
f(H~419! . . 

obz:o~~ &Ht~jf::ct (i) L;; not ty:rw 1 di<tbct.ic, (b) is '"''r t)'J'!i.;; H diatwtk, fc} is nnt HlH\wing 

dm~nk\ rt~cttn'tn~ nr dHl.@.'iJl.d.nc~d hyp(}glj't\::'rnia. rw {d) doi:.~s not h<lVf i"l'K~hd)tcllic 

obes<.~ snt~~~d {a} i;~ .not i)TH:: T dtah(~tk, (b) is noi i)'J~l~ n diabetic, (<>} is not suff~ring 

chrcmic, n;:c:mr<::nt nr drug--induced hypngfy;:ctnia,. tw td) dzK~s not ha\\~ rneh~bo!ic 

syndrumc. 

!tW422! 

occw:rcd wl·t~* l:hc ~~llc:rtNH"~·'>.:~ i~ in rcpl.in ~vc.ig.ht. ln ~t further ;;::.mbndin:tt~tH, tht 

~H.ln1.i~H.:;;tcred daily dnsc of the K/\·n> t~hannd npcn~r i.s .50 to 2?5 n:tK 

tJb,;.:He, m· t)bcsit_y pt\H~c ;;,nhject h:J (>.~.) <:.'+:.:v<$le ;;.~nergy eJ<.:penditun.':, (hl t:kW<!U.~ heh1. 

oxid~tt.ion r:.:f ±1lt, tlt fq r<:xhB::t~ cin::ulMh1g trigly,;crid¢_ ,;::olit(~ntt1ltkms. 

t}orn a )Hit of ~l t()tnpr.>und of hKn:tlJ!M~ J ·' 'vTfJ i~ ;:!drnlni~tcn::d t.u an ~uhjo::x:t in nctd 

!lKwtof to indue~ the kg~; of 25'%, 50'M;, or 7 5\\i; 6f in.i tlal body tht, 
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fh.>1T< a ~hh of a ct~tnpound of .F"onnubc 1 -- \/Ul ls a<.hnini~t<:;;wd w an ~ut~j0ct .in n0cd 

th~xeofw :iwhwe {aJ Ill(~ pr.efcrz~ntiiJ.i lo>"'ti. ofbndy .!1tt: nr (h) the prdkrenhal h:~-Ss ofvh;:(:>;'l1tl 

5{.6·;, Qr 75n, pf ini.tial body fat, (b} indue.:.~ dw prdl.:n~mia.l h:.!)H of bt)d::,· f~lt, pr (\.:} indu.,;:·t~ 

fho:::prcfcrt~HHalltlSc-; -ofvbv.:ta! fat. 

[00427.1 

~\{ill) <'l. ~a!t ~}fi1 cmnpoUtld of Fotn:mla\:1 l -- Vtll is <idmin.i~ttrcd t() an ~ut~ktt tn hi:tl.ua~ th;::' 

p!'tfb:t-:lHia! k~ss ofbl;)dy ht mx! tt~: b~u.iw:::c rcduttkn:l fn z:irct:laJing tl'iglyceridcs, 

sJbr.,~jty ~~s.--;ociatt~d C{l•nli.Whiditks in an ovcr<-~·'<:.~ight ohc~c, o.r nhc~Hy pnJrl0 :'<u1:~i¢tL ln 

ft1cthz~r cnlhoc:hm(:nts, thi.,: HV()r.weighf,. ()bCti.(\ (lr olx~shy protl(: $llhjz)('t {a) is f! type l 

d/akti-c; (b} l& i:H)t.a typ<:~ 11 dhdx~flc, (CJ i;,; !l()t &ttff~r\Ug from (chrnnh..~, tCCWTent >.if drvg--

4i~~behc-~, (c) t:'i not ~uflbring l}orn dHlHlk, recttrt•en:t ~~r drug .... irJ.duted hy-pogiyce·mi~t, or (d) 

dm~s nul have mclabnh:. syHdn.Hn¢. 
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z:hilnnz~l op&;ncr sz:!c.z:t(d hom a &alt ofa cornptwnd nfFt>rrm>lac 1--- Vlll at do};t:'i l)f5U to 

700nlg.·'rh~y is ts.H:.tdministert~d vvith Phcmi'.~nnineot a c.h.~rivwivc thd\~frfar daily d.f.sl-';;J~ nf 

99 
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,, 
i)J ;:.t 

[004371 

Fm:'lntilw.z 1--- \/UJ pn.wkkd hertin to htHn<'lll$ Gt itm~nwls~ son1;:~ !':1r all {lf th(~ fhlknving 

~:Hi::~tts >1lY d};,<;erv;;:;>.L Lt) the prNiw:~tion of !ip{!ptot.dtl .!ipnse by a.dipot~y~e~ i:'i 1'cdw:.x~d; (;!) 

,~•!!!i-\;-l,-~<~fl lln<')j'IJ<'='•' l·w 'l'~;l)'Y'vt··~!'i· t)\. ''"''~i''~"-~:,.)f1 ")·j'.f<:~t-i'' '"'~-~·d 'nmt{'qs;<~ h•' '·t·+'VY''''·'~" i\ .'>;.,."'~-- .• ~ .................... ~-~-·:.. . ....... ) ... ~,._1-· .. :-'.J ~-""'~:~.- ~ ':,. "'"' ~ ~"' l *'~-~""J:' ........ ,_J_,. -~: ;.-. -~-~-- .... ~- ~-";...: ~ ...... ~-~-·"~\{_..;,y: ;.•J· ~-~-~"S: ~ ...... !~ ......... .... . 
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or rz~perfbsion h1jnry; {2!) h:npn:.h·~d {n$ulin s(:nsitivity; (2:n d~~Vi:l.i:o;xl ('SF insulin 

C<.\nt.~ntn.;t!i)l11;\~ (23} 91Cvi~tcd cin;ulming adlponct.tin conc:;J1.tnHions; (2.5} rcdncc:d 

·'' <i''"'' h·<·(,·>r:< .;,,.;,,.<-.,·-;M'!, J· ,,~ ''')'"Y'i'k·:<t·in•·l ~ · t';>{! '> ,~-l' '>-:<>1 "''l-.l,,'<~l< q-1<' 1)<><· ,,,.-~·=<! l •·-=>;,;f oy,•)..,.~·\.~.~?-).~->.~:0.~ :\~-"~b~} ~·v}. ......,. (..'\.~.\~-:-..-·:..·.,·~.>.~!!-\. ....... ~ .......... ;.- ~ ........ } -..:· J:~-~{.,\_~ •. \..•V .... }v-} ... ~ .._.. . l,~y·e:o;~. \..~ ......... -~.\,.,_,).,, 

ilHt&n~ls.ai fbt'mtt1ati<.ln ttl an ()\'I:r\"i'i:"lght o:r obz~se 1:;\Jl~ic<:t \vhk:h re,>;i..dt-< in {!) mea:surabk 

~. H.l·'~.·l-~. ,.,; . .--":;,). "· ''ll .. '; i'''*"-t. ·i· ;-· <>. l···"x;;.l-<. ~--· i '''.·""'l_':;; {"' '" l]·-~~·-w··•":'''). ·" <)t" t'''"'' 1' '.-~ l·n:-;:,; 1 '·•' i -"."'~~~ x l~··..- ·-:.·t l'.'·:·d-.: ....... ). .• .·~·"'"''~~~-\,.~:;;.~~ '~ .......... ~:OJ~ ,:J.,,·l"!·J~.J ~ ..... ~""'·"'··~ \.~J .. ~'!-.~,>··.·~·~~~"":'<5-~ ... , .. -}· \:, .. u ..... ~>.•J.~ .,,.),,'1;-~·:l.} ... ~ Jt;'.'~<·...,, ... , ··J ... t \,..ob~}..,~· 

l!.l.SH!in kvel.~ by ~H kust sm-~) frp;n ih~~ b~u-;dlnx.~ measur(~l1H:tlt in HK ~aum S(lbjr.~.ct prior l:p 

!r,;;atnwnt \vlth a K.AI'f' ~:hmmd tlfK~nGr sdcz:kd frrn::n <l salt of a co-n1pound of Forrnub~~ 1 -­

vm, (6) suppn::;;<sie>~l ()f f'k<ting insulin lcvtls by at k~rsl 6{f!--;_,. frorn the lx~sdinc 

from ~( &~H nf H (OHlt':l(HJ.n.d of Formula(~ l ... vm~ (7) ::;;uppn.c~sinn of faMing l.lh\tHn kvdS: 

by at !.east 70')-·;, ti\}m !JK~ l:Klsdinc mm:.tsmtmerli in Ihf: -~ttltle sul~itet pri.r.1t to H\'.~.atr:nent \.vith 

a K.·\Tt' ch<mnd opcnz~r sck:ctcd fi\:.nn <t ~Mt of <i coctnp!.'H.md ~"Jf F'ot'nwb~~ l --- V!U, (8) 

.:,>nppl\~s;,;iz~tj oJ Jhsting insuLin li:\-'Q]~;. by a! k~aM 30~-;) hom H:ls;~ b~u-;c!ino rnea""ur:~;~m.en! intho 

:et:Jrnpzrnnd of Feonm .. d;w J ... Vln; {9J to:-;::; of weight, ( HH dc..,-·;:1tkm of rc.~ting \i:HCtEJ:' 

(~X!}i)Hdlture;. or(i l} ck~vH6on or the oxidation .or Jht tH' n~uy ~w.ids> Thr.:;~~hold eH{~ct~ nf 

HU 
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adrnini;:;tn~don Qf.an Lv. fbrmdation Qfth<.; drug, or ~Hl irnn1;;.~ttiatc rck~ilS:z~ oral fbrmuhtion 

Df the drug, or a wntrotkd l\dc;:isc ft>tTHlliation of th;;:: drug, or >l ~i\JS:tain.::d rdcasc 

f0044i'! 

Formul4c 1 ·· \/lU to ovtnv;;;ight, c>bcsc ()f ".)bz~sity pronQ suNccts as pn;rvidcd hcrdn 

indude:-;, hit is not lirnHcd tn, one or rnzn::c~ of 0) :.;~nlwnl::ed energy cxr:K~nd.itnrc, (2) 

''~~HHi:iJg Jhml th(~ ptnlongc:d <Jdministrmkrn of KATl' dwn:nd. opdWi'!!i S<i.~krtcd fhim sat!~, 

~:~ftotnpntlnd;.; ofh:mnu.hw J ... VUJ to obtsZ.' or ()besit_ypn1iK sul~j~tt~ as prnviMd ht~rdtt 

'''1A" 'll'"''' .;l.,.,.j,,,l.;., •1'-··~ ·'i<i~·i"l'''"'''''"'' 0. f;.l··w''"';, .. ,, u ':'\.r ·~ ,~·\-~ -~ s.:~,_.._~~~ ... :;,~~ ~-0:-~t:.::- -~·~'t···:t·'_·l-~·:::'1'-.<:S.UH .·~' -~\ ·"L'"':--'"!-·:t.v~ 
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exprcsiSh)n ~)f H3 Adrenergic Rz~ccptor (i33AR) <'md an irnpt\!V~:m<;:~nt in th;;:: Hdn~n(:~rgic 

fmKtion Ln <tdipncyt~:s; ( l4) n::;dtK.i~d glucn.<w (;thxmlatcd sc>~n::~tion of lnsllhn b;· pan<:~rcatk 

cxprz~&:;.;ion of Uncm1pHng P:rotein ! in fl:d.irx~cytes.; 0 H} ('nhanc<,xi thcrn'l(lg~n.~)Sl& i.n '-Vh1k'· 

md hxh'-''n ~Khpo;\;(~ tls.<;ue; (!9} rz~dnctio:n ~)r phwm<l tdglycerh:k \xJlK<:ntn~tion; CW} 

,J'.'····~>·.·~"~.'" t'l'. ":t'r"'~l·•1<>tt'l''' ·kn.· ;1>1 ''"tll'·:•·'l:'t'''l'.l·.nll\'. {")'l i •n'i-·l''·'<'-"11.<!t·l·')'l <:r1' l .. ll'<lJi.·l.l •·•y:;~p·;ql·~· 1 ... ">">\.· -...Jy.\-t ... ';:'"-'"·"'· ~.f.~.·.\. ,JJ;'\ii .... .f.·l'::':-'"'''':t>"-··'· ~~·-. \...y ......... { ... ":>.'o.~ ....... '\._c-·.f.} ii4l:. \,...~{'-~-\,;.- ,,~ .... l ...... ~-~-- --~"~"':<-(.·._ ... _~ ~---""". . .' 

l'-~dutcd mtcs .of hyperphagia~ (27) the ic>t~qudttial h:J.»S Drst 6f the riH:~tabt.~lk~aJly rnfJl';! 

achv(~ <~dip(l$(~ tisstR~ (vi~t;;:nd). foHrn.v;;,~d. by H.t~.; \(lss of ks~ mctaboHcaHy <lUi ve ad.ipos(~ 

~:cn::{>t\)~pi:n;;d. Hnid insulin kvds~ 1)0) ~mhatlccd i.skt i:n;o;u:Hn mR.Ni\ and in:,;u:lh1 content: 

')'' l1!') ''i'•l·l· '>:ll'''~'O<>'J r'!' ·>h>h<)l~·~:.·~ffi,·:l·· .. ,l1''.\i •J*' !t'"l •.ll'·<l -... •. ~. \"" .. ·' ~d ... . .f.-! •• vl:;. ... J. .... -~-~~"~'"''- .\.-~\..:. ............ ,.~ '\,.:_- .\..:.~.,_, '<-- .e: .. 5.-.':1'.~~~;~. ,._ ~ 

f0044J! 

int~re<~scd r~sting <~t1<~tgy ~xp.cnditurc; (2) im:::rca.~~~ fn the r~xidatioH qf fiH and fatty ;:Kkh; 

OJ redt1td6l'l: hi blo()d pn:::~smt:: (4) l)t<)di.N.:tkm nf Hpop.n-:1tl':iH lip<~$C by adipo(y!O::~s 1.;; 

adi.p<.x~ytcs is n~duc~xt {7) glyccnll.d.~~hydephl.l&phute dch)rdrog!'.~n~lse Hi.Jh.dy ofadipm:yk$ 

i.;;; 1'•'Vl'l<'!';,'!'- iR! Fl'fh nr IV" •V'\V iTi·l·-'I·V"'''"'t•+''!i> 'H"" S"~"th"s:~:r·'Yl ·:nv~ ~'Nlrw1ll~~ v~<l'i''>h·'t'~~- {9\ -. ~-. -/'X,'- .<;,; ·\· .,.,~'; ·(_ ~--· ••. . -~~ ,,~ -·- • . ---;.> ~· • ..,. . ~- .:::.:'} .. ;..< ,. ~--t .... '-·-...: -" .· ~- .~ ~'f. ·-} •. /, .• _ -} __ .,."" < .• ...._~ , o.; .-•• ""''-· _,~-s ( -.:>...·-'"-~- "-· ''"',.,f. -~ _ ... -~ \- .J 

panctt~atk g.,>;.~:.Jl':ii (1 ! ) ;;k~t:~n.m.;,.;cd im;uhncmia; (12) \.~nhanCt~d hlfH)d gb>::O!:<l\.~ k~V~ch; {)J) 

ine:n:..~ascd cxp:t'l?s~i.on of't.lru;.:oupling Pl¥.!tdn l iu ~idipo<::ytcs; ( 14) t)nhili'ltcd th(:rmogcnQ.::;i~ 
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sonw nr all of the tbHnwing d1'>:~ct&~~ ( l) in<.crt<~~c in n:.:sting cn<.wg:v .<.:'xp.::nditurc::~ CZ) 

irwrei.bG in th\:c <xxi.da.tion ~)f .tnt and Httty· i.u:;kh; en red1:.idkm. in NNx± [ll'?l>:'i-Ure;. {4) 
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r;;.~sr~rHJtc:s in admrnt.';h~red d<.1.scs of KA TP dutrilkl. (~pcrH:Ts :<>th:~th~d !h-Hll halt.;; nf 

i::Omj10Urld$ of Fotmuh~:~ ·~ ,_ VHI vdti¢h rh<wg;;.:$ include OflC <.)r mMc nf the Jbll(lwing: 

tl"'> ,-~-~'t'"t>r)-ilH' -{$~;-' "j'l''!'"'""'-<>''<)Av,1<1.!'i\ir -<~ff:''~''l qt"' ·>~~ ~l'•-p:11l'"<1;;;;i.-:>f'"'4 ,:{1")\c·'' t') ·74 1-l·-,-,,,r~ •>r l>'~fl\!"''•<' '··'} y..;)...,~~ :0:' ,:,.,._~-_b .... -. ·:1_-~:::. ~-o:~~·"""'~·~''.). .... ~{.A-.. .. .:.~-~--... "'"'···.-~.'~'. x~ q.)..-. .,:,~- ~-x~· ... ~"-•l .......... ~\J .-... .. ~-..~-~ .,:~ ->;a ., ,,,.'),.,_,-.· '-··· .;q._ • .,.,.,~"7~~,_ 

ofthe acti•-/e pharn)Hi:::{~Htic;:,d Jllgrz~dJ(~l'H in !h;:\ small int(~stinc: (3} pruv-idbg tbr $U.bshmtial 

~rpwkc d' the ~~cth---c pharn:u,Kz~utkal ingt\:dient in the hn-gc il1NstilK\ {4} rci\<nH it~ lm*n:~rcd 

<ictive phat:nmccntkal ingwdknt ab(Nc thn~s.ho.ld eonz:~~nlraiilJ-lJ$ fhr 24 M tnore hml.r,o,< 

i}orn k\ sing!t adminisNrcd th.1&.li.\ ~~nd (6} provide J1;w tni:.lfQ \X.llbbt;:.mt dn<g absorptir.in by 

treat(!d .'Wl~Ili.~Ct::>as r.ornr~an:d l:Q e.,.,J.,:>;:dng r.apsul.:~ Jhrmlliatirm::>. 

rari&N of ~:rmdit1ons in hurmm;:;; and ani.nu.th im;.tu{k th(' \C:ombirmHon rJf KATP r..hmmd 

op.:::nc1~" sckctcd fl·nrn ~alb: oftompowtth of l·\.)rn:wh~:~: l --- Vlll with: (l) a dit.lt<:.:dc, {2) a 

dmg thM in'<Vcrs bi.nnd Jn:<:.~:Ssure, {3) it drug tlutt :«:uppt¥-:s~e~ ~~ppl':.~tite, (4) <i· i?.<m;u_\l::oinoid 
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rcdtKH!i:m~ in fwqw:~ncy of ~tfl'H::J·sc :-;ktc cfft-cls arc: (!Chicvd b.y: (l) inlthrHng dqsing of 

···><h~''''c!'"' <~t .~ t··hi l, .. ,~,,.,,,·!'}··~·tt'i' ,.~ '~''"''' ;"''! •·1 ll·., ''· ;~··;:~~) \. ,;-< !;/~ "'"'"~l'''~r j ""~t·'~'l''\1 o ':l'·'' >1•'l,o; .. ·\ {h il~· "'~\l-<j ~.'H-.\;· .... :,•"'-"'\. .•.. o;._~.., ... v,..,..,J;.~~.ot\,{_.~ ~:t-.-:-. ,~,~ •.. -...... ....... "-< :U ~-.o. o;-~; ... s. ..... r· )~"·' ,,.,.~.e.!l< ... .>.-....;·. -~:-.o.~\,~l<;.:-.. ........... ,:..":.:'- ~ .t-\.- -.,_.,,,.,,...., ... ~<~ .. } ..,..}.~,..-..,. 

rdb.hc t:~f<:wt\v(: until g<~strk: tnmsH is c<.nnpktc, (5} IlSC uf a p'I-Hlnxmci:.~utk~~~l flxmt.lbtion 

l'·}l<i<· ''''':';><Ji:\ ;,, '!,'i'~.'IM' w:t'i''t·<!<11':<lH 1V>•:<j·,. ,.~·.,..q,·; l·:'\.mj·.:\ :>,;.; .·-,;·p·ilt'l'"l"'''(t ~<) '"1' 'l'1.l'l'l•·d{·:<l'<> l'c>l;~·:<:i<•'> o~·;.<j. 
: -~~~- ~ ~-:-.. ~~-~ "'": ~);.~ ~'- ":'' '':''·' ~-.( .. -~· -~ , ..... U.. :t) ~- -..,.;~\, ~- ""' .$ .)._ .. ~- .. ..... ....._. -~· .. .t ... \--..;.. -~~ t~~ ... .. :". J ~: .... , ~-"~ ...t .. ) ..... ~-~~-... ~ ... -~., : ~d-v;-w. ... _,~· · .. :lo.W. 

Sy:ndtlrme~ Cnhen Sy·ndmnK\ Sunwnit Syndn:HN:~ Abtrom Syndrome, flkHje.';.en 

S_yndn.rrnt~< Han:.k~t-Bi.cdl Syn{kor.m\ and hylkrlipopn:rtdru:'rnia typ(:; I,. U, Ut and IV <,vith 

the c.t.l!:tmH invN:HiOJ1 using pbntTltaceudcal forrnub.tkm$ of Ki\TP ch;:trmd ()pz~ner,« 

S(:kct~d th1m S<ilh i-Jf GO:mponnd:~ of hmXlUIH<:.~ l .... Vtll result in ~onw ~)r aU of the 

l'·~.·)iln,.,,~;~"' <·l·,,,. ... "n'·'"tt;:: ... "l''!t·· ... ,,!,.,.,,.~.. ~,i.l .. ).· ·'··'.'~"~.~.~··.'' .. !.'.~.~ .l.·,·.l."-.··.~..· .• ,·.·.2.1 .. · ,.,,.··l·l"'·"'l ! .• ,.;,,, ,~.~- "'"~ln-l. ,j ~l'··~';"' rn .J,o;.•_'l.:li'·U.·:Io.:':':;.~-.~~-~.W.J:.V"-··.f.~· ,._,._.-~~'.•·-~.(!i-,...:~., ._.. ~., ~ .,·"-· .• ~- . .t ...... \.l..""'":-').. ... ~·~'t·S;....,· .. ·-~.d -t\-.,... .• _.~,,_~ -~·(v)-.0.., ~"-'·'} 

!lW450! . . 

Ex. 2002-0760



mnrt<Jiify. 

adrnini<'>trMion of ;'J ph4rm;.u~·G\~tica.Hy aeccptabk N.lrrnu!&tim! of R>\. T? chu.nnd npcncn; 

.,.;+·~. ·"' · , ..• , .. ,."~.,.·!·~! 't·'"'''" ".!«~': '' · (' 'l., .,-·!) lt"' .• , •. ~ .. , <"·~\ · rl' ..• ,., t.. ,.,\ • « 1~·'•"t·· <,l\ ·· .J .• ,, \-<<-U <l\<. <k~.,.J,oxt .. < .(;; t>d.,l,~.,...J(,l, <,).,, t . .! ~l! .. l. J <>;.nl.l\~., \"") \) ... >ht<l., L~.·' nrnon.,.o,,.,~ ., t:t} ,l <.JHli 

insulin ~,;~n;.;i!'lvity, n J) a drug that ir:npHlliC~ gl.ucose vG!izutiQn m:ullJfJtHk<.:~ Cl4) a dr~lg 

rfwt i~ an anti-ep1kptic, 05) ;:.~ drug thHt b an a.nH-in!hm:m<ltory, or {16) <l drug HwJ 

m<.rpn:YilirE.:, 
. ' . !.ntruprm.mnc, 
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c<Hnpotrnd (if Forn1ulw;~. J ··· V !If is ndrninhter~~d l~) <Ul. rrv¢r\-<:\~ight or nbc~::>.;: subj(~d as an 
. . 

s::\)rnpmmd .of f\n-rr~t.dae J " \/fl.! is adrnini::;t~.:.~red to m1 obesity prone ~uhjed <tS ;.m ontl, 

t.ransdcrnwl t1r intra!msal H:~trnuliitknl to rca~h and maima.ii1 the tht~shold (:t~M.:cntr<ttinn 
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ond, trat~~dermal ()r inq:(l.nasa! Jlwm.ul.Minn t~K ({. prn-longcd period qf time to prd\~>'cntinll):' 

''".'l··,,i'·:.1~ ,_,.;,,,,.,l"'l !';_,.;._,l.:"lV)~~':;..; 
~,~~.., >.ot·,.._~, .-t •. \.~·'-: ~?. -...o:~ ~ ~f'"-... h.L., 

!00464! 

(nmpound nf Funnuh~c J ... \l'lJJ is ;~dministcrcd to ~~ predhtb(:tiz: ~:uh.ktt *!"' >::J.n oraL 

transdenJHtl or lntn.\rHtsai f<Jl'iHtJbtbn to re<tth and truhuain a: drug concentnttion abov<;; 
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,;::baHtlf.~l {~ptner bz~kcted horn ft B;ilt of <l ,:.:on1fl\:ll.n1d of Forn'H.llat~ l --- Vill is H{Ji-:nirli.stcrd. 

;'pi·~:•· '' ·!-i,:f."L'lJ"(<<~·,J h<~";!;; _,.,, 3:11 ;c;t'i,:,,,.~;- l·l, !'l•'>·~A ·l·,.~"'''·'lf ·t"'' l'i'<<'>''-~ tl.'''<t1 ''lli·~-:~ !:'!·~~· ··)4 h<1•1·l'~ t!''·li .,~ .. t;.:~ -~ .... - ... - ..... ~n7~·3.~· .... x1 .. ~·~-..:.~.h._. t':--. ~-·~-<- ;p.{. . ._l\..·~~- _) -"'-~'(,;.,., ~ ... -~.o:~.\. ... Jo.,. -~·"\;·~~ ..... , ..... ~ -~x,; .-~- ~.._ •. d • ..,.~..~.·-~-". 

rcsutB in c~ir(:ulating (:onccntnukm 9f i:K~tivc drug sufY!'-:ient to dirn.lnish the sct;rction of 

insulin on~~ c<rntinuous b~!:iis. 

110 

Ex. 2002-0764



v ... ' 

S::X)i'ltmurw.::> tn1M,;:;. 

cbalu'\d npcn~Y sdcctcd frN11>1 ~aH of a ,;;:.;,)mpcn:n'ld of Fomtube 1 ·· Vli! i& ~1dmh1istcn:~~d 

CP/cr :* pro!nngcd l:msis to :in :-;ubh.:ct in n~:.:ed thcn::ofn<J HiN'e thnn once per 24 hour"i that 

,.,:,..,;tt,· ;,1 ,··~;~"~'d'l.;;,,,, '"'"l'''''r•t•·'l~l·''~'l ,,.;' 'l'~~l-1/'' rl>·><n "~'l~)~o:;-·l·· .. ,l·.,i. ' .. •:\ l"l''l .. i>1·i··"·l.ll ~-"'''j(~hi· fli'' " otv.:~., ............. J .. :J' ·~ ..... ":·~-~ .... ~ ........... s..~x~.~-::.. \·-.;··.·~.~,.._.·:-·-!-··~·,-~ ,.~ -vl .......... ~ ...... :""'·"'-·~-~ .-,. ... ~ ·"·~· .... ·. ~--~-· :>..-t.. ~-:-.. ......... ~.e.:~>:.· ,~-':-·::b·"-"·~- ~-::-~ ~-

!00475j 

<::chunn<:.~l opener sch::cted fhnn a ~~~H of a cnn)pound td' Fnrnmhl.c J ··· 'VJH b iKhninhk:rcd 

{lVcr a prt.:!i<lngcd bm:;is to Hl1 ~u.bj~,~~ in need. tl:wreM' nQ n1f:H\~ tlmn on(;~) r1cr 24 .htJ\lr~ thm 

over a pr<c•kmgcd basis to <Hl sub,k:ct in need thereof no tmwe tlum cJncc 11cr 24 hours that 

l•,i<;;:;:tt~ .l,l' ",;.l''''"l''l'.;~,-9 ;'.')'j>r/<jl. i1''3{j',,•!l' <)f ':O:'~'~l·· \/" ilc'cl oo ~ll a;,,,j' l:q~i ~-,;;;:~'; ,,.., .. :< rw ·~t'''""'•'+ ·l' i< ·'l·l. ''~'''!. ,.~ ;·v· 
'"''·· .. ~.~-.'~ -~· .......... ~·W. _.~.., :-'-H& "':-~ ot""·""'·· ~~-~ ... ; ... _. ~ ~ . t .... v~.·.-..;,. ... ~~'b .... ~-~.s~, ..... · .... ~·'-· ..... "-'.~~~~-~· ·~ ~- -~' v., .. ..,.....,~ . ... ~·.,.e.~~-.... '':>: 
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\'lith a KA'rp ,;::h~mm:d rlpt:·ncr s<:.:kx:t~d from a salt l;.if a ccnnpound of Forn:w.h1e l -- VHf is 

reduced wdng a ph~1rma.c<.~uticaJl:y· <Kceptubli: thrmulatiott that i~ i~dtninist:ci'cd to <m 

'Nith :;;: KATP d~a~.mcl opcn~C.~r sch;:ct~d Jhn:n a &<Slt ofa c<Jmpound of Fm~mu:k~c I --- VU1 is 

rzxlw;::z~d using a ph;'iqTHiCl~uti\:dly i'ien:?tabk~ t\m::nt!latit:H1 thm i.~ ~;drnini."iter(~\i to an 

subje,;::t in nz~~d tlH::Rxlf on a thdly lm!:>:·s in v·Alic.h the nl<:P<lrnurn cit\:uhtting f<}llC.ii.:ntmtion 

of n<:::tivo.:::~ ingredient is kl\,v<::::r ~han \Vhat \Vould be realized b_y tM ~tdrnini~;tnttkm -of !he 

sam:::: tlof.K~ L!Sing ~Hl ond &llSpcn:-;ion ..-.w c.ap&·dc Hwrnuhtion of Prt'?glycem,~\ 

.tcdnc-;o::d wdng -<~- phannaccqtica!ly Ht\,eptHblc fb-rnnJkttkm tlHJ.t is adtninhh~l\Xl to ~m 

sd~icz:t in need thtrcof on a ~b:;ly b>:\sh;; in 'vhich th~ first cbs~ is b1<J\VH to h.; 

tntnsh is t<)tnpktc .and in ~vhich tlK~ m<tXtnmm drclllahng .(\)tl\.X~ntratkm of active 

irunX:.'·dient i~ Jmv;;;r fhtm \\-'hat "'''t'?dd h;} realized b<.,< f!-w adminlfitr-alion of lht ~<:l.rtK~ dfJ~C v ~ 

'Nith h KA'fP d:t<:tl'mc! opcw::r sckcttd fi:Oi1T H ~ah of~~ co:n1rKmnd <rf Formula.c r ·-- \lH1 b 

rcdw;.¢:d. W:<ing %1 ph<:!nn~u:;;;;:utic;~t!J.y aco;::pb:.lb!e f<.n·nmlatkw~ that b). adn1inistcrcd to <'Ill 
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n.~dut(Jd w~ing <i phanm>CI:lUlkuUy uctcpt<ibk: fhrrnuladon tbm is adtniriist<:rd !n an 

<'i'''~!'~~./.e~·ioh~ rH' ,..,h,~s .. ~ _,,,i1ici'i in n""~'i tlwl'cof ')rt '1 {·~·'lv i..,,~><is. it~ vd1ic.h flv': fir.;,;;t d.. o.· ~.e.• ;,,.: ~ ~ ..... - ;{. '·-~~~ 'iL .•. · '\• '>,•Y" 'I.;• c~,~~· ... ~·- <;-.' • • • ,.0!-~.• · ·•. . ' •· \. • _b{-.._'i, •";,' l ... ,. .. '' - < "y. 

ll.l~:nmct%tk: d()SC is rcadlet'.t the auivein.grqlknt .hnnt rt:kase fl'tJrn the Jbrnwh.tth.Tn until . . . . . ~· . . 

of a Ki\TP dwmw! opcn.;:.r selected knrn a S<!ll of a ~on~J"H:lund 9f Fonnu!m:.: 1 ··· \/f!J QHJ:.:t 

·.l1'·~r '?4: !.,,,v•·l'" ;ll .,})l<'·~h 1 h·-~ ·~'!>~"'<'' ·:•f l:il''. :>.s'.tl·.,.,". l··,lur>·',,:ll.''l:•t 1~~-''·'l'l· !:1l"'. ;<;:'llT'l.'l':'h'i'< il"·" 1 •,"·.·~,, ·"""·· ...... b.::<-·-H.r:; { .. ·.·")f;;,{..._ .... -~-x~ .~....._ . .....,_..,{....\,.:. \_.;-~~!.'\..«-.. .... -"to'\.. -~·t)--~..J.y_J .. ts,l.\ .. ~' ~"·· ·""·"'~·"~ .............. _l,,,. ~\,.<::.;,_~ 

!004861 rn another cmbpdinKn1t~ the trc~tm.t;;nt o.f ~t'l: ov>:T\~!d.ght N obc$<:~ -"'ubjed ts 

'.'~l'ilj'l·>>:t?>~) *hl· <.:,,.,~.;<',!'-!· 1,·)<:>;;; ·!··.," <;J. ·l·t>i•~1<>*l'''~l-'''l l'f"-" !"l' :>·j·<>·j· ,,,,,,.,.,,; ••• ,!!. ''' '"''"''"n>·xhh" f,-.., . .,.,,.. h>>'l'·'''l. '-·. __ . .., .. x~.o.;J-~•"-:-''(~ . .}"0:./ ~"- ~ $.::::<- ) . -~'-:-:-::.-.;,.· -:-· ~"~ ·':-.., . . c .. -:-.v.xd .. , \.::~-~- ~~-~- - :- ~ ~~- / ,._.,-~; .. ) . ./: . . .;~v~- ~t-:i.~.,~. ·) ~~~-....:~·"-'~:' ~i~~o,.~ ·"'Y "'~"-·>:0.~"-:~~~-~ ~~).. 
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.of a K.A. TP ch~tnr~d wx~n~r sckctcd from ~:t ~alt \)f <l \:<ornptn!nd Qf Formuh1>:.: l "- \'UI onJ:..:t: 

per :24 hi)urs in w·:hkh HK rckasc of the <tctivc ingredient tl·om the formuhik~n has bc•:.:n 

'<Vith ;;;: KATP channel opcn<:~r $d~:ct~d nurn a &~(( of it C(Jmpound of Fm~muhtc l ··· VHl is 

rzxlw;::(~d using a pha.nTHicemi'r<1lly <'ltX~TU'lbk thrt:nulatinn th<n i.~ tidrnini'§i:z~r<.~\i to an 

•''l1V""<<t_ v l'll·~··lr· h: s;1·i1l ,,~i ~t' •\ <,,~,.~ 'l.1 ··~··,,_,y•~ ".~'\ :•~ ,.J ,;; h.' ··t1 ;'±i;.l' ~ ; •'1- villl. <~h ,i, '~ t:''h·~t ,-h_ :-<··~ l. ~ lq'-')\\'',·, >_A, ....._.~;..,,.~.:.;. .. ,... :r-· ~· .. -. . .-;. .l:_,t""~""··" ...... ~ ~~ ..... ,..,. ... f ~- _.\;..0.·\...'1;.:. s ........ ,. .... .. ,.Jo;..c> ..... L>-_ ... _ .. _ -c1. _) .. ·""'·'"" ~-~~-o:.;, -:!:~_ .... _. ~ ..... _ ••• -.. •••. __ ..... .~:.... . (,,., 

\Vhh <t KA·rp d1<tnm.d t1JK~~1cr sdcz:tcd frt1rr1 a Halt of <J z:ompzwnd t1f Fnrn)tthle l -- VHl b 

nxluccd u~ing <i !'Jharnt<{C<:n.!tkall.Y <tc;zcpt<~bk tbrrnulMion !lmt is <~drninisVti'i~d to <.~n 

(ltJi;.:,(l)tv !'~!'0!1.<.': SUbject ht rh:~ed then;.~of.on <~ di1itV basiS lfl \:Vhfch the nrst rJOSC iS bHJ\Vli tn 
~ -~ ~ . . ~ 

l:nm:dt h cornpleti;.\ in which the niaxinnnn ~itcUh.tting c~tlWNlttaUnn ofa..::.tivc ingr(~(lknt 

is lowGrl!wn v,,J:mt wntdd be n:ali~<::ed by the adininistmtinn nf the san~v.:.~ dose using an t1ral 
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!00491] Jn another ernhodimenC the tn.:o'.<Hnn:.~m nf an ohec:;ity pn:nK~ snl\ict:J i.s optimized 

for weight mnintcnam;t; hy adm.il11,~;trHtion of a pharn:uu:::el,tk~•ll~l <s.C\:'Cptabk~ H;rr:nph.ttkm 

.of a K .. i\ TP charmd {)pcn.~r ~ckctcd from l:t :i<Hlt \)f <l \X~C,1fl\:Hmd of Formuhf: r "" \'llJ 0!1({~ 

per 24 ht:HJrs in \Vhk:h the rckasc of tl.K <lCtivc ingredient tl'o.m the formuhdon has; 1xx:n 

rn~:Klifkd to provitb tmH!nwms r<doase for ftt kftst 6 hom~"-

of a KATP chHmK~l np,;::ncl' s~:.~.kx:t'i.:d fi'l.lm ~} st!h of a cnmpot1nd tlf Fl.:\rnmhlc l ···· \/Ul rmcc 

per 24 hm.1rs in ~vhich the n~k:as~> of the ~{efi·vc iltg:rcdknt -th)l)'l th(~ fbmmlatio?1 has he~~n 

fbr w~~:ight rnalntcrHllKt.: by ii.dltlinistn1tkm of a pharm>K<::utka.!ty a.:.:ccptabh;: tl:xrmJtatiol~ 

of a KATP tham)d ~)f:K~nt~.r sde~~tz~d thml <l sttlt t;f a tom:fJ'()HJld ofForrnnbc 1 --· VflJ once: 
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f00497J h1 m1o1.!v.~r crnbod.iment,. ;:, ph>:<nnw;x~uti<.:~~Jiy t:t\:'C(:pl>!hlc t~xmuh~tion of~~ KATP 

,;;:.lmnnsd opener sdectt.xl frorn a s<th of a cornpound of Fonnu.ke l --- VlH l"< CO· 

{.olmnnd openc~r sdczrr~xl JJ-on1 ~~ salt of ~t iXlrnpnund of Foq1>r:J<tC l .,. vur is TO-

:><~t'"lh'ii>(ii"•';~,-} '-.\'!·•;~ ,.;,.,1,"V'"h'''l"l1. ;.,, '"'' ,.,,;,,,.,.,,,,,<,.,j·ll '''i'•)h<""i'' -<:'!··l;l' ''''~~ ·>,-!. i!·.,,.ll,,, .. ,, 1-V'"i,-,.!,<·j•);;.>'~ '\~-\.L ~ ".\~.>. .... " ..... ~ "'-':·>.~-- ·, .\.~.\ ,\ .>..~.~ • ..._, ,\.,~).i.·V~ -~- ~-'-~· ~..}.,q. :),_,, ~- ...., • .,. ~:0 -......; '"-~ ·• .\· ~.• ).. S..· ..... ,.:< "'' ~. \. -:t.:._. }"'.~ ~ -h. ), -.o..U .)c.!(..; \..• · .. -...'"y "-~- '' }. \w 

ch~lnnd qrK:ner ~d~··ttcd t.1'orn a !'idi of ;~ t•on:tpo-und l:~f Fonnuhl~ l " VH! ts Uh 

adrnwistcrr.c! vtith an appctit(~ .»~tpprc~s~cmt t<.l il:ll {)\icr>.ovz:ight ()t' otx~~·t .;;ubjt.ct ttl indw:::c 
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!00505! In <:moHKT ernbodirnmu, <l. }'h<lHH<'lCeutkally a~ceptahk ti:.~nnu!atii.Hl of a K\TF 

{.::h~rtm.{.!l UJ)<:~ner sdcctcd n·on'l ~~ salt of 4 (:or.npzwnd of Forr:nulac r '" VHJ i~ C()-

d:wnnd. 9p,;mz~t ~s::kded frorn a ~dt of <S \:~~1H1:f~O\Jnd of formtdi:l(~ l ... vm L;;; tO· 

mJrni'ni¢krcd v>'ith a >'tn. nnh,-1·n nan'lm~ltO·r;y to an t'.rvcrwdght- ohc~H)' prrmc f>r ntx~sc 

subject{() indu~'c \·veigh!. kJss and trc;it obesity as..<.,<.wiatcd ~<.Hnpthiditieo&. 

chatH.K~! npctkr s.tlectt:d fhJtil a suJ~ of a cornpound of FoiTnub:) J ... "</JU is Cl}­

;idministetcd ~,.dth ~l dtug that hHsis:~r.~ dn:ulating tdglyc(~rid1~."' 1\! Ml ()\·\~r\\'i.dg}H; z)h~)sity 

rtnHHlJ 
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supp!Y~scs dK #t:ti~)fl of g;:}stric !ip>t$(:S in·~· ph~>rnHn\~tHindly <tC(:Cpt>{bk tlmnul<~tibn th~t 

i~ adminh!crcd to an o\'Cr\vdght, ob~;;sHy protK or (\b;)s;) ~nl:~fc<.:::t to indU{\;;. weight los~ and 

{;()!ll!}OUnds uf Forn:~ula~; l ·~ vru *'n; ({)~fqrrnu!~.tted v,·•ith a nt)fHhia;,>:jd~} diun~t.ic in it 

pharmac(:ut\~:.a.Hy <1.crcpw.bk: fornwh,Jion tb~i is adminish~rcd t\::1 ~u1 ovcr\VGight, obesity 

cornpmrnd\ ~A· Fornwln.i:.~ l .. vrn arc IX•4()rmuhucd 'Nith an appctitt:: suppressant in ~~ 

phiu-<:n~H:.::c~<tkitHy acct:pt#hk fhrmdation Hwt i:<; Jdminii>tcn:~d t{} an over-..vdght, tJht:~i-lity 

<.::-{JmpomvJs l)fFunnuhw J ··· VlU ~w;;; <::o~f.ht-rnHh~t~~d \Vith }>n insuhn s~msitizing H~~Hvc in H 

f'.
1' ,,,.,,(-., '!'~'" ·•t; .. ,,, p,, •'"''·''·'~·"~' ''il:sl. " l'\''"~u·l·''''; , . .,, ;h ,,_,. ·1·· <: ·'<ih, .. ,.; 1:!1' ;<:i·"l''~,..~ t'" ":l' ;) ',:<>t\,_ ..... ,1' >.Y):l i ··~1:J.'\"l. h: ,jo;w..;t-.o.;H;w~ ..... ~ ..... ('\,\~.d.,.~ '*.......,\,......,;_~,.~.,... ........ . tS. >AO. )..,H:'}.;Oo; .l~.<;.(-H •. ("""--J-.o;·H) ..... \.. (,.,_ .... ~ ~~· "'~ -~ '-• >\..~ •. ~ ~ .x~.-~.L.~.- .>.·} 
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!00518! 
< < 

[00520j 

!005221 
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hydrnchkit]dc or !\'~in C<Mnpkx { 15 tc' 40 tt'lg\ ;,~onis~~rnidt ( 100 10 600 rng)~ topiralr.~cutc 

{ 64 kl 400 mg}, u;~lu·cxonc h,ydtoch!orkk~ (50 W600 rng);. or tirnk"H1<ib<'lrH (5 tn 20 rng). 

stdectcd fr'l}!Tl .sl:lh& M' coWp(mt1d$ of Fonm.dac l · V.Ul i:i.!hi. ~~ drug to treat obesity, Suth 

czf-..!\wrnula~ion& '-~Hn be fl.)fi11UhJt\.Xl t(K ~:~nll <ldn:lin!stnl.tion hvicc per 24 hours, fhr ddayiAi 

,.,,,l, .. ,?'<" </'l:h" "!·~!·:,:) .. '·'· l '''it··.H ,_,.,,,;!'!. ,~ ::""""~.··it ,-._, ,.,_;~n~·r·ll··~;,,~ '>.ll··• t·~)i·· ''<'!"t''l.ll'·'d !''"'1:"'""!''.· "'···1·1·!''· ,~,·~t~· 'i". -tv~.;..,:.:-. ... -.~'\..~.~ ;..~V ':-0:·"' -.< .~ .. 'i.-...\.·L . • ~c.-~'~ .... ~."':"' ,}.M.U.•:t.,. ,-,. .;,.,-...~·'-··-·. ·'""~':- ._. ~~ '-:·~ '-·~"·"'<:-"-._. \,.:. _.y,..,..,~\~~-~ -~l~. '"·' '!>;o;.~~-.'i..l;..: 

sHhs of l\)n)j_)Z)\.Wds z)f F~)rmtdHs l · .·. VlU are co"fbnxl:l.dM~xl \vit.h a dn.m to tJt:;'lt obesity, 

,.:~_J,'l!:l''''.''''.' -~--~_'"'t:>_i)_'_)j·'<~· ,.,,,.l.''l!· .. ,,, .. l1'~ <)_ ,, ,.,,,. ,~i._)'''''l';~;·i''~b·h•·~ ,.,,)_ ·~·1"''''h1A1·'''. <:.:,.,,~h ·4r"O">' ·f·'• ,, ... ,-,,~.; iJv,,,,,. U -..~·~·-~-.~t-.,.0..,. -.~~l;;.: ~~-~.x._ -~'- .":') ... ! . . _AJ.\.~-t .··'-·'-·:• ~~--~- ;);=-·~._.'<;.:.:.;~. {_:,..~. <;,;.:~hJ,.o;.,-...t.lJ .. ._..,.C~<-•. ·,l~- ... ·~·U. ... ~J·:--· ~1; ... ..J.\,.~ . .:. \~•"-"l-~:--,o· ~~-.( ot..)i...~~~ l~_._.....,.:§k 
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, hydn;,~xystm~licl dchyclrogc~Hl:"iC iypz~ 1; M\.:tyl-<.\v\. Ci:trbo·xyl~s;:~ l ,: AlJ'i\\·i !2, rncmb>::r !2 

t:lf u disinkg:dh ati:d md<~Hoprol<~M;(~ Duni!y or hs ::>horttr sez:tcted forrn: ag<n.tti rcb.wd 

t:(t~ttw: eukatyotic !Ulnt~btkm inihatkn1 fiu:;:tot 4t binding prot~~in l: (~$trogcn receptor; 

fatty u,;_:id sy<Hhasz~~ fihn:ibbst giW<·Vth fftN01';. RH:-kl:K~ad ht1x C2; glu{:rn>c~dcp<~ndNH 

dchydrogcnHse~ sfimqbt{lfY G ·p.mt(:in dph~k}:)llbun!t; high,mobi.hty gn:.ll<fl ph()sphnprolcit~ 

isofbnn J.c; hormone sensiti'vi..~ Hp<~se; fnd~lc;:.ihlt~ nltdt.~ (lxidi.~ $J!lHh<t<:<e; Janus hnas~)s: 

.and 

tK~uropq-,t!d~ )''..:_! r(:t.eptor; tWHrn{k~ptid(~ \'-2 i'(~;:x~ptt~lt; ~wunipcptidc '\'"~4 rcciT!ot; 

ncuropcpti~,k 1:--,,5 rcrcptor: phb.Ulhtogz~n ifctivMm' inhibit(n·-l; PPi\,R&w.rt:W<'l. ttl--<'l.ctiv<tWt 

L2l 
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hydrochJorkk~ (30{) to 2UUO mg). rqwgHnidc ( 1--16 mgL nm~glinidx:: (:Wo to 400 mg), or 

i'·>;;;;idi'·t' .. ,,.,,,,,~ r<:; t'" ·"in p·•r>') ;; '\.~ ·.· 'k>).." ( .. .( ......... ... ~"""' 'I....... ....~ ...... .... .• { .\:t::'~· ~ 

{LL5 t() !50 mg), l'ndt'tm'nirl hydn)thk)ri;;k: (!50 to 100(1 tng}, 1'cpagHnidc (0,5 to 8 .mgJ, 

.;·, ,.,.;,,,~,+<!·, ;,~ ,, f P)(i i ,, )(V} l')'·<:<). ')l' l"'!. ·:; o{J'ti··,--· l' -~ ~''} ·'< r·n ') ,;;· l''~-o:'< o;,. .. ~.<.~~~x~. ,..~ ...... ~\_;.· ~-,.~~ \ •• ~~~ ,..,..._-. ~-~}. -:d·~;_;o., t -t~ ~~-~~·' ..... .(...:~J ... ,.t.: \ . .,., ....... ,-... ·~· .-·":-· ·.-:~·s:::f·· 

f00531! . . . . 

salts nf cornponni.L\ of Fo.nn:::dac l ,_ VJH are w-ti.Jntwlu.t<:.~d \Vtfh a drug t~'J trcm 

dcpt\~'iskm. Such C-l}"n.w:rtm!Mkms eM lx~ ft>i>rntllatcd fhr (Wi:ll ;;~t:!rninistnHkw ontc tK~r 24 
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bydn:Jhromkk (5 tn 40 m:g), t1l:JVOXtimin;~ m1~hwtc (25 1o 30{) mg), paroxctinc 

hydrot.h.!oddc (1:2-5 to 75 tngh tlno.:\<;;tinie hyd.i\)chltJridc (30 to 100 rng,), ~(tn.tUnc 

hyd.m~h!orid~~ (25 to 20n rng}, an'litrip(yHne hydr;;,H;:hlnrid.~~ (I(/ tn :!00 r:ng}, (.k;<iiprmnin;;;~ 

hyd.rochbr!dc (W to :WO mg), nortriptyline hydroclJJor!d~ (!0 to !50 mg}, duklxetin;;:: 

!1."'"'1n)<'h!f),;),A,, t?H t>''! ) 1(} l .. 1,<t.) ·m:>l~,~· ':d\·•· (-,);~ !."'''ll',·v~11ln•·i·,>.,, C{7 '\ r,,-.. :!5!! ._,,-~l·';_.; .• ·.··.',·. ,l~-•_.i:,-.,~l':c.t.',>:l·.•.l" .. ''~ J'W--''- v~~:~~'":>.,~~J.,. \.,_. ... ···'-' ....::<(·<;..: ··"~;;:-::_.•;, (·')>.• > ~:t,.\J,JOooc~.,~· '-.J'<..i ~"':'J,-.·~~~-.-\,h.,.· \..,..._' · ,,.,. '"'' . ~ V !:.""'~ ., ;-.,..; ·t ... .. {.,. 

;:::nrnplch.\ ~m.d Jhr ~o.i.:';l>tins:~-d. rc:kase <lf the Hdivc Jbr 2 to 1 2 hnw·~- Such drugs lo tl';~~at 

dcp:r<:~ss.ion indtlck, lwt <lre ntlt limited to:~ dtalop;';>tn1 hych'obl'Ot1!kk (5 tu 40 rng\ 

cscitaJopram hydrohromic.k t2.5 to 20 mg), nuvo.>i:<tminc m.<'l.l<:.~<lk~ f)2.5 tn !50 i.tlp; 

p:arox<;<Hrn:.~ hydrochkrridc (9.2.5 tn J7.5 mg), fh.ltiXt:'fhw hydrochlnride 05 tn ?f~ mg\ 

.;,>dt<'tlinc hydm~~hkrtidc ( !2.5 to lOO mg). ~lmr!rifHYhnc hydrochloridq f5 HJ J 00 rn.g}; 

zk~sipraminc hydroch!nridc (3 to l.5U mgt l1ottrip~)iHnt.: h;:/di<:-Kb!orkk~ {5 to 75 ft<g\ 

I .{~Sl:~~-.4 ·~ 'k'i'" ·":'!.·!' ') ... "<_, ·:'..·:~"~ "·>:.~ )l" ,.._ -t~ ~~ ·:-.'"!'~ ~:;: !:;.· ~-·ho .;~., · .. ;-:..~-..->-~ .,,..,"< .K,. :-t :-i ... ('} , i'a ... _, -.;., ·~-~ ')!"' ·xM- .~ ... ~., ·' .:-.,:! .. -=) ,_·..: ~-·~ -~;....:): -~ .... 
-~*_l1;;>..;t""J .h< '~· '' <l<~-·< >...!J "~-'~<-<lo<-;.-l. -'· L. r.,, .... o.<'V,_,.,_,_,t:,._,, . r"\ .>. 1: ~---'>-«1<11~: -~ _.><-:..!.,,_,,.;,; ~\.· >...t:-X<;cu .td,.l.H 

sah~ of l:~omponnds of F<.mnd:W l .... vm ~tn:~ {\)·.fhrnw!atod with H drug t~) trc;;d 

hyp~CTl::.m~ion mdttde~ but ta:e not ll.rnikd kr 

{'J >:; {·l· i<;() l''';.r"\ j<;;,<!V!jV'l.l /jf1 .)''' ,cj.i). <)·c.-$> \. w.. ........ . ... ~ .. · .! .... ~· ,. ·. -'-"-1;,~) :!" - x ..... \. J.(. . ~ _, ~- -d -~J \ .). ·-i..c.~ i~ 

quinapril hydroe:hhwi:dc (I 0 ln HO n'lg), pt1'idt}pril ;o:;rbun'lint (4 to R mg;); nuni.ptil (L25 to 

2.!) !·"-.·.1:> __ ··'_.·.·.\._ .l"_'·" .. "·d· '''l!·•ll";'l.l {j·• ·t•"t }{ l''·ln'-. i'}!;-.;~n.<\n<:i} •···~J-!''·l'1'~ {j. f1 •<\ x6 ··:~:~•'·"' ·•H··~~·'x'r~•·<l ~-·'- ~: !""'" ~ ~.{>S.p_ .'-.· ~· . .:·-~-;;;. "-.·.· "-.· ~-- -:i: ~~J~ r ... ,~. }_,,:\.·t~~-~.:;. -~'~--· .- ii;·J.~·-' .:_- ·:_.. :):.,. -.._.!;,;.~- :"-~-:-~-~~ .o.~-~or: .. ,..._,.,._{ :·~~' 

val~<trt~tn (40 to 600 rngt, c~mdcsart<ln i.:ikxctil (4 to 64 mg), oln::(.NH'l'Hn !YI(~doxam)l {5 tn 

80 mg}, tdrnis<trtan {2U to 160 rng), cpr<).sanan n1c::-;yhnc {75 t<) 600 mg}~ at(:nolo! (25 to 
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fhnmn:tc {25lo400 mg), nadolol (?0 to !60 mg), tK~t~:.xolol h)'·drochloridc: (l 0 to 40 ~mg), 

;~t:cbntokt! hydrochloride {2:00 ki ~00 mg), pintk~h:)t (5 to 2tl n1g), bbQpWkJl 1\n:nanuc (5 

to 20 mg}, -nik:d.ipilW {15 to 1{)0 rngi, f;:.dodi.pine (2.$ to 20 mg), lll"olqdipiw;~ bqsylak: {2,5 

to 20 mg), n5i:.:<:~-rdipinc (10 to 40 mgh n:isoldipine (lO tn 80 mg), t~~~n•zosin h.y:drod1lorkk 

<:ornpltk, <.:nd ft)r sustaitlcd tdta:'i<:.~ <lf active .ov.;:r i~ p.:.~riod of2 to !2 hmlrs. Such dru~<,<; hJ 

treat hypcrt>~:n~iou im:lude~ bm arc not hrnit~d to: eno~dupri.l nul.k:•~k: (L25 tr~ 20 rng)~ 

mgh tnmdnlnpril ( l ba 4 .rng), th::;1'uoprH i>JJt:h'm:n (5 tn 40 tng}, tnnexipdl hydrochloridi:': 

<'"-' ·« +·, ., i' ')." ., ' !. ··\ .... , ... ;.,q t' ., •.. ""'·l-,J!"' iF~ >:: "'l 'j11() ....,".,) .;!,\'·' .. ,l,..;,,.l ,.. .. ,,,. ;:: !"\ :lf'!!) "'" ··-) 
\.:.::.".' ....... -~'1 .<·<.b_h .~ .• 0«H<<h ,,:'\..l.~;~"' < H , • .., .. "' ..... -...1.1 "''·~)· '>·''-~-~->.W·•· \_,)!,_.< ...... >V\ "'·'g>, 

tn HJQ rng); prr:lf)i'm.wk:ll hyd~·m:~hkrdd~..~ (5 trJ 90 rng)~ mdt)prr:1lol tartrate, sut<:hwlt: nr 
. . 

fumarak (.!25 to ::wo rng\ n<!:dol<Dl (U to 80 mg}, he.h:xo1n1 h,ydroehlodde (5 to 20 rng\. 

a<.x:lAHnlo! hyi.li:nchkwide (JOn to 40{) rng}, pi.1.tdoln! (2,5 to 10 mgt bb9prold fi.ntl~!l\'~t>:: 

t2.5 k~ J H lngi, nW.xHphK {7 .5 lQ 50 rng), f.:'kK~ipini.~ (l to tO mg), ~u·n.h;}t#pilK bcsylalc (1 

{{~ iO nlg)~ nkar.dlpin(~ (5 to 20 ntg), ni~nldiplm~ (5 to 4Q n:~g). t,;,~raz.n!:).in h.ydluchloridc (l 

tci:} !{} tng), d~:r;-;.a~-,xin tn~)jylme {2 to X lrtgJ, t~n(~~z.1sin hydrndllorizk fl lo 5 mg}, or 

salt~ uf i.:.fmlp;::mnd,:;; of FDf"l·nuhc J ... \llfJ <H't': co~fnrrnuhto;;~d ~vhh cl: rll\sretic. Stich G(l­

thn:nn!adon.s .:.::'Hl h~> Rn·.nnt!~Jtd !hr oral adn-Iii1istnttkl\1 on<:.:\~ per 2A !Kn.m>, t"l::~r d<.~layt~d 

over <:> !J<i-!tiod of 2 tiJ 24 h(}ur:s, Such divr~;tks can inclt!dc, bvt an;~ H\:.lt lin1itcd to: 

~:milorizk: hydrochloddz: ( l t~) 10 rng}, *>PironoLii~~trHV~ (! 0 to j 00 mg), fri~m1l;;.~rcn~ {15 in 
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indap.~!mkk { 1 to 5 rng), hydmchlowihi;~zidc ( l 0 to I 00 rng), chlorothia~~~dc (50 tK) 500 

1ng), lK~ildJ'(Iflumcthhtide (5 h'J 25 rng\ hydrcli1llmdhiazide (10 w .50 mg\ 

ntythytlothim~.id(; (l tq 5 mg}, .and JX)lythl4~':ldl'.~ (1 to l (l mg), 

c<.lmplct¢., and tlx suswiw:::d rdcasc of Uw <wtiv<: ovtT ~~ pcrh>d of 2 tQ. 12 hour~. Su(~h 

di~!tdks include, but ~we nvt limited tn: ~m1iknide hydr(Khlorkk (05 lq 5 Hlf~h 

to 50 mgh chlortt-u:~Hd:rHK (5 to WO mg}, ildi'tpalnid:(~ (0,5 to 2-5 rng)~ hydtochklto!hbzkk 

{5 to 50 tng}, chkHl:ithi;'l-zkk~ (25 I<) 250 mg), bcrlch'oHt.m'v;thbzidc (2 kl 12.5 rng\ 

t~,,.,.1<'')·t·1'.'·;·;,·M.1.'!. ;,, ... ,;,~.:~ {:") ·h'.< '),;;: <:Y·(>) f·'v·i.l•"·~·~~·li·l>-i',,;>i',·.i.,., {(\ ~ ·i•'l ':' ') 'lYF:O·'-· •:<l)<-1 lV')'.<tl>i,~<':'~<·4.:~. {{.) ·"\ H)~~:-:.~ .. ;;.;::; ... q .... -}<.:,:.;. ·-·~ ... ,.-::,.~.,~'- \ ... · · ~.\~• . .,., •. ~. n!~;.:o ~ .d.1-·.~· ~. $ .. ~ ~ .{-, .·.:J: .. ~·" .... -·. ~J~. "·'' ...... · ~{:.~ · ........ ~ ..... . ~·x,bl:-· t;.~.-.~ V> r :-;- .. ~ -.-.:1;_ -o;.,·;o;~,:{.J.~ .., -J n .. 

!:o 5Ing), 

><~llt.s of rompmtnds of Fcm:nub:c I ... \im '~.rc C\) .. f{.~rrnuhs.t~::d w1~th .~~ dwg kt treat 

i.nHamrnation or pain. Su<:.:h co,f<.rrn:lulati<:)n~ {::an b<:.~ !hrn.nlh\tcd fbr QH\l ~fdministrntizm 

hydroch1orkk Cd to l:5t) mgl, gahrpentin Cl 00 to HHJ mg), tJ:Ct::tnrninophcn CWO t{~ 1000 

rng), Qa.rbm·na"J~t:~ph.K' (H)O to 400 mgJ, ihuprofi.m non to HWO F1£\ ketopmJl.ln (12 to2Qt) 

ntg)~ fz~nprnfcn sodium fHlH tn 6(!0 mg}. Hm'b.lprnfen soditrm or nudApro.kn (50 to 200 

[00539j 

i::{Hnplcw, ~lnd hw $tlst:ai:n~J r;::kas~:~ of the active OY(~r '* pcrio.d. .of 2 N> i l hour~. Such 

ckug~ to tt'ZOat hTflan:)nwtion or p~lin inL':lw;.k;, b1.1t <lrc m:n !hnitcd to: ll.i:<pirl.n { H}\J to 65(~ 

>'<><:>\ '·l·=·nl·•>·;>(!,:l·t :hv,·~·''(V'l'·d·')'';,j,,., C1) l>'} 7'~ "'lM\ •=x·'•11:>n·''l··t· '1'< {<if\ t<\ ,!f~>)·. ·tnn\ "~""~'''i''''i'l .. l:<'J}'\l·•"-q '~(~l~ ~- ··~·. :-.~_..._t ........... ~ ... ~ ~~.,.~-"~'-: :" >..~.·~x~~~· ~ ............... ~ · -~· u-.··»</~ ~.~:~~--"'~-f . ..._:·~- .............. . .__.";-····· ·"-~ "1-\.··"- · ~·-'w:~:-· ~'!<""'""'~'- ~,.( " ~··· >-.~~ .... . 
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[005421 

1 ·-. \l]lf. 

!0054'7j 
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IW\'ing <;:h<wat~ts:.~riMk; pe!:!k&: in the XRPD P'(Htcrn ~,j v;:duc:;~s of t\o.'f.HllCt.a (C1.l K ), 40 k\/, 

40 m/\) rtt <'lppn:.n::imatdy K9, H13, 12.0, tKJ, 2\1.6, 24. t 24..5, 263, 27. t ;.md 2K.9 

B lH<ving elnw<:~clrrb:tic pr:ub in the XRPD p;:!!tttn ~t ·v~ilw.::s ~)ft~ovr.Hhcta (Cn K \ 4{} k\l, 

40 mA~) ~ti' approximatdy 8.5,. lfL8., 16.9, 1~<:?. ?1.6. 25.5, 16.l, ~md 28,9 dcgrc~~-

!tW554j 

40kV. 
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[00559! 

having ch<'lT<Hi\\~ri~t!t pz~aks in il:h:: XRPD p~lttern $Hb;;;hmti~lHy ils shnv.,·n in flG. 16(~1), an.d 

an N.~4R,..pcctrurnstll:\>itanti<llly a~:> sho\:vnin FIG. l7(HL 

!·.·.~:t~ .. ~ ··. ·.·]· ~.v.-.6~ 
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solvent k-fh akt)hn!s :;;w;h as metlmnol, i--BuOFL i-Am.OH, t•HuOH, Hnd the~ lib:~, 

kz~tnlw:>, tctnlhydro!ltran, dirn0thy'lfhrrnamidz\ n·,m~thyl pynoHdinmK\ and the like} ~\nd 

EtOi\; iPl\, c~Fk.?{mK, htJW~m~\ itlhWri\~, CH2Ct.2, dio)(atl(\ <'H\d the Hke) tn the 

su:>pd'tsion tnidcr czmditiotlS ~rtffic.ient to cause fbm'w.tiolt in1d pt'cz~iphation of said 

.l'l.l. '·l·>-<).,. <<'li' r 1v) l; ;·l :~ "-'' !·t· ·-"' ,.~ i:1 :·' >'\i<'S:;' ''0' th .-~ l'W'''.··"'l. ri 1't<' Lc, t<> l··wq <.,.l· ,; ,,, 41<'' '".i;· ·> .,. <'tY l .• ~ ,, .,}l<'<!i: rv; ~' :~ ll-u ........ -: .... , .. 1;-:".·:.o..~~' "':-"_(,.,. :~ :.:_.; .. ..,., ... ,~~ '(. ~~ .. :~~,~ b . .c:.l • .: \:.:-, ~.:). ... ~~ ..... ~·¥ -~·· .... "" ..... -~· .. -'1.,::.{~. ·':·· ·-· ~- ... ~ \ ... ~ ...... ~ ... -.-:·':>-.· .r;.,_ ~-q~""" •")._ ... ~ ..... - ..... ~- <;..,~ ~-.-:~·.'<. ...... ()"-·--~ ·-·_ 

<tbout l g d1H;:'nxide p~T f r-nL ~rJlvcnt in about I g di.a:<-:oxide fh'~r 5 rilL szJh>t)nt In ~om~-:: 

(-::mtx:x.Hxncnts, Jh(\ dia.~:o~idc ~md th(: !.i·Oh'CfH an:: prc5cnt <tt a ratio of abtiUt i g db2ox:idc 
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tlK salt indudcs polynw:~rph Forrn U suh;,;tant;~~d.l;.l fr~_~;;;: of pol.y:tTJQqJh Forrn /\, tiK 

~"l,·'dv·-rvw~'lh F·--v'-~) B lnvJp<:> '~h·"n>'~t,~·rf;,;fj;> ,.,_.,,!,--~ l''l tl-~,~ }''FP!'l _·,•~.','\,t_-_·t;_'l."'1. ~.l.t v;•i1,•r.~s '.'Y.j,~· l',-'V').· -~·"' :,;..-.~ ~<;....:.~:~-"~ ... _{..· ... ~~-:~ ... &.~ .... t-.... .z::b ...... -"::o.,·,.!!·'-"~-....·- •. ..:~-;.- v. t·Y.t+ . .,<-;..;· --~ .•. t-..,...~ . .:~")...-">,. i~~ ,, ..... -~ ~.!!~"""""-" .:-_ t' 

[00577j 

[00578,! 

Rtlon·thia:.jd~ di~;tNi>:.\ a drug thit !o\~·'Cr5 chok:stcn:~t a drug ttwt niisc5 HDL choJcstQrnl, 

R drug H.uH: lnWC:l~~ LDL chnkskrnl, a dmg that tmvcn; hkKKl pn::::;~un:.\ <:.t dn\g thi'lt b an 
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z)f ~t z:m1dition sd~etcd from the group eonslstmg of iib>::sily, prcdi<.tb¢tcs, di<~.bctcs, 

hyptrt;;;~n&ion, dtprcssim\ >:~!cvakd ch.:)k~~>tcnA. Hu.id rctcntimJ, c.\b;)shy ;w-sociRtcd C\)" 

morbidilil'.:~, i0cht~n'tic and rqJt:'rltlskm nxwry, epilep0y, (:ognitiv~~ impa1:mwnt 

Arg·HL.;;-A,:.;p-S<:'r-Gly-Tyl'-Glu-V<ilwHis.-His-G!n~·Lys-Lcu-v~,J-Pht.-·Phc~Ab-Glu--Asp­

Va!~G!y.cScr-:-/hn-Ly~·G!y..-,.i\b-Jk...,ile-G ty-Leu --,!\~let~ 'l at-(Ny-Gl y~ Val-V d~llt~·Al~t-OH, 

fn\)tdn l()f!rn:vh1g i..~k~a-vagc hy w1mn1a sccr\':~tw,>t, !n addlti.l:lll tn Jhnning p!at)ll¢$, the f& 

.;.unyloid pc:plidc:;; nrc r._yi~.ltnsic dthc:r a~. Hw n:Jonrnner qr a~ <J shor!•lived nligonwric 

imcrnK~diai\~: ,(~ arnyh'Jid pt~ptides (rnm:OHll'.'t~~' di'H.lCI'S qr digOrtWf~} ean b~~ kkmttfi(Xt bntb 

<lfi\D. 

opcm::l', ot phanm<C.:;:")tltk~{J :Salt thereof is lbrmtlbt<:d f()r onN:, i\'-'''tcc or thd<:c p~:r day 

ad!rJiniMratlnn fiw· the tm<i,tment of j':lMicnt:<. diagnn,:;;<;xl. \Vith h)·'f~i;,~rdK~k-'>t\'rdemi~t, 

¢i.rmhined hytWrlipidemilt.; t:~ndogennu;., hypedipidemiu; or h)'P~~r!riglyt:~~tidemia. Th~se 

<~tmditionY> inz~Jud<~ Fttld.r:lz:kson ,;:lass nH, llh, fV and V {Fr;;.:dri~_:ksnn, LIS, Ll~(c.-,:, 1..$, 

Cir~t~n~unn 1965 31:32 l-327 ~ Heaumonr, JL ('! ;:iL BhH \Vorld Hc~~Hh Org 1970 
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,;.~ftbcth'e atnmmt nf a K.t\TP charmd opener, or phm:rnat.eu6cd sdt thenxii~ and one or 

n1t)!\~ {)fdw fb!Jtw,d.ng: 
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"dth hyt:n:~rchuic:stz;rolcrnikl, l:.~O<rnbincd hyJKcrHpidcmia , (~tHlogcn()H:S h)'P~rHpkk~rnla, or 

hy~x~rtriglyc~!dzkmi~t Th~i:\'-~ nwdhionsin~.;lude Fn:'drkksrm d<lSS: Ha, Uh,JV '~iJld V, 
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i:kfivativ<~ tht~rcoL.aloiK~ nr in cnnJbinMinn with {HW or more snii~lblc e:<.cipi.::.~.tlt~ b fnrnwd 

'<~:hh !h(~ <rssishn:>J~e {if a gnll1tdMnr .HHd th()n sk~ved hY ~'~l)Hf<:.tt~ tnkrorlal:tides having !h;:::· 

c:<nnprises ethyl<x~!l.ukbe, teUuh;>s(~ •<ltNatt, po!yvinylpyn\lll'don? and/or pplyacrylmnidc, 

·n'H:: CQ:tting ~o!nti.on fhr th~~ fhin filrn n<ay indudc a phl3tid>~<..X <=vhkh nm:y ht:'; c;t~tor oH, 

3,t r·QrundMilJU of a tMl'J~ttxl ihnn td dbzwdd~ or~. ~~~thativ~ for 

t.<mtn)lJ{~d n~h~a~w 
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~t;t f'orntukttion of~~ comtw~~s:sh:m t.~.bkted r~)nu -~Jf dhv::t.ndde nr a d~?rtV;'tthl' 

lherwfth:UJH'OVhit.~S ffH" t'MttndlNi. nJt!<l§f.', 

mixtul'C i':< ,Net milled and then drit~d !2 IKHJ>'$o af .l Hl'C The dl'icd mi\t.urc i~ dry tnilkxL 

r~:nl'i>·)'!.t\•w fpill!tl(r '~'·':.< "-'<i'';o'H •'{h·•;l<~dhlns··• "'~"-hl is ~t'~'~'~··l 1,1)"\W :r~t\y},'Y.d. l·. 1}Ff.'' <)f ~· ~:-' ···"':-- ... -.; ... ~.'-.t::'· ---~.~-~---:;;..~~ ~":':': v - ... \,.·~--;:-:--~-- ~,_}..~-}-:-.""""'~----~"' ': ... , .............. , ..... , .. "'~~-.... ~~~ .--· ~. ~- ---·' """· ' ....... ,.._ 

33, Fo:rmul~lth)n Hf il cmtnwesshn:~ t~)~ttt.•d hlbh.·t~-d i{lnn of dhlzt:r%ld~ tW a 

Mr.h·Mh:~ du.'r{~Of Hutt: pnJvldes nw (~{)UtruUt~d rd¢as(~. 

,::k~rivativii.~ th~:~reof\'hth l fl tng ofdhykciJulu!!K~ (Dow Ethocd l OFP} or by mixing 75 ~ng 

{rfdh.tz(t~kk or a rbrivative th~:r<~of \v.ith 25 .rng !u(:t(b~~ and .!0 mg of¢th_yh::diuln:>o'~~ (D()~'li 

1:15 

Ex. 2002-0789



zk~\.'dopt:d and invcstlgHtcd 'Nith rcspc~t to <l variety of propcnk~ knc}<Nll h}' tht)St of .~kUl 

l: .. l:t {:i\'' j·~!·• 'lN):.l'''··~·:~> <{:<<'~:>_l \~•'t '(,:~·~<~t)'·p>.> ·>.;·! <:)·><' 1--,~:li-'i l'i\;,,·b '!.''' <'>· {' ·i<>l=)i,:~<:<'d. .{',.~,·~·pqj•:, !(~·$)'"' j'·!V.l' ~{li t1'l .. J,,.\,.:. ~:H .. ~>. •. "~"""~<:.~'. .'i:.~'\.d, ....... >. • .,,., ).., .... ~~ S,..,., t ,~·\.- .... -.: ... ·~;>,.•d.<t,.;-...;)..~ ...,.. \.~·.._ :L..<::}.,~.o .. ~\.., H .. ~. :o.~\.-.·.(.,).,.s,\ .. .o. ... '1: · ........ ~~""'"'·"'>'::>.~ 

\Veigh~ pri~)r HJ c-oJnpressicln. /\i:i shown in Tabk~ 2, Formulatio1t-> A~H, J, and L to=nt<:dnc.d 

50.0 mg. dbzoxkk~ as Hu~ dltillll(~ ;;>uH (i.>.:,., 7'2.,5 mg totd dii'!:t:nxid:~:~ r.hdi.m:; sall pteficll!:\ 

tot11l diH.zox:idc chr'>hne s~dt present) ~HHl h:.)rnw!Mkm U ;:.:zmHJ:incd 145 rng di;'i:Zz)xi!:k~ as 

!he <::~ho!ir!c .salt. Tlw tnmt~:rllicwre (>f tbnrluhriiop L b ex<:.~nwlar.y ofth~ tn<:rnp:bctudng 

p;J&scd Hlrt>'i.tgh <t #2tl tn(:,;h hand ~cr<:Kn, '<-Vith blending f<:n~ ~~bout 5 min. TlK' rili:tture W<:t& 

sul~J~cle~l to l:'lrt:s:;;ing {\hw{~~ty Hda Pre.'>s) u.'>ing tL?2.2fl'' x tL572tY caplet sb.tp<:.'d tnnHng 
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.,.,:Yf.:\1 \VEl ~-'HT ! -~')).'l ! ______ ....__.I'( "'-"~· ·-' -· ~~~--~"'--~ .t 1 

·-------------J\, ........................... 1-----Jli~~tn:~j-~hLJZh~ll!n.~~--«··f----------2Li~2 ................................................................... ] 
! ! ;\'ktho{::t1 KHJ0~4 i 2373 i 

l,,,==J,,=:M=~&i.:l=i!==_J.'i,· 
. (:;at!·'U···sit 1 ~:75 

~-1=:~~ 
i Pt::o N30J NF i 5250 i 

Ex. 2002-0791



.-.--.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.------.-.-.-.-.---.--.y-.-.-.-.-.----.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-----------.---.,--.-.-.-.-.-.-.---.-.-----.-----.-----.-------------.-.-------.-.---.-.-------..... 

: ! ! Arh~lunt fHT h~hlcf ! 
F~Jntwlafirm i INGRl£0lt<:NT ! . ) ! 

j ! (mg ! 

! ! l}l:~f) l\'1{)1< } .. jt~ ! "''\ <'!! i : ' J );,.\._, ;: ••. -- ; .~. ' ,),_ ,,, . t 

;-·"--··-w···············-·w···--r-------------~~~:~·~~~:~~;;~:;;;----"·-·w-T··-····---~-;~:;·:·;--·····························-----~ 

[ ! (> ' : ! _, <;; ') ! 
' ' I. 'f\_,\- ' -~--):} t 
!·~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~r~~····················'"·································t·············-··············································t 

'' ' 'f' ··'v-l' ~ r H ir~r:~ ;·'!' i , ... :1 1· ' 
~---------------------------------·'L·----L~,~--j1,~,~--~Lf;~~~,t£LL ____ _L ________ 2~~~'~"-----------------------------------J 

[ 1 ' p;. ·q·-·-···rl, r ,, ' -1 q:no j : __ , : _,, ,,l,,.t,Xl\.h< .... -_ l<J.lUv , . .;...,. '· ... t r ................................... T ............................... " .... , .................. r .......................................................... : 
! l J\--k~tbor.<:.:l KHJOM : 24HJI ! 
~----------------------------------·T·--·--·----·-::--------------------------------·------·t·----------------------------------------------------------1 
: : f:.nHXJrnm:z$S : 258.{) ! 
: . j . -· . . .. ,.:. '' . ,., ., .,, ~·- ,., r , <'r: i 
: ' \l<li;;>\'-.SltH •. ~ :St",:.t,<lh.- : B);.,:~;) i 

i--"'--""""""""""""""T"-·------"---{:::~l~~~~-~-~i-1'--·------·---·-T---""""'~-~oo---""""""""""""""""'1 

r---- _______ j_ ___ JJ2IAL.~:t1Q1:tL_j ___ Jlit~t1L _________________________ i· 

':
:·'"''""""""""""""""'''_',, ......................................................... ~.!''"""""""""""""""""""""""""""""_,1 

J. Dh:?:oxidc Ciwbnc , 72.50 
! ~ ·'jH;' ;., >..·:··: "{ ':'>.l'>'· i , n ·' •'. ! 
: : : _e{} \'< r)~J >'<it· i U.!).tl : 
i~''"""""""""""""""''~f"''""''''~~":"~,,~~~,:~:,:,~:~''"~~,,:~""""''T''"""'''~:~~,,~=~~~,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,1 

: ' FN.' N Hh Nf- ' ~ · ">0 ' 

.:
i~~.~~~~~~.~.~.~.~~~~.~.~.~.~.~~~~~~~~~~~~~~~~+_,l·~.~.~~.~.~.~.~.~.~~ ... ..:~ . ..:~'-:;.~;-::.~.~ . ..:'.;.~~.~:::::;:. .. ~:;..~.:. .. 2~ .. ~ . ..: .... •.·.········".,!:-·········.·:.:~.t:.::.:.~.-:-;~.·······················~~~~~~~~~~.~-t,i 

En1comt:wcs"' 1 16.ti 

Ex. 2002-0792



----~- TO'TAL. Vv'ElGHT' 355.4 

' ' 

r················K:···············r····i;·i~;·~~~~~-ci~··c:i~-~-ii;;~······r········-~;~;~;:{;···································1 

: l'$F') •),;··1•'1) N·P i '" ·''" .... ~ ................................... ~ ........... ~~.£L.:.;<.L~~~ ... L:.!: ............ ~ ........... :;;~:t~~!d ................................... ,1 

l i PFf'l N101 NF ! l)A « i 

~ 

r==~~~-==1 
i U. ! Dnz>-"~xwc (JH>bnc 1 !45 i 
i l . . . . ~ . ;., . ~ J ~;v· • t 
i 1. Prcgda:tln!zd starch i li? i •:-... ..: ................................................................................................ ..,+ ........................................................................ ..: .................... ..; .. ..:.., .................................. ..: ... ..: ........ t ....................................... ..: ..... ..: ...................................................................................................... ..: .. ., 

! ! PIO N . ..,~,-l Nr i '"!'\ ! 
f ................................... t""'"'''';1i~:;--~~:~-~~~ .. ~f;···""""'l'""""""''~;~····""""""""""""""""''1 

l39 
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f\.'h:ignc.siw::n . .sh:::anitc 12 
NF 

Fonnulatinn !\ the blen.d hnd pt-,r:w fkn-s·· .r,-h.:ltlict:;,~r1S<tkx. A . .:.:cnn:Hngly,. thR: kl<'ldi:ng t)f 

diazoxkk~ z:holin;.:~ ~NHt> t0duc:;,:d in Fom:nHadon k1 A caplet shaped 1<)()lil1g, approxitnatdy 

6 rmn ~ 15 nun w·a:::- f(.HH'ld to r;;:;sl~H in il(.t:cpr.ah);;; t.oil;lk~t app<:<lrant~c, ;>!·won, and cas~:: of 

zxn:nprz)s:;;ibi!Hy. Ho'>\·\~V\T, Forrnnlatkm H a:ls:;,1 t~xhlbi'kd poor blt:~nd tlo;,.v, 

with 40 .hYl Tt~H.:~r:<Jmtz~ heH(b. As -~ht><:Vn in Tabk 3.J, UB"-~ d" the 024R M.:nx~11tesu.lt.cd in . . . 

th~~ best n::(x•vzn'y z\f i\Pl {Li,\, ":acti'-''C pharnu::.ced.ica! ingrz~dknt'' '"' di~lzoxide as thQ 

di<t:<::oxh:k cholirw ~mlt) pt(rviding l11c bt(Hl,dc~t f<mgc of partid.e si~~"-'~- Acrnrdingly;, 

----··································································-----------r·~;·;·-~~;:~;~-~i~:;~;·;·-~~~~~~::·;:.~~~;··--r·;:;~~;~1~-~-;;.~-----------------
ikn..'i'n/PJJddl~/Spi.H~e.r/Spei'd ! (~"~} j (unn 

.. ~ ................................................................................................................................................................................................................................................ J ......... ~ ... ~: ......... :.. .................................................................................................................................................................................... i ............ ~ ...... ~ ............ ~: ............................................................ ..,..,..,..,..,.., ............ :.. ...... ... 
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n:.~phi!;!td with 2Yi<l hydroxyp!TiP.Ylrncthyl ,;,:dlulosc (HPt\.·lC} MHI rnk:rocrystai!inc 

s:.:dluios<: ·\vas ad.d~~tL FOmltllMkm 0 ~V.<!S similar toN. hut tN~xl a diffz~ri'.~llt type (Yf HPl\,lC 

a:n.d. dn:'l})$)ed: the szard:t ln fbmtubtk)n .P, ks~ HPl'vlC .<tnd nt~)rc mio"(..K~ry.>;Jidlinc '§l'arch 

'''"''l·''~ ,,N•d ·•.·l·1'ill ·1·1·1· · N '""~ •{1·,~ s:'.'"'''~l'·• v,,,.,, ·.1•1"1'-··~1"'t f··~')l'll'.lll. ·.'.,l':,·"'i r) '.V.;". i,~,~~··•.t.:·.-·::-1· t;:). l)c ···~'."''M"l· '\}'-~--~": {.S.'"''-·v.:·<:.. ~~ .._.·.: ·-·~_ .... M.~..,J ~ .. ~_¥ •.. '-'"-~~ .... --~ ;.,..._~ .. :~< ... :-• .. ,\,.~~-- .. , . ~~:-.. _.u·~'-·"'-Y~:. ~_.-;.<-...."' •. ,~-'Y-•.~-h,.·.:.~. ~·'. !>...·-•"'--.... ~-....!-·· 

rnLlkd tbr pan:k~k :si~~c r<:xh11::tint\ <:ind to impn:)'<'<:.~ fkn:v Th.e rnillcd diaznxkk: choHm: 

•·•>t'.~·:j'ot'<~ \·V'0''i> 1~1·:"·'-''l,~) '\i~tl'< ;.~}i'• ., ..• ~,.~,qh·,;.,.., •:•!·'• 'i"' .. l ,~<th·~l·,. F'l,"'''''~'~""'"'i''lli•"' ·~··,jhdi.>i.'" ;;r O:H .:'):.- :'i.·;.l<>,_y , (:'1'-J:-: :~;'· ·'\.·:~~W:....._,~t ..-. ·~~ ': l.·h~· ~:'Y~.~~~'·': ':~H·:~ ~:x~---~· -~ o.W -....:~ -.: \Y.:. · .lo~· ,..,., •. ..,,~.'-"~} ,,. {-}.:. H'· ':"\,. "-~~·""':-"~·-"~': ''· 

lAl 
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I D%znxidc ChoHtK 34.94 34.9D 34;90 34.90 134.:90 I 
~ .......................................................................................................................................................................... l ........................ .. 
: . . . l 
i Pt">lvtth<;d,··n·' ()'>' i·+' l I N~;;o - ~· ,. _,., , "' 17.0n , ... 

i i ~~~l~){~ocz~.~ l\ l ~~; 15.00 

9.50 19.50 

24.60 24.6i} 

! S:U.u-ch 1500 ................ ~ ...... -J4J}6 !638 ..... -~ .................... ~~-~------~·t=----·---·-l 

f':'~"::·:::~:-~:~:·~·:·::·.,::.,::·:~::·:·:·""'"""'" -~:"·~:-~"""""""'"' ":":":"""""""'" . -~: .. ::~:""""""" ·:: .. ~::~"""""""""t":";"""""""""'il i i\t,~bll,_3,,H,t,, St"'<thh\.·.. J.blJ ,).\h) )Jll} .:>J}!) ! .hW 
~·.'."""'"".'"""'"""""""'""'"""""""""""' '"""'".""""""'"'" "."""""""""'""' ''""'""""'"""" "'""""'""""'"""~'"'"""."""'"""'"]. i O:.th-o,.;:;iJ tv15P J .00 {l50 l JKl l J~lO ! 1 AW 

t~;::;~:i~""""""""""""""""""""""'""' '1'~};}:{}""""'"'" ·;~)~}:~;"""""" 'j'~)~)~~}""""'"1~i~i~~)"'""""'t'i~)~)~~;""""'"l 
.: ~ ~ 
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.:·· 

! \1 cthoc'-~J K 1 Ot}!\tt 
! 

3.00 

l:OO 

J.::j.3 

137,57 

~ 
l 
~ ... -. 
l 
l 

l 

l JJ}{l 
~ 

! l{HU! 
~ . 

Ex. 2002-0797



T~~hli~ 4. lHss~lut.hm study for t'ormuhttkms -of dhl;wxid~ du:!:HU(' 8~llt ()mtri~s <U'~ (~~. 

(Hsrsnh,c# dht:t!)Xifk) 

D 

F b 

b 

I {tO ~ 4.5 73 ltflll9J 25/J l3t.3 I 
~ 1 t 

129 ' ! 36 
' 

! 44 
i 

i 25 137 148 ! 57 l 
,~~J~~~l~1~~~~~~~~~~~~~~~~3~4~. ~~(~~~:3~.~~~~~~.~~!(~)~·~~~~~l~J}~4~1 

..,,, 

I 
43 64 ~ 94 K b ..... '"~' ~ 

24 41 .6·2 ~ 92 t l 
i 

I I I l''" b I 0 6 32 .··1;.,· HH .:: t 1' 
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Tabk 4,llli%ohd!nn MCoakd Tabl~ts formul~Hows t&t j~lQ~_5'%)~ and Jl}\} 

Ovt~rctH~Hng: 

~ntry' of ·r;ihlt~ 5 rz~t\:ors to Fom'mlHtit)!l K (Tabk 2) ·wl'H~rein hik and tab.·{)·>S.il art~ prcs(~nt 

,,.i -~~: . .-: :>•·1· ,4 l '~'-' .,'-~x->)<'r'~·l\/.q., 
.,..:_.<,. ,..:.._. ~' -~} :..:-1--i:_ .'I,J .:;._ ·' (_h ·-"- \;.;-.. :~}··\.··,~·\.· . .._ ~·-"-)' .. 

T~~N~5, l'Jl§§t}httlmt prM1l~ of HH} ttlg.i~(fg~:y{'t'ttl:Jli (c;lp~u~~~} imd. diaznxklt> cht)lhtt 

~'* (tllblN) 

I Tl.me_. {ht. \ ~ >'••~ 1 . 2{H) mg Hthl~t Stl mg t~~M~t 
• ' 1 'm~ m_g C~IJlWle ' ., ' . L t' ' > I' i · · , ~ ~ ; dtt&to.:ud1: t1.!thni~ , dtt&i::n.udf' et.m me 
)--.-------.-.------------.-.------------~;-.:----.-.----------------.-.--------.-.-.-.-----------·"'----.--.-.-.---.-.-.-.---.-.-.---.--.:.._.:._.:.,-. .:..-.---.--.:.-.--.-.-.-.----.-.-;..:-------.-,--,--,--,-.-.-.-.--.---.--.---.-.-.---.--.--.-;-,-.-.-.--.----.--. 

Ex. 2002-0799



i l2l 92 54 70 
~~-----------------------~~ -----'1---------------------------------------- ----------------
! 24 l 9~ ; 88 99 
t-----.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-1--.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-l-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.---l-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-.-. ...: 

\~iH)Hnc ;~au { HW mg} \'\'ii$ rn<t<:,k~ kt ('1C¢tQnltrik fo ro mL Sarnpk& ',~<W(~ \:li$$(lyi:~d 

imrncdiah~dy {ix., ';Initial'' t:olurnn of Tabk 6) <!Hd Iitow:.~-,l'l:}t.Vlth :,;;ton,(g:c under condition:-, 
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lnlthd 
~}~;(whr) 

l !\%nth 
4fl P(;/7f\;~{~ 
RH 

l 1\-·hmth 
so -)c 

8L2 99.8 ! !Oil9 
i .!002$ ' i ·!--------------------}---.,----~-.+..,.,.,.,_..,.,,~, ~:--"'~ .. ------:! 
i 8.1.0 ! 992 ! 99J} 

Pollyethylenc.:xxidt NJ OJ (PEO) ! 99.l ~, l ! : 
~~~; ... ~~::~~~~~~~:~~~~:,_':.'=~~~~~ .. -~~;~~.~~~~~~~,~~~-:-~~~~~~~~~~-:-~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~1"~~;'"~~,~~':~~~~~~~~~~~~~~~'t"~~~~~~'''''';' .. '''''''''''''''''''''''''t''''''~.':~'':'''''''''''''''''''1 
DHWSlC \o,<~h:.:JlHn Phosphate i 9l$J} l l !}2,9 i 1 0.~ . .2 i 
·· · ' · · : (H n i · ''>. l i l .,.~ 7 ! .. :?:'.~~th.u~ _st~~l:p:! f' u n:m rM¢ ----------------------~f--::.~:::.::..·.--+~g~L: ________________ +--~:~_:.:;:.: ___________ ,1 
l·k~gw:~swJn ;::Hcaratc : !Ll!JJ i wL4 i 99.~). : 

l::s.:~~;~)I~~:.~;:~.;~L~.·:·.;.~:H.·~.~.~?!..~:I.-.1E~~;:~~~.~~j~;~~~!~~?~;;!E:::::J.::~~~;:~i::::::::::::::I:~~.~!..;~::::::::::::::::::::::::::::Lt~E:~L::::::::::J l\'H<:rocrvst<~Hine CcHul.n~s.~ ! 96.8 l 9KJi ! l 07..0 j 
I r <W"f!St:· ~4ovtf'-1 •"dr·•if' i 04 '' l qq 1 ~· HH 0 · · i 
t~~.::::~~~~:::~~:~~~~:~.:~~.:~:·.:~:':~~=::.:~ ... t~~.:~~~::~~':':~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~·········.:f .. .::~~.:.:~=:.:~············+·"'~~:·-~~-::; ............................ +···.":-~:.:~:.:.:.: ................. 1 
! lvhnmtol. : l.lL. t ' 9K, l i tLJ : 
! n::~t.l{)\td>:: Cnnks.ll .. i \UA l 99 0 i 99 4 ; 
, •••• : • .:~ • .:.:::.: •• .: •• .:.: ••• ~ ••••• • •• .: •• .: •• ~.: •••• .: ••••••••••••••••••••••••••••••••••••••••••••••••••••• ·!· •• ·.·~---·:.: ••••••••••••••••• l . ..:.:.~.: .. ::.: .............................. ~ .. ·.· ..... :·.: .................... J 

investigated by r(~-prq:Mring S<lmpk~ flf dl·it<'X>xid<.:~ ehoh!R) salt Hnd. c.~dpk:nt As sho~vn 

in J';}blt {\ in.iH(~:\ ~Hnnpk rec.:Jvety {ie,, co!qmll ''Rcccr"«'tr::/') of the r::.>p.tcpated .~an'lplcs 

l<t7 

Ex. 2002-0801



T>··! i TiF~·,nn'<r~ l l
-----------------------.----.--.-------------------------,-------------------------------------------------------------------------------------------------------------------------------------------------------------------1 

..... ~ . ! .. . ..... t:. ~- "· ·} l~ i 

1 ,l,ld"' 1 l lhOIHh 1 -~ m~JHlh~ 1 . ~ t . . 

t<~ •)•)''a~-'Hif." \<Vh itt~ tabh::ls l '\Vhite t:;:1b kt\'i \\-'hitt. tahk:,t:-; 
~~~~~~~~~~~~~~~~~:~:~~~~~~~~~~~~·~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~J~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~LL;._ 

Assay (~%} ! 95-~ I l 03.1 ! 99.4 

J.br 

6hr 

l2 .hr 

'"'"'"'"''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''''"'"•""""r'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'"'""" ............................................................................................................................................................... ~ ................................................................................................................................................................................................................. . 

i\Dn~an:tnc(~ I \Vhitc tahkt<> I \Vhitz: tab!;;::ts l \Vl>itc tihkts 
--------~:=~=-----~:;:-:-------+ __ 1! -----------;-_.~.-.. ~~--,.:_-_-,1------------\,''11 """""""""""l'::::--~:------------+,,11 -----------~-~~-~~-::-----------

h$S~ry {\'iu ,_r · ~A1,\' JJL-5 

34 l} 

53 

!04 

Ex. 2002-0802



[

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

T0s! i Tintt.~ T.Klint 
1 ' 

'''''''''''''''''''''''''''''''''''''''''''''''''''''f''''''''''''''''''''''''''''''''''''''''''''''''''''~l''''''''''''''''''''''''''''''''''''''''''''''''''''''f''''''''''''''''''''''''''''''''''''''''''''''''''''' 

! lnih<~l ! l rnonth I 2 n:l.(mths 
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,L .................................. ,,,,,,,,,,,, .... ,,, .... ,,, .......................... l,,, .. ,, .............. , ... " .. ,,,,,,,, .. ,,,,, .... ,,,, .... , .............. ,, .... l ...................................... ,,, .... ,,,,, ...... ,,,,,,,,,,, ............... " .. 

Jhr H) 

hhr 

l2.hr 6.1 

90 

~-5. A (':(mtn.)iled rt<l~~a§e d~~sitg:l' .form M dh~lA,ldtk m:- a d.erivMl~i~ tht're~Jf 

nslng ~l!l osmotkaUy :Ct)ntro!kd r~leas~· S:ystem. 

!006:i2! 

of dz~na:tl,!H~d ~:tnhydrO}L'< (~f.bttH:~l. weighing '70~·:~, <:.lf t!k dry ntas~ h Added slov.d.Y with 

C{intinuous mixing .\JVli.~r 5 ftlii'Illl:Cs, The freshly prcp(H'td \"((~t granu)<iti~>n ~~ ':lcreenwd 
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in -'Hwro.:><ifhak!'l 45 mL tncthvl <i.~lhvl kdonc {.\>fEK). rht dii.i.~?:(~;>;(i;k/l\{EK-sc~.lutiun W'i.l?i. ·. ·.. .. . .,, . . .... -:-' ... ,. ' .. ' ' ' . ·. . . . . . . . ' . . . .... 
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mL of ! lvl NaOH (appro?>:imat;;.;fy l rnnlAr <:.~qniv~tl.cnt.). T!:w: l.'{>rnbincd iKlhJth:in1'i \\.,;.:rc 

IK<lted M 75'~'C fbr: #pr:woxhmH<dy· 30 niinuh.>.s <:tod ~~llowcd ttl tool to (\)O!ll i<:n1~K~n'lturt~ . 

. :;:;nbt!nw ww; ht:~mcd M 7YC nn ll:n orbitall'llmk~r tn cu~tJrt dil'lsolutknt. To th>::. ~1:1lution 

W<badtkd ti.pproxim.a.tdy L3 n~Luf l !\-1 KOH P rnoh1_r z~quiv;cdcnt} and lh;;.~ soluthn \Va;<; 

K. 

di<tzt)xtck in 4ppro.:>:imutely 45 rnL tt\r4hydrt)fhmn (1TlF). Tht.: di:a~O,'(tr.k\/THF sobtion 

\Va:o,; hz~<~h:.~d W 7'5"'C Qn mH>rbiwJ <>h~k::r 1o ~~n:,;un~ dbsnhition. Tz~ the :,;oluh(Hl wa:;;; ~~ddcd 

JSl 

Ex. 2002-0805



lvkT!lf' nn sm.ail scale in the prc:-;enf.:c <ind ahsNH::;;; ~:~:flv!THL /\ll}llys-~~ by l H NMR and 

XRPD of <iH n~<lttkm~ \\.'~m: crm~iJ:>tdH <:vitb th~ as-~1gn.i8l stnr,;;tul\~ mtd Fo1111 H nf 

&Oivmus. THF, f\.JEK, and 2xM~\THF \V;:;l\~ tnnduftcd, rt::~&ttlti<i of which a!\~ sh(l\.VH in Tabh:: 

i4. •'!'!·'<,·'.\•'' '"'Sn!+~.;SlH'~W>:<,} !'l.)<l'< 1'\~'•">':j·j.,l'{:,:s<:j'<'"'< •'''"' h•'< W':l>.ti~\o'f''~ \~'ii: 1> ''· c'~"~~l,~ <;i~~~,,~,-~l· j:;:<r>;.r<>·<> ;:q 
\, ~ . ··, ),\,..,,-.,.,. (.o;,.,..,., -.<} .~· .... ' ·.- -.->.~ •. ~"""···· .. . J. .'l..;.;.t ~- ~ ...... ~ -·. -.<W-,1; ,.or.., .. _(;li . .... ~.{} •.· ~ .. ~\.,_ ~-"'"'· ....... ,..~ ' ( ..... h . ... ~ ~::l •. (}~-~~- ... -.~ ... ·'t'" ~ ,.l.· .... ~'./ .... ~-~-0:>.( ~).., 

1.52 

Ex. 2002-0806



,, '1'"'!'f' I l {> .., i t_v< i ' t· ~- ~ ,_} ' : i:1 : .... ~~~"''''''''''''''''""' , ...... ~: .. ~,~ .. ~ .............................. ,,,,,,,,,,,,, , .. :~~~,~~ ................ ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, , .... ~,,,,,,,,,,,,,,,,,,,,,, .......... .f,, .... ~, ..... "'''''''''''''''''''''''''''''''""""""""""""i 
2 ·JTfP :to n•a i n/ .. ~ i · .. ·. . . . . . . . . ! .·. ·' {.., ~ 

I
~N ! • 

9 JvlEK 4,0 nh~ i H}H 

I I 
i~.·.· .. -. --

Hl 2-\-·leTHF lJ} nht ! n-'•~ _ ____ j 

~:-- ~~s~:~~:-1-~~- - -:~--~~------- --1 ,... ..y, ·L, tl:IJ J .... \. , , , b , 
,,··:···.:••··'''''''''''''' '~''''~''······:~::········~:·w'''''''''''': ·•···~··:•·w''''''"""""""""""""""w''•• '''·:··~:'''''''''''''''''''''·'-f''·:·•·w''''''''''''''''·""""""""""""'"''l 
u 1:~\·h~-tHf· 14,0 4l:{ i !3 : 

·"i·:;~""""""""' ·::;~~-~:":::~::":":;"""""""cf~-~":~""'"""""""""""""""""""' "7'~""""""""'"""t"::""'""""""""""""""""""'"""j 
" "k. ur , I :; I 

1.5 2-TVkTHF 6.0 7.1 
i 

, .• -·~ ~'<.1 . ·n w .. , -1 '[·"' i P : 

-··i-:·-···········--··1·-:~~~:;:]:~.f~---············l--~:;;-----------------------------------------------~~~------------------------L>---------------------------------------------
.. ~~ .. ~,, ................. :.~:.-.~ .. ~ .... ~ .. ~ .. :~.~-..................... ·~~.~ .. ~············~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~·~~~···~···~···~~~~~~~~~~~~~~··~~~~··L~~.~~·~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~··~J 
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F11h~y [ ~h,tv~wt I ~~~~:::~~! I :~~-~~~~~mt ) Ytdd (%~) I :~~;:;~orphk l 
........................ + ............................... f-........................ +--~--------------.. : ............... + ................................ + .................................... 1 

i TPF i <l 'l i \<j""!{f:: i ~) .:; i D. l ! .. ! .. !'\. i ... J! .. - !,(. ip l 
. . l 

2 i THF I 2.0 I \{TBF I 96 . 1,_-~~ ! 
~~~r---------~~~1~-------------+------------- ... - .. ,.,.. . ... l 

3 i THF I 3.0 I MTBE I 9l i B ! 
--.-.-.-.---------.-.-------.---.~----.----.--.-.-.-.---------------.---t----.-.-.------.-.-.-.---------.-.-f ... -.-.-.-.---.-.------------------------.---.··t-----.-.-.---.-.-.-.-.-------------.-.---.---,1-.---.: ..... -.-----------.-.-----.-.--------.-,-l 

4 [ THF ! 4.0 I .\:lTHF I 90 I B ! 
5 i THF i " ') I MTBE I g4 i B 
~~~~~~~~~~-[-:·::--·::--------+-~-~~: ________ +------:-·:---------+~-~-:- ---~-~----~~~~~~~~~~~~~~~~ 
6 : 11-H· i 11 \l i l\4Tb+. i i}t) : H l 

......................... f·-~::----·::-------........... 1--·,·:-~~-................. F:: .. ::·:--:--~----.............. +.:,: .............................. 1L .. : ............................... I 
7 i ! Hf· i 7A1 i 1\·Hbf:. i '>14 i H l 

~~~~~~~~~~~~~~~~~~~......_.,.L~~~~~~~~~~~~~~~~~~~~~~~~ .. -~~~~~~~~~~~~~~~~ .. L~~ .. ~ .. ~~~ .... ~ .. ~~~ ...... ~ .......... ~ ...... ~~ ............ ~~~~~~~~~~ ...................... ~~ .............. ~~ ........ ~~~~~~~~ ........................ ..._..~ 
x i THf' I ··n 1 11 lTBf' i ·l·l i f' ! 

---~~-------------·~----·:·:·:---............... + .. ~:.~~-------------l---~~-----:-:_:_:~ .................. +.~::.~.~-------------------·+----~-------------------·1 
1 --~ ' "f f'N ' l '1 1 '1\fTf'F' ' w• 'p ' . ~:- [ :~· ~ .) . ! _· .t i ' .. j :.. ; -'.;:.. i ) ! 

I~ ~~1:~:~ n~ ~~I~~~ 1:~ f!J j 
P :M,._,cN !.),~) if\11BL 

1 
., iB l 

--~--~---------------·r:·~·:::·:::·:·;-------------r-~·-.::------------·--·r:·:~::·::~---~;,:------------------r~~;-------------------------r·· .. --·----------------------------~ 
,_-::.. i ~L .. tN I -.. ,o i .. ~t I ac i , . i H ! 

··;--~----------------r;·:~::·;::::;----------·-··r~·~:----------·----·r:::::~~:~·~:~-~-:--·---------------r·~~;------------------------·-r::-------------------------------~ 
'·· i ,\.\~., .. ;., I -· ,..! i ..... \ 1 ') --· I ·· --· i f~ ! 

-------------r;:::~:--::·~-~------T::-:------------r~-:::::·;:-;;------------r:;~------------------r~:------------------------~ 
14 i ... k.CN I,,_\} I ... JtbL , ,.. i 5 1 

:; J;:~~~ r~~ f;~f;~ J;~ g j 
17 i MEK I <LO I i\JTBE I 83 i B ! 

--·······----------------i·-·------··--------------·····+·····--····--····-------+·----··--··----····----···------·--+·--··--··--·······----------····+··----·········--···················l 
18 :1 .. l\·1c.THF i 1 11 1 MTFF i <:i"~ i B l 

12{) 

t :~ ~~· ~ ~ . ' . ,. . .... ~ .. • ! ~ ~ l 

i \ffBE 
1 

I 1\.if'~'Dt'>_ 
t -~.t ~ f~.L .. 
1 

ip i _) 

21 z.,r.il~T!:JF I 4.D i ~vlTBF ! 9:; i "' 
........................ .,. ....... «««----«««·«•--·+-------··----------------j, •. : .•. : ..... :::.:: ................. ,t"'; .... ,, ....................... f,.:~ ......................... , .... i 
22 i 7~MK'THF i -~n i f\..-jTF§F i 97 i ·B l 

~·.·····~~~~~~~~~~~~~~~~~~L~:·~·~·~:~~~~:~·~~~~~~~~~~-~~~~~.1.~~~~~~-~~~~~~~~~~~~~~~~~L~:~~~~~~~~~=~~~~·~~~~~~~~~~~~~~~~.J~~~~~~~~~~~~~~~~~~~~~~~~~~·~~~~~~~L~~~~~~~~~~~~~~~~~~~~~·~~~~~~~~~~~J 
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thrc~~ vtl!urne$ td pdmar;t ~{}lv~~nt and !4 \'dtrm.i:s of lVlTHE {THF and 2~!\leTHF) or l :J 

vo!mnt; rahn (1\iltCN}. Addition ~Jfthe ;:;o~snlv?nt was r.mtd;;; drop~:vise in(Hl(! porlinn Jbr 

Entty l, <~nd t\:rr Emrk$ :? ~md 3 th~ zxH>nlvcnt \\'lls :ztdrkd <~t a !'llt\> of 1 mLi?,H mintlk:~ fbr 

a t<)hti hold t!Jn~ pf ! 40 minutM. thr the ~tddition nf 7 n::L Th~ rcsuJt~, pn::~cnh:x! in Tuhk 

. i ·''!'' . . . 11, '!.) l ! ~VkCN i b) j n/a wr ~ 

2 i THF i J40 j l.0/20 96 I H 
··;·---------------·r;-~.-~;-~::r:iii;·----t--i·:~;----------------------·t·-~--_-i;·,;;t;·----------------------·- ··;(~-------------------------+-r~----------------------------1 

. ,,,,,~~~~~~~~~~~~~~~~,L,,~~~,,,~,,,,~,,,,,,,,,,,,,,,,,i,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,i,,,,,,~,~,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, '",,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,1 .. ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,} 
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dtied ~ltld~:r v.~H::tmm ~~t 40 ''C fb.r v1trinu1> dnhltimt:> on snu.dl scak 0 (H} r.ngt Th(~ study 

was ih~:n ~:::a:rri>:.:d ont un :5. g scale {Entry 5} <lt.JO ''t~ thr \.~i.ght. hmJr& under v<~Z:lJnm t~) s!m=w 

and przlk.mw;d drying time:,.; did not \:kgnKk the t:nrnpmmd or ~dt(x.:t th;; fvnt• <:)f the 

Ct1rn pound. 

Oryh~g Ttm:rp l,',,,'· l'h~trt (h) 
( •C) 

I OV'i 
' ···]·,., j ,.., '1\o$'•'3'0 ~~) i { . n .{'/.l.'3. ~ ~:3:!.~-: 

I fr)tl~tl) ' . 

.J\Hyfn(H'phk 
Fotrn 

4 •. 3.,1,6., l)~~lnnn!'ih~31thm of5tl'-'g s~.ak S'}'f.lt:b~~sls fJ.f Ohn:{lXhh.~ Ct:H.lUm.~ 

i%hin THl\ 

&oh.:cm.t,<;y·stmn ~)f THF ·~nd t;.J·rHE with a r<lih> of J :4,1 (;;<o(:vcnth::\>·'ti<Ol\z~nt) volumes ;:~mi 

c:oz~ling to () ... ) 'T' Rw twli:} b(ll..lt:;; ;,vith stirring, A dq:nonstratkm. rvn tht th~ httg:~. ~tak 

sMation in !vkOH, LO :€:quiv) azkkd {2 rnLirnin) over 30 .milH!L::~s. T!K rc;o;Ulting ~oluth:=;n 

'\N=M; stirn::d .Kw 30 minut(\'>, Ji1!iO:\':tc·0d by crmHng w 52 ''C fbt the ~tdditii)fi of ~,·1TBE 0 4 
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VQ1) ~)vcr 45 minutes. On t~ddhion of twi::> '<"Olum<:!ii of C<.}·.$ol\·;::nt prtcqntittu:m W#& 

Db:-A~tv.cd .. ThQ .n:.~sulh:mt shlrry ·,v~~s ~Jwn a!kn.vcd HJ cor:;! natuntiJy to a.mbbnt tcmpcl<J\:urc 

thlkn'-vt~d by hniht~r (XX)ling ·to t).--5 ''C witlt an it:c/wMcr buth and an add.ition~ll 2 hr 

43,:;t7. O~rnt)O$i.tstthm M'5Q"g State $,YlHhrsl$ of lllal~)XU.h.• .. Chnline 

Satt in Jv~'h;THL 

N\l is~m~~ z}r toni;:.ent-; Hrn&r. during tlw rz~<~:ttkm oih~~r tha.n cornpkl<-~ dis~olntinn. \~·as nn! 

usA1i\.:vcd .uft.cf Hdd16z1n t)f tl:H.~ ~bQiim~ h_ydn.ixi.d.c, i\ white pn~dpitutc fbtnlccd atltY 

\vhik <.~tyst;~:lhnc .~did. .A<l<~iyse$ by JH, XR.PD, and HPLC \\'~xe cort&bknt >..v1th tho;:': 

<l':i&~~ll(~d st.ructun) itnd FO!'i:)'l B. OV.l <UUt}\t§J§ ,.,;h~'l:>..Vcd 2-,MeTHF and r..-rrBE k)'Vi:ds or 125 .· ·\:.~ . . . . ·. . . ·. ' -:'· . . . . 

nvtt' 45 tnintrtc\. On additkrn rjf n.vo vnlume~ df tt~·~olv<.c~nt,, prt:tip!bdnil '1'\'a~ obAervczt 

'fhc rtiiult&nt Shn:ry tvft~ thcH ;:dio\Hd \() et)Ot mi~UraUy to innbi(~nt h:.~mpcra:illf'i:~ foHO\V~d 
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good yield, 

ad<.h:~d HJ-L pr~A1hcrcd MTHE dropwbl:\ Thb rct<:ction mi::-;ttrri:.': \.va& tntrwfi.;:r.rz~d to 

anoth~~r thik which \VHs then dwrgcd \vitfl u;1 ~~dditional 30'"L pn::~flliz~l';;.~d \ffBE 

The ;'lulv'cht wa:~ rcHwvccl UTKh.~r l't.~duc0d J:;r.:~~:i!ttn:.\ <Wd the solid ·.v~b drkd in vat::tK) al 

SS':;c ahd 30 in. H~·-.,___, 
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n:ll)dht by disst~Jv·Lng diwr.:\1>~ide in \t b>*Sic ~<.)h:ithn!- I tol N<~.OH, JhHmvcd hyev.~pon'ltion of 

the soh:ent A solid wt<l> (lbtuin~d and annly1:ed by XRPD {XAl<l}" Po\vd>:'f DiJihu::.hon) 

;in.d N1v1R. Ho\V(~vcr., this aniii}··~is e.oH.fil'm(xJ that th(~ s.:\lid obtaim~d was Hk· dia~~nxid;;;· 

4.S .. :t. l~r~Nlnttion of S~h~ ln i\'h~th~tH)l m' Eth~uml.Atcordlng hl fl-n~ 

'573 f$attllt 

,., ... ; ,, ·;· "?"t· ··!; t)';'.,,., .... "' "'" "l~l·'-•" "''"!'<' ' ,, .• ,,,,.,.!;·!' '" ,,, ·'h '" ''!' "'tl·'·')':s ' ··!' ·i<<'''!'l'"!>w,~ 1"'' 'l' ., ' {·"l"·~ r~,,,,.~!'t' <,<0'>~•'b ,< .. <• \,<H\;.,I,•N< \X"·'.<.\:.·;.···,,~:<.;.,,; >,>\o::~.,~,•H.<.<~ <'-· t .\~. l.>l::. ,.,_{.j~ ~\:•:>\.·,. ·""'''• V)' .>..>,;.; .. _, • .'"' T«<'i< >. 

Fi:.lt example., 20 n1g (1fdh~~oxid\:l w;:J~ db,solv(~d in 5 mL ofotha,ud and ~th:r~d and h~'.:~u~;:~d 

160 

Ex. 2002-0814



15, XRPP of the solids cntk~;;,:t~d fr<.nn th<: ~~ndh1H1 mctho..xh:.h:; cxp;x[rncnt, (<lS we!! as Jh;;: 
·.•,,l;A\ ,.y,ll.,,,.~i·:<il i:~'<l'~·~ i'1'•~ -~,.,;i·,1\''l't·'l'"1 ,.~,,~f.l'''\Yl>:~"' ·>c·:·rv•·l{<>·•··"i. >·i <,;;'ihl'.-•l·• ~l:·•:s" l.'''i' ,,~,d· .,,. \;~,,;!~>·•· ~-:~·~ ..... }.~ ............. ~.~~-~.,~ .... ~ .. ~ .... ,~~· .... ~. ~-... ~ .......... t·.<:..~·.~·' ~ .. :,. ·:t~ ... :e .... ~v>.: ,.c~<.:~ . .,.,~ ...... ~·.·'r~,., . ... .~-.<~:).-...·.~;to,~ .. ;~ ..... ,. ,. ~ . <.(.,.;,. w... .. ,. . .. ~,..;~ ~,. :-.:>. .. q.,.,o. .. :,~·>-

I.XlndiHons), •xvz::.~l~;~d !!wt th;::~ s;:rhd \V~1~ Jh~ dihzoxidc t:;t.arting nwtt~da! and that. no sodiurn 

or pOM$shml S<~it <v*t.~ prcpw:cd. ln figure 15, (a) is the XRPD p~it;::rn of tl·ec form 

dl.az~:~xidc, (b) is. the XRPl) pattern ufthc pn:.sd1.~tt ofpntassium mcthr~x.kk in f1KthMwl, 

and {s::) i':> fh~ XRPD JXtH,;.~m 1Jf Hl~ pi'odut.l of s1.Hliurn Hletho>; ide in n-J(~tha:rl~)L 

!{i·· ·.~ .... , '·~ . !' . ' <. • l '.. . . .l· •.. < ,. d t, 'l-! 
~~~~6»r0. i\!Houg 1 tK)t Wr;\n.mg to lW wt~no by any t Kxn'y, it i~ lJC.\iC\'i'.:~ . t.l<if :1 pl..)~~i,< >:' 

C<~J)hwntion f\Yr th~ Jhi!urc tc• rn'erwrc dia;~:oxitk s~Jts by the m.cth!xb <.ifl!:n:~ '573 P~1ttnt 

~~··-'' ~>x ·i·<'!'~ ·<)<~'>>;;:<·>l"<>"~i·'. rr>' \>:lr:>)!F)h; >·~.r$· '"'"~l:!l")"<,,il Or ':\i:'l'"l'!Ti!.'< ('< >.!'•';_!- ~~~V'' ,,l.-.~q~·jq.j. Jtl<>·v 11"\i''. \ ... ':"' .. :-- }.ot:~- d.ot·":>.. ~--·'\..:o ... o,;,;.~:>..~ .... ~- ~ ... ~ ............ x.:··-~~--~ ""'·.·c:·~..: ... .u ...... --~"' ~'·· -.... ~ ... d. ~"-·.-~·-l~ ....... ~_H.:, . ..... ~- <*-_~(.._ -~--. -........ ~.:-' l "-' -~ 

hy th(: fR~CtWtr)~ ofth:.: UVahso1ption p~:tt~:rn t'lfth~ dbZt'!Xidc j''rci':.: ba!';;;.: (St)(: Figun.:.: 2} h1 

'~'l'l+·l~·t;;:t ,_~,~~·~,,,., ·•h·~ ":!·)J<,-o~1. >"'\"'' 1'l.1''' ·~''~;,'<:.;:x;u• , . ., "<="l' <" .'4l' .. s,~•\1 v•eA ;;.J' ,,.,,~""'!=:'l"''ll fl,,~ t T'>l-Vt\:. ...._.,~ .. ~-ol:. ....... ~ .. ·"~>- ''·"'""' ..... -'>..h~)VH~-~- ,_ ..... ~ ... :"":'. -~·":-·~'""·"·.5·_.(:i:~ ... ~ 'l .a.. ... 1.-5.:·-~;~-t.~--"'.r;...~ .k..( .. ux~,}-~_>-:'1.~.'-:c •:-~_,;-~ \... . ... 

16! 
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prcfXircd dissoh,ing ~tpprn:cdm~ltdy JOO mg { L 4 nnno!) in 45 mL ~wetonhrilt, Thl':: 

n1ixnm:.~ is he:1Jed to Hpprnxim.ahdy 75'"C ;:~.nd ~tined fbt 30 min, To the M.irr~~d t>1}h1tk:n1, 

1.
00''4···,.,.! ., .. 6 .6 
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300--50W'C <~t <~ r<~k of lff'C/n1in. Typfz:,,d applk<~i:knw nf DSC mt<:!ljisL.;; 1ndud~ 

dctcn:nimr!ion (If rn::::Jling point tctnpcndHr<:c <tnd d:~;;:: h<:,at of mcHin!~~ m~asurcms::nl trf the 

heing HWde: Ushlg the IR ,o;;pet.tnnrk chemical bond~ a:nd the wok~c"l.dar sttuctmt~ <)f 

<)rgank {:O'n:lJKmnds tan !:n:.~ fdt~!$tlfkd, AdQ:nuatcd tot~!l r<:.~t1cz:tan\'.":c (A.JR) <~Ho\-V:> for thi::? 
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.t\v~~w.:~c \:v.ith ''\ Arnm CP/lVtAS H,X proh\ AcqubWmr of tH Nl\-tR ~pcctm \vert 

rwrfbntl)i..:.:i by t;tking bd\:nyn5-JO rng qf the amnpl\\ di~:>Z!h'~d in. appn:)xim<ttcly (}.78 rn1 

tlf fJ\.>l$0-ed(}, Speetr~ :>..v~:l\c acquin~d Vl~th dther 16 or 32 t>C<llt~, psing a ptll&c tk&~lY of 

lht sMnpk~~> to .:qui!ibnH:c; The !\.$ulting fi<unr'lks ~~a(~r des(}rption "ven.~ drk:d iH: 8zY'C kw 

l'<VQ. hmrs <md <:tthllyzed by XRPD. 

,:;ak:>l'l!)'H.:try (DSC.h th>:nwd gmviiTletric <HHtiysls crG.A}~ H.lO~Stlltf ~t)rptkltl, J H NMJL 

F'i'!' i"( H>'1d t rv .. ~,;~ ~~"'"l'tW'l,';<':nl~v ~,) '!W<"Y"idc 'l l'vH,·'!~·w f'tcr ('(:)I'P·~<lt'l<z•}" •<:>,.'r*h th(' ~alf» Ft.··.·~'?' : ~ ._{_. •-7~.•."-:" ,•.-,• •, (~-~ :-.;_~,''>.(;''••-·,"'-·'\.-!::::<:<'"._:'..? ~ ....... :··~ l:._>;,-..'.' ~·- •~<,~''·.'"}_._,, ._, •. , ·.·~i(·,~:§-:~• ... ·,<,c·,'\-.!,0.,~• ~ .•:~ » ~.;.• ·:-'-•.''•,·~··· -..;__, 

at bcnv~~cn 0 -· 9{}'}{, r;:.~htivt: htrfnidhy (RHJ M 2S'~:c~ show·ing t~b-S<orption ofappnJXinnitd,y 

tUM v,:-t'~-'t~ <it 6tl'i.·{; RH (\nd (J.::h wt'!>i; ::it 9{h'·i> RH. The mtl!ecuJc dtl~:'i not f(:in:n ::1 ;\;table 

hydrHtQ., a1:0 ~wwn by the h'!.Ck of hysti'.~resl"' dmJng desorpt16n . .i\ddltimt~lly~ HK~ XRPD 
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~:;:oths:.~n~li<~ z~vl~nt M 44~FC'. Sr:nHU tn:n:ls.h'inn~ hdnw 40WT <!n:~ likdy dt\t to Mn:npk 

l_'•n,~_.;:;_<,·_i,~i>l.·_._cf:_._.l)_ '.'."-'': 'rr, __ ,.._ _,.,,_,_!,_..c;<,: ;:l'l<:l\F·''.~ ''"''"nh;·. !')"~- -:.+' l) ·::w_i~ ql·'A 0 f\1'1-< h'lr>v;r l:_7 __ tv(• .~_,·. d. ~1 ~ ...... )...., o ... ~. -~ ·l-..Jo .. ·j.; "\{·f~-~~{ __ ,':'--~!{;): ;~: .. ·"':- . 1 ~-~·.U- "): v~-~-~~-~- ~: .... _-f:<~~:l ~~·~ \. ~-:""''··· ~-·· -~ .. -''W.· ;;.~ , ... .-.. .. · • -.;:) ... :--......: :9 ·• ~ ~ 

~vhh;h rm.1y he: the: n:.~~n:4t of bound snlv~~nt l'vh)j.<,<tlH:e absorption f.Wrf~·:wrnd i'hmT 0 · 9tW'i' 

rdl~dv~;~ humidity a! 15'~-c $1HJ\-V"~l the ma\\~rial tu h1~ hygms<:.:Cl(':'li\: <'>.-'l !h<:.~ -~<tmpk 
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<.tppJ'<:.\'<:imutcly 1 :L \:Vhh the p;;::rc~nh!gc: of :-;odfunl being slightly khV (~~ppn.1xin:u:Jtcly 

J,4'!{,} Thi~ dtfidcn~.:y n:t}\Y be due to n:Mttix cHkct'i, ~~s N\4R indicated the SkHTtt)k h~!d a 

the s()!utinn i$ cxp(XJZ~d h) prodtl(C n b~~thochro('nic ~hUt t!tm1 Hl'l!'n'!XimM<:.~l.y 265 nm to 

appro$.irnMdy ::mo nm. 

d(;.~>cdb".~~:l l~w tt.K~ free fbtrn diaznxi.dc M~H 1m.d sho'>\·-.:~d Hw salt lm.d .litH'' prnpcnsHy tn 

,:::hang'e thnn z)r dz~gnuk ()vt:r a pt;~riod of 14 duy;:;... Similarly, ~l.HH)' ~tudk$ \\Tf(~ 

pahz~m fbr the ;>;~~dhtr:n Nih ofz.lil'j]\)}<:\d~~' (b) i~ ihz: X.RNJ p<#H~rn thr thz.~ sodJ\1n1 ~~'11t afl:ct 

th;;:;slurry study, ~tnd {;;;) th.:::~ XRFO of the thx~ form <:'ifdhlzoxkk. 
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n1m1ohydnrtc fl\\11) 35. ,. 75~};1 RfL XRVIJ .t(IUowin:g the desorption m1aly-si5 indfz:<J!':)d th<il 

thl) ;~iH$lp~k had K:hang~:x! to m1 '~ltcrnatc trysudHrK · Ji>rm, l H Ni\·H< . shtnv~x! <~ chcrnk~il 

Hltio ttf H:pprm<irnatdy t: l. \Viih th~ pC!<:.X~llti:lgc t~f !10t<t.SSli;.!i1l being ~light!:}"' lO\'V 

{1lf!'proxhrta.k!y 1 J:/!-q. This dtfk:iertcy i.nay b(~ d~-.u:: to rnmrix cHbcts, .iJS N~"'R iixliC~!!Ctl 

th~ i:\<'l.Jlrpl.c had a rd~Htv(:ly high pu:r.ity, 

mn, 

,.,o1nhilHy t!um thg f!\~~ Jhnn diazn:xjdc, 'wtl dcn~~).n~l:mtcd ~irnibr ~\)luhiWy t.n the _:;;odium 

di<.tmxkk ~HiL 'IlK~XR:PDp>lll{~rn pf;,;oLids nhhdm::d aHcr tht ~<Jh<bility am<Jyiii~ indi.catcd 
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dH:y~ {lf tht:~ slurry hfudy in tnluet.w. Ana.l;,,.sis by DSC afh:T 14 d~ty:;; <1bo sho~:v,~d uniqu\': 

pz~k"" <b cpmpamd wi~h the M<lrting n1~'liz~riHL HPLC using ;:t gradi<:)nt area petn~nt us;;<~y 

did not sho\'<' ;:wy signd1z:;.un degradation nft;::tr the study, 

rcsldmd :><Jlvcnt~: {$tc F:!gt~rc l2), ~·1o:Jstur;:;~ dJ~nrptinn.pcdhrrnzx! th)m 0 ·---~10%• n::btivc: 

hnmidity ;:H 25"C sh<::Y\j.-\)d thz; nv.d!...;rhl to h>:.~ hygn;}}';\.\)pi;::: ~t}'; Uw &<mwk <;J.b;<;tkbcd over 

28'\; <~t BO'l'~; n;;htti\·t~ humidity, and ddiqncsctd at 9tllf;, RH. Hysteresis wal'< n<Jt obM~rv<:~d. 

{{l) lH NMR wn~• c<Ynsbt~~~1t ,.1.rith .a l J nK)h'!:r n1tkl of dii'J.]3);•d.dc to <:~(ltHWcrc·hn. aml had 

the cxpeN-dd difftr~n<.ccs in the dK~rnlcnl .!>thilt of the ·~rottmtk and rncfhs'l !:l:;->~;manc<J$, as 
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shJ)\V a /q:nax ofHpprnxinli'.l.i\d.y 268 nn:~, \vhkh is dos..::~ to the ),rna:\\: forth(~ ciiHz.oxizk~ f<:x~ 

tbrm trf265 nm .. ln •~c~otonitrik~ the /cnwx of ll~e chqlifw ~<tlt exhihhs a soiv<~kKh.rornk,~ 

f00675! 

!69 

Ex. 2002-0823



nl<th.:riJd, \\'ith ()ddHiqna! uniqu(~ m~nks pn~,wnt (Sec F[gulT 13 (c}), Th\-:; XRPD pattz~rn of 

;.;!··ut·~' ~t'''~"·: ,;::.ar•lt)li~~,. f~·'"!·r< :l'·J~·''n•:>J''~ :«!V\V<'·~;~. \i,·srl.;?<h; '"~~,.v~;·''t'~,.l \."-il+ tJ~'~: ""''"'l''1'-~ t'1~:h:~rl« 1 ,, ~ '."<~- ... \·P;.,1) -"'·· -~,~-~ ~)<..; •• :;.,,;; ,,,,.. •• :-..v"-_l· ·~".{ . .'!:;... .~ ,,_ ~~ ~ .... ~ '·",:..,~-.oo;~,.o;,..,., M·:~'·'"'·'" .t,:.,,:._..\.t -~ . . J•. -'~'-" o(~'S.x:.e.\\ ·'-·>:::;· --~- ~ ... ,.~.~ ,_).~l~ 

5.6. Ctu~r~ctN:h>.~dtm oflJh~u~xidtf S~dt *.~f Ht~x~nwthyl H~l';mwthyhmt 

Oiam.tni1n1um Uydnldd~ (UHllAOH) 

tht~ rnatcriHl to hl' a Cf)'-\W Hint s~::J! itt {S'~~ Fi gu f(~ l O(t.) \ Jn kgnttion of Hw l H Nt>.lR 

&p~~':lra \Va& zx~Mi&t.e.nt \'Vith a 2:1 mnbr ntdt:l !)f dio:.lz().?dd(~ to tomrkr:.km: (\vhzmdu tlK~ 

f,l':LH:) ,\.'!)q: '''n'·l.!'·'-'''' ;>'\)·., ~" ,.::fh'·>l,'>l'i·\ <<!''<1' h<'A ~l.,.,. ,,,, .. ,"·'''<-:x>'j .. ~:~··!'1\:»'"-'''''''' _.l.l" ·t··j·>''' ,.:,k,.,,~;'"ll <;l,;"tf' $.-.:u~~.l~.>,t··~.J. iL~. ~-9~. vt.-~,t :-~h:--' .t ~-~ ).,.~ ... \•'..;}.b~, ~-< l"< M J\ ,,:;xt..,~ .. d(~· ~·;·'otJ:<~·\.:t:.:..-~ u. , _..~~t ~-~.:-t . .;..~ . l .n~- ...... LH;..:_uHv~ . ·:··h: -"'~-

Ann~>:: of fht HHf.JA.!JH di<~:<\)Xid.:~ ;;<ah in i'i:CetOl1itrile t11eus:u.rt:d by UV'~vi(<; is 296 m11, 

whkh i& con~ist~nt "vithlhi:.~ ~od.iurn, pohw>h.n:n ,tnd chohtK di;u:oxid;;; :wh;.; .. 

!00677j 

:168 nn1 
264 nrn 

265 nm 
296n.nl 

170 

27! rllll 

~'l96 nru 
268n.n1 
:W6n.m 

Nil-\ 
296nm 
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! tlOrt·~ 

I hygt,:):'>GtJ}1iC 
i ·"JK~ 
! 

0.4 n<-g'n-<L 
H,04 

d:di:qiK':(KCHt "" ! 
! hctni/rnmu)h\'d:r;;tt:e ! l • n ' j 

l 1 

·!' •X> i ~·, ...... ,'\(" ··~<"' ''"')'~~- ~ ~-"'l'l. \')'ll' ·:..:~ .... •""));•!' ~. \d,q<>x.·!>vl.:·.hl. i ~.!-; .. _ '!' <.;.-;:\\.\,<.< 

.. rn:~wmi~d ~ .. no 
hcrnihvdn:;t<.~ i hyst<.:rcsis 

l3,0mg-'mL 
lS:.i nig/n<L 

dup!kHte, &hl.rrying ,;;ach $m.npkl i11 a lOO m\t phosphate ht!t1i:•r ~r:>btion, pH 7 AJO. 

DuplicHtc sarnpk~• 'Ncre t!K~n i'Hratt~d w pH 7J) .~1nd pH 8J+ n~:<ing a 0. J N phosphoric: Htid 

\v·crt tvmrifqg\.~d, nnd tht: .~lqWrnat<JJH \'<'i:lS diluted with nK.!hil'~ p!'la~c (\4t:CN/ \V~ltct.}. 

Sn!ubi iit,'l-'' \VUS th(~n obUt1ned nsing <t cnlihmtkn1 .::urvz~ for d1ilJ:t)Xl'de by HPLC ar:mlysk>. 

mHk~d by n:::::tbods tkscribcd herein. Table '! :5 sho\,.-~ that (n J (i()mM plH.l&pbmc bufft~l\ 

n_ L! 7 <h'fi ,,,,<d-, titr="1''J.'' ,,,~<!'! -1) lN l')ll1··•sl'~_-!'l'''i";,, ·:1'~"'-! t··' ,.-, t't_ r1 ,-,t :~ 1)•')"~ 6 ·~ fl) g x ;;;nt.-•hith•.-~--~-· • ."; "'"".~-~.-> (~'io:~ _• _ ..... ~ •. ~ ......... ~ l,',_,'l, .·~ ,o,•.~·. ·.•. -,H· •. :·· .• ');..,~_~·'· ·"- ..... ~"i;,o) .~• -IL.I;• ::-•·f·. ~._,.,'~. .,,:t..;,,,\,.J:'i.. ;,.~·.• -':0..• , ..... :C;_'!' X ,._., ... ._.,..._ .. •.-.'> . .} 

Di<:~zo~ixh\ 
n-ee fhrrn 

' 
149.23 
! 
I :-::t:73~4 
' 

6.90 

7Jl 

J7l 
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6J, L l1l'lllOlV<tnHh:m of Pn:p~ndh:Hl ~f P~ly.nl~H'fthk fm"nl 6 of ffi(' 

C'hMhu.~ :S~h of lli~'l.~~~.kM 
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6.12~ C'nar~dl'rizathm l)f(b~ PQlytmwphlt form U oJ th(~ ChoUm.' S~H oJ 

nhtt.wdd~ 

TlK XRPD p<~Hern pf tht.~ t;t~!idi:i ubtahwd aHel' th¢ ~olubiWy analysis (ut pH 1 Hnd 7) 

imlitHkd Ut~ll\wm B ofthz~ d:KJ!ine salt of diaztlx1d~~ \'\i<'L'< :-:;tHi pr1.~5ent 
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6.l.J, 1JenUHl${r<Uion *If Prep~W~ltkm:.ofthe ro!ymorpbk Fonn i\ ofth~~ 

{]lt)!hu~. S~H fsf t)htmdde frnm. Hlt.~ .t)olyrnt)tphk Form H ol' tht ClMtUm:~ Slllt oJ 

ln~.:ro:~Wt 

6.,l..<L Cb~ltat.h:.d;uH.ion of du.< P{)lymm:phk Ftm:lt A {)f tht ClwHnt Slllt of 

maz~Mkh:.' 

miiilysis dlbrd,;; a ~pcnxun:l ~::onsbt(mt <:vith (hazoxid.c and a 1:1 n1tin of 

z~i:rtnpfnmdiNHmt:eri'mL NAfR d<'l.IH a!~t' indiz:i.He ihat the i1:)agndk ~nvin.H'lr!h)nt of th~) 

174 
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-=~:x·~~.;·:--.~ l'-.,..1: ·~r'"t··~ ~ :>.~~x·~···,. '!""'·;<,<"'·~:;.:'lo.'M:~~ ·:'\ ·1 ~":lil ""':(~[:: ~"\ ~'=";;.·l<"<-l"r. ~ ·~:l •i;:~:e..~:<·~ ... l'~l; l" ·:.... ·rl'"'..-"" ""'~"'"'l~ ·.~ t. ·-t ·~ f':.) ~, -~~): :!"'" .: ... xr:o:>~ {).of' ·:,: :t1: ~~· -~..-:\ ·'>"·cJ·''>c~->.<.,,~, .. l .. !'< ,., '<-'-'~' .. ··'';·!.hh>,.•.<;;:~' >... <,·'-·~·.!>. h. >.>.. >. '~· ' ,,·<·.-.<<>- >. >.<;;· ! .. >.<,',V»·> .• _,~< .,f ,.{ ·' ~., >. \ v ·'.>h,>.l <•·>:(> ''··' 

s;;~c if a nniqu\:.~ forn"i ~::o~dd 'be g<::nc:nrtcd, Upon &h!rrying Fonn .A in CH2C!2., n-h~)pt~ilh\ 

'hhh~ 16. -Cimnn:t~~dndhm of l.:'nrms A ~wd H nf Oiazn~:h.k CtmHne Salt ln 

Scrt<~nh~g S.tt~dy 

1"75 
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Forrn B {B.9, ! {)3, G>.tt. 183, :;o,6, 2.4.1, 245, 26.3, :27J ~ 28S), 

i<~'< "l.f'»'~'''."!-~' f~TH~ { ~~ -~j'P:} ··:<l"l''"i';h,~l·~·<;c, {,":>'·l·\·: . ~·~).~i:t-·~· ~ .;B..f.r'\ \ ... ~~ .. ~\... .. >!.-.,. .>-.~~~·t .... :!:..)..,~\..~ .• :' \~ . .e.{.t ·!· 

di~wnlvc dia:<::o:dzkc_ Other sol-vent~ whk:h ~-ho\v~d p:.K1t il.bHhy tl:) di~soh"C s.alis \\··crt used 

as H!rtisolv(~ll\S and in $fur(y t:\,~~pcrJnwnt<:< \-vh~7:rc S(Hn.:.~ :o;n!ubHity ww:> ob1ef'<-'t::d: dinxanc, 

176 
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---s:~~;-~:-~;~t-----··r-~:~~;;~~;----------·rs~~-i~:~~~~~------- ---,;~~~~~---------··r·:i~:·;~~-~;~----------rs-~~-;~~-;,~~~-------1 

j (mg} i tmL) (mgtmL} j e(.) l j 

EtOH !.5 rt 

~~ I ~lA\. i !A i ~,,(!{l \.l •• J:\ i ,..... i N<.c) i 

, JPA j La \ ozs 7.20 [ss [ Yes i 
THF l.! 5.UO fL12 i 55 ! N·~ i 

------'''"""''''''''''"'f·'';"~----------------''·f··"'':''':·----------------'''''''''''''·-------------l--~~'''''''''''''''''''··t·-':';:,~."''''''''''''"'1 
\<lEK , . ·' , L.J{J LBO , w~· , \ .. ~ , 

~~~-;=~ 
--~~~~~~~~----------1 .. -_:--~~----------------~P~::~:~---------------- __ :_:_~~~: _______________ +-=·=------------------~t-:~~:~~--------------~: 
I '"~!·=~<>< !l.'~ - 1~ ~ ~~~~ I ~~ +~~ I 
HcPWiK~ i L\f : ).{Hi tL~I') i )) ; Nl'.l i 

--(:;1~~-;<_:;':"'------~---~-'--:~'--------------<--'t·';'~(;c;---------------- --{;·_-;-f~----------------J-'·;·;--'--"----------'-'L~~~-;~;,;::'!r~:----'-1 
"'"""""""""""'"f""""""'""""""'i'. ·:. --·::,·::,."""""""''!"':"_ :~·::--------------+------------------------·t------------------:~------i 
·rtiluen~ , L4 , ~'.LL {l.,~.~ , 55 , No : l : . . . ~· l: : 

f77 

Ex. 2002-0831



!(W(t9:;t.j . . 

:::x\x~ption nf s<nnr'k #2 {r:t)n:-:ist~~ill \%'i1Jl tho H:o(~tbrnq and SMnple #5 (tonsbtcr}t \Vith 

f'\):nn H with f.H\~fcuGd odcnt:Mion Gh:>z~rv~xn. 

l'~~bh.> 18. S!ngl~Snhl~nt {.'~·y~t.~~Uhuditat ~f llh~tiJXidt." CbolhH.' s~~lt Vsh1g .F~tst~ 

(.:onU!lg Pnw&•t:hn'IO.\ 

~~~~~~············· .. ····.····················1······~.·~~········1·················~···r························r····~····················r··~··~···············T·······························1······················ 

Entry Soln~r.H ~ HP ~ Cnwd i StJlV~~nt: ! Com; i T~n.lp. ! .f)n~t~lpH~it:~ ! Form 
! {')C} ! (mg} ! Aml i {tng1n1L} ! (~Cl ~ ~ 

;:: :b::. L ~ t~~::~;~ L;,: b r; : ; I 
.r\'-·~::.h}H<.:.·, wt , .,_t_t, , dJ,, , .;,.(,,}.;) , ~.,. , N.;1.L'l:,t!, '.A 

F~~ 
14 

t 

i L25 
J 

15,68 A 
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T~ibl\~ 19, Singh,~SolH.~Ht Cty§.tanlz<ttltHl o.fl.U~tzrrdd~~ C'ht)lii1t Salt Us.lng ShH?i" 

c~)~)Hrw l~nw~dur.l\.~ 

T~bk 2lt Sh"lgk-SohNH t::ry:shHH~adon ~JfDh~:ll.K!iM-~ Cbo1h1e S}dt V~1ng F~ls:ty 

CttMh~g P.tM~edm:·~ 

! ''J ('1''' WB 29;7 ! !}J i 99.00 7B t--:-.t J~:· ~~· ~:~ 

l f-i~.m{)H L30 2k6 i 0.3 I 98.67 8~2· 

! f.,ArnOH 102 29.5 ! 0.3 I 98.33 9.5 
B 

179 
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----------------------------r----~---~--=---.----_--- -------.----------.--~------T---::---------_-.--.~-~----r------_-------------------r----:------------------r----~---------:---:------------r---=---.----~--------i 

St)Jvt~nt ! s~)dmg i\·.h~krnd i SolVNll i f\m~, i 1 ~mr}~ i t:~H~t':lJllt.llte llonn i 
! Point Atmnmt ! A:mo~mt ! (mg/mL) ! P)C) ! I ! 
! {~C) fru~~) I (mL) I . ... . ! . ! I ! 

~~~~~~Lw-~10 
194.00 ! . B 

T~tbk 22, i:Umtr·y;..Solv~~~~t CQ:'stalHznH~ms nf Ch~~lilH.< Salt of Ubzo~l*~ th.;.h~g Fast· 

C\):olhtg PmtNi.m·t and MeOH >tS }ll~rinHuy Sn~vent 
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2~~u 1 n. :> ! Tdu::::j)(C ~ •SJ\ 'f.::~ 'I B t 
.~~~~~~·-+ i . . ~ 
32.{) i OJ ~ CH:cC!:· l 6.() ! Nt.vEs:>p to Dr:, -~ ~\ ! 

w-~--tr;~~~~ 
~· Solid$c 'NDrt"" diss(1!v"~d ~u 62 "C, 

proccdflre \vex(~ p::~rfornl~~d using t\'VfJ pt~b:rWl)' soh·'.mb< {lP,A <md f\.·kCN) and nine) 

ZXJSd,,..-cms {~;1JBE EtOA.c, fP/\c, TlJF,. c~he:xan;;:', hcpt<H1C, ttduen;;:'~ CJJ2Cl2, mH.l. 

di(}:">i.Hrn .. AJ! ?\.sHith obmincd ftotn ~t slo~v~t<u".i~ing prot(~dttrt \vith fP/\ <md. MeCN a;"> 

prim~try so!VM.ts ptm.•izb.! Fnrrl:l H maftrial tw~td. 0~1 XRPD .<Hla1,ysb. Tlm rcswlto:; o:f 

dlncrz)n! prin-ia.ry· sdvtnt~ Whi~h ;,vt<rc misdblc wHh "Vi'~tcr: <tcct<>nc, <Kcionitdlc, IJtvrF., 

Wl\, i~HuOH, i4\rnOH, ~~nd t•,AmOH. \V,~t(?r •wa$ t.ttiti.::~('d in tlll:.~~e crysta!lizc.ttkms .~~.'{ # 

lKl 
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XRPD and. in.dicatt)d HuH tlK~ smnpb~ '<-Vt)f\~ fn~(::fonn tnM~ri:al .. AU rnnth~r liquors tv(:n~ 

~::wtpor.:Hz~d UJ drynz~&~ o:lr~cd the n~~l;iduHl solids w:cre nr&>J <Hll:dy~\.':d by XRPD to afford 
'l"··>·i·t· ,,.,"'"·· ., '"' ·<1'···:i,.,,,' .,.,.;tt, ·!~'"ll·l~' ~· ""!.,~· tt, . .,. -~1·1,·< 1 '<1 "· ··.··~It .... ~~{·:t. . ...,;.•,,'i.~~~~ \.·\>.q.~ ~~-.;., •. ~.~~· ·,.:}:-',..,( ·~~. :~-· .· ...... {· .$..:~ ~. -~ ~J.:.'\,.· , •.. ~~~-h,,· ~ ....... ·~ 

mixture m<:i.de {rf \·kCNiivkOHil>vHHE U 0:1 J 2, volurne rntios), The \vide v<.<idth of tht 

nWtu&tah!l'.~ zotic .;i~ shmvn in T;etbk 23 gives rmmy sct.~diHg opt!\)ns. During the ~:lSZ.W 

Tablt 1:1, 'IVh~hl"Stahlt ZmH~ VVldth Fot .Form B Ol~>tn~Jdi~ f:holim.~ S~~lt in 

Mi.~CN/l\ltOH.iJ"VH.Bt<: {JJhb!1) f~'/V}, 

~ .. ~.~.-,-... ~jE 
~~{).X 512 J).(J 1g.1 ! 

~~~~~ 
Hi,5 47.0 32.0 !5.0 l 
24.7 A:ts ·)9 r 14,7 ! ' ' -'"· •·. l 

L:,~-~,~---------------------------------·L:_~_:_~------------------------------------:-~::~ ________ , _________________________ ---~':'~~-------------------------------""' 
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!00703! 

!00704] 

6.L5, 7. S00:..1ng sc~th: Cr)'ShlUillltlon of l~~wm n oJ nt~:t.~J.ddl' ClwlhH.~ 

S~H. 

ln (xJo! !\:>room k:rn!Xn~hli~l:.~ <~t ~, nue of 20 '~C' /h. The i\<ohd& \V-ere ('t:!H(~~t:;::d by nwuum 

f!Htatinl\ ;:md \Va;<;!.lcd with 1. .mL of f\4tHE,. ·nK~ soHd~ wttc drhxi jn 'mcuo ut 40 nr; <ind JU 

"C R' af!hn:i ~~ ckar scdution. ·this solution >V<t% p<~s~ed through a MiHipon::~ JvlHlcx FH 

{lAS pl'vl HHcr~ Thi;;; so!utic•n '<·'>'Wi then (\)okd lo 55 ''C \{lBE w<t;; add()d in l ntL 

!,,., .•. ·t<. ')!"'.' \~,;.;J, '·.1 .... ~'n ·'.'.';.,'.'!.;•, ;.,,t.•.··>l'V·'>!. h·4<>;:;~"'l'. l:~i(l'<·>;:li'<~ ·:;;,·: .. tl<'};'. ·:<<:.;ill.''' ''·'"X ,.H.)l·<>··l ·::«'~·,;~· ·ij·<·'· ,~'i.. .•. o..o;·)~ •.. ))':'t-.; .<~:d.o: . .,.._,. S:\v-..• ·)O.h.~x ~ ..... h.~-;.,. .. (l.·, ~-·~·o;·:t~-...;~···"· ~·'!;. •• • ·~·.(.~.; .•••• -.. ... ~. ~.<t· Y·~.-....:·1'-"~::~c.·x <. Xh .. q.-... .... \._.~>;, .. s~.bjo~ .s._ ,::I;· 
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~~l)'c'~t*!Hinc f("lrlTl~, .A ihrnut~h G< F~):rms C. I.\ itnd .F W'~rc lbtn'td to bz~ the n1ost totnn1on 

>'!. ··•d•Y).i. t.w <'>;,v::;•·tlh·;:)t-i''··~~ ·"''ff<;~·~ <11.1.d. "-"''''~'"' t.h·~l'···t·i-:p''~ ~''····~l .. ~··• ''l'l t>w· f~;rt!Y'!.· ,·+·.,~.~:i,:<i'·.~r;o;;,;t·km W;o;.,_.: -~- .;.~. ~-.• v ·'>·~· . ..,,X);.{· .i':o~~··~ · · ..... -.~-. , . . ·.,..,y~~-·-~ :t. ~ . ...,.,, V -...-:· ·•~-\;-~·""--· .Oij,._.:y- "-: .._,.,.:.~->-:->'\,~- ~~ _ . .._ ~· .• "'.~- - ~' · J\.;••-~-.'I.~~K ._.,_-.\y. ~-~·'-•.· ..,_. .. • 

T~thl~ 14. R~~uU:~ Smnmary ~f Ch.:.u·ach~i•b:sttifm T~§ts for S~~lt nf l)ia;MK\id!O.' 

1-"9i~8shnn 

r·iGi~eri·;;;;;;1t"·-----------------"T·r:Q;:;;1--i::~-------------------------------r~~~~;;:;:;;-:ti·-«----------------------·-·-T-·f;:~:;;::;;i-"i~·~-----------------------------"l 

I XRFO* t(jysla!lh:H;': i Cry·;:,t~tWn<:.~ l CryM<JHin;;.~ 
U''C !· i R7 ~!')r\ '-'( h-'ii{\ tCfj ·>~) ~)(' ; l 01 "f':.:{ ,,,.-:-., ~--~! 

, ___ : __ : ___ : _______________________________________ t __ :: __ ~_: __ ::,~--~: _____ ::: ..................... J. ___ ~: .. ~-~-:~.:~ .. ::.:~::~:~ ....... : .......... .1 _____ : ____ : .. :~.:~:: ..... ~ ..................... __ . 
TC' \ ' ~ 4'' ... ** ' ··1 :S,,., "''' ' f" f"' .,, • ...... :.~~:~: ...................... , ................ .L~:-~: ... ~:~~: .................................... J.:.:.~:.:·::~:~ .. : ................................ J ..... ~~.: .... ~::~_: __ : ________ .................... , .. 
I FTlR(A.TRY j ():.\nsistet'H <;.v/ ll.'\.ln:;;;i~tcnt s.v/.l 0-msis.tcnt ~vi 

L ::jtn!ctm>:.:o ! stru{::tqn:: ~ st.ructt!lT' 
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~~~~~~~~~~~-~~~~-~~~:~~~~~~~~~~~~~~~~:~~::[~~~~~~~~~:~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~::::~.[~~~~~-~~~~-~~~:~~~~~~~~~~~~~~~~~~~~~~~~::~~~:[~!~~-~~~~~~-~~~~~~~~~::~~~~~~~~~~~~~~~~~~~~~:-
~ Rn , , ..................... , .............................. .!.: .... ~,: .......................................... ), ................................................... ) ................................................... .. 

'~dubmtv l Nii\ :. pP ,, !9. f~'(i/mt I NiA. 

~~~l~t~l~J~;~b=-lhttn:~~:d ~ S"~Lk t, <tt ,~ l , St,1b:.l;:; ~ 1 d,n~ l : :Sh:>~$t<;:. t , (t~v;s) 

I S!ntTl<s I Convcrtcti ;o Fonl1 i Cmwertcd ;o Fom1 : Converted ;,-Fonn 
l~ 1 0 10 ..................................................... J ... ~~:: ............................................... L:.:: .............................................. J ..................................................... , 

*XRPD Jvh~jrn' peaks {:t--0): 

HJ56, 77.!}; 

Fonn C {!706, l208, 1146, 746); 
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!007111 

6.2,L Xh~~}n)n~inltinn lifl~t{'p<H'l:tthm ~if t~tilym:rwphl~ FMm ""'of th~ 

PM*tsshnn S~tH M lllat~r~hh: 

tt:tz. n~·mti~l#r~lthm nf Pritmrathm f-~ftb~ f\Hynw.q:dlk f\wm B of 

tb~ J~atl:tsshun s~dt of J)laJ::o:ddt.' 

fd,.::t Clu~r.a.~N~dzaW:m t~fth~· .Pf}fymQtphk< F~.lrnt.H ofth~· PntM<s:~um 

s~u {Jf Dhtt.{xx.hte. 

XRP[J, m1d JH N!\H< Figure J h ~fKlW:'i thl~ XRPD p~iHCtn (':If (H) th:: Fon:n /\ r~)!ymorph 

of Hn> pob~;:;ium <';~~] t nf dk1toxide ~md (b) tlK Fnnn H JX)(yrnorph lYfth<;;' pota:;;~ium ,<;ali uf 

diil.;?:f:lxide. 
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[00715! 

(i,2,4, llexn~nstntthm (if Pn:paradon .~f the f~ol:nmwphk Form/\ of 

tht PMa~shm~ Salt of Ohtzoxldt• t'f~)t:n f,'f~rm R 

~i,;LS, P:rf}pl~XMhm of dH: l)!)lym~wphk Form C M dw Pohtsshun S~tH 

l)f Hhloxldt~ ft~mn Ftwu1 H 

,<;trt'<:ln.l (lf l'tHT{)g(~n <tud the rw>ultant snHth wtr(~ dri(~d in v~WlW M r9<nn kr.np(.~nttm:c l:md ._. . . .. 

U}07l7! 

~t2,6, l*n:pandkm o,f HH~ PolynwqHtk ffH'm U of th~· Potswshnn Salt 

of tll:'!.lO\ide lnmt Fotm H 

salt vva~ add<>d to 03 m.L <)f isoN'9PYi 'lkohol and he~t!td until the nml<'rk~l cmnplddy 

di:,;snlvcd at 6:??C Thz~ fiohrtion tvas lmt fHtt.nxt ;tnd pbc~d. in a rcfi:i§WHitor {4~'C) Jbr 16 

houn\ 0kl prc(~iphak~ \vas fon:mxt 'l:<fK solvent YV~i.s cva.pnratc:d d.own to dr;nlcss u,;ing <J. 

g¢ntk~ ~trdml qfni!l\ig<i:m JrmJ Uw r<:.':~mHant ~q)id,~ 'Wen:~ dried in. v<K~lHJ atromn WmfK'ratnn:: 

lh7 
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~i.2.7, Pn~pa.n~tion of th~~ Pt1l;ymorphk l'~n·m E of th.e Potasshnn S<~U 

of 1Jhuo:th.b.• frm:n F~Jn:u H 

salt \Vas <Aded to :ts mL of k?l'tc-amyl aicoht~l and beMed u.rltH the t}mh~ri::.U CDmpletdy 

.di%>)l.v{::'ti at 95'"'C. The.i)plt!linn ~'<m!' hut filkn::d ;;tnd pLKed in·<! nd'hg~rMor (4~'C) fbr ll) 

t~,:;u1, PntparMion of tiH: J)1'Jlym~wphk Form F of the Pota.Sshw~ S~dt 

M llhuuJdt~ ft~tlm Ftwu1 H 

salt \'<'~b added ln t},6 mL of acdnnittilc m-rd ~K\ittd until the m.a.tt~.ria! tmnpktdy 

di~$.(~ivt~d at WfFC, ·rh<.~ &()tutkm \VH"' h()t ilHcn:xl, 6 ntL of db.><tHlt \\ii'.m ftdrbd., and. th::.:? 

6,2,9. Pn'p<lr~diou of HH~ PoJymoqHtk Fm:m G of the: Potllsshun S~dt 

of Hlamthk: tnmt Fonn H 

a:nd thz~ $O!ution \-vm~ ph~c:cd in a l\~thw::rator {4<'C) Hn 16 hours. N<.l prcciphate \V<t\ 

h)rnk'=d, The so1v;;,~nJ -.v<t:'i ;;;?Va:pocr<H:cd dmvn t~) lir)'iK:'iS \ming ~t gentle "'tr(~<tm ofnHtQgct1 
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!t)07:Zl! . . 

T~blt 25, Fa~t t~ml!ng(~f Pot~sshun S~llt t)f Oiazt!xl:df.! in V:lrhHt!'> Snl~'i~-ht:~ 

~~f:~~FI ~-: _ r:::-~ .. _.~--r ... .. l . ., ; . . : 

d!~ : ~H.{:'. 1 !).) ,4 .. ~ ! H 1 

''''''''''"'''"'''''''''''~·'·----···--··------··----.l-······--······--·······: ''"'''"'''''"'''''''"''f-······--·····················j 
E!Oi\r. j 2Li i 6J1 10.6 ! C 1 

,_~1~<:N·---------_'.·-;·;·:·2·---------·,t··i;-~5-------------, ·-;~_:,:~~---"" _________ ,T_<~-:~--i;·------------< 
: \ : 

~~~h 
\V~~ti.:•r : 2t}.6 : L5 n.:'A l l··t\~'''' lt$n-~' ' 

1 I 1 db~~t:ixi:ie., 1 

t.'· 

U\A 2!.9 15 16-7 , .b 
............................ 1 ....... :~ ... : ............ +·; ..... : ......................................... :1 .............................. ! 
~AA i !Y.t 1 \}.<"' n/~t l D : 

--··:··••··:·::••••••••••--·t'·.:•:··w•:•••••••••••·-r~·:·--~:'''''''''''''• •····:·•:•••••••••••••••:'f·'··::·w''''''''''''''''''"·] 
LHV~f· : .·· t ·6 : ,! ·) 1\ q ' (l : . ~.~~ .. :~ .. :~ .............. ~l~.:.~:.~.~~ ............. L.~.:.:~~............. . .. ~.:.~~~ ............... ~1 .. ~~: ........................ 1 

····~~~~:~:~:~~~-----···---~~:~~~~~~-------T-~~~~:~~~;-· ---~~~~~:~;:~:-·r·~~~~~~-~~~------------··: 

(mgJ (niL} { ltl*-H , I . I 
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~i.2.ltt Polymt):q)US ObhthH•d by RftT)'!i<t~tUh~~thw ofth~'- f()hts:~hu:n 

S~lt !)J Dhttn.\h.k ln Hbwty ${}b/m1ts 

.di~t:<':r;xitk frnrn ~t vm~icty nf hi!Uu'y :»olvent ~~ysr>.'.~ms abt:) d.>.'.~monstrat<i.~d tJ:Hl'{i!i'~it)fl ~)f the 

fKltassium s~~!l to Wt aJtz~rn.ak fbnrL L)$t:' uf ucl;"tnnitri.k .u:& th~ pr-lnHl.ry &Z~lvcnt is shosvnin 

I "! . r 1\r'··pr i ,-ir ., l ,., ._, r n ! 

[;~:; ~~;~;;~ WL ~~~ t~ I 
R6 I fPA<:.: 12(H1 !3.3 I D I 

,_,_,_,_,_,__,_,__,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,__:"-•--'-'-'--'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'--'-'-. ...... -_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_. ___ ,_,_,.,.,_ __ ,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_,_':""''--'-'-'---'--'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'-'------4 

0.6 I THF ! --n~--~ ,.; 4 In I 
-------------------------------+------:---~-------------------------------+::~.:~:.:~---------------------- ----~~:-----------------------+--:~--------------------------1 
0.6 ' ''--Ht'< 'tl1'~ : 20_,4 9.6 ' D : ~ ~· .. -·~· _x_-. ~· r ~ ~ 
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..::\.~et~nw (hlwr Solnmt 
{WL) 

Re~(~v~:ry 
(mg) 

6J, n' Srrt~ning l\rr ~~(jiym~n-phh.· FtW~l'IS fd Ubt.f~xid~~ Pvtassi t:Utl 

Salt 

(L2J l.L StHubmty Sti'etnh~g fm' Polymorphk Fntm§ ~)ffH<'lltl:dd~~ 

PM$M;huH Salt, 

19l 
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Cmpd 
A.mt 
(tug) 

i Solv¢nt 

l(m.l.) 

~~"""'\·~ ~~~~-r---~-----""'""i 

Ct~n~. ! T~n1p, l Snlubk• ! 
(mglm.L) I (oC) ,. . I 

! "" ~ ........ -.-.· 

Diox<Ui<:.: l A .5Jtn H-28 \ 55 l N<< 
··········•'-"•••'-••••""··"·':'~t •........... , ... , ... , ... , ... ,, ... , ..• t ... , .... ,, ....... , ... , ... ,,...... ···············"··""""·······i··"""··········""""••'-•••'-··f··~~ .... :-................... ·i 
Accttmc i i 6 i 4 flf\ HAO i ·<:.<;, l \''""" ! 

_,,~,::·:;:::::;~~'·······'l··l:,:~---···············'t·-~·';;~:--·············· -~:-·:~~:~·'··············[·-~-~~---···········-~---·t·-~'::: ................ ~i 
!~\. ~ fn.- ! -~ i ,. · · J ),".<.. ! ~-~· ! · ~.l i 

EtO.H 22 2.93 

l ___ , .. . . .. . i . r .. , ., . . . , i ,. ~. ! . . . : 
1 "'l!U''W' , l 4 : ., t'l' n ·>i': , "'." , N·'l , .·.'\. .. • \.o~.\~• l •··' :: u~• ~ .. ~ "• •-~·"<:. l .~.' . .,., J: .! ~-' : 

,,,,,,,,,,,,,,,,,,,,,,,,,,,,i.:..:..:..: .... ..:..: ........................................ ..:..:...: ................................................................ .... ..:..: ................ ..: ................................ ~ .......................................................... ( .................................................. ...; .... : 

1.92 
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~i.2A L.l, Sb.~gl~,.s~)lvent S¢re~ning ib:r Pnlynwrphk .Forms of 

DhtlfKdd~ Fot.ils$hUn SaiL 

nK:~{::d(~\.1 tn h.~ ;;wq:w.rn.:rt~:~d i9 dryness. Tahkl) 30 m:H:l 3 i pmvh:k }~ Em vf the solvents that 

~v\~l't~ u~t~d <'lJ~d. the ~!rnown of st)tv~nt needed lo dhsolve the matz~ri~d. ltH solids ''vew 

T~bh~ ::w, S!ngk*S~1lvent f'rysttdJiz,~tim~s of P~1htsshHn SaH: t'.lf Ohtt~.\Mt lhiing F~t5t­

('JJoUng 

lW 
ec) 

('mpd 
Amt 
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tt1J. L:t Bin.~ry-Soh'1'n:t S(~te~ning f(w l;.;ulp~W.tp.hk t<·orm~ of 

Hll:l:t:o:skk Potas~hun S~tt.. 

&61vcnts und fht:; li.JI!lJ\:.Ving nine c~:.:<.nl>';;.:nt~: hH'BE., EtO/\i.\ 11\:\c, THF, c.,!Kxanc, 

!,, .. ,f3~-·•p'"~· t~.·}h•<-~·v~ f';L!-~r'l•. ''!l.i'J <-11')~·-:•l'''~ ·'f',;_l)l.,. Y!. ;, t·'~l1~,,~s•'t'l"'":ti.v,, ;-~'r"-l'lki'-'l'"" ~,,~.,~l-~.·)qi~·~-~-~'' .. · h....,.: H~---~~:-., .... :;...o:-.-..c .. ~~ ~-C .... ~.··"'"' :t::. ,.,s. """"·'"·'~~.,<~;.,<~;~, · ~.:~ .l~ .... ~ ~--. '-~··'~"-.._.._..,');.,.J;.: ~-,. -.. ... 5_~-S: :·"·.;.~ --~~b .. ~-...:.·";~.-~ .. -~:e.._._ ...... 

T~blt• 32, BimlJ'J-SoJn.•tH 'Ctyg~~Hlil'.ittlnt~s nf Pnb~sshuu Salt of Hbzo.ddt UsJng F~~st~ 

i'o~)oHng Pt\)t~edtu·t~- ~nd J\iltCN ils -~ J~rfm~r.Y S~~lvtnl 

·--<~:;~~-;~~;·········;··;~.;~:~·:~:~····"·~:~·;~·~;-~·········l·~~~;~~~-···········r~:;:~~:;·;~·;;~~~~-ri~~~~;:;~~---------··i 
i\mt l (mL) t :';;{)!:v"~m ! hlL} ! 

-~~~~~ 
: ~ . ~ . -
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a.ccto.•J.c \".'ith Jvfl'fJR ·ruF, and CJ'ClolKtHnc provi!:.k~d Form /s. tml.k~riW; Frstl:rl C vvns 

nbt.aihtd fN:rm tllf mixture<'> (lf acetone \Vitb EtO/>s.c, rK~phirk,, tut\Jcne, mtd CH2C12. TlK 

primn:ry .sdvtnt turp10}'ing •~ fh.s.t cnoling prn~~cdur<:.~ affi:.m:h.:~d fi·v>.:" fl:.lnnl>; (\ D" E, F, and 

G. Ftifn) c ~V<i!:< ohtuhwd !}~)t:rl O'y~Hllli:«:Mio.ns u~in.g rvrfB.E Rl1d f)O<'\c ~lS Ctb{)h··C'nh: 

CH2C'l2; FnrnJ E v/.<iS rry~tal!i:<::cd out<:.if i~ArnOH/THF and i~i\rnOHil:,:ytlnht~xan.c: Form 

G was ~Jbwi.ntxl lhnn i,.,Amf)H/lPf\c ~md F<n1n F \:V<l.S: nht(~incd .l'l'wn i-.AtnOU/dioo:J;uu<rc 

pn:.KJ!.~dm'e I#C~'li.~ pert~.lm~t~d usiil§. three pi'iwa.(y ,;,;ol vcm~; {i\J,.:;;CN, fKctnne,. aud i-i\mOH) 

and dght et\SQI\·~nt\ {\-lTHE~ EtOAc, fP/u;, >:.cHl::.\HH\e! hcptan~:\ toiucm.\ Clt2Cf2, ~md 

pc.ttk~rns \Vtf~ i:)bsetvcd to he: r\)n:ns C ;:.md D l\:):<>per.tiv"'-~lY •vith >.Khhtlrm~n J>k~aks prc.scn!. 

Other erystaHiJ:alinn~ l'imVided f'f:ntn~ D~ C, (lr F. Fo1-r:n J) wa.!,; i)hnhned ftrlrn tlw 

fb!Lnwing sol·,/etit ntixtures: \.·:k('N/~&1'HE., i\1cCNi1PAc, J.'iti)Nilo!ucn.;;\ NtcCN/CH2Cl2 

195 
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\ya::;. c:ryst;:dJtu.d th:nn fhs.~ n:~i~.tures of 1\JcCi>J/dioxmJ.~ and i··i\n:~OB/dioxar.K~ .. ·rh<.: sol'·'<::~nl 

mixtt~rc of J\·kCNiT:tOH pn.:.1vidcd ~tnK.ltphou::> mat~rhll. Ekrncntal <Hwly~is n::~st.tlb 

hHli~:.~<.w:: tku the l'hnns ·Obsct\'t:.~d may rmt h;~ pun~ and.io:r lktvc b.q'-;nd nr rcskh.t~d solvt:.~nis 

pn.:\·wni, Fvnn$ C,. J), llnd · F \Vt~n-~ ftwnd t.o lx~ tiw nmst tommon !1mns nf the pota::;Mum 

6,2, llA. Ch~H"~lt:t~~rLnHlon of PntynH.wphk Fnnn C ot' llhwtn:ide 

PMHsto~um S~~lL 

ev~::nts i.d 187 Hrtd 360 '''C in the [)SC. The x:RPl) pattern fbr Forrn c is ~Hliqm> t:nmp;:tred 

tu n!J oth~r Jbn:'l>S ob!§crvzxL FTlR fl\TR) spzx':tn:Js<.XlflY fjhovv;~d dH1\::rctwcs b<:~t\VN~n 

fi:nnv;. H·l NMR sp:;;ctm ,vqc !blind to be con:<;;.iskm \1o·l.th the strudt.tn::~ of clia~:oxkk w·iih 
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6,2J t5, ('IMlttcted;~:~}titmQf Po\~:morpbk .Ftwm 0 tlf'Ob:mx1de 

.Pota~"!hun :SaJt. 

dia~~nxide potftl'<S~um, v_.:ith cndr:n.hcrmic c.><.mts: at !30, 19 .l, and 352 ''C in. the DSC:. FnR 

(A:, TR) slx~c1r!>sz'OPJ'' !;>h{,\••it~d dH1cl\~!KeS: bet\\\~d.t thntt•.,, U:l N\4R. sp6:::tm \\'l~n.~ frmml to: 

he Z\)n~)i.~tcnt. ·\vlth the !§.tru.durc (:lf dht>:oxhh.~, Nl\fR d.ata otbn incHc;tttd tlwJ the rnagneth.t 

+~~ \vatcr at 90'h; RH. ln coinp:arbqn, Forms C ~md F {\lC<::tonz~ #nd dkixa:nc >':i'nh-atcs) 

;;h"'"~'"''"l <>n:n"l·r~·;'il'>lth;h,· A"J '<r.;·1 -::"! ''''t <)_..; .. <>,,,.;;-T '~! {}•"''\.-; .. l:;•n l'-'';;~<;r;.,,,.;,,,,lv Yt~l) 1) M·l''!.'l.'"-'"-'· v~· ... ~. '1:,, ),•'..... ....-t_vl ~ :· ~)..~.o;;._.f..,.. . .t• ..... \ ... ~ '"1: ' .,: .. _ ... ~<. ....... ....... . \• •• ~ .·~· it'~ ~<1:·{."-':-··. "" : .• Z! _, .. ·!< r~-L~ ::- ....,.-..;. ~. '-'·~·l· ... ~ ~· · .. ~ " .. (\ .. ~ .·:-. . !,., '~~_ ... w . .. .:. .... Xv. 

fbihJ\VlJ)g the moistun}:·sorptinn expctirncnt 1-tfTbrd~.:~d \:i: ptitkrn consisttnt \vith Fm·n:l 0.. 

S:')l···h'l<•·\-' \'it>'li;·':\ '·''"''·~ ''n,;·•ct· ,,,,.; ,.~ ·='l t3u 1 7 "!··• .,r i ') i::;.,,,. ~',·~;·!·>' ~') .,.,., .. i :··h<)\.>':•:•·1 }t) ·-~~. 'l,·i ·l ... ~~~-,~~~·.hH·~· ,,1..,.... w. ... -'\.....- . . -;.\.'\,;.~ ~~ .;_;._<:.~~{s.; -t.j;-.,..,·:C.:~·\-1'. ~ • .'tv ~: lJ ..-.....':l. , ~ )._~ ;..U ;t......;. ~"'~· {: -~ ... H -0 .t~ ~tuU ~ .. }~~ < ~.\;,. - ... ~-;. ...,:t-.,...._~ <xhl~ 
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6,2,! 1.6, ChtW~H~teri::l~~tkm. Qf Polynlf}rphk Fm:'m F .(lf Ol~t~':!J:%:Me 

Pt~t~tsshHl1 Eh'dL 

~·~/eight lo% by ·r(t\ '\V~ts 13, J'~·:~, czms.i.stttii \vhh ~l hi'>H~~rnohrr (Xluivalcnt {)f diox.<tn~\ iind 

OCCUf& neat U\tl ~'(' con:>i$1CHl -;vith the ;;mdoth>:.:rrn OhM:r\'Cd in the DSC (;~Xp>:.n:inn:~nt 

F' to dcHtrrnine: thcif profwn~ity !br cotw<:.:rsh>n ~md tn :5tc if l± :unique kn~rn :eou!d he 

gcn,:,~nlk~d. Upun i>lurrying m!xt.m·c:o; nfFoncq. F >.:vith Furrn f and Frwn1 Din <:.~thyl. ~t,:,;et.;:ltC, 
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:of!ht~ sh1dy; the r~:m~~ining lS mice ;;j:l'(::f.;:d the LF diet The mk(: ~l&:,;,ignmt to l}W LF dkt 

mv l:l1Jrint;liw:~d tw. thb d.iz~t throughotu thr: ~tm!y as a n~f(~r;::pce gp:mp of ic~rn c>:mtrol mit:c. 

the HF diet lh!'tliJghmJttht shi.dy <~s HK~ obese t.ontt:oi gr~.iup. The rt.~n~~l.ining J grot:ips of 

mhx~ :tn.~ !hi thz~ HT di!O:.:i and adndnigtz~rcd lh;;.~ controlled rd~~~lS(;?. formoh~tion of &iih& of 

mouse standard.. />s th:::~ tcrminati<)n \Jf tlu.: &tudy, a postprandial plas,n:Hl sampk~ is 

o''olL·>,·~i-_,J 'l:'l'l. ,:,.,,.,l.l''''.'''·! i:;),. ir·ir<o!··<:··:··,,.,;,-:.,~ <i•·oA 'l')'1:'·'·"-;,·~·rl.f'l'~,·l. l'.~;t:h: !1-'~~-· ..• ·:l. e,·_lll".·:<·'.'.',fl'-'!.;},·1 .. !'.'-'.', ,/'. ·~ .. ~'.'':.•· "":-··- _-,"¥~o~.:-\;:-:._.:;.. "- ~- .,..,. __ Q_q, __ -~r-~..;. .... -t., ~ ...... ~ ·-'"-···-~· }-..~·~-~.._~.._);:.; "~c.~u ...... ,~ .. .:..v~·"-'"":-·"·.·!o_:..... .....~., "-.-;. ....... : ....... ~ .r;..;"'.). .... c ).·:~ ·~~.~ .... 5.. 

wbgh(xL The p~tN~nt b{Kiy Hrt is l~stirnah.~d frnrn dk w~ight nf tlw epldid,'{!.nal flu J)Hd. A 

subset of :!1ve ~m.in1<'iJS Jhm:;. ~~Hch gNJUfl is lf.\k<.:kd Lj:L \,\:·'ith n.s gikg gln.ctlSZ~. i'd JO ll:~in 
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h1bonuory tc;,<\:,; Hrc obt;,tined; hlot>d pn::~5Uft\ h;,>ting·p!<t.~rnH gluco~1~, i~:suUn, elHJlc~ttYoL 

triglyceride~, th:~e btty ;;wids (FF<\), and glyc.:.'ihz~rnoglobin, a:nd moastrr.::::s ()f rutc of 
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z-omplbnt and to (~n~urt sbhle body \Vt:tght bd\m.~ trc~rtm(:rtt Up tn l 00 ;.;ubj<--~>.'·ts <UY 

tQ~h.xL Daily d:(\'-;<~ge of sahs z1f .~my of Hw CQH:lpound~.> of Fonnuhtc r " IV is t:;Ct HJ 200 

mg. Th~ daily dnz;e is divided Lnt\:.l 2 doses fbr ;:.~dmbJ.istmtknL The dfJ~c is adrnini~t~rcd 

<:t!ft ¢hh(~t" ~t J HO mg ;:::apsnk or a .1 00 rng :tahk~t ~n ().~tdt dml'.: ()f adminiMn;.don. S11bject'< 

are: dosed dnHy' for uP t<) ! 2 nwnths. Phcntcnninc i~ administz:rcd <% a. sh~gk zhd1y d~)Sf~ 
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criteria: ·rrz~att;d :subj~;:ct<> rcz:tllV( di:h~~r ?00 mg dia:r.oxidz~ per day as w 100 rng n:q:;csuk: or 

t&hli"t !>vic··' -·!''~"·t' zh" f'il' 'lS tw-n ! 111'\ l1''" C.~31)!i<r'-h·'>:: f)l'f'lhkt;.;, f'lll'''~ l""tr ••<l.-<i l_:_sh __ !_-'~e.-)'') F_'L_~~-~t.:,_~d ~~.'.•,;\"'>~ ·,· .. ,,, ;\.•:._,):.,', ","•"-.:..~· ~.~ ........... ,. • ,·,,_,;, ,~, ... ~· ''~_b· .""-·'~•c,,~•,'<;· .... •.,;, . ..._ .... ... ( .. _._..,,,."V ·'"· .. ~ .• }._..,""" .. :•'·'· ·'~·)o.'O".}' -, ··.;..; l:..:~ :1-,,v -

!Hf}14S! 

tnomhly .. 

~- A. su§hdn.ed rek~aw f.nfonnuhttitlil ot dhu~)~~hl*-' HCJ and m~Honn.ln HCl us~ h) 

H~('~J <H.~lwtk Jiad(lnb 

n1z1nitorcd 1;.-::riodicaHy for {'"l) ghK':t">SC tolerance us!ng <m ot.~d ghu::.("l-SC tnlcrl'>:ncc test, {b) 

g!;:i<:c~t:nic ~':t)tHH!l U§)Hg ~t $Ulndatd blood glll;;::os~ '~~SWY' (c) \~·eight g;~h1 Uf lo&§, {tf) 
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progn:~S$:k!l1 of di;ib~~Uc (Cn1lpJicMions, <~nd (t.) <10'i~rs:e efli~ds R$-"i{':~Cht~d with the USC of 

fh~~~c .activ(' ingr>l\dk~nts, 

~~ tl\)Ht:xl ;;vHh admit)istt:Hku1 t':lf 20{} tngid;iy (if salt;:;. ()f uny (.lf th(~ cnmpotmds d~ 

Fon:ritihtc 1 " !\i as ~~ nnt;;:~ zhdly nbkt thrmtlliifit)ll, Adminii>trution of i'i<lb> of ar1y of the 

con1pnun&:; of Formu.!a>:,: J ·· J'V wnhnttt.s zmhl the \Vcight gain, d.ysllpidcmia, impain~:d 

7, (.::~mlJ)~fist)~* oiShtgk~ th~sts of llhv~.K\hk ;\:dnlini§:H~n~d <lS J)nlgly~tm@ Omt 

Su5pensim~ !Jf a:S llil~utdd~· ChtlliU(' ·Contn}Ued~Rtl~~u~e l';tbh,•t$' in Ohtsf Suh_jt<(~ts. 

Ex. 2002-0857



irl)Whw %l!v~nts that conta~ncd tn~t.\) an-WtlXlt« of Viitk~L Tlms, diar.06ide, <iS tl:w fret>: b~!',(\ 

i~; th~) mnk-\.:Hhir thrn1 ab$<H:'b~d fhHrn,vhg onl1 adn1ini:>t'nttk~n of the chnhnc- ~<~.It nf 

rno~surc di>'l.<~{\\idc fr::x: hasc (Xlncctltrntkl'ltc;, Dis:<;oJution ass<W:'i. mli.~<~,.;;urc dhwzrddc fkt 

hlsc~ DiiJcr,;mcc~ in pfn:-;nm. c<nicrmtntiinn'-'htnc proJJ!c~ ofdiil.:uJxidc '<Vlll he (k~pcndent 

The rwal 
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Femul.e p~ttitijJ~mts \vt~t\l ri'.~quitcd. to be dthet p<btmerKrp<:nJsal for at ~C:<J~t t }'l:.~ac. 

surg:ix:aJly :;;h;dl~ [bila!,;.~ml h!bal ligation, bilateral ()Ophoreet{lmy, ()r hy~h~l'D~:t{J!Ily), (W 

pr<t<:tking a U\(·dici:dJy ~w~:x:phthk rnct.hod vf birth COll:iT~C)L lm:::Jusi{}f! ~:Ti.t~~rb~ thrth;;:T 

by rnedk~d hil'tnr;\ physi~::<:~! cxaminatit:tn, vit~! sign, l2--l.tad ECG, and din.k~~llabo.rakiry 

a%(l$.'inH:::nts. C!l<iractetiMirA (tf tht subj<:tti'> t:mzhn:d:<~{:d h1 !tK: study' are p.t1)\··kkd in 

... r;"t~~~~;i~;i~~~ ................. r.s:<;g-i;:~;~~i-ii;:ai·s:;lii)~~i~j~)~;·(;i:;is} .... l ... ni:;~;.i;i~i;.~ .. i;ii~~i"i~i"i .. {::(~;"tri~ir~~i~~R·~ii~;;;~ .. ! 
. ~ T~bk!.(!l«'lS} f 

1\lNW±.i..'iH (t'~.nJM-') : . 2\h~~~~Sl) (tilt1g_{~} ~ 

~~=~~~ 
~~r ~ ! m i 

{m~dt•!:!~·u:w.k) I . I 
:. ~ 
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Cnhort 2 

!fW754! 

random) ted li:J the diwt.~Y..:kk~ choline contiX)H?:::d-i\:':lc%<: hihk-:-t R!Tl) t'<:.~~dvcd a single whitt 

,-xmtdning :2~!0 rng of dii.t:€:fJxide choline, which .is >.e'<piva!cnt to 2Ufl mg .of di~tznxkk. 

Ex. 2002-0860



m\:.:~~surz~mcnts of htmlfig!obin, hematocrit white blood (:dl \:::ount with dift~.;:rcndnl, red 

btnod cdJ ct:lt!nl <'!nd platt:h:~t (~:lunt Clbkal &Cl1.tn:l chemistry included Q:';i~thm.tion t'J:f 

,<;wHvm, pnta$!:<1mn, BFN, crQatinilW, tt:xtd bnirubiu, tN<tl prokin, alhmm'n, iilkahM~ 

om.~ hzmr prkwto d.o~ing., and ~t.ftcr do,~;,> i:<.drnh:dstnittrhl. M L l, 6, 9, 12, 24, 48, 71 ~md 120 

lK)IJfS; C\mdnm:xns tw-:0:-kad c~lrdbc l"n{)nhortng (td>:~nwtry') \V<H~ fK~dh:nn,;~~d <.!n $Hl~jtcts 
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T~hh:· J4. AthllfSe ev~~ntsU\nJn suJJjeds ~.dmh:ds~m·ttl Pn~glyct~m@ Ond. 

S:nspl;lusio.n (u""'l5) 

2 .. 75 

6.25 

LO Mild. 

LO 

tvEld 

CN'.rtcthe 
Tn3~tm~nt 

Thenipy rz:quin.d 
uct::turninnphen Resolved 

.Al>:'>ti>ttd 1:(~ 

&t!pin< po:-;iti~)n 

l\.$$1.:<-t,:.~d to 
supine p{i'$ilinn RR:$fJl\\~d 

/~.s\cr::,;ted h1 

Slipint JKisition Rcsolvtd 

A~sisted to 
$tip in:::' piJsition Rcsob;;:::d 

Nurnb\~r vf.;,;nbj<:t:i:s with at lz:<t;,;t orv,~ i\E '" 5, >'\E~ k)HO'N<~d hy Hw samz~ ~urwr:;,:~~ript 
l. '_'n ''" -:.~-,~ <·h,, "''•'-.'. •.·• _<.-.;l~.l· '-"~~ ~·~,.,.\,.:oo;. ··~":-. · ~· ~-h:"-:- ·~~(~.".·~.0:.:;..· .;;':}~.,;.:, t_'. .. ~·:V ~ 
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T~l.hh~ 35, Adve~'M; ~vl'l1t.~ (.l\JJ~) in std>j~~ts ~Hlm.inister~d Ohu:oxh:h.• Clwlhw (2::00 nlg 

Oh~>W¥hi~} OmtrnUt~dAlt•lNlJi€· Tahlt<t (ll''''15) 

! .S 

1.6 

lAg;hth~nzh~~~ l.LU f-Ai!d 

.D\?,~~:in~s~>" 20,0 htitl 

Miscdlastt .. 'i)u~ 

Chi!!:/ 2.0 1\llld 

Ba~:k :P~ih:t 2J) hHid .Non~· 

\V\tr~~-~~~ 20,0 l\>flkl 

N\lrnh~r of:'CubjGct~ whb aJ k>i~l trH~\ (\E " 4 .. /i .. E~ f<>lk>w:cd hy lhc: :.>lime supcr::;l)dpt kW::t 

<:tt;;:' HK ~;<ltni:~ :->l!i~)<>C~ 

Ex. 2002-0863



Table 35, Advt~rs~ ~-vents{.A.E}in subJects ~ld.minhtered Oi.a:todde ClwHm.• (3tW xng 

maz~:ndd~) f'fH:ttto.U£:tt ... Rdt'~lM' T~blt~ nr Ph.t{'~ht) 

Adverse Event 

DiaZ(l:xide dwhnc 

H»~~d~ichc~ ~ .. ·' .... '~3.~~~.-·.~~-~.~)·~~.·.~.~-.~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~'.!, .. '·';.·'i 

N<Hh'!ql 3·(19~'·;~) 2 {25:\-{) 

Dizzinc"<~ 2 (1 ~;'\,) ' ., l ~··/,, \ ' 

"~ 

Ot<d Suspt~·nsi6n arrn a0 {;t)mp~~rcd to tht• di.:i.z~:x>::kk. ctmJlnt cnntroHcd--t(~k;~~ tahkt Hrrn. 

Th:;:;::;c result::; iH't .tonsis~<.~lH with lhe diftbt~nte('; in HK~<isured rHtcs nf s:HMohJtion fhnn 

Ex. 2002-0864



Table ~Hi F~1stlng gfnt)ose~ h.af!ting im~uUn~mm-fi;~n.t;ri:fi~d fi~tty .as;·ld (Nl~FA)~ ~wmm 

s~nHm:u (l"{~.), ft!Ji3!$shun (K} :lnd (:'ft~adnin\~ .of $~~bj~~d~ 

Proglyct•m On~J 
SUSf}~~flShJl:l (fF"'l$) 

~Jt\~n±SO {rangt~) 
' ' 

Uhtzoxid.~ CboUm.• 
Cnnh'(}il~;d...,H:eh)~M~ 

Tah1t::t {fF~' !~) 

........................................................... ,.., .......................................................................................................................................................................................... -..e--............................................................................................................................................................................................. + ................................................................................................................................................................................................... ... 

Ha8dhK~ 193±:6 {~J-104} 19}i.;6 (83~10~!:) 
t n··" .i , "' '{;«"< 'j ·~ T' ! ~-'iJ,~~."J:.:l .t.d.r._;,< .... _. ,:.! J 

~---·--~---~--,..,~·-·--.. --.. -~~--'!-----~~---~--4 
J 11 p(?St:.-.·dosc 

~~~ 
~~~ 
I F~l~ting l:tltmU n. o~JOim:lJ t 

Bw·;t:lin~ 8,6.-i-:5.2 (2.3•-24. 1) 9~9.t-J3 (4A~l63) 

';~";~-,;~~;~:~~~~~::~:'·--"""""""""""""""-----------'·t--~~;-,,~:;:;;~'~;-'~'~\:'~'~:~'~':~;-)-'--"----------·-"~";-~';'::~;':~~-'(';'~;::-;,;:~~';""'""----------
....... -.. ..................... -..-.. ... -.. ......... -..-..-..-..-.. ...... -..-..-.. ...... -..-..-..-.. ...... -..-..-.. ...... -..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-, .. ,,,,,,,,,,,,,,,,,,,,, .. , .. , ..... +-.. ............ -..-.. ........................... -..-.. ... -..-..-..-.. ............. -.. ............. -..-.. ................ -..-.. ... -..-..-.. ...... -..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..J~-..-..-.. ... -.. .................. -..-..-.. ...... -.. ... -.. ............. -..-.. ...... -..-..-.. ............ -.. ...... -..-.. ...... -..-.. ............... -..-..-..-..-..-..-..-..-..-..-..-..-..-..-.. ... -.. ... 

4~ :~1 ptJSt,fJ~_:ss,r ! ~}~5~:k.5· .. 7 {4. 0-<2.8 ~ 9) l J J { l 'i·:!j) f5 ~.J~ f?. 8) 
"""""""""""""""""""""""""""""""""""""""""'t"""""""""""""""""""""""""""""""+""""""""""""""""""""""""""""""""" 

~i:EfA {l!UH}lfL) : 

l h post,..do.<;c [ H .. Y!:J:tU 1 (0,2l ~0.65) tL14+0, 14 HL09~0ofi7} 

l 
.. ~ .. ~: .. :~·:~ .. ,-t .... :~·:) ... ::~ ................................................... t .. ::l ... ~ .. ~~:~·~ .. ·~·; .. ·;.:; .. ~·~ .... ~ .. ~-~·: .......... t{~: .. ·;:~:::;~ ... l .. :~ .. ::~·l":.~~··;~ .. ;·~~~ ............ .. 

,) ,,., ~· V'i ,.-:.,!\. ;;,:.,.. i 1- "·~·.-~\! .. < .. t-.. .•.. ,.·,~'\. ... 1 j.'} : ,,_,_,._,._,, ....... · \.\. "'"''' .. -<... ,<. .. <. ; 

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~································~~~~~~~~~~~··~·f,·~~~~~~················~·····~······~···············~··········;-~····························~~ ....... ~ .............. ~ ............. . 

16 hpe>$t .. d<),<;C I 0, 13±{L\J7 (O.OT-032) l {).l LH'L04 (0,07--02.!) 

.. :.,'':. I·?J, .l ··.~·~'-'*···.·"')"" i ') ·~ :;;,~:f. 1 ,<> ·' ') ·)),.•' .{')· • ) ' .. ) " ) • 'I .,.. ~ .,. Y"''·'' ,~;. ·"· i ~. ... c~,J ... \.ll/""'·· ,).,.!~} UAtr:l{U 8 (t.:~~ .. , .. t5r,.; 

l3t.7±:l.l (137,141) 

ill 
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K{mm(tUL) I I 
1

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

: : 
, .................................................................................... 1"',,,································································~··································································· 

Bas~lin(: 4 .. 4#),4 (J.9 .. 5,5) 4Jj-J}J. (3 .. ~ .. 5.1) 

End () f Study 

Cr\~atlninit. (mg/d L) ............................ ~~ ...................................................................................................................................... t .... ~ ........ ~ .... ~ ............ ~ ........ ~~ ........ = ...... ~ ...... ~ .................................................. t ........ ~ .. ~ .. ~ ...... ~: ................ ~~ .. ~ .............. ~ .......... ~ .................................................. .. 
a<t.;;clinc i H.9·.d.), t {O.I- l ,l l i O.~hUJ.2 H}.7-l A} 

r~-;~-~ .. ~~~~3-~~;ci~: ................................................... , ... ~-~-~;-~:~-:-~ .. {~~;-_-~~--;·:~~~ .................... --, .. ~;:~~~~~-;--~:~~;~~~~~-~----~~:;-------------------------
L~~~~~~~~~~· ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~l~~~~~~~~~~~~~~~~~~~~~~~~~~· ~~~~~~~~~~~~~~~~~~~l~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ .. 

h~wdmc 1n th(~ Ji~)rind fh:nn 6 h) 12 hcn.!rs afkr dnse a<hnixtish:ati(-rn, ~;td rcm.:11ned al 

hit-;cli!K kv(:!\. !1'tnn .24 hi)Ur& dkr do$c administration ro the end nf the swd..Y 

linK~ 0 tn 24 lKrnri> tlfttr do:Se. adtnini.~tratiotl Wi.t!-l ev(Uuftted. Nrl did . .::.aUy Aignilk:a!H 

a\nnn''H:~.li•i·»,; {i~ w '·il'r'~'f''!'t'1)<lS;\ l,>!h·-~ t'l:hoi.~··r••.'··'fl . ... _:t., .. _ '-:··---~-" -~~l:.'lt.·--~ ., ..... ,::~··);;,_. ~-~.~~t-~--~-- """·"'' '0')- .. ,h_t. :"'·:-..:··'>.' "'''-"-" 

21:2 
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tbr db.i:(X\kk ww> 0imihw \'vith both fbrrnubtkms f29 hr for Hw on!! su.~pc:nsion ~nd 32 hr 

l'·~),. 1·!1 ,, ,,,, i)l. ·~n ·~p, ·~ "~····' !.h<·•y· l.' I :>·fl. ·)•l .. l:q, .,~ ···l·: "·1·l'l'll ... h ··l·u; .. ~ "·i'¥~<;·>f;,,..,,. \·' :><'t' ·: hil·l· h .. · f·')·•· , ••.. ,,.,.,.,. ,. ,~.\. ·h·X• ·~~-t-:t.. • . );:.<'}·· ,. h~-. -~ v. \.) . -\.··~+,l ._., . ...._l,)., .,,,_ .;.~ ).,..C·'-f ~ -.u., .. ~o.: · "'t.,.~·:t'·:. ~(;: .. .,.)<. -~·U·b·\,;;h·e· . ..::t-:1'., ~-h~ ... . ·'-.? ... \. :1'. ~- >-.~ ... .(.;;~~ 

and AlJC., Tlw \:il()~t nntabk difti~rcncc ln:t\V(~i..:>":\ ttl;;.~("<:<.·\) J{mnuliitions fc~cll(f'.Ving <~ shgk 

,:.k\\C w~!s the 1o<v,:.:r, bn:n.dcr pc;;1k of the ;;.:onccnt:rmJl)l'lAimc: prot1k of the t~~bki 

f(un~.ulhtbt~ (figw:;;;s 24 and 2:5\ The tK<tk C<:.1JH:..cntntinn tbr Hw tablet ~tvtmg~d about 

24-hr !)t)~t-dose RlUowing: u&ninisttahoil nf the dL~~zoxidt choliilc :e;;.rmtroHed.,..rt.~kasc 

htbkt thnnub.tinn, f:h':cau:>z~ ()f n m(m~~ ~ustainz~d rckas~) p<rHcr'll, Hw tabid fhnm.tlation 

~vas pr:dktl..'.'>.llo have a gr<:\'lt.Cf uccu~nu!ution t1~ctor t'1ith chronic d<:~sing thm1 ~\"as the nral 

suspC!t';tt.ln~ {;3,96 v~ .. l.:i-44}. SimJJhti<nlS of rqw.n:ttd (lH(:t:~d~tHy dosing <vith tht twr} 

Tabi~ 37. Sm:nm~~ry Sn~tlsH~s. for Vla~m.a Dk~z~:dd~~ P·hm'm~c~kinMk Pm-~me.t~rs. 

~).fter ~~ Sln.gfe O.tl'$~~· {lf T\:'Hl l"t) t'llWiadtlml 

!nht;;~n~ide Chdine (\\ntrnHcd~H.d~;;ase 'nih lets ! 

I C!M> 'lh>a.• ;,L;ctn- 0~f(ll- ;;;x:w- ).z T\/2 Aecum I 
I .,... ··~· ,. I I pg/mL hr p.g-hr/mL p.whritnL FW~WimL l/hr hr Ll~ .• ot i 

l:~.ll 'f:~: ;:j :~ -::~ ~~;: - ~s:::: ~~: :~~: 1 
LQZ)!)l{:_':~•l I~} i\7 f~l6 l $7 53! 5BB {.1.0229 J(L~-:: 3.74 I ,,.. ·-~1- 1,.,,, •.. I 
lStDK~'<' !LX9 11.5 54 160 i'JB {\()083 10.6 !.4~: l 
:] . "! . . ~ 

lsn~·l l0 ,{(} J.O 14 41 :>: lt0022 :2.7 {r3~ ! 

~~,~;% ~~o:~% sz.n% 32Sh> 289% 12~~\' 3'~~; :no% ~7:'l;, I 
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li>lc~l~n J9o8 
IMin rs 
(r\~t:~qz :1 J 3 .2 
i : 

74J) 261 

5S6 tH1237 29:3 .. , RC 
~};<..' "f 

·n-·j 0,0144 15.9 1,26 .;... .• '"f 

Hl24 tL0-437 4~:(3 7.8~~ 

:zo.n .lM 

7.:1 Cond 11sion8 ~}f ConwM+~m:~ uf Shlgk' fli)<-i(~~ tlf Ob.tl:nxM~~ .A.thrthlblel't.~(l as 

Progly~~:tnt!i) Ot'~l Susptwtskm nr ~~ 1lia;uJ%.id~ Chnlh'H.~ Cotltl'flm~d"Rel~4~$~~ T~lllehJn 

Obest Suh}l'::tti'i. 

l·~}t~''1,£: ,'i I '1. ·,·~) -:-.. ·r~-~ ... ~x-.· ")·J1t -··-.: !. ~ ~""; , .. -~ ~ .t.~t-t' ·f>; ~.:-.";: t·t~ ;:-.. . ..,(·l~"'"l-l~.;-.-~~;: ... ·:'..~' ~"t·~ ;·:.; . -..::!l~ ~- ,·!-~ .,.:l ') -~-x . ). t ~~·; .. 3-;."' ~'-·'; -~.~ 
_·~C\$>l<.>"t. -h-<...; t'·~, .. /St_~ ·' ~'-.>1><\.(i~ ,,_. r\._J tq., ·.>-i'--' '<·• ··HI_ HHI~'-:>>l v. >;<. ~-.It;, v 'l\..'<\;.· t l \-!><>.~ .• ·\.,,.,.,~_.~,. 

cho!int &:\\nt:rollcd-+ck:·-ast Uibid 1.-vHh an cquiva.knt do~.\7.~ of dh!.zoxidc ~\dtr.t~ni:st<::wtA 1.1:s 

Ex. 2002-0868



diH2\)XU:.h::: chn!b\:.: zx~ntrqHcd4·dc~~,,s;:: Utbkt h<td ~~ 3{}%.' lovv.c:r p<~a.k >::;-:posurc {Cmax) <md <:1 

15~:.:-;) !O\V(t tot<d t\XlKl:'i:Ufs::; (AUC) kw th.i~~ $<lHK~. znn mg dia;;~ox.Me (~(jt!lV~tki:U dt)S!.:.~. Tht:.\ 
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rcductkms ~n D:t&tbg l.ns:u!in result in pxcsctvatkHT of beta tell mass and tlmctkm V•ihik 

hnptf}Ving glyt.t-~rnk e;z!ntl~)L 

Crmtrol 
IOOmg/day 
., ')") . ':l :.::tt n1;p( ay 
300 li1g:irl>ty 

C'nhort 

Cnnh'o! 

100 mg/day 

200 rng:idHy 

300 tn:g/d~;s.y 

N 

6 
..... 
! 

5 
R ,, 

N 

6 

1 

) 

}i 
'· 

!'vkan SEl'd. 
~~ ·~ H,5 l 
4J.l {J,73 
Jj 0.%0 
;1:2 0.49 

Pn'Hln~;;e 

Ivle;<.m SEM 

HL9 :1.4 l 

UL? 331 

LJ~7 .1.45 

!1···'1 .;•., .l (V'/ 
.. .J .~ 

Ho"J:l)~FfR 

{)t~Y ·i 

1,? 

2. i 

thy'/ 

·~4~Hn 

l :"'( l ~,. 

!. 1 I '. ·=· ~ 

9 .. l 

··r.s. 

0/!·7 
0..52 
0.66 
OA4 

SEtvl 

•'i 13 

!. .$t7 

2.~72 

1.61 

P()l:vcnt~gc 

Ch<~.!i~~z~ 

:J 7~}~} 

YJo~~-·~'~ 

_Pcr<~cnt.ttge 

(~h~mg>;,~ 

20'~:~; 

•":3 ~~~~··;) 

.,.]~l~·~~ 

,-4;1~1{:. 
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b<:JWtX~fl B\vn Hnd ()llH:\ h1 ilK~ Pn:.1glyccrn tKHttd ~u.bj(:t:.i& cr.abk 4t)) No such 

mlMi<Jnsh~p <:~Xi'ikd h;:;t~vc;;:n either -.vdght or Hl\41 and /vUC or Cn:l:i:i:\ in th;:,•. Dh~:ox.hk 

/\L!C C'm.ax 

\Vt 
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AUC 

!JW770! 

rm:m.Hnring {p~),<;t tn.:;unn~n(} at-z:: ~lHJ\vn Hi'> Hn a:veragz: t\l'r the trt;'!led .individmd~ in. T'Hhle 

4_'.·_._2. ,.,.~" .-·!:>·~.,- "' ,-~·'' ·t'<•e·•·t,.,,.~l'lt tj·.,:,:>t·,.,.J .;,.,.~;-,;·l·.,·1 n:>j" '"'''"':,,,. .. ,,!.j X Kl~/ ••;.><·1n·'·'i''•'' ':" •--~··t·<<l ....... ~ "-..} H Y ... <:._!:. !. ~::• .. ~ -.-~ .-.-<.~- -~;.. . .:t.l;.:.:-xv:- ..,. , .... {> . .._.(.3._ ~·<~,.:t.,J;,., :t .. .J.~·!I•\J:· .w -.J:-1'·~.-~ . .,~:b'" .. ~: ~-- ... ~-- .· ~~ :- ~-U:~.,.\.." '-~-~· ... ~ ~ ... .(i. :}.~. -~", 

ih;:;:i<\:: inm~~~;t:"; TzHAl chok*tat.ll \>/as only 6.9%; h1::h.:rw b\ti<cHnc., HDL chok&icnJ! had 

rz~tmlK~t'L !{} ! mg/dL bs.~low htsdin<~ -ilnd circuhtting tdg!yterides '<vert un<,v 44A%; bd~'l\•V 

Ta.bu.~ 41:~ Cfu~!lgt~s h:~ hhHHl ttr~M p~wa.mt<t~rs in .t gmup 1)( tre~~led ~'ih!i.~st:­

dysUtJidemlc p1dknt~ 
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'fob! (J)ok~&tcrd 
{nlgklL) 

Hl)L Cho!<:~st>:woi 
{nlgid.L.) 46 

129 

117 

45 

.169 

Ob<~{)::.;:id(~ Chdhn~· (:onfl't)lk~d-.J{:deas(~ ·nihkt~ tht 7 w 49 day~. /\H patit~nt~ \\'{:\\~ dos(~d 

cmec pt~r dHy f(1t ~ttl vninteh'uptM period M time, The dtt'<ay_;: .. ~~ \Net~ (tchic'>'ii:~d by 

t:{nnbilH!tknls nf two ~:Hb!d:-;:, a 50 ttl.g dh,ttz\xidc cquival0nt docS~'_' ktbkt of di<:.lZQ:xidt":. 

t)htl{JX irh:.-: ·t~q.uiv aJ(tnJ 
d~)SC 

200mg 

40Drng 

:•) 
. ..::.. 

3 

0 

0 

n 

l 

l 
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t.K(iimcnt >Vhidl wnhm .. K~d tn tht:.: <:.'rid oftr~<3:trncm. i\ crmt:mlsuhj<:.~tt group 'ii·Vhkb did not 
;,_,•>.i~,..:;x,r< .:~~:>·;'>-·lX;.,.J,, ,-;.,.,.;. ;-},, ;>jF<i<<l'<-<··l· l·l:·!· r.tj·v<~'"'";,~·.,, 1.:<·\.'i·>l ;')t <·]]<-> '~'~l~;-'l"• ;·_t]"Fj>j>'\ {-:!.i1f)Vi> -~ -<;f'i>'f1;J-i'll 
ot ,..,·\.·<~·-"-· ~ -~· -~ ~-.,~-~--.~- ~---~"-.;.""-' J:.-5.-t'\ .• ~- ~-X·h·· ..., .. ...._. ~- .,._"'•:......:·'!!.. ~- -~- ~~' v~--~ ~-~~'-· -~-~· -......: . -... -...: ~--"- . ..._. ·_;:. "'.,,._(\.· .J.:t. ~ ,,, t-_ J· '\;.e.:.J. '· - "' ._ :-~' ~-·-~·-"'!.:).'. ~. 

T~hlt 4;;L Fasthlg Tdgl}'(~~wid~~ (lng!dl) Rt~spous~:s ln P:Mit.:'nts Ttl~at.N:l i~H:' '/ nr tJ 

thtys 

7 
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r··;~~-~~-;~-~~~--~;~g;-~.:~~:~~~;~:~--~~::~-~~-:~:~~--~-~~--~~-~~~~--;-~;~;-~:~~-;;~;--------------------------------------------1 
l~.~~~··················~··~~···~~~·~~~~~~~~~~~~~~~~~···~~~··············~~···~~~~~~~~~~~~~~~~~~~~~~~·········~··~~~···········~~~~~~~·······~~~~~~~~~~~~~~~~~~~~) 

WO n:~g l ~~:3 l 39 l 2.4 85 109 ··37~}:~~ 

lOO rng nm 23 1 154 r,.,,. 
;);~ fSl l ;!_,:~ 

200 tr:uJ ,_, 168 .l 52. j t2 1.29 1 35 ~2f}~~{. 

l.$0tr~g/ 
21 300mg I'' 207 109 l ,, ~ ---25~~·~;. I ""~ -~ ~ 

4 300 tn:g 18l 1 59 j'M ! u 10{:\ -4.1~};; 

300 rn_g 183 17'/' 94 -~~i.8~~--~i 

300 rng i 87 1RR 16~ l gg 157 cl ()i~-~-

400 rr).~ 186 245 200 P9 -·:tt~{~ 

l5Dmgi 
-~1 300H1g 205.5 20'7 145 103 104 .-.·49:}~~ i 

:J:J. J()(J rng 265 1 52 un -62'l{ 

2.4. JOOtng 279 328' 217 ~22~~-~~ 

g 
~-·· 400 iJ~g :!.73 284 207 l 7-4 -~36~~,-~~ 

. l3ai'i:(~li.nc triglyt::etitkabov:(~500 rng/d! I 
·~~~~~~····························································································································································' 

400 rng 72J 

'f.ablt45, 'F~~sHhg Tdglyt~N"hh~ (nlg/dl) R~~sptubl£~s h~ P~lllt;'nJs Tt~•att~d. fm:·Js· to·49 

day~ 

·.----.-----··----------------------------------------------------------------------------------------------------------------------.... 

14 21 42 

t 

I Pen.:tmt 
49 i dw.nge 

t --:~ 

[~~~~~~~~~~~~~~:~~~~::i:~~~~~~~~-~~~~:~:~~!:~~~~:~~~~~:~~~~~~~~~~~~~~:::~:~~~:~~~~;~::~~~::~~~~~:;~:~~:·::~:~~::::::::::::::] 
rv~sc 1..5.3 ll4 116 u l 119 131 !32 95 .""JN~};~ 

10 16! 169 11'1 90 lOR !04 108 99 -39'1·-ii 
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I 1 
' 202 JN1 143 -~: 

_:: 55 13.7' 126 ·<37~~--~~ 

l? .•,.·~--~ 
-"-~'-'-"' ...... l.Sl4 t<f{J ~-

} 69 16l 149 J 34- r39 ·<3 7~~:-~> 

J 
., 

336 l84 23:0 ., 
73 l . .., . .., 176 130 ~ 27 ...{)_?~}~~ ., • ;.;;:.,. , .. 

11lbh.l4ti.l~a~Ung Tdg.!yc~dd~'(m.g/dO lhtSJHmlii~$ Jn t~adents on lA~'r.Fat lU~t u)t 7 

toll n~~Y1i 

14 

fmsditk triglyctrkk bttw\x~n. 150 and :100 rng/dl 

2.1 
r~,~rct:.~-~1t 

d)Ut}g~ 

~~ ............................................................................................................................................................ ;· 

14 l$E 15 l JJl 93 .! -·~ -·:- ! J -·~ .,_.:z.g~~,-~:} ! -~-~ -~ 

'IS 199 190 292 18.4 l 65 203 :2(~,--~~-

:·····························································································································································~: 

i B<<><d<r~c u·igb'l:Cl<~dc 11Cl'Yf'Cn /{l{l .:md «on frl'·''dl : . . .,., ... , ............. ~ '"·'-. -~.- .· ... ~ .. ~ ... -~ ... .. . ::-· . : _. ...... : ~ ·. . -:-~·· .• ,.. . . ·;:::::< . : 

:~----------------·······---------------········----------------------------------------------·----------·-------------------------------------------··········( 

16 2:1-:I. .24{~ JIJ4 174 ':i:;;<:: 
;;_ .... ~.·-.,.: 146 .l 6%) 

! <-> 2!3 """t·""'<··"\ .·,·"f·~ 343: . .,.,.l 2$·2 1f/%; l .,::..;::.,1" .;;... -.~:_:;.... .M-.··.\ 

l8 234· 227 :! 61 229 2tW 2&7 2.~~~}·;;$ 

lQ 24$ 2.16 2Jf:3 J(~~~ J47 341 38~}{~ 

20 299 425 3HH 502 275 .;w!-{, 

222 
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n::sp~x_:tiv;:~}y cxp~:dz:m~cd r~dudions in fasting trig!yc~ri<:Jcs Df Sm·'i; at 7 and J.::j d<>}'S of 

trc,:;tment Jn p<it\t:nb tHnl-H:~d t}orn l SU mg ~(l 3(>0 or 350 n:1g, n~stlng t:dg!yct:rl.d:;::~s '1-\\~n.:~ 

12. Rmulomit~d tlm!hle:¥bUm1~ ph.tc~ho-~~~ontn:i!k•rl OhttJlthk ~Unkal trlaJ in 

b(~aUhy \'Oh.wt:eercs 

HUL z:ho!c'lkro!, mvi m:m~HO:L .::hoksttn.)t. .Additi.Qm!lly, blomi prc~:>snR~ was,_nK~<t~urcd 

zm a cblly h;:.sis. 

d~Oli.>HCn)l li·<.inl baseline tz'l day 7 in both <ln.n .. o\, 'nW rcdtil;;fion in the dh~~~i:s~idc :;:::ho!itie 

!!t~a,ts:;d arrn was gn.~aiet t1x eath lipid p~trurnet;:.!r iban the c~)t!X~sp{mding redvc!irm in the 
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Tahl~ 47. Cfumgt!dn Uptd.tMltnm,~t~r~s ~lSSt)~:.~JaH.•d "''lth 7 days of tt'Nttm~nt -~vhh 

dl~\#}~~:t:k choUn(~ (JHQ mg dhtz(u:ld~~/day) m:- p.!~cdw. 

l)it:{ 7 ch}~til¥t fr:t._1~~l~ 

.. ,I!~:~!:~!:~:-~:~~~------·:!AE!.~!2~!!~:!:~:-~!SL .................................... :~~L ......................... !:~~s~~!~:~§:~~~£<:~~----..J~:!¥:~s~!L!~:~ ................. , 
l ~ 
i Triglyct:ridts (mg;'dL) 76:-}:J,N 66:·L>.9 .. J 3..28·/"., i 

.. 

'

1,_ . __ ,1,_ :Y't)tat Choh>~h:~rpJ -(rng/dL.) l75.::.t7 .. 5 171:.+(~ .. 4 u2~::v\~~ 

l. l. Dbzoxiz'k LDL_chQ.l~.~iero!_ i.-.m~-~~id.L.~ lll:t5.8 l05'.i:4.9 ,-5,4-\}~. l _... l 

'

i',,,,_ choHil~~ ,i'',,,_ 

HDL cht:ll-c:.·;;t{~n}l {rng/dL) 49-.t-J.J. 53-.i-:2.9 B.~\:..\. 

!,_ mm.4lDL dJnl¢sk~lt)l !,_ 

(n'!~/dL! .l2:(dJi.6 .ll H:t5 .:5 "63'+;) <--------------'""---' ______ , 
: : 
l l I TrigJyi:x~rkks (tng/dL.l 6th.-JO. 7 6'H.:9.8 ll .7!f(; I 
1. 'hJtq1 chn!e:-,k~rol·l\ng/dL) l7!J:J3.7 167:~:9.9 "2,3\\-:i; 1. 

', LDL cho.ksten:i! {m' .. ?...·/dL' . .I ! 05+ll.S lOLi:! LJ -<U'J%, ', 
Phw~+o · 

I HDL \J:~ok'-><>t~~n)l {rngid.L) XH:4A 53:}.3,7 {Hl% I 

I ;':'~:~;!DL ch<\k5leml . ~ .• 
0 

. . ,..,. , • 0 ·w I 
: ,,,n"''"''L} U ;--.1.-"-·J lJ ,--.lC.,b ~""A·'' : ···································.·+·;. .. !-..-•••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••.•••••• , ••••••••• , •••••••••••••••••• :•••,••,•············"-····························"-··························.· 

t:hoHrw ln.:~atmqri i:n rwo scpm;it;;~ dini<..:at studies i:,; :41V'<~i:n. in h~hk 48. Tl.ZQ02 l!tili.?t~d 

4J5 r:ng di<n:cr:s..;:kk: d1oHne achh:;v'\.xl frnm (H\,(': h1hlct nf thrmbtbn K'' (290 mg di~r:<.Qxkk 
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the:!~ in(\) and two t<~b!t(~S M' i"Z)rmuk1tkm J (ca>:;h 72.5 rng dli:t<~osidc choHn~). Ln PKJJON, 

t!w di.:t~K: w1~s .ad!.ninbt~;,Tcd ~s tm.i;; <md unc i:·s~ mMcr ti>rmulation K'. 

Tabk 48, Blood pn~ssure d1~mge~ ln rt~~pm:lSi~ t~J d.laz~xdd~! d1olin~ :tn~at~:n~nt in hYO 

:dhdc~~l ~tudks, 

Oiaz~t~id(~ 

choUm• 
Out~Hhm 

of 

llKJ i 17J) 

n:.~n,'ivcd 435 tnglday di~1.zoxkk~ cef.~t:llin;:: {300 mg (h<\lOxizk/day cqu:ivdent dose), and 

'Vi:''''~ A,,s~"·d r•n:r:'~ ·1;,.y d''" ;.l tht' mflf''·~'1"'>· Th''"' "-'«'··~n.: (liv~.:i,.,d 111t.'} f.\'·"0 ·'>r.c\llli'l:;; ow, inH; ·:dl'·· "· .~ .. ....,..-<.,s...,.,_ -~·-... -' ·-~·'"·:·"'~··.., .... :-"'':f..-"~" :-:~ '·· ~ "'~"~-' ~~~ . """':-'_.,~ • '·-··.' ._ ..... ~ -~·:-.-:. -"·· .._,, .· '. ~-:·}~~-· .. -.•.··:t ·. ~· ~ --~<:. :~} 

225 
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T:a:bl~ 49, Uphlr~!\<pnn~e~ h~ diaz.~l~dd(!: thoUn(~ tr~aH.·~1 hypN'tr'iglyt::erht~mle 

p<d:kt~ts., 

N Day 15 N 

-Yh;-t.Y!··i, 6 ·-lYH,-1-,N!,.;; 
~~~-~~~~~~~ 

'! or (' {' nu.~<·'·'~/ ' t~ l j j;l/-~-<1'-'.< f< ··gl,;,.,c'\<l/ ( ~(i!/.{,! p1.:' i 

~::~:- -:-~.:::.tc.G:~:::::~~~~::;:~or~~~ 
·Nnti-fllJL.-C 

f i•fi·""~·'} I .,.~·U l 0.~~. 

6 6 

!21 mrnHg rmd supint~ diast~Ak: h!ond pr<:~:>.:-;uK of 69 nwnHg. ::k\'im dH;ys of tr<::~~;tmtni 

1:educcd supine blood prcssnrc in l16/6:::U, .:tn <iVtr~g:t drop in ~>lpin(~ blt}od JKcssnrc of 
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~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~T~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~t~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

Ad\'Ci"SZ~ f-;,-;;;mt l !ncidOlK\'.' U!H.k~r f~~.:<;ttd i ln~;:~kk~mX~ W1:dor fhi 
~ • :>. • .~ . ·~· ·.·· :. • • • l· •. . .... . ~ . ' . " 
l <KH1'1tn~str(lt}t>n 1 ;;;~~trnn-n~rrataon 

t::::~;:;_~;~==11.~=====.1i:~!== 
A,hd.nmimd dbttnti!:)f\ t/i·'& 0~~{, 

227 
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[

----------------------------------------------------------------------------r·-----------------------------------------------------------T.---------------------------------------------------

ch~:.&t nain ~ l 8:%; i (Y\~ 
\ ~~·~·~~~~~~~~·~ .. .,. ............................................................ ~·~·····'-························································-: .................................................... . 

H'"-t,·la··'h;;:· I <S:>;;;<J: . .;: I ~~~/~ . ,.,.~ :-:-. "-· .· .. , t ":- ~-- ''•"(· : ...... :l· 

~~~~in (<~Xtn':'tnlly, b~K·k, r\CCk, l Jl'}(, ~ ()l}i) 

J,<)'i'Hf:', C!C:.) ~ i 
....................... ..: ................... _..:., .............. ,, .... ,,,,,,,,,,,, .... ,,,,,,,,,,,,,,,,,,,,,, .. ,,t_,t '""""""""""""""""""""""""""""""'}_.:i'""""""""""""""""""""""""" 

Stvd I. in g ;Jnd o;;~dcnm 381\~ 17~··:) 

') ":'\. ")\'\ h:';.'i.¢.,; •"~"S:'l ~-;".... lh,,j; -~-~··· 0:•" . ":'\.·~~- \._W~ ._.;~~ .. ~- ... j,'('-.,'} .... '~ ~l<"l •·!· ·•:">.. "''" ·~"\.r\:)o~ .;.·.;,.~;,-.~\'l·.;·: ~._1:.$,_", .,...,~v,.,,_$' l·. ~~:-~ f'~ (~ '·lVl'C,;•· "•:\.·']'' ~-~-.,; ~-~ -~·J.._).-.v,;'\" • '· . .'"-"\.·~~-. :~~ .... •:"\ < (! .o.<x,<x~:<\,<>. l:,> >•>\-: · .,;,:>~:· (!. :.>>.>.V> .. <:'<-».p:;,; ·< :> .. \C \ •• ,:~~:' ·''''" >.q. >> ,.,!. <.;._.,.._.H.{>.,o.,~ i: > .:f \;·\'' .,-'<> .. -...).•<·."' "'· ·!.!>::,; 

l\~atur-~.~s .shown and d<::$i.::dtxxl or porh()n"' th(Xi.:~ot: but it i\ nx:ogni:<:\~d tbtt v<~rh:m::;; 

"''i'·!dil"i.-•6tl.,')!'<; '·'-"'': !V'Hi:Sl'hl·:' \''ii<!yl'W ;:h,, "'''":lV' "il.>tiv" l')',.'T''·!,·;l·" ,,r,,it)'l'''~ 'fl:n<s-. it xhnn<A 1\'' ,:..u.,~ ..... -txli......._,,~-- ........ -h~_ .... .._ .. ~~-- ~:._,._,_, v .... ~- .. -.. ~-\~- -~· .. ~_ .. ,._ .... .~<:;;...·'-!v\;-· '--' ·- ....... J-.-:t·,·· ,).,l,.;i-!; .. ~ ;i v:t.~J'.._~ ·'"'-''J... ~-... ~ .. "-~- ..... ,~,~., ........ ,~ ......... ~ .t., ........ : 

mKkrstood tMt allhough tlk' preserH inv:::nd~\n hu~ been sptciii;<~~ly difido&~d by 

flr"'H:.~trcd ~:rnbodh:nz;nt; ~\nd oj:Wional. f(~atur;;;~; ll1<)dific~:ttini1 H.nd ·vmiation M tht::: i:nvci:ition:;,; 
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·r'HA·r VlHJCH 1$ CL.AJl\.-fED lS: 

l~'>'cl in ~t ::>t<hjecfs hhx.Ht (c) s\<dud.ng Ml fthnntnu.tl'ly high. \/LDL chnlcsh:.~ro.l kvcl in <t 

sul~jcd'~ bkltKI {d) f.l';~d.m,i.w:; ~m ~•bmJmtuHy high n>:1n-!:JDL. ·(.l:H)lt;:,~.teroJ l~-;·d in H sql:~jccf;:, 

.;,;vndrnnls::·. · . ...,· - . 
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off\.wmub I; Fnrrnnl<t n, fon:;:nJh~ lB ~md Fornw:ht lV', Fonnhh! V, Forn:wb 'v'l, Fonnuhl 

V1l, and F<J!inub VHJ, <in.d v•.,:h~rdn. :»Hid oHK~r t~gi;.~riJ il> >.jJectiv~:' m (a) reducing ~m 

aht1orniaHy higJr total ch<llcsUll'rJi kv<:J iH <1 .~:.d~J'z~f(s hklt:ld; (b) n:~dudng ~H1 ~'brmrn1~1Hy 

high LJ)L chulcstz~ro! !~;,.·d it! ~t sdtk,t's bktod, (c) rcduz:ing ;m <~bnonnrdl.Y high VLDL 

chok~tcrnl lx.~v\d in n su!.~jcct',:-; blood (d} t\~dt~dng un (lbw~mrglHy high non~HDL 

i L The rnz~thod of !:lny (}iK Qf th~ims l -·9 w!:wrcin ~~lid s~~bject is (~o-~ulminbtcrcd 

M. ~tg(\lH n\:lrcr than ~~ K .. \Tt' dhn.md nrK~r>ct .':\<.~lcd<.~d Jiom. HK gr011p cnnsiWr~g of Fonnu.b 

!·'> 'i'i ·,., ,, .•. '!' '.,.,,•· .. -~! ...• '-~'~ ,,,,,j·., .... ·.l > .. 'i, . ·, --~'! 'h:-.,~. ' WfYt ,,l····l··>·t·., .• , .. :t !'··> ,,,!· .. ,, . ,:;,),,,_,, n~ '~ ,su ~!"-·'-'{ ~ ,),{)C\~~ \l>, , :.:.<..n ....... ~l-.. 11, 4H "'k·H<.)lnH.:. j ,Hbn JWH~., n.-"l-... · ,. .. )<,). ,-.,,~ .\:.l.\.h .. ,'V<>, 1n ~' 

sul~jtcf~ blnod (:;::") n:.•duting M ahn{)nn;~Hy high triglyc<:.~tl\ie k~vel in a su1~~~~cf~ bior:!d 

.Jnd.h.K{b}·ralsing Hll ~ibllOlTl:ht!ly 1()\.\' HDL tbnl<~Slt~ro! !ov(:l in a.!'>u!:{kcf,<;, bl.ntJd lc\:eL 
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~xmsi.sting of hnmulli t Fon.:;1:nk~ ll, Forrnub rn m1d hrrmul::t tV, Fnnnoli:!. V, Fnq:nuiit 

v·l, f(wtnuhr VU, and Fon:nd::.lVUI; 

t7.~ The mdlHJd ofs:::hdtn 1.2 'wherein the tl::rrmn.lati.nn J1nthcr t::o!npri;;;c;, a PPA..R 

d~ha agonist or rnw!ulator. 

2J2 
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2L Thl; rmNh()d M' any nrH} {)f'd~lims 12~20 -.vhe.~:n::in tho,;~ KA:n' chm1nd Dpt.m:t:r )~ 

,J)azoxi.d~;~ z:hoUn~:~, 

2J3 
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<:·hannd opcni:.~r si:.d(x;t(d flor:n ttw group consisting t.lfFonnub \', h1nrn.lht Vl, Fonnu!u 

'VU 1.md Fnmmb V!U; <;.nd 

~wnsisth1g of Forrn.ukt 1, F~Kn:~uh~ H, F<:.wrnula tO ~rnd Fornwl"" 1V, Forrnula V, Fclrmuht 

Vt F<.>rmnta V!L ~~nd Fqrnn .. 1la \'TU~ 
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39< The mdht)d oft::hiim 36 ~:-;;h¢rdn dK~ UPP.-JV inhibitQr ~~ o.lR~ or tnorc &gent$ 

sde{:ted frnrn the fP'C$\Jrl ctxnshhng nf J;.ltagJipHn, iic:Ht<lglipt~l), vikhghptin, ~trtd 

2J5 
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43, T!K' tnt.~thod ofch~inl 36 wht::r<:~hl the !hJr:ttlSC- U"l~bi.>lp!:w.'lp!wht~f inhihitc~t L'> 

>')_ -'';~ ,-w ~-·i<\r'" ,,_;:.''I'':>< ~;,):'~·'''·'~ ,cl '"•·;-;·<~ t·:l,,,_ q-;--v <-~~ _;-.--;·:• >;J. ;;.->1 q.;:, fli: i1l:!. ~~·· "'-) l'l)·l,-~ ~'r~h --~~-, ;. ''~ ~' , o, ...., <:.., .\,)..~.,)..:. ':'~b\_;'.-~L:. ..~.r,..,.. ~ •• , ... >..-...\.~. t.o. ...... h., l~'\... ~:/t{;.. _~..)$. "-''L ~--'"' ..... j.,~Ji.~·.~ •- ~- :t;· .· .v.H_ ..... < , l: · -.... -~~.t :-·.\~. ·>-... ~\ .... ·~~':' 

dia;nt;;;i{k z~hnlfn(~ and is. adrninislctt~d t!nU~ ptt: 24 hmtr;S '*'~ a ~~ot~tn"J~kd. rz~ka8~~ {)ral 

fortnrt1<)th:n\ and the ;~t1ti"d:f~:thctic ii'> ~~ ptwrmtwcuticl'.t! (:nmp(1Sitiot1 compd?iiing 5 to ! 0 vg 

di~iZO:Kid.~) (d1niinc <'i.nd .b <$di)1inishwd r.m:cz~ per 24 hnnt~;,; Hs <1 ~.:·ot\tfotkd 1t:l~~asc ~:m1.l 

fhn:ntdatkm, ~Htd the shnr!;..}K:ting ami··di;~bcdc is a pl:Hlfn:li!C<:.~ul:ic<:~l to!npe:&ition 

s:XmJpri~ingtht':.meg!hinkk<ind i& udr.nhri!:>h::n~d Hwte tin:1e~ pc:r24 hrn1r~, b(~tbrc rne;ds. 
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Fprmulh rv, ~H1d a z:ation s~dez:kd from tlH..: group z:rmsisting of <IH a!.k*!.h mz~tal ~lnd ;'{ 

t<>mpouwi (:ornwising t.t wrti<K)''(Hninc·or a.rnmouh.u:n grnnp; 

ii} :a Ii:>tmHbht)fl t\)mprising R ~.;;d(, i-:<ald Mllt crJmprl$ing un <:Jnknl of <J Kxrt> 

t:?h~t!lHd opener 8ehKtz'\l frotn !he gtoup tonsisling of FN'Hluh V~ Formuh '\/l, Fqrmukl 

f. ··.v·;-·~..;L, ., .• ,t .,,,"J '" :'··.:··i·i,·~,, >ii''l'~'··h'd. fl·.···l""'' ;!·~.,~ rw.·vJ>) ''·''ll).Pl·~l:h~•··' '.',:.r ;l:l·.' ,''·.·l.L ... ,~!l' .. ··.l'.··;".!};'.i M.v.I. ,, . . '\., ~--~-~ ... ~< ~~ · .· ~ ·~ ~H ·.'l <-1< ~ '{>"' • , .. ~} ·"' ~ "-~"' ~ \,;. ·' .. ).. H.:' ~ :~.v. -~,d .. <t. ~.. ,._ {. . .~:'i :-~L~·· ·"¢! "- .... ... ~ -t f'> ""'~ > . .-_.,.. ....... .............. '-· '-'1 

2J7 
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iii} H tbnxmlati<.m z;nmprising a iiult, iiaid ::;$.lt o>mpniilng fm muon (Jf ~~ KArP 

clwnncl.!}fK~ncr ::Kkctcd frzm:~ t.hc grWJf:J \::on~isting of FfJrmull± \', Fonno!l3. \lf, Fon;nuh 

comprising adtnini~tcri;tg tu said snbjcr.t g tlKr<tpcttticaHy eff(x~tivc .an1ouN nf {\. 

thrn.riJ!i.rtion ~(~lcr.kd fi\nn Uw gnmp (~rm~iiiting of 

iii} a thrnn.llntion comprising .a ~~;H, )<lkl s~dt ~~\)111j:'lrU"<.mg m1: anKH"l: of H Kxn 

>'_.!"_•;·n:'<·'l ,.~,.,,,._~-~"' .,_,,·!·.,.,,.~,~ <:',_>'_)'">~· !·!'·'.' ····'l'!'.~l.'.l~. "'""ij:>:'i ···[·.;,.!.<'> .,_ ~·~ :L_>v·_·,.,_·l.'l·1,,. \ . .? t;,",_··~·l'"l_l· :>_·_ \_.n_· I2·.'"!"'""l.,.,_·!· 'l .,.,. .B--"~~dv. ~·~.~?.-.q~~~ .;) ...... ,~~!..-\-\;~~· l;S-.'.;.,.~q~ · ~'i,. b · ~· ~"-, :• \..·~~· ~~~~ ·.~.~·.:tt-. ·U · ~:· >t'"•H.~_·'\ -h..} . ·!". f '\.~q··" ·l:i. · ,.:. ~ &:; .. {. :t..~< q, M~.s 
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6tt Tht:: rnzNh()d 9±' a-ny nn;:.~ of d~rims .58~59 \Vhcn::in tho,;~ K.AJi' ch~tl\nt.J opt.~ner ~~ 

d1nzoxid~;} z:hoHn~:~, 

iii) a lbnnubti<m ;;:onrpfi~ing a ~nH~ S(!id S<iH cmnr.wising an anit\n o:f a Kxn' 

F'll>'l'!'·''.i •:~~1'''F'i'' \'~'l<>.>;t;>.·'l. f!'<''lf'' <·l·l': H!:i'$l.J.ll '\i)<'l:;,;lii;i;l'{> ;1!-' ~~~·i·~l'l.'l'll'l: V 'f~,'ilTf"'l·l~l. \·FJ '!'~\.')''"'!'' •.l'l . .. ~-~'""-~--) ...... ~).<;._~·~':;.;.,,_. "·'·""~"-·"'"'""'- .. <t_ •• ol) :t- ,_{'::"(.. ,·· \ ..... , ... , ............ ~-"-~·'·-~ .t.~ .. .0.:·'\. ~ ... ·~-~ ..... ·'·~"':-"' ... :l _,J;_>;..}.~J ... 

aut!)nnmtt: t~li!nrc ~:n:p1:prisipg <~dminhtcring to said ,;uhjr~::t a dw.ntrH::u!i.ollJ~v d1b;::tivo::.~ 

"!l''. •'.~·· '1"1· '" ... ' '''.'. f'·)··~·."·····! '.' •.1···)'.'1 '''•"'l'"''.h•• -~. ·•'.~>''!'>'- •h ., ·'"'''.')'!.!'.~ ""'"' ·' !' ... t .. ! .. l''f> '.' .• ~. :...~ ... \'it~·(:..~. ~-. Vt -.... ~( -':\: .!..,q~o;..,: -~~~-'1(:0,.. -~-~ -~"':'-~\..·o;;...;C:-·\..,<.: .:t;~·'t>.• "-~ ~ .. qU- :.:-:.-"-·'\;~·\;. ·' \-A~·;~:.~--~-~---. ~::-::c· t..-..L 
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;:Jpcncr 5\d(x:i<::~d fnnn HK~ gn:n.q:) ~x)nsbJing of Forrnub 1, Forrnd~! U, Fo..rrnu!a UJ <md 

Fonnuhl !'\'', ·and ~ ~Mkm sd(:Ckd i1~:irn the group consi~ting tJf ~m: dkaJi metal (HJd ~l 

~:-onrpn!Jnd qrrnprL.;;:ing ~~ Nr!iH:t):' amine or i.{.rmnonium gn:wp; 

it) a, Jbn:m.:llatitm cornpnsmg <l $alL ~'-tid su1t cnmpnsmg n~> ~lnRm of ~~ KAn' 

clwnu.~~~ .ow~n.cr :~d~xtcd tknn the group n>n~bdng of Ff.H1nuJa \\ For:rnq!~. \ll, Fon;nuh 

V)J ~md h .. wnml<~ VTLL 

iii} a lt)rtnuhtion r.o.mpri~ing u ~~tH, said M:lt c<.nnrwising ~sn anion Qf ~t Kxn' 

~h.,tnnd opener 8ek:tted frotn !he group tonsi:z;;:6ng d' FN'i:rwh V, Porniub \/L hwn<rnkl 

VII and Funnu!a VllL \vhcn.dn at kasl nn;;· subslih>(mt C\1nlpri;:;c;:; ~tn iimimJ gnJup; nnd 

66, The 1nethnd ~)f cla.hn 64 <,:vJierK~in Hu::: fonrwlm.k:m i~ i~dminisle!'0d twn tinK~~,. 

per 24 hMrrs, 

67, Thz~ HJ:tth{K! of claim 64 '.vhtrdn the l):ti~icct >S A\.rff~ring fh:.)tn type 

diubttz~s. 

61), 'flK~ fl!:~~thod of cbim 64 \Vh~rdn the: ,:;ub}<::Cl f~ suffering fro:m typ~' U 

diah~:::t(~S. 

'Ht Th~~ i:>1cthod nf any WK ofdainl~ {)4.;{1\} "'"'h<.~ndn the K.,~TI' thannd Qpl:m~::r k 

diaro:~idccho!inc~ 

w(l!ght t1f >J pn!ynu~r .~dct(,;td fror.n Hl<;~ group urnsi.stbg of J)()Jy;;.~Hryl~ue o:dde und 

{:'dlnk~sz~. 

240 
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13., The Jt)m:l:;.duhon nf cl~uirn7l when.~in the p<llyt"lthylenc oxide i'l seb.:ted tbrn 

PIX) N~7sO, PEO 303 or iLmixhm; then;x)f 

iii}a.t(n-rnld<'l:tio<i tompdshtg ~\ s.Mt, ;;;Hid sMt ;:.;ompri.sing <'m. <ln\oi1 of<t Ksn' 

0'hannd opcn(~r ;>(~lcctcd 6\lm th<:: group \,:~:ln»ist.ing of F(Jnl:w1a V, forrnub \lt Formula 

24! 
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