmlnJ O'IN5r Jfl Hlinnt.~::~, ·.rtw n:.~~mhi.n.g. soh!th."ln 

\VHK s~irred for 30 tnlnnk~~, J(:>1hJ>.N~d by JXi~~Hng to 52\~ for ihz~ uJdi\iOt1 ~)f f\.>fl'HE. fi4 

4.3.2. 7. O¢tntmstmHon {)f :5()-.,.,g Stale ~yntht'$iS of Hiaznxhk Choline 

Satt in 2,Mt·THF, 

Ex. 2002-1124



<,vhh•~ i,.~ryma!Hnc :>•)ltd. Aw:~Jyses hy liL XRPIJ, aud fLPLC wvn: c;}n:>istcnt \vith tb{;. 

~t~sign0d filrt~(tiJn~ ;Jnd .hum B. OVl ;lna1y~hi shn:.,~vt~d :>-i\·k"!Tfl' ~md i\fl'BE hvd~ of 125 

[00669] 

fik1'<tlicm, and Hw fHh\r ''ah~ tin.sNi :~.vi!.h ke ~:old \·:HT>E (<ipp:mx:kn.u!.dy 250 rni.) ~tnd 

·:l·l,;.,~.J·.,l .. " ·,jpl· .... ,,._,._,.tl·'l•~-~ ·:><·. ·',lfl '-'l' ·!·,··)!.' ·'<R l, 'i'l , •. ,. '' ·', .,,i ',. .. , -~ l .. ··• :•' ·', .,.;,.r,, '·f. '))·l ,.· .. ~ ·· <>!; {'=\.~i'1 7>.l ~'. (}7 'H;.<, 
l.: .. ~·"'·~~ <_.p~.-~-<. ~~~~ -~ :>:?---~~~ ,._{. __ , -~--- -\- .. ,_{, __ ;• h-'·~ ~:-:;, 1.~.- :.z:.~-~l;;. t). .(.{_:i. .. ~.--·<:-.1-.~· .. :~~'-;.,.~_,.}).._._,_~.~~t;_ ~.t;,{ {_ ~-"''"-'~}_._.,~(::0: t:-~ ..- • ~E.(_. 

stirring and hciJtir1g w 55 ''C CboHnc hy'dro•ch:.h:.~ {45'~} sohrtion in rnmhanoL 2.32: L) \:V:a.s 

a~:kkd d.ro~m'beto thi.~ l\~actinn. trtixtun.~ Q'N:r <}hotn 2:5 hr w1th ~tir.dng, 'l'he tempet;ihH'(: 

Ex. 2002-1125



dhiioxidc rn.::~td. salts in <KjUC<:.lHS nrn<X!h:lfjUe<ms ::loluth)rt\ in IlK pl\~::li::~n~x~ of an >1JkaH 

m xt·il ··IF"'\ X:>\> .'\ ,,,,,.,r :JliV' l'' th'' ,, '~""~·~ P·W'l1{ .l~·~t:"'Xi'i' •'•<(•' t).<> (i\.•<; ~h'·''l in ii.n 'ilk··:~\ c\..·.<. <·1'>,\.: .. :.(;,, .. :·C'l,·.\.·.~ <~ '·' .>:. ~.1,.·. <.~., .,':h< .. :'-''· (!c.·~·'H':·"' h(l .. !; .. ~A .. ·. '·'-· ··'"''· 

metAl ~u1t~tiC>!\ and the ~a!t obWln<:.~d uwm evapol·ation, A.ls(;zk~(Tlh<:xl is ll n1eth'..Kl fbr 

hy ~JK' n'!i!thod dt':><:,:rib<:~d in tfK' 'STt pt~tmrL SuH prt:::JKH\'Ith'Jn 'l:v<.G cm'ried QJ.lt in .m.p.K:fHJs: 

tl' ·"1i.:=> h>< ,l;·~<;;)l"il'n ,.l;::>';•:'·t-;;·ld'? it< <> ·\T~'";:·• <((':'l!·•l'f:•:)j' ll\.·1 >' 'l"V t !'d'!q,;,,_,·~··t h" ·"''''''l')J~<<i·~or ''~.~' •.· .'.~';J.~w ... J ",.,)., ... -... .. ~it- •• ':~.· WO~:t·-•);· ~.-.C-~~ ·'·-~- M :t. .. ot.~.(~ ... ··. lo. .~{~, ~- ;.;._,., . ::.:'~ '\; • ..:~"·~.'\:~X. '1.. }~ ._..':'-" ,, ~$' ~ ~ ~J·'• .)...ii,Lt ...•. t '· t 

the snlv(;)fl!. A HdhJ \-V(iS d!hlli'lt~d M1cf <in<~h't(d by XRVD (X··Ray P~:fwdfrl}Ltlnl'-'licwt) 

<~nd N!\·lK lhn~~~·v~~r, this •~,@l~:':>,i~ ~:<nJfiJtw;.~d that thi.:.~ '\:.Ohd pbl.H\n.ed \-V<:U> t1w di<Ullxid.e 

Ex. 2002-1126



4.5,2:. Prqmratio~t 'IJf Salts in ·M(•fhmR>l or EtJHutol /~.cc~Jrcling to du• 

;573 Pattnt 

t.k~ing 22 dHlbrcnt ;;.::<::>t1uH.T+Hl"' ac~:.f1tding to the entTh<.Kb: .dt:§cJilKKl by th0 '573 Pm.c:nt 

l·,.;<''l' .,,_,. .• ,~,~"'!' ')rl·. P'<> ,,r 'l·; .. ,,.,, .. Y•··l'A·., '$···:~~ d·i~q~iv.:·•<l!,l' :;,;, "'iJ .. ,·il·: .,;i:;,l,.\,)i ''""il .,;.;, .... ,,.:l ''"1<1: '1''"·'1;., ... !· 
._ ·.·l~· .... :-' .... ..:~:~;.)· t_F _{.·.·~· ........ '- .. ~--~ }.~ .. -:.~ ..... ~ -~..:J-. .::.·. ·'"·~'- -~~~~· \''~ ·:- _,_, .......... ~ .. >.~ .... ··-~ ·-: '!;~-~~ .. ~ v' P-~:~ .~ _ ·' . <..-s.t.. ...... ,~~ ,~.:>- ~o: ~.o: ....... :·~ ..: .... _) ~· .... ot...> ... -;s • .,._.·;lo..~- : -~-~-.-~.t~--t..: .. ~ 

fihrnth>n. 'fhz~ ptodw.:t \;\,'<:\& ddt~J it! vuct~n ::md z'tna~yt~.~d hy XRPD .. A~ :<lhn\;Vn !n Hg!HV·· 

15, XRPfJ of the ?:>t.il!ds tolltcted from HK~ sodiunt methnxide t>xpt~rinK'nt, {<~s \.Wll<as the 

~m tilbct Oll Hw ;";l;Jh!lHy C!fthc a(k<:tH ::;aJ!;;. <)J'dhvoxi>.:.h\. 'fbi::- \V<l~ ;;upp(~rR~d by UV 

spei:.lJ\b;;:npy analyst<'; d' .J.lki.th ?:><:~h:-; \-::fdia;wskle i;,;~xlimn arh:l pnta!l~llJnl L Hoth tht~ 
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with the. o:;yt\the:-;1$ i1f ;:JJk<th :'i<lh5\ nf dla:toxide, In addition, the r~suh~> 1>lV.l\V Hlm i.:;nlm.knl 

··o!".,,,l.-, '.i] 1·•·:·j··~ •'l''''·:':l ,.,,·l! ···1!" ··j.;,1.' )·''l'.,t., ~'····~··<•·h> i)•h·'·t· '-'''1·<·\ ;l.'' lJ•l''· !.')l.'""''"'.''' ot.,~l .. l ·:d·'·)'i,.):l ···•l"l·, ::-.~·. ~(·~ ~ol.. -~-.: ... l..~ •. )~.t ... l .. . ~.._-}_ .·'5:·. ~ .0 ~-·'-···~ .~,.\.~.· \~?• .~.(·~.oi)' ;o..,J:h~.·- x .. ~ .. d~.:- .{ ~ ~. ~ .... ·' ~-.·:<~.-.0~-..~· ._,~ .. ,~ . . ,...,.,.,~ .. -"- .. b't._<;.':' ,"":-~:~~-v ~-

hntH':i, whh no pn~dpit<Hion. ilhser\'ed, Sdvz~nt >vas rwiwvt~~lin v;~~u.~J~ Jht~Tt~!lnlling 

};i~Hd \~.J;t'i imn.Jy?<:.::d hy XRPD, ~md the nhs<:rvt)iJ XRPD p<ttwrn \'Va~ .. (\Jll:'dswnt\?V\lh tht 
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mlxt"l:~tt i;;, h~\O!K~d tn appn'.i><ilnMt.'ly 7.5'''C aml slitn:.~d for 30 rnin, Tfi the :-;tkr~~d ~nlw.lon, 

ippn>>:im.atdy _i tnolar t::qulvflknt of HCl ~~ uddt:ddropwihl\ find s!itreJ for 

prepitl\\.l dis:,::ol.vh'\ft ~tppn:;:s;,inwh:~ty 300 mg ( 1.4 rnmoll in 45 n:Jl, ;:u:\~Vmirdh. 'fh<~ 

mi){ttm.:- b hemed hJ appril\iHliit<'ly 7:YT~ and ~tlrnxi ft_)r30 rnht. "J'q t!:w sti.n\xl *Ohiihm, 

~tr}pn"J>:.im<i.tt~ly 1 mutn t.~t:jl!lV~tkm of NaOH is added dmpwise, and ?<tirred ftlr. 

aprwn.~imatdy 30 r:n:il'l .M ?5·t;, The tnb-;:tnre .h t:\)\)bd t\) rUnl~h ten)pemn~.re tmd tl:k 

.. ! •:).} ._;),.,;!'""'•~ ,.._,, ()·~·~·l)<l·") ;.,~·:• ·l")'l·';.,.~:·~ ·l~ )'} {)' '""' •':"· ~-}).}" }"-.•} '·''•).·~"i,·,·).l•'OJ} :!) l-:,::~ .;·· .~'"1, .·~: ~·i;i,: ·~ fi '"'~:,- ~ O·•t'' •i;)"l' •:;.l {: ~··:r) i."" :0 •');..,, '•) '~ ~-·~~t:O,•:O.) ... "i:·•:-,~~~: · :~ ~V ~: !): •) o, ~---<\.<_:. >.~ •. lJ<<-«-<.--<<- >:I . ·<<- \:-.:' -<<;:; l''\.ll <> < <1:'-.H<_ :''-·· < _,_,: \-c- 41-<\.-' !._!:,\..- :.,t.-~q_ l_i . -><-<~,- ''' !<_i,:. -t<-.:.1:.~«-"-< .< V<-'-->~··•l< \ .. < ,._ <1:-

,~~"~,;; !<;<~«~i··l,,n 1('ll1P''T''1'lll'l'' ''llTilF' 'lntJ ('fV":t·•'Hi ~·:l!hlr> ;;i'<KH""<' :~nd l' 1 '~"1 l H'k<1l:hn nf nh·~<;;t' -~·- ':-"'-'-·'-- :·"- ~~~-"-'->·. ~· ,.. . ,. __ .- : ·~., ....... - (~, .. ·- .-,. ~":'. : . : . .:.~: ':- .. -.., •• ':-' --· ·. (~ .. ~ '"' .. -..... _ ··~···.·· ~ -~ -.· -~-- ·-- • :......·-.- :-. , : .· . - . ~)·"-· '··~ ":·. - . ...~.._ .. · '.· -. . r·· . -~ _-.;·. :· 
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[00687] 

/\v~mtc with u 4rnm. CP/i"...1AS tfX pr<~b<:\ !\ctp.Ji}:Hhm nf lH N\JR ::'iJXttra ~vert~ 

JK\!~h:i.n-rK~d by htldng h&t\1:\'dl5· i 0 mg <lf HK~ smnpk\ dls~olved in :approxirnmdy D. 78 mL. 

d' D~1SO.·d6 .. S~1e,:tra W'e.~l\') a~:q~xired wHh eHh~T l(l o.r 32 ~~;ant;, tl~ing ~~ pu.ht~.thihy nf 

BfK~ctn)rn(:tcr. Sa~r:pks Vf<Tc. Jls~o!vcJ in acd~nrildJc, \V\tkr •and <l hw:ffi:r i;,:)'"'tt~n:.1lmving •~: 

l~rl·~{,,.,~ .. -..,~··n '<·.t; .. ;;p/j Hl ·;.;:•·>·•.~r·1••···! ··~«·''!'•'• '.'.'''"''Jl'~'·il'f,.t,l·n";"''·'1 ·:~,·jl1 <i.'Vl tOOl·<~·". 'l"'"H• " .•. 1 >..·'.!.1~ .•. • :•, • P"'-'{ ~. '"'-•,·: V '"'"'"· './!-, ~-~,• ,, -;, • ~J'1''" ;•'.-.\.'{-, -~-, , .. ,;X•, ~''~·:"ci'·"··{• .... ~~- •.·,', ~ l!'J.-,.~ .. ~. '\'' , ,·~ -~'\~,,•;.; -~ -~'.·,:• .•d•,• .. ,.J;c'>' ~•{·,,··~,•;c:;- :>-;~ ' 
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tht :'>~u:npks to KXJi..dU.hf<lk. ·nw rf.suhlng \1iHnp1c~s Mk~r d.;::l$<HJJ1lon \Vt~~:e drktl M 80 C nw 
l.\Vil hours and. a.n~d.yz<~d by XR.Pl), 

[0069.!] 

i'hrm fli~~toxl!Jt: i\> highly tryo;mnlr.K~, i.l.:<i \>JKlWtl hy the XRPJ) p<lHt~rn. (See Figum 4(It}). 

l'h.~ DS(: sho\v~: H Ll.rg~~ etH.hlthernric ~~v.::~nt <lt 330''(\ and ·roA s.ho-,v~< th<tt dK~ fn}e lhrm 

ck~~w<~d~tti(m under th~.nrml.:-;H\~ss, Sampks\vtrc hwn:cd in <l clos.;::~J rnvin>nm~~nt,. 

pl\ltt:cwd frort.l Hght m 6\Y'C Ew approxhmw.:.dy !.4 d~ys. ·nw di~tt.\.>Xh.k~ :~Jw"\~·ed no 

('lmvefskm brJegnlthninn at 7 day\1 or l4 d>.ty$, DiH:.~oxkk~ <;~nnpk~:-; 'Nt'h.:: hYt<hd to he 
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[006951 Tht.: XRPl) p~iHern of .the s\xlium s~dt ~>f db:toxizk --,vas >in.ulyzed, showing the 

m~*~d~tl h) l>e CJ)'~h~tUnc. tSc<:~ FigtU'<:' 4(d)), lht.~ DSC an.aJyf:>is rev~~<lkd ;:~ m<~Jnr 

55% RlL lm:Jic:~Ht~g lY!:'>:'.iibh .. ~ hydr<~tt~ f<wmati(>n .. 0\;~~ihk. hydl:<'rtt' form<uion '<-v~w not0:d, 

ulthough Hw ummmt of \Vakt ah!iiorh,;::.d \vas kss than tt5 nwk;), 1 !1 N~!ytR shovi..-~d a 

1_0069{)} f:ir:n'lt\nktl <m;J!;··"h' d. the salt indkahxt Hmt trw ::;i!t W<l::< fon:rwd in <t rnJi.f:> qf 

~l.j:\><V~ ~-;.- -~· l··1> <1:< <~ ~-" l >i \Fl' .1"1> tl>;' fV'l''-' ·:~>'''':1_,,,-~ .-yf •·n.-:li <' Wt l~;~·i l'q;· >.:!;. \>·h ;j·\·' !<.<>;<< i '' <1n>'""';-Yi lx1 ,,,,,,h· "-.:~t·.,:·';•·:~ ... ~ ... -.:~;lo,.- .. "! ~-,·.'>~ '~ _ . ..:.}.~ -:-.~-~-- s:~·~--~·""--~·~> .. "'-~.:e-:~· .''-,.3.: ··">::~_ .. .,.~o,.l.,.__~~.•- >. V·~·.-".~·''-~.~··-~~-·.,.,. -. .. •"\;r ~.~::_}.·~--·~·}..;·-{'·."-A-.-.~~t~·~·) 
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>\1·' l""··i<· ·>.r<·x·l -~'l ·>y> ·•<-<i ..• · .. ·l·o,~!.'"' ·'·.:~· '"' ·~:::·;H,·f'' A{l... ·,\ '!"'!' .. , l')Ci""': ··<>)··>j,., • .;.,. -~·><• .,.,l'~ .,.:) h<<<·> ''" ,, ·~· ')\'' '" ''· ·,,,.,.,.c .. M~ .• •'-' l.C. ~-'·.f:-\ld. L >.C; l<'K .. ,c. ''<:.~''· ~· ·'1:\_l.·'.U: ·' .<!::· ! .. >:>L -:c" "·'/''"'-' :.L;·t:.,,.,,!;..{.J ·> .. ''<'·.·.· b.«\':-· 

~~'?l:t~th!'o:nYlk~ eve1'l!?:< .M 12/:l und 354''(:. (Set,~ r:igwY 7). SmHJt endntherrn~ M>.'.~ Hkdy dn.( to 

Ex. 2002-1133



[00702] 

s<:)}.>;~''lhl\.~bromk.' ~·hift tp nppro;x:inU(tfly 296 m.rt rs~x~ Figure 3\ ·nw: pQt<:t~dum s~~lt \V<t:,: 

u~;t~J b a plJ dep(~lttk!Ky study und};hri'Nt~d tkil iw.::.:wa~ing. the _nn (~f !he sf)Jut\on r:esub:.~d 

nn:t 

rnawr.i<tl-. b.rttlysi:> b:f OS(' 1dkt l4 day:": atw !;h(1\N\~d ~m~ique pe~~k:;: <h> \H,dt thing ~\ 

gradknt ar<.~<t pii?l\ct'ilins:say, HFL(' did nnl shQ\.V uny sJgnilJ<;ant degra~Mlnn of the 

~trmJy$b or ~amp.k·~~ nlkr 7.<-tn.J 14 days shDW<::'d unique putks ;"'inlik~r tn th<:.t'i~> ob~cn't~d 

·~illl·., t"l·l·,,~·h•'i·>·):'\<.>l <:C:<'f<.~'~ '~~··tJ· \i' ·s·~·~ ·l:l· .. ,·)>··~~~ Q \•·+l>-':>·;~·''' ('<'\ i'' j·~,i'~ YHPf) n'•'V'l''' ()!' {!.,,:~: ·:t- ·" ).· ·~ :t.-..~\.. .•. (.,..;,x~ .•• ~}.,.,.:?:,.· ~~"":W :._~·'" '· ;....,.. .. C":W· :'-'- ··':-· .·~,.~(.. .... ;....).0 ... ~.:.~(.dot,., ... ·Xf.\x .~ t')."'t'':- 0 ·'. •3-t .... 
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p!.th.~rn f\:\l:tt)'iA<ing: rhe desrwptkll1 f.ma.ly;:;-i,;; lmJkm.ed tbn the $<tmpk hmJ ch<Hl§t.~d tu <tn 

ii.h~rn<N~ (c'"V"'t1.1lint~ f(-;rm -:lur\l'l''" '!·w hx,dr-Jfi-cw, ':i'~(l ;;;uh;,;·~t,w:~1.f (i(~>;('lfnt'n'~- (:Iii,,{~ F''-''l!Y l '"{ ""'~-~·.~~;).. ... ~ ..... -. }·~-:- . "'._, . ....._ ·., -(~:'-· · ~~.}~ 1-.~···•~ ~ ... ~~>- ......... _~-~~-~-"~·- ....... ~:·~'-···-•·~·· .;:··.· ... ~ s~-:.-}··· .. ~-· 

(c}) Ill N~\lR ·'·N"(S eonsistcnf "vith-a 1:1 rwllai n'l(lt> nf dht<*Xidc to cotmkr--h.m, ;md h<i.d 

<·]·l·'' ,,.~-n··<·~-~-,.:_i ·'1 !'-l''l-~"-l''-'ll''"-'« ''tn i~F' ,-:h---<i·,;--_··:.1 "'~'~!·:·!- ···!·:- -;};., '""')"''"'l·j·"' '''''' ·< l''·' -~.-l~\-'ll·,,w----''"tl''''-'"( '''< ~-. -~·- .... ~).,~:.·~-~-).:~ .. -~- u .. ·-----~-- ~-. '·~··.•. ·- ,.;.. ~~-.. ~- ~--.. ~~-5..~: .. ..!-t..:-w.. ~· ~ ~-:!o. - ~--'- ~~--'~: o;::S.;.. (.. ,\.~ o..-w..~- ;~- -w.:o .. -~~ ... - ... ~ .. ~·--!-.~·\· . ' v.-:~-th-.\),~· .. o:-,-.(:\;, ·:- ,~ .... 

(~:Kp\.:c.ttxi d{K h:) the ctnwgc in ihl} T\x:aJ ~.~rrvi!\H)Hl{~H\ ciftht:: <Hornatk ~<y:<:ten} dw..:. t\1 d:ll} 

f>J\'3Z'.n(;.~e of HK>z::h;~:!h~i;_' . .(\l.tlnh;r,-in-n. (S!:~e f{gttre t4 (h}). FTJR <ht>\\··,;:xi {~\pG.::tt~d z:hang<:::~ 

ftW707J 

di<V!i.>;\}de "S<~lHt 'HK' potasiiiU!n !<ilh wn~ USi:Kl in a pH dcpi;:~ndcnry ,;tudy {~n<l $ilo•v"~d thaJ 

lrl~::lV<~~ing !he pH nfHK' ~nktion re:-::wlkd in a hath{lt:h:rornk "'hift nf the A-max ff\.rm 

hu!Ycr nt roon'l h~!npt.~t'alure shk>\-V(.\J ~\>h1bilhy d' tb:.~ !<oditu'n ii"dtnf dlaznxkk io, be 2~L2 

;''_l· xd)-l'-1 . --' l <::;. •'<><.><'!·;->.}. <'l"~d "·J''~''\lnl' ;~--~.,,"' ·')t!'~ <>';.,-,/;s>{. ''>'<f>'''"'i·h;;.,'h' -:1-'t<_,_r~ ,:_1'<t:l.l.i.l·'~~ ';_--,_!-,. 0. ~"'!':·' .-.}.L~~: ~-" ~-:-· h.~_~! A~·.·.~·'-'-!'.~~--·-~··'·~·~·'-·.· :t.. .~{.).d w.~' .. :<· )-.. ~·~~:-' >-:-',~ ·.•,~ ·.~'\..~,r.·."Y-0:...·••)-.~v·.''<.~·. • .,.. <tJ-.h-.;. ;i,... • e.).{. 
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mawnal .. 

[00110} 

1.001111 

5A:h Chi~mctt~dzation ot' llfazoxJd~ SaU of Hi.•xrnm~th~~l Hl·x~utwth:rkn~ 

Ohn:rnilOnint.n Hydrv~dd€' (HHDADH) 

[UU7l2J 
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XRPD 
1/llR 
lJSC 

Mobttwc i t1C>n· tkliquc,<;z:~:~nt·· ! d.clk!H(o:'ii:,\mt i tk!itp .. u:·~;t:cm · N/,\ 
! ~~,,,,;l\"1!->'~V){!;.~ h.~rni,'.'.t.1l\.!>.·l\.lh'< ... ·'drahc.~ i ,. oott·~tj,lJ I "'rl/l 

s~:)l~ihitity 

pfJ J:H 
ru '~'JJ 

plllLG 

~ ·'§"~:;:.- ·:-.t.. ·~~·' . ' ~:· .· .~... ....... . ' . '• 

I ... no : __ ,i hernihydnu:o l,,l hy:e<tcl't:::;:i:> 
l hVsk,'lYS is . 

OA mg/!'nL 9:9 rng/mL 
f.U)4 14. ,:1 r:qg/rn.L 
rnghnL 43Ji n1g!mL 
4,8 rn.u/mf. 

L:LO mg/mL 28.2 rng/mL 
.!HJ n1g/rt1L 4l.5lngJmL 

·ML6 rng/rrd< >293 
m;ghrl:L. 

N/A 

W\'Tt> (:~mrifb ,:~w~:t ~Hld th~c SllJ'!ematam WH<i dihite;;J \'VlHl HKlbj k ph>l~t.~ { &J cCN/ \\i<'!t<:.;f~ \­

:').(lli.lhllity >..:'va,; \hen OhtahKxl n~ing ~\ (:aJihrm.i~~~l C~lrW: fot :(f!~t~<oxkk hy llP!.,(; An~ily'd;.<, 
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! I .,,._·,·_ ... ·,-l":'_, 49.JJ 1 oxn 6.87 ! 6.9n , . ! ll\%~ fnn:n. ! I 
!·------+----!--------+-----........,;i-------+-----+------l 
' : : ! Oh:U>);;idz~ : : 
• ;;i:'"t,. J".: ,·;_: -~_l.J .. l.'.l i '1 -~ "l i i' (1'1 
i fr·"·'' :\,rn·l l ' .. ! 1 

·"' · i \), ··' 
t"---~-~~--~~~:·:··:··--------·--·-~-·-----------------------j·-·------------------···"······"·------------------"··-· ------------------·""··+·""·----------·-"1--------------"·------------
, I )J'l N\i('(:i(:' : i 
i ··~ '~~"'· " ·: 44,34 OJ5 7.22 i 7.45 i tU2 
:· ~~hol.H1(~ ·3alt 1 · ! 
~··· : : 
. 1 : 

j_' O_kv_,_.!.~kk,.. ,-~~-'.·:.·_.-.'2.•,·.:.... ·.l. <'"> .1 .1 ·v,:'.· .• Y.'-·l : ,_,. r· ~ i ,., -1 <.;· ~~~.., _ l q; .. . o ·(\ 1 -i:) ... ~:v~· ! ·~J~ x ,;r 

45.3.5 1 n, 14 7.32 

53015 l OJ6 1>:50 
.nnlkct 

l' 

li}57 ! Diat:t>Xitk~, 
i ,,h .. >l''P c-~l<: 

I~£~;~~I-~~ ~~~~~; --~-- -1·-~ -l::~~ r-"~~~- -
.. l,hlk.t.< : ' : 
t.,,,,,,,,,,,~,,,,,,,,,,,,,,,,,,,,,,,,,-,;~,,,,,,, .... ,,,,,,,,,,,,,,,,,L.,,,,,,,,,,,, ,, ~,,,,,,,,,,,,,,,,,,~ ,,,,,,,,,,,,,,,,,,,,,,,,,,l,,,,,,,,,,,,,,,,,,,,,l,, .. ,, ........ ,,,,,,,,,,,,,,,,,, 
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[00716_1 

(~, L.t, llt'l1lnnsJmthxo t~f Pn.:·paration of P£.)Jymorphk Fonn B ~Jf lht< 

Choline Salt of' OiaznxJde 

~~s <J Wltxy solid, The iK>1ids W~'rc~ drkd in vus:.:ntj ~~t55'"(' und 30 ht Hg tn "1fi'nrd 7.13 g of 

ftw ;;;:hoHne ">iih \'>fdiazo;dtk~ ;,lfi :n:!yst~~Uine sOJtd, lJ~;n-wnh!l a:n~tly$1};, J'l:wor<.:~tka.t (' 

6J.1, Cha.l'actN'itati~wt of t.he:l~lyu:~orphk Fotm H of 11H• CtwHm.~ Salt of 

[.U~l:l(t~kt(• 

[007171 

X.KPD, I)S(\ ~1nd lU NiVlR .. l< .. fi ;;;h\1\'in in Pigum t6, r:f1\~ two hkMi!'k~d p;.!lp1"10l~phh.: 

fnrms l)fthe tho line· salt qf Ji~VO:>;id,:.• show JiiT0Jt<nt XU.Pl) mmerns, See Fl.::HJre: 16, . . . . . . .·' . . ·'· ..... ·. 

f0071Sl . .<\:<:< shi.n.vn in r:ifl,tre I 7, .iH N\\'tR of tlw pi.il.yn:wrphio:::. r:~~.nn H of the;;:hnline 

"Plt i.;.fdi!i>~iJX:it.k :<.hi:!\\>~" rw ~.~!w.ngt' lhJmthe piil.yrnorphic l\nTn i\, 
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[007201 

hufli:.~r at romtl kr'nperal<!l't.~ i!hm.ved &;olnhilil:y qf·dw Fm~m H crystal stm.<.:.:tun:~ c>flh(~ 

.;.:lv>lhw s>J.)t of dhvo?il.i.k to l:w JU~ m.g/mL., 80) mg/ml., <tnd 216 n:tg/n1L, re,-:>pct.:ti1/ely. 

·nw XRFD p<HkP1 of the :<;<i!id':> obh\in(\J after HK snhbilhy ana1ysb (ul pH 2 and n 
lndicuteJ thilt r-:onn H d' th¢ ~hollne sah M d.l'-voxidc \.V.il1> sd!J present 

[007211 

6 .. Ll n~~ntdn!i:h~atlml of Pn~pm·:Htion of the Poh' tm.lq1hk Fn.rm A vf Hn~ 

Cholh:tf~ SaH (:if l)i~u;~;~~'ldt' fhHt1 ttw .Poly.lu()rphk For.m H rJf the Ch(:iHn~ S~:ih 1Jf 

Oia:l,(:t~idt• 

[007221 

tLL4. Chnntctt•dzatkin: t~f the l~lymorr~hk Forn1 A· ofthe- Ch(iline S~:~lt of 

OiH:l,WX~di• 

(t\'fR} ~rw:eln>~<!;X)py ad~ll\ioni.~ll}' indit;al:.es difkn:.·nc~~l'i h~~tWt.'ql th~~ l.'YvoJhrrns, tll NNtR 

''l .. l'1r""'"· '!·ff .. ,,.d'< ,, "'~,, .. ,.;l·._,l .. ,, ,.,,)'' .. ·l: --t·>'''' :<»If!• ;T; .. , .. ,f>"' '!·'·j·." "l.\'T ,, '< '!. ,,,,,.:;,, ... !·' "'~ ~ .... -l _ _r.;.-)..,, ".J-:t~-~··9 ... -. ~..:- ... ~S"-).;.:.~:~ .;r: ... ( -~~ -~ ... ·-"-~.o.:~.~- ~ ... =:...- .. ~:~-t- ·n'.\·t-. ~ ::..-~~.;..<:-$:•.-· . .:)..).. :,.,.- ,;.{ ;;:;~ .... ;.. -~l l:-·- ,.__.,:.,~ .. d .. :- ~J 
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set.~ if illHliqm: fnnn cmll.d lK~ gt.merat:x~d, Urinn ~!mrying fqtm A in C'B2C12, n"hcpHrnt.~. 

"lr·' •···l·'l"l''' ''"''"·' .. "~"·,·,.)<! ;q: l:.;,,!'l'0.c .,,~: "-'''" <'ih><'''''-'·"'i ,lf,,.,,. ~'."-''''~' ,··1·'"'". _.·l'l'''·~'·' l''·<.::<\l~,, ''J""~,··<;f ~ . .lJ ~-~?- '-);.. :>.'ii;--: .... x-.~-·-~:o.-.:<:.-x_.· .. x.;o.- (-\..:, ._·.- .... •. _., .•. _.s. ~"<-'-(_ ............... );.; •. ~ -..: ... -•. ~ ................. ~;;...:. -:,.~--.: ... ::o.: ...... :t~ ...... -.. ~ ·· ~"'"::>,~: ·'"'··" .. ·'> ... < • •. {:{~-~~ ~:---' 

diti~~Dxkk chDh!W· ;.;uh t\nrws /\ >:DWI n '\.Vas ohscrvtdi.:lU.ring thi~iHV(:~tigatk)tt Ew:.'h 

l·l·''~·l\···'·'f>i"')h-\;.· ~~;,,,.~,.'· ;'i!~ ··li' ,, ... ,,.~,;''!,.;·? ·~hPl>•l'' "''';': r·~i<>~!·,:,· "<\. h"·:•t1 t:WI,;; .:·•··<A>.' .,i<.>x .<'J'"l"'''~;·~···i'f.; .. ,,.j· :''' -~ .. tH -'·{-·-"·......, ........ H '". w .. :-.;~i:.c.-}.. \J~.,~ .. ,· .. { o.}. ... ,,~ .~ ,~ .. ~. ~ .o.~ . .. ~~--<·-" ............. .... ~wu.X "<'":.:"" .... ~o ... <:::;~~ ...... ).: •. ~ ..... ...., 

u~ing. !.he h~(hlliqtK~B MKI j)fn<:.::t~dn.fe;;; ,::k:,;r:r!hed lwrein. A Bllnlrnftr:y Q( t:liamckd><.Htion 

!:esN i:;;; liMd.Hn T~:\hk 16. 

'l)llJk H~, Ch~ltt.H::t~tb.:atUm nf .FJttns A mtd B 1Jf Oiatnxide Cholht~ Salt ht 

S(.·n·~;ning Study 
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TGA <l 
....................................................................... , ............................................................................................................................ i ....................................................................................................................................................................................................................................................................................................................................................... .. 

~" .. '~.1 .. '.·J ...... •. '.· .... '~.· ... ~ .. ''}"' .. · .~\:*. ! ('·V"'~"··~l,,.; <,.>;.d :'·~.,.,,.,.,.,!~' t:''.h,r .. >,'<.: .. ·'·_i,_: .. ·lnl'.'. "'./ x.·· •. ·'r.•w.·l.'lr,::· 
.-.-~-------~.--~-~:--~--~-~------------.-------------------------+.--~~~~~~~~~~~~~~~~·~~~~~~~·--~-.-.~--~~~~~-~~::~~~~-~~·---------.------ ... :~-~-------~---~:~-~-~--~~-~-----~--~~=--~---=----------------
1H Ni\lR i Con~i~tent -;,~;/ 1 : J .ratio C\m\iskmt w/ J; l rati<.l 

.----------------------------------------------------------------------.-+·----------------------------------------------------------------------------------------------------------------------------------------------· 
i llv·;'\l:.'""npi·' .... x.,.Jl·'n··,~··r··l llyg.rcmo::.:c~pk ·•· ddiq~K~3(:.0Xl ~- :~ .. >(~:;:~,,·~'. : .. :~:·~- ~ .. -~~ -~-J~,: .. ~~/· ~-·:, ~->- .{; ... 

, ~~t ... ) ,· .. Rh at W.v::f H:ll 
........................................................................................................................................................................................................................ t',,,':,':.·..._.................................................................................................................................................................................................................. ... ........................................................................................................................................................................... ~~~~~~~~~~~~~ 

pH 2: 2B n1g:/mL ;riH 2: 33 mg/mL 
SolubUh.y pH 7~ 4J l:ng/rnt. pH 7: Hn mg/mL 

j}fl l:2..~ ::>2f:JJ rngh:lll .. : pl:ll2: ·:2l{~ nlg/ni·~·-· 
-------.....;,----------------- --------.,.--·------4 

Stahk .aftt'.~r !4 day~• at 60 
''C 

"""""""""""""""""""""""""""""""""""'t"""""""""""""""""""""""'-"'-""""'""' """"""""""""""""""""""""""""""""""" 

! (\!l1">/erted to Form H <tner 7 
i day::s in n~hi:pt~ne, tolm:.~ne., 
i .,, .. l,j ,.,, .. t•·-t~·i., i .<>L-~l·. <,J '" , .t;. . 

StHhk u.tter !4 day~ ln 
Cl:LCh, THF,and t··/\n!OH 

.......................................................................................................................... :-.................................... :-................................................... ~ ....................................................................................................................................................................................................................................................................................................................................................................................................................................... ... 

Form/\ (2926, :1654., !59::t 1449, .!24-H); 
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ttwnnr:·dyrwmi~dly !ihl.hk t;xrn in thb ~tudy. F(wm A l\~<Hlily c(n\1/(~rh:xl to l'r.wm H in dJ 

s!utfy :'i\)IV<i.'rllii utih:t.(•d. 

r··.~~~-~······~~-.-~··.·····~· · I····~:··~·~.~·~·············~r~·~:~··.···~·~·····~.··~~~·~'.I ···~:~······················ ·····~~·········7···········1··~-~-~--~····.~---~·········'l 
i ~JlY~)nt ! Ctilpd j SiJlv~~nl ! Cone, 1\>mp. ~ ~ohtbk• ! 
! ! hng) ~ (nlU ! tm~tmL) {'''C) ~ ! 

! "'·····i ' -~---· ',-r :~<_mo. _. · · : ,,_ ' 
l Ml;;tN : J.1 l ,J."-5 : .• ~,.gl) rt t "it:" : 
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r··-·.·-·-···-·-···-·-·-···-·-·-·-·-·-·-·-·-·-·-·r-·-·-·-·-······-·-·-·-·-·-·-·-·-·-···-·-·-·-··1··-·.·-···-·-·-·-·-·-··-·-·-·-·-·-·-·-·-···-·-·--.·r·-··-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-··-·-·-·-·-·-·-·-·-·····-·-···-·-·-····-·-·-·-·-·-r·-·-·-····-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·-·---: 

i SnJHtrll l Cmpd i Solvf:~nt l Cm:H:', T('U~l'· t Snluhk l 
I j (mg) I 6uL) I (mg/miA {"C.) I . . . . 

t;'~~~~~ t:·; t~~ t~~; I~; t(;t~': I 

<~ rdbgenn<)t {4 ''Y~) h>r i 6 buur::;. AfH::r the c<w!ing .. pmi;:ess lhe sampl.:~:;.: \VCrs.~ ohset\'i:~J 

fot pretipilales :w'hkh \V<:.:l'-t i~:nlattxf hy fUttaih:m .. \fklls nN tkrnnn':>trating precipltaws 

·rahk lB sho\v~ a H~t of HH;' soh'eni~ tlmt ·wfr{~ ~~s~xl and th:i'~ iirpzwn!. of »Jlh·ent tli.~f<kd in 

·:'!1\···~,·li '"~·~· h,,._, ·i'"l:l;_''.'l'i'-·J· . / 1\·~>· l·l·, ·~ ''l'l>'_l1 :_.i'''·."'Y''!"_l;:--~:·•c ·.'"'·>·; 'n;i_ '·.l'''~'-· >;<:•·'!· ... , l"··,j·;,..,,~,'l' (··~ "'-'·"'".')!' ·:< ·:::i'o ? eu.. -~ ... ·-":--·-...,·~'· -:.-~'\._.· .,·':-.. ~.-t,>.. •. o;~~t ._. ~-tJ.~(.:-J: · . .1'·~· t•-:-•:--.. ~J:.:t:e; -~-·_.., ...... ~~~-~ .... ;; ~~.,3 . .:.~lr·~"-·!. t~ ... · ... -~~~---~ _.,._t_·~P.-~\.o:!l..}._d ... -._d, ... _.q}. . . c~ ·'-~ -:~··-: 
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l'~lhl~ iK Singh.~~Solv~nt Ct';.rstanlz<l:i.h:.m t!f Diazo)dd(' Ch!Jlht~ Salt C~ing f'm§t·· 

Coolh:tg Proc~dun~ 

i ~ 
Elltry Soh(~~t OP Ollpcl ! Snlnmt : Cum.' [ 'l'en1p, l.).n~dpH~dt~ .f.urm 

. CC.l . (!ng.J : <'·\mt I (mg/mC) t C''CJ . . 

2 fvkOH i (L25 

3 ~m A 

:_~ ~lJ_.ft : 8ll ~ l ),t> . J .:.:.~~-· : t·~-~-¥\,.-"~ , -~ _,:· : N.; ... ; :(::'- '-~~) . ;:\ 

s-~1~IJ;;;I-;;s-;a~ols;lfu~~~-
. t .. ,.,1 6 tP /~ i 82 i 22J~. U.15 : 91 :;;.<; : {h:. 1:\~.s /\ 

i .i l~. _,_._·~-·----~~------~~----------~-------i 
l:JMF 1.53 26J.l 

1 ~ ! 104,on 1 .)j 

(::;;Jx~dr:nu·u.:t l\ld)U .. EtOH, t\.·1t::f'N, <md lPA {l~ihk 1 ()}. /dl nhitdm:xl <~n::i1y:t<tbk: §did~ 

l'.'l .. '~l·:;· · ·:< 1'. ·>) ll'l''~ "-.:"' l\.: ""<"~!"•' · r'.1'll .. l(l. ; n \~ ·~ ., ·.vl «·l·. 'X;. ··''<t;.' ·•>il'. ;jl ~.~·,. 'o·:. '''. ·~.) hx: ·~r~y~·)i'·l ':' ,;:i: 1) i: !'>·>: . ".:·•: · ,.,.~.n'·.1 Ti --:- . -~S C L: h"-.··. -·-.-~·""· ...... JO. -~ .....,. t. ~· ~- ~" '· ~~ .. ..... ~-~· :t_. '\.::. L\_. ~ ~·-· .. _ .. (.~··:1··< "!-'~ . q . --J ,} .•. •. q . .. ~ ·:-·} -~~'\ ... '\.. .$. •• ~ '\\. -~·~J.. ~ .. ~:>.... ~ •• ·:-..~·'-- {" 5.._t_. L_ 
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Tablt: 19, Sin.gk··S~A ~·t•nt Cry~hdlh~thm oJ' Hht~oxid~· Cholim• Sah lJsing Slow·,. 

Coolhtg Pt't.K'~dun~ 

Polnt ! Am.t'nJ:nt lluummt I (tng/ml,} I f''C} I I 
Sotn•nt j' Boiling ! :\h~h'rhll ! $(~t·n~nt I Cun~. i Tt~mp, i Prt't."ipH~k Fonn I 

"~~Ia>rT"'" ":s;;:::~"""""+:~,i-~~"""""'+~~~~::~~""""+:iTr~~-Ji()""""h;J"""""""'+v~;;""""""""""' -I~1::~~"""""1 

tt~~3~t jJ~ :tit t::! :tlt==±r~5= ]!~~j 
Tabh.• 20. Singh~SnlW~lli Cr:w~tnlHz3Hnn of DiaunddJ' CboJhw s~~lt l.Jsfng Fmilt .. 

Conling Jl'.r(~~f'dHrt' 

,. 

SoJ~'{'Ul r Boning ! .l\Jattrlal I Sf~~(m~"-1 Cour, l.l'emp, 
I Point,. I Amount I ;\mount I {mg/ml,_) I ("CJ 
I C'G.l ~ (mg;) ~ {mL} ! I 

~~~. ~.~ .. ~~~ ..... :. ~.... ~ • L; -~ ...... : : 

1-buOU i n)X i 29.7 i tl.J ! 99JH.l i 78 

I Pn•elpH~t€' 

!. ... ~~~~~~~~ 
T )\\"-

X-,\n1(Hl f 30 i 29,6 ~ 03 ! 98Jf7 ! 82 ! \\~:<. 
J No/Evup 

(MnY'' 
n 
/\ 

T~lhk Jt Singl~;Sol\'t~nl CtJ'&t:;dU:~:atiun of l'lhl:tox!d~ ChoHnt• SaU V$ing Shn~i~· 

Cooling Pn)(:td.un~ 

~·--<->-~----- <· ~~~ r -·: : 
Solv{~llt ~ BtHhng ~ i\::bWr.lHl ~ !Sol-H~.nt ! Ctult. l1)m1~), ! PtN~:Jpitttt~ Form 

! Pf)'fut i §\~W~tnt i Aumunt I (mg/mL) I C")C} I 
I ("C) . I Ong,l . I {JuL) . I ! : , 

~':",__,_,_ _______ ,_,_,_,_,_,_,_,_,_ _____ :t:-------'---'-'---'-'-'-'---·i·-'-'"~----'-'-'--'-'-'----'-'-'-'----'-1\.,_ __ ,_,_,_,_ _________ ,_,_ __ ,_,_ __ t_,_,_,_,_,_,_,_,__,_,.,_,_,_ __ ,_,_,_,_,_ _____ t,;._,_,_,_,__,_,_,_ ______ ,_,_ _____ ,__t,;._,_,_,_,_,_,_,_,_ _____ ,_,_,_,_,_,_,_,_,_,_,_ __ ,_,_,_':" ":"'---'-'----------------1 

d}uOH : Hl~ ' ~~ n : f' ~ : nil l'ltl : 9'" : \\,·· n : 

7;\,;;,~;;-t;;~-r~j---t~---;--l 
in,~ 
t \_.:."t 

' 
172,50 
i 

192 I\\.'"' : : 
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pdn1m:):' f:'f!h·t'nN (!\-1z:~OH, EtOfL fVA, <'HK~ >AcCN) ~md n:lnc CQ:':Oh\::nts (M'TBE, Et0i\;;:', 

IPAt, THF, c--htJ><<.hK\ hept.MK\ tcltK'!l(;\ CFhCl:;:,, mKl diDKane} ;,tHh ~l f~u;l'·•,:>:.~f!ling profile 

Tablt~ 21. l$hlm'y.:Soh'NH CryfiitaHh~n.tions; t~f CtwHtm SaH of Oia~H~:ld~~ U~lllg rasl~ 

CvoHng f*rtJecthwe !Utd 1\ld)H ~lS: a Pri:maty S~Jh~nt 

''i)i;~~~~i~1~~"T'ii~;<;fi~""'T'A:~~;~-~~:~1~:~~~~~"T:\~~~~~~~~~-;"""'T·1~~~~;~~-~~~~;~:"""'"T·;;~~;~~~" 
Atnt fm.g) : {ml } : 1 fmLJ : : _,. j ' .- ~-:. t ~ l ~ 

~-~.~~~-~~~~~~-~.~~~~~~------~~~~~--~~~~-~~~! 

3nz : oJ 1 Jkpt~m"~ j1JJ i y~,, 

I (:lhCL 
t 

jo3 B 

\CirmJvcnts(M'fHH, fiJO/\c., LPi\(.\ 'lfn:, e·ht~~am~, ht~pwne .. lrHnt~n.z:~, Cll2C12, r.md 

<H(>:X:iHK\k }dl '><'l·id~ obtained fn>n1 ~l slo~v··,:()OUng prn{:.\Xll..Jn~ \Vith lPi\ <l.n<l. f">'lt.(~N H5 

pdm.twy ~nh'<c'nt~ ptnvkkd Furm B ma~~~diil b;tst:d on XRFD ~~rwl)':<lK 'l'ht' nt:'<Ults .. of 
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bln;try- ,:;oh'f.{H ;;~ry,:;t~l!H:.;~H:iom; indk:>iH:~d th~'ll Form n 'iNWi: t!K~ mo~t thE~l:n1iidyn<tn1kcill1y 

:'ikthk h>nn of dkttoxidb ~hrdiw::. 

'l'o ~\)lr.l.p<U\\ tJ:H:'t't:'StJh;;: nbwhwd !hnn lhe fast··\:\>oUng.prot'$i:hn::" ~~set <)f 
. . 
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T~blt~ 23:, 1\'lk:ta,St;lblt~ Znnt< Width Fnr H:wrn "S Oi~~~-n~kk~ CtwU~lA~ S3.h in 

:\·l~CNrrvt~OH/lHtHE {10:1~11) (\'/v), 

(\md 'f('Jllfl'' ln 'l\~mJ~. Out I 'J'i.<~np. R~mg{~ ! 
.................................................... l .................................................. , ................................................. r .................................................. 1 

fmghnL) , r'C) CC.i l f"C} I 
t ~ t 

!s12 lS.:2 

I Js.o 
: 

Sti~<it;:,J'!ed \Vlth atnk'i'~i'SPaH.da. Ttw via.! \~<-<h plac,;,'d hack in the ftsx.':i;:::l' ~md nuds:a~irm 

\-'db nNk~d ancr Wt1 tnlnun:~!;, The §olld" \V<:Wt~ ~dlecte(l hy v<~:c-tHH11 flltmtkm and 'Niblk•d 
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[()07411 

'X: to <1H\mJ ~! ekar ~ohHh>n. ~rhis ~<)li:!tion WHS: pii~~\:~d thn;ugb a IvUHiporc MHk~x FH 

n- d:'\ •> .,~; .;t rl'l~'"·'' ,.l'l''" ~nj<_,;:.;*''l~l ''-"''''' ''.1-·'~i·l, '~i:\n!,yj v, '\"\ ''"' Vi!J.I:-~ "F''" ,,,,.~~··j;>·:·1 ;l .. l 1 ;-"r. "-.l" <;.-..• {'~-{~.~ ~ .,}..,.,.~. ., ~:E~ ... •.••.• -o;~b,_,_.;~- ., >:. :-..t~l' ~$ .... ~, • .., .. ~. -.;. .. • --·~- ..... -~ ~-'.· :.., . . v·· :~- -~ ).-,Jx :-, :3:.~·· no-~:-: .. '~->...S., ...._.u ~ -.. ~ ~J:~~L· 

l·~·l;.;' >\f '"\(~ i>{'' /\-< ''~';i '<;l''~:·;y( :>i ;~ll''' h>fJ'<)•'l''';lll·.,~ fq.l· l.(; iv,,\)<1'"' ··t•t,,~ -~>\oi'l,·i~: "-''~l'>' t>t)ll.',l.'!<~>'f h>i 
·<' ,{·~- "'-·~ ...:...·.\,. ~-- -~ ~:!i. ~-'-.:.~¥"--.<_ •. .;. ._;·:"·"·~·--\:.l..\. .;.~ -----""" -~)~-·- ~t 'Lo;_ ..... t~·~"- 'it.- ~~-~ 1 \,;> ~.} .. _.•h~.\- -~- . ~.,. ...... .. ;.r.-... _ • .!C:.-~t-~ . .,.,:- "-· :-""'" ....... _ ..•.. ~"'- .· _ ..... ~~... •.· J 

[00743J 
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'l'~~hl~~ 24. -R~·suhs Summary of Charadt>rh:ation l\wts fqr Salt of J>im:oxkk 

Pnt~ls..4mn 

j: ·B-~4::~t~::~~::! if.'5.9L~:~~-; t .. J::)·~t ·T.~f:*>* 
' l _.,_.._ ___ ,_ __ ._ ... _~_ ... ,_,_,., __ 7 ____ ... ____ ... _ ... ___ ,., ... ,., ...... ,_,_ ... ,., ......... __ ,__ ... ,.,:.. ........ ,.,,.. •• _,_,., ____ ,.,,_ ____________ ,.,,.,,_ ____ ... ,., ....... ,., ... ,., ......... •'-•••":'•'-'-······-:--··-··--··'-·-·'-'-'-•••'-'-'-'-"'-'--···--'-'-""-t.,., .... ~.-'-••••'-·:·•'-'-'-'-'-'-'-'-'-'-'-••••'-"''-'-••'-'-'-'-'-"'"'"'"'"'"'"''-'-" 

8:''I'n) h~:''~_'nV·' i r·'·'iP"<;";i.,~"l.i v1 l\ll'l'l;'l!'"-''l \VI I f\n~~i'i:is''~_rl-f 'l.ii' $:~. ·-~ ~~- , .:~ .~· .:f:\..:; :: '·\.C.~,·<-~·'·"" · ·~--- ~ .... .. ~.h--~~ ~~-- , .. ,-., ........ ~-· ~ ........... ~ ~- ~ 

! l'Otrr~dlJl\~ ~tn:lCHlrf sttlK~illf't~ 

l\lnist~trt' SorpHtm J,',,,',,· HygnHKApk.' --­
tJ~~liq_ues~::~~ii _at 9{)i~}-
Rfl Hyg.n.fl'OZ:np!c -­
ddiyu>.'fit:~~d. a! 9GW 

J'lyg,n):':',t.~oph:: --­
ddiqHes<:t~d <ll tH)'if 
HH 

i ~·n 
-~--. ''""'"_"""''"'_-_ --------------4.-~~~-~-~----------------------- --,--.-.· -~----.-. """ __ '""_ ---. -. """_ .. --. -_---_-_-----~-1"''"'"_ '"_.'"""""""""""""""""""" SQluhmh :Nil\. d:! 2: 29 ~~n~hnL Nli\ 

· · ·· ,. ! .. :)n "'f, T~ .... ~,~ . ~ 
! 1 n " ' ;. tn"'lflL .. 

-----------------------------------------------------L---------------------------------------------------- J!LLI?t .. 2:L_E}£L~~IL ______ J ___________________________________________________ _ 
. 'I1h.'rn:ml f St:thl<:' (J day~) Stdbk {7 d~l.Y!>i l Stahle 0 d,ty~) 

Slur1~i:e,~ Converted to Form C\mvc;::~Hed w Fr~rill C\m\'t:Tkd w Pon.n 
D D D ··------------··'-"''-'-•'-'-"'""·-'-'-·-·'-"'-'-""·-----'-'-••'-'-'-'-",;,,:, _________ ._..,, ......... ,. ............................................ ,.,_ .... ,., ........ ,., ...... ,.,,_ __________________________________________ ._. _____ ,_,.,,_ ______ ,_,_,_,_,_,_ ________________________________ •. _. 
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{k2.L Ot.•lnonstration: nr Pn~tnwutinn of Po~ynuwpbk Fnnu A ofthe 

PotH:~Sh:lri:l Salt (lfHhtt:{t~>:Ult 
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[007481 

b.2.2, l1el1lmlstrado:n l)f Prep.arathm Q:f the Polym.drphk f't)nn B of 

the Pot.m;~htm Snlt of Dia~i.)Jd.de 

~)~2.3, Clu~tat~tedl.:alinn~:~f the P()Jymorphk Form H Qfthe Pot<.~t::<'}Jtum 

St~U Of Oiill.OXidt 

XRPr.:l,. and 1 H N~JR, Figtm .. ~ 18 :§how:-; the XRPD pn:ttcnl (>f (a} t}K~ liHrm /\ ptilyn'iorph 

oj' 'll,:c f)()~'><.:,;1:!{<'<1 ()•i:J~ c\j' d>W>:\}~.~··l,c': ,;r>1':\ {t)') thi:~ h:n~l.'l1. f)> ·~"\>'.)f\'{>w·\t'<)\1 f;j.:'·>j':;<:< ·nnt<)'(K)' <><'' <(;l.lt •·rf .. ..I~.J:.' ·~:.}, .. ~ .. '- ..... :-..~.C...._;:_ .. _,),.'.-..·~-~,...._.._.( ..••• ,~\J.-.., ¥)..{ U '•.'•·.~· .__,.r_.; ...... :\ .. ·"··"-,{·•·0-"..Ai:'; f, .·. ~ .l<.'t:.: ~-·.·.X'··· '\,~5 . .C..'.. .-.X. x~ 

6.1A,. n~~f,llonMtMh'ln nf Pn~.tJ!!rat:inn nf Uw Pn!)·murpbk Fnnn .A ~Jf 

dH' Pt~t~t~~h.lm Srdl (d'J)h!itU~id\~ frmn ronll n 

:<>t.mutn of nltrogq\ i~nd th~:~ n.~m:~hHrrt ::;oikh \ven::' drit;d In vanto at rnnm ten1peratn!X~ ill:Jd 

30 in. Hg. ·rh>.: sdkl \\'ilfi il:fl<Hy:ted hy XRP!) h) (fettrmine th~ ph:y:-:kal f<:.irm. S\:X~ Flgun.' 
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['~W~"'!' .... '} ~· • ~}~~ ~ ~.)tlo·~ 

(i,2}t, Prep.a.ra#otl nf dw P!1ly~nnrpbk F't~:rm C ()f Ow P~)tas~hun Salt 

~)f Dkaoxll.h.• f.r{Jm ·Form B 

6;2A~, Pn•_~:HU'1ltinn nfthe: Pn!yrntwphk Form lJ nf tln~ Put<lsshun SaH: 

offH~:~zm:fdf' from Fnnn H 

hn\:ltt;, No pre~~ipit:ik \~,<~;<: i:t.>rmetL ··rh.::~ .;>o!vf.~nt \:\'a" <.~vap<ln\1<)d do:;;vn w dryrw"~~ u"Lng a 

n;><l>1';., ~~··r·<>·H"! ···!·:,,,!··, .. :l'-''"1' '""J t!·,,,, >>·':>;!'ll·=<;,} ·~·:·i!'.:!·«: \>.il"!~'· ·1•'>-:.,·l ,,, .,,.,. .. ,.,,) ·:sl •·rv<•·,.., l .. ,,,.,,t)"">rh<""' ~':·."-A_.~,c . ..._ ..... · \.·{·M). il;.•.· .. h-$ ·J..O.:: ¢..•"-"· "· ~-..,~J.\.J.}.. ,.,,_. ~.-.. ....... J.:>-<"'-0:·~~ .·.•~)-~ . .:0,:., -.. • _., ...,., ':"' {. ;; ,o:,.o;S, >.t;' ? ,._<;,~-\.;:,., (-.!-.<;.·.~.,.,,, .... H. -~·-~-.-..!·f,},.'·~ ~._.o.,.~,.H .... • 

[00754] 

~~2.'1, PH~pllnlHon n.f the Po!ytm.wpbk Ftlrm E of Uu.~ Pnta~shun S~d:f 

M' J)hu;o~idf' ftnm f,':nnn n 

;1nd ;)0 in, Jlg, '1'he ~;9Hd was {l.n<!lyxed hy XRPI) th okh~k.n11in~· the phy~k:~d kwr:n St~t~ 

Figum l9(h\ 

Ex. 2002-1154



fi,2Jt Preparation nf dw P11(yn1twpbk F't1nn F i':l:t th~ PQta&;hn:n Salt 

~)r Dkizoxld(' frtmt Form U 

6<2}!, Pn•par~~linn uflhePntyn1nrphk Form G of tht' r~)fa~sh.un s~~u 

~)f fHni;m:ldt~ from }\\Wn:l H 

~~~8 i .~ocCN I .wL~. J .. w i .l.« I~.·.· • L 1 

:·····:;····················t··~:~--~-------------- .··:··--.~-----------·--t······:··----------------·,t··--~------------------------l 
; n A l ..:: .. «; ·' H"~ i n/a I L I i. .......................... ,L ______________________ , ______________________ j __________________________ j ____________________________ _.l 

Ex. 2002-1155



;--.-.-.-.-.--.-.-.----.-.-.--.-.-.-.-.-.-.-.-.--.-,>---.-.-.-.-.-.-.----.-.-.-.-.-.-.-.-.-.-.-.-.--·-.---.-.---.-.-.-.---.-.-.---.-.-.---r,-.---.--.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.--.-.-.-.-.-.-.-.-.-.-.--.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-1 

l S*lh't~tH t Ctnpd Soh't'ni l R.N .. 'fn,·t'!:'J Fotnl l 
i l fmgl (m:LJ I (mg) · l 
: ~ ' : . ~ 

\Vnt>jr l 2(1-6 1.5 n/a f·n~e k~lTn 
jc ........................... ! .............................................. + ......................... -..:::~~~=:::~~~~:~~-----~ 
' tAA l ·; l q 25 : Jb.; ] E l '. 1 :--:--··.··-:: j l 

lAi\ i 9.'1 OJ nht D I 
1--~::~·::·::----·-·r;-. ~ .. ~~------ --::;·::----------~t---;·:~-------+ . . '1 
i .hdk I -.:.:\.(). \,;;) i ! ;, .. \ I (j I 
! ............................ l ................................................ L .......................... , ............................ J 

6.:2,ltL P.~)lymnrphs()bt~~liJ:ed by Ri't~ry~taHindion nflht~ P'fltas_~hun 

S~Jlt {Jf' Oh~zf.rxid€ h1 15in~~ry $()h't<nts 

Ex. 2002-1156



;tlJ yk>.kkd l.hf: D Fonn polylnorph {>flh<:~ j>Oti~M:;ivrn :'l~dt R<:\:Ty~tiiH:mtic>n frnrn 

:ct>Xtnn:.itdh: n::;lng dinX<HK u::; tlw i"t.C<:mdnry $dV~nJ yhddt:d tht F fiorrn pr1lym};,rph Qf th<-' 

Ar~tonitrik ! Srnu:n:lary Cm:pd I Uh<':ff\:'~ry Form , 
( mL) I st)lvtrtt (tngJ I (mg) I 

~R,~~R 
t ·: : 

und e~ht.~~:<HW >:l::'i th;:.~ Si.X.\:>n.dm-;· ~;nfvent d.l yk~kkd HK~ Form A pn!ymmj:~h of ifw pota~!:>htm 

~ah of <:Hii~~~\~kk, !h::~:ry:;;talnt~iih>n f±'Z)fn t~ceton<:~ Hc~lng ethyl .;Jcet<\W, hcptan~\ toh.wneand 

Ex. 2002-1157



r~qpq 
, ""'"' l .. Jc.\,. . ,,. lJ , ~-~ l c , 
~ l : i t 

~ 2 .. 0 1J?l\.~~ 2~t6 11./~ tJ 

t· -~- .. , ··1 ~l-l ~.-,· -~-<\ n f ,, -·) ') : ...;:. ... t~ . t:"• -~:. ,..;."..-~~~·-:·:;.;• i :L~-,~.: i\ 

[00761J 

6.1.11, St>n~~nlng f(W .P:ol)'.IUOrpbic Forms of mm~o~id~ Pol~lssium 

Salt 

fi,2J L t, Sob.~ bW ty · Scr~wnJng· tor Pf~l~fltli)tphk' Fotm&> nf. Ohtto.xh.k 

.Ptltrt~sil.tm Silk 

Dialx!xkk> pot<iSeiiurn., prz~p<.m:.~d in 1>:iEK w.dng l M p<:lt-i~s:~1urn hyJ:ro:dd1:: 
. . 

E.tOAc .. J\<fEK, J~vk~~N .. lPA, \valm\ r-ArnOH, i-AmOH, <HHJl)Ml; ·nH,'S!~ solvi,~nh'ivere 

<.:hoser\ Jut' t<J J:ifk:rew:::e:-; in .hrtKti.m:mlity, fWb.rhy, and t'~qiling point~- and tiwir abi!hy ((; 

di<(!<(}h<=<> zl:i·l<-~~xidc :\:rilV(~i)l-;;:. =lf!\>tdifl•' <'1onrV~ t>~=ir '-'dP'bititV '·Vt'iT U">(:·d "''< 'lnti!i:r>l\"';1'\:~- in ·.·.·.· . •··. ,_ .. _ .'I.{·":·:': .. ·. -: ··.·.• ... '.·"-~·· '-'.· .. · ... ·:¢:·.f.···'·' .. ·.~.~ ... ;;;. •.. ·· .... -~ .. ~- ··;.• ~-.. ;.: ·. :-• ' }.;,;,:.,., ......... · . ~-··-~.<- ~:--

Ex. 2002-1158



(i.2,.lhZ. Singl.~··St:1h\•nl Scrtimhlgfhr :poiynR~rt1hi(> Fnrm~ uf: 

l!htloxkh~ Pnt~:~s:sh.un Stlh, 

Ex. 2002-1159



T~~bk JL Slngh·>~Snh\~td o~yst'*'dU:ndlons of P(lb~sshnn Salt of Diat<.oJd.tk lJslng ShJW~ 

·:·;~~~~:~-;~;-···"·rn;:"""'""'l''(;~~~~~i;·"""'"s;·~t-~-~:;;;···T·~;~~~;.;.·······:··r·:f:~~~~-~;·······:···;:~:~~l;~·i;;;.;·····;;~·;:~;~·-·····"1 
; CC) ; An~t A*nl ~ tmg .• mLJ ~ (<'CJ : : 
I I {Wg.l (n'lLJ I . I I I 

!HOAr 76 2(t4 ; 6.0 :3 .40 75 Yr.~ !) 

.MeCN ~~ ::!4 .. 8 ; (},$ l 4),60 W' >< ~ •• ~ YfS c 

}t:::: ' j.~~~ t:,::,:: ' .f~;,~ .f,:~:'~'~' .~,~;. .j~~:i:,:'~~ '":; ,j 
\Vats.~r : l hh : '~p 'l ~ l \ ~ h k.H • l;>\ : \ e"'- !·+ : 

~""'~~~"~~~,:'"",,,,,,,~L,~:,,:~~~~,,,,,,,",~1,,:,~~~::~,,,,,,,,,~",L,~,~,::~,,,,,,,,,,,,~,~~t,~~:~:~~:~:~:~,,,,,,,,~~,J~,::,::,,,,,,,,,,,,,,,",L,~:,~~"~~,,,,,,,,,,,,,,,,~"'' ,~~~~:~,,,,,,,,,,,,,,,,J 

Ex. 2002-1160



~~ ,.··.\,nL.H : .L.v , "- .. ,,(, ,, t"' ~ 1.-fLJ, ~ 8,, : ).~,.::; I L : 
'"~ ........ ~~~~~~~~~~~~~~~~~~~~,l, .... ,,,,, ........ ,,, ...... , .... l,, .... ,,,,, .. ,,,,, ........ , ...... ,i .... ,,, .. ,,,,,,,,,,,,,,,,,,l,,, .. ,,,,,, .. , .. ,,,,,,,,,,,,,L, .................................... ,,,, .. l ........ ,,,~ .. ,,,,,, .................... ,, ............ , .. ,,,,,,,,,,,,,,,,,,,,, .. J 

(i,2.1L3, BinaQ'•Soln.ml Scn·~uing ~hr t~o1yn~orph.k f\wm:S of 

.D:ht:todd.e Pot~~$~hun S;~tH. 

:L..=~·l""h~J~.::-. ~: --:·Ll·:.·l·l::~ r"~t~!-:•i~~~·-., "~l:-.;···:1 ··!·!~ .-,x-·_~),'1:'1".) :-.l.;_3 h.i·: .. -·~--~ _:!., :: ... ;.; .. n-;;-")~··.:·;.~1'·::-~-t~:tt-=·~ i.:"'i.'"\'l'f3·~ •. :,.,-.. :l.l··.,;-~ ::-1·.·-:-·:-;:t-{-}"!,z~V'l·l·.~ q,,._ ,.,..,,,,., ~t''' c. <>·, ,_,.·¥ .,.<, ... _,, "''' "- ··''';'"'~'"·'·~·· ' <>~,.,t:.· ·.·' "'.::; ,.t.·J··'~'"'"'···'"'-' ., '-·.; ····>·'· .r'··'-'J· '·b ''-''--·<·J·:·''·'' .... ,<, 

m< rn:in1~try s~)h't.~nt. XRPD patterns ihnn t.~rysh~J1L~:atlons :;:!$\ng ;J~:~~tunhrih:. it~ u prhrmry 

T3bk a:t Bim~ry.,fiolv~rd Cryst:anizat.ions of Poi<:.'!Ssinm Salt of Dh~~th:ld~lJ~ng Fm~t" 

(XJ-oliilg Prot~~dun~ and. !VkCN as a Prhtmry S6ht'nf 

Cr:npd .\:td:N~' A.ntl- /\H1t Pret:..i pit at~~ h:wm 
i\tnt (rnL) ~oh·ent {tnl,) 
{m.g) 

20.7 0~6 otvrrnr: l r ,J Yes l' .. / 

203 I {),6 lJeptane 2.0 Yes ! l) 
'"""'"""""""'"1''"'"""""----y---------------- ----------i---1~.-~,------~--~~_;_ 
23,6 ' 11 ~~ ' '!\Auem.' t n Y~s : , i '!"' i ·. ' ·. . . . ', .• l i i 

........................ L .... _;.---------------T--.:.-::·;::·::;·_----------;.--:::--------------T·--::::: ................ , .. ,r:---------------------·1 
.:Jt .. ~i : .J,.,J :. tJ ~ .. J .. . ,,..:: X ,u ~ l. ~::.~ ~ 1) : 

------------------------t--~---------------------t------------------------- ........................ , ............................ ,t------------------------1 
?OJ ] U.{) ! l>!o~xali~' 6.0 l \'\':'; 1 F 1 

Ex. 2002-1161



~md {~ighl u:l::;olvulb (K4TlnLEt0/\t:.\ lP/\t, o::-hn~uru:.~~ hept<HK\ toh.\Cm\ CU2:Cl2, <itld 

•.H\Watw}. /di i,;Olkb \Vtn:-~ an::d:yt~xl hy XRP!) !9 £kWnnlnx~ the phy;.;k:a1 fQrnt 1\vo 

fl{tH\JH~$c \y''"~.rt~ nb~Wf<i(;X1 h) be Fnrrn!:; c~md D l\'5;ptctiwJy with uddltional pt~<i.k:'( pn~:'(<:mt. 

and i1lso fmrn ~JK rnixtun~s of l··A.rnOH \Nith M'fBE,. TPAcv tyclohex}tnt:., hq.!hnw, and 

H•h~1:~i:> Fo<·ql C \~'·•t-< ~)h•ahH.:·d fl·ot-r:· \.·1d'Nl1K~!1_ttrw ;.15..t1•1fHV~~' 10i\c and mi>;nrt'~fif ....... ··" .... · .. · ........... ~ ·'' ......... ' ......... \ ... · ....... · . ..,t· ~" .. ,. ... '. _,.,>; ••• ,,,.}_ ... • ~.! .. -:. · .... ·:. _ ...... ~.( -:~. 

i:i.tt~hme with '!vffHE, FtOAt:, tl\Ac. t-ytkl'~ll'xant\ .heptan~~, toh!tne, and ClJ2Cl2. n)nn F 

w~uc; ct)''>ttllitt~d fnf\11 !lk ;:nixWl\~$ nf Jvk(:.Nh;.Hnx~Wf itm1 i-.ArnOHAH<:\«:i:\!it\ Tl:lt~- ~nh'>~nt 

Ex. 2002-1162



[00767] 

(~.:11 L4, Omrat~tt~dz.!:ltinn of Pt)lp:nnrph:k Form C (Jf Di~Z(J.:x.id~~ 

Pt1ta~sium Sah. 

t~i'THtS ~d: 187 ~md 360 ':'C in the DSC. The XRPD patte~m h>r F<mn Cis \Hliq\W Ci:!01pan::d 

to aH <)thcr f6rm::; \}h~K~rvvd. F'DR · (/\TR) ~p<;c(:U'<.l:'i<~npy ,;;hqwcd diffz~renH:;~ bct\Ve:.q:r 

n\r.t)'l:'> l H .NfvlR iiJW(~fnt \Vefl'.' Hmnd h) be {:{H):';i::>t{:nt wilh rh~~ qnK~itlll-' of d.i<VN<idr \.VHh 

wt!\<;WAt 90% Rll rc:~pt<i.?tiv•dy. XRPO <mal:y:<ii;;; hl!J~v.vlng tht~ n:l\>ls.ture··.<;>~rpthm 

•:'.:?' fl'~l·l'·,I~"~l'l. :>f1(lFh'~ ,_, n::•l:;,:~nl. <::c>•Jsi<.:l·:,~I>t ~,vjt11 For'l1 1)·· Sl"!'!'V >=::"·n,,n·'ll·l·:·'l''t~- \V"~''''~ ....... ~t~--.o.-,.~l)...,.}~~-.·~--~~-~~W:,-W:-~~-:--"-~""''-·.0., .. ~. ":-"'"·~-... •:·-·"-~:--:•·-··-"-· .. ~--• "· .W.._._·c-' ....... ''tl-~-. \...'.' ',.._.,.~ 

pe.rforr:ncd \)H 50/50 rnixmrcs of f<<.wms C, D, <tnd F to dUcTmine propef.isHy nw 
•''fl!.lVC"'"'~i)t'l :~t~il ;; l '<•:·~ \f-:1 >lrt;,,.l.'·li~: l'>·<J"'"l i"\Pl!. ,.1 t.~,~ \>•x"Cl·:>:;>~d 1 h.-yn ;'>l .. <><':·v>n~• Pq•·o-n i""' v.... .J.<.·~:-., ,..,..,_,..,· ''- .... -..,.., ,,, :... -~ .... ~ .. ~~--\. .:.,. _.,._,, .. '-ot. ·":o. •. <:-:: \;~- ~:x :~y-Xl ... ,~J .. ~;.. .... ~ :t.._~·' ,.~ ... _,u:...~); .i.~-.o:~ :" \--~ ... -~~ ~: 

"-'i>nv~~r~hm l)f h>rrn l) H: Fnrrn .D in the~~~ unviltion" xnggt~M !hatl'ilrrn l) i.:;:: tmH\) 

<.ll'~l~l·l~'(Yj,,,·;·>;:<l"J'l 0 ':·:c>'lj·\;" ·~l':'~)]'·:~ tj··~:><>:··f.:''nj~Yl' ("' ·:l,J"\>')J:O. '"'''~(jr.·'ll''tlU ;;; t:},,i,, .. ,:i).u·P<:: RJ•l'l'~ nl··:si•·:"~''·'· ,:'~.: .. ~l ~ .~- ·' \..'!: ;/ -~·:Ji. . . .-;~ ... ~. J-.~ w, .. ~C-.·~ ~ .,._.,u ~ , ,' , ~- "· \.. · ~ ... ~;:..: :L ..... l......_.)...; -> ~ 1.:; ;;.;~-~- {-'~ ~c-'" ~- ,·, ""' " :-.. .~ .,, .• ·. '-~."::::·""· ., :~ 

Ex. 2002-1163



ti;2.ll,5, Chara:derhitdnn of f$()iym.nr'phk Form D of Uhtl~1%.ide 

Pota~$hnu S<llL 

ot.:.i.:i.lH\:.~d tK~ur 1 10 ''(~ f::Onsi::-:K~llt \Vith the endotherrn r>h:'!etved in th(~ f1SC e::-::pt~.dtnent. 

MoiMttH>·S()J~p.th:m. analy~h (:{>nducli.:~d m 2) ''C fiYH:n H hi 9Cl'A RU {lhbOrptkm) ~md B51o 

tak~uhHicl!)S v,,:ith ;:tn· HPL{' ;,:nlibratkm cHlVJ.~. Slurry t\\!k~rirntrnts w(~rt> lX~J'h>rn-n~J: >'m 

50/)() '"l~::«}:•>.r'~''< •.'l!'lZinl·l". ·~·, l) ''ll<l. t:::· iO ;i;>t;·~:r<·ni<v'' i.~'"'l' f r~,.,.,,);'''"'lx<•v fnt ''Ol•·).''"'''<·l· 'i'l ''ll' 1 ':'> ....... ,..,. .. _.,.,._.,_>·~".!!-~-~.,. __ ····--·:-:"::.· .. -.:--~--:-~-~-J "---~-.Y-:-... ,..y.>.:-..~"':--"~-<::....-.. ~_:-ot'·:,~·"Y-.~-~--~}"~-~ --c-~-".-.~"='~--~"--"'.1!- Ut' 

(i.:l:Jl.(), Gb~w~ct~~d~~th:m M Polyfnntphk Fo:rrt~ F nf Dh~u,:ttm:, 

Pttta~siurtt Salt, 

(}vents m Ed and ~~63 ''C in th;::DSC. Tlic XRPD pattern J't:irli,on!'! F k unlqu<::' i;.~l>Hl!J<'!J\)d 

to <tU <Aher hln'Il:'i oh~l'rved. FOR (A.TR) ::;pc;;;tn:}::;cnp)·' sho:•.ved difk~re!FK~~' beh\'·\:.':tm. 

!htrHs, 1H NivtR iipe(:tru ~vtn' J\1uncl h) he ~onsiswnJ with the ::,;tn!cit~re of dh~;'~IJ:xid.e ~.vith 

Ex. 2002-1164



OW RU. (<ks~)rptkn) f<ho\N<~d F(mn F tQ D'-~ *i hyglV>(;:}pk }!did, $h<Yx.ving ~q:Jpni>;lnl<)Jt.!y 22 

\Vt % \V;Jkr at 9(Yii: RtL In compathmtt, F\)fms () and f) (<Ktton~::; :i<\h-<lH.' ;Jnd 

[00770] 

(tfc nvHrH~tin~xhm<lhts diet throughNn HK study a:;; ·~ rtkn:.:nc~ gnmp of bm &;(imrd mktt 
. . .. 

rHke <Jl\' f·xl tb~ HF diet ~tnd Kldt'nifl.i~:;;tt~r<:<J the t:nnti'olk:;J ri:Je;:~st ibl'muhiHnH of_i>>:ilts nf 

Ml'-" ('if the i.:{H%ll:nnmdl$ Q{ Fnnnul.a_e 1 -- 1V -o;t :ihz>r<) 1 o;;o r~~n f\f:r:iJ'.'C l''\:'f k·~· n~:rr ~:.lav ·y '~ -! ' . ·.· . ' . ~ .. , ·~~ "·· .. ' ....... ~~· .·.~· ,y ·:~~~ .• •• •. ·-:-.~·~ ~ •••• ~·· ••. :~: .t'· ·., " .~· .t, ,<) :( 

Ex. 2002-1165



ephlidynli~.l \\:'hit;;.~ ~tdiposc tbsue (E\\'' A f), retropttitoncd lRP) fat, irll:Crscarmhu' bt<.l'<VH 

adlpn~k~ tis~1,w (fl~i\_'l'J bJ pwds, and gastrr.ictWmius ntn~·ltk ilre n~nHJVt~d, trimr.n1xL and 

[00771} 

coaJpl.i<~uH <m<;.! ll> UllSUW stable hndy weight hd(n't.~·tr:;;;:.~tnK~nt Up tfl50 ~Hl~jed~ <H'f te:-;ttd 

at e<'lch tb~age of drug, !)aily dosage is ?id at 100, 20(L w1d 300 :ttrg/day, Tlw d.ail.y dose 

Ex. 2002-1166



(tppt~M<*nct:. ~tnd <)xkbtion of pht~tnn dedvczl fmt_y <k·hJ~,, Acldhionally, t<Jutin<:~ <iwmil;.try 

pn.>flk:i~ MliJ .hl:';ting f~ht',;.l)'·W: ghKo\e an:: obta.bxd \Vet:.k1y 10 kkm:tify ~hO:';~~ :'m.hjetl:S \Vlth 

Ex. 2002-1167



!.007771 

[00779] 

Ex. 2002-1168



it AHW'it~l~Ut'd n~ka~R' ~\tfor:m~dativn ur tU~~U\idt~ HCl ~md mtlt.formtu HCI ~fSt~ h.~ 

tn·~t dialH~tk path.m~~ 

[00782] 

jW<."lgress!Gn of di~l}wtk~ t.~ompl!c:<ltlnn~, Rnd (L'} adver";e ef!bctli as;,;(x:i<Hrd \.Vllh th;' !J:l'ii'.~ nf 

tl:n:;s~~ i~t~tiv<..:) lugnxJk;nts. 

Ex. 2002-1169



l;Ofl'l:1~:be f .,, IV 1!.~ itOt1i.;~ d<tHy t<~hlt~t l~irrnnJa!ion. Adminls!r~tdnn of ~"~lb of any .ilf!he.' 

(C\}l1lpound;:; nf hxn:u<l<~l:. t ··· lV >:mitirmcs tmtU tfw '<-\:V.igh! gain, dy<!lpicktnb, h.11fckdn.xl 

7, cr~tt~p~wison of Singlt~ llnsm'i n.f Dbzt}~id~~ ,AdminisM::'tNl as Progiyt(;tn® Or~tl 

s~ml,H,'n5krn m:- .~t~ O:htto:dth: ChnH~lt' (\mtroH~>d~ f{dt>:.'1iW T~h:lflf!§: bl Ollt'S~~ S:nhjt~~i:s, 

p.hannaqJl;;in~~ti;:.'~ of an ontl ~<~}-i:;p-;;.~n~ton tlf tfK' fn:.'e has~: of dUru)~id~~ (ProgJy.:.'em\b} ~><hih <r 

<:;itn~roiJr<J,n:>k\:i:~C Whkt>:;t;{ t~mnulmhm uf dbli>Xkk d1olillt' s~dt nmkW tlls!ing P>ndition;:; 

Ex. 2002-1170



itt !)~flar !<nlven!!< \hM <:ontained !rate <'i.n10l.lnl~< ~)f \'\'ilh.n', 'ThHJi, ditlli'J\ kk, .<f!< (rw frez~ ha!>t, 

i.:' ·i 't·;<· >'\1')!. ,,.~,l·l:·i !' !'.'C'lTl·., :'> 'v•·\o'iy~· i 1':,1·! !f'l'~<i·l' ,,. l''l>':>)· ·:>l·h:>';; "l' ':;;-~,; ; ... ,,l·; {'lf i h-·> ,,c·}v.,{ !\'l'c( ''';t·'h ·)f ~ ~ .ot.J. L ~-- -~·t.~ . . LL ~ ..;-.~;,,. . •-~--- .•: -~ ..,.~;.t .. ,.,:t,_ .0.. :t_. \:. ~~ • >"--· , A._. ~,. _., .>-.~ ~ >'·{ ~,_ ~~ • ~-J. ~.o: ~-~ .•.• 0:._{ ~.::.~-,.~·'·. ~ ., ... ~. ~-~ ~~ ..... -~~..:_.).:t,. " .. o:. ~- .. l'~·-) ~ ~- .• 

Ex. 2002-1171



Ofu:wxil$~. (JmU!H' Cm.~trdle(!·Rd~il:\it' 

'T!l:bkt.(n::::15J 

G\•m1N' r.·· \)/{-, ! yp,; 

':! fln~lldff.\Hlal.~~.l ~ 
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~,,.t~,~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~l~~~~~~~~~~~~~~~~~~~,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,.J. 

UCV, Qf HI'\/, p::;c of ttny lTitdk~tth>n afi\~;;;ting. bn!J}' W\.~ighl, )i<p\d (lf gJ~\C<)$t;~ rnm<~hdhn:> 

within Z rntmths, tli:<0{!f J.ri.y \)'swrnk' pn.':.;(;hplion l1.Wdic:J:ikrn front14 d~lys ptl(~r !\> 
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2006, i'NH<Jin.::.tl. in th0 t:Hnir hx 72 bonn thlhY>VI.l1g d<Y~f adminbtraticm, Wt!Jrning <~~ 96 

and 120hours an.:.~r dilSi} ~u::h'nini~~tn~t!on, Cnhnrt ! :lm::h.tdt:d JOsuhjt.'thnlndtlllli:t.IX1 to 

nw;~\~iUl\~Jn>~:nts '~:fhemogk1hin, Jwrrwtfl>:~rn, w'hitt.~ h.!mi! "~dl "~Nmt\\-"ith d[ftl.::rcn~lnl, .md 

i'll.;xr··j.;•,::j·i: ·''("<r<i: ''''"* nl:>>·:~!,:~l: ,,~,·'\''.P'. f·.;ll";'·'''i "<"~<·<••~·' .<J:N~:'"'·!'"i"V ·i·~'>lqJ' .nif :~>r<>l><:>;]:qq ··~j''. ~ ... ·'.·:':;."":-·::.. ·.~ ':' .. o< .. ~ .... ~ .. w...~}......:: ~····~H~ .... ~~ ~ ..... ,<~: ... .e~ ... <.. .. ·.~ •. p.~·~«-~ .. ~.~~o .. · .. ~ ~.~-~~.q.~ ·=-".~·~· ... ~·.-....:~:~ .~·'-". ~·:.:);~ .w-..;.e.s..-... ...... ~ .. 
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[00792] 

Ex. 2002-1174



Tabk 34. A.dve-rse ~vents {AE} in ~mbj{•tf$ adtnlnlstN't'd Pt'oglyte:n~@ Oral. 

Suii:ptn.sk!U: {h::::d .5) 

6.25 

LO 

LO 

4,25 

Mild 

4,75 

Corn•.dfV{' 
Tr~~~thn.t~nt 

'T}~~~n%py · r~~t{:e.;1ir~~d 
iKetam.i.n~1ph(~it R~~::;;nlv!~d 

/\s~im.ed to 
supint p<l~ltiNl Rt~S~'llV(~d 

i\sili~~tt~d 1o 
~tiphw JWs:idon Re~olvi.:d 

/\~:>i:>H>d W 
:~:up1ne positirm. Rr~~nlwd 

Nmdx~r nf ~~ul~jedK \~ilth iit le:i;i;~tom~ AJ;_ ''"' $., .l\:Es ~~:;'lhYI.ved by nw SNlte sup;;:;r~(:ript 
i·':>l<'~'··:i~'i> l 1t:~ '>'·'l'i'<': "'~'hl:,,,·.,> ~(.<.,:'1.:·.~·, ... ~-.,._. ).J.:t: ... M-...~ . ...., . . -.x-~.:::-,1---~·.<--
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T~lble 35, Ath'ffS~ ~:n.•nts {AI€) in subJ~is ad.ntiuistm:~ nlat·!):Xidt• Ch.olhH~ (200 rng 

l)l.H;wxldt:J Co:tlf.f!)!b:~d.-:R:d~~aM.~ TaNf't {n:::;l5) 

Hml~·'Ptlst 

Ath;·(':ni(' E:v(•nt Dl:i~ing 

Llgh(h(:ii(k<J {.Jj) 

rH.tlit~~~'$~~: 20.0 

l\'l{~r.dhmt(Jl$$ 

Chill:/ 2.~~ 

t1a{~~·. P~lin' 2JJ 

\:Vanrt 2l}O 

\·Fid 

tlUd 

.Mild 

MHd 

}\'tl!d 

l<.lild 

Mild 

Nun!{x~r nl :>~ib_j~~d~ 'i:'ti!h .a! k;bt qm~ i\E ;"" 4. /'if\ G:>lJolNdl hy the ,:<<trm~ :>;UfK~r$n'ipt klkt 

an.\ llu; !:i<lliW ;;;Hhjxx:t 
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Tabk 35. Adver~(· .(•vents (A E) iu sub;h.~rts ad~nlnish•rNI l1h~z(~~dd{~ Ch:olim• {300 Ing 

Dia~~lXi!k) Contrr~lh.·d:~RrJ~aM.' Tabk't m" Pli~tdlo 

l 
! Di~u~oxkk z:h<llim~ Placebo 
f~ ..................... ~ ......................................................................................................................................................... -t ................................................................................................................................................................................. ... 

l---=--:_:_:~~-~----------------------------------------1---:--~_::_~~-~---------------------------------------
: ' .. ~ ... ' l J ·( J ·9~~t:) l .l {:~5~~::.) 
l l 

·rre<~:tme-nt \v.ith diut()xkk pdm<1rUy imp>.::b ghn;'(}:-;(>~timuim~J ilvu1in ~t'crdilfrlratlK~r 

th~Hl ha\\ttl histthn se<:.Tdinn, F!.i\\ting glucn~i.~ kvd~ hh~!\~a:~<:.~d stighHy h1 UK' fir:;,t 3 hours 
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'Hlhlt• Jfi, Jh~sttng gkw~)S€'~ f~sting insulin~ 'fHUHWlt~dfk:d fl'§:tty .add {NEFA h s:e-rnm 

~udlufrl (Nah J}(}tasf>hnn·(KJ a~nJ erN~th~h:w ~~f~ubj~~~ts 

P~'-~glyt*.•m Oral 
St:iSJ)t~H&im~ (t~~'1:5) 

l1hl.:u.~~ddt- Cb:oH.m• 
COllt:rv!kd~Reh~st~ 

'l'abh.•t (n"'1S) 

F~~;g(ing Gh.!i:>.Q~St} (mg/dL} ! lVI~~lo:tSO (nmg'C} I Mt'}lntSn (m~l~W} 
: ' ......................................................................................................................................................................................... ,. ................................................................................................................................................................................................................................................................ + ................................................................................................................................................................................................... ... 

Hu:'Wihh.~ 9$:±:6 fSJ--! 04) l 9:lt6 OB-lON) 
l 

l 
lk~dirw K6±5.2 (2D--24.1) j9.9±J3 (4A-16,3) 

~~LLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLL1LLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLtLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLL 

24 h po:-::t--d.nst: ! !J,\l::HL9 ({i, 1--4L~)I l 1 i, 1±;3:3 (5.5-- 17.0) 
~········'""'''"""""""""""""""""""""""''''"""""""""""""""""""""""""""""""""""""""""".;. .......................... ,;.."' .... '" ........ '" ................ ,;.._~ ........... "' ...... '" .............. '" .. '" ......................... . 

":':"~,~~~:~:~~::~:~~~"""""""""""""""""""""""1=~~::::~"~~~~~:~:,~:=~~"""""--·"'J"~'~'~'~~=:~::"~~:~:~,~-~:,=,~---""""""'" 
Nlt:F.A i)UlHJUL} I I 
~-------- r,',, ------------------------------+-------------

.• ·;:, !. f .. ,, .. , .l.l .,l .,.! ,.) .. , .. , l •,·'.' ... '_.~.··_,j,,_+.·.· .. ~.·.·,.·l· ... J· ..•. J_i.!'.'-<.·.·_.'','.·.'_,,~_·_L1.'.:,·.).·_,._·:. __ ., .. t,_.:_ I .{t ~~~\~t--:( :o~t;: d ... Jttf:t .... ·.~ . u. ~~~--. -~-~-' l)) J : ( ~.. .. :x • , ( .. 
~ - . 

--~-~~~~=~:!.~:~~~---············----------------------------------------····--+·.·!··=-~-~~:~::::~: .. ~ .. :.~~~-: __ J __ ::.~-~---·········J .. :.:~~: .. ~.:.!:::: .. ~--~-:~-~-:.:.::~:: .......... ·.'·'·'·'·'·--
End of .Study I l 3).t7±J. 1 f U7-1.41) lt393-"'<.:::2J (lJS-144} 

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~._~,~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~..:..~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 
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., 
cn~:atinhw (xng/dt) . ! 

................................................................................................................................................................................ ~ .............................................................................................................................. + .................................................................................................................................. ... 

H~iselhw ! 0,9±0,1 tOJ,J.1! ! 0.9±{l,.2 {l)J.,lAl 

~~ 

hisoJinc .in th~..~ p~..~riod fh>.m 6 til 11 b(Ji.lr;; :;:dk~rJo,c <KLtninl:>tn~thin, nnd rcmaln~;d >H 

h<lsclflW k•vch trw:n 24 hour"' <.fner du::ol;': <:!dminLsltM.ion \9 t!K~ ,:.~nd 9f 1h(; iitudy 
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\Va;,:c pnxl.f;;;:t<;~;:J h.l huv;~ .. ii gn~nter a..:.:~;;umnl;1th.m rw:tGr ~vi!h ~:hnlJtk dnsing than ww:; th<~ i)Fil 

:-;.t.tspt~uskms (3.96 vs. 2.84.L Siltn.Jhltion;:;. of f~Jl>.:.~ut~.::J. Orl<:<>·d~t!:J" dn(';ing '>Vhh tht: nvn 

Table 37, Stmuu::u·y Stad&tksfor iJ!asnm t:H:axoxkb.• Phanmwokin:dk i~mtnwtm"'S 

~~ftfr ~l Shlgh:~ Unst::o of 'l\nJ f MnlMhdh.ms 

·_IN.· h~.· 1 , . .._. 

'''
l_:., .. ·-···· ·. l 

- -.. i, 1.).2 .. 5 ,\k,:~.n 

Jn~~omc.an 19 P" 

lst···•r;~;·~-·.·.·.·.·.·.·.·.·.·.·.··1·:;. :.;~~% 
I ('l··- ~l· i .. ·.·,:>:::.:•'. i!\49 ::·.' ... 
',_· l 

i icv;:;: i2iL5% 
l ........................... J. 

15 !5 

!66 "-~'1 .._ .. _ .... · •. .:-

!57 53! 

41 

19.{\ 

l !.5 54 

AtJCf!J. 
<-<:.) 

t;) 

618 

Sl:m 

l {~ ,, 

t)~0-~~4-2 

OJC29 

f\(}(H)-5 

nJ:H}22 

'1'1/2 

hr 

1 
l 5 15 

·:-...: 

-~ 1 .9 3.96 

J{L2 ~t74 

~.{}~6 !A-8 

2-~:7 O.JB 
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[~<'d"'n ['l08 
IMiri JS,SJ 
: j 

L ~);·: ,~ . :!\1-iX 1. J }.} 
i 

.164 

26! 

5~·i6 (l-0237 29.3 3~80 

··v·<-• !\0144 1:5/) L26 ~}·.;.+ 

1024 O~O~t;l7 :~l~LJ 7.84 

r·-------------------------------------------------------.-----.-.--------------------------------------------------------------------------------------------------------------------------------------------------.-, 

iohl.:f~>' iJt.• (k•l Su>::q,_>j·~~h-n ff'nwl·v~:.e!'t\ ! r-, ------·-· --" -- ---~·"·-·-- ~--- . -·-";::>·'-· .l , I 

I /\tfC(O~ A.l)(;{Oy Atl'C!'O- '•· "_, .,_._I 

i Crn<t~: Trnax 2-4} t20} :~<:::) At. T1/2 .A~o.:.~..w~l i 
i i 
I J.t&.lrnL hr !J~S*hdmL !-lg.,hr/mL pg~hrlmL l/ht hr FJ.~:.~t<,W j 
}~~~~~~~~~~~~~~~~~~~~~~~~~~·~ ... ~~~················································································································································.································{ 

!N ! ! -" 15 !' l '=' .l '~ 15 i !'\ " ! 

1~!.,:'~\fl ._,.i,l:: M7 2·~5 :;1 6~~ Q,.!l256 ~:.6 ~:4 I 

l(-~<;-~:~~.n~-~i~n. 
1
1 ;.} ;~) 5~Jl~ -24-~} 62.~) ~;~77 0.{~24;0 27.9 J .. .'l9 ! 

5A9 JS 142 173 (U)f!N~ 6.3 0.57 

lA2 9 37 45 (UHlf~ \.6 0.15 

:<nY:+ 14 . .sVJ 22.J 24.9% 26.'?/i 22JYK 20J~% 

,M;,:dkH 1L,, 4JJ0 245 620 671 ()J)234 29 .. 6 2.156 : 

li\Hn lu} l 2/JO !83 464 488 ltOH>Hl !6J L8.4 I 
r·_-. .1·:·~·~ 1 

:i'<thtx 1 ! X,\., :14.1} 3!4 926 Hb4 fUl4JH :Ht.1 425 : 
t l t 

7,3 O.mtJu$~Ons (jf Compnd£tm ~Jf Singh.: f)l.'~-''i€S of Oil:l~()Kith.• Adtrduisten.<d as 

Progi_~,t~~m.Q!~Ond Sw,.pt:n5km{it ~1,~ UhuJ)Xide Cbolbw O:mh'oU(~d~R~~k1ls~~ 'Hl'bleN in 

Otwse SnbJt':'£1$. 

dlnlhw c.ontr<!lkd''r:t:k'HSe tiihlet with an t~-quiv;:.d\.mt dn~;<~ of Ji~vo.><kk~·m:lrninTKWtt'd a~; 

i::\:<)\"j. ,h-:>'->)li'' ''.\!'''' S><"<--6·"·-:·l···)l" :,,, .-)k.,-. ,., ·'"-"'; ·>M!« ;!1.-ii,.-.,.,.·!·>,;,; "'!'<'l l...,, . .-ll·l·:,-,l""'''l\,.,:;_,,_,_;,'< •'<:'·">'-''· """lj ~ --~ ··t:: .... ~·~.,;-~,~ ~ : .... :).·· \ __ "" ·.<.e.-1'. -•.. {_Jo.:':itJ-· l.· n \: .C u Lq ~. :ut . .:\ ..... }_.·..:~_.q{.-H _ ...... -~ ._ t .. ~~-~.,;-:h._ ~.-.. {._-~~c. U.~:>!'~t.. _)._~ ~.q.c.hf~·.n-~.)~ ... \'~'~.-.c~.- ~(' <-·-~ . 

Ex. 2002-1181



hr- for th~~ o.ml :<;u!ipe:rt';i<rn :and 32 ht fot HK'' tahk~t\ The l\vo fcwnn.d~t1iuns. had f>im.l.bt 

h$1\.V<.."~~n-patient v<~f~~~bHi.\y fo-r Cnux amJ /\llC 

>.;e~~shtvity ~:~nd prnvkk~ lx~ta·;,•dJ F'.N .~ts (~vidt!KY(J hy n::dmc'lions in hDtn<::J~>.ihtsiS: .•:rmde! 

'i>«'(<>:.:>;l·<·><~l.l'.'·'l .. l"''' 1 l''·1··l'·:~i<l .. :\i:'tl·.;,, .. ,,~ {P{}~:~ _:) .... ·!· D\ »nd ~~~A'l'·ct·l·'.1'"'< h~ f\'"t:h·\;,, .;l.'''llll•'. tftl r<) N "'-~~,,, ............. ,..(,.. -~ ·.".· .. ~.::~<·~ $.. .~ ..... "·":... ·:'.~"~ ·."'-.e: ..... $~;h:'- .. ;;;~··' of..,}>:r~, ....... ~~'·"- .·\: n,. h., ~·-t~:-: .\.~),~:::- ,S.. .• ~~;,~ ..• d ~·. :: ........ ·' 
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1 {JO rl1g/d:~y 
200 n1g/d:~~y 
300 rng/tt~y 

6 

Hu:rntt,fR 
l )n:>·\:k~ &;'~ 

fvl,~an SE)A 

2 .. n 

Day7 

M.~~mJ 

2 .. 1 

13 .. 1 

1\~rc<:)nh~ge 

SF~{ Chan~t:: 

J.\)7 

2~72 
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h<::~t.1vecn H)l..'ll ;:md CrnM< in thi:' Pn>gJy~.~crn tr0'<lt~xl ::>iJbjrct~ {T~1hk 40\ No such 

rdatklnship existed hchvt'tM.l dtl1tw· wt<igln o-r BMl and J\UC nrCm:<t\ :in t1w D)H/oxhk 

CholitK~ ContrfAk~d-.Rdt\J}:\\~' 'l';rbla i!:l~;'lk:d sut~kclfi (f}.::hk 41), 

AVC 

.-(LJi 

I)l~tzo:XhJt~ (~hu:tir~u:~ 

{'om rqll t~d.~Rde}tSt~. ··r ilbkt 
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AVC 

O .. J7 

[00806! 

bi:;,;dhK~. lJK' n>tost dt;lrnmir d::s:;:mgt~<; \"-'t~J\~ l\~ahitt~d ht <1 46 y~~Ar fdd ti!~ik •vho .;.;tMHxl 

!:l\~3:hnent '~dth tottl rhol:esH.."n>l c>f J42 mg/JL, HDt, \2holc;.;krnl nf 37 rng!dL and 
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Tabk~ 4.2, Cb~mges in blood lipid ~uwmnet(•rs in .a grt1UP of tt~.al('d obese 

tlysHpidl'~nk patknw 

Variabh.• 

T<.H<~.i C'hol~~~<h::~rol 
{n~g/d.Ll 

Day 7 zxf 
H;u;t'l:tne t!l~atmnlt 

LB 2L3 

46 

.3·04 129 

7 D;*y~; post· 
z1z)~i*~g: 

.2J7 

45 
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lOOmg 0 

15{} tug 

1 I 
3. l 

400mg I 
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T~bk 44, F4$-Hilg Tdglj'H·.ddt~ (mg!dlJ fh~SJ~O~l;§ts ~:n P~dk<ut~. 'ht'UJ~~d fht 1 ~Jf l4 

tbyS' 

Stu.dyl.hy 

B&::u:~lhu:~ tdglyt:{Tidc-hetw\~cn 150 md 21m tngAH 
~---~---~~ 

l.OO rug rrs 139 124 g.;;; 
~ ....... ' 109 ~37>}~:: 

ron fl1_@ 1&.0 23.! 254 133 ) • Kl .h'i 

400 mg. 168 ! ~-7 :'·'.W.. 

,. 
l"'l 129 135 .-._2;(P:~t } ... :-........ 

t50J.ng./ 
JOOmg ! '75 207 109 ! 31 "'·25~;{: 

4 JOO lUg 18 l. t~·9 L24 JjJ 10(~ --4 .i 

JOO Tng l.X3 1~r7 94 -4::vw 

6 300 mr!. ,.. !K7 .! 88 162 !8X 1 57 --l6W 

400 li'J:g lt6 24;) 200 l"fi :~ ... } A•X 
,. ................................................................................................................................................................ i 

Jll".;;;dine triglyn:~rkkh~~~-\'\W<~n 200 a~nd srm ro.gAH I 

L5(hng/ 
'1· 30(hnst 205.5 207 i 45 un 104- ... -~p)~~)t I • _,. 

·~:"( 
.;,_,) 300 n:tg :26$ !52 HH -~62/l: 

2:4 300 n~li.! ~l./'9 3.28 JJ7 -~22-~~~~ 
'o" 

g 400 mg .273 284 207 !74 ··}6':.~~: 

Ex. 2002-1188



r-----.-.---------------.---.---.--.---.-------.---.---.-.---.---.-------.---.---.---.---.-.---.-------.---.---.---.---.---.---.---.---.---.---.--------.---.---.---.---.---.-------.---.---.---.---.---.---.---.---.---.---.---.---.---.---.---.---.---.-----------.---.---.---.-.---.---------------.---.-.---1 

~ H-t%.~Ht'\:> u·\,>lvc~wide ,~bovl'.~ .:;;no '):F:'id! ! 
L~·~~·~,~~~~~~~·~~~~~~~~~~~~:~·~~~~:~:~~~~·~~~~~~~~~~-~~,~~~~~·~~~~~~~~~-~~~~~-~~~-~~-~-~·~~-:~~~~~~~~~-~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~j 

Tt~bl$.). 45. Fa~rting Ttiglyt~t~dd¢ {tng/dJ} :Rt~'§IWtlSN> irt P:~~thmls Ttf~*~t~~d thr JS to 49 

th~ys 

!VtSC~ ]: 53 l l 4- 1 16 1 1 ~t 12<~ 13J !''>•"\ 
. .,1'~. 95 -~ JB-~~:~~;: 

Hi 161 l 0) l l l 9{}. to·g 1f~4 lOS 99 ,-:19~-:~.-

f· ~ 
~ "",.,." •. 1·:. ·~·.o-n· ,v·'t·l,l··;l:··--:~l''' ·~ ; ··h, ... 1· .,_,.-~;-,}'~ d,., ... ~,.,,., •• ,,, .. ,·.~-" J"1(.) .,,,, -l "'nn .,.,,j·/d· 1 1 j .._:~< ~~t~, ,.\.,..,,;o:. ~, .t· ~- .h •. -~~. ~.}:},. ~-.::-. '"~·- } "-;--';>-.·..: .}_J~.:~ .:- ...,_ ~ ,..,. ~..,.\:. ~ ~ _.,.): .... ·· ~:>A-U ........ ~- ... ~ ~.~·~:~~ ... 

~ ............. ·.·.·.·.·.·.·.·.·.·.·.·.-.............. -.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.-.·.·.-......... -.-.-........ -.-.... ·.-.-.-.·.-.-.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.·.-.-.·.·.·.· .......................... -.-.·.·.·.· .............. ·.·.·.-.-............ -.-.-.·.·.-.-....... -.-.-.·.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.~ 

.ll l8l 143 JSS 131 126 

12 ·~)·')·') 
. ..:,;-. .-..... .:. ... 149 

lJ .!73 

'l'i~bk 46. ht~H.ng Ttiglyct•rid(~ (1:ng/dU R€!~pnnses h1 Pathmts tm Lm-~· fat I)J\'l for 7' 

to 2l0~l)<S 

l4 2) 

14 l 58 15 j ' lJ ; ' 93 133 J n -2Wk 

Lf; l !}l} 190 2St2 j ~-4- .!6.5 :~J)3 Z\t 
, ...... ""' ............................ ~ ........ ""'"'"""""""""""""""""""'""""""""""""""""""..,.,.,.,.,._ .. ...,._ .............. -..-......_ .................... ~ .................................. ..__.._-..-........ -..-.......................................................................... " .... : 

~ l1·'r'''~1h • n·;,~:v'''·~ri+' l<t.'iW"<'n ~-:mn .,,,.,d -:;nn 'H''"d! i ~ .. , x '·' ~- ~- l ~- _ . ! -~·'(_ .~ ~-V- . ~ t..::.· ..- .-..... l;.,.; -...:·. -.· ..• ··? .:...-.:~ x · ...... "-} .·.· .... c~- : : 
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

2l2 104 

Ex. 2002-1189



>)'1') 
»:·.:'.<-.· :;t3 2-5·! 

){~1 229 2{)8 

248 2:02 Jfi3 347 3.42 

20 ~\OM 502 275 

l.!Yutmtn1L l\Hienb tn.mt~::d \Vi!.h di<'l7nxkk dWi.v;tlenf d~\~C"' of 400 n1g per cby 

t\Xfi~Yit~n~.,vd rcdtt"ctit1ns in J~~fting ttig\yl~ctldt~s d' 5{YJ. r~f 7 r.h~y~ nf tr<-~<i.Hnent Patient<; 

treuk'd \Vhh ~:ht(n;<;:lde <XJ~dv;Jt:nl <h)st's qf 150 rng. mrd. JOO rng kw5 and 9 J<iy!>., 

31 
.,,,:i>;i.,.;-.,,1,,-·~ '!{!''-''<': ::•!' ~· "'\(\ >Tii :>(l(i i·~~~). ),;;!\ l"'''~ <~{)() !'"~-" ''l''l'!. ~<:::(l !"B. n ,~;;.;,;f)·:>···.l<xo.,xh> ''k'l''' ~-~1o.<>».,·v>h<. ··•·'-··" '.-' ....... • .<.)¢·> "'·'·'· >. '·~>'·'"''"'' '·".;:->·> '·'"'"·' ··'>:<::•· ,L,I.. ..... ·.> .• '· <;>·> xx ...... ,. ..... ,,,,,, .. <.J• k >.~~· 

rt~fl(iJli.<C h> tlK J:rog ten~.h.~J. to bi'.c~ tm>rt~ fiJ\>iWU!K.t~d ">t <Wy do~c kvt! (l:t ckvnted basd.im~ 

h'i..>!f> .. <<»·'''l: J·· ,, .• 1>'l{<'•l;.; 'Tj•~'" '!VF<t ·~~l'l'll1' n''l'1"'»·l l''l''~"_.,{. ;·'!' j\;~tl•· p<> l<+~~~·V'''";'l' ,-j<w \~'.t''~·o ,.,,,.,, !o f.P··l l'·'.l ~-X.~;t···J_"-'~ .. -.<. .• :~··1"7-··.·"-··~ ... ,. :;:~·xw ~---.;.;._._, -l· ···.· .. --:~: -~~~...._.- .~:~- ~.~:-'ol:~:. 1!.· ~ --·~\. .. d· ··"'=~- -~----::::;': .-: ..._.~ .. :.<::·'' .,....,_"l- -.·''(-....·~\.-- -~Y{o,.,J ... ~-'"·--~---" 

:::tlarlirt£t \Vith Vt.~ry high Lii>tlrlg idgly:ct.~hdR~ kvd~ at ba:;>t.~!int, r:nt tXi:i.llipk, patk!lt g mtd 

() '!'<••>'·!· .,,.'h<'=<tj' ··'!'" ·'('" ~ ! 'l _;:;\,.)i,, .. ,l·. 'l"':lj ')i>,:·<i (:.::.:(, <>rA .. , 'l ,;;· -,~q, '''''·"'~'''"•t'l·xf<>l:v ~~',,•1·'·J'l'! t 1 <l' .. · h{:,.. · -~"--~~--~t.-, .b >-~ l.J -.L· .. 1 . .• (>..-.b:t.. .. h.-:-::r -t .. __ ,._, . ~-~~- ol;")_..,,) ~~-- ~"-~..,"~ J ._.· ~-~- /{·.·-~ ~:.,..,,~--~-i(..;-o.;- _,_..,,·~-~t .. l _,.{\.~.- .. L:•·;. '- > 

12, R<lildotnit~~':l dquhh,·~btind, pbct•bu,•('t"Jntrollffi. t:Hat:()X:idt•dhtk'<ll trhd In 

ht'ahhy ''o!untt"ets .. '. -~ ........ . 

Ex. 2002-1190



T~~hh.~ 47. Clumgt>:S in: lipid p~~r.amt:"t(~rs ~~s~fK'ti!h't.i wHb 1 d~ws of tr~~aHnent with 

diaz~J~h'lt• ffwtl~tt~ (3.00 H)gdhzn)ddt~Nlay) ~w p!ocehn, 

nwun±SH 
.l\<1 

7~\~~7.:.8 

175±75 

J 11±5 ... 8 

49:J::J.~1-

l)a;y 7 
nKan±BLfvl 

l\~.!\:t.ml 

>.:>h~mgt~ frnrn 
ba~t.~lht(~ 

~-~~~~~~~~~~~~~~~~~~~~~----------~~~-------:L!~~~~L~I-~~L ________________________________________________________________________________________________________________ ~L£_~~~:.2 ______ ~--------------------~~~-~-:~~~::~1-_______________________________ ::~~:~~~~~~~: ________________________________________ ~-L 

Ex. 2002-1191



nr~n--JJfJl_. ('hol(~-~~kn)l 

{l."''"''··ir , <--~~~~~~-, .... u ...... ~ ~ .. ~.-.·} 

rn(~i.Hti~SL 

"f'•il 

6{)±107 

:nHtl7 

JJ7:tl2. ( 

Vep;ent 
chiHlge (rom 

T~~Me ~~, Jilr~od p·rt.lill-"S{lr*-' ~'J1;;mgt::s h1 n.'~-:~p(mst~ t{~ tH~~o.Nii"Jt~ ~~bt~lhu~ lre~hnent in h"h~ 

dinfcai fi:tudh~g, 

Ohw.v~id~' 
clw!b.~t.> 
dOS(>, 

f.h.1nd!o-n 
:Of 

113.5 

6.i2 
''',,_:,·-------------------------------------------------------------------------------------------~-~~~-~~~;;~--------------~--;-~~-~---------------~--~-~~;;-------------

TRJ}\)2 5\ltl n'1g 49 ck1?~ 
~~~~~~~~~~~~~~~~~~O_htCi:tC•lk: 77.,7 67 .. 0 1 

Ex. 2002-1192



wen.• dn~t~d QH(t. per ~by ln the rn<>nri.ng.. They '>Vt~re dlv~iJed into hvo g.rotlJ>i.<one initially 

nx::1}ivinr u ibtnml~tti~~n \'ihkh hus lb>vvtT hk~.~tvailah!lh',l (!\~nn.uhtll(Hll.i l mnJ.(m(~ ""'' .. · .. . . . .. ·· . .· ,, ·. . . . ·. . .· 

the forrnubtkm dil<':(:tly ~::<:.mt:dbutcd to the !lK~mpd.itk: tt'Spon~,;.·, ~vi ill p<llknt::> re(.e)vl.ng 

ll·,.,~ 1.,·.-~_r"_''.;'l•<:'J .. ·'ll' -~,.,vl·l.li>· h-'d"·'.~r ''".·,;,)<"'"'l·ih');l''" :·h . ..,,,,1'·!'·'}. l'l'~.r·~~---,,.,.yl l'·'·.:::·v\l':;;·:~· ·1 . .., ·~--~<•.'ltl''l'i ·!·1·1· • .PS... ~- ~ .O .. < M -~-. \ ...:. .. ·}. ~-~_o(.-1.. . • ·'-~: -"~-~~~>~ •X. ~ , .. ~ :-.· ";~ .'>: ~ .\..'i.\~-~- .{,_ • .._-:} -~" ~l:. •. _·v- . ~-:~- - }.,. ·'. } __ . <: {. ·'- . t. ~}: "'.· Ji., ~~ -~ •. ~ ..,,_M). ,_.,).., Ji.;t·.. . 

Ex. 2002-1193



T~~bh.• 49, l.Jpid n.>spnm~t<s in dhnltJ(kb.• choHn~ tn•utoo hyptri.dglyt(•f'idl•nr!c 

patk~lb", 

I FnnN<l·:..ti·:m P I F'•ri1lwh•i·1i• K' I 

1

"'"''-·"-"""""_ ... _ .. """""+~-~--;.~ .. ; ... ~;,,; __ -:':'_~,~-~--; .. ~.~-----,-.. _ ..... _ .. T ....... " .... __ "·_--· ......... ,, ... _,~-':::.~.~~~~, .. ~~· ... :'.:L~.~---~~----r-----_·_------·-r--_""'_" .... " .. ,_ .. , ........ 4. 

P''i''Htwt.:tt I N I lhv 7 N I lhv l ') N fhv 7 j N I D'l\' l "\ I 

roosrn Trz~mnx~nt \:vifh dii.t:-r.oxi:i:J;;j (:h\'ilkt~) al::>n lTSulwd in !mv~jf fil!pim~ <md "tmldi.ng 

bh>tKl pr~~:;>$Htf._ i\t hl:-;(~Hn<} pmk~nti> indk :'itudy hid suphw:'iy$tnli<::~ bh~nd JH<:.::t·;m<:.' of 

1.2J rnmHg Mid Sllplnt dbSl\ilii.: bh><ld pntssure or 69 !nmHg. Sevtn d<iy~ oF trellUnt~nt 
re· . ..-l>s·,,.,,.l··,-n:_, ___ , }ir,y·~ Mi•-x··i.··,,, ... ~--·!· i.fci<\') ~ ··11- .,,_,.,., .. ,,.,, ·,·1•·-,•) :;>]· '".ll.f''"'' i'~l··yy!. l'<.> .. ,,._. .. , .. ,\, ·.··t·,· 
~.~~~- (· :t.:..~--~ ~.t{~:: t:.J:t: ~ .. }t. c \:<. }··, ~.-~·:tl.n r~ :-:.~~ . :!_ .Ji"':~ . .::..- ~~-· ~- d~~ ;;~. ~, ~,·~.d:~t.· X .o:. ~·}·· .~~~. ~ . _ .ra~~· .. ~-·- '-~ \_-. ~~. t'' {.~-~~-~l.< ,· .. ~> 

nf l23i80 r.nrnlJg, i\ttrr 7 days oflrcatmenL this was tu:.ku:;~?d w 11.2/755 rnrnHg, .:.m 

avepgezlrop in ~tanding hkmd pn~%ur<:~ of nl.'Hrly H m.rn! lg. 

dwli:J.W} and i\'<'O Htblets d'fi1nndatinn Jy wit\ Dn~ int~lct )90 rng tahkr (lhn::ndatlnn K ') 

~>p;·j ql)'-~ -!',:.!\!' -c\j~ :1 )qq >·~'q)c '''ll1}··" ffi>i'o'·'',J:l;;,),\ K·-"' 'l 1"!-:<!i~<l' cc~:•<~nhi!·l•" '!;'j ··< l4'>; t''''-; ;~;)~,,';} ,.l'J>t.'~ --~--~'. ":--:--·"·· '-':>..: ..... \··.· ,~.-- •• \,. ~: .. $.~;. :.: . ...: }.··, ~-~- \.:- .... ·;~,q~~-. .,1:.~ -~~,·-~-.· • •.. ·' \. ·":-"- -~·-.-: .. ~ ;-·"'-.·~7-... -~ .· ~:- ~ ~. -~~ $.. ....: 'J:~~--"o!-"·-~-;~·>-~ ·~ 

Ex. 2002-1194



~~x.perkiK(~~L~t l~··~~t on~~ <~dvq~:;;-~c~ ;:~vent. ln pa:nicukir, thr tnckknq; qf g.astnllnH.:~thwl 

advo:-~!?W '-v<:;nu,.·<vi':;s *'Ub1ih~nt\~r!Jy nxlw:.\xl in-cluding m.l.l:l"><:~t, ~~bd9minal pain, ~tbd<)mln~d 

.P~rin (t.~~:tn>r:n.ily, ba(~k, ne:;;k ;) Fit i fhl 

LJ~~:~~~~-:,£!~~::,L _____________________________________________ J_ __ ,,"""''"""""""""""""""""""""""""""L""'"'"""""""""""""""""'"""' 

! S \·Vtll in g un.d ed<;~HKt ! · JR% ! L7\:} 
·'-·-·-.--.-------·-·-·-·---.-+·-·----:-·-·--,--.:.--·--·--.:. ... ·.·----·-----------------------,-.'-----·-:-----:-·--------------------------------------------------------.::------·-·-·--.:.-----------------------------------------

Ex. 2002-1195



con1binutkm. '<Vifh l~nd1brate dl<~Hnzo: .. ··r!w study <~nro1kd 44 n1<{h:.:. ~~nd fi;.nudc <Jm!:n:llM.ory 

ly<·<:i,;~·l"ti.::::· ·:><il'") \~<>~:''<·~ :>~ l,,'\,,~; l i{ ~·:;,~'il'R •·\)<\. ,.!'1'·'~ >J:rlHl<'t'V itlf~;n~>ot< <'t'i'·''li'<.,>. l'.pdr•.<}Wl·: {! \ ~.e..\~ ... :-.~.:, .• < . • J:-:-.. .< ..... 5..·'-·!'-:~}..l.,..,._,~ ... :t.. .J,{.., :_,'<-. ... ~ ........ -:-..,-;<.,., .. -~~--,;.. t ....... -x-.:-.<:,_,_.' ·""·~-"-~\.~· •.. ~ .............. ~~-~ .... lx~ .. ~ ....... -"-~'-"" ......... ~ / 

thi...~ .)'twJy, 1\ttk~n!.l\ werk' ~.hen mnd<:.xmin:d i:.~qtiHll.Y h> nn~:' i.Jf i\V(l trvairnent an:n!'i: DCCR 

t;*bk~t \it pl<l<:dv~. thdf or tht. p<:llient5 in c.~~.t.h trC<!LmetH arm \ver\~ treak~J wilh 

[008121 

Ex. 2002-1196



Hh~Hl'Hw:u.1 ~hat tht pMit.nt \V\)ukl rml ;;:\p(~rknt:e<Hl <id.\i:<;Wt-lt.' ~;vcnl that rnight k~uJ ru 

hwgning (:OllHmux1 tl'Cat.nK~nt 

Ex. 2002-1197



'fable SL l\k1i.hm i"etX':e:ntagl~ Ch::mgt•s fnnn Has~Hnt: f~1r l1CCR vs, Ptacdl(~ ('i:l:'Hh 

addition nf J).•not1hr.ate) 

t 
1 
OCCR + J>'e:uo:fH:watl' j Pb~~eho + Feuot1i:w-."d~"! 

! I (Mt>:tH~m Chi~~l};(l~) j (!Vh>:tUr:m ChM)ff(:~J i 

dlbct·i~Jl'd{'ol:.re<J~ing levt."ls ofT(l, TC rhm:-llTHA:; a.nd· VlJ)L .. (\ ~!s: \Vdl.as itllt<:.~t)::ltlg 

l M''"'1·e> <)f !"' f\l'. f"" ,,,, •. ~ ·("Sl'Yl" . .i"' "l·;·; '''ll"' ')·''! ;;h,·)<~·:;: <l ('l"''">"ih \'"i"'lj":'''\f''"'''"{:· ·'""l""l"'''·~i:·:;" <"'1'"'ll'li';'',; .~: .. )' :....,. -~~ ,, ~ . · .. ·t .~-........ ~. >;:-;..:;..);..,x l.$- ·.~~ ... :""~. _._, .. ~--:;} -:.. .. _.;,._ ;~ -.. _xh. -~-' .·. >.. .. ~; • )J.~: -~ .-.. -.· .. <.- .<·) ~ .L>.:'-,··· .\..-:.·.<-~-~~~- H \...-. .. V.X.·:-..~-x".,..u_ ...... boc : -...~- ':"· 

V'i.J Lipid C'hn:ng{'SJu liladtnt:s rt·c~·lvJug UCCR + F~ml)fibratt vs. 
Omt~g:£l JFatt.y it..dds + f."~ltf.d1hnih.• 

doohlt>·-blfud phK\~h<H::..c:mtr<llkd sh~dy In whkh pre~o::dpHr.u1 omega-3 fany H(ids \p~Ol\·B; 

f .. nv~b~a(il/) ~Uld fellUfibruiV .atKl \'.:'e:tt~ Cil··<'l.dn'"lil"l.isterul tr~ pMienh<; '<~;ith very high 

trlg:i:yteriii.k~ .k~vds ( ~~·500 rtig/dL; J.\)ia! rJf !28 mii~f! ~iftd ·wonwn l:whve~:n. the nge:; of I g 

[00828] 

VlJ)J,,.C fnt ~Kimltlh~ll'ution <lf kl'lOfihmteund p-{Hd3 \\:'ib·<;itnib.r tn thi:!t of kmifihtatt:> 

nnlv ~;ontnlh; in hith the B.mh Stud)' ~~nd rhe.!JC.(J{ ;;;tndv. H>)l,\i~5\icr, the !"i1<-~~~wm 
..._ . ~ .... 

Ex. 2002-1198



1'ahlt" 53 .. M\~dia~-l Pm~t('ntage. Chm1ges fhm~ Bast~ihw fwr D(.:CR+ fun(lHl)r~tt~. "'$, 

~t<ttnt1 bri~U.'»O~'!ly 

. occu + l'\'nonhn~t~, ! pA)~JJ + f\>nt~t1hr~t~- I 
i 0Hed1an Cham~&.·! ! (i\'h.•tlhm Cht~Jl~&.·! i 

~~ unt.~(... : +:) ~" .~'> , -· L.:~ ·'"' 1 
. ' . 

)l/h\J \V;)fi( b<..~l\\'j:X'rl 18 to 7:$ yt:-eU':'\nf agrL }n ()f<:;k~f tube )m:Juded in tlw ~Hldy, flu.~ :<;(i\~jt::;,~H 

',·.<'··~~-<·' l'f'i'l n.·l' l'<·'il .. l.<·,_: 1:n>.v<·~ tl. ·•l. A."· ,,., ·•.• ""' l' •vi'<'Y 11{ \ .. ,·f ,, l:l•':i o;;>i·: l' ?'! <)w•l ·~. ')';· <>/:'l'i .:•. ~··jl.<'l n "'-.l·· >/<-' . '".vi.· -{'~-:--...- ......... "'._,.,·· ..... ··'--"' ........ .~:.":- ~-~\) .. 'S xS.~~h·~-·.-~ .. ~~~-~-\:~·"···-"·~.:- ~-""~-~-,.:":-"{:--.. ~~~.,~-~W..~.-..-.. f.~~·"·-···~ -~':---·~ .. ·-':'-':- # ... y 

hy HK~ nwdri;:~<tl hi5JQry, phy~,k~~ll ~~xnn:dnmkm, vind \ign ;:}%<:~5;;.rnent~, J2-lt<ld 

de;;;u·o.;.:urdiog.nlln CHCG}, wKl diHka:llubM<llWy Hss~s~tnent~, 'llltir hsdl~gtl'igiyceridt: 

k.i.d lo b<;;~ l OH mg/d.L mul 1500 t'ng!dL.their b:l'<ti:ng gll!d:il'it.' 1 H) mg/dL ~\rul theit 

Uh/\ ic:s: f\0 %. 

Ex. 2002-1199



::wn::<i\ive, pns<.::i:w, n~produ<:.iblt, validated as~:ay. The foUnw!ng phanml<.::<.lkineti~; 

v~trinbk"' \vere rne;,H;cunxl r.:n ';<h1dy day t!) (rf5prz~:=;;en!.lng M{:~;s.d.Y :=;tate): i\tK'v=<:·*\~'' the ;l!t~~l 

A:UC;. :.'lb:: hv24~ Ftudumion fnJex, the nuuuation. at steady ~hHt.~ (Hkuhlkd HS f(C;,~,~,{:;:.: 
• ••• oo;•· ••• • ·-. .... • • • .' ' • • • • • • •• • •••• •• ••••• • • • • • ..... • •• • •• ' ••••••• ' ••••••• •••• 

Ex. 2002-1200




