
[{}0368! in a:n<AIKT ~mbodimcnt, a pharmacc:utic;ll!;;' acc~~ptabk f<.mmllatkm d" a. K'"'"~' 

channel (!pen;;::r~ tlpilom~Uy in cmnbin~t:ion with grov-nh hor.mone, is co--adntinl.stcnx! V--'ith n 

drug tha:t lrnprovc:s 1n~ulin sen::-ltlvity to :.w (lVChv~~ight, obc~ity prone <:.ll' d)C:<e indh--idna! to 

induce :,:veight loss and tl'C<'(\ otx:!:'ity a%ociatcd c~>morbidlti<~s. 

c.hannd orH.::ncr, optiom1Hy in combination \Vith grovdh hormone, is C\.Hldrninistcrcd v,oith an 

;_md<inl'humna!ory to an ovcrwdght, obc~ily prone or ohc:<-e indivkhmJ to imlucc <vdgh! l\};,e<; 

and !:n:.~at <.:1bc:<-ily associated C<.:ll:notb!dities. 

;,::h:mnd Of)(:!K~r, optkmally 1!1 ,;::ombinatkm with growth hormone, is co--adminiskr(~d 'ivhh a 

drug that knv(T'> circ~tlating 1riglycericks to <m Q'icrwdghl, dK~si!y prone or obese individua-l 

to im:luc.-:: \veight loss <md tr.-::at obe::>iiy ~!S::>ociitkd conKn·bidtti('S, 

gw:>\Vih h<.ll'llli.HK, an~ co--for:tnulaied 'vith ~dhutramine in a pharrtlac;~utkaHy acccpmbk 

fbn:nuiatkm that is adminhtcrz~d to an ovctwdght, obz~~ily prone or ohcse hxlividuai to inducz~ 

weight loss and tn:at ub~~sity--m•!K•datcd (~o-m:orbiditics, 

in another embodiment, KArF channd opener~, optkmaHy in com.bination with 

g:tw-vth hormone, ;u\~ co-f!.m:mdakxl with or!!stat w· d.her active that supp!\~ss..:~s tk action (d' 

gastric fipa."'cs ln a pharmao::uikaHy acceptable f:\.mnul.atlon that is adrnin!skn::d tu an 

ov.-::nvc:ight, <1he:--ity prone or ob<:~se individtw.! to :inchtc~ 'wdght k)ss and treat obesity­

<t:'.sociatcd l;:\>-morbidilic:--, 

{00373! fn tuwt!K~r cmboditnent, K.;,-ri• channd openers, optionally in combination '<-vith 

g_r(>>vvth lwrmont\ a.re co-fbrnu.ll<Hed with a notHhia:dde diuretic in a pharnm.ccutically 

<K.-cepmbk fonnu!atkm that is administered to an iJvcnvdght, obe:;;ity prone or obt.\'\e 

imhvid>ml to 1m.hKc weight k>:'iii and treat oh(l~"ily~associated c~Hnorbklitics, 

g:rQ\vth hormone, axe ~:o-formubted -;.vhh ;:m appetite 5upprc%ant in a pharmaccutk::dl:>l 

a(:\X~pHtbk f()rmu!atkm that is ;ldminisi<::rcd to a11 ovcr,,,_.dgh!, ohesi(y pn:m~) or ob>e 

\ndiv!d-ual tn indt!CC wdght k1s~ and trca:l ohcsity-;'!:~Sociated <.:>>-morbidities. 
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gJ\i\Vth hz1rrnone,. anc: t.\>-tl~>rnwlak~d <:.<,:ith ::~ ~::armabi!K>id l\~czvtor ;mtagonl~t in H 

ph~lrrnaceutk:ally acz:.::ptable t(lHIWlation thal i:-< adminiMenxlto ;>.n ovenveight, obe,:,ity prom~ 

or obese inJ~\·idualto inzh!C(: ·w(~ig:ht lo~:-< and treaJ <>he~ity-a~sociated <::.o-mmhiditks. 

[003%! ln another ;;;mbodin:Km, K_,,rp l;;ha.nnd op;;;ner~, optiomli1y in combination '>Vith 

gro"\vth honn<m~, m--e co·fhrnmlateJ ;,viih an anti·cholcstcr;;;mk a.ctiv;;; in a phanmu:~euticaliy 

ilccept:abk formulation that i:,; administe1--ed to <m 0\1;;;nvdght, obesity prone or ob;;;:se 

individual to inchit.X ,;._,dght loss and treat obcsity--»ssociatcd co-morbidities. 

!OU3771 ln another embudirnent,. K_\ll' dumnd !Jpencr::;, iJptionaHy in CiJnlhina.ti(Hl w·ith 

gr(»vlh hormon<:, are Cl)·-fonrwla:tcd with an ~mlihypertcnsive ~{ctive in a pharmaceuiicaH)i 

accqltabk fbrrnubt!on Hw.i b adrnin l::;tCtl)d io an ovenvcight, ob~sity prone nr \)bcse 

in<.l:ividmd to indm.:e w·eight los~ and trc~li otx~sity~a::;:-<ociat<:.~d C<:.H"lKlrbidities 

gw:>\Vih hornxnK, are co~formulaitd with an ini>Hhll ~en:sith:ing active in a phll.m)aceutkaH_:,.' 

acccptahk fon~nu!Hti(>ll that is admillbtered to a11 ov~~rwcighi, obe::>1iy pm.ne or olx:;.;;e 

individual to itlducc weigh! k>Si> and treat obe~it:y--associuted co-morbiditk:os. 

g:tw-vth hormone, an~ eo-furnluhted •vhh ~m anti--int1ammatory activ<:.~ in a ph~H'n:tatcuticaHy· 

ac.ccptabk K>rm.uhtkm that i::> adm!ni~krcd to <Ul o\·ct'.vdght, obe:>ity prone or obese 

!ndividwi.l to in<h!c<: ·w('ighl kl:>$ and treat (lt~sity--assodatcd <:.\)·mt>rbiditie:< 

gro>v·th hormone, are co~fo:rrnubted with an anti-dep:r(~~s;mt active in a phatrnaceutically 

mx;q.Jtab!c fbrn•uk1Uon that is adrninistenxl to ~m overweight, obesity prone or obese 

i1Khvidua! io .induce -,vdght loss and treat obcsity¥m>~ociatcd C(Hllorbiditk:s. 
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gJ\i\Vth h<:.lrrnone,. anc: t.\>-tl~>rnwlak~d <:.<,:ith ~~u acdvc th<lt nxluc<:$ the lncldcnc(~ d:' 

athcrnsclc!\)tk: plaqu(~ in a ph~a·maceutkal!y ;:~cs::.cptHbk fonrmb:tion that i~ admhti~t(~red to an 

ovct>v(:ight, <:.>be::-ity prone m· ob<~~e individual tn ind·uc(: \Vdght k>ss and tr(:at (lbc::-ity" 

<~%ociated ~::o-morbidities, 

fn another embodiment, K,,T? charmd opener~,. optimmliy in con1hination with 

gn)\Vth hormone, are co·fonnulakd \Vith an ~K~tive thHt lm-vers '~irculating '~mK~enlm!ion~ of 

irigl:yccridcs in a pharrm\c<.:uHcally acceptable f<:.wmulath.m that i::; adrninbtcn:~d klan 

uvcn:vcight, ob<~~ity pron<~ i.H' <..ibcse individual to induce 'vcight k>,;;t; ;:md itcH!. obe~ity-­

<~S:'><>tt>lkd C(HJK!rbiditi<.:~.;. 

in<Jividtwl b a:ehit~ved by the adminhtmtion of an cff(:ctivc amount of a solid ontl do:"age 

form of a K.~Ti· cham1ei opener, optionally in cornbimttion \Yith growth hormon(:. 

thent{X~uticaHy ef!'tctiv<~ dose ofK,n,chamwl opcn~~r to an ovcn.vdght or obesity prone 

individual. in need !hereof iO .maintail1 wdghi, a~ ii i~ prdtrabk to mainmin <wight in an 

obese \udnddual oncz~ ~Om(~ ~vdght lo:';~ h<b o.:.:cuncd w.hen the alternativ;~ is to regain weight 

or obese indi>.-idual can h~) achieved by th;;; prolonged adminl~tratkm of a solid. oral dO$H.§\i) 

fo:rrn of a K-ATPChanncl ~Jpcne:r.. Q{:>tionall~f in con~thlna.tio:n v~thh gr<nvth hon:nonc, 

!OH38:7! A nu::thod .of inducing k>% of gn:~atet than 500.··:~ of initial body !'i:t! in ;;m n\··cn..,'eighl 

or obew.:~ individual can be achkvcd by !he prolonged <u.:.lmini$tratinn nf a. solid nnd dosage 

fonn of<~ K.'lTP channel opener, nptionally in cnmhina.tion 1-vlth gr<.lwth hon:nonc, 

or obes~~ ind1"':/idual ~-an. be achieved by t11c prolonged adrnini~ftra.tio.n o:f a ~oJld oral dosage 

:t{)l'm QL~ K.·<TH::h~mnd op(:nc:r, optionally in cotnbinatkm whh gn>w!h tll;mn;)nc. 

individual ca~n lK achk~vcd by the prokmgcd ;:tdmlni~tn3.ti01\ of a :-;olid on:tl dot>•1ge Jbrm. of a 

I(,,_r;'clu~und opc!K~r, optionally ln combinatkm -;vith gl\>,vth ~wrm.onc. 
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in ;m ov<.:nveight (lf (lbCS<.' indivldm>i ;,::an be a.::h\ev(~d by Hu~ pt\)long>xl adrniniMratkm nh~. 

S<.illd <.ira1 dosage fbnn nf a. KAlP channd op>~!K~r, <)ptionally in C<.m~binatinn \vith grQv/th 

hormone. 

The invcn!ion will now be described \:Vlth rcthwnc(~ to fhc fi.1Howing non-lir:niling 

EXAf\-lP.LES 

!mB9.2! Dl;r<:i.lX ide or a dc:r!.\'aiive thenxlf a! a'lxmt 15<W%; by weigh! !;:; mixed \V!th 

hyd.r,\KY!Xopyl mcthykdlulosc at abmlt 55~g(l'}(, by <vdght, cthykcHulosc at ;'l.bout 3~ H.l 

wUvo.l '}~, and magnesium sk~lra:!';~ (<t'i !ubrkan1) and tak (;'l.~ glldant) e:adl at kss than Y};,, by 

·weight The m.!xture i.'-' vsed t<.:1 produce: a comp!\\'3-:>ed tablet ~t>; (kscri.bed in Reddy ct al., 

AAPS Pl-;arrr; Sci Tech 4{4}: J .. () {2003!. The tablet rnay be coated \'-'hh a thin film. as 

dbcw;~.~;:·:d beknv for <nkropa.nide~>-

A tablet containing l 00 mg of diazoxide or a derivative thenxJfwill <d:<o contain 

approximately 400 mg nfhydroxypmpyl cdlu!ose and iO rng ofethyke!lu!o:o;t\ A tabkt 

containing 50 mg <::>f d.h!Z<.lxidc (H' <l. deriv~ttive thereof wm also c<.mlain approxinmtdy 200 n-tg 

ofhydroxypropyl ceHuhJ:c;c and. 5 mg of cthykeHul<.,::>e. A tablet conv;dning 25 mg nf 

dlaz>:.>l.;;idc or a derivati vc thereof "'·iH abo contai~1 approximately 100 mg of h_ydrox_ypmpyi 

cellulose and 2.5 mg of ethykdlu1o;,;e. 

with \'vdi .knmvn rm;tllod::: {see, e.g, U.S, Patent No. 6,022,562). i\:lkropartidcs ofbetv/ecn 

!00 alld 500 mkrons in diameter comainil1g d.iaziJ>:i;Jc or derivadv\~, alone: iJr in corohinaiion 

with one or more ;;;u!tabk cxdpi:ent, is forn1d w·!th the: a;;;:;;btance of a granulator and thc:n 

sieved to separate micropa.rtklcs having the: :rpprc.priate size, !Vlicriparikks arc Ui:'l.ic:d \vlth a. 

thh1 film by spra.y· drying using commc:rdal itl:o,tnrm~mtathJn (q;. Uniglati SprHy Coating 

)\-'lachine). Th~ thin n!m cnmf.W\:-<es cthykdlnlt>se, cellulose: it<.\~ta:tc, polyviilylpyrrolidone 
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andio:r p<.l1yacJylam1J\.\ T!K~ coating t'dUti<.m Jbr the thin fllm n;ay \ndmk ~~ pla~;th;::izer \Vhlch 

may tk~ ta~tor oil, diethyl phUmh:te, ·trkcihyl cittak and ~allcyih;:: a<:kL The <.:oatir~g t>dutiort 

m.ay ah<.i indude a. lubrk.:ating agenl v<-'hkh may tK~ magtK~iiium ste<:tmi.e, ;:,odln.m okaJe, or 

poly~xxyethylena:t~d sot'bi:wu lauratc. TlK~ ;;:oaHng solution nwy· fhnher inclmk <HI cxclpk~m 

~~..~ch ~~~ taic, <:.oUoida1 ~ilic;'t (lr ,:_:.fa mh>t-.;:u-e of lh~ iw<.J ~tdded a:t 1.5 i<.J 3'}~ by weight w 

prev~.nt cH:king of the fUn1 coated particle~~ 

[!W39SI Prior io mixing, both the active iugrdienl Hnd hydn.>x:,-'propyl methykdlnh}:,>(~ 

{Do\v l\,.kthocd K4l\.-l P} an~ pa%>::d through an /tST.\:l 80 m!~Sh ~iev(:. A, mixture i::> fom1Nl 

from l par! diazoxidc •)r a derivative thct<:.:i.>fto 4 parts hydroxypn.,pyl m.cthylccllnh'>~C. A ftcr 

thi.>rough mixing, a :n1!1ident vohi.m~~ of a.n dh<'l:!l<)liC SGlution <.lf cthyk:dlulose a~ a 

granulating a.gcnt i;,; added slm.vly, Tht~ qHan.Hty· of dhykdluk\<i('~ per tabkl in the final 

fon:nuiat!on i;,; ;'!:bout 1/!0ih part The n:ulss resulting l'rw:n mixing HH) grannlaiing agent b 

sic·vcd ihroHgh 21 .. ·'44 :mesh. .R•.)SH lnng granHks are drk:d at 4\.l" C for 12 hours an.d ilH)reaftcr 

kz~_pt in ;:t desiccator f~)r 12 hot~fS at rO()fH ternpen~Jure. (}nee dty the gra~ntd_{:.\~ n:~t~tlncd on 4-4-

rne:,;h are mixed with 15'h~ Gne~ {granules that pw'<:';ed thr<Jugh 44 rncsh). Talc and 

magne:»lun• sK.,ar;rte nn: added a:.> glid;:mt and h.tbrk:ant at 2'\, of \'it::lght each. A colonmt i::> 

al::><:.> <<ddett The tabkt:; <tre eornpre:>sed lt::>ing a singk~ punch tabkt eornpre:>:»k;n nmddnc. 

~L .FI:.n-.. ;:n~~llatft}tf. q.t~..~~ t·'()'ft~pl~~.-:?.~" .. fir;n iabh.?tef(,li:.rrtn t~t i:iit:~zoxfde or· a ;.:lerivative 

ih~ereq.lthat l)rovh1es.lhr· f:.:on~~roliet.i rele:.~~~-e 

{003%! Diazoxi(k or a deriv~ltive ihon~of at 20-40'}·:~, \volglrt !:,.; mixed ,,,.·ith 30'};~ weight 

hydroxypropyl nH"thykdlulo:o<c (Do\v \:f<:.~!hncc~l K100LV P) and 2flA(J'~{) 'w<:.'ight impalpa.bk 

1acto~c. The mixtur<:.~ is granulated \Vith the addition nhvateL The gnmulated rn1xn.1re \:-:: ~:vt::t 

rnilled and then dried 12 hour::: at l HI'' C. 'The dried mlxwre i:o< dry milled. Fo1lmving 

rnifling, 25'}~, ~:veight <:thykdhlk>$C n:.'::~in is azkkd (Dmv E·rtKK:d WFP or EthoJ::d l OOFP) 

!'i:.l!k>';vcd by 05'}(, \-v;;;igh:t magw~sium ~.tearaK. ,<\colorant is als\.l added. 1'hc tabkts arc 

compressed uo>ing a single pune.~h tahk:i cm:opressimJ. machine: (Dasbad:<, ct al, Pi)$ter at }\.APS 

AJmu.al i'vhx:ling Nov 10" 14 (2002)). 

5. f(:trin.ulallott r-?f{t. co.n~t~re~·slon coaft"~i Utbiete<i_/i):t·tn t~~{{.iia:ze,> .. Khle or a 

<.lerivath./·f:·tlu}re<.?f'i'!u,Il,{~iY_r-t.ti:.les.}'¥}i'" t:·onlrolle<i reieas·e~ 
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ther~of \ovith W mg Qf~th;o,:kdluio::;c (Dow EHl<J~\:l JOFP), orb;/ mixing 75 mg of diazoKidc 

or a dcr!v;'!i:ivc then~ofw·ith 25 mg lado~e and !0 mg of etbykx~Hu!m;e {DO\v Ethocd lOH'\ 

or by mixing 50 mg: of dh~zt>»ide or a d.;::rivaJ!\'.;:: th(:n~<,hvlih 50 mg nf lactose and lO mg ()f 

~thyk:eHdoll.;:: (Dtr~:v Ethe>cd lOFP). The cor<;,~ tabkb at<;.~ fi)nncd on ~m automated prc::;s with 

concav<;,~ W·ohng. Th>;.~ cotnpressi<m <.:oating conllisting of 400 mg of ethyk~ne o» ide (L:ninn 

Carbide POL\'OX \IVSR C'oagulant} is applied Hnd compn:st-H.xl to 3000 psi (Dm>bach~ ct aL, 

PoMer at AAPS .Ammal f:.Aeeting (kt 26-30 (2.003)}. 

6. A contrf)/lei..l r.eleas'e do:~a~geJbrnr. c~l·u~ia2:o.x.i1.:le or a d(:.ri1-··ati·ve lhere{~/·usin~g: an 

os·~ .. no.ticat{~·· f:o;rtttt~lle··d t'eie~J:se~ SJWtern 

~~y~tz~n1. Jn g.c:ncrat t\VO C()tHj)ZH1t:O:tH~~ and t:-:xpa:ndabh:~ hydro.gcl that drh/e·~ rclca~~c ofth~· 

M.Ctive drug :i$ a~~cn1hlt:d \:V'hb. diaz'"x~.idc· ~)r a deri·v1ttive· fht)rco:f into a ~ernipern:lcal)}C: 

hihn:n:\natc ~h<.:ll Upon as:'i(~mbl.y a hok l;:;. drilled in tlx~ :<;heH to f~.::llltat.e t\~ka:<;e ~_rfacth'i) 

upon hydratkm of the hydrogel. 

rrm:nuHu.::\mcd ~ts {z>Hnws: f:lr,;t, a diazoxide or ;;t derivative !htreof C<Snlpo:sition i,; provkkd by 

bkndiug together into ;;t hornogencqus hknd nf polycth;ykne oxide, of dbz:oxide nr a. 

derivative thereof and bydroxypropyl melhykdlulosc. 'fhen, a volume of denatured 

anhydt\lUS \.':thanol weighing 70'\~ of the dty .m.ass h added slowly 1.vith continuous rnixing 

uver 5 rninuK:~. ·rhe fn~sbly prepared wet gnumlation is t->creewd thnHlgh a 2H HKt->h scl-ccn 

thnmgh a 20 mc!>h ::;crecn, dried at room te.m.pcra.wre for !6 hour::;, and again ::>cn.:cned 

through a 20 lU<~:'ih ~;crcen. Finally, ihc SC!(~ened granulutioll j~ rnixed with 0.5';-;; \Wight of 

magne::,:!uro ~tearaie for 5 minutes, 

(!»ide '"'eight, 25t}(, weight of sodium chlorl<:.h) artd 1 %• \-n~ight k~rric oxide ::;epatatdy ~~rc 

i;CfC\.':ncd tht\ll.Igh a 40 n:w.::;h ;;cn.'CH. TlKm, an the ~Cl'C(m.;::d ingnxlienb <'l:re mixed \Vith 5'\.> 

wdg.ht ofhydl\)Xypropyl methykdh.tlo::;c to prodt.!Ce a homogeneous bl:;;nd. Next,<~ v(.>lurne 

of (k~mt!umd anhydn:.>ns akoholt~qt.mlto 5tY\~ of the dry ma~::; b added sknvly (q the bknd 

'with COI.ltinuou::; rni><ing fm 5 minute::;, The fre~hly prepared \Vd granulation is p<l,<;~cd 

through a 20 nws.h ~c:r:;;;;:n, dkn.ved lo dry at .t\Mll krnpcratm-c for 16 hom;;, <md again p<lssed 
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thn:.mgh a 20 mesh >;.cr;;xm. The :;;cn.~cned gramtlath)n is mixed with OS~·~; wc~lght of 

magne:-:ium >;.(<;;~lrate 5 minutes (i.<e(: US Pat0nt No. 6,361,795 by Kll(:>:ynski, ct aL). 

an:.: c:ompre:,o::;ed into bihlminate tabkt:,o, Fir);.t the dh3..zsJx ide or a der\v<Uiv~:.:. thereof 

cnmpo:-;ition is added and tamped, then, the hydrogel conlfhNition is ~ldded and the laminae 

<~m pre:-:;;;ed imder <~ pre~~ure head of 2 tons ink' <.t cmHacHng hnY1inated arra.ngement 

Th(~ waH fbrming eompos!t!un compri,c;es 9Y\) ce11uio:-<e aedak ha:vi.ng a 39.8%; >Kety! 

cuntcm, and 7'l.{, polyethylene glycoL Tl:w <:vall h>rm!ng composition is sprayed <.mto <lnd 

aro~md lhc hi!am!rm:te. 

the dia.xoxirk or a d·~rivativ>~ thereof drug lamina \Vith the el\terior of the dosage system. ·rhe 

res.idu<tl ;;olvent i:;; removed by drying at 50" C and Slf' .. ·;, humidity, Next, the osmotic s.ys.tnns 

<.U\~ drbi at 50" C to remove excess mo1siure (see U .$. Patent .No. 6,J61, 795 by Kucz)'Hs.ki, ct 

aL}. 

(230.7 g) in 5f){) ml <::>fEt20. Dry HCl !:<; pas.;;;ed into the :'iobtion mttH th:;; \:Vdght of the 

cnnta.inn i;; incrca:->cd by 36g. During the addition of the HCl tlH.: HCl sa.lt ofdho:oxide 

precipitate;;; a .. -; a ptnvder. 'The sah \s f:Htered off a:nd \vashed ·with dry Et:~O, 

tested fbr dfic~lc;_l in <m animal modd of obesity as dcscrib<~d by Sunvii: ct al. (.Bruiocrhwlogr 

l41:363\k~63 7 (20f)(l)\ Brid1y, 4·\Vcek.-old B6 mak rnkc arc housed 5/cagc in a 

tcmperatnn::--t:on!mlkd (22''C) room \Vith a l2·h Hghl, !2-h dark cycle. The high HH (HF) <.md 

lo\v fat (I. F) cxpcrh:nemal dietf't contain 5W! .. ~, Hnd. !1 'J..{, of ca.lorks from Jat, res.pcct\vdy, .A 

group ofmk:c arc fed the HF dki f<:.w the nna4 -..vcd;:s d'thc :-;tudy; the n::ma:in!ng l5 mice: are 

fed the LF diet The mice as-"igned tO !h(: LF dki arc nl<tint::t\nd on ihb dk.:i throughout the 
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body weight gaint:d per Cal consumed) is (:akuhited i:>n a per cage bask Sampks fl)r 

<ma!ysis of insulin, glucose, and kptin arc collected on day 24 (4 days before the dicb are 

changed), on day J2 (4 day·s ~lfrer the changz~). and b!·weddy fhcte~lfrz~r. In an Gu<cs food is 

insulin as:.;a.r b bHs<.;d on a rat ~tandarJ, and the leptin assay uses a r.nm.t~e ~tandard. At the 

\l.;:nnhmtion of the study, « postprandiu1 pbsnm ~arnpk is collettcd and analyzed thr 

trig1ycerkk and nonesterifk<.l httty acid iX>ni.x.;ntrations. A.t.kr 4 weeh of dmg treatment, a 

suh:>d of lO animals fi'om each group is killed. The epididymal white adip<Jsc ti%uc 

(E\\''A.'f}, rc!nJperitone:~f (RPI fat, interilcapnhr hro\vn adipose tbsue (IBAT) fat puJ;;, ami 

mixkratc-to-m.nrbid!y obc:;c adults \Vith a body m.H:->s index (Bf\fl) grcat<.x !han or equal to 30 

~.,,,,.,:,l) 'f,'.,,-,l1 ·'>t!hl•'«'t ,.'~1;~.-,l'<)<)'~'< "· <'f)''~Jnl•'·i,, !'h''"''':tl --''''l''});!Ptl>i!'! <>i ij-;'' l'll';;,l t ;'V"1''il.;l:,,.n .i').~~~-~.:>-; _.._~.{~~-~ '- ._, .... ~~-/'.··-··;j;"~-~ ,h.,,_..._~,.). .... ~. ~A ..... ..._.~."J···-...;..·<i...,..•t'·-~J"''~VI;. \,··.:l.(·.."·<:-~--..:;~ ... -..._, _ ~~t. 't. _..,. ... ~ .. -'t..'l-(·~. _.._,,M,.;\H_<..,n_..._~ 

divided in!O 2 dm;~s k>r administration. 'The do~;c b administcr~d as eith~r nne, two or three 
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50 mg. <-:a:p:.ntles o:r tablets at each time of adrninlHratlnn, Indi\·ldual patkntt; arc d<.!s<~d daily 

kw up to 12 m<H<Chs, Patkms arc .n:~vicwed w;~ekly, \'idgb<:d, and a~h~d abnut any shk 

efi\:~ct:-; (!l' >:.~O!K~urrent :ilJnCSS(~S. 

m<: analyzed u;:;ing a ~t>mdard computer soth-'arc program, All patienk~ arc placed on a 

h_ypocalurk diet and encouraged to partk:ipatc in regular exercise, 

tests are obtained: blood pn~>.sure f>hting ph~.,;ma g!uco;:;e, insulin, chok3ter<.:ll, trigl;,'ccrides, 

fr<:.;c nttt}' >idd~ (FFA.\ and glycol:H;moglobin a.nd me:~:>;ures d'r;;tk d';lppearance and 

<Jxkhuion <>fplasma derived fl:Hty >Kid~. i\.ddition;.{Hy, routine chemistr.Y prdlk:< a:nd fa . .;;t:ing 

pla~ma gluC<}SC a:n:; !Jbi>l!ned \VCi;,>:.k1y to kkntit)-' tho:<.e sul~jt-:cts ;v!th cvid<;ncc <>f ghtCO$<; 

intok;r~mC(; and/or electrolyte abnolTnaliti<:::<., GlucOS(; i~ analy~~ed in pla~ma., by the glncm;~ 

oxidase !lletrmd, 

Chokst(~ml and trig;lyc(~rkks concenJmlions arc mz;a;<.urcd by a11 cnzym:a.tk method, Plama 

FF..A JS {ktcn~ni.ncd by an dnymatic colorimetric mt~thod. SI \VU$ H%C~~cd by ~m iv glucos(~ 

tokmnc<~ test (lVGTT) U$ing the mod!Hcd min1mallYH.ldd, .Afkr an \.lVCmight f~t'it, a giuCO$<;~ 

hi.>hl$ (300 mg/kg) wa"' adminish~nxl iv, fb.lk1\VCd 00 m.in Jat,~r; by a bulus of in3uhn, Blood 

f-or detcrmin;·rtion of gluo.1sc and immlin !s i)hiainul fh.n11 a contra latcm! vd:n at <Hl, ··l5, 0, 

2, 3, 4, 5, 6, 8, HJ, 19, 22, 25, 30, 40, 50, 70, l 00, !40,. axtd 180 min. Sl and glm.:osc 

d1cc:Hvcncss (SG) ;u<:~ c:aknlatcd using Bs:rgman'~ rnodifkd m!ni.mal-·modd computer 

program bef<we Hnd a.ftu the cowpk~tkm of the. :-<tudy .. i\<:ui(: insulin f(:spon~K~ to glw;;(l$(~ is 

delc!Tnim:d O\iCr the first 19 min ofthe 1VGTT, and the glucnse dbappen:nwce rate (Kg) is 

deterrnined H·om 8---19 rnin of th(~ JVCiTT. Bod;,,. conlpo::;ition \:< n:a~a::;ured by bioelectrical 

lmp<::danc~ bdbn: and at the completion of tl\~ study, Re:<ting energy expenditure (REEl is 

nr<::a:'lunxl by indirc:et caiorimetr:y after a.n overnight 12~h fa:".t, with ~ubjccts lying ~up inc for a 

pcrirx1 of30 rnin, !.kine i"' coHccted over the corre~,pondit1g 24 h, fm m<::a:curemenl of !otal 

nitrogen ~md <kRcrminat!on of subM:mic: usc, bd(irc and after the study, 
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diazoxkle or a dcriv:1tiv~) t1u~r;:;of and plK~Ittcrmln;:; i.n obc~~~ hm:n.~m~ with a nl\)d;:;rat(~"tG .. 

morbidly and a body ma% in<kx {B\U) great~x fhan <:)r equal to JO kg/m:: .. Ea,;'h t:<ubj;:;(t 

w1dcrgoct:< ~~ complete physka1 cxamhw:ilon at th<:: initial c:vahl».iion, hNiy \Vdght bdng 

n:1.~~asurcd <:m ;"3. standard ckctronk scak and body cm:<lpN;ition by DEXA. 

h .. md~in peri<Jd (lf l week Thi~ i::; designed tt> exclude individuals \~iho an:: 1.mlikdy to be 

co.mp!iunt and to cns1.rrc ;,;table body wdght bcK.H\~ trcaitn(~lH .. Lip to 100 p<l:t1cnts arc tested. 

administration. The zh.>~~~~ lS a.dminhi;:;red as ~~ither a HXJ .tng cap;,.;uk 1".>r a WO .tng tablet at 

each tink of adminh;tn:tiN1. lndivh:.h.ml patients ar;:; dosed da:!ly f()r up ic• l 2 months . 

.Phe:ntcn:nine is adrnini~ten:)d" a$ a ,-.;hl_gh:: daily d()$(: of 15 rng .. Patit~nt~ an:.~ rc·~v'·it~\\·'"Z~d -c·vi!~)·' tsvo 

\~\~~ks~ "Sl·/t:-~;t~hed~ and a~k{~d ;~Jx)ut an;/ ~·ide :;,_~fl:Cct& or C(~n.current ~Jl:ne~~~~s, 

!OU4LH All patk .. uts are cm·ninuc:d ou a. hyf.KlC~ilork diet and entml.rag~~d t() participate in 

regd~tr exercise. Bd'<:.wc conunendng, and afbr compk~tion of the stx;dy, lalmrmory test~ a" 

de!'.cdbed in the exarnpk a.b<.lvc an:: obtained .. 

{HH-4141 The ;:;xampk d~)scribes use of d!azoxh:k in a pr;:;diab;:;ik individual to prc·vent the 

occurrcnc<.: d'diahctc~. lndividtwh im:Judcd in th<.: ~tudy all have; c:kvated risk of developing 

diabetes <i$ H"J\)asured by one of h.vc1 l:llCthods. In a fhsting ghltnsc a$:-<<lY tky lmvl.:' pht:;;ma 

g!ucm;c vHlucs b~~twt~en l 00 a.nd 125 mgid! indicating imp<tirc•d th:-<ting ghKose, nr in an <m~J 

glucose to](,.nmn: test they hav,;; plasrna ghtco:-<e V~l.lue:-< bet>vecn 140 and 199 mg/Jl at 1 hour;, 

po~t-gluco~e load indicating they have irnpaircd glucose wkrance, ·rr~attnent is initiated in 

any individual meeting either criteria. 'freated individual::> n.:c~ivc either 200 mg diazoxide 

per duy as a WO mg c~tp:,;ule or tahkt t<;vice fKr day or as tvvo 100 mg capsuks or tablets once 

per day. Pbcd:Kl treat~d ind!\.-iduab receive dther on.e placebo (:ap~;uk or tablet t<...vice per 

day ortwo placebo C>tp:qllcs nr tahkts once per day. 

[{}(Ml5! 
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pt\!dH<.:cd by r{)rrning a z:ornpn~%~Xl tablet roatrix thai ilwludc:~; 750 rng <1fn:t()tfbrmiJ1 HCl and 

100 mg ofdia:?x):ddc HCL These act.!v,,) ingr~xlknis an) hk:nd<::d \vith sod!um carboxymethyl 

(w·i\v)L Thz~ compressed ~~~bki is further coakd '<Nith a cornbinat.km l)fdhykdhdose (r:o·;-.·;, 

('<vi\v)) and methyl ceHu!OS(} (2m··;~ {\V/wl) ~.s ~.thin tllrn to control ra.tc nfhydra.Uon and drug 

wkrance in t!K.c ab~cnc;;- of trcatn1;;-nt TlK~ patient i~> n:mniton~d periodically f<n: (a) gl1.1co~e 

tolerance w;ing an ond gluco~><:.· tolen1ncc !<:.~~J. (b) glycemic cmHro! u:-;ing a. standard blood 

once p;~r day·. Adjunctiv~~ t!K·mr~Y to !he p<>tk:ut l~X ~chizophreni<t includes 250 mg 'xruivaknl 

ofva!proic add as divalproex ~<ldimn {Depa.kote, Abbott Labn Weight gain, dyslipid<:.:mia 

irnpaircd glucose !oknmce or n1etahohc syndrome a.r<.:: treated by the C(Hldminit>tration of a 

administration C·OntinU()S untH the ~.vdght gain, dy:o;hpkkmh, impaired glu(X!SC tokra.ncc or 

mdabolk syndrome is C>Jn\:chxi or trnt.U tre;~tmc:nt of the pHtknt. \.Viih danzi:~;pinc is 
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syndf()HK~ 1s dct~xted by rH(~nsuring lts h~y rbk factor:< ittduding cenh;~.\ obesity, 

dyshpizkmi<>, imp~tird glucose tok.crar.a)e, and circdMing C(lncentrations of key 

pro in na.mma.tm-y cytoki nes, 

blind, phtcebtH::.ontrolk:d, randomized \Yithdnt\va.l extension ha:-; b\.:cn ca.rried ow. Paticnti; 

wen~ init!att~d \Jn a DCCR dO$C of ahoul 1.5 mg.ikg (maximum $Nrting dth(~ of 145 mg) ~md 

rzx!Hctbn in hypctphagia fi:orn Bai<cline tlmmgh f)ay 27 or DRy 55 'vas ~.k~sigtul.icd a 

Responder and digibk in be mndomi:<:cd ~n the d(mblc--hHnd phase. Everyone \Vho 

cm:npktcd dw upcn .. bbcl phase \Vas >'l. Hc;:;ponder and \@S t>'l.ndw:nilcd in and C()tnpktcd the 

Stxttf~iug 

(21{ D:.tHl* 

OJ~<e:tl Lahd Tntatmtnt l'tri~H~ 
{69 d~ys) 

H6 

I~!-U!'Ik-B.!im:t 

Pl~~efm,(:~tutmlkd, 

Rant"l<!mlzw 
W'lt.hdnnYal 
E:.t;;;nsion 
(29 days~ 
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chart::> or percent bodJ-' fa.t .~·~. 35'% (Th(: body fat CD(!;;ria. \\'ill only be used if there 

\V(~re a me<tsw-eroenl made within 12 m.mrths ofthe Sn-e<;;ning Vbit,. and ihe patient 

has not Jo;,;t weight ::>hx:c the measurement, C!nd(:r a.ll other drcttm~ta.uce~, the Bf\.tl 

criteria will apply) 

phase as ~::hang(: {nr percent change) frvm Fhsdinc to Day 69; and (2) during the doubk-

blind, placelKHXmlroHcd, randomized wit!Klnnvd phm;c a:< change (or percem change} horn 

Day 69 m Day 97. 
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:ink)rnw:tion \'-'as (.olhx:t<:::d in a bdwvi<.nal que::.!ionnain\ Tnhk~ 2 and 3 :.-wmmarize tht vl~lh 

at \Vhk:h each dl1cacy parameter'·""''"'~ rnca.:';u:rc:d. 

. fl·bn:;in~ k~p~in \ j + + 
;,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,~,,,,,,,,,,,,,,,,,,,,,,,,,{.,,,,,,,,,,,,,,,,,,,,, l l t : 

; ___ ::~~~:~~:~--------------------L---------------------1---------~--------- ~~~~~~~~~~~~~~: ~~~~~~~~~~~~]:f~~~~~~~~~~~J ... ····'' ~~~~~~~~~~~~] ... ···'~~~~~~~~~~~~~~~:~~~~~~~~~~~~J ... ····'' ! Bt":lx:-..~inr;;;.l I j : 
t ~ -+· + 

l .. ~~~~~~:~:~~~~~:~~~~::.~ ....... L ..................... L ................................................. L ............ L ............ L ............................ J 

Tabk 3. Time' l)Oints for assessnwnt oft~f!lc£tcy paranH~ti~rs d1~dng doubte-hHnd 

trt.~ahm'>tlt 
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~f~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~{~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~r~~~~~~~~~~~~~~~~~~~::~~~~~~~~~~~~~~~~~~~~~~~~~~~~~r~~~~~~~~~~~~~.~~::~~::~~~~~~~~~~;~~~~~~~~~~~~.:~~~~~~~~ 

i : i Day 69 t.t'ltl of Open : D<:v ~i l t:no or doub!e i 

.. !:~:.~!.:!~E~::: ........... l. ..... ~~-l:.~~:!2!!.1JL .... .L ....... ~§:!:~!!!.:~: ........ J ......... ~.~~~~!..~::~!.~~E:~~!2~ .......... L. ....... !~~!:.:~! .. !!:~.~E:!2~:!.:~: ....... ...l 
HypBwhagla i + 1 +· i + ! + i 

~tt~i~~~~~~~~~~~~~~~········:··························'···············:·····················f~~~~~~~~~~~~~~~~~~~~~~~~!:~~~~~~~~~~~~~~~~~~~~~~~T~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~J 
rnas5 i Either at scr.ee:'1ing or ba:>.e!ir;e i + ! ! 

···································~··································· ... ·····································~··················································+····················································-~ 
\lVeight t f· ! + ! + l ~}· l 

~=t===p=f==~==f==~ 
tn"t:<''I"Pfer<>:'Cft> : + : + I + : -~ : 

~~Qh~~lY{i~~~~~tE~~~~~t~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~--t~~~~~~~~~~~~~~!~~~~~~~~~~~~~~~~t~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~l~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 
UpldS t t +- ! -t j -t l 
Behavic~rai ~ t ~ : i 

.. 9.~1 §.~~!~t>_l1§_~:.~ ..... L ................................. L .............. ~: ................ L ...................... ~ ........................ L .................................................. J 
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doubJc--bHnd phm;c of the t;tudy. An ~u.bjed:; nmdmnized m. th(; doubJc--hlind pha1:<c of tht 

~hK!y czrmpkted the phase, 

Ta.bk 4. Demographic inJQnn.ation and rt'lt•vant mt~dka! hisil::wy for paHents t:1HT1lkd in 

PC025 

P\VS 

BN-{~1 i'v! l! .I> 

!V! l6 5 

,,t ........ .._--;.~~~, .·--.~:: .... , '·J' ,,.-.;~-..·~ ~ .... py,,:-~'1:"'('!'·:..,·{:,, ,, .... ~ .. ,.;.lJ·-:..~~r"'··· .,.!1""··-\~:~: ;·~~~- -~ ,_}. .... _,.,._~~- :.:·>: . J "'"·"~.) ... ~ __ rf.•X·.I·-t·· ... .: .. ~:l}., .l:'""'~r ... : . .: ..... , ............. ~:" •.. , .... ;:o: -... ~·:·, • ..:.. 

, ............................................................................................................ ·• 
:-;~n1i~~:-;i::$~ $tr:~.h:i~nn1~~ ~{nJ.;;.~norrh~~~l 

~--------""""""" __ ., ______ '"o ______ .__,_._ __ ._ _________ ._ ____________________________ '"o~--""o----""o-------------------------·) 

n~~n·bkf ~~b~.:)~.ty {~~~; f y~\ ~;k~t~p apn{,.::.==._. S~(~oho~iSt~ 

pul.r::H~n~~ry hypert~::~n$i0:3 .. \H1d.c~~~cn<~~::il tt~S~H-:~~ strahi~~Xl~ls 

'1~)~f;;~~T.itl';~g;~:~,(~~~;,1'}~~:,~~)~~ti})ii1:~~~~i:~:,~>Pi1\&E1~~;f.(1¢gi~~:,,,,,,,,,,,,~ 

~)::.:t('nnx-ni .. :, :~),~~~li~y)j~ 

i ::-i •. -t.> 1 F ~.!.!':-: _,),.,,_.,_.v,J 1 to\-,:::;. : No ~\..lHt>M>,,iik·~·l-"''f$;J<>..<~,t!"h'.~:lp..:bM,,.hJd,t!,;,.J;,.,l : 

ElT~~ 
J(~--15 ! )Vl 14A ~);;;k:t!on 1 \'-:k '\ .. \~~' ~>he:shy (f~;: 5 yr 

t~~~~:~~~:::t:~~:::: :::~:~:~:::r:~~~~:~~~:::~::t::::::::~::~::::::t:::~::::::: .:~~:~:~:~~:~~~::~:~~~~~:~~~~~~~:::~~~~~~:~~~~~~~::::::::::::::::::::::::::::::::::::::::::::1 
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T~bk~ 5. Si~~dhH.~ "h~lr~(ctet'lsJk'> .of subjects ·w1H.l \'H~n~ :nmdQmi.r..ed in the d.~Hlhk-blind 

})h<U<e of dink~1! study PC025. 

Wo::ight Height Percent Hyperph<1gi~ RET' 
---~~~~j2~L ......... £l:gJ .......... 1'2!~~2 ............ !:!_~~~tr:J~~:! ........... J}~~L ................ ~s:.~~E~ ................... ~~~~~2~~---·················g_Q ___________ _ 

CP--02. 97.2 .\66 52J) 35J l ~:.5 83'% 0.86 
,<\.C--04 56.9 151 46.t 25.0 7 g4~·~~ 0.78 
\-:iR--05 ! ~ ·"'} ~ 

!~) .. 1 145 59.! 5~~t8 20.5 83{!-<\ cun 
SD--06 133~6 145 53.5 5.!.5 3 102'-).;, 0~84 

AS--08 60.9 l40 53.4 31.0 25.5 8{).(~.~~ un 
SP,Q9 106.~: 148 60.7 48~~ !0.5 84').-;, 0.72 
DD--lO 70J~ 155 49.3 29.5 32 .101~x; 0.97 
S\-l--11 62~2 ~40 4S.x 31.7 B y··r~.··;) O.Sl 
AD--l.3 103.5 l49 56/) 46.6 l.O 94f!,,.~~ O.B5 
J(J--l5 106.3 ~61 53.7 4.1 n 16 71 (~,(~ 0,79 

NT--!6 80.8 177 36.4 "'\ , ... - .-y l·i lOO':>;; 0.78 ~~ .• .......... ~ .• "" 
i\ ,,..e:r~3.ge 90.4 152:.5 5Lg 38.2 14.95 89.6'!··;:, 0.85 
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T~bk~ 6. 

Chtwgt~S :ln lH.Kly CQtllJH~§!~:km b"y DEXA fn:Hll n~tsdhle- l:iU'(i~~gh n.\~' 69 

i\H sul:~iect:. nmdomized in !he doubk blind nhas;:; ! 
j~~~:~iin~i~i:~~~~~~~~---········--~~~~~~~~~~------~~~~~~~~ ~~i~~~ ~~-t~~~:s~i3II;E~ili£~~~ =~i~~~~i1;i~J 
Bod\' fht 1 I -3.8'}~, !lO I ! ! 

----~~---------------~----..~--------~--...... -_-_____________________________________________________________________________________________ ... - ------_-_ ... __________________________________________ ... ________________ ... -_-_ ...... -_-_______________________ _ ... ______________ ... ______ ... -_-_..,. .... -_-_________________ -1 

_ _L~~~!l.!.?.S:<.~!X.E!!Y~!~!? _______________________________________ LL. --------------~-~:gS:L ___________________ Q_&Q __ L __ J 
Lean bodv ma~s/ht ma~·~ ratisJ li 9}:2'}\) fL002 ! 
Wci:J:h! 1l 0.67').~, 0.150 

Grm.vth honnone treakd ~ubj: __ ;:,~_;~--·~;·~--· ~~-,..·-~~~~mi 

.l:~~L~!l~~~~L .................................................... ~l.... . .. r£!:£~!.I!.fJ~-~~l~~S: ........ J!.:~:~~-b-~~------1 
f~odvi~~~i 6 ~.1~31~:~) 0.t)56 ! 
Lean bodv mm;s 6 5,50'~';, n.005 ! 

----------------------~------------------------------------------------- ,.. _____ ._____ ----------------------------------------- ------------------..---------"i: 
LNH:l hi.>th' n1a<.;:,:.'fal .muss ratio 6 SU 7';··~~ OJH 4 ! 

,.,. ............................................................................................................................................................................................................................................................................................... ,.,. .................................................................................................................................................... :'" ........................................................ ............................................................................................................... 1 

\Vei~;ht 6 O, 90l}~, n. l 89 i 
........... w ............................................................................................................................................. ~ 

Gro·wth hormone nahcc ~ubicct:=:. ! 
--:!>;~;:;;;;)~-(~-;:------------------------------------------------ ----;:;---- ----i;~-;\:;;;t-(j;-;;;:;g:;·---------i;::~;;;-i;~;------! 

Bodv tht 5 434')(, n.mn 
Lea:n bodv rnass 5 5.30'};) 0J)55 ! 

----~-----~---------~--------.... ~----------------------------------- ---------- ,.. ______________ .. ~---~~ ........ ____________ ._ .................. ~ .... -~ ........................ .. 
Lt~an bodv mH~&'ht ma~~ ratio 5 l 0.36'!.·~, 0.043 ! 

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

.. Y!:~!t!~~ ........................................................ .... 2 .................. ~·~:.:~.~!:~:~~ .............. ........ ~r}Y.! ...... ...! 

relevant irnpad on body· compo:-<ition inducting rcdtlctions in body H1t, incrca'.'cs in kan body 

., ,• 

tat 1na:-;s ra:uo. 

91 

Ex. 2002-1367



Ex. 2002-1368



doubk··hHnd phase, hy acm ka· the p~riod fi'<:)m Day 69 through Day 97 and in tho~c who 

cuntinm:~d on DCCR in t!K' double--blind phm;c H·om Basdinc tht\)ugh Day 97. The tc:-<ult;; 

from th::: period C<rvcring 1-:bsdin<:.~ thr\Wgh Day· 69 ~m~ &umma:riz<:.~d i:n Table 1. 0. Tk rc;;uh~ 

from the period <:.\Y,·<:.~r!ng D;~y 69 !hmugh Day 97 ate t'ho,vn in Table ll. Tk rc:-;u lt" fbr 

~l<bj<:.~Ctii wh>J <:.\mthmcd iJfl DCCR in the d<mbk blind ph~t:;,c from ba:-;dinc through Dity 97 

m-e ~ho>vn in Tabk ! 2. 

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~:~~~~~~~~~~~~~~~~~~~~~~;~~~~~~~~~~~~~~~1~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~1~~~~~~~~~~~-~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~;~~-~~~~~~~~~1 

i i i i p-v;ilw~ cumparmg i 

~ l·lV>"'<(•f')h:j~i;,, i PhiCCb<:.'< i 6 i 0 T~ i ..... ·' ·' i 
LLL.LL~I£~Lt::LL:LLt~~~.::_~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~L~~~~~~~~~.:~~~~~~~.:~~J.._~~~~~~~~~~~~~~~l.._.._~~~~~~~~~~~~!...:~"':~~"::.~~~~~~~~~~~~~~L~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

T~'}bk ll, (Jtan.ges in hyperplm.gb fn.rm Hasdim~ thnmgh Day 97 fur tlwsi~ tre~tted ''dth 

DC'CR in f!H.~ dou.bk-blind phase 

! I ihl\)Ud1 iJav In ! i l
·:i>;~;:;;;:;)(;;(;;: ..................... r .. ·;:; .... r .. ·:r~:;:c;;·;):;·~:i;~;;:;g;; .... T .. i:~::~,~;r;;~: .. ·: 

jiii~£ri~i~~£i~~~~~~~~~~~~~~~~~-L~IJ~~~~~~~~~~~~~~jg~-~~B~~:~~~~~~~~~~~I~~jij~~~ii~~~~J 
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2~ days of p!acebn tn:atm!:.:nt shqw!:.:d ~>nl~,r a. ll9'~··(, lmprovclw:.:nt in hyperphagia on Day 97, 

T!m:-;, at Hw end of the d<)t.~bk-bllnd pha~<.:, DCCR tt\:;;rted w~tknts t>hnwed nwr<.: than nv·h.::e 

tlN hnprovemem in hypmf)hagia at> did tho:K~ who \Ver<.: randn.miz~x1 to pl~H::ebo in the doubk­

bHnd pha:<(\ Onct pa:tien\:< di~<:ontimw H-om DCCR treatment, given the kmg half\ife (lf 

DCCR (2:i--32 h<.lw·~} it take~ ab~mt 7--W days to c<.mrpktely dear fi'otn drculati<.m. \'erbatitn 

staten1ents >.:vcre oha.imx! ftumparcnt~, ofsuhjec.t::-> in the study ~,ugg(~sling that they had ~,cen 

their children's food related behavior deteriorate only in ihe hl~t collpk t>f\vceb of the st1.1dy, 

suggesting <J longer duuble--bli1Hl phase might ha:vc reHdted il1 fur!h~_;,r ~:cpamiion of ihc arms, 

ln g(~nemJ, tl-w lJI;lgniiudc of imp*ct ~..m ho<.v up~ct subjects becm1K when denkd food,. how 

easy il >.:vas lo get them to think al:H>tr! sorndJt(ng else if one(~ denied fof!d, and the impact <.:m 

the fi\\-lU<:.~lKY d'~tealing i:~xx1, digging t.ht\n!gh the irMh thr food and bargaiB!ng hx f(),xl 

were (>fcquivulem or gn.:-:ater magnitude a:; tlw ovcraU impact on the hyperphagiH :-<cnre, 

DCCH appc~trcd to hH'N k:~scr impact <.m bJ\V :-<w.:-:uky· or quick :;nt)_k:<:t:<- \Vcr<:: \Vith rcspecct to 

fbod ~md nn ho>v often they got up at night to St.':Ck tlwd. 

hypcq:ih<~gia (2 or 3 on a 0 ii.l 34 scak}. The$C $ttbjcct~ tcntkd to tx~ Hblc to lose mor<.:-: body 

fat fhHn the Hvcragc. Tv . .-o such :'-ubject~;, both kmak~, one lP'O\vlh hormt.•tK trc;'Iicd and GJh) 

g:tw,:vth hormone nal'v(', lust more than H)~;) 1.Jfthdr initial. body fht mas:-> through H) W\:<)k'>. 
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through Day 97 m·c shqwn in Table l4, 

Parameter ! n 1 P;;;rccnt change ! o-vah~<.~ 
~~~~ ...................................................................................................................................................... 't ............................................. + ..................................................................................................................... ~ .......................................... ~ ............ "" ...................................................... ... 
Ti.>tal chok~~tz~ml ! g j A.(V;.{ i (HH4 

·::ti:E~E£~-~-lj_~~~---~---_-_-_-:_·::::::::::::::r:::I:::J·_·::::::::::::::::::~;;~r~Er::::::::::::::::I::::§_:_smr::::: 
1-IDL--C ! i\ 1 !O.~.'l·~~ ~ 0244 

Tahl~~ :1 4, .MNlh:m .P~rc~~nt Chaq,w .ln .lipids fnnn Hasdlm~ thn:mgh .n~ry 97 fm· iiWS(' 

tn.·atNl ·with DCCR in flu· f.h:mbk-bHml ph<~se 
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~LLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLLU 

Panmidcr i ivkdian Pz~l'tX~!r! change ftnrn i 
! ·s~~,(~lir···"' ·n·~r·:)t~i-~1\ f)a~.,. ~}7 l 

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,~,,,,,,,,,,,,,,,,: •• ~:-:.: •• : ••• :.~~-~---:~ •• ~ •• :.1;.:::.:~ •••••• ~ ..... ~ •• :: •• ·,,,,,,,,,,,,,,,,,: 
·rota1 Cho!e:-;ter<l1 ! ~ 11 J)'}-~ ! 

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~+~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~-: 

T'ri o-lvcerlth~s ! ... 4 t X~{~( l 

~~ 

~ignificant '-~kvatkms in triglycerkks •~:t B;~sdim), !\ ~i:milar pattern was oht;;~rv;~d in tho;;e 

·who ,,vcr\~ tre;tt.;;::d v-'hh DCCR thi\)1Jgh tfK~ rend of the dzlubl<'>blind tre;~:tnKnt The <:.kcre~~~es 
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ofwhkh ~m: consii'tcnt with the D.EXA data and the data on vval.st dl<.::unrf;~remx~. Altlmugh 

nm qt:itl~ reaching st<ttistkal significmK't; k:ptin i:; down rnorc than 20').(, tbm Ba:=-.dine. 

While ghrehn may or may not contdbnte ~mb:;l<.tndu1ly to hyp<;:rphagia in P\\iS, 

TlK~ questionnaire 'N<:!S adminiskred at Baiidine and ~tgain on Day 69, Disconlimmiinu rate:-:: 

fm' aggn:;:;sive, threatening, destructive behavior~~ and f~.lr <l.ll nlb.~r tx:havim~ an: slwwn in 

.. NU-!.tJl~:I.I~)Y§.§:~~~~~l~!~~t!~~~h.~~~i~~K~.... . ...................... ::?~! .. ?~:·~·-·····················-'--·······-~-:~~-~---········ 
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quik vatiahk: D-mn vi~it to vbit De:<pit~:~ tlK: varlabiUty, rcMing ;~~wrg_y cxpcnditur~:~ a.nd 

respiratory qttmient a:ppo::arcd to be trns::.hang~d from Basdinc through D<~.Y 69. 

in in~mlln rc;;;h;;ta:nc:c as mC>lStrrcd by clumgc:s in homcostatk model ;:!SS>~>;smcnt ofinsulin 

ro~istan;:,:.~~ (H01\{!\-1R). lrnprovcm:1<~nts in ln:<nlin :;;,cnsitivity arc \>..-cH docum~~ntcd in the 

Hteratnre <.m diazoxide. TlK~ :.>ll<bj<.:~ct~ cnmlkd in the doubk-blim:l pha::<\.: of this stttdy wen:: 

quit;.:: in~mlin sensitive at Baseline, \Vhidi is typlc~tl of P\VS patient~ in this ;:.tge range. 

Com>i~tcni with prior DCCR dink:aJ studi~~s and the histork diu:<"Coxkk iltcratun\ tn~Mnwnt 

·with DCCR f()r 10 '>'<'~~c.b n~;:;ulied 1n m1 imp!\)vem~~m in HOl\,IA-JR Jhm1.2JiLd.85 at 

Baseline to L46:>:L36 on Day 69. The difi:b,.cnce did not !\~ach stati;:;t!ca.l :<-igniflcance 

(rF4J.095). 

!00449! rn a Hrst exam.pk, a Smith-\:lagcnh syndmmc pa.ticnt i~ treated <:v1th an oral 

susjxnsion c,f diazoxidc. The initial dose i~ approximately l mg.i.kg admi.ni~KrNl in divided 

dose~;. AJkr the paiknt htt>l. been ~tably tn~<~td with ! mg/kg for a p;.::r:hx~ of l to 2 ''•\~e.b, the 

zk,sc !;:; iitnJ.t:;:~d to about J .5 mg/kg, AJkr the patie11t had been stably tn~~1tcd \Vfth 1 ,5 tn§Vkg 

f-or a period of l to 2 \:v·~x~k·< ih~) dose i~ t!tmtul k> about 2.0 mg/kg. Thi;:; pn.1ces;:; of 

increasing the do&e by about 0.5 rngikg at each titration step and the duration oftreatment at 

each step of l. to 2 week;:; !:<- cont:imK~d w1iil fhe pa!km di~plays an adcquak n:-:,;pon&e to 

trt<Un:u:::nt, or H n:wxin:Hl! do:; I:' of 5 rng/kg i:.;: rca<:hcd. Potential r~:-<p<ms~s to ttcatmcnt todd 

!ndudc los~ z>fbndy fat, n;;duction hi hypt!tnnia., <1n incn.:asc !n t!K~ lean body r11a:.;::< !0 fat nl.a% 

rati<.J, reduction in hyvc~lvha.glit., redl<ctkm in \Yaist dn::omf~renc~, lo:c;s of w·eight, redtKtion in 

H:tnper oulbmst:<: and aggres;:;ive behavior, and impmvern~nt:-:: in eardiovascubr risk f~tctrH;;., 

Treatment <vith the drug is chmn.ic aml may cnmim.tc fbr life. 

controlled rc.btsc i>tbkt km:nulatkm nf dh;::;>.c<Xld~ chGlinc, The init!al dose: is apprG:>drnatdy 

! 5 mg/kg admin:h;tcrcd once daily,. /\Her the patknt has been stably tre>±ic:d \vlth ! .5 mg/kg 

Jbr '~ period of 1 tn 2 wc:eks, tlK: {h>:~e h iitr;lt(:d t<.) about 2.1 mg/kg. AJtcr ih~ patknt ha;; 

bz>ml. ;;;ta.b!y tr(~<ttcd \vith 2 .! mgikg for a p;~rh>d of l w 2 \Ved;s, the dose: i,;; t!tratcd to abmH 
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2.7 mg/kg, Thb proc:cs:>< of im:reasing the d>)~C by abi)lll 0.6 mgi.kg at c'a(:h titratkm ;;,tcp ;:;nd 

the dutabon of treatment a:t (~~K:h ~tep d' l to 2 '-'>'~~eb;, ls (:outinu\Xl untH tb<: rndcnt di;;,plays an 

a(kquai(~ rc5;pon~c to ttcatment, qr ;:; ma:-;imal dose <Yf 5 mg/kg i,:; teach;;~d. Potenth:;l responAes 

\(; trea.tnwnt eould ine.ludc lo:<s of body f~!(, rtxi~lction in hyp:Jtonia, an incn~aM~ in the kan 

body ma:><A to fat ma~:,; ratio, n~dus;.:Uou in h:,'perplwgia, t(:dudiou in >vaist <.:in.:;umferen..::e, kl::<A 

ofweight, reduction in ten1pcr l.)utburs\s and aggressive bd'urvior and improvements in 

cardiova:,;cular ri:,;k factors. ·rrcatment ~vith the drug h~ chronic m1d rnay COl1linue for ld'c, 

rdease tablet f<:.wrnulatkm uf diaz:oxkk ch<.:;Hnc. The initial dO$(~ is appn:>ximatdy 15 mgikg 

<H:h:nini:.;tcred 011ce da.Hy·, l'> Her tfH~ patknt Jw.s t'!C(~n stably tn;at~d \d.th l . .5 mg/kg fi>r a period 

(:·f l tO 2. w;;eks, the do:-;;:: is titi'a:t;;d tn ~\bOut 2..2. rng./kg .. /\ f!cr the pati;;nt ha,'\ been Sl<lb!y 

treated with 22 mg-'1-:.:g for a period <,f l k: 2 w<.~eh. tht d\)SC is !ilr;lt~d lo about 2.9 mg.1kg. 

·rhiii prou~s~ ofilK:rea~ing the dO:>(' by itb<.nJt 0,7 rngikg at ;;<dt titmtion :-;kp and tlK~ duratkm 

of treatment at each skp of 1 to 2 wc:;;ks is contirn.ted untU th:;; patient di!!>phtys an adeql..tatc 

re:>.pi.>nse !i.l treatment or a maximal do::>e of 5 mg./kg b r<.~<Khcd. In parallel, the patknt n:my 

abo be treated vvith bdorunib. Potential response::> to treatrncnt could indude lo~s of body 

tilt, reduction in hypotonia, an 1ncl\~ase i11 the kan body n:m;-:;s to fat mas'!> ratio, reduction in 

hypz~rphag;ia, reduction in waist drcnmkretKC, loAs <:.,f\vdght l\~ducti(>ll in tcn!p~~~ outburl->t::> 

and aggrcss!·vc bd:H~vior and impl\)\'cmcms in cardi.ova::;cula.r .ri::>k fi'l.ctom. Tl\~<~tmcnt with the 

dmg !;:; chronic and may com.im.tc fbr life. 

cuntfo1kd releas<:.~ tabkt form:uhnion of dia:mxid<: choliiW. The initial do,;;c !~ approxi ma:tcly 

l..5 mg;:'kg adtninHcn:~d once i.hlily. /dk~r tlK~ patient ha:.; been stably !n;~at(;'d with l.S nlgil.g 

for a period of! to 2 'NCcb, the dos<:.~ is titn>ttxl to abuui 2.3 rng/kg, Ahcr the patient ha::; 

bec:n stably treated \:vith 2,3 mg/kg fbr il. period of ! tn 2 'W<:.'Cb, llK~ dose i:> ti!nrtcd to <!bm.tt 

3.0 mg./kg. This process ofincrea~,ing the do~e by about 0).; r:ng/kg at each titnrtion step and 

the duration of trc{ltmcnt at each :~tep of 1 to 2 weeb is C(mtimled until the patient disphys an 

<tdequate n:sponsc to treatment, or a maximal dose of 5 rngi.kg is reached. Tn paralleL the 

patkm rnay =~bl.\ be tt\~a.tcd ·with an unacyla:ied g:hrdin anali:>g, Potcm!a1 responses w 
tr(~~~tm(~nt could in<:.:lude lQSS of body fa!, nxhx-:t.km in hypotonia, an increase in ib~ kan biH!y 

mass to fitt mass r11iio, redm::don~ in hypt~rphagia, rcductkm:'; in waist drcumferc:nce, loss of 

weigh!, reductions 1!1 temper (mtbu.rsl:> and ;J.ggre~sive behavior and impr\Wetneni~ in 
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rele~~s~ t;:(biet I<:.miwht~ion of di~tt:(.Jxid~~ choline. The initkll do:<<;; is ilppr(ll>hnate!y 1.5 mgikg 

<.td.mini!:itDrcd once daily·. Alter ihe patient had been stably treated with L5 r:ng/kg for a period 

uf J to 2 \Vccks, th~ Jo~e would be titrated to about 2A mgikg. After the patiDnt ha~-> lwen 

stably· treated "\.Vith 2A rug/kg for a period of l. to 2 \Ve~ks, the do~,,~ is i"itmied to about 3.3 

mg;ikg. Thh; proc;);,,.; of increasing the dosi:~ hy- abo1.tt {\9 rng/kg at Chch ihration slcp and ttK' 

dnrath:m of tn:~atn:H~nt i:tl ca.ch step of l h.:; 2 W(~cks is C(m!intK~J. nntil the patkm di:<p!ays an 

<H:!cquate rcSpi)tbC to treatment, or a tn.axi.m;ll <.ks~.~ td: 5 mg/kg ~.vas reached. In pataHd. the 

pati<:;ni may abo be trc;:~kd w·hh ;ln 1\-'!C4 agonist PN~nti~d rCS!X>nse;;:, to trc;ltnlcnt cnuld 

include loss d'budy fat, n~dud:ion in hypok>nia., ~n im::rea;>;e !n t!K~ 1c&n body ma% lo t'ai masii 

ratkl, rcductkms in hyperphagia, rc~dudion:-: in w~ti:><t cin::umfen;-n>o;\;', lo:>:o< nf '"'eight, rcductkmii 

in temper outhm~'"'t~ and a.&<:;rcssivc behavior and improvements in ca.rdiovaiicular rhk f1KWr~. 

Trentment with the drug would be dm1nk and rmty continue for life. 

rekH$C tHbk~t fbrmul.ation of dhlzoxidc choline. The initial dos(~ i$ app.rzlximatd::,-' 1.5 mgikg 

admini:->tt)rcd one(~ daily. A.fler the padcnt had lx~cn ~tably treated \Vith l.5 rngikg f~)r a period 

of l h; 2 WC(~k$, the dos~~ i:-> tiJrated t\.l about 2.5 mg./kg. A fkr the patient has been MHh!y 

treated with 2.5 mg/kg for a p~)dod of l. to 2 '''te.k;;,. the du!:>c i:o; titrated to about 3.5 mg/kg. 

Thit-: proc;::~;,;$ ,_A"increadng the do:o;t by about l.O rngikg at each titration step and tht duratkm 

ofin:.,atment at cad1 skp of l to 2 \-vtcks is continucd llntli the patient di&plays ~m a.lkquats;­

re:-;ponsc to treatment, <:.-r <5. nHo>ii:na! Jose (if 5 mg/kg \V<b rc~tchcd. ln p:tra!kl, iltc patient 

may abo be treated v~rith an MC4 agonist Potential re:_,;pml:><c;;: w treatmc.:ni cnuld induck lo:-;~ 

of body l\d, nxluction in hypoh)nia, an hu~r<;;Me in the~ lean b<Kiy mas::> k> fat ma:-::-; rHtio, 

reductions in hyperphagia, reduction;,:, in -;vai::>t circmnf(~renc<;.~, !o~~. ofwdght, reductions in 

wrnper uutbursb and Hggw:s~~iw b;;;havior and impmwment:-> in cardiovascular rbk f~lctors. 

Trean:nent with the dmg would be chronk and may con\inuc for life. 

kvcl of skill of ih~:>se skilkd in ih'~ art t.o \Vhkh ihc !:nventkm pertains, and arc incorp~:H·atcd 

by rck:rc~.~1cc in ihdr <::ntirctks, including any tahks and t!gun~s, to ihe :;;ar)K c~x.ic:nt as lf each 

rdt~mnc:e had been in;;orpora.tcd by rd(:rcncc: in hs c:ntit\~ty !ndividua.Uy, 
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adapwd to obtuln tlw ~~nds and ;idV<itrtages rncnllolK~d, &s W<dl ''"""' those-lnlwrent ii:u~reitt Tlw 

nK~Jhnds, v.<trlan(e:<., and compositions det,;cribcd hcrl'.~in as pn~;:;ently rqm~:'-entative of 

p:rekrred cmbod1ment::; are cxemphuy and <~H~ not intl'.~mkd as limitations on the scope. 

Ch<tnges therein and other use~ will (K:cur to tho~c ~killed in the art, '.vhich are encsJmpa:'-sed 

within th<:.~ spirit of the invention, ars;:c dd)ned by tk lls;;OJW of t!w chhtl:'-. 

ncfln!tlon~ provided herein arc not intended to be Hmiting from: the meaning 

absen(.x: of a.ny d.:;mcm or d(~rnents, lirnitaiion or 1irnii::i.iit)ns, not specifically discbsed 

h<~rcin. Thu.s, for (~xarnplc, th,;; terms "comprising", "including,'' cont<tin:ing", de shall k 

read >;:xpa.nsivdy <tnd winuJut limita:tiort A.dditionally. tlK~ terms and (:xprc:'-sions ernploycd 

herein have been used \l.:'- tern1~ of de:>c:rip!:ion and not of limita:tim1, <Hid there is no intention 

1n fhe use of such tetrns and c.:'i·pres.sion~ of t.~xt:Juding tu~y equival('::ntt~ of fhe fCature~ ~ho\Vll 

<.md de~~cribed or poriiotl:'> tilereof but it is reC(igtth:.ed that varkn.t;,; modifkatiom: are po::>i>ihk 

within thz~ ~cqx~ of th{~ invz~ntion clah:ned Thw;, it ~houid lx~ nnd<~r:'-tood !hat although the 

pn~:'-ent inv~~ntion h<t'> be<~n s.tx~dfka.Hy di::;d;_,:,<cd by preferred e.m.bodin1cnN and optional 

fz~atU!\~'>, mod!:fkation and variatkm ofthe invention::; (~mbodkd ther6n herein dhdo:';ed rnay 

be r~~:~mted to by tho:,<c :,<kilk~d in the art, and thai such rnodiHC>'<lion::; and v;~.riatiom; UJ\~ 

con~idcrz:d to be "\}/ithin the ~cope ofthi~ ·invention .. 

!OU45~1 The invention has been (k~scribt'd broadly ;;md gencric<tlly herein. E3.ch >Jf the 

r\H:rroo.:vct :'-pec:ics and ~~<bgcn~r1c gruupings ntlling \\·!thin the gcneri<: disdOSUf(~ a.bo thn'n 

part ofthe !nventk>lL Thb indw:k:o; llK~ generic description of ihc invcntkm with ~~ pnwi:.;n <.>r 

negative limitation removing any su!:~iect matter frorn ilK~ genus, reganJle~,.; of >vhether or not 

ihe excised nmtcda! is :-;peci flcaHy r~:.x:ited herein. 

\ViH rc(~ogniL.c tb;:~~ th~ invent~<)n is ;~JS:o d~t~):rcb~y dcst:::ribcd in tcrn1s of Hny individ.u~J n1~·n~tbcr 

or subgroup of members of the lvbrkush group. 
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THAT WfHCH IS CLAHv'lED IS: 

! , A_ n:mthod of treating a $Ubj;~ct having Prader--\\·'illi Syndrome (P\VS) nr 

Smith---IVhtgeni:<- ~)'ndr(lrH(: (S!v1S), ~a:id nwthod ;;:omprh;ing ~t<.hninli:it~ring ti..> ~aid :"ul~kct _f(;r 

at l.e~tst 10 \VC~.b a ph<n·n:m.ceutk.:al formulation comprising an d'fh:tive- m1wnm oL~ Kxrr 

channel opener. 

3. The n1ethod of clalrn :2 ~vhercin tk pharm~~ceutically ac(:cptahk~ s~d\ is 

diaz(lxkk dKll!nc. 

4. The method d'daim 2 'Nhe:rdn said diazoxide or a pha:rm.aceuticaHy 

acceptable s~dt thcnxrf ~~ m:hnini::;tenxl on.~Hy. 

5. The method of clain12 whcrdn ihe pharmaceutical tl)mmlat1on include;,; it! 

J:ea,<;t one excipient which affbct$ dK rate of n::bl,<;t of di~tzoxide or a phRtn:Ul{\~utically 

accq>hlbk Mllt tlwn~of 

6. Thz~ n1dhod of daim 5 wherein tht) pharmacl~Htical f()mmlat!on include~ fr! 

least ont~ .::.~xeip~~.nt that dt~hry;; releas:c:~ of (hazoxjde ur a phan11~~ccutica.Uy HCCt)ptahle ~~h 

other active ingredient 

K The n•cHwd of claint 1 fm-tlK~r compri~ing <tdmini~kring hun:m.n gm\vth 

honnonc to !he ::;ui~ject 

9. 'fhc rncthod of c!a.im i;; \Vherdn said hurnan gm\vth h.onnonc is adminht~,:,rcd 

b;,-' injection, 

lO.. The m:cthod ofdaim l wl:l,_:,rdn fhc lean budy ma% Gr the lean body tml&s/fat 

nta:~.~ rati.~) of said. subject i.~ incn;ased by at }c~ast l~}~~. 

ll. The n10ihod of claint l \',·herein iJK~ h;-an lxKly mass otthe kan budy n:Hl-\s/fai 

rn~iS~ r~itio nf ~aid subject~~ incn~a~<:.~d by a! le<~st 2'>~. 
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1 i'. ·rhe medwrl Qfd~lim 1 wherein hyperpiwgh1 of:>aid su~)ect l:;, f(~du<::ed by at 

l1:a:;,t 2tY\,, 

19. The method of daim l, \Vherdn t!w circ:ulati.ng conccmratkm. iJf KiF--! i;;; not 

Syndrornc, whcrdn said !:i!lbj;:x:t is already being treated by admini~tratkm thereto of an 

dt\::.ct!\'C· a:mount of a KArP channd opener, ~aid rnethod compri~!ng co-admini~tering to ~;aid 

~mbj>:ct an z~ff{~tive amount of gnwlth hormone in addhion !u said KAT!' channel opener, 

rvtagcnis ;;;yndromc (Sl\.tS}, said method comprlsirtg; admirds!cril1g t<.:) said subject an efl:~).;dve 

arnount of a K..:;,-n• cha:nnd <:)pcw~c 
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21 A kit C<:)rnprising: 

;~ unit dose of a K..":Tl' d:uurncl <lpcw;;r, ;~nd 

a unit do~~ of gro>v·th hnnnon~. 

:24. A. n:u~thod of reducing one or nwre aggr~~~.;iv~ bdwvion; in a l:inbjt'<.:t b<tving 

Prader--\Vitn s_yndrnm;;; (P\VS! <.ir Sm\th··Mag~nl~ ~yndronl:e (S('..,fS), the nwthod (:ornpr\~ing 

<~dn~ini:w;;ring !i.J !'iu!d ;,;ubjtx:t fhr at lea~i l 0 \Ve>;;k-; <Hl effective anwmH of a K;\W 'Jmnnd 

o:pener;) \Vltereln. ~td.n~dnistration reduc).:::s (HlG or tnore aggr~~s~h:-~~ behavior~ hl the subJect 

25. Th(~ method of <.:h1im 24 in \Nhlch a .'\C:cond tlwrapeutk: product is 

adrnini:•tcnxl, \vhctein the: sc:cond prod<u:::t is inkndc:d to funhc:r i'Cdl,!CC: the ()tiC or n:wrc 

aggn)$Sl-.;/e bCha:viors~ 

26. A utethod of rcdu.dng hypcrghrdincmiil. in a :-;ubjcct having Prader~\Villi 

syndrornc iP\VS} Z>r Smith---Mag~nb sy·tKknn!c (SL\·tS), the method con1pri~ing adrninHedng 

to ;,:aid subject fhr at kast W 1.vecks an efftcdve amonm of <.t K·\ti' chmmel opener_ wherein 

admiui~tradon rdnce!'i one or more aggn~ssivc bd.ul:vior!'i in the subject 

17.. The method o:fdaim 1 wherein the pharn:~ac(~uticaJ formulation h> 

administt)rcd i>vkc pu day. 

28. ~fhc rncthod of clairn l \Vhert)in the pharn)aCetrtk~.aJ :fhrrxn.t1ati~)n ~~ 

ad:n1~ni.~tz~rcd once per d;l.Y-~ 
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At'J.:~(N:-din_g l<.": ~ntt:rn;~:j<)t~3l.P:..~~\:;m. (J~)s,._;~n,:::2tk~H nrcc) ~)r tt)·bf~:th fi~:~~H~;=~ d~s:-;H'k·.;;~~~tii~ ~wd n~c 
~ ..._..._.....,....._..._..._..._..._..._..._ ........... ..._..._..._... . ___ ...._~ - .. ~ .... ~ 
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., ·- ... u ... ~·· ••. ,..,. '~:..r~n·\..,.~ ·r-.:. ,.,._,.<:·,:-.l :st·~,.,.. ·Jf,·>.,.,·:ss, , ... k:-~ i'<;"'l'~· "''{"':;:'-c..i""·f)'"·..; d:;-~:i,-: .~>"ll3 mn tn -i..:':"'lni!~-0 ~,:~h h~-t:: dypl\{3tk~:~ ~,~~ ~.;;~<::J:1 t;,.} :;w .. t~7s:)~n(l: . . ~-~,·_~'t ... '"~··,.·.','!~·;: ... ,~~·.·,,·,·-~-?~; .. ·,~.',·::_·· .... ~,,.,~ .. ·: .. ,·,·,~-.·.t~ .... .; ~\;:· .... ~·)lo:, .... ..;.. ........... ~_., -~ ... • o.:· -~· ' • ..) ..• ' ~ • • 
: .,,. ·F~ ~ ... ,H ...., ::-~ ,· ;·· ~~· lt~~ pnnup:~ G5 ~:•*{'~!' t;ill·J·C:t:yn~:_;; t.n::.-: HH·',~:~U\.HI ! I .. ,,,. 'r;t~~~~lJ\fli«<ti<.<il l>t p'ii~at mtt ;:<>~l»ht,.J nn '''"ik>' !h irth~<11~<>!>>t~<cl ·-x·· ~~~~~i'~:~~(,t~;~~~~i~~';;~~~;::;'·;;~'~;,;~:i,~;~:~''i~,'~,;:~~T~~,~~' ~:;;.a;::;,~~ 

· · ~ s~~p "'~''~l~;t ~h::: .:.k~~m~~::t ~s *;1k~H ~k"l:"*- \ ~~~.~~~;;n~:s~~t.\1~5hff~~~ ~;~~~\~~~t~t~~f~~~ -~S)~~~~i~~;\~1~!/;:~~ :~;H~~~'t~; ~,y,,: ~ 
'P"d,,l ,.,,'"'n ~"' 't-~:qiivi) ~' •. ~x_:r,~ ••. ~,~.t.",;~;,·.·~;;,.~: •. :~.r:.·;,::.·;~.t.~.i:~--.·~.-:.;~r..:;.!:~,~.~\.;~.:.~.· .. ~~::.;!1~,')~.--~r.:: ... _: ... ,~~,~-~-~.::;~-~-'.·~~-~~,_.:~,:~ .... :.~_·:_'.~;:,._~\.~.~-::.~.'~).·,_,~_,t(\.~,· i d·:·~·~:m~n:. r-tf~rr~ti.~ ~f.• :ssJ. ;_~::sJ -tk:::.::~k·s~·~o::::, tl$(' .. ~,:t;:hiht~i<Hl- ~-:-; Nh~~ ... , ;..-, ... , ·· .h • " ..... 1 .... ~ ~ , ..... w,. \ ..... ~ h.r -. ..s~{ ., ,l 
m{-::sHs lx:~;·•g oh~-~~-=·~lS ~~) s p:rs~Jf'i sP:~i:~-:.i i:l ~h~ 3~: 

Ex. 2002-1387



PCT/US2015l060455 02.02.2016 

\EiN3P~ELER~ t:} Ear~y· 8~h~··.r~k)i.~~(1~ M~tlff;~WHO:'"l ol St:'1:1th~M~gen~s Syndn)n~ {De! 17t•-1 't .2) 
:r:! ;>-4~~-t>;.:::nm-O~~ Soy. Da9'B~1"Sfsrn~n~a~ N:etJr<.X&hahU;l~~:~)~}. 20i2. "'~~- 1~\ M::'::t. 4: pst~;« 3i~. ~~rst 
f~".t·~umn~ f.rst pa.,.·ag~-*Ph 

22 

Ex. 2002-1388



.INTERNATIONAL SF..!ARCll REPORT l 
l·.· ~"'bLASSlf··--.~ci;;;EoN OF,SUBJ .. E_:cr ~1Xfii:£R---------~---------------------L--- -------------------------1 

I ~ ~~ A<lK 9l5l( 2<l<l<CO l ),9/Zl( -.Ot) . 

I t!Sl'C: 42 4J 4..'1 ,4<3 I I A-tD '"''"'"""""'_:"'= (WL) ~"' '""' """"""'- .... !PC I 

~Q-....... .J:~~§l£~-~t.:_.<\f{L1!ED ----------------~-~-.... ·--------~-----~-----------------------------------------------J 
I Miai;1;urn_do')~U!I\~~t~~~11 scm:d1ecl (el~.ss.iflcation syE~em fi:i!lowed by da;;;;ilkatio:n «ymho!sJ I 

~---'-·'"~:~~:~.~~: .. :~~•«mmm l 

EleclTmlit1 clni:a bas~~ con,;<lhed during the intem<Hionals~:-an::h (m~.ute: of <!ata ~se and, V/he:re practieabk, search Mms used) 
EAST 

Relevant to dalm No. 
---~"''"""""-·•'•'''"'"''"- """""'~"·~-..-...-... ............. _____ _ 

X US 20UYI.\l8$Wl3 A1 (C.H.ASlN ~tt s.t) 02 G~tot<\lf 21Jf}J (ll::U(}.2003\ pag<~s l.-14 

y 

I 

Ex. 2002-1389



A, CLASSfFlC,;\TlON Of SUBJECT MA TIER 
!PC(8)- A61K :)1/54 (20C.rl.l0} 
USPC - 514/223 2 

Jntem~!lona! applicaliQl1 No, 

PCTil.JS !:l614tlH'I 

i\>;CCOtdin!;l ~~) ln!~;m.:n!t)rl~ll l>ment <:!ilssifkmtol1 (WC} or to OO!il mn.iona! dil«sifkos!ion ancllN:: 

B. FIELDS SEARCHED 

~4ininlun"l tit)(:un:le:n~a~it~n &-e.G::ch~d (da.~sinca~lt)n S¥.»~~)1 ib:UO\\~ed b~· da.:;.s:S.ncal:on s~·nlbo~s} 
W$~'C -· 514!~23.2: 

DtJ.~.:umt'n~a;:~f~H st~~Jdt('d {H.h\:.~r than n::ffiirn.;;,.tn dtK'::u.m~~o.t;:t{.i:on ~\:t ~h~">: ~·xu:-f~~- d:tr:SJ ~m:-:h dt)t~urnents ;~:re :lt~dud<:-d in- lhe .ih:~ki.-s. ${.~;!tu .. ~h:~--d 
l!SP-C:-- 5141<?'11.06, S1.4i222.8, 514!2:<'l.a, SHI1S2, t~t<lt:'>fJ:I (see s.~1are:'llerrm te:-<rs>v') 

f:.]t';i,"tt(tni~; d~_n;s ha,~":_ ,;mri~~h-:~ d:t~~ing,.~bt· ~n!i:"nl~~i~JH;i~ ~t'arch (ruimt· t">f i~~~~ bS:Si? ;~nd~ ~,~·h~:-r~ f.trs<..~~i\~10~~,, S\:."i~id~ ~~~·Tns ·;.t~~d} 
WEST ·• Pl.:3f'f3.USP'1)JSOCJE.P'f\f:.!,JPAB: Oi~!t.•;J C~assic >'iies 35i, ~t.S, 6, :35, !.>$: Goog!e !'';s!en\s; WSPTO Web !'';sge 
$~arch t:erfN$ "'"' K ... >\ TP cn.a:nn-ej &lp~ne:r, ~aH .. dia~.cK«.ie~ $00kn-:,, <J:raJ, d(l:~asa~ ch~ork,1e, art~n:oNi~sm, n\a~aate . .gas~r:f(; ~sa~)S~~~ soHd~ 
ph~n)''ft~-c'*·~.JHt ·~ornu:~atk)r~ .. ,!1~"72:~lne, poi:).ln1~f. o.1aHng., pH~-s·a:"lsWv~, dia:OO~.as 

y US 201)4!022$$03 A.1 (STEPHENSON et al.) 18 N(;wsrn~>ef 2004 (l$.i t2Zl04} para fOe_'ll;;'j. 6 
f\.H!X!l, !0414j 

'{ l}$ ?:<J0410213&822 A1 (W'ANG e! <Jl.) :JO Ot.~GcmbN :2004 po. i;:'.?tl04,l pa:~ [0\.lOlj, !liO;)lj, 
{tl~'i4J 

0 f\nth~-r do~~~nlt~nts ~n:: li~l~d in ·~fu~ '~~rnh·~wm.iun ·of B~):x C. 

-~~--------£i.;;;1:1r~~~~t~g~;~;~s~;r~ji~J~~a;;ci~;;~~~ts~~~~~~~~ ...... -T.~w.~ 
~} ... \ ... dQ~Un~ern -~-~t)Nit~g ~~e ~~ne{3.} ~~3.te ~f tk¢ ~n 1:.>.--h$~-~ is n:x G:O:::·nsj@~:::d 

tr: he of p;jr·-=.icuf~lk~.~ek<:.-«nce 
~~E~' <~~~ti~r· ::r~ph~~{ttx~n .:~r p;:1:~em t1:w~ pub~:.s~l~d <)Sl )~r ~net the ~n~~t~mk-x1~! 

hhng da;" 

D 
.... f'~ ~~u~r dtx:Ltm~t:~ p~~bj :~~':00 l)_'ft!::r ~he .ime.m:~tbna: ilh~~g d~tc <:t prkxi~y 

da~e ~~)d _no~ m l;.':;:~nH~~t \.}·i;:h .th:;: -~pph~\l~iGn ~~t ~1t>Xf to ~t-.~<i<:f~tan(i 
Jh~- prm~~plt t)r ~htx).t)' unce~~y:ng USi:: t~'"'e-n-;,H.1n 

~)t' i:lf>~~u~ll~fH.. -:_)f fs~~r!·$~u~af t*-1-:~v;,)J'h";~~ ~he ~!s.imt{! im,.,~n~~Q:); ~am1N t .. ~ 
;..':fJFJSH.i~~·w ~1~.)\:d ;,)r ~{1mK~t h~ t":-t'l-;'..!~dere-6 in inv.~~~:-~·~ .:'ln in"'e:n1.~v~ 
::.te-p wh~n th~ d(X.;:~t~"l~n:. ls )»ken ak-n~ n~ :~ dHl";umetH whk:h ffi{1'/ thr.:)·,,: d()Uh!..S ~:~ p)_torit)·: l;.':: ah~l{ s} <X '\.Vh.k-K i::;: 

(i~~ tn· ~'$\.;shh~h ~hf: O'\::bHt~1~~nn d-:1~e' ~:'>f an.Otf~-r ~i~sJi<Jn ;.)r <Jlh~r ~~yH docl.Htl~·-sst ·of f51{r~~~~~~~&> r,;:.l.:~vu.-~~~ the (:-!:.i:irrH::d it$1;·~n~~t1n c;snm~~ t;:~ 
~p:;':.{::i~~ ri!a~:">:) (;ss ~r.-:.~:..~ln<-:-.1} ~~~~~~sk"k':H.'S..~ ~u ·~~~·r.."i:>lv£: ;!(~( .:~rv~:nt~· .. ·t~ -s~!:11 \v!~l1 ·:h{.~ doc~m.~n~ ls 

0 (y( d,:.:;:~um<:1Jt r~f*rr~n!;} ~0 :,.'\Js t~r .. >"{~ <,jj~d'\.).'~W~~ .• {l:"oi~~ .t::s.hlb~~~t)l( !;){" ~)~~~; ~<..1~~lbln~'l:J ... v~th t~ne (~r ~non:~ 'Oti~.f ~u~h dtx:um!!nts., $:l:X:h ;,~<)H;bir~:1hrm 
rm~~rs~ l~.ff•g isbvi·o~_~$. ~o .~~ fR"!r:;\.ti:i $kH!(;";d ~n ~h~ :~t·t 

~~p~· :dt~~wr~,;:nt ~,ut~i.sh~d pti~ to~h~ i:~\.erna~~~cn:)~ t1~l~~g.da~~h:.l't.i~t-t!f~h:m ~\~:~~ (.k"'K.:~~m~:nl rn,~1:nt~r t_(fthl:.: ~~um:: p1"!tt~~n ~~<may 
!l•f!: pduri~y d.;j~~ ~:~~i~~~~- ~-·--~,._~..._~--------------.------------------------------! 

D~~{e: ·Qf the actu::1l )::tHnpie~i.~n of ~he ~nWrnsti:Y!$-E.t:~ ~~~rt::h lJ~i~~ of .msH~n;t.; l:.:~fdR~ lnWnla~~{)fH~j ~~C~~rch ~'ep~)r;: ~ 

0 S DEC 2007 
i N~ur~¢ an(~ n~aH~r~g ·2dd.:~ss of ·the is-7\/lTS-~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ ... ~~~~ ... ~~~~~~ 
i~ .. ~~-:l SH~:,:) PCT, A~tt5: .tS.iVUS. -;::~:rnm~~¢l)~·i t.o:~ Patan'!"~ 

! 
! 
! 
! 
! 
! 

~~~~"">~-~··,···-·-·"-"-"""""""""""""~·················~~·---------------................ ~ 
A.t.s~h:e.1ri~-~d Qffk~~:r~ ~ 

!P.o. ao.x 1450 .. •\l.ax:~nclri;s, >/i(';)inlzs ~2:.113·H50 
~ (}G: ~-)~~xt~s:~: s~ ) ~;n"< .4~ 
1 hw~imikNo. 571.·273<320'1 f<C'!QllP.$n,2n;-rl• 
~ "'""~"~'W'W"'W''"""'""~"""""'"""""""""""""'"J.. .. ---------.-,8~~ 
Fmm PCTllSA/2'1 tl (:>w.:,~o:l .sh~~~.l (.,'S.ptillOtH) 

1 
I 
I 

Ex. 2002-1390



:..0 

Ch~irn.~, N~3:~,.~ 
t~~'-":l~x,~ ~h<:')" ~~j.;.m~: B) .sutU.e.ct m;JBCr nn~ tt·quired to h~ ~archt'd b.Y this .:\~s!h~rity( nan1ciy: 

Claims Nos.: 
bee au~-: they rels.te t{~ .~'KiJis -or tht' h1tern.~1ion;:..1l appHca:t.i{)'f) tha{ do .not ~..t)tt~pty \~i::h ~he .P:~\":scdbed ft{1Bir~~fn.~tn~ J¢ such aa. 
extem !hat.ao me:;..1lngful intl:'matimJ;d ~i~fdl ~~ll.ll bl:.~ ~~l.!.rri<::d \Jut, Sj)'Cc:fkaHy. 

Cl~irn:~) N~s:>.: :32,70 
b::.''-'?SW.S::: th:;.:·y ~H\~ ~·tc:pcr~d;;~nt th~lrn~ ~1rd ure n:J:t ~han~d in a-cco.rcl~:nD~ vlhh the s.e-cond and ~h~rd ;S:t;:;nHmce:; nfg .. uk 6.4(s:). 

"Q;is !n!~~rj>illimY11 <;<c>:l;<.+«u>.Autj~Mitv f\l!>ml m\ihiple invo::ml<.)ns .il'.!his in!emmio!l&! ><~i>liCal~O<l .w. i(}'k>w~; 
>..»tn.•p ,; r:. <:J:ms ,.J) and'1?S?8. c R"f>Gl~ ltl< ~<'l~t& an<J <~!&!~<! l;·;rmu:a~:ons, compm;of!g Oln!cns o! a R.<\ 1 P c'fi~tJnel cp.er1~r ;,--e!ecied lrom 
.:~$~ g.n~nip :'XJ!1:Sl~:t~ng nf Formuhs i., !t H~ .tlnd :v a:n a~i¢~ c:~r Ci3H~n ot a KA: TP th<.H1n~~ \..)~n-er ~~J~,~t~~ korn ~h~ Qrovp ·t~~1$~:Sir~g ot 
::=c.nnt:k::: V, v~.' v·:: and \lBt tHe, 
Ctoup H: ;:!aims 79-l i$, dir~,l~llo pr;ly:m;rph~ t:<f il !lilll ci dia<oxi;Je anct mliS!M m~lht:•:l ;mct pr>:JCelS:>~:s. etc. 
Cm<;p Hl: clain<s i 11··!24, <~lfm;m;J to f11€Wl!Xl:S o! ltOlating obesity or t!t>ellit~··re<ated mo,bkiity, etc. 
Gmu.~ ~V: c:la;..-ns 12.5·· ~ 2'9, cllr.;~t:::t~d to rrsiithtxis of tr~ahner)~ of a; sut~jQCt s.;,~U&riri.g ff"'\.)~)1 Of 8t ~isk ~or Atl.h¢:.n}&f>s dls~~&l:~. ntc. 

H ~'~~i b~ ~~e~d$~y ~sfH-:f~~fsh:.:c,.ct UtB.t ~ne tl&h11& o.f grol..lp.s( ~and H 3fe ~;len dir~cted ~t:( :':-iJbjec~ matter tn;st ~$ Ch$~lnc5~ ~.e. ~h·e po:.)·-rn~:..,~ph s.a:ts 
oi U:rt c!aiff"l& t:•~ grour.:\ H ;3re n~! HmH~d by any of f'\)frntda ~ .. VBL lt \~'it~ :s~so 00 f)~.~~:y:· ~_tnd~r&~otid ~hat the {n~~hru.i& t}~ n~aHng t>~JiSSf~y. me . 
. o~ the ·CiS:ims of gf\::~up m a~L~J t"Hs~k~~..~~ frorn th~ rne-thS";d~ <.l~ ke-idrnant cr a ~\j~Jj6!;i suHf3:{klg t~~cJ~' or {.B fis~; for At~J'l;J~m~r·s dts:eas~) .etc,) as 
th~ h~·o d~s~at:~~'Y(x;$KHtio:<s. ar~ phy~~lrsksgi!)i3!iy· d:$Urrr;t <1n.d unrel&teo. FinaHy. H ;.ll,>iH 00 tb1darstood ~M.:.si H1e s-a~~s~ ~r1d rek~t.ed 
iorrrn~~mk.ms, of th~ da:k~1$: C·~· ij.r¢tip l and the- po~ymtlrp.h sal-ts.~ and rel.:.i~ed fJfi,..x,.;:;~.~:i;'~:~, t.'l~ ~he ck~kns o:~ {JF(~t~p ·!l ~t-a tv:,t !hYl~t~d ~c a::);_;:" 
$p:ac~~1c U:e-nsp.eunc us~ a~1~ are ~hW:~ ~~~;.in\..:~ from th~ .,".;;a.irns o~ groups W ::;:nd ~V. dir~cted h? SPGC~ffc ~h&«pautk uses, ~s v"'~1~. 

l. D ' 

2:, [] 

3. 0 

i\'3. ~sH r~~<;is:iJt~d ~·v.tdhiona·~ ~~~ar~h fee$ V<erc ti~o~ly paid by thr;;'. ~ppiican~~ d~i~ intcru~th::rn~J S:(.~m~ch rei--X"~r~ }.:t~\-'t"J'S. an £e;~rthabh.~ 
~"h~h~)$. 

A:s..al~ !S~:'<~rd~ilb{,~ th~lnk~ ·(!<>u~d be s:~~.ar~.:-:ht~d .,~·~thout ~~fft)fi:justif)·ing :£H.~-diHon.u] Jee~ .. ~his /\'t~~hor~~y did nQ~ in\··it~ pl3yn~ent ~f 
>Jddt!imml {hs. 

A~ nn~y son.l~~ ~)f ~he n~qu~red adclhk)n~{~ ~e::1:0:::h k~~;~ ,.,'t:r.~ ;irnely· ~1;sid hy ~ht ~~pJ:.~Hc~n~~ ~hi~ .intenwtit'rn~··d s~;arc.h ·rx":~Xlr~ <:~n~x~rs 
O!"~~Y tht)~3.:~ c!ain:~ for \'~'hkh r~es ·were patcl .. :{p~>:.:·HicaHy daitn;; r~J~.:t;5,: 

Ni.l f':"!.l<~in.:d ~<!(Ji;io>"\f>! """~ilreh ft:~s w~:re !imely paid i:>y the ~pplkant. l\mS<.''l<~<mt!y, lh\~ inl.<;'n<Stimwi >-~~tlr;;h rqm;t is 
n::·str.;..::R;d.t-t) t;<~~ in).··~~n~inn fl.~~ rn~ntit'H1~d ~n U1e: ~ia~fn~; ~~- {s <:<.).;,··er>;:;.~~ by c~ai~u.:; f~u&.: 
:-~·1 aM n.;'a 

D 
0 
D ' 

~rhe ~.dd.~t~un~i ~~arch Jee:s \·Q.~T( ai..::\.:':>fnpm~ic<.i b)~ ~h~ ~j;PJ.t:lh.:~nnf:::; rnut:c..~s~ and~ )~ih~;N:: ~~tjpl~e;ab!t~~ th.f;' 
paytr~~rn of:~ pr-otest f~~-
The: aclcihio~ai ~t·ar&:-h R~~~ v.?~g;·sc<..~.tn~p-3nf{:·(l by ~he at;pHc13nr'~ ptotes~ but :~he ~pplkab!~ protes~ 
i¢e 'vas n<J:: p~~d \~·ii:h$n th(: ~~rne HrHil ~-~~<..·in-c.ct in ~h~~ ~rn~·i~nti.~.m., 

No :prot~~i ~,-;{;o~n;~l;inied the-. r~~~)'fJ.~Cnt t)f.;idd~tionaJ se;srch f~-~s. 

Ex. 2002-1391



~
-----------------------~~----------->--------------------------------------
;\. Ct.ii.SSlHCAT!{)N Of SUB!ECT MA 'TTER 
IPC(8)- AOtK 31/54 {.2t.XH5J}4) 
USPC y 514!22:3.2 

-::~:C\}rding .m ;nt~n:s.~ti~nlS~l\~tcnt Chs;tsi!1~at~on OPC:) or t~ bmJl n::nionsJ ·C.:<$:;:is1'":~ti:1n ;snd H~ 

tl. FH2LOS SEM<CHED 

r=~,;r,;;;;;;;;;;,;;;;;;;--~ 

~····························--··--········--····--~·················--·································--···--·················---·--·············--··--~-------~--i 
tXst-t.nrH~ri:t~~it>f~ s~arehed ~~fl.~r ~h~n m~nhl~un'l: d:.x:t.mlen~~Hr~~1 !~ ~he e~·~.~n~ ths~ :S!:.~b C<>e;~~1~i~n~s· ~r~ ~~dmi.ed in ~hi:! ;~~Ms ~~~3:t{~.h~:,):j 

;......-.------------------------------------------1 
Eh~c~n:m~ \.i.3~~ ~(:>~ ~1:~>~::H~d du:)~::g. ~he :m.ern;.n.ion~l·~~~at'ch ($:~rn.~ l.)fd{~t:3 b~.;;~ ~~~d .. '\.vh~r.:: pr~~~~.c::~~b~e~ ~e:sr<:~l ~~rms:: u~d) 
E~ij~t-t~nlt:: O~t;303S~$ Sea:n::hed: tJSPTO ·~.tv EST (P.GPUS. ~~AS~ JPAS} WSPTl Goog~~ Patent Goog~e S·~.:~"t~·tar. ~;~r:;:::b 1 ~8tl1~ Used: 
ber~Z:{1th~ad :i3Zlt~{'":. t~f}tt'(.sld. ~).~rs~«>»~!tls. o~' n1~'tsj!"S$, ('dk~!~ ~rt~~ai. d;at(~3th.."i$ ,;.h:.,}lf!'f~, phmw~acs :S;jn. ~~~{'"!rf;!.~ ~pt:r).!}r 

0 Fur;.h.er dt1~<m1tnts 3l'e listed i~) thil ~on!i1ml>Si<Jll of Box C. 
.. ._." ....... ~--s~cr~;~~t;t~i{;r1;;~nJf.1t~;I~ix;l~~;nt~~---·~~~~~~~~~~~~~~~~~~~~~--~~~~~~~~~~~~~:r~: 

''.A.·· :c:kx.:~m:2fit ®Hnit$t" ~M·~?n~~'&~ !~~St<.':tl{-=.~h'! :Ml. w?'n~h ls nc:-~ C<J:~s~<l~r~"d 
tG tl>::: of ,P~I1il:·ui:tt rei~::,:·3-n;;:.e 
t~;}rljf:r ~pp1·i~:s~$%n "~ s:·~~t::;·d :h~~~ :Ss.ih1is:h.~d !>~) :..~: ;sJ)~r the ~~~.::~xna~j~·n1at 
.U ~i:~g d:He 
4~-~·~!m;::nt , ... n~~·h m3~l t~.s\),,,. {~n~l~~s <.'In ~ri~:?~ri~v d~irn{s} nr whi~~ i~ 
x::~~ ~t} -~s:~~hH:£.!"1 ~h~ ~:~h~~:;).l~H.l~~ dst~ -cf iuiiti"$~r ~~~tlun ur <J~h.-::-~· 
Sf!'~Ci~l l'~~o:>n {~ S(l<.'Cifie:l) 
(3l).:.~U.•'1l"~:.'::nt f1.".:f~~l::Sn£ -tt\ :..{.rj :c.-uW t'Hs:dn~~.ln.~~ ~~§::, i:':·~J~lhl~h:u~ r~r <.>~h.!.~~­
m?~ns. 

D ' ' 
~~~~"!r o:..t~)~"::l~~~;.~~t p~bli~h~":d :~f!J:x.H~~ int~~~~~~~kh~~;:1 nhflg,~;,iM::-: "-"f ?'fjl)f:~~:y 
.:.!a~): m•d.~o"!ot in :c::unHi~t ·wuh .;J:o;:: ~(~:f!~$~:tm\:ln ~,::-~~;.:$~!:a; h.~ m:\J.<:r.~~~ 
m<:. ~~r~~~c.;p~~ ~.'l~· the<Jty ~--::d:::>.ts·mg !;:,l;: .~nv~m·:Gn 

,kK:;;m1~~:;s~ ,sf ~~:;.1r.~~.ula~ rdlt.'..·:s.n;:.~~~ ::h~;- iJfl:i~lH:'·~ .in'-"t~~~:r~~>n t"~U~•-s,:J~. b~~ 
(::~1'3i·®:.e-ci ::l~r..~~ t1-l' ~~ll~~~.,:s~ :i.":}: ~t'H~:~H.ie~~rl h'J ~:-t-:,··~-,.h~ ;x:$ h~V~fth).'~ 
st~+!- ,,.·h~n n-:<.:: ~~tn·;i~'!m· i:; ~ak<:~1 ~kHl.:~ 

clm~~?-s~m t1f p..~n~(:.ijh~r r~h~~'.>.Si)::::~~. -~~f! -e~'*jmc~~ inv~.ntinn :c.:{)rmn:. b:1:: 
~()n~~®~~ ~o ~m··~~h·e ·~1 ::1'<-'<:nU'l-'~ $~~t( ..,v.:~~n ~ae dtX:tsl~~~.-:.. Hi 
{;~~·mbi~~~ w~~n ·0:'!1:'": l):r m:c::t~~ ~h~f s:tt.:.:·h ~-ctn:n~n~s.. s.~th ~~~mb~r~~~k"~n 
t16!inl;} \.:>.lwi~1u~ h.1 ~ s:~'l7!f~\.:l>S ·s.k5~h~d ~n :.h)'! :u1 

~:p·' ~1l.x~t.t~~-:~n pt~b~bheci p6c>r ·Kl ~~~~ i·~;~~-::m3tk~m·.d fiE:~e- d~~:c:: hut ::,}k~r t~~)n ~~~~c <.kt~{H~K-~1~ member ~r 1h-t~ ~3:m.~ lX'-~~n~ f~nsiJ~·' 

~ .. ~~~ .. £.~!:~~!!t.:t~~~~l:·~~·i!d -'""'""'""'""-"'""~'""'""·~~ ...... ~- . """'~'""'""'""'""'"""''~'""'""'""'""'""'""'""'""'""'""·'~~~. ----l 
t)~~t~ "t.lf·!hc ~t~h.n(~ t~omp:h:":tH')fi !.>.f ~ht~ lnh.~~'TI~~Snst3l ~~ar~J' l t)~B:· ~~\fn~:lihng t~f the irncrn~u~~:n:ll .$..C;H·t~h ~·t~~~t1r~ 

24S~.'pt<clmW<-2t>llS(24.oe:.?o~:t'Jl I 3 0 SEP 2008 ' 
Nilme l!:.'ld mililing 3<kk~s> \l f the !SAlUS t Awhorizcd t1!Tk~r; . ----------

M~i·t S~ist.:. ~CT.~~~: !Sk'US. c,):urn::s~tr~~:~:r f::Jr ~Th~it~ l . . loo ~¥.'Young 
~.0. aQx ·l~;S(~( Ak;:'X~nd~ .. \.l)~~~i-...'1' 2231:J. .. i450 f'<:TE:e:f'~-«;S"f.~~~·?;: .... ~~ 
F~~·simd~ N·o. 5'?~ ... 1.73~32~H ~'"'1'·osP: H-s~·t~"t'f'IJ. 
~»--- -----
.Ft)nn P\"'":1:~"lSA/2 H) {~.~t'{>~d sht~~~Q ~At~n: 2007) 
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2 D 
J. D 

4. 0 

C~airns N(:;.-; .. 
bet-:~use they )~=:.~~3t·e ':.'\.) ~tsbjec~ rn3t::ernot ·::equ.i~{~d t~ h~_s~~fd~t~d hy th~~-l~~~th:.:>r~ty,. nan1ely. 

bt.~l".:;H;~~ they ·r:~.:.t:.H~ S.Q puns Qfh~~~ h"~.tematit>~~l .~ppH~~~i~:·:F'3 ;.h~H do not tornp:!_):- "~·i~h th~ pre~.crihc:d r:;::quif':.!ffiS!"tH~ hJ ~ut-h an 
~x.t~nt th~~ llf) t'fS~~nir$giil~ int-crn.;~lion&~ 'S~~:tn~~h ~~1n m~ C1uncd tn.~t Sp·t::<.:i.nt:;iU)'. 

A.s ~u ~ .. equir-.::d {H.idi~§:.:.m.~~ ~;e~n.:h fl!CS vi-eH.~ t~n~d:t p~ld hy iht~ :5ppJi~;ssst, this .tnte.t11~1t~~·in~~ ·s:t'~;3f"C.h .~t~p1..1~1 (:~:.;,·~~n: ~<H s~;nch;$bk 
~:~'*irns. 

~~s aB S~.a-f\.)~~b~~ d&~ms CO\Iid bi:. S.<.'~i.i~~d~t~d wW~{:mt ~~ff{.~;t)a:,\tlt}ir~g 4fJdit~cma~ f~{;~~ .. this .~\\Sti~)ri~y did nt.1{ 1~"'f••liii:. fJf!)''ff~~n~ :">f 

l.1d;Jitk~nnl ftcs 

As .~~nJy _rom;;-of~h.e rcqu~·ri:.d. <~ddhh.:m.ai 5~&n;.:h i~~~ "t.-'}'..:;:r~~ ~i~l}~~y p&~d hy {hc-apphJ..~&n(. ih~s. ~nt'{:n~s..~~ion.ai :~~arth ~~p::.:rt <:nr...··el!} 
on~y tho~e d~~rn:'3 ~{)r): ... tn~h f~~s ''>/ere·pa~d: .sp:~-~-~fic*~Y ,~~::s~mS< N-:.)s.; 

N)} N:qu~t<.~d ~id:,ij~:ii.Hl~! s<.~~s,~h i~t:$ _w~f'~~ ~in_~e~J· p~~d h)'. ~h~ .~ppik;;mt ~·~:on..:·~q·~.~nHy~ {h~~ im~-:.rr~::Ct!.t)~~~'1 .::;~ar~h n~pt)f~ ~s 
re:;tr~cle.:d Jo tht'! .in\'enht'":~ first m~nt-~t':.m~d ~n the d~im~~ ~~ j~ ~o.;,r.er~d by )~:l~~m~ Nos ... : 

0 ' 
' 

D 
D 

·rh~ ~i.h1$~iuna:~ ~t&rr:h ft:C!$ ... ~:c-r~: ~c-:us:,~.;·~~t»1i~(! by H.~ ~pph},;:*~"'=~~~ pr>-::n~::::;~ ;;lnd~ '\"!-·here »ppHc;$:hk .. ~j:;;"~ 

ps~ym~!}~ of a p:n.'l:t~Sl t~e 

Th~ .;;sGdi~it).n~1 s.~;;j;f{..:h ti-:e~ "''~~n .. --: ;:K~~)-nip;~~:nil';!:d by ~he s~pphc~n(~ f.'K1~'~;:.;~ h~:~ ~h.'; ~ppHo:.:.:i~hk pt'\.H{.~~~ 
i'ee WilS nt)! paicl wi;llin tlw time !im:t s:peci!1;:tl ir. lile inviMi<)n. 

N.:·~ fJf"\)~tst so.::{)n1p~.n~~-:.1.tr~~ payrnen~_t)f ~ddi~ion3.1 .s~aH.'h i~~ ... ,, 
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~rh~;-;ln~.~nla~ion~d ~t~::ln::h rt~pt~~t h~!-~ t~::t;n p:t.~~p{iltxl by th~~ 'h::.Jt~fW3tit~~~l:}} .s~~at~~hing Antb:~dt}:' ;.tnd l~~ .tra-:.<~xulltt:d ~f~ tht: ~!f.~plkar:: i'}h':t.~~H't'lin.~ 

to .A:rtk::te J X .. A \.X)py b bt~ing ~r<iH~~Ulh1td ;,(}~hi;;: rnit;n.:,~:.~~on.._;;,} {-h~t(:;3:B, 

L na~l~ l)f !l:w f~§lOft 
~~, \~:i~h rcg~~rd tc:• th:c.lang:u·>i:gt~~ ~h~" ir:.t::.:rn .. :Jti~~w-~1 :5-~':;~n::~h \~~~:-;.~ t:<~n:k-8 <)til ~H-J ~h>: h:.J~j:; pf ~ 

r~~~~, 

b. U Th.i~ irll~5:.i:<~ado.uat ~~':ar~:~h H':pt)rt h~i~ :[)(~eB x':SWb.H~h~~d ~~3king 3.ui~) tl(:\:\Hlnt ~h.\:': rt'('.flfi(:~ti9t~ ~)f ~~-B {~tr~-~~H-l~ n~i.st~l-~~ 
mrHtc~ri<:t~d h;~r <H· notdl:x{ t·o -~hi:.-.: i~Bthc·~:.~t:-:-~ B.nck::r .Ku.k~ 91 (Ruk: ·l3.6bi.i'(::-::.)} . 

.:-.._.._.._.._.._ .. ,, 
, .. U ·v·/hb. n~J!~:trd ~~-} any· unti~~~lidt?: ~Hid/or ~~Blin~) ~~~h} $¢·qu~n,.ct .:.:U::-.:i.=h:r~::d in ~hx.: 1r~kn.~1thina1 .;,::rp.p.iit:~'ttinn~ ~;.;.X: Ho:s. t··h'i. l. 

2 IZl c~~rt>;l.n ~lllim~ w1;n; tim.nd m!~<!iir,:~habk (See Hox N;). U) 

-'· D Uuh)'' {>fla~·!.mtllm ~~ !ae!du.~~ I.S~·~· lkx 'N<>. m) 

4. W\th.n:gHd l<) i:h~: Ht!e, 

!Zl J:h~: kXi is <lpprovd ti>: S\lbm.(H<:,l by ih<: ;lppii>~HBL 
D th~:: k~x~ hn~ h~~;:n (:;\~;~bU~ht~d h;.-· rh3:\ /\nthndt~'{ k~ lt~;::.d ~~s ft'~tk~·i.,~~: 

5. ·with wg;.;rd to fh~ »b!>ltra<:l, 

tZ} the ~-i.;':.¥.l ~s: ~:ppf<.>\'ed ~t~~ K~~h:n:~tH;2J by !h<:;~ G.ppik~;$nt, 
0 !h~~ tc:x~ h: .... ~~ h~~~-=-n <:$~::.-"tb-~i~;ht:d., ~-l;,.,'.:;,.,~•.n:Jing h~ Rnl::: 3~.:.\.l~y ~hi~· .:\~.n.h<)f~ty <~~,=it. ~1pp:::~~r~: in B<>X f'·~o .. f\/ ~ 'I'h~~ applk~~-n::t 

1::-~~iY~ v.:-ithin <)~it: £H<>rHh th>rn ~he d~~~t:: ·of~n:;;.iUug l.)f~h~$ tu~~~nwti,>n~~t ~.~:::~n~~h rt·por~:- ~;uh;n~t ~-.:.:.nn~o"-:~n~s to ;.his .~\ulh~)thy, 

~\ \Vi~h fi:g;.n'd .t.~> ~ht: dr~~,s·:~n~"S, 

;i. th~ r~gurc <)f the dr;n-s'tng:'8 to 'b~. pu:!)U~h~J "\,~'iih tht: ~~h~;~n.H.~t ~~ l\gHr~~ N~), J. 

IZJ-as $Ugge:~ted by t13~- ~~pph8:<H3L 
D i:l~ ~.;e1t:~~.1~d by .1hi~ }\1Jth~n-i;.y·.} h~~~n:~·e th;.;: ;3pplic~N~H u~ikx1·~t~ :.;:ug,ge.$~ ~1·ngut~. 

l! -:~::.. ~~'~(:<.'·r-.-..·f ~~~ · ~:~l.{"· ··\: ~0····\~-.;-;:-.,: b·'-'"\.''t'··s. ~, t~1i"- · j; ·:-·~ H·~' ~ .... ~ .. ·;:-!;·'~-· <: 11·:i('":;&"~ "'r~·· .. t'x ;:oh~.~ h_....-",·ein h.>r• ,-..........J"' ........ ). ·\ ........ '·,'f.\_~"'" ............... \',·~ •' .... ~ ......... ·"- -~ ,).e-""'' ~· ., "'' ,.._,,,( .. · .. , ... ~.' '~~ .............. , 

b. 0 uc~n~: ;,;{ {.hx~ ·t$.g'l::rt.: 3~ ~o '!)t: ~~~l.Jh~i~:h~d. \=vith ~he t1bStf{;;.\.:L 
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PCT/US20 13/027676 

(J~liHJ:~ ~ .. J4 9S.;d ~15 ... 52 ~lr-.:· ·lJ~;·-.~:~"-~-~ t;.~ ~ ~r~>~~tr~~~::-n~ H.-.-.::H.~-.~~ \.(f~h'~ hu~s:;~:m b.,:.~dy by ih·t~n:py ::-:nd -~~su~. n~i::lh~ ~G ;~ :::-r:h.i~=,~~ J~~{:U'='·f '\d.llt~h lh~-~ 

.tnt~~nHl·:.iGH;s3 s~:~:{H~t~ing· Au:fhnrlty· -;~ ~lnt r~qB.txi:.~d i{) ~~~Hch ~a~d~~~- . .:\:r~-~\.:.k: l7(2)(;:~}0) ;_~f d.:o:.:: p(:T ;:~m1 Rttk~ ~~9J o~(i ~)'f U~;,;; .K~:gHI$ltk;;,p;; 
u.nd~~5 th-:-.: P·(]~ 

Ct:~isn.~ N<)$.: 7~ 13.~ 14._ 3~\ .$1:- ~t\ .3A:_~ 39 
h(:<.~l$r:.::}t: ~h~y ·!~h~w ~n pm'~:s ~rf lh(: iHi~".tl)~l~j~~n~:J ~~pph,.-:~~tion t!mt dol~~~~ ,~(}~uply '''i~h ~h~~ prt's.cr~~~d ·fK':>;:}uir~~n1~Ht-~{ t.o.f ;)t:t<:.:~h :.:-:.n 
c:..:~~!stth~H no u~~'::~ling~hl 3ntenmhot3.;.~ ;-s,~"::~-B.':h c::~~n h~ ~-::.~Tit0 o~n, spcio.~~fSi.:~-~ny~ 

Cbims 7, l X, 24, 30, 3 L 33, 34, and 39 •~r~ und\::M, sin(\~ they dthcr directly or lndh<:ctly rd\~r to 
o;1e ·of t;.birns '<'/hich arc not dnlfh::~d in accordance with PC'T Rule 6..4(~1) {PCr Article 6). 

L D .A?' ~ln -~·q{nk\;_~j ;:1ddrk~n~·d.2i(:{n"l:.-; _ _h t(;{~~ ~~·'(:'f{~ ~:tr~Hdy r~Hki-by 1h<:..~ appH.;.::.::ttJi, ~hi:;:; irt~(_::t'n;:'ltlon:~} $<:..'::~~r(:hn)p0H (::~y.,:~~r:~ an St':~(n::h;~})k~ 
(:bin<>' 

0 ~\~ ~{·l.! 8ffltC:hnh!~::. d;lin-:-~. (;ouk1 b(: ~\:.~:.:<rch~::d 1:~··i:hnut ·~~-flb~i_ju$l.~f}~ia~ ~-~rl_ ~j::lditional f~"X.\ ~hi~ .:-\rnh{>rit):' did B~~-~ i:w:-.:itt': p~:~y.::~.l~:~n·: 
of :n~y :.:1;,_.{(H~-ioO~l.i fu~!. 

'}''h\~ ~~ddi~.il:)iW1 :-;~$~H.~h ·k't'~.- '~"'"t·n.~ :.:~\.':\.':~.:n:np~l.n_~(!d b_y tht· .:~p_pli-::::an(~­
i~~~ '1:'{.::$ t:<~t ~~:...~id "'~ithiu ~h·c- lhnc iij~u~ :~;pt:t:iH:::d. i.n tbt:" in.;.--h~;~i<)U. 

Ex. 2002-1395



Ex. 2002-1396



FlJbl~(1~~-k)·H 

~...k~h; 

11.06 .. 2009 

PCT/VS2013/027676 

V<~~-~~ut E~ni!y 

HR~w~t·•~:.:r{~. J 

AU ?C~)8-~~2/~~12a /~ ·-; 
G-~ 2t)9~~-1t10 A 1 
GN H)'i ?9~)6~1'1 A 
F.P 2 ·f7TX34 -~ A 1 
EP ~? ·f lOa,; 1 A4 
~JP ~?0 1~}--.$:1~?:3t):3 l~ 

WO ?Z1C~t·{1Gf34-F:l3 }~ 1 

U~) ?Of)H-~{) -~ 4t~(K}l A 1 
US ?0.~)-.180 B~:: 
us ? 49 i *1;3 ti:2 

AU ~~)05~~:28CX)Sf3 A 1 
AU ?005---2BCX)S~~- B~~ 

GN 10104:33"1~9 }\ 
EP ·JTB 12f5 .!\2 
EP l?H 1266 B l 
EP 2~~~]a4HB !-\ 1 
EP :?404GOS A.i 

us Al\)6--!)'.!514 m r-l 
US ?OC~J--0148525 A-~ 
-WO ?\))t}~{1~?~:;<tb9 A? 
WO ?OfX:~-~{J2'G469 l\3 

~\tl 1S~t~},~~O?fX} 8? 
C/:;, 23~? ·1 t}t~ ~~ A 1 
CN -J~28H~3~26 A 
EP ·JOS6?29 A·! 
EP Kz-:f1T?f) E 1 
EP l454902 i\ i 
~JP ~\(}~~-~,5G-4~~lfi /~ 

t1P .2.((~)--041~}?9 A 
r~n i{},{Y407t~\3 E 1 
~·:H 1f}~{J449f300 E -; 
~{H "J(~~-~tXXJ~{K)?HGH6 A 

}\::l'>! k"::.}fio~ J. 
cbw 

Ot1 . 0 ·1 . 2-ZK}J 
on. o 1 • :?Z1D9 
04.08.?010 
07.04.2010 
o-~ .. ·1~~. 2010 
07 .. "!0.?010 
08 . ()1 . ?009 

Ofi, Ol . 2t)J6 
:30' 05 . ~~:{){)) 
17.02. ;?{_)i}J 

09. O~i . ~~OC() 
0;?. .. 09.20l0 
09 .. O~i . (!(()6 

;-:~~- ' 0~1. ?.00/ 
on. os . 2{XJ? 
Ol. O<i . 2tl~O 
:?.·~ . OI" ?O-JO 

Dt?. 03 . ?.0(1.3 
0~3, OH . 2CK16 

11. 10 ?001 

~?G . 03 . ?C(l -~ 
0€· - l;:: . ()l))) 
?G,i~1 .:?004 

OH . ttJ . 2tK!4 
-~ ~~,. 02 . 2tX)C~ 
~l.02.2ons 
01. 1? ?00:3 
? -~ . OH . ~~OCJ:t 
OH .. "!0. 20fJ3 
~~~:3 .- -~ 0 . ~?((\) 

-~~1-. 12. 2CK)5 
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_PATENT COOPERATION TREATY 

Fiom H1e 
.lNl U•:NAT~ON.'\L$E.">RCHlNG AU'lHU!H'l'Y 

i 

Kilpatrick TowMend & Stoc>~ton LLP 
Two Emtl<~rC<:lclero Center, Ei9hth Floor 
S<m Francisco, Ca.!ifomia 9-4·1 n 
United St<3tes of .Am~:ica 

PCl~ 

lNTE.RNATiONA.L SEARCHING ,-\UTH01~IT\'' 

! 
! 

L-~~~~-·~----------~-~--------------~ 

lZJ 
D 
D ' 
D . 

~ 

0 
0 
0 

.R~~a~~~w~:{i $t;~tc;.uw.f3~ tu~dt.~r R:1i;;; 43~n~, t(:itf;} l;.l:.~i~h "ff:-~m-cJ ~{~ ni.r•,.'i:.-:hv ~ :~;:.:~::·rH.fl.~~ !$\\:;·-~J ;:"tfH .. i ~r~·c..tt~sn~ai :nn:(J i{ahHn··y~ 
&-i~<·-ui~~~~ *nti: t-:xpkta:ui·:.)n$ ~upp~)f.~iu~ .:::uCh. sm~t:~~m~"m. · · · .. ~ 

::~~~~~~;;~~; ;~~j;,~~:~~l:;.·~~::~;n~~~f,;~l~~::i~,~:t;~.~(i~~::t~:.;~.~:~;~~h;;~;~~;r:;::~~,,~;l~~~~c~:l;~~'~:~: ~;~:%;:n~v(:·;:,~;~,~~::·.:~~;};;;;;; 
:)HWt ~h:..~n 1h:s nne h.1 !>c ·d'l:u lPEA and tn:": {:hl..:S'.W ~PE/\. h:~:':i.- -~(>~:i~kd the lfatt~-;~Hi-~-m~1 But(;:.-m ;.md~·~ Ruk (it). 1b~}{b) ~j~~~t \V;iHen. 
<.)p~~1!f,r!~ '\.)f lhS!~ ~:t.;:te~n~:.l:.._'m~~ Sc:~rchir,% .·'\t:th~:-rj~y "!:V::U tW·~ ~-~ S<) (.'<:tn$~d{':uiL 

H'lhl!~ op~H;t•;:• :1~~ ~r~ pr.\.:vided l3h~"¥-~~ t:).1ns_idertxl \i) llt'! ;$ ,,.·riu~~n vp~ni~.:m <,1{ th~: ~FEA: the l:i:P_PH<.~~m ~~ ~E'~;,.·l;~cl ~<.l :~ub:-r:j; ~o ~J~<:. iPEi\ 
a ~\·'f~H~'::n rep{y "..'.)~e-~M(~ ~vh~~-n~ ;:1.pp:(tpri.;U~::~ , .... i-~h a'fnt'f~dm&ntst b~'.h:~re 1:h~'. o;;:~pjrat~'.)H of 3 n:f}mh~ fron:t ~ht~ d~.tf:. of rrmHi.ng (Yf f'~~rrn 
fiC'.[~'lSA./~20 iJF. ~~;k~f{:- ~ht- :;:xpifa!!!JU ;:.~t 22 n1t1fHh'& n<;xn th~'! p.n{~dt.y :..1;~-~-'='-~ ·i.vhii:ht\t,'::r :.::xp~f!;s !:at-cr. 

f~~r h1~th~t <.~ptioos~ ~~e F~1rm .PC~l:/~S,·\ .. /~:~~t~. 
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.·:. D 

J. r1 
L-.l 

4. D 

PCT/US2015/060455 02.02.2016 

WRfl'lf::N (W1N10N ·OF THl': 
lNTERNATl()l\t\J., ~EARC!'HNU AVHI<)RlTY ~~~'CTfVS15i&l4;:'>5 

r-;"""' 'PP'k"~ ,, - I 
·--------------"'--- ----------·-""""--

...... _. .. ______________ 1 
l 

.;~ n·3x::~~mi.:).~~ ::~f ~h;;:~ i~nt~rn~::.th.1f~«~ ~n-..~·!j~~S:d~w ~m<} v;hh,."h h th~ ~an~u:.::t~:t~ ~~f ~"~ Ht~ns!:,:t~km 

.h~w.i~:.jhed ft.~r ~h.e: purp~J~:-s <:rf i~l;{;:~;.;~u.km<'ll se.:lrch ({h;h;::-~~12::~(~i~}~~~~~i .. ~ii1(~:•)}~ ,~~~~· .,_ ~ 

Th:s ~-min~nn has: bct:n t;:?it~"lh~i~h<Xi ~ak~nQ h~t,) a:C(:t.~lHH lhe ·t't~t-ti"fi'-1t:~it.}" ~~fan ~~bviou~ ~uh;~~kt auHloti:t.:~:~§ h\:' n! UB~~fi~-:d ~o 
this AU(hfH"il~' t~m.k~r R~-=l~ 9l (.K~~J~- 4:~;;;\:i(;u)~ ·· . 

'~l~~h: n.:-~;:)td ~\~ ~-H~y ~u:c:Jeotid~ . .;$nd/~1r am:h·u,l a·chl ~~qu~n~'l'": dif..~::k)~~.:-1:j hl th::: ii1~-~-·m2~.toa~·d app:~~c~~i<>n:- 1hi.s \:lpCl·~i:..'n< h;:)s. 
bt':X,~\ ~·~~tabh~hed :.'m ttl~ t;.a-::;.i~ .oi ~ '-'l~q~wnce J~sJ~n~r · 

:'i. L~ t\~.r(t:"".dHt. pHf~ .:.)f :th!:- ~n~~f'n:~G.l<..wt'~~ sppJi~:)l~un «:s ht::~d: 

0 in ~hf: f;,>n1'1 <>f n11 /Hill!::>: C/ST.2$ t~Kt fik, 

0 l·}n p;sr~~r ;,1r iH ~h1::. f<)rm ~-~i :n~ .im;:~.lJ~ fih_: .. 

b. 0 furnj!S~ttl ~n~~*.t~es '.>.>hh ~h~: i~~:-~~rr.2t~._'ln~:xt app~tc~~:.{n1 UNt!t::r Pf.~·l Ru~t":: l.~~i~-:t'. ~(~) f;..n· ~h~ pun,.«)S~$ t)f j;~~~U't.~~b-t)fK1! 
$~:-~r~_·h ~"t;~y ir. dw f\-:'n~:( of ~!l1 :l~:..nfKYX. ClS'.L:l~ 'tC.;.;t fik. 

-:: .. 0 fur~-~~;ht~d st~b:!,t:·quen~ h~} ~j~e. ix~.i~fn~~ioft~i fH~n:~ da~t': fc:'~ :.h~':. pur~st~s{.~~ ).(r in~eH~::tt.k:n:ll ~~ar.:~h f.\n~~··· 

CJ ;n !h~ .. l~wm ~'~' ~n i"'llllO; CiST.25 !I<X\. f;k: n~ul~ u,~,y.l(a)_}, 
[] <."'lf: p~~per f~i .in ~ht~ t~5Sm <.."rf an ~m-ii:?,;~ f.U::.! (Ruk:: JJ:('"t-:r. !(b) <~ad Acttsfin~;s.lfaJ~V~~ ~l'i$.~1'~K~l50rt':'~ S~:~~ • .-~.ttln 7l3). 

fn a<.id{~lnn.: in fht: cas~~ ~j~~~t nK~r~: than (~ne "/t':~$i:..~n f~r ~f5f;\Y <~fa ~t'i~Ht:rtt'::.: l~:;.;:·~n~ ~~·~s b::."'.:2.5} t":t~~:d (}f h:rr~~i~~J:i·)j. ih~· n;~q:uired 
':.:W~)~·.m~~:f~~I1·tl~;:~~ ~!~~ ~~fO:tm~~t~l·w 5-~t ~JK: subs~-~{~-~·tH :or :scldhk~na~ :..:.opk.~ .i~ t<h::rrtk:a: ·~o ~h~l~ f~Jtm~ngp::~r~ o.fthf: apph(;~"\~k")J1. ~~ 
flj~.d H-I dn{~~ w .. H g(} hf:yond ~.}~~ ap~·!~~a~i:·.w ;s~ f5i.i.:'.d ... :~$·apprt•pti;.,ue~ \~'ere -~~~rni:~h!:d. 

I 
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As per d~Jfttl i. C~~nk1"at Ci';;f;:los~s f3 m~m\1d !;f ~r%aUn.g ~ st:b~~c~ 't'x-l•,..~ng Pr;s:~i%r ... \·Vm~ :!~yn:o"Jtol?~ (P¥VS} {~~1ethl:.~i_ r~r tr$:1~>~fr!-g ~~ subj~-::t ~~~vir:f! 
P:~ad~~:..~'hm S:·.tn:::kt:·rr:~: t:~~~~ i. nn~f t~i~. ~t;!'::r (;Uff'irn~~~l) ~1~" Sn:'l:~h,.·M:xg~ni:? synQ'rome ~SMS}~ ::;z~d nmm.r.H.:~ f:O..~~~-s~ng .sdmir-t~~terlng to 
~a:ki ~~Jt~oc~ k-:.t ~t J&ast 1 ~~ W$:!$~~;s * ph~nr~a:c<:~D~~<-.?3t fi)rtt~U'J&&'w~ -~a~.kntn~st~ting tc- s·:Jb;ec~ f~: a::~ ds~%~ pa~]e ·i, L"Nief su~nm;Ecr,·} oomprt~in9 
.ar~ eff~t~v.~ ~--srn:r;~.$n~ f:>f ~ KATP cfl·annet c-pe-ner {~:-r~rr~ptt~i~·~J ¥Sfft'";;~t~ve dose of <J~~~:1:.<i®; ~)39€:: 1, bft19f :?.·t~mma:){). 

(A~ p~r t":.l~irn ~~-. Ctinit::a~ ::Usc!t~~s. ti~~ ·:~w~hf..o:.i ):_'ff ·:~a:~m ~~ ;sr.<i C1li<fc»~ ·b:tt~6r ~-Jjsc~\..1;;~:~ ~\:·h~r.e~n ~~ti KATP ~')~r~r~~~ t~.P·te.n.er }$ d~a,z.f..!:<ki~ or a 
! uh:ssrrr~;3o;:::tJ:~tca~} .. :-3et-:*ptah~~ ~3Jt U:•~~:_i:f (kATP ch-an~ ~P~3n~jr .~~ d~,s-;.~l1~~d~ t:hot~n~: ~~~~~ i. t~"l·*·f titi&}, !' . ' ' . 
~ t.\!1, (;;~:;~ t~~~irn 3 ... C~~ni\.:~~ d;S:c:tzyses t~"";.~ r~it-~:h'lt)t; of <:Ja;rn 2, ~N~ (:im·tcai f~1rlh~r ti~sd:~"J$:t;":-$ :.~t~tt~~:'"~ ~he pha:rmate:;~:c~Hy «CC-ep~ab·fa »..~!t ~~ 
! di:x~.~:_}xkie ~hottn~ {<f~)):t~P:tdQ :..;:h:<.}:;~sg~ r;;age 1, b:ief t:tios ~. 
~ .. ' ' ' 

1 As ~r d;3~W 4, C!k~;~-~: dt~ck:,•S·~S the (.t'${hod cf c~~~n~ 2, ~r~d c~:nk:~:s:i t'wr~~u~:· <H~t::oseG ·~····~~:~:tn S~d .d~}"fl~)Kf{jf.$ ~.:w ~~ .~~~'l:~n-:~c~t:~k~~~y 

I
• :3r .. ::::{::ptet'>1:e ~~.3;;. ~'"l~t:e<)f ~~ athYi:ntst6r00 o:~~.')" ~i3~~~<..'}-x~,-j~ ~':hc-~:n¢ ~~ ?3:':S.mt~1~St~~d as a 't?h1t~t f.:'fj~~ i, brfef tit~<?.}. 

C~~ir~~s 5-~7·. ~t";.d 21<~-g 1~t:k ~n inr,.~~.n:t:iv-e step unC6r p-c;·r .Ank.::t~ 33{~l) (~s beit19 <.~bv;>:::;.-ws; ov-er Cl~nl:c?l ~: v:~v4 1:sf U$ 20~)})l014B:52.t1 A i 
~ {'CQ\:\lEN ·:~2·~n. 

1\s t-'<:!r c~a~m 5. CHn~C})\ ~i~sd~;;~'S· ih~ me~hG\1 of d.~1m 2, ·b-~t Cllnlc3~ ~~~3~ hts~ ,jtsdfj$-~ wh~n~tn ;.t~ utlz.~~t,~o:.~t~t-ai tormuiation ~OOud~s. ~t 
~~)..-.;t "":~"{* &Xi..~~;~er~~ ·wht,~.._, ~~f~:;;~s ~he :«re of ~~Q~)S:& ·oi di;3tr;~kia t-N· ~ }-Ni~¥ff~8ca~t:<.~:s;~:-/ ~1-c<.':\.~(~:;:it;~e satt tneroo~- H~h"-·'t~vt~r. Ct"l.".! .. ~{M'~ '525 
dk~,-:::1i"SJ:aSr wh~r<..~~n the ph3nna:ceu~~~""l·f f .. )n':ld~afu.li'l: .;n(:it:t~B$ ~t W:.~:~t t;t;&> ~~<:c tpi~m ·-...y-nX;n ~tt~c~~ tl)Q mtt~ ~~f r~:!~;:.:s~ t":f tii&~:.'-r:o:1dl!) f>r ~ 
pha:rrr..at:eu~ic;s:;;:~· «>;ceptab:1<:! s~;t th~i!5!'Jf {phrsrrfl&.:f?t:~U:::z;:! fcrrn,:~~U~<n mn'1pt::S&S· at ;~;3s~ .6rl~ ·t}'>tt':::pf~t$~ ~~~~~ ~ffe;c~t"S ih~ rate (>f r~t~~s~ 
d i3t0~ tti* r~r f3~W~.n~.3<...1:5iJ~j:i~i S~ t.~~ PW",~;Jl~~t·m {(~2::§ n-. [02J\S:~·: {02401 ~, l t Wf~Ufd {').~).·~: ~~en t)hVif.'{~S to one sk;ne-ct :n the :;1:1 ~t the time ot th-e 
:rv .. ~~~5~i-!)t) to h.~ve rrx.xi.til~d ~~l~ m~Hl-oG~ ;s~ dtsdO$}t":i,."S by c~;nk.._<l:: .. ~(• pr.;,.~v~d~ ~h~ m~~hod wf~~r-s-in ~~l<:: ~.m~rmac~»~l~<1l k)rt:'"k.ltf~hon ir.ch~:t~-t'~:& a:t 
.~~~~tofle ~Kc~pl~n~ which aft~c~~ ~ ... l'f: tmre ~rsf ~~l~~~~i: ridia:i:"9Xki~ -t,)r a pt:tw:m.c:.~:.~w~~:::-a~ry <1cceptabla ~!t U~e~~r~f. ~;,; d~s<.~~(.t~-t':-t:1 hy C5JW~':r: 
'5~5. as dQlay~nij m~ r~":l~»~e f.Jf d~)Zl:.>."~jtt to p~ss throu:gh th-e storr:ach c . .-1n ~{j{j~C(j tt1~} lt)f;ld\>ne~ (sf {t~Str(>tnt~"Stk~:~ ~;:j~_,Br('$f5 $!de ~-ffe,~~~ 

~ {C\'1~')~fl 'l52S~ ;:.»~~~*Ph ~(:.2 .. ~{)H. 
I 
I As a-~r d~·:rn b( CW"l:c\Jj ::lnd CQwen '525, tn t:;:..i!rni~lna~Ji5f\ dlsc~i'J-5~ n~~ methv~ ot· t:l-3in~ ~~~ f::ijt C~nic.:1l dc-&s not dt~d\.)S* whG:r~i:n lha 
l ph3rmaceut~c.~: n~nfHJl:ti~:r:t) lm::.~~;)j)jf.> ~~ ·i~$~ {..1~:t~ a~~i~~~~t th;st Ce~~'f'$: ~~~as& .0~ dt;u-c>;td* m· }) ph~rrr~'}c:eutk-::~:fly &<~,~~)"t~h~~ .fS~n th~:-~~)~. 
i Ht~w~v6r .· Ct:~w~:n '$2$ di:scJ::)Se$ ~·1.::fwm~n ~he pha~Ttaceu~:ci3~ ~o~n~~ .. d:ts~!t~~: ~n~::tud6:~s ;;S~ :e~-,:st m1e ·~~~..:l}--,i~nt that d~~~r7S r~~~<~~~ of ct~~zo>:itl~ ~:t 
~:a phfjnn~~:{$~;t~i~~;~~· .~S'\.~eop~abl-e saft m.::e:rwf {pham~aoe.:;{;ic..~~ h":rrr;.~J:f~tk1n t~J.rn.,tl~i~"B:? ~t k?.~$~ G~l~ ~~t:ipi~n~ 1h~t d~;sys ·uu:: f2S~~ tlf r~~~..;3~t!- ~f 
l diaz~T>:irli:l w pnosrmaceuiic>Ji salt; pa•agraph {t:-237)-'[\'l23..\'l]. !0242)). !l ;¥~1l.<iti ~'>lVi.l t;.,.,i.lr, ~'i:J'»10c•s lc Cl'l<l ~~~iii!J;J ir; ti'!f< ;an s( ih<O> lime »f m;, 
invrnti~n M ~zv~ mcd:~t~d the n~th:t>ti .. ~s ,'iis{~fos~ ~1~· C~i~(:cal~ to p-:Ul:liCe the m~ttlc-d \~~'i~"':t~:!r~ ~ht~ ph<1r:{~){-;f!titk~~~ fcrrnui.&tk·~~ ~~}t":h.Ki&:~ .:>l 
~ast ~n~ ~);!.:ipt~~1t that "ieia:,--s f'B~f!i~~--& {.·yf· {.i~"~Xi.~ki~ ·Of a ph<H'~·c~ut~c-aHy &-;.-:t~-t'},::~t&Qi(3: ~~stt U':~:rs:.D'f. })$; ti~\;.do ... ~~~i bY C{;'i.N·~-n '525~ as (i~:~:>(i.~-:9 
~=1~ ~~~eas:B: of '-~~fJ..'ofit'k:: to p0.ss m~(1t~h mos ~t.tJtr:;lt:h t~H) r&dt~e.-t'1 tt1Q :nck".!.~,:~:~: :t:f gash'{)i~'t~~~tirs~l ~.Rivtn-s~ ~-df:l. i$n~~t~ .. {Co~l~?"{ ·t-25~ 
~i?l~agr~pb ;02:46D. 

As per- C~Bf~tl 7. c:~nk~~:t til·S!..':l~)S:es ~h~ ;'ft*t~3:'",.i:ij r;·;· d~:n~ ~ ~ b':t C~ih1ci3; )jO:~ f"lt)t' f1~sc~~-:t!{$: W)~~:ra:n: :lh~ f<Jn~~t..~f;>~~:~~N Jd~~hf:H" t":<)~~"(~"td~~:fj ~jt l~8st 
t)~')..~ {,">thet· ~,;;~;ve ~"(ij~edhs~it }·ici~-;.·~v~rt Cc~)~·~~r) ''5:l~J' <i~~::.':.k~s~:S ).""h:f:~~~:r~ fu-t-: ft)r:-rnJ:t&tit~n kni.her c:emp~i~~~ ~t ~e..~st t1ne {}!;her ~-c:ti'\1~ ~N~~'Sti~fi·~ 
{k>fff~.{~~Uon C<.)..~t3:tn$ ~~ ~n a~dttit1~al :n9rOO~Gr.t~ p;H.ag::~p.h FJ~~&in. :tt v"''JW.fd h~ve bei:i~ t>b'!.~(H.n; ~ ~~-,.~ s;k:t.!l~~ ~n the~.~} ~t tne m::·~ ~·:f the 
in'v·~n~t~·n ~~~ M·:..;.'t1lTtt1<'iW~d th~ .n'l:&th·:..xij &s dJst:J-:..~3f:!d t•) .. Glmic3!( p~Qv;d:t~ ~tl~ m~~~K'tt3 where~n tha ~Ottnulaticn furth:&r t'Xln<p~ises .a~ )!~~~t ~~r:~ 
GthG~ a:..-::t~r..··~j :~~~adl~t"lt 0s. d~:sl1os~i by Ct>~~:n ~~12~i. :13~ :t:-;:; :h"~~~ ror~d~tk.l:1s 1..v~th t~~:sltio~, ?~~S., >..: .. :~n be tf~~~~d .,..nth l':f.(yft:fn:):._~J~ttt:-:~1~ ,_1: ~ 

• KCA T' {-:hanne~ o~1-e~1~r and an ·Ob-esity ~~~~UW;~ s&CQn.C as*:·l~ ~co,~n 'S2.5~ ~~r&gt"iipf~ f02fi4D. 
! 
{ • '"'~-<~Con:~WtU);'2d \•Vj~h~~~ ~11r;: N~xt St!pp~~m~n~a: .Ek,)x"·!'"""' .• 
! 
! 
! 
! 
! 
! 
I 
I 
L ................................... " .. 
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\0\I'RnTEN 0!'1Nl0!« OFTiH: 
lN'H::RN .. ·\l'iONAt Sf!A~CHING At!THORH'i' 

hH~~'i'JHl:S,:.~~.:;d ;~fJfi~ k<~tk<n No .. "'""' . . . . . . . ~""'"'"-1 

<),"';-i>l<'<>;,•;>IH~~ l 
\ "-• '·<;.:V I .......... J' .... ,.) .... ~ ~ 

l n <:a~"' th~ sp3,,l/ !n :m~· t~f th' Jl~too!ng lmw~ ~~ ~:wt sut)'kk~t, 
Cnnti.nu;;H§;j,~; ~_~e 

! 

A'$ per cl~~fn l7. CHr~ic~:· ~~:f$C~us~~ th& n~thtxi o~· (;!~.fm i, bu't Cjl:jt~a~ d\.~~ Not dlscu:-se wher<::~rl m~ r;fs~:-~.~~~)~~ut~c~i fcm1:t1:s:H::~m ~s 
Mr~:tn~sti$;~i ~w~ce per d$:y. H:c>).'li-av~~-, Cl".:.~\~ ~~(25 d:sc.lot.:~s wh~~{-~~u th~ ph»r-rnsc~:~3:~tt'·;a: f,:;rm:..~tdh{;N i$ a:Gmim~t~f}~d ~;,~~oo p":lf d: ... ~y ~ 
{p~~~~t:~Ri~iC:S1 f~3nnt:~BE~)n ~s *dmw~~ster®d ~'i~~· ... r: tia~~y~ f.~;;.;:-~~m~ph [O::?Je!~ :t 'i.I,•'.CRStti h~V~ :t,o.$~'1 ~ittvious too:'~~ ~~.-;~~din th~< ~~11 ~t m~ tif.r":).o~ ~ 
"'1" the ~n:v~~"'':t~un tt~ hf,ve mtx'iifi}>:::e; thf! fr-tf:U~t'N.i.. as dl·?t:1¢$~d by c:.ink.<1t ~u pn..1'1;,;;~ ~r:.~ rr:·tEthe>d wh~~·e:n 'th& ph;~~·:tlK~t".:eut~.-:,~~ tbrmu~aticn ~:-:t. t 
;ldrm".n;st~fer!_ ·i).vk:~ p~t ~'j~~:, ~S: disdt~>$.·~·d :.~~· <:.Ow~n 'S2:~\. ~:~ &fUntni.;$lr::lt~f;n t>f SU'Si~jrl~ r4Sl.~:tJ..~e di::l?oxkie ~~ ~dn~l.~l:i$ter~.d -3n~s: f~t h-'.-'i}..':f' ~ t 
dBy (Ct)'.oW~~ '52:E•: ~~"';lgr8ph;s {023J}-{t),2.:38)}" j 

A~ f.,'t2f daim .2tt Clink:~i r.H~ck~~€:1-t ~h~ n'l:t-:~h:..'i-:..1 {Jf :..~~a1-m 1. b~~ Cltnk:&~ de€-» tK>: ~iisdos-e wt;~r-e;~'1 tM€: ~~l~fn~i3GBU:tt~~ !\:~rrm.:k~h('(~~ ts .1 

adl~1:.~~-:~,~f!:ff3d "JfK:,!J fJ~H '~ay·. How~v~t. C\.~w~r$ ':525 ¢1~~~os~s v~.-~tsrf3ffj ·:~~9 p .. ~~-rmaceu~~('..:-:s~ tOm1.u~a~o;-l ::::-) ;;df{lln:~~~~:ed once per ·d&;i 
~ph~=um~c.et)~icat t"t-:~tmu:~~:t~:..':!n ~s -;:..~J;n~Ni$t~r¢d o.~C<3: p(){ d&y~ p;~ragn~ph [(}2-3-a_n. {t v.ttJ:tJtti n::w~ ~:n ~·>lw~!}US to o~e skllk'}d tn th~ a:i: at th~ 
t~m~ ~f tM:f2. ~a-...~:~tkN1: \<.) h.~~v~ tt'·t'·f.3H~ H~ ;netl~OO. ;:t,':j d~{:::k~?.t'd t·.'>' GHNk~a:t, tc pr<J"~";'.ie the n~eU"{(r{j' v.-)'1~~.-.sm ~~,_~ pN:i3t_~~'::~C~~;tir~:t k)n·nuk,tioN 
is adrni:'l:sh"3l'"<3<J ";;K:,:~ fJ.;J.r .d.:s:y-. as .a::sdns-&d h)'' Cow~n ':52S .. ;s~ &df11h'lisnati(.m !Sf ~tmt*~n:::;j .1"~~~as~ di-a:ZUY.~::u~ t& adrnk~i~;~S!\r{;.'<.i: o~~i.~ ::>t ~V:c~ 
& t1$..1i ~C~11l"t·~~r~ '525~ p~ta~f!lP~l~,: {023-7}·{n23B}).. 

C~ahus 8·9 ~nd i9 ~~tk aN i:"):-te.~~~~~ ~t~p l:.~nl:.i(1f PCT A1:tk~~~ 33f$J a$ t:<:~io~ l;:~h .... ·k'::t:~) :"N~r r::micftt w~ r..•i.ew cf ttm publJt.aHon ··yf(3B~rnf;n~ \-V~u~ 
.Htt!"'f~t~ Q·Gwth t··k~n~~on~ lt; P~ti€n~!:- \1-VH~J Pfad~ro:labh~t~·~·Vl!H S~ldrnnH3 R~"1ut:~:$ B:tK~V F~~ .»..1-x! :r~cr~~S<3''!S: Mu~d:e M~s.s Ar:d Physti.~! 
Pe~forN:zr~_:,~" by E::;h):~~zl:}r~ &tat ·(h*PJ:~n~tt~r ·t:nott~(;. · ~ I! 

AlJ I'J:B!" c~1:tn~ S. t..Hf~fc~~ di~c~~:.':JS.~~ the fn$!U~t'Ki t:f t.'::i35fH i, tJ1J~ (:~::nita~ Coos n~)~ dls.d0'fb:~ ·f~sr!r~~r ;.:._-;;mpr~s.tr::g adm~~ist:t1~"~f1:g ~:OiJm¢Sn ~~"..-;~.._.1h 
ht~\'!K~fJ.~ i!J ~h~ subject H01}"10V~H., :t-~~tl'i.'llz~:- t.H::-.ckl:S~$ tt;N~~'S:<Q" o.~~~1iP~"l.Se$. admi;~~~terir~g hu~n 9row~~~ :mnn-onB to th& su.bjr3:.;t ~ 
{OOmtntJS~~~tk1n >:tf hunmn t~r~}v~1h ht)..VfNQn.e ~c a: su~.act ;1:t3:~~ 314, ~~x:.h p:~~~graph). lt w.o;J~d h~~ve- bQQfl Qhvkx.:-:~5 ~o (::r:~· f;:~-m~tj ·iN ~Ne. $:1 at } 
ih¢ hm~ c.f u~~ ~tw'entk1n k1 ht'Cv~ :t?l,:.b::MJ...(}d th~ rn~1thod~ as.d:i~do~~~ by (;:ln~t<!i:~ to provi~j;:j N'~g :tY;.~~'lf>fi f~s:-ff;*'r \.~;r~:,f;~i:?Si1g admin:st~~J·M~ l 
tn.Hr:J3r: g;\.~w~h th"Jt~n~ .. :~~~~ ~~'.:_{ ~'1."?S .~..ub}a-ct 8:B dl&~~t{Xjf.H'3 t;y f.."3th::.t:::er~ $S ~~t.~"n~f~. O(OWUl ~~f;rn~cn~ i~ u~kl: .~f$ ~f.~~~~:"q r:~radet·¥'/~Ht Silnf~tt-:•rr:* : 
{Eii1t':~~c :>.1~~~ ~ ?'4. ~~th--s.ave;~tf-~ p;3r~-~~ph~} · .... '" ~ ! 
. A5 pi:t ~«int ~f~ C~tnk~~: ~Nci EH1.l:'ttzet~ ~n corn:o:nl3ik;r$, ~·~ts.~"..~r;~~ ~h~ me-~hod C~l :::tsf.m 8. t~ut C~l(,.tt~a: <j<~s r~u~ (j~~ .. d-:..,.~B \1·tf$:=:t~~N s~):ti humu!'l !1 • 

grt)Wth ~f\.,'l!rtm)n¢ i~ a.-wnltn~st<=-.";~i t1y it'$,~·f:f:tl\.~n. H1'J.....,'¢V~~-.. Eih-ut..~r di·sCtr;-s~s V."~'-f::t·f3l·fl $.aid h::,:.m;~n t~~~ti:Wth t;~~~~M:t~ ~ a!dm1~i·ster¢-d: b~.- i 
;t;~ect:O.>'} {ht.U~"tan gn.-:\w·t:-1 hon1"R~~ l'$ ~"fJr~;fn:isterOO b-y ~nJ~):tion; pa~ 3t~R ~-e.:-;,...;nd t{)~l~mn~ v~~t--:.1 pa;-~r()ph ), H }')"<..'}t~kt h3.-V<.~ be<::n cb\i~~us ~'..> ' 
on~ :;KH~~d ii·$ l~$~ art ~t ~h>i ~~rr1e of Ute inv€:nH~n ~;:; t~~N~ ~-r~t~iitl~~ :.~~ nte\~R'd. :~ dfs<:~Q$-~d b>~ cnniC;3L nJ ~~r<)V~d~~ ~~s~ mB1hnd when:"'!tn s,Q:~rs 
~H#f$~f) gr,.~,~~"~h tf~rnK~D~ 1s admtni;st~!fh.,;! tsy h1]~cfk>f$, $» d~s:..~fS~·ed b)' E.?h-otkeil {3$ :!"',:tJt"'31~f', ):;s~"m,...,·tf~ hQrfr~tR:e ar3:-rP.n~st~:-~d by S'.;·b"..:i;~:?N*:1-~SS 
tnl€ctivu ~s ~~s.ed to t(.&at P\~iS (EthfJ~~er. r~:g.e ~)}'4-. st~~h·l$~'VtHtth ~'{1fllt.lt;.-l~)t~~n 

.A'S:. P*r .cJ~i.n< ·39, Cl.tnk~~ dis<.-:;~~$ ·~n.e ~tho...i ot c~~llfr~ i:. b:t:!l Gt~nk:a! dt':~~ t-KH. i"isck:t~~ wheretr: the- <::t~"d&tlng C0.'1·:.::entraUon (.)t lGf=~· 1 is 
tK~~ fttr.:rtJi;i::Se~, t·towe:v-or~ f:.fho~~:r ~-~l~t..k~~~~ )'J.'h~r-~ln :,.tw ·t.~rcu~a~i~ c~n~~"';h~m:t~n t:·t· ~Gf~ i ~s ~'10t .ir~cr~ss~d UGf,·~ ~~vtl~:=:: :s nt:..xi~tft~e~y 
t€dUC~3:d~ f)i39!3 3:75, se()..')r:zi tX1h.m1:r~~ kKuth p~r~raph}, ~t W<l'-~t(j h;s:V(3 ~;:3~f$ fJt'Ni:..1U$ tO '\")n~ ~t<\ill~i'j ff) ~he ~ft ;!j. ~!~~~ ~jff;~~· ,._.,; U·::~~ -~~h'-e:"lt~t~n k't 

t'l¢~'1,1~ n:rRim·ad u~ ~n~tht':dr ~~ djzck'}t::.~-~~ t:~~t C~;~1~t.at: to ~X·Ov~de: ~he n~f31h<;d "'"~:er~.:n th~ t":ir\.:~;~~ting Ct1~H.'::>~~l~~atk'ti'l \.,'~f ~G:f-: .. 1 :s l'l(t~ ;~ttJ:;«sed~ 
~$ t:H~.;&'Jcse.ct by E}ho:~~r~ as deQ"G»~,.ing tt'n'N."1 ~:lt&k~ jn palf...~.r~~~ ........ ~~ts f..lv· .. is is ~sst~.$at~d wlt1 m:,:~e:~"at-e roo~~cti~n fn K3f·} f~'~"8!s {E!hc•k,(.,~r; 
pa.ge ~>?5~ s.ec~~c col.tJmn. -~.-:~:~~rB'; u~rf3~t$ph}. 

Ct~::tn1~ -~ 0 and ·j ~-· 1:.3 !~r.:k ~n fnve.~ti~~ ::step uf?d.~r :p:c;.·r Art{c·te '$:3{3} as ~-::n9 (~hvtt)l;~s, -:..n:i:>r Cl~n~-cBl ;n 'Yi~w (Sf US 2~}12!00~-:?~·! '!~·.A 1: ~·o:t_; 
BOER';. 

i\s poe; <)!.;~trn iO .. CHr~it"'.~l dtsch .. 1~-as ~h~ rr~f~U.Ir;.cl f_;f t:i':~~m ·lt t':~t C~i~-tc;-s~ >::h:•:€'2.::1 nt .. t disctc-s~ w~mr-31n ~~~,:3 t~~S!o~"i btJ:d)i rn;:)&S or Ui~ f&&n body 
n:~sHa~ ma~? ~;~~jo l"lf said sut~~:t-.~t is im:~t~~~~):1 :t:•v at ~&st ; P*n.~e-:)t H:r;~·(19·~; ~ 0f3 8<~· d~~,...,;tt1ses \,_..~)~:-;;:~n U1~ ~~r; ~g;dy m~s~ w~~~~;;:ri1 ~ 
tt:e h.~<.·=m b-n(iy mt-t~s or t~~:~.1*~t.t ~'Jrly m&S$:~f»~ rn»£(.s ~~tio uf s~~:o ~iJ~J~~t ~~ ~if)~~N~-:t~ t~y ~t tQ·;~h"5f. 1 r~,:sf{:~f5t {t(~~;: .. ~t f:51 ~,.~;.,~~~~ df)~~:>~.e¢: by , ~ 
~!$.A perr.:e:nt wt~t~e ~;:):'l ·ooay ~n0s~ ~"~m~:t .. ~$it"; ~h~_s.~n':l~.- ~i10.~ t?,. 1 .3 pt:rc:~":nt:. p ... ~rB:gr~~~b !01~1..:)3~. U -~~~ .. :n,:!U n~'.-""$ t.~n ;-~.:rt:n,..,~,.:.~~$ tt> ::>N~ sk~~~· f 
j-r~ ~~H~ ·»~ 3t the ~me ct me jnve:~~tk~n t..1 ha~·~ nW)$.Ml.~d th.~ rr;:e·~~K>d~ a:& d~'$/;.it.osed by G~nk~~~ by ii~~ n~~thOO w~1~rein ~ne i;s-Bn tl<Od~· m~~S· or ! 
m~ l-!-~~~N b~~.ht rn~~s/iat mas%. r~iitJ {.:of ~-id Sr..l~Jj~;t ls t~K':.I"'-3at'>:s.~ t~~, at. ~~ast 1 pen::er.ti as ~:s:c~c~ . .;3 tsy· DE: ac~;~".. ~~ ;'"~fJ},&~~~:.~n~ c:hsr.n.-e:f ' 
~;:~tv~t\.1~~- ~tt.it~dlng: d;tf;t;t1~~d~ admi·:(t,s~r-ati~m ~ USt-"'<3 \¢ traat c-OOsii)' r:e~;:~:t€!J !.H~t:n.i~:r~ ~n subjf:S! .. t .(0~: B~;fsi~ p~~~gt~){='~~~· ~00&.:}]. roOOOJJ . 

.A~ t.~~ .. datm · ~ t} .. Cft~1tcaf Gi:tt';k)S~f) ~h-~~ tr;.~:.:'i'){).1 .c>'f c~a:~~l 1. bw. c:~nk~~ d::>~s not c~~):iose wh~ft3tn twp~ft:·h~g~a c-fsa:·d sub{\9:C} iS reduced 0)-i' 
~t ~a:sf if:! p~~-:.::)~f):i :~(>W<:ll.o·~~~ Q::e; a'-~~- dl~t>~:-1,1$<::$ ~"-'t1eom~n h)~pe~~~~~a o~· s.a~d !}i..E't:1~~c~ i~ :~OiK~f~-'d tt~·· ~t ~east -lo .p.e-rt.~nt rr~~i:Jc:k~rc ~n tC:OO 
~~~~~~ J:..~ ~) 1.3 perr:.ent r:a~gr<:$ph t01~)~)}. n would h.av<3- be<;:n obvh::i.'WS ro {'".:oil& ski:!ad :n t~~G 13r~ at~& ttme: of_'lh-e .~flV:!~m~!.m t(.t h$S .. .'t-: m:t~i~ti<::d 
~~e m~mod( il~ trtsciC$~-j ~~·· C·tin:{':.<'ll, to p."'Q-.,·~(i<S UJ~ rn~3UH:;d ""~'l~~~l~l h)o·p~rph~~~ t.1i ~~jd ::'-'!D~e~-::~ is r~1J~;~::ed by ~t 1e0,st iO p.er(';ent as 
fffS.C~CS!:d t;y !)Q S.::s~:, »~> d~")::-..-..1x~~j53 .:317jn)i:~~tn~tk,u1 ~Q 1;.1b~~~ s~~b}~cts fcr si.~ fnt."nths de-cr~s~~:J fo'.xi ln~~~~ t:•V 3 t ,S f:.'~>~f<:::,.~ni (D~ !':;.oo~~ 
p~):;39r.aphs {D·lOO]. fO~{f~"'}}. 

l"& ~~r t:~:m 1·/, C~nX;.aj .d~st~OS~:¢ t: .... l* n:t-:fur:<i r~t {.:J.&~rn 1~ bHt Cih't:f:.:~: rk·,..~.s l1~~t ~i~:~t:k-:~~ :...:.~t~er~~n h>~'*-~·p~wgi~ of s-s~d s::.Jb}~-:.~t fs. n~~d~Jc{).d t:y 
at j~~S~ 20 P€i'C~n~. Hr~w*V(3t, [).~ f:k~; d:%iJ~"::$~~. "-~~h.ert~in ·f)y"$-'x?.t"phagk~ <,)f_ s~id :!;;U:tJ}e:::t ~~ r~:s:rJ~J~~d by at le-;.=o:st 20 }.-"en::ent {f~~.-~~,:i..~~no~ in feed 
inlilv;{< '"' :l l .3 p,;r,~~:nt P\'!Wgr<sph {l1W2)! H wo,,:<J h~>w l.l!l!l-n Q!)'<'.{H.'<; lo one s!-:~loo in \MEn e i.~ i.imc cf mc itN,.;n\it.-11 tt.• h?Ml: mocti.!iil<i 
t~-;~)"n.~:tl'";t~-j •. ~~ disc~·':.l.~s:w ~:~· (:~;~"'i~cat.: to pro~·kJ~ ~~H~ m~~h.:~ld wt·~~.._~Y~ff~ hyp·arph~i& ot ~:::a~:i ~ut)j*Ct S~ t)sdH~~::):1 ~>Y ~t k!-:.a~t ~a pe~"t~ertt~ a~ 
~~SCk"~t:~ tty' c~ St:1~t. i3:S dk~zo.xid~ rsdmtr~~st{'!:1tk'l:l'( 1.0 (.}b...Ss;~ ~.j~}tJ_l~;~ ~:.,1:-· s~ ff~On~hs- deCl"WS~ kl0:.1~ :r~.~.a};e b~{ ~'3i.~:3 ~)~f'o':..~f;.~ (Oe Bt~~~ 
))<>mgreplls {Oc!OOJ, !0"!!"}2}) 
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WRfrn:N ONNH)l'>i (H· ·.nn~: 
lNTKRN/!.'HONt\L S!i: .. ;..RCHIN(i AUTH()RlT's' 

-------------·······--- ~~--------·---------···~---· . - ________ .,. ---------,~~~~~~~----------------------------,········ ........................................ 1 
lii '~'''''~ the~· ~ll~~e in !m}' ~·;f ~!n: ~}rt~i;dhl~ l:>m::t'S !~ iu>t ;uffid•mt ! 
~~~ I 
''""•e!;<t!!!l'l\iO:\~ ti·r,m l'';ewi:~l1< S>J>ltl!emen!<oi aox-'"· I 
A~ p.er c~a~m ·~ s~ Cl.inkM~ ~i~Sf.::ooe$ ~h~ m€'m~;d fsf i.~*kn ·~ ~ ~i .. H c:;nk:~l doas n';~. ,;-J~~ck~~~ y,.·i~e.~in hrp~r,(~h:~:i8 ttf s;a~d s:ubjea ~s :'&d:.J:t~i:>'-0 b~~ ! 
at ;~~-s~.t :~0 f.-&~Y~n~·· ~·{(r~~{e¥et~ De ~:.~r d~sc~ases v .. n~rettt hyp~~):h~.::tni« ·t.:d ·~Sd sut>Jcc~ lS: :~:~it.t~"*d :..~~l :j.t ~~as:t ~3U l)~rt:s:r:t (ti3:.3tJ!'.tit~n i:r: kh--..~t.f 
;~1:!~k~ i~ :31 ~) ~~~!(;:.;:-~ lt ~..._~~f!.3~fZ~~h t01.:)2;J}. u ~.;..l.)i~~d ha9~ br.o.~r:: o~;viet:s tc cnlS ;,.,::c;m~d ln tt~~:, ~rl ~ ~h~ ~r=~ ot tnt'} -:n~..-~r•B!'Jf')··~o have mOOffi.ed 
~f~~ m~thcd~ as ¢isdos~ l)y C:lln;~~t to prt)Vki~ ~h~ ;~;{'~tr·.t~d \.,,.·he."'ein .hymsrphag~~ f;f ~1~\.1JS:W:[j;t~ct ls r:eduG<:-~ b'{ ~lle~~st ·:.10 percer.t" a~ 
dis~ . .-~1t-s-:?d b~· 0~ Soo"' ~ ~~ d;azox~de 3<kninl~h'f:t~rm to (~w~~ t:ub~~~ fm· f>ht nx-:nU~$ ~~Q'~?3:~.~:~d fl)t)t~ ~ntak~ l~~· :31 .:3 }.''"~~O:..:t'1t (0& B~:~( 
!)1lf<1gW[:'1'\~ !OiW}.f<W.i:"l). 

Ci~tu~ -~ ~ ;a:.:ks ~n in~-~~.r~ltv~ st~·f.J ~JM:~~r PC T .Ar~~;l~ ct~( 3} ~1s b~l~"'~)~ );itt-yiou s C\··~f C~~n:r;..,~t ~n ~~~\\' ot US 200'9/000.<"2.6--~ .A 1 to t:;-.,~:.~.i~n, et al. 
(~~~re~nsft;sr ~c~)~··,-~n '254'~. I 

} 

,t\.<? p-e:- f.::t~il'l~ ·1 t:i, Glink:;:,:t ti~s·~:"J • .::~s the method c'i <:!~~m ~ ~ bl..~i C~tr:k:;as~ doe-s n.ot d.t~~J~1S-$: r.."~h-:::-~ji:) sak~ adrnm~~~ring is {.'!i3rri~-d Q"V:t fr.:r ·] "\.~~'~ j 
or more >~~3J'S. H~;~-y~ .... ~~" .. C~"J~\~rl ·~154 d~~d:.1S¢'S -"~i~~~*·:n s~i..j :.:g;~"fl~nisi~l'~ng ~:.. t":an·t{!t'i tx-:t for 1 one ot mr.·r~3 ~-~~1~~ (.-;dfn~n:sv*~k~~~ !$tOt at ! 
~~?l~t 2 f'flt:-r~ ... l:s *nd ,~· .. :m~:N~;~~:Ll~ly~ PB)"&graphs. [{~.j{O j, {(~4g3U. a "~\~~~:.i n~,..,"\$ b~-:~ .... ~~ (_{t)v~ous to en.~ s;lmOO ~n U(f:: ~!'t~t th~ time cof the. ~ 
kN-entk~n k~ ~'ta:th~ tno-::.hfi~d th~ rn~~ht~ti .. *S d::;ic:!cs;sd ~y Gtfr~tt;~i. pnwWii ~h~ me-thod wh<3t*in s~;ti ""'Rim~ni::;.'t»-)t;~..,.~ ts cani&*-i out k~:~- 1 :.;m~ t-rr ' 
rt~t:t-t~ .~-e~~~ && di-sd~)SQd hy Cowan '"2-E:.4. -~' tt) hY~~n f~~·wmkm% ~'~trt \.1~~~~t:-~\ P~VS~ :.~3.n :b-a ~J~~ted ~~~'1~tf'iU£::•U&~y VlW': KCA T C!"!f1f"H'S*! t~'er~e:r 
{C0w»n '264:· ~·X'2fHfjt.~ph fO.Z{~4].}}J4S3)t 

As p-e-r~~;~:-~ 20. E.fh-clzosr dfsd:.?Ses f3 r~~et~·H·;d ;:i iNt:rea*'..in9 lf~e l~~(j ~>c.~dy n1~~~ r;f ~ ~ub;ect hsv;~'1~J Pr&d&:'·\o\'1lH Syr:rh·t-:tN'5~ {r{-i~U~-l1d o~· 
tn~-:~~~slng -:iSa~ bv:dy _m~ss ~n ~·t.:bj~:...;t wi1~t) Pv"l:s: ?<)9:e 37'4~ ~:-r-st \X"Jksffl~). sh:tt·; p:atag;-sph~ Pi3Q<3 ~1~~ ~~-~,~ ('.?.."'liun'\n, tt1ur~h ~tagr~c::·MJ, 
W~iSretn ~~~d subiec~ l& ak~iy be:.t~fJ -~~~~~ted by ?3:.;:lmi1"'~~s-kaHon t~~~-~·ett.~ t~f ~~cv .. ~h ht1f'm~,~ (~->d~~j~":t ~·~1t~l P\'VS ~s *<::m:r.i~.St~~--0':3 ~rc~t: 
norrr:iO.'-'l~; paga 37;,.1, fi::~~ :.._~)~Umfl, stxm PB!;_,~gn:<ph}.. bt-:t E~h.ot~~~ d{.":¢$ 11:~i .;l~c~c5-~ ~.&i:.i :l1at:lt~d t~;;;n~.~~:~i:"l-g c;:>·,a<~m:n:steriny ~o ~~ki s~b-1~::..:: 
a:~ {:}N'~;tive ~rr~zy.Jt~t ot a ~~)\ TP t";;hann(1l ~)pa:~r ~~l. «-dt!;~::;n k~ s'-~~d grow~~) hn.:ff{'>Gn~. tk~,._v,:~ ... ~er, Cowa:M: "2i~4 tJ~sc1~>:~.~$~. s&~d :-n&:J"-x.:i ~ 
..-.x,;n~pf!'1s:ns (;0·-.?.dmim~IDrtn~ -&.: s.ak~ .~ut;}~t't a~ effect~:....,.;: :.:1ff.~-:·w:t nf ~ KATP d1~)~~e~ c~~~r ~n ;3:{'i<3~~tt.·r~ h~· .s:aki .g:'t1wth bonnt-rn* f 
\~{·adm~~'1~st:'(1t~o:c t:.) a svbj'f:l1';t .a ~)'\ TP ~::h<Htf!~ op~rn1r ar~ti St~">wih h-tl~~~~rme~ ~s :}.!:aM. .of ;s l~st pa~~1~'Bt>~~ ;n~ 4S]). ;t woHki ha·\·'* •:.~ttv~o:JS· to ~ 
f~~nt: ~id~~ti ~n the ;srt ~t th~ ttrne cf th~ ln;,.~":.f"f::i~)n tr~ h~'.J'~ rn~Khfled the method} as <H~d:.)S<:-"d b}~ E:t~r;~1.:er, to pr.;~:rvide the- me~h::.'}ct s.akf m<3~~5<td! 
t";~~mp~is-ing l.:O·<itt~:ninlstertng ~o ~~~~td &l..~b}~i.~t Qn {'~ff~~A:ti~ am:c{Jnl cf ;s KA·rp GhB.nn~~ r;f;~n~f $:1 additk~n to s~;;j ~-~c~oth Mt.~rJn!'ln~. ;3~ i 
di~~-:,i:csOO by GU)')'an. ·'2S,4~ B~ ~f~;,ts·r·.,:-~r-··t f~f ;:•t·>~lty r~~l<Sti <:HS:{-:·rcl.m~ ~r::U:~-d~n~~ P'~'VS $:')t.:':tH..i~s :Kl\TP cn~nn@ ope:>-en~ and gft)i."'~~N ... -s h~~J:-rr"~Gn~~ i 
{C0"''<ll1 ~20.-i; P<'lr<);}r.,r>r>s {OM\'). {G494l). i 

As f..~~ dafm 2 i, E;tn:.tz-er di-sctr~as a :~lath.,.-~~J "-::f ;;~.,.~':f~~;J~ing th-e :fean bc-Gy t~1l.:~s <~~ a subj~f;t h~vhlg Praclar" ~~~~:~f: sy~-:ir.on~ ~:netht."d of· 
~n.cr.eastl"lg ~~.t~tl htP:..~, f:t:~ss if'.~ 5>dh./'*t~~ lt~'$th P~'Vs: f-"'-1W') 3?.$., ft:-s:t ~im-::n. ~x~h ~1a(a9r ... ~p:.~. p~1~~~ 375. ~rS,t c~~t.h"1~i . .r~~Jrt.h p.srag.:·&p.~}. 
w~)"~tn :si1it! ~ubj~:...:t 1s &Jrea...'i):' OO~ng tr<$ated by Bdrnjr$f~h~tion H1~reto ot an ~ff~cu-:.~~ a~u:~~ c.t gm\~"ti) hOfff~~1f:t~ {~~~h}a:ct v~~m1 PVVS i';; 
~drd~vmer~i$ ~~~"~Wit:: h:.Jfft~t:~1~: ~9r: 374. ftr$t r:t1i.;;n~:n. :~xth pa.r.sgraph}, bat Eit'J:~tz~t dt1-t":S fl'.)t di~r;lt)~~ wt:;t.tr~ir-. :?~~id :st~b.jw..~\ ;s. a~re....~y 
teiM.~ ltea~OO by .tS~t!lit"t~S't{::lti-c.)r~ t*~~r~k'~ t1f· *n effet~~:\,-e ~mount ot a !-<..:~\ TP r;;hann~~ (}~~~"l~f .• ~:.."1d ;n{$thr;,:j ~:.f;n:r;m~:n~1 C{1·-~m:n~;,;:~.~t:f1g to said 
!~Jt~*~~~ SB:fd gr.0\~,<1~J h0:1'S'it\f)~ ~I) ~ddil10n to S:Std K>~·_rp O.""~$f~t"''-~!:t ~.:~J,:$!fWt. H'i.1W).SVer, Coloo..,.':>n '264 diSC~}::.ses wn€rein ~lid ~RlbJ&ct ~?.: ~h~~&d~l 
r;~ln9 tn:-~1t~d by ~dm~n~~~~;s~;On thf:t~to of i3n "-3ff~{:~t'}a ::u~~:.x~nt -\..1! .a k.t\TP ch~rmei ~"J:t;:t~~~t {sub;~~--t ~s l~~n9 tr~&t0...1 w~~n ~Jn ~.$ff!:s~th•~ -~~-=~c{;nt 
:2f Kl.lo.lP ~~at'~~1t~ ope-~~r t~1t ~&~1 h(1 ~~omh:n~d "" .. tth n~ht-~r ~~·ger~ts~ p~ra9mph !G 14?}}. ~"i;,~:c ~~ ~thod c~)mpti~~:n;iJ t':.:."'}-<)drn:n~ste:ln-g tu ~).i)i{~ 
subiocsct ~tl -!"S~~r.:~h·e &n~ou·:~-t o~ g:n.~\"'lth t;r;rrn:...-::~~~ ir:; adtJHio~ to sal~ K..<\TP ch!ll'U~a! ~~r.:..tm~:r {<:f3·i3:dtr':i~l~kati~-::.n t~f -e&"'!ct~v~ ;){~:< .. a;:r~t. r.if ijr<::-t.,.~"h 
h:"')an~"»-:tfe to ~-i.~i.~j~.:~~ :i~ p...-:,.:i l'J.f <.s lts~~ and KATP ch~nn0~ cp<3n13t.; p&i'&gr«f:h fO hf?D. -tt '.oKlUtfJ t-.1ave h-~e~ ab,ttOt!$ k~ cne ~;·m:e\.1 ~n ~~"$:a-rt?.$~ 
t~~ :.iw~-n: f.:.f U11>~ 1~ven1~{.m tc n;:;v~ rnr..1:d~~~d th& rnf:thn{t «$. c:~::f.:tt)~:~d t1~· ~~ib_'-~lxe~-_ tt· y.t~:..'t~ide ~h-e meth-od wh:er~tn S?ltd ?:<ibj~x-:t hs 2-Slt-:-:~""Sf.l)• \ 
~:?-~ng tf)~.:r-s:~~i b:~· &timt:1:sM&ti{..·'n ~hf3t~to (}~ ::1~1 ~tt~~~sve. ~mt");:,_mt of~": K .. '\TP t.·han-rl:::'}t ¢~~-~"~ SBid mm~111d o.: .. mtJr~~:h'lg c<>-~Stdn:~ni-s~~rb~~ ~f5 ~~'lid~ 
&t~bjaGt BJ':. ~ff~'-:;th.>e ~nR)tmt nt 9rowth h\.-:rmo.>1e ~n ~ddi~ff.::•ft to &&kt KA r.P t~h&nn:~ cp<3r:f3t; 3$ d~~·~·J\.)S~rl b;~ Cr:~ .. w~n '2'54, :~~ :J~l';,~th ~{)n":')).'le i 
~s ·:.~s-G<J ~<: fNf;r~:s%-~ .teftn ht'N..}Y m~\$S l:"'l $l:l~~€c~::; }'·~th P¥\lS {C<J-&an ~264; ~~1e ~74, ~~r~t cott~rnn~ :S~.xn:: r;;->P~9~~)ph~ p~s-e:~ ~}T5. ttr~\~ ~~UWN~ f 
~~~ :rt~~ fh.-:,rl3fJf.iiP~~}. j 

As $);$:r ·d;alt-r) ~~:3, (~\,10."-'~r~• ~26~ =:kS<.':it...s:es- a kj1 {~~t pa~'"':~~repn [02~\S-f} CCf!~pri~·ff~~J: a tmtt d'.'$<~ <.if a K.A: rp ,~~l~n~~~~ \...l~~r~*~· ~:..sn:t dos* ;,_{~ K.~l'P 
t\~&."'"'lflE:-i opener; pat~g:t~~Wi f0:4·6i]: ~~;f: i}, ssnd -~s -~.snri- t~t)..~~ t)t g~t)w~.h ho~~~tt~.:~n~ {growth h'-'t~1l':<.~1e 3.$ p;s~t <.~t ~~ !l$t p;;:st}lgraph {0"147~}, but 
C<.w~~N '264 dt1t1S :<ot di~dt:SQ and a u~1:t do:355 ~;f ~JHJ~<.,·n~. hon-ttfJfW wiUl~fi ::-~ :::::ngk~ <.-:.J:·v: .. is-e e-mtx>dimer.t h'W>V:e.l;;e.,..-~ Elt<..t~~z:-sr d~sck~~~s 3: u:r.-~~ 
dOS-Q o'f .g.r·-.')w~h hf)P'fK.1rK~ ·\m-::h tk1b'i5 of BN..1~>l.:>ih f~,)~"n~n~: h~~~~ ~36'9, $~Cond c~Jl:lJ:mM. ·tfl:it);S ~~mgrapt~}, U ~\<-c~~d ~mvt-: bt:.t::n ~.ttJ.·iinus to cr:"> 
&~~~~d ~r\ th~ ;:,rt.at th~ t;.~"t1~ .f;Jf ttl~ h1v~n-~:on -to hav,cs rnodif;*d thJS: n"t&fut--:.ti,. as dt~dns-a:d b~· Ct)'-'"'*~f ';(f.4 ... ~f.( pn .. i,..':rd» th~ ~,.~,~~t<:o ... j cr')rr:t}>N'S·tng '~ 
:..mit ~;rJ~~ c-f gh1\\'th h-ormooe. as d:sdoo-&:.i oy· E:h:.')l2<31' .. ~s ;> unH ti(}S:e- t1-f i4 uln:2~\v»."bi-; .o-f fa;m~n gf1.:~· ... ~·th h:xrr~un~ ~S· used to tn:-,&t pati-B~lt~ 
~'.•it'h PVVS tE~~~~il:t:r: p~~~ 36.9. ~~t--:.t'l:nd '---:-o~Brrm, m~:d f.::{Srag:raph: .p:~ ~t4. ~f:<.i:h ·i-.x=:r~gtaph). 

Ex. 2002-1402



PCT/US2015/060455 02.02.2016 

WRiT'tTN O.NNWN fW 'ffl{,;: 
lNTl;;!~Ni'< TJONAL Sl~ARClHNG A trrnonrry 

C~h11 -~- ~ n~f:t~ ~h-e :c~~~13~ia ~,~ ~~~~ :t~1 PCT ~~~~:.~ :J:J{2)·,(J}, b-eca~J5~ ·~he p:ior- ~M dt1~ nt1-t t~~~.:·.:~~ (.~~- f~lt:~ sugg-est m-e rn*th\.Xi '.t~ ~~a in~ ~ 
wn:~~:mN ~~s~ l~""!-...~fl hod;;: ·mass _m· ~Jw ~e~n C.ody mas~~lf~~ t'rK.~~ ~tiQ Qf :~~~st~·t ~:.~b~et.~ AA hl>..~"t:;.v;~d by a~ te~:$~ 2 ~~~re~~ts~. 

Ciln-t~al d:sch.)S;es !,h~ me~~"\(:d cf ctat:)< ·l. l1u~ Cltnk'a~ dos-s not dt:1:d,1s~ ·whe:-~fn tha k3an bOC}·' rr~~SS$ ,R the t~~n tto~v m;s~.s/f'«t fnfl:&8 r~Jk~ at 
sald s~.mJ!j:~;t t$ ~;t.~~~est~£$ t;,y at ~e&si ~~ f.>i$f'!-"::~nt · 

D~ Bv'€f :~li~dr:ses ·wf~~f:'$~n ~h~ iean h:.)ct:,.r rn:;3..~$ .... vh:~~~~r ~~l~ .;·~a~~~ ht~iy m~&~ $)f -~~*-s ~~(1n htll.~y· m:as~~f~)~ rn{')SS ~~tk~ ~:~f :s:.i;,:-_: $fUt}ect ~~ 
l:f11:~~*'~~*:ti by :a~·~~:s~~ ·1 p~rc~n~ tlo.ta~ f~s~ mas$ d~\)~~)3~~d .tt.Y 23.4 p-er.cent:l .. tBi~e- te3n bod•trr;.r}SS; :·ern~i~~-J m.~ ~~:;-e, ·~oot:7, 1.3. (J~f~;e.nt; 
r.mr8grap}~ {0 1(~~D~ but~ E;.1fcr t~OO$ not d;s;c:fe$!: ·wh*t~-:i~1 th~ ~a~l ~vjdy mass or thf: k~.ar~ .~x~J.)< mas:slf~t ma:S~ t.f3ttr.~ ti ~~k1 $Hh~~~~t ~lS 
~1C?~Sed. by $l~ ~~~~~~~ 2 p-.. ?.-f~::ent 

CC;.'\··~:~: . .'2~ ~i~~~·j~ses ~h»~·n~.a~u~k;.....::~ i\.1n1-:t:~m;~n ):::1$ K-~:r:P ~h:~nn~l <."'P':?.{"l:erS ~or ;;1d~1:ln:~~:a~k;r~ .tot) ~a:~ e>b-esiW ::sn:tJ ny:::(~rph;3g~:-' :r~ a 
P:r~der· \.l'~~:~ft Syn~:3ror:'hS p;3.t~)Slst (r...~a~~gn.=~:phs {i.11 i2J. f0t3:4}), hu~ Cow~r~ 'C:3-4 t1~f~S: :~;.1t ;.il-:~d:c.'$~ whero~n ·~n.e tean b<:xi}"" rr~as~ (:;if t~~f.' k?.-~n b\."CJ:­
r~~~·S:I'tat mass ~at:o Q~· ~!d &tJO.jey~ ~ :ncr~.a·sfjd l:5y ~~ k:~ast 2 p~~c<;:nt 

''fh)S publt~~a~~-:..1::~ 'l)~az:ox~~~ Cht):!t:'t* <:~~)n:~n::~~tec_i ~~~eas-& 1n H_yp(-1tg:t~~r..~rid~·nSc Swt•jQcts.: U.:-J:fd S:~"{{i Otf~~·l\·~~~abol·it.: t:_;~f~,;~" l:.~'l a~y. ~-~ ~t 
~~~em~nafter ·s~y··) dl~t..,;k~~fS$ $} f.·AJ'P ~hannQ: O:f)0r~ ... ~f d~a<{;.xk.ie ·n.y ~re~.t~ng m~~3:holk .dt&a~ti~l"$ {:t.bs~rs~:t}.: but aay .cto-~S n;.)t di»rit~s~ 
~<tl~:€'~n ~!1~"3 l"A~·h ~K~(!y ~'"fl.ass t~~ tt~e ~~:'3!1 tt:"'J:".f~·· n~:ss .. :)\~"t :rnasss ratio o1 sa~d ~u~>J~:t~t t;~· ~~·t)reased ~~- ~t 1eas~ 2 p-&rt.*:<t 

Th~ :p::k1~ ~n: d:;:-as ~··H.)t dt$Clt:s:~ PATP ,:han~~~~ ~'l~~M~~$ wh~~'t:~~n th~ ~~.~~s b:(tl;f~' m~ss or tha ~;3:n t'XXir{ rr}M~~Jf;s~ rms~~ t:3tt':;:" ·~f ~<1~d St;bj,;.!:t is 
fflcreas.ed b:l 3t k~~$)~ 2 p~H.:e;rsl t 

l 
! 

C~~l.:~~~ t2 ,···n~et& tb.~ criteri3 S{$1 cut ~rl PC1. Artk:~e ~3~'3{~~}{$}~ because the prfm a:t ti'"N?.~ n:o:.ln.~z.K~ :::-r :f~~:i:-i s~ij(.l€:S:~ ·~~~~ rni3~hf;d ~;f dairn 1 ~ 
Q.v.h~~;n .~h.'.S ~~arr t•t:~~y tn&ss <Jr ~h~ ~~f.F ~.:ot.~y massi'"f.ai rm'~~~ rrs~tr~ of -s~ki ·~ub}ect i~ :nt.roas-ect by »l ~~:..~:~t 3 p{:!ft>e~:t !· 

Clinimi rlisdr;~ tl-..>. •Y>e(hoo of clmtr, 1, btil Clink;ai ,;._,., "~'l disci~<: wh<:>r(lin tbScl!,;m ~>r>dy n:as~ t.~· (IJ« !ll<>n t·<:·~Y m;,ss/!;Olt 1':1">% r;>~lt:• (>~ 
~~~i Stl~~:~.~-;t fs i~~c~:e3sed by m ~~:st 3 p~~t·$n~ : 

Oe Soar ~iiscl~~~~ :... ..... ~h'*.~*i~~ t~H.~ ~-ei·tsn t.u"tly mas:s 'J;·'h~f(:Sin U\* l~an bt.1tiv t?~~-~t~ or t~ l~an: t>od¥ m)3»~~:t fr:~ss n:~tk~ •~}~ ~Fd s~.Jbie·c~ 1s 
:ncr:e8·:»~d by·~~ le..,~st 1 p¢:rcent ~total.tat.maG:-~ t;~~~'$:.{)S-e~f by .~:;j.~~ pe~<:el'1t '-\>"h~te ~~~n bO~)~ ~;:~:ss. ~"amak~"J thj$ s:~ur~~-. ·H)OJ~-~. ·1.3 ~-~f!::*Ot 
~1;s~~graph !OH35J). t~.m D~ S.CJ.~:-t d,:;~~ t'"j{)'~ ,~i'S~k>S€!· wne~~-:in m~ l~~:...~::l br~t"Sy rn~s.s or ~h~ .l$$~f'l t>1:;~jy massif;s~ m:~~ t<~tio c-f &&~d st.:bj~.;~t ~s 
tnt:"m~~ed by at ~~ast ·3 pB~t~Pt. 

C~1~"*'n ~2l1-4 dk~<.:lt.~~s phatti1~tQutic:>~ frJrtm;lAtt~.:m of ~A TP th~)nne: openers f¢~ ·«dn:~:n~:-:-}otrmh):ri tt) u·~~·~ {,'"R)~$t~~· ~~(~ hr~~ r~1h~w~ iN ~ 
Pr~d\$r:·¥V~lk S)·nd~1m p.s:ti~:~t ~t""*'m:.sgraphs g.1112]: ~01 :>4·l}~ 0~~ COV·t~~1 '2i14 do*& n . .:..l~ d:5r~i-t.17S.~ "<.:her~]::) th~ ~~n b(xjy ~nt=t$"$ )::(~ ~tlf." l~~n ~·d. 
massff~~ ~·rm~. r~)ttr~ :c..,f $~id ~~..:bje;1:::~ t-s •r:tt:m&s;ed Oy· at ~ea~~ 3 p,~rc~~nt 

~i-sy tt~r.:::.o-s~:S .;s P.t\'rP chann~ Cf-."00~> C~».<(>)tk.~ K,c~' tr~·~~1g .r-;1etB9<.)~'~ d~sonja-rs: ~ahsk·o::1tO~ bt~t s~s~/ t1t:f!$ .:<o~ d:~~Jt)$t:>. t-'11'<:-so~~~n ;;;;~ ~~:?n 
t·~·dY mass or th& ~an lxxi;_..- m;s;~Wf:;}~ m....~~ ~'~tK1 '\.if %<'1~ct s::..~b-joc.~ :s incr-&~s.OO by n~ !t-~:~t J ~~~n.:~~(~ 

! 
Th-e {}ri'·l)f ~f~ dt1:e:!;; tl~':.~~ !..~~sc~<Y'~~ Pi\TP ch~rmGl ~.,~""J$:r"~t~~~ wha~~~l ~h~ :~f~ t.~:.o~:Y rn~ss or ~h:e f<::3n body :m~~s.i1'3:t mas·s ratio of s~3)!.~ ~ubj&..~t ~~ f 
t~l~-.:ra~JS.'~~· tty ;;1~ la&st J ;>e:"l:en~, ' ! 

l 

C~a:rn 13 :m.w:.:s ~h~ ~.:r.:h-sr.;a !?Set out in PCT .-.'\rti~~e JJ~~:J .. {~}, h~K'...:.{\.1':>13 UH3 fJt;,:.oi a~t .;,_t~1~~ ~~~)'~ t~f.:h or fa$rl:y· :s•.Jg9e~t :tf~ ~l~~thcd Gf d~~.:n ~ 
),~•:hen~:t~ the lean lxx:iy rn~~~ >::.·t m~ te~r: ht1<iy m$:s~>.if~)~ if):->:1~ r ... ~~~~ of sa:.d 5i~b}e-cti~ ~l1t:~a~'{l by ~t lt~:s:t. 4 p~1ff~1ttt 

C~tN~t::X <l~~de:s~s fhe >n~~.h.:.x! <)f d:~tm ·i .. bt~t Cltnk.~~~ dc.~s: n:o~ ct:sctc::•&e wn€':r-s-tn iP.e ~*-~:1 ·~:"'J:-Jy n":t~ss. Gr th.~ :f5s;M:~ b(~d)< m.3~<-.-.r<fe~ ~.ss :-a~j-c) (<J 

s.a.id ~~s!"J.:j~d ~~ ~fK::r~a:?ed b~/ ~t :f~~ st 4 h1:.:Sr4~'"H. 

Oe Bt.1:s~· dt~..:;:J,Oses Wft~~~~w, H1~ ~~an ht~iV rn&sx; whe~~~:r~ th~ ~~.~~< ~N:.l:ti:~· f:,"~;s or ~he ~~n boo)' m~~s..;mt mass. rat~c o~' sajcl ~~Jt1l.:"=~..-:t is 
ft1C~t:~1~:..i hf' at :%st ·i f.~)3r.:..~5t~t (i.".;,.'l:~a: f$t~f·•~ss <i~~~3s~P b~~ .2.:$.4 ~J ... .':3:t"00:'1~ w~:~€ ~"'!'~-s:dJ:t:cdy ~~:ass rernain;3~ m5s ~.)~~m~::, 100/77, ~: :3 Pf.ltCf.'n~~ 
:t~~}:»~r~)}( {01 O~~n.. bt:t ~ .6t')-€:r does ~~ot Ct:;;dose v .. 11.s.r~l~""'' ~")~'? ~&&~ bt)tiy n1as~3: ~H the j~~.w ~Jr;dy rm1:~$/J.~t :r·~l~~$ f$"~k). r.1f ~id subj€~~t ~$ 
.il>:t~~~~~s~d b:.l ·=~~ :~e;a~t 4 p~1':::~Nt 

l 

i 

~ 

~ 
Cowen ':2t~ d:sctr~s~s p:harn:af'.'*t..Rfc .... ~l ft)rrr;.~~t:stt~pt ~;..1i KAT~} chS:nn-e! c~H~l'"l~~'S fer adm~n~~tt"~·~e.-n h.) tmat r:~sity $)nd h.)~p~rph&gi8· i:) ~; ~ 
Pr~·!1~;.r ... ~~.JWi S~·nd~'-~m~ pail~n·t (p;sregraphs {(} ~· ~~!L {{:· ~ J41 }, b:;.t C.~~.·v~n 264· d\.)~$ net C~~t':k)S)3 ;,\"":':~f·~~: th~ ~<i~1 tx.K1Y' :~1a:s~ r;r th~ {~}-?n h:.1d~ 
f:r~B~&:).,;~~ rn,~$ ~~ti~:..1 ci: :s~id ~~biect ~~ ~nc~as-e;d b~( at f~<U~t 4· ~)t":r:·~=~:t. f 

B.ay dfS:Ckts~~ f: PA :rp ch»nr~;;-J (;paner dh.~·l.t)>:j~~~ ~i~~ ·tr®t~n9 m~t~~c~>;: d:scrders iabst.rac~};. b-:Jt S«y ;.i;.)l:1S nt)t C~~tJos& wrtar-0in ttlG ~~l~h j 
. .. . ' !::~. t.fN.iy mas;.; t.:.r thXi ;a.?n b<Jdy rr·;,~S$1~t rn*~:S t;sm:~ tH Staid subt.-s·::t is ·incr~;s~~ by ~t i~ast 4 p~-n:.;.e.n\ 

rne prior ~tt ~,;::~~1 t«~<t ti~scl:";~t-":. ·f~ATP f;h-~:~t'"l~ :c..~p.e~1S:rs. w~~~~e;t~ ·~fl.i$ {e~r.t b1:-.::·d~/ mass crthe ~~~n tt~~~~ ~T.~'i:s.,.-'fat mass rstk-: ci s..os:.~.~· suhj:ec~ ~& ! 
k ... H~~Y: .... .:rs~;ti hy at ~east 4 p-e:.~(::t;·n~. 

Gl.rsttn ·14m~~:!$ the c::itefi<1 se~ <K~~ ·in PCT Ar~k;:.e: :13.{2}-.(:3), b~G$1J:?e ·~he: p~or art tJt.~~ f'!t:>~ !t'at:h or fa:rl)t ~f.J~~~h'3~t th~ :ms~"Kl.fJ ~f d&k-n ~ 
wtl:eret~ U'H:: ~~~n ~~Cy f"?m:~~ ;.~rU':t": ~~an i'K1d~' ~':v~::s$:'fa~ m....-:rss ~:atk1~;..'if lS=j·:d subi~"o.Ct ;-& ~ncr-ease<i by~~ t~as~.5 peros-n~, 

Ex. 2002-1403



PCTlUS2015/060455 02.02.2016 

WR1Tl'~~N 0}'lN!ON OF THE 
tNTERNATlONAL SEAlt<.:HtNG A l.lTHJ.lfUT~-

Cftr~~ca:i (ij~~-dos<:::~3 ~h~ ff~~~~~f;d 1';f i~t~1im ·~, but c~:~~~c~t tlt~'&s n: . .')t d~SC!t":«~ whf3r~~n ~l"~~ !e~n body n~~:;;~ <j:r- ~~e k~~n j:).:j\j~· ~:'1?i$&:'tat ~~':·3·S:s r.ts~lt-:~ t~~ 
saif3 %~sb,i*t"":~ i9- sr,.crf!'~~d by ,~t hS:~~t ~\ :hi~~0'3 Mt 

0~ BG:a~· c~~::-Jos~:S ~~h~f'(~.tn th~ !l::l~n bt~iy m~~ ~-t:ert~tn lhe ~<St3n body· .trR~S \):' U1Q ~ean lNxJ){' rna.~slfut ~n~s.s ?~ik.l :.:~t· :saici $:,S!)!ect iS. 
tf'!{':ft1~~.&t"i hy at li3.3':it ~ r.s~r.i~rs~ {t~J:t~; fa.t rr:ass .Cecr..s-as€d hy :t3: .. 4 P-Brc~n' wh:~~ k~m t"XX.ly m~~~ ,~LI$malfl~ mos ~Ht~~'!.S. tO(~ft.?', ·1.3 ~~~r~&nt: 
f~~f.?t{S':;lph iCH·O~}},. bt:t [).~ aoer dO$S .not Ci~;dQS* wrs~rBin 'f>g le...~n tx){i)' m*~;;:: {Jt i~i~ !ean bt.>dy· ·t"nasslf:3i ma:s:s rt.3~i:t~ ~':~~ ~&ki sub.~i3~:~ ~S 
increase<J by m !>7:a&t 5 P"'"'~~<nt 

C~>w::~ t '2~~ ~l~jet~.:~ses ph~tn1~'~t .. n;~.,al tot'n1t~l~t:on of KArP t.hann~~: O$)<$ni3;s ff;r ~~:n:r-;1~trat:(~n to trea~ oh~siiy ~rtd ~,~.~~~pha~;~ ~o ~ 
Pr8der~·~Nt~:i Syn·~~~,~me p:~t;;.~n~ (p»n .. ~:()phs {0112L [0·1 ~~ }}. bt:t C.'.~""~en ··~(il! d\..~ij:~ n:t(~ ~isck1~~ )\·hemln ~he ~ea:) ~x:xi~ r~'1·3S~ ~~~; ~~~B :~&r~ h~1,i. 
t?l::S~-$1'ffit m~ss rattc of ~~;~~ &t~bl~·.:~t ~~ tn~.:~n."!~1~~d by :~~~~a$~ 5 v~r)·.:.:ent. 

B.a}~ dl$:tlos~~ ~ P'.A.'TP ~·.:f)~rw~~} ope-ne-r ;:t~az.o-x~d~ fer 'h'-$'at:ng n~tab<)iil~ .. dlS\'){{.ia:rs ~«hsl.:~~.::.~}, bt~t Say doos· not Ci~\:loo-e "llh~re~~ t!1~ lean 
bod)' rr:~~~ t~t ~h~ ~~<(.:~n ·t::...,::i);S:i ~ssltat n~&S!) fBti!; f'Jf :;,..~k1 {\:.~t~~.;~.~".:l ~s i~K~n~~:~~;ici t.y a~ 1¢S:St ~i p-sr<;e~t. ! 

! 
Th~ ~)r~w ~.!!~~~ !:J:~ss).~. n~">t dh~.~.l'J:?.k~ ~-'p.,·rp ~.~:.:~tJthJ~. openerz w~:ere:n. the ~i$.~n ;:t(td~' r~-:;:1ss o:· U'l:Q t~Bn body !JH)5~'f~.t m~)SS ~-a.fi:.~ "~f s~k1 ::;:ubj&..~~ ~~·I 
.infxf!ln.s~N by ~t k~~~~ 5 ~'$::-oont 

Ct~tm 22 me-Bi~ ~h~ tti~&tt~ &&t rn~t i·:~ PC:T Art$cle ~K~~2} ... (~} .. bec~:.n}~~ tl~~ t.~~~;~ .~~ dC'~~ r,.tlt t~:as:::h t1f fil~~y~ s:..l9ge-st a n~eth'\.-xJ· o~~ in.::;r~;3r;tr~g ! 
k'11;1.')'¢t· f.imb rf~H:1rJa n1a~.s r;~ ~1 slSb~ect hft~.it~~ ~mt~h·fv~agen~~ ~~/:xi:rt)l:1:t<~ {Sf\J'1S). &aid (:~~hoC CfJf'(~~rr·istng *'Jf()~nts~.~~i~~:g t\,) sak3 ~t:bj~:-t. ;$~; ~ 
effectiv'~ :~~n,:.~~_;r;t t.•f .;$ ~~TP ~~ann.~~ ~j:toi3:t1:~t ~ 

! 
C-.:r~)r~n ~Z$4 ct:!Sdl)S·$-S_Grsr'~mr~~tng :..~in~tniE~~r~r~~ h·; ~a~~ ~ut1}~~~ ;?)t; ~t)~c:~:'.f€: ~~l1~:t;..m~ cf .3 K.<\TP <:~~B:nn.<..~ cp€n~~- Sadm~ni:s~rstktn ~ ;s ~ubj~ct t 
3n )3:n~n .. re arn·r:otmt ot ~-: "KAT.P >:;han~el op-en-er~ pafi~·~fBPl1 {0-!41~, ~u~ Cl.)W{3i'1 ·~4 tkJ.~ nr~t :..i~s~o:::* ~ ~::-)~thor~ :-sf i·r:cre .... '":·~~:,g ~s-.•..,.,.-er :knh j: 
~·~•>JSt"{e ~na$:$: t~f iS ~Ub}:?Ct h~~l:tv~ Srnt~h---~~a.gs.~i~> ~ynti~Y:c!Yl·2 (SMS~. l 

Do St.~r ~~~i~::J,-)1-l."~~ r:,m:p~~'$-:r~g -~.;J.r~~mttt"!r:r}9 tn st~k~ .~4Jtjt.~:.:t a.n .eitectivt1 afr:ll)W"!t t{ a t(,..,1\ 1 P (h~r~r~~~~ l:.1P~~-::.: {~dm·in~~h";J:~:.":1:t: :.":1.f ~;.ff~-=c~V;:!t I 
~nx1ttnt of poi~)S~:um )~hanNe-i 3Ctlv~ty: p~mgra.i:tf') (Oi:l2:4J;, but 0&- B<X3i Coos )~f3~ dis~~<..-~~~ » rHf;l~>od f;f ;n;:.-:r~~n~) kw...-s:.r ~imb rrR~{~{·;_:(:i· rr(:$s:~ t~~ 
a su~~~t h~v:~ sman.w.~-:t~)E"Jr;~s syncll"<.)f:':B {S~1:S}, ! 

! 
C-t~~v~~n )525 {J~~ ... ck1s~?. fX>.'i:pr~--s~~,~~ ~tin1ln::s~e:ing ~a sald Sll~}~~! a~ ~ffecth.:\S tSm:-:•:Wt~~ i.'.l Z3 ~4.TP Ch;3fU~e~ •:::tpener {~)d~'fl:~r~ts~r:3ti{m t·:J ~ sub}e-ct! 
ZN ~ff~t.~~h.·* t:crm .. -:tmt Qt * KArP ch.an:"<et 0~"1et; pat.:~~~j::m {O;J~t tc~~ Cow6n ·~25 dt:~~s. no~ d~s<.;;n.&~ <"1 f:n:~thf:.\d fs~ ~nt.:r-e::'l&i_f~9 i,;;~""''&~'' H::'::b ! 
Fr:t.f$-C~~ m*s~ ur a $:.~b~'Ct h;~v;n:g S.m~n~~,M-a.g¢nt~> .&yndrt':.•fr~ .{~~MS} ! 
The P·l.Sb:tk:;~t~l"Jf' ... ~t:~"Hiy Be:h.::P.'kRm.~~ M~nifij:~W~~:)l'1 of Sm;·~"'~-~~;3t~€nis:; ... s~,~~cm.e {0~~ i 7p 1 i ,2) k~ a 4-Mt':.·~~,t~I·Ol:.i acy·~ b~~ E.i·r.sp~~~et, l:~~ at ~ 
{he-.~i;,~'ft.er ... mNs,::>t.e~.a:r'} Ci~d·oses sm:th--·M«gef~;s $ynd~~oml'3 {~e ~d S .. f~r~>~ U)~umn} ~ksl p:aragraph}. b~~~ Einsp~~,l~r clo~~'!. r~wt l.::hsd-:.\.-;& said! 
n~<3U?.od compl"~~~'1g adnrl:1:~3:~f~l"~n(lt(: f'jfJtt"! ~:.~0.~~~ i31] :'$n-~r;ti"Y~ ':lt~-:t1tmt ,;f· « K.l\TP chanr:e~ t1p~n~r. i 
Th.;~ f)d··.l~' ftrt ot C(J::.,ten "2$4. ~-s Soer, (:ov .. o.st: '525, ~nrl Ei:M·~~·~~:er -does not $ugg_,g:~t f:•f m(~~tv<~~l:~ <~ ~)~athe<~ c.f ~nc..re~S:n.g t~~-v-er ~~mt> m·u·SC~~ 
mass ot 3 sun_: ~~-:t hav:ng_ srr~nn .{\.~1~~r,~s sym:lrcrn~ { s M s }~ s·~ id nH>Umd (:l-;.Q-:il.~~.~:-..."ti ng ad:-:'ltni~~t&ti~~~~ tr.' &aki s.:Jhj(3c~ »n ~ff<3c!i\."& a,t:)O:.,H~t or a 
~,.J~ TP {~.,.!.!~.~H'lt~ 0}1&f.!Qf. 

Ch~fn~ 24 meets th¢ t~~h~~l~ l$i..~t ,;'j)J~ ~n t-(c·r l~.rttC~'$ .'3:3.(2}-~:3). t:t~WU5e ~he pri:>r art )::1e-·~$ not te;:~c-h or t~~ir~y sug~~st ~ m~~~K~U {}t r.edu-ci.n~ c:-;1 
or more ~ggr~ssht~ ~~h~v~o~ in & st.:bi€ct f'l¢JVi:f9 P:;>d;sr--\.-:..fm{ 1S:'indr~st~n~ (P\~.!S} Oi' Snli~1·~~1:$~~~n:s. syndn .. lf~'l:& (Sf..·~S), trs~ i!i~~~~w:d 
<.);,~-y~.:=;tt'l~i:'1g adn~:.n:s~~r(ng ·~o;.c.~-.&~d s;;:bfect fGf at l~~~l H~ ..,-.,.·a-~ks {)rt <;;ft{;l<ttv~ :;~m.-u:;-r~t of :..-x KArP cha~1~1et opt-~n&r. -...-:.'h.r:"r~i:-) ad~)'ti·nC·-::.t:ati":(fi 

r<KiucGs c~n~:!:<r mer-a a.gQ~~ss~\.1{; hf::h~~lik>:s. :n H~ $t~b:_i*z~t. 

(:~!r:~~cat ~ii~f. .. :~:os~s ;s ~lHS~hod of t~~~ti~~9 a ~·t.ib;tt<t·~ wlt:t .. ~ Prader· v·)~::;~ syndrom-e ~P¥¥S) {m~t~md ~f t3':e~iing~ p.sg~ ~ ~ bn-ef· stmnn~ryJ ~h-e metht:;:. 
comp:iSir<~ ~d~~1n~s{e:ing ~o s;.~~.o {S.W·t~t€!c.t k~t at ~east ·10 W!?-~~& ~n ~~ctiv~ ~~:~t.;.i:Urlt ~<f ~ K_.{\TP C!1:3nn<3! Cli"J<2l1i3:r {effect:tv~ ~n~::_(;_~n~ •"Jf K_.{\TP 
chann~ opener ~~ :1:~1ml~iiSt-&r'*d t~':-l~ l1t ~~&sJ lO w~~~:~; P*~}t-; i . br;t-:t ~:.mwna:)' )~ hut C~i~l~t~3~ <Jv~~ rw~ di&t~~QS<3· z. m<3thod .ot r~'iuc~~ <:tn~ ~'3:" 
:~'ttfr~ ~ss·(~$$~VB h6hf5r.."R)~-s- ~r~ a l$l~l~~Gt h~~ing Pr~~~f:':~r~~ ... ~;.t~; .'$yHdr~.>>f•fs (P~\iS}'~~r Sr:.!fth~M~l?Jf!'r~i& '$Y~lt:kQrr:-e- (Sr"~S), whan1:r~ ~ir~~l~)i'f>~r;>~i~K; 
t~duc~~ ~~--~ t_l: m(lt~ z>.ggress;\,.~ ~e:h~~;;.•iors in H1~ -s;,.l~}~~!, 

Gow~n {2!}4 dl'sd<X>r:::~ ~) .m~th::.-y.::.i .. ~~if tN3::3Hij.g ~) ~tlhja:;.-·.:t ~.~·;fu Pr&:..i~~· \·Vm.i S):~i~.:iroN";:~ .• ~~part t).f ~".l ~~st (par~sr»ph {G495]), ~he r:1:~thod' 
'l":Ompr:si~~l-9 ~~ll~uit~;stedt~g tt"> sat1J ~i .. •bje;ti an ·eft-e:;.--:t~v~ ~~m~-;:;;n~ ~-:.1f .K.<\T~} ,;~~anne; ~~f.'·~f't~f (p~r.agr~ph fi)14?j} .. ~t~t Cr;we:t~ ·-~'26 'k~~s ;~<):. 
ct:s,~t-s-~ a m~thod o~ ~tiw£:::ng on-e or mor>:: ~)~ijf~~si¥¢ be~~-.=::vl~t$ ttt a $~b;~t h~v~ttg ·Pri3d~r~-¥Vt!l~ s~'f)~f,lrt1<:!: {P\f:~S) '"j: Smith·'M~nts 
syndron~e {Si\1S}~ th:e m~Hh:.xi cor:'l,:>ris$M:g ~s:1m;~1~st-e:in:g to s3.iO ~l3~.ijt~t':.t tor ~t le-:.~s~ -~~ l,';··eeks an 0N~t~v¥2. ~m~!Jn~ '.:}f ~ KI\.TP c~~':mne~ 
o~~":l'~~~- wht~)·l:)in :r>~Jp~fnl:$tratk·w: re<kw~s ':~n~ \)t n-x~·f.; ~t~1Jf%.5S:!v~ b~~·uil.;.'ifsft; lt~ ti"*- $ub~.:t 

I_ 

: 
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PCT!US2015/060455 02.02.2016 

........... ~~ 

WRl'flTN Ol'!N.lON (W THt !ww;;;;im;;;i ;,ppii<::~tim; N'-'· ! 

~--~~~~~~~-~~~~~n~_i~_,:;:_~'-'~o-'_A_!_:~::_n_, .. _<_,;_"'_'l_r_mmun_ .. ~---_:cr"J=--=-: I 
! !n '''Ji-.t~ tb~ ~p~ce i.u m\~ nf lll.e pre~":!:rllngl>t!,;{~o is Mt soJllci<mt, ' 
·~i Cmn.i.nu:>ti@ <.of: ~ 

.<o:.:."~Ct':.·~lttnt::eti fl"om Pr¢v;-,::\t~~ Si;ppl:eme-:")t~.f aox~""")~ ,1 

Oe B~~:::r d~3.t.k)S0·~ ;5. t~~~·~h~~)"$ ·'J~ ~roe;>h:t·~c~ ~ sut~j~ .. ~~ ~s~th \Jb~~l~i wft'~~ P·Ctas::m .. ~m t:hamlt:~ ;:<ctiv~t~"f tpata~~~";3rJ!1 {002f3.1), b-.~t Ot!~- i?''-<;~;- <fee~ nt:.~~ 
dts-c!c$~ ~$ rn~)hr;!S of N.~~~d~g nn~ ~:~r ~--no.~ aggr:e:ss~vt! t)...>i::f~~Y"k1~~ ;r; .:.s ~l:~h}~t h3~~h·l:t"S ~')r&..k~-~VlHl ,&y·:)d~·um~ ~~"V'VS~ "-1' Omifu..·M$~)&:1:~> 
$i}~~'l<~~t1-111~~ :{S~~S}~ th~ rn.&-th.-. .)d ~..~t:a~pn~~ ~dt1"tk~:~,~f:!~kS-:J ~o sa~d $;Jbjth.':.~ fut ~tie*~~ -~·o \\~eeks an ~ffw..1.1v~ .;~-.~•),..t~t t.:;f ~ KATP chaf;:r~G~ 
opener~ '1}')-here:n adnc:n~~t.ra~:on ~duc.ss &~ Gr m:t..,~~e ;sggreS$t~~ bah~vr>;~:; 1n ~~e s.ub~Bl"';~ 

B~y· ~~~)dt1se~ :~ Pf\TP ·C~1.;:tnn~ fJP~f'>~H ~"J.~~z:oxid~ f·j~ .. h .. ~at~rig mt~tat:·c.~:c d~~~~tde::~ {nby;~:-at:~). bt;t B-~Y' ti~ . .':.-t"';S :"l-ot dt~f:.!nse ~ me-thod c-f 
r~J{~K~Ng :."5l1e> l..1f mr;:e ~gr~~~).-'e beh3:vl~(l"'~ ~n ~ ~~i~~~t::~ hav~l1g P:~)ti~r .. ~..tv~tH syn.;-Jro:.-:m~ {PV·./S) of Srr-~lth. ... Mat<~ni$ $~::n•:3~<:rne {St\-rJS). ti~ 
rt:~~hOO e:ornpth~-:~19 adnw~~fste."'i-ng to s2$d ~ .. ub~e::..;:t fe~ m t~aSit H1 ww~s ~r) e·ffect~v).] ~ltt~D:t.~r-~t ~.:~f « KATP c:he-\')1')~ -opener~ Wtlfn~~n 
~dn-:k~:~~n~tk;rJ rwJ:.J(~S VN~ or tntsr~ ;syr_~r~~v~ ~1e~~,,.,~:)~-s, i:'l th-a ss;t.j~ct 

Th~ pr:cr art t'$-t·&~_ t:tt1t ~i~s.'-~Os~ conr.b~ntr~~J G:f~f)k.-~~:. Cow~:tn '264. l)~ Sr~f~ ~r~dliJt jj~y ~·j ~t:rcv~~i:& & n~~U11'..1l:.i r~t redt~c~~ .-:::ne cr rn-c..':·r& 
;3Qgr<3""...>5-t")~ b~ha~.Nl'J:t:S ~l1 a Sl~b}.sct hs, .. :nH Pr;~;i;H. \1'\~m; sy;')-drotl~(1 {P'l.J$) t:·l S.--nttn- Mag-e-n-:;, $;y:<d:on~e {SMS}. the rn~thc..xi c<.:}mpdBfng 
i'sr.kntn~st~~l~9 ~~-: E~-t~ &td}}&ct fo; a~ i~a$f ~0 ·wee~~~ ~n :&fft:t~tl· .. -~ aWt1W1~ o-t" a K>~ 1P r.:t""~,:r~:"}~:t or.~~~r~ v;-M~:t~ltl ~>jrn:lnts~·~1t~•.:m :'*dtK~~ Loth~ ot 
more aggte~-.&iv<3 bBha~k~f5j ;t) the su~i€(;:l. 

Ct~~m 2~ ~~G~3~,~_, ~r~~ f:d-t.~:-ia set <R:t ~n PCT Atttt-::~ :~:3(2,}.-{3}. b~t-:$:..~:::-s th(:} p.d\.1:." :;,~~t tit~~~ ~~t ~e~(-h ot ~t~~rty ~ugg~~$~ 9 ~~-:~:~~;('_ ..... ~ lJf r~udng 
hy-p~~·rt~fhl$!rrtk~ ~n .~ )$.l:t:~jflt.t hav~ng P~~1d~r-\A,h~li ~.~·u~~u-~m~ (P~""iS} t~t .. ~H~UN, ... ~~zg~NlS s~~l;jn:J:n~ (SMS;, ~f:lf.i tr~~tfsr-"~ t':C'mpNsing 
w..irntnl:~t~Hlt~~ .~~~ f4~k~ s.:..tbj~~ ff;f ;?t i~~iSt 10 v~~~KS: a:1 el't~<:tive ~}mo~~~ oi ~ ~"\j\ TP- d~::1rnwl O}~{w~ ~ wt~~t~in adminfstrattc-n ~'ti:..tc~~3 :"$f)~ (,1:­

r~x~e aggr~&s~v~ bf3h~Vit1r~ ~n th~ s~~'tj.~t:t 

C!k~:k:iit d~st':.~l;ses- ~ meth->.~ oltrQ~ti:cg ~ -s;;bj*'tt ~~th PrsOOr~\;.;llai sy~·lr3r!JHif.l (P\lVS) {m-ethod <.')t tr~at:ng~ p.ag~ 1:. b)~{:(f -~1-;m~~»"~'~ tl-'{-s ~-n~t::'1~d 
l:.om.pds~fi:Q admk.~~t~fif'l'J tr' s~hl ~.;;b}~ct tor &t ~~s~ -~;.; w~~ks r~n ~~-:~~:.:~~·e sr.xx..:ni o~ B KA'TP ch&·~~~l i'Jfs~r~er (~ff-s:ct~·ite- amc~~~n:~ t)f" i-(l\ 'fP l 
t.na-n:n:ei op~~f i-s B<!;J~~f::~st~red ~ct at ~east i 0 ~Nt:,gks~ p~ ·J, ~1~i~f :summ.=s~ .. Yt t.Ju~ Cii:r~k~~ dt1e~ :I'K~t riisck-::s~- a ~o~~h~:<-:1 {!.f r«dt:<:iti~1 ! 
hy~p&.i'9hi~et~nem~~ ir; ~ ~Ut•}ect hS:.¥lt1:g ~.r:e"1de:-..\:V:ilH ~}f:"ldtt;rt;t5 (P'~".JS} .;.¥ Sn~:th~Mi$({~r>~~ syth"Jt(~~~~: {S-~ ... iSt ·;,.~'h~l{~~n adrr~~ni-s~r:.:~Jt(:~~ rf:.".k:-<.~~~- i 
t1n~ or ~-no.~ aggr~~;.sb,.·e .OOhBVfot~ in ti"W!' ~:..lbi;j>:;t l 

- l 

Col}"fBn ·'2fJ4 di~r:Rr~'$ii a rn~.i!httd vt \r~3t;f).g a &ub_i~~~ ·wlth Pr-ader vv~m symiro~: ;3~> t~mt cf a ~~t {p*r~gmr~h i0495D. \h~ m-st}1(f;j 
t:~)fr~~-:·~-;~tng ~dmi~lf~~~r~t!g tc-- s...~td s;;b_{~::~t ~n ~fft:t-::tiv~ ~mo~sn~ o:t ~~j' "fP t:h~r~nt:~~ ~")pan~r (f1-..-:.;:r~fJ-r;~p~:. ~)1~r.?J~. ~·r:J~ Cowe-n ~42fj dceB r~·:Jt 
disdto$e a mathtW l:.'.!J n~d~J!5!ng hyp·erghr*.a~*m~($l:"> a S\:.b~<3C~ :Nts;,.<i::i-}) Pr;3~"J~r ... \.-:..f::!l-: :esyndrom-e ·{PV¥S) ~t Sm~ti}--M&g::)nis $y·n~--s:~!;:r:nS3 {SMSf. ti:~· 
mei:hod cor:'lprls~r~tl ~{jrnk$;~te~i~~9 to ~atti s~~b~ect fer ;.~t ~!3i3st 1.0 ;.~k:-~ aN ~fft:t:~iv~ ~meum ~~ .tJ KA 'fP <)~H3nn~! ~-,.r,.!!rlf;}, ,~·r:.~.:-~~:1 
ad:~"!t.n~:;.tfBU.:-;n md~ .. "~~ otJ.e or tr!Z'·"'~ .?Jg:g,:'e~~~v~ bBh;3vk~r~ :tn the ~:...l~~;~J.':t 

Oe -s...: .... :.-t tif~~::J.os<Ss ~ rr1~SJfK~d ~.~f .~r~~~:i~~s ~ $~so~ect with oOOs~~Y w:th po~~:~:?-tt:rn t;h~n~l~f ;$"'~:l'lv~tt:r ~;>$ragt:s~Jh {O~·~]), but D~ a-tX:-":t- dOt~S no·t 
~1&cfo5.9: i$ rn~~tK.>d i>f r~d-:~~~~g hy-perghi)-:-::~intb---ni;s ~f'~ ~.$ ~t~h}::lct f•;~vi~} P;-ade~.J.~"~m ~Ytldr~:1:!':!'3.'?.: ... (PV'•l$} or Stnt~h·M~~~~:~·>tS: syn.Cr"w~~~ {SMB}~ the 
·m.etnod cornpri$~'1.~ .~dmlntste-ri:ng tQ S~fj stSt"">jet-::t kl~· *t t~a~~ l 0 \\'ee,Xs .;:sn ~ff6{..t1ve- &:"":tO~Jt1t ot a KArP t~h:a~ln~t r;p~~r:;~:', wta~H}.:n 
ad-m~n~~ft;st;~, .tedUC$$~ f:(fi·f~ t'"~'" f{~or~ -*ggr~~~ive h~h~v:v~ i:"l th~ su.bi~t 

.Say d1B!.::tt1S~~ ;~ PA: P ch~r~nt;X c~:eJ d1'>3:t~\\tde- kx h':t.·~~ng nw:taho~:c tj~sord:e:"$ Wbs.t:ac~}, b~if 8I3:Y' dt)6::S: :1ot -dt~;:(.:h.1-.."X& ~"l rne!t"ht~ti t~f 
r~kK;1~g hypergttr~;~nent~() :n ... ~ std:.~ff3:t;t h~vl~~ .Pl~d~:r~\Nt:~l syn-d~cme {P\t~S) or Sm-:th~Ma.g«'nf~> $.}'n:dn.1n~~ {S·r ... ~$). t,~~~ ffS~~r~rs:;-S ~;{'Hllpri:s~P.-g 
:atlmfn:stering t<..1 swd -st~t~Qd ~"\.K :;.-1t ~«:st ·l~) \.-..~eek$ .::an ~ft;;::~.Jhre >;::I'YX):..mt of a k:A TP thcmn~~ {.~~~~r. ,,._~N~r~i:"$ 
atin:t:"!:sh'&'tk ... "f~ .rW;,~:.~~·s or;~ -r:.r m:t1-H:~ ~~ulressfve beh&v~~)~'S ;~1 ·~""~e $~~bj:~(:t 

I : 
! 
! 
! 
! 

! 
Y:he pnor art~~:<-.::~ ~f.ot- d~sc~o~ :t~tnbtni{~ CH:l~f$;, C.;J·;~:~f) '2i}.o~_. D-.-~ Boor. ~fld}ot a~y ·~t ~:f(Widl-) ;;) n~athod tilf :~~r!t~'."::lng h~·p~~:9hrr:-t~:K:n~iB ~n * 
:s-1~-~lj~c:~ ha-'!. .. {nn Pt~~~r~ VV"~~t~ ~ynd~~nlt~ .(P~·V-3~ .:):f S.m:tth.-.~~-.:gents· ~)tlldtvtr~~- {SM~}(. ~€ m<:!m~O !.'>.)trtp~ .. fsJ.ng ~n~~nl~t:t-:rit:{~ ·N-.\ $~k1 ~u·bj~~;t fu:- i 
il. t !~a.·st. :o ~··iOOk.~ ~n .~;ff~~-;ttva anK1tmt. ,.·:N- a KAT.P ch-3~RH~l ~:.l~~~M~.r., w. Mt'~.,~ .. ;: .. ~ i6~1tr.i~n~s~·~t:c~~ redu.-t:·,;:;s .. -~>n..~ o:- tHOf:'$ .?~:Jte~~\'"0 be.hg~lors ~N U-::1'1 
:-~~b]fc;.~t 

~::f~·1ms i"28 ~~"'~ i-n.ct:.l;St'ria! .appj~':abm~y a~ d~fi:~d hy P:CT Arttc~ ~3;3{~~-} bec;su!S-~ ·~~:S- $:!Uh~oct m»U;er c.~n t;~ m»~~ cr us~-d irs ~:-~(JH~try. 

I : l 

I I 
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Ex. 2002-1405



To: 
R1Cl-IARD J, WARRURG 
FOWY & LARDNER Lu> 
P.O. BQX sn;r78 
SAl~· DIEGO, C\""- 92US--fi17S 

PATENT COt.)l)ERATlON TREATY 

'W1U'TTEN OPINION OF TffE 
lNTERNA 'l'lONAL SEARCJUNG AUTHORITY 

l 
l 
l 
l (PC!' Rule 43bbJ) 

I rn~;t;-~y;;:&111l)g~-.. ~~~~~-----::'_~_-,_-C-~'~,c_---,-{-' -. --------------1 
~ ~ -/_ ( ~ ~ ... .~·'~ --~ ........... ,.. \ 

------.----------.--.---uunn~ ..,. .... ..,. .... ..._._--~.~~n~'-.'-.'-.'-.'-.~"'.;~:::::::~~·; ~(4~lt~!~~!~!~~~-'t-~~r ~ ~.. J 1\~~t~~{}~.._.._.._~.._.._.._.._.._.._.._.._.._~.J 
Appllc:mt's or agc:at's tlle rf.'ft":,"Cti.W ! H)R HTRTHER ACTION · ·,:>\;:!"' ! . ~ 

-~ See pan1graph 2 b~]O\V :: 
0595V9~(}203 I l 
l.utemat}unal ~f'pH~t1~iiwo:uu I lnte:mati>:\llal rm~;g-dal't(cirJ_»fJ!Wm~'<vecu) I'riudty u~tc (~i;;;~;.:.~~;;;.I:~;;-;rmuuuuuuuU 

1 PC'l'fl::.::~t){j~§_!,_ .............. mmm 12$ All~WSt 2iJOS E1.:2~~~~~~~~? 25 AU§llSt 2.{lt1~£:~:~-~~~~~~:Q .......... ""' 
l htt~m!io:n<l! P!H.t1llt CJn;s..it1cll1.ion (!PC) or both natiun~1 c.ia,ssi:ff~ation an:..,."'-j"":W"'~c;Cc:-;-----l-"-:...:...~---· -----1 

l ~~;.... ~;6~.~.;/~:~ 1GiJ:.'i .. fii),WU( 2flf!MJ) 
~-.~~~~~-~-~-~~~=:~~~~,:~:,.-~!~~~ ..._, .................. ~_.._.._~-~-~~·~~~·--------------·-..,...._.._.._, .. , ...... .._.._.._.._.._.._.._.._.._.._.._.._.._.._.._.._.._,,, . ._ ...... ~---------------l 

l
1 App1lc,1nt 

J!i~f:ti1J.~~!-•S IMC ........... ::::»»:::::::::: .... : .. : ... : ... : ... =======·------------------------······~ ~~---------............l r----------------------················---- ··------------- . .. .. ................................................................................. ---__.., 

I 

I 
I 
~ 
{ 

I 

0 
0 
D 
K/1 
~ 

f'"""l 
~ ~ 

LJ 

R~.a~;(mcd s'takme~~t under Ruk 43,M-1. i(3)(~) with regard tn nuwlty, iclwcnth<c stl>p or h<<hlsttiai 
applicabi!:ity; eltatk:ns and ew!anatiotls ~tpJXlrt:i.ng mJch sta'K'tmmt 

If a demand tbt !ntem<Jtio;m<:il. prdin:dt~<lr)' exaitlinatian ls made, this opin:i:t1n ~·dH bo;:; eonsid(:rcd ro be; a writt~1ll opinion of the 
h1to;:;m~ti~nal }'n"lin:liUaly £1-::~in.ing Authority ("WEA'} except th;:~.t '!his does no:1t ;~ply '':NTI~rc tl1e appliciDlt dlnooe;s IDl 
.Au!.hmitv (llher than this Qn~ to be the lPEA and the ch(><<eu H'li>\ has i!()tifi(:(l il'le fnternnlioual Bm-eau uude;r Ruk 56 .. 1bislb) 
thW:writt~n ~)pin:ion~ (;>fthi~ Irt!~J11tl!.imml Searching ,'\:utho:d!.)''ivill nul. b.;: so COil~id~~ted. . ' ' 

If this ;."lfhlk<n i~, ll..'> providro ab<,JW, c()uside~ed to be ;l. written Qpmioll of the lPEA, ihe app1ic<~>lt is i!~Vit~l t<.1 submit tn t1w 
WEi\. a writtiJ?l .r:;ply wgetho;:;r; where .appro_pri;~te, •,vit1 .an'\\.!ltdmeuti<, before the ;;:;-;.pit ali on of 3 nmttilis. is1:>m the date of rna.i!ing 
of Form P.C'U!SA!120 >lr t"~'lhre !ht: e->:pimtion of2.2 nKmths fiwn the primi~y dat<:\ whi>;h(lver exp:..'fe~ later, 
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--------------------------··············· 

\VR!TTEN OPh'ilON Oll' THE 
lN'fE.R!""iAl~lONA.L SEARCHING Ati't'HOR!TY 

r--B~i Basf~ -af thi:> ~;i;i;;~------------
i. With rugm:d lo the l:Utg_lll1j;l!l, this ~lpitsio.n h<W l>t~~l e'Sl-<<biis:hed nil th;.e 1m.'l'i:> o:t: 

[81 the in!ematkmi! ~J)Hcati..-:m. in the lar_Jgu.a.ge :il~ which it was :filed 

0 •~ tTmJsia.Hun oHhe it~!em<ll'iorml applica!:im1 into ___ , ·wll{Cl1 is the languag~ ofa lrat~<>latit1!! flrmi:>herl fi1r the pmp..'lses of 
intematiunal s~:.w~h (Ruk~ t:t3(11} aucl23. 1{u)). 

2.. \Vith rugm:d to any mscleotid~ llntl/nr nml~ln add sequem.>~ disdose-.11n the int~:;>madona! applicatkm end ~R:t-:t:S<'><If)' t.; th~ chimed 
inve.nt~nn;- 'fhls· opinion h~"i he.t~J established on tlte b;.'ll;iS o·f~ 

a. t)'p~~ nf rr~t.~) .. ia1 

0 a S<-R1 u~rv;e lisrin,_~ 

0 table{s) tdato::d to the sequence listing 

0 -;.mpa!>e.· 

0 li1 ekctronk futm 

D ! , 
0 
D 

Is1 ecldiii~n, in the c~~ !hat more than nne ~'ersiorl ~)f cupy uf a sequcnl-:x> .listing andhw tabk(s}rdatiBg thllreto hii> been. fih::d 
or flli'Tii!llled, the teqttired &ah'!tn~nts that fue infb:n:uation in tlle ~lb»"'--we.nt or aciditi>ma! copi!:lS l.s idelltit~ll to thn.t in the 
i3-pp!lcatimla~ m~d gr does n.-:>\ fN ~~yond the appli~catim1 as filed, u~ \11lPJ>'3prlm.e., were fumi*ht~, 
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WR!:'ITgN Ol"OOON OJ<' THE 
lNT.E&~ATIONAL SEARCl:UNC AU:rROEITY 

~~~-YES 
Claim.~ l'JONf.L ___________________________________________________ N() 

Noveliy(N) 

I bwentive ''•P {IS) Cl::~ims NP"i'<'E_____________ --~--------------------~~YES 

Claims .hi.9""-------------------------------------.·.·-------·-----------------NO 

l -49 _____ , ______ ~~----------------~-------------------------------YES 

Gairns NON1L-------------------.--.-.-.-.-.-.--------------.--------------NO 
! 

I __ :U_u_rlt_~.,_·:t-r-1-a!c applkahi.lhy (lA._) ___ _ 

.. ~,.~~~~~~~,.~~J 
I 

2. Citations and explanatio:n.s: 

(4aims l-4Z, 444~) lack au inv~~n!ive st..·<p ~md.:;~r PCT .. Artkk 33(3) !l~ belng obvious over VARDI. VARDI te;;;-;hes !he treatment <lf 
obe.;;l.i.y, h:J.'Pt:"~t~nslon, hyperlipidcsRifl, hyp~<-ino;ull.U!l-m.i~, impah.:;'<.i g1ucose toknmti~; and S)'!1tlmme X The compositinn compr~~!l-~ 
diazoxld<~- Th~ s·c:ft:-rem:e to~-:ad;~ arlrrtinlst<:riug: about 5 mg/};:g ofth~ compositi>Jn. 111u~ a 125 kg ~'<l>t~ wo~1!d be adn:-J.iti.;;k~·cd 650 ~g 
~!lrday .. 

Tho:: tdi:.;~~nce does nut dfsdt.se. thlit ti;e ora! doG>~ge {~ (l(lllttolk>i n::1iei<se n(lw~wr ow 11f ordinary GldH if! ~be art ·would know lmw 10 

adapt the do&1Ect~ :l:bn<~ diJ,--clost-"d by VARIJ1 il~t(.l a {<on!rol1~d rdcm:e dm;ag;s fum: becaust~ it l.s li p;Qcess -.vdl kww.m b fuc llli- H: would 
he obvk)~ to on~ of nrdinary <!kilt l.n the ar~ to vary fu>l dosage amotmr sirv::e the rd.en.ms;e teach~s that the do~agtl ;;nro~mt is dependeu< 
u~n the . .,veight (-:fth.e p.1:tient tQ \'\''hom fh~ C"~~nlJ~O:siti.on ~s ssdrfti~-sist~~~d. 

C!a.ims ! --13 an inventive step undc:r l~CT Article .33{3) a$ ·oci.ng ~Jbviuus ~or~-er CH.ASfN" CH.ASIN teacbt.~ a bk>degradabk: cortir~>UcJ 
rele<~e f<wmullliim; for providing loc-a1 <met<thetkll. ~lc }1te,"errci ernoodin"~et'lt. of the inv<:::n!i011 con1prises diazoAide, The cotiJp<.)si:ti1Jn 
al~>'>:l com_ptisell VE!>'IR~1nsttictorJS. The f<Jm~ut~ti<:m c;m b~ m the fon11 of mkroopher<~s. 

Th>:l ruibrc;~ce dr·~ !!~lt tt:Mh !he t':K!l~Hio~~lge ;~m>J!J.Uts oflhe instuut inventitm. HOW{l'\.>'ef it W>)Ukl h~V!l lx~n tlbVim.l~ tC< (Jlle {)f oml:nary 
sknl in !:he art to1 ''~' !he <JOO(",ge ;mmu.ut lnlsoo on th~ pati;;:::;t:>, age, g~·mder, >md w!l.igh.t. The re.f~i."(::uce dM.;; not>ea;.;h !h(l ~ldministfill~or~ 
time~ ;;.~ da{m'l;·~;t tt<mever it WOlJld b>:l ohvit<u;; R"> 0>.1e >Jf t~rdinmy ~kill in fue: s..<st ti1at ~ comp.·l;;itiml that affords contro!!ro rde;:;;.~e of !J1e 
l~C!:h~ ingredients tt• be 2Jiminist.:::r~:.xl wlth !e~ 1i1lql..lency fum; li corrl{l>J~itinn t.'-mt has ;,~ ttl.<.lf!llmmed"iat;s ruk-M!l pt<_1flk 

Claims !~49 hd~ m~ inventive 1>lep und<:-t PCT Aiticle .33{3) <1$ hemg <)bvlo~lS nve.r CHASIN in Vi!lw ofVARDI. G.lilASlN aud VAROl 
have ~1 clls~n~<ed ab<lYe- One t)f o:td:inaq ~km in the mt \'i'1>Uld lx;. motivated t<l use the co:n!Jo!led release dm;age form ofCHASlN in 
ilie m;st:'lod <1f tt<-.;~.Hug obe~ity taught by'</ ARDJ because VARDl teaehll1> lliat di3Zo:>:ides a.~ ul>!lcl fil.r l$'®ting &1-eSiiy. 

Claim:> 1 ~4 9 m;e;."t the mit>~>h set out ln .PCT Ar!ick 33{4), ~md tfnm have industrial app!k~hility bc~tl:liC· fue subject :matter dairm:.d can 
be rnllde onw.<::d in industry. 

I 
I 
l 

L_ __ ........ 
Form PCTliSAl237 (EN< No. V) (April 20{l$) 

Ex. 2002-1408



PCTJUS2006/048711 OS. 12.2007 

.PATENT COOPERATION TREATY 

Frtln1 ~he 
INTERNATIONAL 5EARO!!NG AlJTHORlTY 

To: Richard J Warburg 
Foley & Lardner LLP 
PO Box B0278 
San Diego CA 8213H}278 

cgj B~~ N-o~ ! 

0 !Jo~; No. H 

~ EoxN(> m 
' 

[gj [klxN(l rv 

WRITTEN OPINION OF THE 
fNTE'RNA TJON/~.L SEARCH!NO AUTHORff'{ 

L~ f.h.)'~ N-o. v R-::.2:-:.nned ~~~u·::ment under Ruh:· 4Jbi.t..: (3)(j) ~~f~th ~{"":gs.rd ~Q n~~'..:'~l1y·~ ~nvf:'nh\··c s.~~~p '\..}r ~r~d~J:Stria.1 ~ppH~~3bih~y~ 
'-":·iwti:.:~~& and ::;;xphHl3.l~:.)ns: st:pponi~g ~u~h stat:::rn.>:fH 

0 
0 
0 ' 

H" := d~~rr:ancl t~":"sf J;ne.n"'~~~Jo~al p~·Hrn~nary ~~~::u-ninst~~n is nlad~\ -~hi$ t)p~s~ion \~·in bt~ ~A)f~sider<.'~d 10 be a ''-l:.··ritt~n t)I~~n.i.on of the 
h~~:-:-!".n3lior~-~! ·PreHn1:~r~ary E .. :~~~~r:~nit~g, J"\uthQt~ty (niPE:A {') \:'X>.:tpt tha~ this ~$l$~S ·l~~)~. ~}ppty \vh~'!r~ !he ~ppHc&nt i:.hon.~s an .Auth1.'3rity 
t:·:her th~:n fhis ~n~ tQ b~ dK~ {PEA 1.1nd ~ht:: c.h\.,~\:-n IPi~A h;~~ ninifk.d d:.~. ir~t{.'!rn;.nior~~t·! Bun~au u~~der Ru~~ 66.lbtS{b) th~! \vdrten 
opinknH~ (Jf th~~~ Jn~ern;s~iona! Sesn::hin.~ ~'\~.x~h~r~t~·· "'~Hi HfJ~ l1¢ Sf) ~onsidt.~r~·d. · 

~f thi~ t:p~n:ion $~ .• &s p.oc(vided :;ibovt-:, '&nrzsiden::d ~v bt~ a ·\~·.nU-<.:"n .$J.pir~~~~n Qf ~h<:. iPEt\~ t}~e ·~~pft~it~ant is. ~nvhtd ~o s:ubtnJ~ ~l) d~e it'EA 
2 \~·ri:!!en rep~y ~ogeth~r( '.-Vh:cre. ::~prnopri~t<:~ ).~··i~h .~~n1~~ndtr~~nt:i~ ·h~for~ ~he e.':q)~r~t~o.n of' 3 rnonths fr~1tn the·d:::.tc ·::>f r:n:;::ilin~ of f<Jnn 
PC~TnS~\l1.20 or b(tib~ ~h.{;~ ~":}{p~r-~M.~Ol~ t'·f 22: nmnths f$t:rn th~~ p~~~.ority dale.~ 1:-v·hi,:::h.~,··~~r exp~re~ ~~B;:r . 

. l\1r further •;;pti<>n:<, s~'{' FunT1 }'CH!SAlZ;W. 
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PCT/U$2006/048711 06.12.2007 

WRHTEN OPINION OFTN£ 
!NTf:RN.ATIONAL Sf:.ARCHJ.NG AtJfliOJUT\' 

r ln!emililotial ilpp!ieali~'>!l No. 
I 
I PCTI\lS tH.}I48'{1 1 .... ,._ ________ "' _________________________ ....._ ___________ _ 

l. Wh!l regard 10 !h::: !il~1gusg~_. inis aplni<>n ha!; lx<::>n e~mhlishcd on the ba<>is of: 

[81 ~hi: int.cr.m:.(({OfHS} apl"}~i-;.';3li.f}n ~n ·=he .tan&~:ag~ jn \'-''hh:h i~ ~~«~ .fHed, 

0 ~ B<u1s·ia~km of the $-~~t<~rn~~lorw! -~}.~ph~a~~on inti.J -------·--~·--~--------------- ...... -.-....... ------ ... -............................................... ,Q;~h~"h i$ -~he hH3§.Uagf: af 3. 

01

-:z. 

transla!i>m filmi~!;;:,j !~r !h<:: p~!rp!}S<:~ (:•fhm:rua!iQnsl ~~ardl {R\oks !2:.J(ri) ;md 23. l(b)} 

This .\lpinilln has bt~tn e~mb!iiilcd laking iaw ;s<:<:(><mt !he rnlifi<:,.ltion nf an <:~!wiou!' mlsta!>~' a»llwrlzed i:>y m nO!iHecl 
t~ d1~~ Authority ~r~~ier :Ru!e 9.1 (Ru!~ 4Jb~.s.- Ha}) 

J_ WiH1 re~an1 \t1 msy n11dNt.idt -~ndf<:~f' :mllml add St'Q!lt~IN~ dhdt1~<~d in Hlt inttmlltkm~.! appika!io;s, H1i>< Qpini<Jll has heeu 
>i:Stahll~h>::>d <111 the bR:>lS.t1f: 

il. type z1f m.a\edill 

0
,_ 

a s~qtH.~n(!{.~ listing 

D wbk{S.) rdahoclio the .S>."'Jllence Us ling 

D 
[] 

D 
·o l~~"" 

0 

4. D ln ~~diiiti~$0., in Hw ~:a~.c th~~:t. m.oR ~h~n :ont: ...,~tr;;km ,·n· ~.13py {.'>f.:.i ~.{:.qul.::fH.:~ Hs~in:g andf<."'lr ;~bte{~) nHadng tht::r{.;~R) has t~'-"en 
HJ~d or ft~rni~h~=d~ th~ tt;~qu~R~C s~stc:1:1~tH:i tha~ the ~~1i~)nn3tit~n in tht:: sub~eque:::n <):t ~cld.:tiHnaJ copi::::s: ls. h~:~·~'"H.~cat h:'::' )hat 
ir~ th~ ~ppH~atk~n as fHtd t·~· dt)i!$: fl{"':~~ ·go b.~~~·~nd th~: iSppHcati~;:n as ni~d~ as .S:PP~"nprSate., i.''~r~ f~i::n~~.h~~d. 
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\YRfTT.EN Of'!NlON OF THE 
!N'ff.:RNAT10NAL SL-\RCN!NG At.iTHOR!1V 

PCTIUS200G/048711 06.12.2007 

Th~ que~'iions \-).'hethcr ~he {:luitned ~r~v~~~uion &ppear:t trs be nove~~ to. h~v¢h~~ ~n inve.n:~~ ..... ~~ s.~tp (to b~ rKH~ o'tp,.·j>)t~~}. t1r ~Q he itsclustri::tHy 
applit:ubl<' 11<>1-'<' t!t.>! be~~n t:)lmnin~'<J in rl?:<pe!l':l ~f 

0 
lVI 
·~ 

;h~ <'mH>~ intermtdona! appln~utiml 

;: bims Ni.~>- -~-70 
............ ,,,,,,,,,,,,,,,,,,,,,,,,, __ ,,,,,,,,_, _______________________________________________________ ~-------------------------------------------------------------

lx."C~~e: 

0 ~he ;;<jid intcrn;s!iord >lf)phtution, or !he .s;~!!l claims. Nos .. ----------------------~----------------------··· xdai~~ to ih~ tl!lk)wiut 
subjt"~ n1ath-:r ~,.~·hid~ dne.$i f~f:\~ n~q:trire ;nl lnh.-:rnrHJon~i s~~rch (spec{tj..)~ 

IZl n~e des<.::dp~ion~ ci::.l:1rn;; or dr~'l::.:.~ngs (iNdh.l'l.ie j'.:n:.uli<"~ulat .;:lt:m{":m's bth:~')>:} .t~t s~ld ~:};3h11s Nos, 32':7~..,---__.._ .... LLLLLL-~~~LL 
:;)f.~ so- trn-dc::r:- !-hat no rru;-~~nin~fuJ {)pin~·(sfi t·.t.u>ki h~~ ~~)lJ}1:~~d ($.p(x--:.~fy)~ 

C~akns :)2,7(~ are impR1per rr·~·:~l:~:p:k~ d~p{:t~jtJ~nt cta~':~·s OOc&u&e thr:y- ar~ de~-t~:nd<::nt c:3trns ~nd <$~e n.o~ cini'ite-d iN a,.~f;or,:._icmce ~"~'W1 ths 
~a:..;onti an(~. th:n.i s~t:rtt:ncBs o1 Ru.~~ 6-4(~}-

D 

~ w f~ fn\:~M~.ingf~si \)pl:t')i<.>n C·:)u1{:; $'5-:st. he· k'">r~ned \-Yitb.-:o~n ~he ~t~.!..~~~;~--~ ~$;:!.h~g; the· ~P~)ij~.:u~i- did m)~:- \<..··$~hj-rf ~hg, ~1f\:~$~·-ribed t·in1:e j~n1i.t~ 
r~~~"). 

~ ~ 
L........J furn~sh ;:; =.:.¢(.1~s:::fs~~-~;' hsdng (m p.aper eon:1p'!yh~g ~¥i~h th~ s·~andatd _provid~'Sj ~~~r ~tB Ann~x ("'_of th~~ b}j.rr~·in~gU:.:1t;ve 

~n~An .. K~th.)n!;, a~1d S.t~:.~h Hsting 1N~-~ not ~v·aibhk i-~~ the hl~trmih()Ui~l s~~i~H.':h~~~g .:\~;lhOdty in a Rrrrn 2nd ;:nann~~ .. ~t~";epu~hk: 
it> it. 

H~rm Sh 1.i ~?CqU\:' J.~t~~ jj ?;l ~l ~g .it~ -~dt~l.~Jxn:n k:. ft) :n1 C\X~1p jyi-ng "V'~ t h ~he ~-t~HJ;;}rd pN.,H;' id:;d ~l1r i l1 i\J~ fi.;;::-,l!)i (' of ~.h(~ ,~ drn~ U i :j~.ra~ f '"''e 
h~~-:M'tR~hf~n~. {~ft'{'! 'S.Ul..':h Hstfng V.:·~~ l}:)! avai!stbk ~.Q -~he hl~t:·rn;jh(>f5<d s~.;.uch~~)_g .. ~\uthod~y ~n ... ~ ~{l-fH1 m~d :rfn~nr~~r ~~'::-t.~::~p:~nk: 
tf;\ it 

ps.y· the feQt~~J\.·'ti ~~h.": furrr;sh;·~~g :fe::'! fn:- th::~ fwn'l~sh1r~g ~f a _s{:quence hsti~g in resp,)ns,--: tQ sn iuv~t~titm: und·~-r 
Rt1k: l3t~-:JY.~{a)t)t(b) 

0 ~ :nl~l"~-~iJ:ngJ~J opinic.n could l'mt be· ft:·rrrwd ·;;,.v1d1Ql~t th~ Whk~?; fd~~~~d t(~ ~he ~..{~\.l~~~n'~ -~~!;:jn&:s..;. -tht~ a_pp·!~~:~:H d~d n!."H{ V<~thin the 
·pres~-riht::d ~~in{;"': Hn1~$,( ~~.:-fnhsh s-:.:ch tab·~es i.n ijh:.:·~:.~s<..)n·k~ fo~1TI t--:t:·mp]yh"l.g c,;~oti~h the ~echnic3.l requirerne:ntst pr>.Jvided t(n in 
~ .. \nn·CX C·-'b,"iJ ~fth~-.Actrn~r:.~~twhve lnstr~K~1it)'n$ .. ;:Jnd su<:h t3.bh~s ~·ere nt1t &\-"&iJJSble to th~ {nternat~or~aJ s~ar~hi~~g ;\uth~"trity in 
~ iOnn ~nd I(~::u~ne:~· *~;'-~~~_ptahi~:: ·~oiL 

[ l !h~ tahlt~s r~clilkd !<:< th~ nudeolide alidil;)t umino ucid ~'>:i~iJ~IlC'<' li~!in,; ... if in ~kctrr..ni,; ~~)rm t~nly, <'b not comply with t!:J;; 
"' tcc.hrd~::~; requiren~~nH< pR}'ficl.~cl fOr in Ann~:< (.,bis Qf-~h<:- ~~-\.dni;r~is~rat;\~e Jnsir:~'-lJons. 
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lC:::J 

0 
0 
[Zl 

WR!TI£N O}>!N!ON OFTH!:: 
lNTERNAT!ONAL SEARC!·llNG AUTHO!'UTY 

PCT/US2006/048711 06.12.2007 

Tt>h Amru:>rhy i'>;.md !hM the requil'~fl'le!l! of ;mi!y (!f hw~!11ion is fl(>\ l:•:>mpli<.:cl with Md .<::l>u!i>~ !'lr!t ttl i!lvi!e th<: applicant !o 
pay 3ddi>i<ma! fe~,., 

~-------~--~·------------------···············--···--................................ _,_._ ... , ... , 
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l !h~ N~~.v 
! 
! 
! 
~----"' ! 
! 
! 
! 
! 
I 
I 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 
! 

\\''!:UTI£N OP!N!ON Of THt 
!N'H·.:R!'-1,.\TnJNAL SEA:ROUNG ->\tlTHORlTY 

!l!ci$~il1l~'d $t!IStlnW!H !l$ldtr' R~~!t> 4Jbit, l {!,~)fl) \)'ill~ rfg~rd K> MYd!)<', ill\'i'$ltl''f $'!i'P or indn>tti&! <~~f!l!t;~!>Uity; 
dta!iQnS nncl !.'XphnntinllS !ill~P>.!rling S'!ld! S!l!i~f!l.i'$lt 

YES 
NO 

'l'ES 

NO 

YES 

Chtims NO 

! 

~·---------------------------------------------------------------------------------------------------------------------i ! 
i 2 Cl~~Hkln$· .~~-Ki ~:~:xp!~H1~~~i,)n~: 
f C~~l.m:s i0 ... 29 ~a·r..~ nov~li~· :;..md¢t Per· A~~h~~ 33(2} as b~~~1~ ~t)~l¢~P*~~d b): US 6.~25,310 Si ·{o N~i31sf:n ~t ~~- {h~#~lr~anet 'N~~l:s~r(~. 
! 

!! Reg<Jrcing cJaim W. oire<:ie<lto a.~!! ~-omp,'isii::g an aflion t-1f ;s KA IT' char1nel op;mer selected !tom lhB: tl!'C>l.lf:' t:oc-slsting or Formt.•!is V, 
~ f='t·rrm .. :h~ Vt F··atm~~a VH .and ronnvt~ VW~ Nl~isen ;~ad~:es the compt.(lH'H.j$ il§v~inMW b~i ~f;e h.)rmula (tt)~ ~-: ~ft ~-5,.5.5} {.X)rt~~;>.iG~·n .. iin{~ ~{.,; a:t 
i ~i$a·:~\ .FOtfH(.~:a VBt N$i3~~e:rs t~aches that lh~~ {,_-:Qrnp:et!~1~~~ fr1~)( cor~~a:n &n $()2 ·dns ~~~ts$·~;·h_J:Sf~t .at th~) f$0$$lksn CO:fre:sp~);t,d~i~9 ~Q n~~t ~(S ~h~· 
! stf!!Cll.ire t:•f Form!!k'l vm (o:Jl 2, In~) ilnc to;rth03r h::>:>'ir.g Hl and R4 sut-smu<:nlll cr tne F>::~rmula VHI structure cow~::'?':Jncing to tt>ts 'A"' oin(J 
j as ctennact (co< 4, In 1·:1<1). Nielsen 'leat:tws !ha! the A nng ma~· hav<S w1e or rnwe w;ino <>\lbs!i~u;mts {~ol4, !a J). Nell<>!1cfl !each<::<~ ma; 
i $Ub~~;~J ... n3nts ('.CHe'Sp:QtH .. i:tr~g ns R2b n~ay be hydif)9~r~ {(:<s! 3, h"~ 4,·l0) arld ~1 n~ay be~ Sr~$t;sUH.Hgd arr~h~o .grQ:..~p {C·O! 3. ~N 4 ... 1·1; c~~ 3~ Jn 12 ... 
j "0). Niel~en aiso teat:M& thill ihe comtJol.ir.ds to;.:1c!ion <l'< i:'f>i'l!'lers ofl<ATP channels (eel 12, in :r.·HH aM 1ilzt the comll':J!!nds ma~' ti>< itl 
i th~ ft:·rm o~- S(.tUS (t.~~ 4. ln ~~3-<35~.. · 
! 

f Res~):d:ng c!cttrn. 11. d!:r~clOO ~~- ~h!3 s~n ~ccrdii(g to. da~m 10 .-,~·h~.rei~ _3t ~east c:·n-~ ~-s.;t:s~huen~ compr~~-re~ ~~a-mino group, N~-s~s.en 0s 
i above te~c~~es tha~ tn~ con1pouf{d:S .r-n;sy be -in th~ ~'t.ttrn of saits {co~ -4·, ~n :J.~ .. 35). N~eo~sen as ~~<ov~ t~c~fw:sf that ~h~ .t.. ting rn~:sy ~1av.~ Qt:~ 
l t:w rnof~ a~n:no $UbslHu~.n~~ {C\..')~ 4, !n 1) 
! 

i F~egar~fng c;afiT~ ·~2, diradacl ~o the saH a~~ortHf~g to dah~1 10 wher~h1 R i tttrn:P~1se-s ~n ~)m~no ~~ou:p. Ne~:sen as ab"0'10-~ t~ache$. thal Ri 
i nlay b~ ~ S{!l;:?;.~~H;t~\..i ~.mtn<> ~F.:aJp (~x;~ :3 .. tn .::i .. 1 i ~~ i.::o~ -3, ~r5 t2 .... -20}. 
! 
! i ~~esardtt1g clatfn ·!:J~ .dir~£.:~~0 ~c th-e saU a~t:orolnij to c.~~ln1 10 "¥h~r~i~ sa~ci a~1k.n~ hs. an ~\')io~ of Fonn.~~.:s VH. Nie!s:en t~a~h~:~ ,.,~~mp.ound$ 
l ~·;::~;:resp.ond~ng t:o tf~t- .~!s:..u.~~;,.n':e of :FoN"·,~uta \iH (l~·Jt Z:·- !.;l -~t:'""55)_ N.~;5~$$r~ .as &bt)Y~~ -~~achv~;) ~hat th~ rxsrnp¢;,:n(S'S ~-nay -(Xsm.aAr • .an $()2. tinS 
i $ubs!·:tt}~nt at th$ pos~H~Jn cont:s~p-:"J~C.;ng ~o H:~1~ m ~he stn~chu~ of :~ormu~a VH {co~ :'21 ~~ 64} i3n~ h.~rmer h~··.:~ng R3 and R4 $>Ubsti~~-en~s ot 
i th~ Farmuta V!l s-tr::.Jct:~n:e corr~~~"'nct:n:g t~ !~~e ~'A"' ling ~~ defh'H?.d {col -4, ~l1 1 ~34-). ~··ne~se:'l a$ atl'Qve teaches !h~~ th:e A fing rn~y h~:w~· Qrr:e­
i ,:_<r· rnore arnino s= .. d::.~~Hu~n~~ {:(:Q~ ~1l !n ?l N~i1se-n a~ a.b:l·w~ te~-t.;he$: ~hat ·:S!..~bs~h:..n:?."~lt'S COlf'~S;..1a~·H,"'!ir:q ~o .R2t~ .!~'t;:1V l).e by?...""!if'91:(n (t::)i 3~ ~n 4 .. 
i iOJ an~i Ri tfi~)" b~ a subMHt~U·:d an~~nO group {t:Q~ 3, h, 4,'$··1; coj ·j, k= 12-20}, Ni~sGn ~s a®7V'€!- ~~iiches ~h::::t th~ c~rnpound:s inay be in 
i th& rosm o~ sans (ro! 4 .. ~n 'JJ-~35) 
! 

f R~s~·:d~n.-g_d.aJrn14. d!~~{3clGd k~ t~ s~n ~cccrding ~¢ ~.::~a~n:t 10;.~.>her~jn s.2~d an:on 1s an dmon ot_~~~unu!a VUI., Nl.sl:se:n ~~aches com~<.t:iwwSs 
i co.rt~~pe:nd:ng tc:· ·the struc:~urn o~( ::::o:rrnut~ V~H {co: ·2~ ~n -45·55}, Nt¢{$lS11 as abt.~v·.~ ~eaches th~t th~ ccrnpaw·~~Js H't~Y OO~"{tak~ .an S-02 ring 
l swb:s:~f~.~~nt a~ ~h!S p.osmt:~n ~.x~rr~:~f.X.1n~iing ~{;> :!ha~ in ~he sttur.:.t~;;a ot :ForrtH,!k~ VH (c~~~ 2. !r~ 64} ~~~d ftH'ther ha~;ng RZ . .and f-<.4- s.t~b$Uh:.Bnts of 
i ~:ha Fon~~;t~3: vm mn.~c.h.~~~ -~'rr~~t.pt1n.dmg :to U'1~ ~tA'!( rjr.:g as ·a~nnetS (cc~ 41 :in 1 ~34}, N~ejs~n as 3bov~e: .ie~c~~es th~t ~h~ A :illg :m~y ~~ave .or:~ 
i or m::Jre am~rlo swbs~~lt;en~s ~-~c:·~ -4. !n 1}, Neiisen as abov~ te?'.:st::h~~ ~ha~·subs:m~.wt;.~$ ~'".t·~~respond1ng h.:~ :K:2b fnay U~ h~·d1\)g€,<n (col ~the ,t, 
)10) a11ci R~ m;,y w <1 sul:!.>H!u!t!d amino fjf'-'<~P {tol3, ln 4-l 1, col 3. lr> '12:-20). Nie!ser><ls. >Jbo~;,., !em;lw,:> mat ihe con1!:o.>uncts m<ty ~J.<, i~> 
i ~he f~);rn of Si3H$ {co! 4 ~ ~~ 33--35}. 
! 

~ Reg~ro:ng c·a~t~n ~5 .. ~lrected ~o-:!.1"~~- s~~~ ~ccord~n:g ~o d~kn 10 ~~·h!$J:e~n s~i~:~ s~~t co:-r~prisf~S a ·ca~Kln o:( an atkaH maU3.:, Nl~l~t::r1 as ~l){:ve 
i teac~hes -~hai the: ~on~~'tt\'•-t:t:{.iS tn~)( tl~ in the fC5rn~ Qf s*~ts {{)..~14. $t~ .:).3 .. -Jt~). N~~hs.en ~·$$Ch~:S $300h;.n'l a~d postz·ssi~Jrn <;»tions.{tcl 4~ h-s 42--· 
i 51}. 
! 
! i Reg~:"'i'Jfng c!.:s;n~ ·~6-: -::U:-t$-t..:lsd ~,-: ~: ptw:rni~C~~$~k;~:; fo~n<u:.auon_ t~n~pd$ing UH3: ·&'l·tt .a.cco:\1~ng ~o cl~!".t--n ··]0~ Nie~s~n :h.Hih:e:r teaches tt~1l the 
f '.-"¢n.'lp:oHNd£ rn&~· tw: ~ ph.a.m'1~~):1~Hl-::...~~ ~~rrn:t~h:~U:.:~n (Wl 18, ~r. J 1-<t3}, 

j f'<eg0rding c!O.Jim j 7. diri:!~i€!<.1 !!.) " ~~It r;:.>mp;i~ing :s c:s!k)l1 (,.f '' KATP d"mnn~! o,;<,rm; s>Sloctoo fwm the gmup t~oflsisting ol· Fmmula V, 
! Ft}tr.nu:i.a ·v~, Fct"mula vn ~nd F~:Hmu:a VW, whemtn ~s ~€::;;,:~~ ~:Jne subs'tih.:en~ rornprtse$ ~n ~Jni~to g~(>lsp, Ni-etset~ a$ atJi)V).t ~~a:ches. 
! o::tmpound~ tvnespontffn~ ~o the $~tlt-c~:...n--e ·of t-crmuia V~!! ({;t'>~ 2. ln 4·5--:55). NJek:>er~ a:~ a'bove t~g~h13~ th&t th~~- .c-.JmpoundS: ~11.t3:Y .~:<n~3in 
I ~n sc~2 dr~g ·Stl.lw.Um~r:.t ~~ lhe pt:slt~Of~ {~oueS$..1-Qtt~iin9 ·~.(j lh3·i :n 'the ·S.h'WC~SJr-& Qf ·For~1WW Vll (COt 2. !n {14} and ftHih~f ha.v~~lg ~~3 ~~d R:4 
1 s~bs.~ituen~-~ ~f the f\~~mula V~H stn . .i~!ute co~;:::~'1{ind~ng toUt~ "A~' ring as d~ftn~d {:ool .4, in 1 <M), Ni~"!·~~:en ~s o.b¢v.~ t~atht~~ t!"un the A 
! ring may hav~ one flf 1'fH.,":re a:~~<~~ st.:b:sHh..:~N·f~$ {(:?iJ{ 4 .. ~~ 7). Ne~l·s~:( &$ ab1.""JV~ tea:c.h~s .~hat :S.lJ!:JSH!~ents coru:~pcnding ·to H20. m~y be 
I t>>'cJ;,-.gen (<Xll 3. in ii-i G) ;:md R1 m;Jy w;;) S<<OOUMed ilminc grc.ut) (cot~, In 4-1'1; co!~, !n 12·20). Nielsen as a!Jv''l:i t~:sches th<>! !he 
I ·comp~~mds ma:-i b~- jn ~he 'iom~ ~i $:S!~s {co: -4, !n :)J.~$}, 
i 
! Rm;mcting claim 1!$, l>Z<:< the dlsc:;ssion sel fOl'\h ~or dalm 12. 

I·'''~''''''' ., ................... ._ .. , .. ~~~~~:::inuM !n Sup>~«menlill St1~-~~~~-~~-~~~~~-~=-~~=-~~~-~~~~-~~~~-~~=-~~~~-m ....... _.,,_,,m.m•·-···'····-·"'-''"''-
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~~--------------------------------------------------------------------------~-----! Suppllmwns>Jl Rnx 
! 
~----------------------------------------------------------------------! ! In ~a;;e th~ ~p>Jee in ~wy of lht flr~tding bo~ts i~ not liurfldl:'sst. 
i Cont~nusti9f} .. ~rf: 

PCrlUS Of114fft'i 1 

! Box V ;(_ C!la~t:·n~ ;sn<l ex:p!aMtlW•~ 
! 

l Rega11.ii:~9 daim 19. Nlelsan es <itsrJW !.~iaches u.rrl(!<)<.>o)dS. e<>'"l'!lsr>or.<:.iin<J:!O the sm.>c.tvre: <>1 ForrmJ!il VH (co! 2, ln 45-55}- Nio!~~JB as 
! am'l'>'t! B~ac.h~s \hat !l"l.s ccmpotmdr. m»y M ifl the form <-•( s;>l!S< (!X<l 4. In 3::1--35). Nie:!sen ms ;sbove tea(:fif::~ !:.o>:Sium ;&Nl p~~ta-~slum 
i ~t~ons {·C¢~ 4} in 42·51}, 
! 

! R~ar!"lim:; dilim 20, dirm:h">tl lo the salt :<>t-:>:.:o.'l'r<jing to <.lai:~< ~ 7 wlwt:m Mli.i cmir.m i!> »cation of f!lnuula Viii, Niel!>!ln as at>o:<ve !!S>S>:I"ws 
! compow1tli1 t:t:•rrespafttli!l!J !o the wuc;>Jre or Fo--mwla vm (!:<~l2. in 45·55). Nlelsen a~ aL'<r:te te;&:o:::lws tr;a; !M compo>Jn<ls m,;~y be lr~ nm 
! f>:<tm ol salts to::<J! <i,lr; ~::1<35). Nlels(!r; ~E above lf!<>'f.~>~E :~t.>diwm an<l pos!assium (;<!lu;ns (t~\.)l :1, h~ 42-51}. 
! 
! i R~!{li3rdi:"lg tJai:m 21. dir~t~d to ih!l s;sU a<:<:¢rd~og !o C~;lk111 i v~tusre-~n saki saH -c¢mpri~-.e~ an ~nio.'1: s-e!ec~~d from h1~ ~~~P c.ot:~~Ming ~f 
i suUat~ .. o"1t0:1ide.: h:ydr~:.1~1mhlel fumarate~ m~-~>Z-~~e .. phospt~a.t~~ ~u!:~;smate\ a~~ta{~S~ c~v~te, ~acW!~. ~artra~a~ ~neU-wn~t$UHt.lnate~ 
i ethaNs~uHf)nate .. t>en:~;~~s{)·:ro:1ate. p .. to·k~~ne M;tffJf{ata. tyck;he.x.y~~u!:f;r,:tf~;3lB: and quin»t~ ~:1s. NS,a:~!S~n fu:'th~r t~a~h.t!$: th~~ 1h~ an~on .of 
! lh<t Mi~ may t>i"i m>Jlea~e or !ly!"lro~n!ofldt!. amMg o!h0rs (.::ol <I. ln >'~1·4$}. 
! 

i R~"g«rdh·)g c~a~cn 21~ d~:~{:~.t!d ~o tha saU ~:tA.'),,-:.rd~ng to dai~':'l i7 wh~n3ln S..'Jld 5-~3U ctJfnp-.-ises cu1 $rl"tt:.:n5~H3:C~Gd ~.O..)ti1 ;3 h&togen. N~els~n 
! i\llii<er tea<:hes th<l! ;ne atlio,-, m11\<' !:liS hy<lrt:•!:hit:~ido \Cal <I, ln 42·•\6}. 
! 

i R~a~"di.ng cl.~h-n L~, s0~ lM~~ d~:s.-a.J.:s-~1-ion ~e~ forth ~or ck~~rn H), 
' ' I i Regardlng d~iP:l 2~ ~ d~rsct~i h.) th~ f,.)H11:Jlifik1fS ac'"x;r~·Hn9 to af~y OM o~ d.;~·tn'ls. 9~ 1:6 ~~~C 23 !or;) ·s$nsi~ .adtnin~s.~~~ih::J~ th.&t co~"1t~:tn~ 
! oot>,een iO a~ i Ot"l mg o! the SEll!, Nl<:!s<m ;Js ilbove t<::i!.::he~ lhm m0 co:«p.::<tmtis ma>' t>o;; in !hil form c<!. ~-iS!!r. (co! 4, ifl :l:l·3S}. Nielsen 
! further !ea<:hes <! ctoc.a{le ot t>elwe~m 05mg !o ·woo m·~ ~.sr <l&>' (c>:<l H>. in 1·1-- l6l, 
I 

! n~:.<!'di;·,g clilirr>S 25·<"!8. S<:tl lflG diSCIIZSicn S<:li h.>rlh for dai:« <'4. 
I 
I ! H~arcli>1\l c!.;slm 29, <lir<>c~e:cl !o tl"le fonnu!alion at.'i:otdlng to any ar;;z o! c~im;; 'i! .. 16 ar~cl2':J thal is suitable io::·> oral aclmini<Slratl\m, N!<li~~>n 
i h.niJwr t:e~che~ ~ pref~rr·OO ora~ a,.Jrninis.~J'*t:on ro;..~te (!;a~ '18, ~n 21,..25}. 
I 

i Ci;sk~~s ·1~5 ~no 1--9latJ< an HYi~tn~v~ ~~ep undt:t PCT Art~c!e :~3(l} as being ub-vi~·U:S t.we~· Nl~!:::,)~n. 
I 

I Re[mrdi<~9 d&lm i. ctir!lcioo io a «ai! et>mpnsin9: an <Onion ot & K•\ T'P chann.:l t:').>!ln0r so:llo:l<.!o;;tJ from lho:l group t:or,:;ls;Ung .::,r Form.lJ!a l. 
i ftcrrnuia H.. Formu~a iH and Ft::.:rrnu:a ~\l: and a ces~}~n sefe:chsd fmm me group s...1JB!$~~~~ng O'f ;an alka!~ rnetal ~nQ ;s compaunQ ~~r~p·:is.tng ~ 
i hsrtiary:' arnln;s or arn·monium .grf.:tUP~ wher;1~o wt~e:n ~a~d sah c:;,~mpr~ses Q.i~20'>ticte as ~t~~ ~:'~\.:1:n ~"!r~d wcl1urp .~s. ~he c~,-~lors~ sa~d $aU 1& rso~. in .~ 
! ~~.rm \iuitaole for im:<>.wnous ~_;ss, Ni!!IWf< a:~ aiJt)ve ttlil<;t1~::s ccr:1!)<)'l':d_s {;Qn<:o.S!)<.1ndinl). !O lh<>c s.t:<.:ctum o! f.mnwl& !!I. (cr>!_ 2 •. In 45-55). _, 
~ ~;~£jssn ~s above ~8acl'Hls tna~ U1{! cnmpo= .. H1d.5 rn;sy ccnt.&:n &n S02 nng st~Ushkit:n~ ;3t tn~ f:'i':(!":··H~on t:t•tr~spond.tr;.~ to that 1t'\ lh~ :s~n.:ctt~rs cf 
i Fon:~~la ~H {c~i 2~ h1 B-4} and rtumer M:;svfrl:g H3 and R4 s-uhsmue~t5 uf me Formuhs tH stru.\:tw~ corre~J:,l~nding ~o ~he ~A"' r~l-1g a.~ cl~fh~ed (t:-t:·! 
i 4, ~l11·~).. Nie~sen a5 atl\.w·~ te3ches ~h{3~ ~he A. ring fr~;.;3y h.;.~v* (1ne or f"{H').:e arr:1ku:.t s~;bsm.vants {co! 4, k~ 1}. NaH.s~f~ as abov-:e: ~f3i3ch.~s. 
! !hat suts<S!!t~f!rli:~ C<Xr!!;;pmxling lo R<'t> rm>y b<:< hydrogen !\~Ol 3_. ln 4- '10). Ni<>cislE!n also !e<!i:h(;5 ;tmi. R'l, wl"lic.'J posi!icn oort~Si:f'l:Onds to !hf: 
i ~x;fnb~na.tk):"l of ·~a~, M:-4 13-.nd R5 ta~.:gm by Nj~l:S~n, .a:nd ds::s:t:rlt~:i:....j il$ wM~;e f{4 togr:th:~r w~th RS repr-:s~~nt on:e ijf lhe ·Cc~ci~ ~~ a dcub!e 
i ~on-d betwf:en: ~h~ .~$~Oms 2: aNd ~ ot the H!:Js·~rat~ti !orr:Bt.~!.:s ~r r:o t~~·eW~r Q.'·ii~h R4. ~~pr~s:e:r<t~ \..W~e of ~hi\ l"l~.:md$ ln ~ doub~e b~"'d bi~tw'f!."~n 
i ~he a~orn~ ;j: ;.ir:d c4 cf th~ ~Uw~t\:Sted fb{:TH,Jk~~ {Cf)~ z. b 57-.64: (:f)j :3. ir~ $.-10). N~e!~{!f$ i3$ atXWQ teacha& mi3t th* t:~i~po~.r)d$. h.n-:cth.1fb a~ 
l op<:l:1&r;; oi KA TP cMnnels. (wl i2. !n r.il3} and th<>~ !h~ <:o:~<po~m!l~ m»y be in tht! k•m) or :S<&lts (•:<~-! 4. !n J:l--35), Ni.sl!>t!tl ;ss »oove 
i i~.:s~~h~~ l$'.1dktn"t ~n-d t.);)S,::ls;s,{{.%n '-~~t~r~s {co~ 4, ~n 4;2 ... 5i}.. N~~~~~~:s a~~(~ ~~.3Cht"s dla?.o:-:.:d-a ark'S.d,srivat~v~s {:.::.o! ~' ~n 1.4 .. 2.0}. Nle~se-:"l tio.~s 
! m>i -r>.>:flli<;i!tl>· \each th;Jl tile comprlWJ<is n"lay fif:<l be used l,-,ttiwsmm;s!y'. !:Jut does ti"i-'l':h >J pref.:tence ·to~ or.:ol a::Jmlr;ls;tr;s;ion {coi Hl. ln 21 ~ 
125}. l~ wuw:ks n~ve been ~::.~bl'.t!tnJ~ ~o o~e ~f ~~Hl tn ~h~ art ~o c:onr.h;~~ ~ .. ~:~t~ ~:..1~~ s;~f:e't'l ~od pharrnat:a~ogy of de~ivG-:)• by "~:tlot~$ rr~od~$ c-t 
l ad;~lin;:~Uatk'}l':: befof"e ~:s-e ~)5 t~ phan~~c!:tutk:~~~ a:g~nt '>jo.:het~~n rGsU::ts.¢:i SlK~h tt'!&t:ng m»:y pret~uda l~1~r»v~nous ~dmln~~tr~t~on. n would 
~ havt": b~en oc'-"•ious ~~ one ot ski~i ir~ me art m~t th:e su:t.~ssi.ttt.n~d ~rnino subs~:tu:€H1t {3~ po:siHc~~ M-:·1 cov~C be r"~a(m~~ d<3'~1~'"f~~')a~e:d b~· t~:cJ~n~:q.ues 
i know:-1: jn the .at~ ~t the- lirr~~ ~h~ inventto~ \"'~~$ rn.ad~- A~so. ~"t(d ahar~).~j;Uv~:;~·. ~t wt-:t:ki h~s;;.~~ b{~n ~)b):·k)t_:s k) one or $kW $n lh~ R~i ~o l:i!Hl-e a 
i di3;~'\o'.3.H',"'3" or ~1h:YZ:{.":Xkle (}~ ·~{j~sht by Nte-t.s.~--( ·s·:nce U:tt: :jng. -stru:::.h.~re:. of c;>l:zcxid<:: ;s n.ot amh1o-s,..m.$muted at $l1:-s 3 posWon of ~he ring~ 
l 

i R~~rdin:g >:~a~~~ 2. d!:-ectW ~a th~ $aU a:c<>0~1~k~5i·~o cJaiq"ct ·1 w;lare·h) wtren ~t.l:~ $-E"$H oornp::iS€t$. dia;:-.o::-.:fdG as. thfj ;3nk~n and ~{~1!v~~ a::> ~1:~ 
~ r~HC$1l. :~;,j :~.art Js n9t ~n a Hquki f:onn .. Nle~s~n as aht'!t"V~~- ·~~»che·s sOOkm~ and p.ns!~~~~tJm c;3t~cns {coi 4 .. ~n 41· 51}. N~~lsen a:& a~ovlS 
l tf:~(~~~~s d~~l'Ok'!d~ and ~etfV"~.~~Vt:::E .(co~ 2; in 14-20}, N~!sen also teaches ~h9t ~he: ex:emp~ary ~:slt-~ ::s~~ sot~,is (r;oi 29 .. ~n 27-~i). 
! 
! l Reg(Snjl~<g ,:~a~~~1 3~ d~!'"B~;.h:~'d h,.) tn.a $aH s.ccO:t'dh~S to C!t-""S~m -t '"'h~ns:r:: S3·:C anh:~~1 .~s ar~ .~n~nn ot p·(l:mu!a m .. N~e~sen as: a·b:ov~ teaches 
i ,~t1n)~x~unds oorr.~:~pcOO·k~g to ~h~ ;St'uc.h.u·~ ·ot t:tqm.u!a m (roL2·. !:n 45-·55). Ni~:k1~n .:s:$ ~bov€: tea~h~s th;st the t:orn.~lt),:nds may ~c>n.t..asi~"'s an 
! SD2 rmg substii\le:<t as !he position cortesponcllnglG th<ll in !h~ W>JC>~.H-e of fcrrnul~ W (<".¢! 2. In 64} an~~ tl!ith1:1r t;;wlng R3 and R4 
j $UU$\lh.iiil>l!<S ;,"Of the fqmwla lH !Hit•C!tlrG" .:_;-):WlS(lC.n'-i!:<9 totM "N lio<g <!& Ql"ifii"l(ld {ilOl >"l_.ln 1·14). Ni<:l!sen as at.1!J~!l teaches. !i't<!! lh<:o A ling 
! f~:~)Y h-av$ o~~·~ or n~~~ ~1r~~~1o s~hst:tu~nh~· ~co:~ 4, k:: I'} Nl:1Usen a~ aOOv-a ·~~)3cheS that su~$~Hw~-t1Hs: o:trr~~PfJ:t<di~l9 ~o ft2b rr~:r' b~ 
I h)<crogi"in {cot:), In 4· ·1 0). Nielllan as at>ov!l leaches thai Ri. which p::>s;cti(>fl o:::::mespoo>d;; lrJ the c;.1mbi•W!!M ol '8' .. R4 Md R5 laugh! by 
! ·Nk::~sen~ ~r~d das~-::dbed as ~:r.:'he!'~ R4 k1-S~}·~tH3f wH.h R5 r:t1r:~e:s:G'ni onQ of me bond~ ~n a doub1e bof1d b~tw.~~n ~ha $~~~r:s Z and 3··of t~e 
i Hk:slJate:O fom1t~la >:R ... R 't togethe:r with fl4, repra~lS:nts on'e o:f ·th~ ~~ds· 'it'} a do~b};s bo.-1d b.'.$~\~-e~r-~ the -&ic·rn~ ·~ a~m 4 f):t ~he m.w.~~n.~ted 
! ~ortnw~a {co~ 2: .tn 57,·64.: cO{ 3t :tn -6·10). n ;;.,,ou~,:J hav"S" b-e-~n ®~·so~;-s to <...)ne ~)f ~~m kl ihe ~n that the r>~.sb:zsHh;iOO arr~:t~"1-!J ~~t::sHwent at 
i po~~fson H··~ could b& r$~dtl)1 ~Gan1~:1&tt:~d by tochniq~~e~ ~J:~'>'-'11 ~n n-:~ :art A~u~math~·a~·, .:t ~:outd ha'!.~·e b~~n o!)\ttous ·~O t..~l~ ci skm h1 .th~ ~ri: 
! ~o ·~i~itae a OlSrtva:Hve ot d~~zoxkia ~~ :t.awgh~ by: Nielsen s·k:(':e th~ r:[nrJ :~~~~\.J(':h .. n·t' f;,'(~· Qia!-o:~dd~ ~s m .. ~t ~HY)~t').(; .. ·;~uqsm:..~ted ~n ~he 3 pos-~tk~) {.)f lh~ 
~ling. 
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<""""~~"·------------------------------_.,J------------------1 I Sllj)Jll~n~~r!!lll Eo!c· 
\.. ......... --------- . . --------

1 
l.n. c .. as!:' tllo:.sp. n~.~e lll ;my l':•ft!w ~~r~cfd.l!lg buc~:~s.ls m1! ~ll1S1<'i~l~t. 
(.> .. )ut~nu:;1tis-J:n '\:~f~ 

Prl\'ll' Supp!r;rMmtal Sex 

R~ardir~g i:laim <1. ~ii'1Seied to !he s<JI! nccor<liflg 1>::.> d<Hm 1 wn;sre~n sJ>ic aoioflls an ill'l~:Jn ol 1't<:mu!a N, Nie!l&\ln l>Sacbes comp,."ll.1l10ll 
C.CJr<<lSPt~~·uJing li) the &!n;cl~..<re t)~ F<Xmulfl !V (r:.a! 2, In 4.S-5S). !<lielsen a& at;o""' leeches tl"lall.he compour;:.~s may contaifl 11!1 sn2 ling 
sunsmu~n; m \he po:~;mor~ ~::~~<:respondln<;! lo th&tln thll sln.>c.tum .i)f Fom1;;!<> !V \WI 2, !nl:i4) <>.r~rl !~>rther t;;wi;;g R:3 ana RA substituent" {;f 
llle f..:lnn!Jta IV s!ructufe o::.>msp(;)fidln~ io tilt!·-,~· ring as de:f>ned {col 4, !n 1·34}. Niel~;sn as al:l()va !t<ach!S:> iha! !h<1 A f!ng mi>)' !w•eona 
a< m(1r!S ;sm(<~> Sl>bstltt:enlil {cr.<i 4, ~> 7). Neilsen ~" ab<.>o'f.l !ea~'hes ihal sul"!slilu~m;; l">',>rrospi:.n<.li~ !o R::l!> m.sy be hydrog"'f1· {c-.."l :l, lrt 4-
!U). N;e:!><an a!> >lb<>\·e !e<!l::h~i< lhili R1. wi':iCl'l posiiicn corm!l~rmcs to th\l ~Ol1ob;t!iil!Cil o! "B:'. R4 amJ ft> l.<1:.19ht I"!)' Nieh;.~;>n, and df.l~<;ribt.>d 
ns wh~re H4 !ogel.:'ler with RS rept!S~~Sni or1e: •:Jf the bo,--,d~ .m .!3 doutiie bond h!Sl1'-'!S!3n th\l <Hams '2 and 3 (J! the ~i!~;sifaied !mmu!a \'ll" R i 
~fs-g~thS'r·~th R>1? r~p~~sen~$ orm ~;:j the bond~ in a doub~e t.'-tm.<.i bet•,;y~:en ihe a~~l:ms 3 ancl-4 Qf the m~.HS~r3~e-d fQrtru..:~a (O;l~ ~. fn 57~54. ro! ;s( 
inll-10}. H >>~<lld 1"><>'-'!S ooec:> ubvlm<& !<$ rmec or &kW iil\11{'> art mat U>e ~mbs!iMed amin<.> s'->hs!l!uen! o! p,;.>;;ilion R1l":<;.>urd be rtla.diiy 
d~Smnina!ed ll:\' ;;scnniqves !<.flown ~'l !h~ ;art. AllemaH;•aly, it ¥>"<lui<! ha;•e tl\lefl ntwim.:s to one ni s~;;ll i:1 the art lo ,mlbi~ e d.;,ri<:alive of 
dia"to~kle a" !awght ty Nlel!i.W1 1>in:..~ !he ring ;;!tuc~ur;~ >:.>! dla;eo:.:i•Jill:i. >'1>~>! mnino-su~s;l!l.l!!Sd at th~ .~ posi;km of !h~ 1ir1g 

Regmuing cieim ~. dimc!IS<l to !he~-<~!! m~o:m:ling !t> daim 1 wt\<;uJi!1 s;;irJ ;;nicn is a:> ani<">ts cf <liazoxide. Nielsan ~s above !eaclw" 
di::>loxlde a!ld dilrivatives (col 2, lfl 14·20), 

R~gr-3.!ding c~aim "!) ~~~rec~~d to ~he &an acrA.1rG:ing ~u dakn t y.,theu~k$ ~-)akJ i3JP;-;..~!~ ~Ts-S~B~ ca:t«')f~ is ::sg~t;<:;!*'"""j hu.rr·~ a &".Xiiurn. c~tCon or;~ 
potassium catioG. Nr€:..)sor. ;;:; ;s;)ove ieao::M;;:; sodium ;;nd pc-stil"i<ium l:atlw·,;; (col 4, ln 42-5"1 ), 

Rag;;rding c!;sim S, dlmr~!!ld io the &alt m:;o..>rding !Q ~:!aim 1 whenok! Silid S.'l!t is seiected !rom"' wd!um, p<..1!<lssium, cholil1{'>, or hel'\amelhyl 
nex:am;;ttlyle!1e ci;;mmo::-n;um S!Sl! >Ji i'armu!a Ill"''' Fon1llll!S IV, Niecisen as at\(wa .!~aches sooium an•:! ~co>l,assi~;m cations {<ot':l4. i<"l 42-iH). 

f:(:~g~f{ij~g .:..~h3:~1l' 9 ~ dirf:a:c~~'d to a ph~'H':)(K~at~t~~«~ ft~·n~I;.{&t{,:)n: c-omprtsin~) tf~ ~~sn ~~;~ord~ng to ck~hn i, Nieh;~n· funher i~at:h:e::·~ ~ha~· ~he 
compounds may be<> "'rmrmat:,2W!lt~a! 1(:.,-rnvla!ion (wi1S, fn :.!1<>3i. 

Cia,k~"l 6 ~~t~s a,~:. ~n"'~r~llve ~;~ep under PCT ,~rtic~f$ 33{3) as t~h1g t.'~bvimJs ever Nte!sen ln view Qf US 20{Uh'0229803 ~~.1 to S~~i.Jhenscn .et 
s~. \h~ie~n~:ter St¢ph~H1:~):~1 }r 

f.(:~g~rdjng ct;s.jn::. 6~ ah~~CB'!:d to the saU ~(~J.rd.in9 1o c~ai:·n ~ wher~ln ~~id c.;.ornrx.lund corrsprl.~$ng ~ ~~r!:tary :anl~n~ or an~rm . .-:ntum gro1Jp is 
~ ·se1-ected fn·Jm choHne: or "t·m>:~met;~yt hex&m~~tly!~ne dt3mrn{1fltorn:. N~~~s~o as. ~bGV€ t~ac.he& th~~ ~hf~ Cr)n1pc,~nKts ,~1ay ~ in the- fr:.:s<tn o"f 
j .~ans {(X.lt 4, k~ ~~3.,3:5}. N~ei:~~~' a~~~" .. l te~ches arn~n\.. ... ·nh.nn c.a~iOl1$ {t:~l 4. in 4;!· S 1 ). r·-it~e~s€Hi does not t-X:pl-idHy ~osach cho~tr.-e or hiS>;;lmeth)-•i 
! ht:~a.~··n~'h:iiBn~ dtarnmoniurn:. Sle.p:h~nson iiHiher tf.:),a(."..h~s pote.ssi:..H11 ion ch~J1f!iJi rn'Gdu~ators {para f041,)l) "')'hi~h :.1Wt:t~ chot~ne as :a 
I caticntc spedG.s {par;l {0072) .. f04CO}}. H ·~~1t>~d hav~ O~t::t~ ~>bv~t;ws ~c on·a or skW jf~ .~h~ ~Hi l,:) co~l1hine th~ ~{:_(;_{'~ht;-1:gs cf Ni~W~:n ~nd 
! StephiH15):J:n to use C"he>Hne as a ~-:.:s~i~::!nk :~p€cies fer a S:ctU c:.f th~ c-ompound$ c~{ Formu~es:s ~ .. :v. bi3c;3U$)$ 00~~) ~~~$~t~::1c~s l!3acf~ oo;·npt)t:t-~d~ 
! ocHv~ ~n th~ rrh"xj:..~~:atk,1n of po:.a:s:~f~n~ ~;hann.e!.s a:1ci ~t.}iiN.~ ·\~~ul~ hav.~ b~en ·e:<p:E!t:te"-d to act as a suHabl~f Ph3rm~~:utJt:es! c~uc~ ... $ ·;,.~ith ~r~~ 
I Mi<:>'l offmmulas 1-!V. 
I 
$ Ch~~n~:$ 'ti .. J6 r;nd 78 ieck ~t1ll1\~e-NU~>e Mt:p m1de.r PCT ArtkJ~ 33~3) .~~ i1~~ng ob\"iou:s (>Vet N~e-~s·en ~n view of US. 2004iU2Bf~~.t22' .A.·~ io 
l vvang ~tat ~h~r<3:{nan('!r "v\?&11:;f}. 
! 

{ ti~~rcHr$g dakrs 11l d~rec:ed ~): ih~ fu.rrnuk~tk:~n according K) *ny.one of k~alm$ 9, 16 and 23 f; .. n·tner rompris~no antJH1~r oharmaceutic;sHv 
! ;3CiiYe ;3gent. Ni<:>lsen as aht>'-'!S l;oaches that !tl<~ con>Pt:tintJs n<a.;' b"" a ph>lm>&C.e<ltlc.al f~1rrw;!mior' {Cl1l -w, In :h<Kl). r-Ji:e!sen dof!:~ nol • 
i i'sxp~k;my te~:ch t~~£5 fo~m:.;t..~Hars in t.:or~!.lti:rtaHon with ~H)Olh~.r p.~afF1:~~u~~~!iy a~th~~ agent ·~V;sng f:;r~her te(S•:::t"fe~ i3n-:.tne- d&f!"~.laU">(~$. \'>hich 
i ca~ b~ »n~agtHt~z&d tJ~~ s~.Jl~ony~~jr~as u~a.~ ;~~h~t;H ~h~ KA TP ch;:u~nei (p~r~ [00051, (OQG7J), \l\:\~f~~ .a:ll~o t~~ches tha~ ~i~~ ~m~ne de:r~~a.~i\<e$ 
! o::.>>.J!tJ M comt:·h":;;:-tJ >wi!h nmer ag~ni'> mat iniluenC~< !!lee ac.th<il}' nf potassk;m io:> i;h<'->"ln!ii!ll (para [0l)07l). B would hava been o!>,<im;s !D 
! of '*'iii ln tne <>fl to coml>infi: ;he teach<ngs o::•f Nl~lsen an~ Wang !G combine the pharm<>a<>i!ieoll <ll.Hlnt taughl by W;ang l'<'i!tl t~e compQUl'>i"ill 
i or Niei:~~~~'~ bet~ti~-.~ of ihe (.iir~c~ $l~gG~~;s.tfr:.l~1 to OOfr~bintl .;sg:aJ1t$ for aff~cl~~\g KA T'i.:< ch~nnei acH~-ity iO:" ·~h~~~pe&.~~it: '...~s~ .. 
! 
! 
! Reger<j!rJg c!~im 72, dlr<ect<lti to ~he formulation <S'-'t<:·rding to claims 7 i whe.'<'lnltle other pharrr,a~i.l!ie<l!l~· a~Uve o;g~nt is ;311 agefl! i.lll~(;j! 
i tOr ~he t~~.au·r~sni '--d a {;c;ndWon sa{f!.'f;t~~ t~·oft1 ~h~ gro~;~ :.:~cn$i~tfn~ ~.l! ~beslh·\ pr~cl~ab:~t:e$( diabet~s. hy~~i'teosior:. ·'l~pressk.1n, ~!evated 
~ Chn:~~~~~rot fit~id ~"'{~~~1:UQn1 t)~~~·tty a$$~t~~at~~d CO~·mQrtl:fd~He:~. :~s~~herr~k~ a~i(~ ·i~$.~r~t~~~>N $nJ~U}'. ~pH:ep~y\ '..¥)Q~imv~ h"lcp~.Jr:n~n~. , 
i sch~ophr~~~j~( rnanfa, ;:sn~ other :P~Yt:ho~l:e.: o:tndiHc~l, ¥V.:sng turth~.r teaches an ~:g~nt us.e~U~ tb:r tro~tm~n~ ·ot dtat(e:.~!3s {para (00{} 1}). 
! 
! i R~'"!g.t3rdihg t~~a~rn 73, ~~r~k~d tt'~ ·!r~s phafrna,c{)uUc:3A fo.:'l~"hJl~tlt)is .at:G:c~f~J~r1g·k1 R~l)' otH~ or cl.airns ~ .. i6 ~ind 23 ~t.~rlh*t cornpri$}:"!fJ a 
i ph~rl"r~&ce:JUc:sJ;y ~cHve agen.~ omer u~~n the K.ATP ch:(lnn~; opener. \oVa:1g stSi a:tt~v~ teaches ~rrl~ne d~rivah~·es w:h:cn can be z=fiU3gcn.C:t~C 
i by Sl~Uot:yit~reas ~hat ~f~htb~t the. KA TP ·C'.t-l~n$~~ {~~ra [0005}, f0Q{)7]}. 
! 
! l Regardir~Q <:~alr-n 74-) se~ ~.t~~ Ch;\.~~$~::m .~~t ~<Ri:h f!O~· d13irn ~-r2, 
! 
! l R~{H3rdihg t:~aim 75, directed tc\ tha:. fom~uJ.:s~l>~n accordlng :~o. c:~ttr'l 9 ·whe~ejn S3~d c.at:on t .. f UHs -safi ~s ~.~t::~cted ~D . .':\m lt't0 sodiunt, ~:\ots~~~t~.f·n, 
i r;:~$o1lne an.-d h~xarr1eth~·{ he:xam:ethy!ene tH&rnmonh .. :rn h)•dro~•;jd~ Gf. di~~o~i.Q~.: Ni~h:.~n as aoo~~e !~Q.;;,·.t-3.~?.} ·~f.:td~um anr} D.'J~ti3s~i~,...~nl c;stl~ns 
t (tt:~ 4. t~1 42.~·~~ i ). 
! 

{ R~:garding dalfn 76~ dkG-t~ect k) the fon1-ri._j~aHon a:'X~n..il~19 to. c;~·:l'n 75 fof a: sk~g~a- adrnin~Mf:at;on the~ ·O ... )ri~ein\i l<-ahveert tO ;):r·~d "200:0 rn~ r;f 
t ~h~ ~an. N~~~s-&t~ a~ ~bo\-'e leach~~ a dos»:ge of be~v~-e~n 0.5l'l19 ·:.o iOC'O ms p.~r· d3:y (:coJ tS-, ~n 'll.·1iS} .. 
! 
! i ........... ~ ................. ~~ •_- ...... ~~ ........ ~ ... ~· ..... ~ ... ~ ........ ~ ....................... ~ ................... ~-- ... cor~.l~nt~~d !~"'~ ~<,3')j:i s~j~p~ef~1'G'f~ta~ St)X ................. ~ ......... ~~, ... ..,._,., ..... ~ ...... ·~~ ....... ...._ ...... v .. ~ ...... ~ ...... -..:-· ..................... - ......... ~ ... ...,. .. ~ ....... ,. .................... ~ ... ......,._, ... .....,.. ..... ~,. ...... .,._ 

! 
! 
! 
! 
! 
! 
! 
! 

Ex. 2002-1415



PCT/U$2006/048711 06.12.2007 

WR!rfEN ONNION Of'Tltt: !merna!k>nlll :l.p!)licati<m No. 

INTERNATIONAL SEARt:mNG Atfri·!ORlT'i PCTlU$ Ol31487ll 

············--------------------------------------~-------------------------------------------------------------------------------------------~ 

!n ~·2s~: tll~ spaN• in ~llY o! tll.~ pre~erling bo:.:~s is not ~uflk:il-'!H. 
O:mtiml~hors (>f. 

Prior Sup: .. ok~rn~~ta! S.ox 

Rf:g~rd:ng: c:k::im 78, d;n~c~ed io th:a forrrHJ~a.~ion ;sct'::t.l~Uin.g ~a &~~m JS f; .. nihef ,'>f,..l~~1pri:sh1s a ~XJrnp<H1&t1:: mat oo.n.t~ibu~BS ~f) the st~~~alr~ed 
ri!li!i!-:>'~ ''i the KA TP cl>;mnel ops:rmr <w-er a p~~)ct of 2-Z~ tu.)ut.s, Nl<:lsen f..J<'lher m~cnes sustained tl3~llse ionniJimion:s (col 18, 1>1 49- ~'<.0:). 
A!~twl!gh neliher N~<:l&e>'l ncr Wang s:pe.::i!)' !he duration of ~.u&!<Jiflm:l rele&se, >!would l!il'vt;; been obvlou,; w <,>ne of &kill in the ;;r; \Q 
rX$•'1lbine t'w ti!m:hhs ut N!l.'h;.<.m and Wang lo ~etermlni! !he period o! ro;npuslticn rel~as!:l aM l(> lnfe; that a !>tsst<Jiils~ release< f;Jsi1ltilaHt1n 
~ovid be <J>::Ih•e< ai. !~ast two hnws. 

Clalms 30·31 anct T1 !;sd; iln hwentiv~step ut~~.srPCl Afll~:le 33(Sl as: bel;;l:l ~bvkn.ls o'<'er Nielsen ln -,.iew -.;fWang and !urther in ~·iaw <Jf 
us :i!QC!SI(l2:0301'1 t> 1 t<..> R<.ldt1lph et al. (hel'~~fl~f!;, '~vd(.;!~~!1'l 

Reg<lrding daim 30. <:S;mcl!Xi !o !hre fomw.latlo:>i'1 i>Co:~:m:l~1g !Q >::!&im 2~l f;srlher Q-:<mprising a! leas:! one CQJn!)Onem that suns:t<:m~a!ly inhibits 
rel<:{!Stl cf me !>'ATP cha;;nel opeMr !rom lilt! illrmulalloo. '-'mil afler gastric IJ';snsit Wang ftll'lr<f.l<' tear:hrls ilsi!.ago:mists to infilt<it KATP 
c.'mnnel ectivill' (para {(!214Jl N<;itb~r Nl<J!~<.m nor Wa11g spsdflcatl:; leach oor!'s!)¢fi~nts io1hll:li!ing !h!l re!e&se ol· » KATP ch;snne! opem~r. 
Ruce>lpt; fwr1her it.<W..':hes pH-sen~lt!ve U<$»B r~ease lorm!.il~!ions (pari! ft\2::17}) ol ben<:olhiafl!azlni! >:>~mputmds fm~ra {n154l), i\. W(lt~id hllV'i' 
OOer) oJY .. 4ou~ ~o one o.f 5'Km in U1~ art to t:Offt~~~~ ~h:e teath1flg:2( of N~eisen, \l\i*n.g and Rt.:dt.~~1h to add a :..,~1n1po.fis:n~ tha~ substantia.;ty 

~ ln!1lb~~~ tei:e;s:se o·t u~e }V.'\ TP .,'.:;,~nnel op~n~r frof?~ ~he fonn:..d.?3H:Jn tH1~H ~f1er 9-~$hit tr{$ns:t bf3:¢i3:uS~ bet~lt:,:t·fld!;;a:th·"$i3:~ ar~ ~.::he~11!:t.:(lUy <)()d 
i ph~trnac.eu~ica:~~l ret~·~~d to the KAT? G:~J.~r:~n*: O;)&t~ers a:nd wooki ha"')'~ b{!r!n ~.x-P¢ct·ed tt:t ·~e p(e-vt:rn~c from re~:ease afitl ilct;··.l!~~i ur,ti~ afi.er 
i ·gastrP:: uan.sH C\.1~ to ~h~ p.H-sens·ttivny ~f ~he coaUng. 
I 

! Regar'.lltl\) c!;,tm :! i.. dir>Jcls<.l ~>.; ll'>fl iormu!a!kon :;cfxsr<li,'19 !<.) daio~; 30 wher~in tha CQl11pO!l0:'lt is selectoo ffi:lm the grc<Jp corss:istin.g of: (;;t};; 
i pH s*:1S.~Uv<3 po:--).:-.rnef t::q C.<>-·pt4ymer ~ppUOO <l~ a o::~""npress.ion coa~ln.g ~n ;s t{3.bte·~~ {'b:} ~ p~i set)s,.tHve p.o!ytnef o:-- .c:o .. p-oi·)~rn~r ~r~pfie.d 8$ a 
! !hin lilm on & \ab!i!l. {c) a pH ;;,;;n~lll'>'~ fK>lyrr',i''' or t;e>·;.>~~~~·~;er l'lf>Plil'l!J fH a tM1 lllm to <m enc.apsul&!ion syst~m. (d) <!· f}H SO«m>:!lve r.~:~yme1 
i or 'xi:~~:}Ciiymef .;.'pp~:~i to enr;aps<..:~~'t.~d tn~cn)pi3ri.i¢jr;~. H~) « rH3~ ... aqu*aus~so~t:.:.bt~ po~yrn~r or copO~)'·mef app.H~G as a t:ttrnpress~on coo~ing 
i on ~ ~;sb~et .. ~t) :.3 r:on-::.3.quoous -st~~ubi~ p~fy:mer .or ro·polyrr~er a:p_~H~~ ~$ a thtn fiirn on a ~abi~t. {g) * nor$ .. ;~ql~eoHs s~hst;f~ potyf~)~r 8f3pHt~d 
~ B$ ~ thi~ mm t(:- a~ ~~:c~psu:a~~on ,syste:rr::, ,a.~Ki {h) (':.~l.;~~bln*H0:1s of ~h~SfS Qpprtsi30't~·$, '~4:~~'<:&i~1 th~ pH St3nsl·!tY~. p~fym~:r Of oo.~,p-Q~):rner i& 
~ r~~~;t>tan~ t'~ degr;Jdattt·w~ unrJf::.:· ~(;~d t:t)ndH:t)nr,, Rt~dr;tph, as aoo .... ·~ .. t:t'3-ElChG!S »: pH~-sens~·t:v~ d.os·e- re~aase formu.1au~ns {p-ara l02Sl}) l'..f~ 
:f ben.;·~(Jmj~(H~:tsrm cl'3mpot~t·d~ (p&:-a (0 l54}), Ruct>:J!pn ;;::iso teach-es poJym~f t~l..i:n1pril~$lor~ ~a~{ngs -t.)f tab:te~~ {par-a f022(~·}. f0231J). 
! 
! 
~ Hegzrdh~g d-~~~~ 77 ~ dl:rfJ($;~ to t~~e fonn.ul~nor~ i3:f;cr;,rdi-n:g tc dalfn 75 w'h(::f<2:in sa:ct ~Qtmo~~tion is 3 controue~ fe~ease t'dtrnt:!sUon f::Jnher 
.i t~t.~n1~~H·f~tng ~n hsaBf Q:)a O:.)frlpon~nt th~~ ~ubst;s:.nt~a.t!y lnhibh$ t¢{ease ·Of !Me KA 1' .. ;.:;< ,-:ha:nn.e: op~n~r ·~r~pr the fonnu~fdk.1n ur~tiJ aH.6·~ g~1strk 
i transit NJ<Sfs~n teac·~es ci~iay~-d re-lease fQ:~rnut~t:ons ~~¥;l1B. :n,.\19---52:~ V·lang, a~ ~1tJf3Ve:, t\S:a-C·has arlt·V~onis~s ~o i~;:htb~t KA.TP th«n~;.~i 
1 <lCii>'ity \flam {0214)l, B:u(lolp-i'l it.'fther le<>c:iwll. ~1H.·S<:fl'3lliv,~ dose ml;o<Js~> !onYill!i'>lll'll'lS (p&m (Q137l) !lf b«>nzo!hliltli<Slil1e ct>mpovni.ls: (;;;:om 
.~ {0154H. ~t wt.RI~d h~'lve bf:H~n ·Ob\~Ou~ ~d ,-;:n~ of skW ~n ~.h~ en1 ~o cornbin& ~he ~S'J;s.chlngs ot Ni~hsen~ ·~)/;sng and Rudof:Jh io pr~.J-...~rJ~l.;.~ 
1 rxs~VoH-Q~ ~;,.~!:t;asij fOrfrtt~~at.ft:q1fu,;~~.r cornpr~sing a~ l~a~; one.cornpcn~nt tha·~ sut.o:S!an~iaJ~y· k$h~bHs- rG:t"~.a~~ o!th::-3 KATP chan~et_ cr.~~,;~~f· 
~ tf.;nr~ th:e h:::·nrn;lat~on unm an~t :gastr~c ~r.~ns;t, h~c~u:se· b~r~1;thid~jrs;~~ 2Hl': themk:;. .. ~lty and ph~Eu·rn.~cgBHc.li~y r~~;3t.e-ct teo ~hn ~~ATP cnanne~ 
l openW'lS ~nd '.>Yti:~Jkl hav.e r;~-an e;tp.e-~~ed ~.o bQ prw,.,.~~'ttact fi"orn rf:~~{1se und ;3:Ctiv~~y until ilfte.~ g::ssttjc ~r3ns;it <h.se t~ the pH '"$~t1:?;mvtty of th~ 
i rx.si3.:tkr.g~ QS.p<1~;;iaJty k~ v~~v~ .~f d~la:ye-d r~!ea:s;s teacn:ng ~f Ni-eise~"'). 

j C!am;s 1<l1 <111d Tl .. 78 Mve intiustti<JI <Jrsplk;a!:lilltv as uefinetJ by Per ,1\r!lc!<Sc :n(4) tl~c<l<~s<: u·m S<~!>ject m&ll<!>' can l:>~ m;;to':e or ws;sd in 
!· :: ......... . ., ' 

I'""."' 

--------------~~----------------------------------------------' 
FN~l' f'C:lf!SA/2?>7 ($1;ppkm~nwl B>.>;-;) (April 20fl7) 
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PATENT COOPE!~ TlON TREATY 

Ft'Om tht: 
!NTERNAlK'l'Nii.L SE,,\RCHlNG Al.!1'HORffY 

PCT 
RICHARD J, \NAHBURG 
FOlEY & LARDNEJ~ LLP 
P.O. BOX 80278 
SAN DIEGO, CA 9213~H)2?8 

\VRlTTEN OFlNlON Of THE 
INTERNATiONAL SEi\R(Hft'-<'G f\UTHORHY 

(N~T Rilk 43b.is.l) 

~ 
""'" 

l:h~x Nn. l 

D ' BG:.>;.N~. H 

~ Hnx Nfl'. JH 

D Bm; N~o> lV 

[3l ' f:l<)X Nfl. '{ R.:;:~~oned !~t:.1ti:rt~~~~· ~'Ncl~f Ruh;:· -·1.3¢:·s_. ~ ~ :::.)0) whh n::.gard ·to ~~-ov~~Hy\ if)\·'~fi~~ve $.tt~p 'Jr n~dm;1:r~~~ ap}~tj:;;,ahi~~})··~ 
\.::.~~i:.1~ions N~~i ~:<p~~~~~~~.;,)n~ xuprx)tti.n:;:. )U~:h £~aten<ent 

1f :1:s tk:.tu~.td t~.~:r jn.tern&tl~~~~l proh~l~!n~ny ~~<nmitlat~~n is made: .thi;,t·I,Jpinl:CHl )_>,'ill he {.;onsid~~g~d :t($ ht~ Sc Y~~~lth~n ~;p;;,_i;.)n f.'f :h·;: 
lrno;;~···n:sH,)naJ Pfdhnin~ny E::"&n1in·i~g Av~1HJ.rity ·r~iPEA H} ex~{~})t th_at th!~ d;..)es tl-~~ ;)_pp~y wh~"se ~he ~PP~.k~;sss.~_~h~-::.i~l:.."'C~ an A::.~tht>r~ty 
l..~~h~r Jh:us th~s one tt) 1-P~ th~~ ~PE;:·\ &~d the {:h(.)S\:'ts JPEA h~ th::.~jtk:.:..i ~ht~ ~n~~-:xn~"{t~0n;$J Bt:nt~i)B ~nde; Ru~e 6& .. ~6-isfb) that \.;.·'fit~en 
.qpin ions <..' f th ~~~ h:~~e~·n ati(m~J S~tl.-fJ."..:hin:g A tH~h{1t~ity ~-v iU ru.)~ b~ so CQm~·=· ::!-:red. . 

~ fH~i~ t)pH~km: j;~_&s pn1viJ.~cl abt).;,··e·) c<.1nsk'kr~-:~i t(..) ~ s ~~·:riU¢~1_ ,)p·:·n~w·~ t•fth~ rPEA .. th~ 8p~->ht:ara ls _.i:nv~ted h.~ subn1l~ t{) ~h;;:: l~P~-l\ 
a v~nu~.n $'<:ply togcth-:~r .. wb~re ;~p:pJ(~_~,r~·~·:~. ).\'iHs ::1rn~~1clm~~1t.~i be~~)f~~ :t.~~ e::o::p~r:s~k'fn (>f 3 rtRQ~Hh~ ~h)rn ih~ cl~~~,:: of' m.~iHng. of f~;;~n 
Pf.,:Tl1SA/22.fi ~f betbre ~he ~:<ph".sik'N) ofZ-2 nlonths fr~~•.t;:; tht~ .P:~i-t.">fi~y da~t-~ (~·.h.h.~~-~evet e.>;p~r~S hu.er, 

for !i.nih>:r l.lplk>ns, S!l* f'Grm PC'rll3At.:!.:!tl. 

w------·r i Nan~::: and ~naihng &dd~"S~ -s._(fHK: iS.f'SJUS .Dm<;~ cf (':·Ompl~t:~~:~l \Jf ~his· op~t1i.~.u 
~ :M~i: s~~~-~~c:~. ~w':: ;;s.l\<'l...bS 
! C»mml$<kJ~»rlmf'm"~>~<; 24 September :200$ (2.4..0"9.2008) l .P' .(}.So~ ·MW~ A~«~fH1~~~. VtrN~t:~~ 2131:'3, t~!)tt 

i Pr.c:$irnik N(, :571,..27.3~324~1 '•-w ""'" _.__. .... - .. -------
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PCTJUS 08168935 

J~ W~~h regard !C the h1:~_gtcS:t~e .. ih~s ~:~p·!rSk'ln h::).S be~n -e~t~b!j~ht~d nr~ ~ht:·b~~~S Of: 

[8] the irH.~tnati<,1:):;·d appl$~~t$t$n in th~ h.}S"!§$U~ge Jn whict} it '''&S t1le:ci. 

D
~~~ 

I 
t ;s trans~at~on t)f~h~ ~nh.,-:rn~-~~f;s~;~J ~ppi:c~t~~n .lnk1 ~~~~~~~~~~~~~~~~-..~~~~~~--~~--~~~ ...... ~----~ ...... -~~··············~ \-'>'hi:;h ~::\ th~ ~;J.nguilg.~ of :l 

t.r-ans:ad~~ ftl:)"'~j:~he:d for .n1~ pu~))t~~s-e.s nf 1·men,,,:r:jl,.)~1::'l S¢i$l7Ch (Rul~s 12 :.o·~} sn:d 2J. :(b)~--

2, D Th~:s {jpS~Jion h{{1:1 b~.:..":n :c:a.;~bH:.{.~~"-d ~;$kh1g in~t~ ~CC(n.m .. t the f't)J:·dfh:~t-k~n ·of ~~n :cJb\'$t~us .mj~t~k~ ~ss.Jt.hi..)ri/..~d by t)r tK~ltn~d 
tO ~J-us .<\t~fhoih;·· und~r R~k~ 9 ~ n~~j ~,:, 43bii. i (a)) 

J. Wrlh rt~g:ar(l t~) :.:-my fit~t~l~"':t~d~ ~ndh:~r ~n~h~Q' ~(:·id ~~~tu~--n:c..~~ -dl:si.~k~s.ed ·sf~ ~h~.._ il~·~{!:rn~llrn~{1~ llpp:i~3:~it~~1 .. ~h~s opirli~~n hss betn 
-~s.tsb~~shed .r.)n th~ h~sis <.)f: 

b. thrnnJi of m.;~~~ris} 

0 >mpaptlr 

0 h; e!e,,tm!~ic fmm 

$.in1~~ l..1 f .ill ~ngli~:~n~ i~h~u g 
t! L....-J c.:..)nt-:1i!}~~1 ~n :t.he ~nt~rn;n.:on:&l ~pplk:~.~i<).n as t;le:d 

0 -~1k-d ~(lg~th{:r -..~..-~th th.{: ia~~·t:nati<>-o~1 ~ppl i~-~tit1H in ckl:.;~ronis.~ J~n-rr~ 
C_] ~i~n:si:~htd ~ub::; .. ~~qu:\:~n:~Jy ~:) th~-s .Atahffti~y for t:J.* purp<).~S of &e.srch: 

r-1 
4, L ... .J Jn 3ddi~~~~:N._ ~n ~h,~ \;::~S{"': that m(~H"': ~hs.n t1r~~ v:c."':rsit~r~ or f:{}py of;~ s~~qu~";K'-':: 1 i~~~ng muif{)f tahl~{s) rd;.-u.ins 1h~"':r~~~; h;:~$: ht~::.~n 

~lk:d -t)f ii.rrniJh~d, ~Jre r~qulrt-d ~t~,t~:~~~rH~ ~ti~~ ~h-e ~nti"1l"m2~i<.:m h< ·the: sub.'}>~q~~::H !}f ad:d~ti~n3~ :c.:cpk~s i~ j';;J.::·~-nk;).! l(.'=· tha~ 
~nth~ ~pp!k:~·~k~.n ::1:$ fih::d ))t does ~K~t g~ t3t"y'-n~d th""': 3pp{h::s~k)n: ~s ·nktt ~s ~ppr,(pri::t~i:"~ v,.';,:-f~ fiiBli:;h~·d 
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WlUTff::N Of'INWN Of 'i'Hl'.: 
JNH:Rr«ATIONALSKARCHlNC AllTUOR!TY 

The q~;*~H!,_)n$ v/i}t~}~~{"' the ~-J~m~~ in"'<'·,~nti::)O app:c~rs ~~J ~1¢ nl:..''f'i(.~L t<) hl.'!-(Oh'"t' f.:n inv-e.n~rv-~ step {tO hf.: n:on: ·~)b'-··i~'"lu~)r \..)t ~t~ b£: indu.s~ri;.:E~h .. 
<~ppli<:<~l:>le haw noi be-;m ex.s.:l1ineci .in respect of 

0 . ' 
, ·lti-i l anti <ill 

dsims N~·>- -------~------------------------------------------------~-

0 the <k~~~~rlp~i<J>:l: d;sJm:~ t1r th3\-'<''~ngs (i.itdit~.:u~ p>.'!:~·rlcuk~r ~~~.n~~":,~~l$ bait.1'l>;l ~r ~a~d d;;;i~lS t·.f~(:~ 
ar~- so und~~u· ~h~jl JH) l-n*.a~~ni_gfl.d opin~t)!) ;,.~~)ul~ (x~ tl;rrned {~Tt~~c~l;4: 

Ciaim:s 10· ·11 ;s•~c .29 are impropef W..l~lpie depanda>'\t claims !l<l(<:~.,~a !l':iay aftl cli:li:.<<lni:l!lnt c!illms an-d a~ ~:;t;\ dmf!ed in ;K>~<~n'!;m~ wili1 
fu~ tlrst anti S.l;:'lt:or~d S~ft:~.:~'1('-.~~ t>f Rt~~* ·6 . .${~)!. 

D ' > 

13] ' . 

D 

0 

D 

th~~ {.";iahn-s ... i)f" 'ii~jd t:~~·fms N<..1'5 .. ~~-·~~~~~~~~~~~~~~~·--~~~~~~~~~~~~~~~~·~---~~~~~~n··························--··-··----··-···--·· 
·b:y :th~ d't-:...;;cdp~k~n ;.h~.u w.J ~wc,--:~~ing_t1J~ ~~3J~nkut ,~uki he· fOm~-~u (-;p~::.":~i)-9~ 

D 

D 

fun~~$h ~ 5g.q_u~1i-cej~~h~g_ ~n e:h:::~~{Onh.; !bnn i:()mply$s:s._g \·Vith !!*standard p-n·Y~··id.;::cl R:q· in t\rm~'" C of~h~ Admin~stratrv~ 
h~~~tuc~kw::s. an-d ~-~~d~ iish~g. 'i-vas nut available ~o ~he hnems:t~:)n&l Sean.:h~~1s l\uthnr~ty jn ~ R~r.n~ :.u~d m~wn~>r $:,;cep:~.i:tb·k 
H; ~~-

f$~}y nsf: t"equjred lste ihr~)i~h~-!1.8. f~~ for lh~ .rurnish~n.g. ')f a s~~~u~~c.~ HsHng. in rtsp<.~~l~ie:· h1 <1n ~nvH.~.uk~n w:nd~t 
R~k l)t§r.i{.;.(~iH(b} 

3 m~i:!,t;;.n~t1~~ op~n5o·.n C{s~ki r.H.n tw tbrmt:d '<-(i~blH;:t du: t~b~~s r-etaterl ~o· the ~~quence H~~jng!S: th~ 3pphc~tnt du.i n~)t, \\:lthin ~!~e 
p·~ .. e.s:c·d"b. .. ~cl ~~m~ ~imit. f~~~nish s.u-ch ~lihk-:s in ~l~c~n,;.nk": t~-:.~·n~-: ~'.t:rnpjyin.g ~·ith Hu!._ t{~l..;h:}lc~l r~~~u~.r{,"::mcnts prQ.vid~~~ fb-r h~ 
AfH~~x C·)JJ); t)fthe ;\::SmjJ~:~S~f3\~'}'e: h~$.l~~~tk1tS~~ ·ap.d ~~u:ch {~b~e~ ).\"~f.C:: lli)t 3V~Hsbk: kl ~ht: ~nk~n)3Xi:.)n<"ll S.~ar~.twn~ Au~ht.,ri~v ln 
s iO':)"'S~ .:.uuJ n~.;~sHho;r .a:e~~pt~bk~ t~1 it ~ ' 

the i«h~es related ~t:c the nw.::hx)tid~ ~"id/or ru11~~~l aci~ :s:~{l~~::.·m.t:~~ h~~th1g,) if-~r$ dt"::\..;.tR~":i·C· K1;n1 iH!h\ do- ~:.:n cc-rn.ply wjlfl th~ 
t(:~~hnk~a! r,"::qu.~·r~rn~r~J~ prn ~·kie<t f~1r ~n A f~f:!~?< C .. biJ· ~>f' ~h'-: A ~'t~~nl ~~n1t h··e lns~ruct ~on~, 
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\VRJTTf:N ()ff11l!()N OF THE 
INTt!~NATWNA~. §K-\RCHING ,.\!JTHORIT\' 

~~~~ ... ~~ ... --..._-_..._.._.._..._..._..._..._..._..._..._..._..._..._..._..._..._..._..._..._._--_.._..._ ... _ ............................................... . 
1-i}, 'l2··14, 1$, 2Z>·28, 30·~1!.. 4(1 ;;nd <12-7$ 

Claims 

Claims ----------·-----------------·w·.•···-.-.-.-.-.-.••·•··•----------------· 

YES 
NO 

Yt'S 
NO 

NO 

! 
! i 2. (~~t~~t~$:~ and cxpiansti·:.)fl$~ 
-~ e-~~5rn$ 1 .. ~), _12_ ... 1~~j ~a~ 2(: ... 28. J.Q .. :'3B .. 40: .~~~d .!"!Z .. J5 ~{ick n~~·.13lt~{ v~~r FCT Artit~k~ ',$l {2) ~~ ~:ns ~r~tit~p;3t00 b~l ~<~] ;:Q:Q:(:~'02'&H>9 .i\L.· ~('t 
1 C~...v~f~ et &t {h&'Hlai1~r .Ct.1'-ll;,~f1.).. 

~h~g~rf.HNg ~!akn ~, COi.V{}N -~~~t:h~~- th~) ~~1~thad cf ~-r&&t:ng ~ d>.:-St~pkia:rna ~ahstr~l:.~t; par« l:C3:0f3.6J} b)" {a} ~~dW-dng ar~ ~bt1-t":.irrrta~ly h~h tota: 
~~c~est~r(s~ !e"Ja: ;r~ a $Vbj&ct's b~~;d (par~ {0226}).. (b) re-d~Jiir~ a~~ al'H1t)rrn~H~.r ~~lJt~ LOt o'lt)f*~::.e~?-.)~ ~a~~; h·i -~ ~u~j~:-ef~ bl~;t;cl (~·a~<): {OZ74]~ 
r021'9:'H~ {<::} m{judng a:) abno~QHy· h~gh VlC•l chol~~l:aiQ~ l~v&~ .:n ~ SlJb.l~~t\~ l'At.R,1G {p'.1r~ fC2?"¢j: ~):3:~~a:C:l;t {d} t~dttC~:t!{~: ~r.' ?tl!~:rn~~l)< h~gh 
nrm-HDL cnol!l~l~:ml ;,~v«l in a sub{!lcfs blood !t:a>'il !0274!: {C.Zrsn \&) r!lo:liJdng an at.nonr:al;y high lrlgi)'C<lii4<ll!lVlli in a subj<:>d's bk>M 
~~(5f.ii ~J3~3l~D a~;~"Sl{X (b'~ ~~t~$n9 sn -a:~"W~<·r~aH}~ ~ow HOL ~':t):!*:Sta::t'N lev~l tr-t « ~:.~hj.a-cr~ bh.)t':ti, t~t~~~~pd$-tng adn(tn~~~~~tn~ ~.<} :St.dd subi&..~~ a 
ther~peu~~c,at~~· ~ff~f;.ih.(e ~mo:.~nt of a t{ni~luJ&.titot• w~ecte{l fn)m(p~·:S [t1-0;?·~ j; _[tl~56!--[0257J~ ~~)27~)~)". 
() & tom~u~atk?:) ccn~prislng ~ K ATP thanne~ operrer $t'~ect.s-...1 trom th~ grow~· ~-O~st~~i.rtg ~f Formi~la t F'~~-nrn.~l.~ · ;~.- Ft.xmu!() m and Ft:·:t!'?l~J1<S 
:v. Frsrnlu3a V~ f¢rnH;~~ V~, F~t~ik~l« VH, ~.nd F;,.)~~--n~~l V:H {s-&e p&."a ~002~J-~ro039)t 

Ragal)j~ng c:l-ahn 2, Ct.'f\~·en ta~~hes the m-e~h:)cl c.f t~atm 1 t-"JJh~~~h~ ~~d s.t~b:Je{~t ·~~J.ffis;;s i.~\}tr~ nQ.""*-!c;,_:thi.:~lk:. _st-f:~to.t~~~~(~m:s {~~fb {et~~O]~ 
(iJ14:$l). 

R&g«nih~ eJa:m t, co~~en te<1ches ti)e- meth~:f ~f ~la=-.~ 1 w~~~i~~n ~!'1~ tQ~~~ c:.nol-es~~n:>: !~v~i ;~saki -s~Jt~i~crs -~:oo-a ~s red~~coo ~p~i!~ 
!(ltl:i4l). 

R~~t>;$~ng c:~atm '9. C.t:t:..'.'e:~ t~ach~s th-~ method t;~ ;s.r;:·yon$} c:f c~~~:n$ 1..$ ,..vht::::r~tr~ ~~>ld KA W thNi<:<~i 0$.X~n*r l;s d.:&!.c:>:hi~~ t~ht~~:~& (p&t« 
!iW'JJll 

F::eg~rdiny ci~j_fffl 12, .Co~·en t~a{:~h~s :.ha n~atht1:ti t)t r~ducf~'rg th~~ ~&~·Gi of ctt'"::t..~atin.g tngl')··e~r~<J~~ lt1 ~ sub-j&c~ \~·rtM {$rt f3f~,~~~t~d t~vel o~ 
ck<:l..d~~n~ ~~:;ity:c¢'ride:s.: ccm.prisl.n.g .~1~\'l:r·~st.erin~ ~o $~itj ~ubje:..:t & 

~hQr(lpt::w~cal~y ~ft~cth'e amaun~ Q{ a ~r~nu~~ft-~' {para !0:':.121}~ ;0120}; ;.02~?,!,)}; !027-.4J) ~fj~e{~·ed fr~;rr:~ 
" !nm;tila!ion compJls.irlg il KATP t'ha•1n&l o;>en&r :<electoolmm tl1e lll'OWJ:< •:{)nsislh:;~ >Jf Formul& I, F>::itmw!a 1!. Formula m and l'o::·mw~ ~V, 
F{.)rffit.sk~ V, f--:.1~l~"t\:~a V\ fQ;mt:}.~ \i~!. A~d f:orn~t~~a V!il" (~o3~ para {002.·i}··iGGJ:9J}. 

Rega!'dlng claims ·t :'§··14, Too melt.o::•cl ·~f ;;:teim 1 i wn~rei•; the fu-'fnUil'lti0<1 knt<:.;.r c(>mpriws., H~K>C<::>.•\ ~~duo!all.a ln>>;bitor .~tiltin tr;wa 
!0::1:2:!';)) 

R<:>gilrding cl~lm 1a, Cow<:>n t<Jac<ws ma r<wtht'N.i cl clai;n 1 Z w!'l(>r>ll!'l tl>o'>. brn;!llt'>ti0l1 ft•rtl1,,· '"''"l:})ri:~ilfl fl u,,,·,oid ''"'""P'W ;;nti''<>ctor (>''-''-" 
pn~l}. 

R~gar;.:f$11g ~~~:~n ,20.: Ct~:..~~n t:f1ad'WS th-e; rr~~UJcd of e~!1t~:~ il w"ha-~~ht th:& tom~uk~:tion ~uti.ht-;r ~..t)t~~:~~*~ a squa:~~l:~ ~syf·~~ha?f~ ~-'$~i:b~~:Jr {p:ar;.3 
!02flfll}. 

R~sanj~~ (';takn :?1, C(iw'~~~ tfe~lt;he:s tha m~U~Q(;$ t':o:1 ~nyal1~ tot· ~~im$ 12<~0 ~'h~l~ti"i tt"'!~ KJ\TP channsi ope:)Sr is di3z!;.>:J<~-~ :ctn .. )~~~-G- {para 
!01!il7lf 

Reg~rdtng c~~lff'~ 22 .. Cowen. t~sch~t) ~~R~ ~~~th,-n_1 t}t ~l'}j"t1~)~ t)f ~t~:rn .. ?J-12: .. 2{) ~\"h~r~~n $:aid st..~b.1s:f:t ls diagn'1~ij\J ~ .. ~u~ ~.ondWons ~~~~t::ted 
ht.)~)~ th~) ,g:cup o;;n~~sti.~ oi hyp.arch:o:t<3s~!S~Q~~~ni;s, et,ln<i~ln~ ~l~-p~rUpRjemi~( ~ndogen-oos ~YP~!'i!~demia~ :and h~-p~r~t~g~yt~a~itien:~k~ {pat{) 
tc~~74B. 
(p:!~&$<:l ~'i:W l.~>n!.l,-,u£<tlOr1 in suppl<tm<m!&l box:) 
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W'!UTTeN O!'lNION OF THf 
H'.!Tt RNATWN.•\. L ~f.;A RCH!NG A ~rnmn.rrv 

c:~~mi.:~uait:~t)n ~1f: 
e;,~~ V.2 g::;w·t::Ot'tSr and E~p~anations}~ 

B€gw·dJrlg c!~)h1~ 23 .. C-ov,··~r~ ~~?.ch.~~ th~ m.!}~hl7Jd of »Jl')"orH~ fJf ctah"ns 12--·20 l:t:lt>.-~~~~4 ... ~ ·~.~cl ~\~b-.t~ct has ~k~v{)t:'ici clt~~J~~tl:f'l-~ t~<:~:t t~o~est$3:re$ 
~~~·~ .[0334J~ 10331}), 

R~gam~n~ c.iakn 24, C.t:~wan taachas the rne:U~od >:·f anyun~ ~f ct~m:s ~2 ... 20 \~'h~~~l.:~ ~.~d ~ .. :..~b-jGct has ~!~v~h:1~ e:l.i'\":.u~ating lOt·c~Kl~~~tQf';Jl 
(para [Cl3::l7l; !039$!}. 

R%an:iing c!:l!m 2S, Cow~n t<S;s.c>•~~ tl'l!$ m~t!wti ~~f any~1>i<S <.>f c!i>ims 12··20 wneroin said ~ .. m)i:!:l nas nom:<:>l circuiafi;<glol<Si crJ~last~fl":·l 
~p~r~ f033ll~ {Oi)SOl}. 

! 
i 'Rt:~Qt~jh;,~ ~~at~l~ 2.6~ C.~wen ~~ac·hes 1h¢ m.e:~h=::>d i;f {>B'>lfJf~~ c.f t:1~lm~ 12.~ 2(~ wh~"~ln .~a~d SrU!>i~ct h~s ~1Qrt~! Cff~t..~!~l~ng u:~t--chohrs~~}¢~ 
JIP,~<a 10337); !Otllitll}. 
l 
:t Rey;s:n..i·i~~ cl:sJm 2}, (.Ow~n t~~ch:s~ :n·~~ :~~~~h~1d ,":t ~.:~~~~u~ 12 ;;.""'~er.e;n i.he ·~t:ent has~~:.."'· ~tn::t~~a.U~~g f·UJ'L<."':hl:..11:s~t~$) ... u~ {P"~ra: ~02:5-4;~ ll)25~1l-

j R~ard:ir.g c~kn 2<}~ C<X~·~n ~~.3Ch~:t ~Ke: ~il~Ui~d of· c~;;s.im 12 \'/hera:n ~ha p3·t:er:i h3:s ncr:-:'lal c*~cSJtat~ng HDLtt:~4&-&te~:::-: (~~r;3 {0254}; 
j!C!2S@. 

i f\eljaftll~ c:k:oirn JO, C.~<>'~er> leach~s ih<:> metnoct of (a) re(k>cinl) in~ulin oosin~ (p;;.<a IU2:.l5l).. (ll} i1'C><l<SlliHIJ \IIY'C-emic ~''*<>I {p<:~ra l\12?~)) 
~ rorr~.tJ:ti":s.i:~g adn~k~·i~~~l~Nij fC Sald :S:Uh}&Ct a th&t"'.~~~.mt:a~t'y ~ff~Ct~VG 3::':{0U:'lt 0~ « furn~lJ~t~On: (t;•~tn {02l01} S~~~C~(-:d frorn tha tOrtr:<.ti~&~·O:'l: 
t O.,);t~':ptl"Sk~g a _1;,-\,~~t. ~aid s~U -;;._~lp;tp:isjng »n .an~on 0~ ·3: Ki\ TP ~-~~)~-:l t1t~nf:r ~la{~t&d tn~rr: th~ g: .. ~~p t?Jn~~st~n-g .0~ fr~rrrsSJ~) V~ Fon'nW~& V~, 
! f-~mR<!<> V!i anr.i ~ow,ula vm (sw p~r<> !002:i}{Cl(l:39J}. 

I R~a-rd:h·1-g cf.fHfn :~ i. COw~n ~<S:aCh~$ ~h.t:: m·m~o-d o~~ c~~tm 30 ').;,~ra:n the iorrn~~a~~ is adrilff';:tS~ero>j· Of'l~ p~r 24 hcu(s {p&t~. tOOSSH .. 

I Re:>Jaftlmg ~l~im ~~~, C.Qwo;m le:at'~"leS ihe me!ht>d <Jf d,<>ims :3Cl 'R :.\ i wh<iic>~i'; !f<<l KATf> ch<o:>M-1 t"l).1'ener lS 
i !li~Ci:(i<!e <:tto!Wit: (p;Jra {OlStl), 

I Rega'\iing d;;i.<,~ ;>;\ Cowen l<l~d<as thr.• nm!hmit)f tmmlrog" ~t>b~'G.( s!JIIilling 1r~.>n< t;,·p;.• il di«ix•i<S'3, co:Jmprlshog '~'~'~dmlnislaringln said 
! sub:Je<::~ ~- ~h~ra~oouti~;b( ·efie:::t:v~ ~~;1ou~1t of 3 tortr:-~~l&:~k~t1 .a ·(p~r~ ~PZT3J} and ;sn ~nti"'-itab*tk~ cl1't.~g ~hat s~:~-r~~J~f.stfse.; f:'}$-utin ~~-r~:~~~i{;f~ rJf i~ a 
! shr.>rt·,.,,:~ng sntkii»L'<>liC Drug (p;ma [OZ96j}, wneo<>lnlne l(>~rr,!ilallor> i<> ~t:lt:cle::llfl":•tr:• Zl (;;:.nmJ!:l>i;;:·n @mpNs;ng a 1<; A"fl" cJJ;;mmli ,~,~~ni.lt 
! ~<,.>}:()r;~f:;Q frDr;;~ tha gn,1l:.JP ~~i.._··ms:s~!r~:g t:f F!J:rtmJ:ta ·:, Ft~fi)'H.Jta H. F~nniJ~~ m ~~d fcrn:u~!a !V. r·on'tlU~» V .• f~un~l~ 1-./i .• r~f!'n)j~~ Vii,. and ~~m~hJl<~ 
1 vm t~~~ pari$ {QOtll-!OO<.li!Jl. 

R¢~-((ling ciatn·~. 3.~ .• C~))).·ar~ t~fH .. ~h~s. tha rnatht1ti t)f {;k~t;~~ '$3 \."'k~~~t~!~~ U~.:-~ ·~~tmt;~~j~h~) ~l"l-:1 tJ)~ ~~TitJ.Ji-..acUng -»~nl·tif«b:~th.~ drt$~< ~rS:I C!.<, 

;;1dminis~<?.red sep~r-&~·efy~ :s~u~nn~tty <.)r s-tn:n .. ~~t~n~~:st~· {~~a~a !0396t 

R.~'fJiXH.i:;~ cl~h:i 36. C.ow~n te&ehGs th~ rn~~hcd ot -c~~!fr~ ~u ))•neraln tns: anti·.<iiab&tk:· drug ~r{on~ ~r· moro ag~nts· se!ec*.ed from the g:Qu~ 
C\.."tU~~sttr~ of~ QP:? ... :V -i~~hib~,1~-~ ~ P?AR a:s~w.:h~.i. ~x par~~~ agmi!lSf., u. Gu·:-:.,..1 anah . .'~9 or mkr::etk"i, a th.(;3Z.r;litiim:~diont~~ a dis;>.-cd"~~:-id»~·S: 
lr>l"libllor. os ~'!JC~•<>a·l. ~-bi!i:>.>t)(.>~t.>t<:>tB!~~ lf1h;oit<.>r, and a ~<~il'ony!<,_<t<la R'>C<lp\~"· ani<:~gon;st (para !0\r?Sl/. 

l~~-~~;~)g c~~lm -~(, C(J:~'!o'~t~ t~:a<;has tt<S' .:'l1att:,)t.i ~:~f ~.:Jai~) 'JB ~«'-j~t~l~1 .~,.~ -~U~ .. ~n~iur&a ~"''fN .. ~~)R1f ~~t«-g~:s~t is 3 nwg:mnk~ (p~~~ ro·~M}; 

}0225)) 

Rag;3~ding cl~h1i 38. Gow~n t<:t3:CtH~-~ ·;::'1.~ .mmr:c}j oJ <:~:3~frl 37' wherein the :ns-gfill:nftte: :s ·on.a -or n::ot:·f)~ ~Qijl'"H~ &e!actect k.o:im ~~\~ ·d;~cup 
~l~~~Ssttt~ Qf nJfJ.~J~ltr~kia~ ~"'t&t&sHn~d)j~ rnn~gur~td-e a='ld ph&lT~it6~&~~ticmtt &l:::~P:~.3b;~- ~~!~ th&f!.~)·~ :(p»ra f0:225}). 

Rt:-ij~~,.o~n:g ~-laim .. ~~),: .Ct."t:..<Je;f:i teo~t.:hes ~h-e method ~4 f.{l~tm ~~$ vi~~r:s;n ~f~~ ·Glf-q ans.~'-~ t_1r mtn~H~ ~&.one; f$f t~~-~~ .. e 8gents s~~~~t$cl fN ..... J'~~ ~h.-s 
group cor.sis,~ng or exanati<le, ilr<SI)Mi®. ~il:iW<Jtltl. ;;mlo'l\:lif\·4 :>rnslogs and conjugat<:>s, ~nd p!~<S<mac-e~'lici>!l;' accepl<SCl<:> s:m~ ar<d 
carsjt{g«~;~ th~'H'-*tJ~ ~para FJ225}}. 

r·h.:!~1~~a:n.g c~altn ""i:2-. Co~·:et~ t~~<:}·u.~w. ~hi< .~rc~~hOO (~t <:~a~ff~ .38 ;;.<..<herf)ln tho@ O:ts;s,~~::r·~~r~da:~ ~t)h;~~k~t i~ (._Hltl ;;.1:- rnor~ ~~g~:r~~ ~ .. gie-r._":tad h'O.')) th~ 
S~'tNP ~Nsisl.in~J ~~ ~~ ac;;;,l.R1:><l, AC.q2tl, aM ~·t:"'m'a~~w~!~<:~liy '-1'-'t~plal:>l~ s<Sh<> ~~>~roo! {p~r-4 [l)!Y?4)l, 

Ri~~:a:~Q:ng d~!m 43. C-t1W~n ~~3<;tl~s th.:-) ~..-n~~~h~d of <.::l-t).!rr~ 36 ~'h~~:rf tha tn.:ck.,Si..~i,G ... bi~pho~pn~3:ta;Sl'a :~t1M!hFor ~so~)& \.1f ff'H.:itc ~gGnt.s 
~!$)t:-t:Wd !fe,~~~ ~~l--:.S g:~(}Vp C0~1S1s:Hng {.)f p~¢:1)-i t,~h-os~"'11<Nmt~S~ ~;~H~ni!'Jm~ct-..~·z~~~-· CS.-.g1 t. ~rn!~·~~:.._~:i~Cl·Ot~~$~. benz:0>:;3'tC~~ 
ber.:t!ln!l~"--lli:maml::l~s , and pham:<:>c:~utlca!!y <~~:.c~ptal:>lo:> sai!~ ~~,t:f!li:lf. (para iOW:.lH. 

Ex. 2002-1421



\'o'~rrTEN Ol'JN!ON OF l'HE 
H"ff{::l'{NA l'!ONi\.L Sf;:ARCH!NG .•\llT!HJR!T's' 

ln i'>ls~· !lle ~p~~~ ln smy M dlt~ pr~nclill$ ut~~(~S i~ ll!.lt suffkhmt~ 
(\Hlt~nt~ai~£::~n ~(f 

f.k:x V.?. (Cl!a!k>n$ and Expl(<na!k,v;j·. 
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Re-garrllng ·Cl.-3~m 44. ca-~~·en t0a:.-:,h-as the rneth· ... 'Xi ot··c'l.3lm 36 '-"''hiH~h1 U~~ tt~~rj.wfat~o~"' oomptis~s SO k> 450 rng r,:of d~a~O"l<.t:3a cn;;,Ht1~ ~Nd is: 
at~'":i~n~S~i3H):d \1JU.~~ s,.~:· 24 ht)~.Jt$ ~-s.~ :c,··:ntro:~ad r~"it~-:a$~ ,'N·~ R;rmt.J!atk~~'~ and Fla ;;~mti···t:H~l1a~k: $s. ~ ph~Hfl.1!;~""._:f.5t.:'~k~~ Ct'::.t1";:p~~ition o~~np:~is~t:~ 
S tO 10 t.f...3 ~x,¢rtB~kk~ ~n,i h$ admlfi~$·tero~ 't,\\.":<:~ ~~r 2·~ hourn, b~{i)r-e:. nss::s]S: ·~pat($ n)~.Q~~l}, 

M:.t3:J~$:drn:J ~takn ~~~ Cc\%t) t.e;~~~')es tOO t':ti~'h'1:.>d (Jf !,::f~kn JS4 'itvhi3rG~n ~h('t: c~)r5tr,;J~l~d ·t1!i1-..~~w ,x.f.d foam .. ~:~aVor~ ~S· * t.$1Jl;e.t ~:t"N..i t~t·~ ~:~~.;ln.c~t~d~ ~s 
~d~;~::nist¢r.ed by st:bcuiarraov$ ~~~f;lt~k>n·~P<~ra ~(~2ot~1]~ i0.2d5]}. 

R~g:o~rcting claim <>fl. Ci:iw~t'l t~:o~th.ss in<;. r:~thod of ciaim ~& ,_,,tft!t-~ln lliti futirlWiatlon comprls·o;,>s 50 k> Stltl rng t<f clla?.o~i4e dl>Jilno;,> t!M is 
<-).d~..-,.tr·:~stGrad ~~~ p·Qr 24 ht)t!t'$ ~~ a :Ct)ntro~i*d u~t~:~~* ~'N{-~ fnrN'P..,itatk)n~ a~~d ~h~ sha:~t ..... ~~H~19 a.nti~itabett\.i :l..;;. <~ f5h.;:::n~"ta;:.~~utie8l: ~ompm:~it~on 
(:t1m~'nis~.~9 th~ .('l:(ag~~~lr5t00 ~'".!nd t$ adn1~~~tstfj~!$f.i thffie. tkn~s p~r 24 h-ot~ .. t.-....eiOre rr"'e.ah; ~pa:-~ {~)20.)]~. roa~~]}. 

Re!_lmcmg c.talm 47, Covu:rl ~eechM thti l1~f!·~'l::>il ilt cialm 36 wher<Sintn.s ar:li·<ile!l!l!l.t. Is exemltii3il, Mt<:>gii!"lld;,, mllgilnide, ro;,>pagli•1i<.!<:c, <iOnd 
}.b,_(~:nt1:St~~H:~:.$lty a'~~3p~.ab~s sa!.t.s ~r c:onj~..:~~:tes th~re::>f. {f!'>iS.ra {02~~~n .. 

Ro;,>go;,>rtiing d~lm 48, Ct;-wet'l t~.:~ches \M method of &fl)'Ot'lo;,> o! ci<i0i:'11~ 33·41 >'>'he~1nll1~ K'\ T:P c~lmmel op!lner is dl~~'~id<> cho!tn~ {p;.~ra 
{0~91)J. 

H!l!}iltding clalm 49, Ccv<".>l'l ~!lii!C~>~ii tht; rnill~l® cf <i0!1)!>;:t~l!l cf d<1i.'11-S 33·,4<' w~><stein !he!( ,'\TP ~·hann<>l o;:;p~fl<>f i~ ;,tlmlnis!erad at l><l(mme 
(pm<> f020SJ; ((JDS~l) 

Regarolng :::k~ht'l:~ .~(!) .;s~N.i 5~tCt"''~.en teach-s~ th~ rn-et!)o(~ of ~fi$~~Jng po~.-.c~~:$~1:c. t}va:rta:n $~nK~~:t)rne. <..x·m~pr;'S~~tg ad~nird~tB~~f~g· ~.fJ ~ss~fS ~~.fbi~ct 
~ ·~~~2p!;:ut~"<1H).:"· eff0cu-..·.~ .z;;{-n.o~m ~f >3: ~crrnuiaH~n {para {0240)) ~~~ected irom a ~~rt~;w~anon t·ompr~sjng {:).s~h. ~~.H~: ~~it comprfs~~'9 an 
{:)Nk:r~ (:f" $: K..~ :·r- <.::h.anne~ open~r seJ~cts'd 'f~~--1~ t-.'(a .group tQns·:s~:ng ~rF~m-r.ut:s ~ .. Fcrmuta ::, Ft-~mSJ:ta m .:a!>(j Forn:u:a !V. 2.$~H;1 ~ t~i~af! 
s~l&..~~w ·f~"'t1rr~ th& sr(1~.s~s ~)$~~t(ng of .8n i.~f..:.:~li f~"*:tN~ am.i a t~:.)mp:.':!uftd :.X>mpr:·sl:nQ .~ ~~rt.~»r{ ».m;n!3 cr- an~~~l:.)n~urn ·gn)~J~~ {para FJ ~9-~]; ~Ot>21} 
-wo:mn. 
R~>g~;fdlng ~C!alni 5 l, Qowe!"l !ilile:'ie:s tt:~ mt::.milo ci c!oslm SO wherein smtj if<:>il!nwnl reduces ci~'CUlal\ng aMro:;wn !<:c'-"~ls or f'>'>~l<llllishes 
m:w(rm~ '\.1V~.;la~k;:1 C)'t~!B~ {p~a.~ {0205)~-

R~gan.1~ng dsAms 52 i1rtd fjf.i~ Ct:<>."-'en "tea:::h·es th~ me·~hod tsf t~"$im ~cCl \~t~~f:'J~n it~~ JbfBll~~t~t•n is adrn~nh;t~~~d·on{-:e pet 24 ~s~.H.H"i> {para 
i0099D 

i R~g»rd~ny C!~~ffiS: ·53 and 5-? Cow~n ~~ach~:s tt(;s me~hi:..1d ot :c:·;s.h·{~& 50 ... 52 ·~·'h(:1~\!h1 th~ K' AT·P {..!h{,nn"~ ~Jf-..o"6f:t(Jf k;. diisl'(i~k1~~ ch.i..~in$3 tpara: 
~ ... . ... . . . . - . . . . . . 
~ !O·~~f?J). 
! 

i R:~)dar:o:..~ftg t:l-atm St~:. t~:o:.1:W~fl ~~iS~;!sf.=;& th-e rrle:~hiJd fJf c{{:)~~: 54 '>Vh.-t~.:-ei.n: 'th~ ~(H)1:~u~atten and the a:Wmg~~':~ hlhtbitor. S:-elecHv~. ~~~f~d~~l 
j re~p~Qi n-=odutator ~SERM}} or t:<Y:.dattcn inUl:c;n:g .;s~-..snt ;sr~ c~""R.ir~~i~1;:!ife>r~~ :7spa.n~t,:s!•t, se-QtJfjf")~k)i~~~ or ~i;n: ... ~l~ar~&..):.Jsly (SJ13fa (t).J~S]}. 
! 
~ HeQ$n .. itng da~;;. :S:$, C<M·e-~~ tetH.~h~$ -:Jce n'tat~~1-li t)f ~r~»U:~..,.~ ~ .~wt:.ject s~n~r~ng fro.""n poty.-.c~·~tit":. O\lsri~n .syntir~""n~ oompr1si~lg '3.tin1k~~$t~t~0fJ 

tt> saki subJ'-~~~ ~ ~t~~n.~p~t~tk,~l)· eh\~cu~'i:$: .~.r~'Kltmt t1f ~ ft1l)1'n.s!...~tk~n s~j~d·~jcl ·~m~n » fc;mu:3:tiop. ~mp~~:sln~ .~ s:;~~t. &a~d S\3h o:.:irr.(~i~~~bg &N 
&>1k>n ol .:~ !-;,: i\ !P ~::i'•<>l'!M>~i t:•;:<Pn~J~ !i-'li<>>::l~ct frum !lw lj>'(Rl.O consi>lh"lg of l"{;.mt<Jl<> l, Fi.Jm;ul& ll, Fnrmu!;l Hl ;md Fow.t;la l'\1, ;md » C.'l!it:'ll 
$~~"C~f6{.i fr:<.~rn the gn:.1t~~:·c..;.':!:'ls·:sil~~~ ~f »f1 afka~i ~~w~al and a c<.xn~"'<.)t,H~d cGmp~l~~rsg: ~ !~n;ar:,..· ;sftifni$J~ .. ~n1rn~ . .-~~~h.H'n ~t"(}:..J;s {p;>ta tn~~4::l}~ {CW21] 
-{Z}0-39}). 

Hegan:itng c~~k~~ ~0. C:)~;en t:e~ch~s tha rnatht>t~ t)f ~~)yt;n~ t.,! t~~aims 5:8<5:1 ,.._,'heww~ th~ot K ATP charn~ o:pen·et fs, Ota~~>::fde ~hoii~l~ {p~ra 
j0197)). 

~~·NJ~n.g ~~~lt~~ :6'1. C-l~~'£n ~e3cl3~s ~!1~ m~tr.od ot ~~at~~ a s~b.!~C!. stuft~!'H1g tforn ~~~:~"f.mf~~ns~-;;~ f:.(JnSl"$Ung ~~~~"1ti~H:t \..1~ 3Grnhist5jr~niJ l.r; 
:>ii!itl wbj~:;t :il therap;JV!lcal!~· f.'ff""'li"e a>YH'J.\$:!! ai ill>insla t"ll*! a9<1n! tMm !ll22lll: !024'1!) 1'<'11eretn the oral ilganl is il torm\ll&tior. 
o:Jmp~~~~~g a sa~t.s~td ~a c:ompri.s.tng $n· en:~~ ~>~ ~ K .A.1'P cha:nnf3~ {;t;~n~r ~~l&.t~t~d ~-~~m m~ ~roup const~ting >::::4 Fcrmvt~ ~., fom~u~a ~!, 
F'-'Hlnt~k~ ~i~ and Ft'::-rm~!.:1 !V., 3n.ct a cat~cn $~l·i$"1~t~d .fi(.1~l~ th:e gro~*P ccnS;~~~n9 ,1! ~n -3::ka:.~· rni.:ll:i$~ i3iH:i S3 
VOff>~Jl)~J!'sd f;(jtf5t)N:s~ng: a t&r~:~r;• ~~ii{n& ~t »mmor.~um ijrot:p ;pat~ rO~S-4}~ ro02=l·(003£tl}. 

R---~~n.i~n-g cl~l~-n 6-3. Co~":r'i3n ~6;3<.>;hG£ m~ m;GU'tOC ot c~aslfr~ 6 ~ o.t ~~ )\.:..~~k~ the ~: lffP t.~\Qtl~~~ t.of)i:$n~· i$ 
d~>3~o.~dde ch¢~in'!J ~~~ra i"t)191D 
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'iVRffTf.N Oi'iNiON Of THf: 
INTti~NAT.IONi\LSI:::.-\RC!UNCA!XHWR!H' 

!n ;.:~~~ ~lle ~f!~{e in ;H!;< Bftllt lln~Nlln€ tm:«es ~~ !:l!lt sufiki~!lt 
(~onhf}uath-:;n t~f~ 
Box···./.~ {C~t~t:ctt"? i$Hd EX(;1nn~tians}· 
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Regar<iin,:o c!;s!m B4, Cowon ;oilet'lo:s !!"liS motbo<:i ot trea!i:<g a subjec; Miff<Jl'ir<l:l frcm h)'~>r$<l!jC<:>mi::>-::>SS<Xi<>t:1Cd ;<;,;tc:mmic f!lil(iN> (PB:'<> 
{024 ~ n ~-ompl'tSk~ 1$(i.;'=~i{l$~ffif~'-l{J -~(j S-~ld ~~~hjQCt a U1Qt'&~1-..~U"~~.:::a~~y e:ffecth .. ~ ~nlti:tmt {i:f a ki:n~)t:~~tki:n {..~.}~rtp~i~lrsg ;~ :Q.3h, ~~if.i s~h :,.;'.,~H1p~i~in~ 
a:n: anion. o~ ~ ·K.'\TP ch~nn~~~ open-er s*!ect~~t1 ~rl"JN'.~ ~t~>$ gr-t:~l~P ~:),·~-.. ~~sH~~ ~f Formt~l(} !. -~:~tmt.J;a 1~ .. f-~~~mt:~a ~~~ ~nO 
i'(}frfi>sla iV, ;m<S;; q>H::m soioc<~ !rom tl'le !iJr~l..tl:.' ~,,slstin§ c! an ;JI~ali me!al a•'ld a ccmp<lund ccmprisir>l;l i3 i<lc~tia:y arnin"' Of arn!Ii~fiitm~ 
g>cup i;>&ra lP194}: [Q{l2iJ-!OOS9l), 

Regar<J:ir~g ~k~hr~ 67, CC"-~~er) ·~eaches the ·me~h:)d cf t:J:a.im 6...1 V.k'1~~~ah1 th~ ~ ... wb:jatt lS stUft~1f'~f1g !"rom ty~~ ~ 
Oi<1t>etes 1 ;>&r<ljll i 5 i)) 

R!'!(J>li'iflflg ,;l~lm ?(!, Cc:·wen !e&ches the me!hod of anyone of c!alm:. M-@ \lih:!tlllfi lh>i K A ;·p ch~nn<Sl cp<>n¥ is di&:ZiJ!:"itm <~ho!i<'<l" (p~r<) 
tc~1 ~f]}. 

Rs-gaf~i~ng t'::fafm 71 ~ Gow'Qn v..~a-t*·~t'(~ tht~ .ftUl1"{t~~atk~:~~ t~;~t~r-~?ing dta;tc;,;.~tlt1 ):h.v~in·s and about 1'% W ab):::•.~.n .~ •. ~,% by· e~~h~ cf a j:}C~~~,.l~~ 
$~l<X~'t<>d !'tcm tl1<:: gro:;;> ccnsi~tlng of !:.;;Jl)'li>lhyier.e oxide @<J Geli<JI>l~-<1- (par& !03\>0l). 

-R.t~g.a~Cing ct()t:)1 7~>., C<..~.t~1~'b :t:t:(~.t..hs:~ th~~ 1):-Jm·lv~mlt.•f~ ~f da:n'( 71 W~$~r~~N n~lS <~~~~.Jt~s{;l is :sef~:;t-~ ~:t~rn hydn.)::o.;:~n.1ropykn~~hyl ,::aHu·~cse, 
hyC~o)Cyf;f¢:p')"k:~tii;:i~~~ ·f:r~hy, ceiluh .. ;:?~ .. r;H~~h·tk';'*Uuk;sti, c..~rt.h·;xym.ethyk"~~H:;tosu~ a~d a: mi~i~..:te- Gf any ~~lt' vr mer~ th~!~~f (p;..sra fC<:>tXJH. 

Re.)l..~rtJ~fl.g c~a~m 73. Ct-:}')'en te~ches t~ totrra;~at:o.') oi d;3;~"T.'- li }\'h&mln tOO ~":·~y'.Sth.y~)r,.~ o~ki~ ls S{3~$"3f.:tf:d fu)rn .PE.D N'?tK~ .. PED :~0·3 <.-"t * 
m<><~:;m th<>t>l>lL (para !0373)), 

R*9ar~:Hng da:lm l4 .. ~::ow~::::. -~~.~::~'.t$t{5 U•~ rn:~l~Kld t~~ redudng th(S ~~c;kie.nce ot ad\:'ers:e effocts t€:su;Ung tf(:):m ~rat~y ~~rn~r;~ste:ir~g a salt of a 
K AlP t:,~ann~~ opetlet c~mpli$:ng c-su.s~ng to be oraotiy t~'1j~ct00 a tomcu~a:tk)n ocn~p~'tstn.g .t~ &aU~ s-.a~G ~>i3lt t~1-fnp..j'"~~.~ns ~r:. ~1nk-:n r:f ~ KA ·rp· 
<::h»:r·me~ npl3ncr s<3~~-c:~~1d ft!3m Ul($ gro=.lp co:1s:$~l~1g ,~f f\.'>":-~luh3. ( Fo:·n1=.rla U~ ft)rfn~;i~ tB and f'cum;il) ~v, ~r:ti & C*tio-t-= st:tk~:..:{$;t.f f~um Hle 
.g;O:.lp t':'\Xls:i~~ng t:f ~n atk:~H f(s~~ai ~rscl f1. r.:=-;rr.~r;~~Jr·~d }_:r;rr'•f.IS':~5:ng a tert~f)' ~1m:n¢ or (}mm::m~um group (p.m:s: {0055].; J0069J~ ~J):1:S~4J~ (002~ t~ 
[00:3>,~]), 

Rt19a:n.ilag -c~»l:r~ -rs. Ct)'Q">'\Sn k-.'acfH3S ~h~ rn~th·od {.)~ c.~i3~rf.c "1'4 ·~v·har~in the fi.xfmJ~~tk~n ~nt'S the rne~~ are ~aken wl~!n ·l~( m;n~ . .afi~ ot 1~~S· ot 
each nlher (f!llF~ [OOE.!ilj; [Oi:199l). 

C!alms 15 ;;.:xl 15 i;;.c~ lnvefl~<'!l s!<lP u-~oor PC! .>\rticl!l SS f:ll as being cbvk-:s~~ ~Waf C<!w<3n ;n vl<:>w !si USe, 1<l(l,<,<,\:;} A l(; f.!eNinn<.' <lt !.ii, 
{iwros.f!s;r JJ&Nirmc ). 

~~~--rord~ng c~~i:~n ·1s. O~Ni~l~K~ t~~ch~~ ~~'~ n~~thOO ot c~~;f'r:, 1~ ,~·n.ere:~ the ~on"fl:W~~~on itHiht1t 0.1tr~t·t~&~s a ~~'bra~e (fx.~ ~ ~. tn ~~3-<t~)'. :-~ 
)')(c.tJ:ld hsve bGen cbv;c:(L.~ ro or;~ t:•t skm ln ~ .. ~~ ~rt to ~nc(lrporat~ ~.tbJ0t~ as tau.ght by Ot:Ntn.n-o ~j:J l{; ltlf.: ~~H$th<xl t~~ treat:ng (,~p;;:Spi-d~m(S as 
tat~ght bt CO'#St1 :f) t::•rd~r to pro)l~d~ a -:-r~:or~! ~:&1~Jh:·* -"uaah'n~n~. 

i R't-.~~·Uing -c~~ltn i6. D~Nk1:).~J ~~i~f;.~~~ ttsf:S rnfJtfsfJfj o~ (..'!iatm i2 Vlh~ft<1r~ ~t3;;s i~nrn:ut~ti~:.lt~ ·f;;tther ocn:rp~:ts~s n:t~t::~n {t~~-:-l :-t~, ~n ~~J .. JJ}. 

f Cl&li1'1s li', 19, :.>9 &:xl41 ioc~ w,v~flll¥e slep un®r f'CT i\r!lcle :l.S (J} ::.s beil'\tl ctwbws, ovar CtlW{>r> ir'> yi~\.,. (:.(liS r,(I~·L~25 8~ (Si~rra), 
! i R.e~rd~~J tla:n·~ 1 "1 .. S-1~rr~ ~~3~~~)~$ th~j_tnfS~~~)d vf cl .. ~:~"(} 12.~..,.ft~~l3~~~ ~-1~3~~ f;;,1~111\.i!a:t~t-.:~l ~~~tther compris~~ a P:Pt-'\R. !l~~t.~~ ~W.tnl~t t1r r.<":~:fjd~;~>W:J:r 
~ t~.W 4~ !n Q:6. .. 15} , h '-'~ovl{'S h,sv-e been Ob){~(':US h.1 ~"'rl~ Of :skm l~~ th~ a~t to inCC~PQrata f'f;-~l:~~ dslt3. zgor:j~~ -~~ t-&i.~~~5~ b}" $:-i.~.sf~\3 ~n ~\J ihe methc,d 
I of lro;s;lflt! <!"\·-siip!tl1$ol'<S ;,~ l<lt.')1tlt ••·~· Cow<>n in or<ler lo::· pro•.ide ::> mom Si!lli<::liv;;. tra&t!l~~<t 

I Ri$~;U~<din:g d:>;m t9, Si:>rra !e~dws th~ ma!hmi ~1! dai>l' 12 '<il'leroo\ :!he fo:mui<Jtio!ll\~iiler ~{;'rnprlses ::. MTP 11'1111tl!.!t>r (<:x;l1, i>) 65-l>>)) 

! 
! R~~n.il:~~& t~~:n~ 39~ $$f)na ~~a~~.~ .~~"j3 nn~thcd <:ri ~l~U"fb SB ))•here:~ ihe DPP~·~V in:.'-=:tm;;o~ ~~ ;;:.r}e -~~ rrmre a-g~n~s .~~~~ct~d frt:o:f'f:\ ~ .... ~e grc-t.:p 
! t>.):r';:i~S·t:ng 9f si~~~flpt:n~ s~~:-sg;!ptl~, v:~dagH~~t~. <M~d ~h~~rr.ae~~~:ca:;y -~·!').~aptah~& s-a;~~ ·!fieri:if;f (\."$Jl !~ ln 5Q. .. fS'tt~ 
! 
~ ~~e9~t~;ng -ck~~~: 4 t. S~~rr~ t;::}~(~\e$ the ma:~h(j~j iA i~l~~ft~ 3-$ \~t;:~·rij:f~ ~t~ ~~..~;~lJS~~iin~ditJn~ .~~ PPAR. :a:~:::tnl~t r~r o;.n~i;3f i$~t>r~~st iS OBiS l:_~? 
! mow "«l~fl\~ sel(:>ci<>d !r(}m pi0$Jii!'{~:>'J<>, '"~it~11la<:or~e, tro>;;lilazcn<>, \<J<>>l§fitm:&r, l'?iW>'>ltlfi!m:::>r, n&!n;~lita<~<, t¥"51881'4, '"ll"9'1!<l<::&f, 
slpqli~ar, 
~m.i phat~--rxs~~uncaHy· :;,~:o;;~aptat~~ s.s~ts mfjroo-f, {to! -'1, k~ SS..-6"1}. 
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PATENT COOPERATION TREAT''{ 

INTFRN.:\T:tONi\L SEAR(;tnNC A\Y!UOR!TY 

\Vl.:tffl'EN O*''lNION O.F THE 
fNTU~NATWNAL SEAR<THN(> AVTHORITY 

Box ·r\k5. V .9:~;$~:f~n<?.d :;w.~::~~r~·~·::nt un.d~~r l{ul:: .. 4.~.h-rsJ.(.a}0) '..1,/.~ih n-~~~ard. h.} ll~-~....,·~~hy .. -~~y ... ·{::r~~jve ~t{;p ~.u· ~Ddu~tr.~:.:~l npph;,·:.:thHhy~ 

~;haH::.;p_::; ;3nd :t--:~·f!:l::'iJJ.ahnn.:~ ~;upp~)rhng ~:t}ch ~;l:;~:k~rn~:~tH 

Tf B d:ertmtl·:J t~:tr 1ntert!{Hhxw1 pr~1ln .. ~h~mry i.!-:'~~tnina{S(Jn. h tn~d{;':~ thi;~ opi.n~~~n \~·-Hl he :::t•tl:-ii-:.kred ~~:the a \q-HV.:;':B opinion ~.:rf th\:;': 
intermlti~~·n.:~J f't:ehrnh~a~~~~ E:\;:.nn~t~hlg /\B~b.<~rity (1IFE~\'') except ~h~:t h'-33.~ 'k)-es not :~ppiy vd::.ert: tlK~ ;.::.pp~k:;..n~t ~rco~)~~~-~t ao /~l.~tt:orHy 
o~h~r th;;n~~ l-:b.~~ <:otli':- ;.() h~ th~ JJ=lF.A ~nd ~}k: (ho~~n !PE/\ .ha~ nc·~~n~~~ fbe intenH-rl~c~tl~sJ J1~~r>..:~Hl ~.HJ.d~r Rule 66. ~ r.~~(h) 1.h3t ~:...:::~tH.~n 
t·ph'<~t~w; ~~f ~h3 ~ IH;·o;:.n.1<~i~ona1 ~,:;:;3n: h~ng. A:tl~horny ·•Ni.U tl~A h~ ~(~ ~'tinsldertd. 

if ~h~ $ i)p~nion ~~~- H:~ pS'<)·\'iJ~d ~:.1XH';.:;\ \..~i.'n)~.id~r;.:;~d t(~ h~.:~ tl '\:~·:dHeu opinion o{ iJw JPE.A~ th\:~ 3ppb~-:;~nt is ~tn~he-d 1.\.) Sl.1hinh to tl:1:e 
lPFi·{. ~ "''·:r~iten t~p.ly ;.oge~hi:r·~ ~, .. h~.re·appn.)r•date~ ~sh.h a~ti~:udn1~t:~;;. be:t~ .. ~·~t: th~. ~:);piri~~ion ·Df 3 n::.:(:-~i!.h~ f~~nn the d<ttt..: ~~r in~iHfig 
~ .. ·f :F~~rttl PC~T/!SA/::.10 (;>f b-enne ~1-l~': ~~ p~t2ii9tl ~~:f ·::2 W~t~nth~ Jl--·orn H~ r·r.iorHy dl.$i:e·.~ ',~··h~o;.~he''i((:.f ~-~p.ir~-~~ ;:!;\;~r. 

Ft·t J~nih~-l· (:-p:ion~~ ~cc l\nJx! PCTl1s .. ~\/2.10. 

i:M 
":-......._,, .. ~v/' 
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INTERNA.:TION.AL SEA .. RCHlNG .AtlTHORlTY 

! ~.,..,,..~~ ~~.,.:-. ···<·:<~-.::.-..-~-'I:~· .... ~··, ..... N .. \ ! --~~~lo---~_.,,~fv~_, _, ,.~·l51\._."~'i·.··~-~, c. 

I U(""f' II r~·"'!ciH 'J ,n·yr6 ... " 
~ 3.:· -·-~~~~-:-..'1~Vl;t.,"1lV~i !t..~ 
I 

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~!..~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

[]a tran>;lation oftht~ intt:nli;fional appkati<;n mto , ·whid; b tb<} hH;gua;~W nl· a 
imndat'ion Jumislwd for !h<: pU!}V'>~~s of int~mliltt<)nal ~;c:nrch (t{uks l2J{n) nnd 23l(b)) 

'l'hi:; opininn .has l:>e:;:n '";l«hli shed l«kin~-; in(o a~~C><mt lh;;; ~~•:Hfkat!<m '.if an {>hvi<Jll~ ml~t~k•~ lWih>thed t:<y '!r lmtiikd 
~~,f (h:~~~ ~\.wJ:\~{ky mKk::: Ruk: 91 (R:t.lk ~t~hi:..o.·J~:J}~ 

3. \Vi~h J):.~g~-!rd io i3ny UtH,~l~:{$ikk~ .;:o.l~l/{)f ~nnJn~.) ~~cid ~<.":(~U~"~H=~= d3.:~::.:ios\2:d ~~:-~ th~~ lnfx~.rtl!Hiorut·~ apph(~~~ti<>t't. lh1~ opin.kw!. h;l:'~. 'h~~n 

<~~~{{hl3:·;h~d Of~ Lhx~ ba;:\is of: 

.- .. B .. S\X_{Ht~Bt~x: "ii.stiu_g fil\:~i! or· fu~~Hi.Sht~ii 

D o.npar~r 
D ·~u ~--k~l...'h·unk~ k~nn 

h. H~t!~: -:):f fi.llng: <H~ fBrni~~hlng 

D ~;:.fmhtln~d 3n th:::. intt~rnath::i.n;3l ~~pplk~;rtlt·~~ ;3~; H'h~d. 
[~~] hkd ~:t~g::~~h;,;_~r ),\·ii.h ~hi.:.~ ink£rt,1titfnal 'r}:'P-~~,':~~hon hi. (:·h~~.tron;,. fon:). 

0 
.... 

f~.lrni~.:!H;:d ;;~~b>::.i~'-~it~':~ntly ~{) thi:; .-=\:~~~JK~ri~:r f<~r ~Jl~~ p~Hl~~$<.~:; "'rf ~.:e~~(~~·h. 

~.n addh.ic~tl., in ih~ \,~;b~ :h2t ttli}:t.-e th»n on~- \·\~rS.ic".!f! qr ~i::Hp)' o{ 2 S~-qucnce .h~~iln~~: h~~~- b~tti Hh.:d {)_f r~~rnis.h~d. th-e .r·~-qnir~:.J 

~a~;~:~k~t.l1~':nb ~h$.t H~~.:: i.~~fos.tn~~J.iO~i. jn Hu:::- ~:·ub~~:!qv-i.:~n~ t)f addH.i;.:.:.::.tn! "-'(l_p~c::::. i':::. ~d~.::fl~i<._~~-d ~o th~l~ h~ :h\:· .~:;ppl~~~>:~~li\.}f.l a:?. fik.:.:l. ~::;r <h:.~.:.:S: 
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"\Vl:U11'EN OPlNlON OF THE 
lNTF::RNATWNAL SEARCJUNG At:THOIUTY PCT/VS20 13/027676 

Th{.·:. qtH.:~:)~~('H'~~ ".0./h~::thx~x th~.:~ ;.:Lst:~n~x~d ·mvx~~}ilon aprR·:~:r::) ~:<.1 h~::: n\_)~·t~t to ·m'<.··ol;,-'(:: {H:\. irf'-<12n.~~\·'f:. :'.t~::p {~c: hf: rt(~n i.:~h\:'i.OH:S.\ or t~} hx~ 

i1~d~J:::h~::iH:.Y ap.-pl.ii.."ahh;. fw;·\:~ n,;.~ f.K".X~Jt t;,~.Jiinh~t~d i.~l y,:::s:p~;:~.:~ {~f: 

D 

~ 

D 

Tht· ~~ui~.k~;,_":t ·!n.::;.tr,~r ut\J~~hn~ l. .. J4 ,;.~tnd. 45 .. 5~ ... ~ :t$ dh~,":~<:d ~({ a rt)l:.th.:Jd fbr ~.r~::.$:t~nx.:nt (.If tht: hnn)~m t.}\_.,J) .. by ~h~r;:-:tp·y 
(r·cT Ruk~ 4.3 hi~. :l(!) ) .. Hn.k 67. ~ (~v}} 

d·l~ d~:;»:r~pt~on~ t:1~~hns Qf d~<r'-''~nrs {ii;_.:.il<'~<<u~~·pru·.f~·(';:'<t,'la.r ij~;~~-~:.~~~~u. b(:'l~·)!-:··) or s~:.~d .~:h.t~Jn~ !\fo:;. 
:·~re ~o l:.H1>~·.l~:.-~~· rh.-~; :n<:- tne:an.ingfu1 f~pitil().O. cc~uJd be fo:fmed f\rr:-:··i:.'{.i)~;: 

C~Jahn~: 7 .. ·; 3~ 24: .. 30~ J ·f ~ 3:~ .. 34~ £Wd. 39 [!i'~~ ttf~(::J~~m·· .. ~~t~t<..~ :Jh':~y· (~~{h~r dlr~cr~y <<r indirx\.~Hy r{~f(::r ·to {Ji).t~ (;f c1::}.i1'f3::i \Vhi:¢h 
~~t(':·not d.":."<tH<:d ~B ~li.~\.~'):-.:d:~K~t~ ;,:orith PC:-r R\~k· ~.~~(<~) fPC~T A.rtk.k 6). 

rh~ ~~hlirr~~, t~r :)2~d ~~al~n.$ N·o~·. 

by ~h~. d~:;:-:..~'".\pilo.~'l ~h»t .o.c~ :~3e;.u..1ifi_gf~~! ~)piu~o:n C(:·~~k:. bt k>nned (-..f'~r:.:i:4}·.t 

D 

D 

D 

f~n·ni~J: ~ ;i-t::qtl\:~H<X~ ih;:~ing on pi.lper ~on.1plyh.1g ·-.dth ~h\:~ :)~~ndard p~-..:r·{~dt::J fc:·r .in /\nnex (~ t•J ~h~ .. ·~~drr:in~str~Hiv~ 
r8~nh,~;..~<)~~·, af:d st.K~h u~t£ng ~~.:as at•!· ;r~,-·-;.~HHhk~ to ih~ 1f!k:n1~H~o.o.al S:e;.n,'t:'h~ng Auti:::erdty in ~1 HHTH and fJ:H.H~net >3\..~\..~'.:;~pt2hlt!' 
Wit 

hwn.~:~h a s~qu~~n~;~~ lj:;~.~n~~ $n . .;.;~i~~;.:h·(J:ni~:~: i<wn). ;.:r~(np~y:!ng .;;•>Hh ih.~:;. ~::~-~nd;3:t.t~! prnvi.:.:k:d k1r in Arw~.;.;_ C r~f tht~ .·'\dn1~J·~jst:~~tn:<?. 
h.tr~.K~Hr~~3:')~ ;$nd ~uch }j3t~ng :r,.J,./:$~- not a-..·f~:d;3b.k~ k~ the hl~~~nw~_h_')·t·i:d Se~1r(:h:ir{g -"\uth~·Hity .~r~ ~,~ fQnn and .~."t)~lnn~~.r ~'1i..~G'.:~_pt;:1hk': 

PH}/ thf: -:~qtHi'\:Xi t~'!:l::.::. fl:.tr:OjRh~ng .~~:e. fox th~~ rnrt~l:~}l.~H11 r~f a S\:~·qUei~~'.".~: Ji:~t~ng $_o_ f~.~p{·~n::;f-:. fo ~~rt 'lH.Vl:;~~j.c)f~ j:HKi::~r Rn.k~ 
·~ Jt.f~L 1(;3} f){ (h), 
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Hn.'i. N<). V H<~ai<<W\~d ~t~i@wut UMk'r ){n!x· 4Jhi~.hi>)f0 wit!:> J'q~an'l h> !!Xn·db\ ·!tn·<)l">ih'>' %!tl* (>!' lnd.wstr!ls.l appHl.'u.h!Hty; 
df;lt!Ooni\ at;d exp!a;;;lthll;; SUfl~><Wting SBdl ~t;~tNl:ll.'nl 

The subject rnattcr nf claim 35 rdates to a kit cmnprhing: u pharmuccmkal tre::ltl11Cnt blister 

can! wlth a plurality of hlb!Cr cavities.; ~e\'en tG t<.vc.nty dght dally dtisagc~ of a K.;::p 

channel op;:)m::r.; and s~:vcn to hv\~nly dght d;lily dosag~~~ of a fih!i:l:te or a &;'llt thncnt., 

\vhcrdn the dally dosages o:t ~aid KAw channel OjWm::r and :><lid f1brak an:: ::;ob>ptinwl 

db,:k:·scs a 1\wmuh:.Hon comprising a KArl' channd l:>tx:nGr and :!1bra:!;:: ($;::(~ dahn~ 13 and 16 

in DL) and admini:,;tration of said fnrmuJati~:m fm· 7 i:>r mm:(; days (S(;C pa:mgmph [0301] m 

DL), \vherdn the admini~tradon of the f(mmllation tmty i!Klude (:hC<llating do:<.e from a 

starti11g dn~c (Sec paragraph [0121] in D! }. 

plurality of bli~t(;':r caville:,;, H<.lwcvcr, said n~aturc i;; merely a ma!tcr of design op1bn 1.vhen 

!he general knowledge in rck:vmr! tk!d Gf !he m:t i~ used, 

Ex. 2002-1427



VI'IUTTEN OPINION OF THE 
lNT.ERNi\.'HONAL SEARfTHNG AJ!TliORITY 

! 

! 1k•1i l'·h '!/H C<:'s-ta!n dl!f~d,:; in tis<:' iui.<~rm~ih:m~l ~~Jlf>lk~tin:o 
! 

PClYVS2lH 3/0:27676 

Ck~in~s 6~ s~ 1 l.~ ~5.~17 ~ i9~.2~\ :::!5·~29~ 32~ :~f<-:~ 40~43._ ;xnd 4·?~$2 d<~ nt~~ ,~,~-~-uply ~, .. il.h P('T RuJ\.~ 6.4(~~)~ b~'i:{H~.:w: ::nuhipk 
dcp.~:::n~J~.:~ui ,-:k~$.i_U~ :::h.onld .. nt.~~ ~,~r\·~~ a:.; ;s h:~~~h: t~:·r ;~ny {~th~~r nJ.a·!~~pk: d~~p,;~n.;.k~nt daixn. 
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"\Vl:U11'EN OPlNlON OF THE 
lNTF::RNATWNAL SEARCJUNG At:THOIUTY 

1 n <.';J~'" Hw ;,p;~,,~, ifi ;my of t.h.: !H'<?<:<?dltlg. !wx~'jl is 1u~<f snmd~;.nt, 
C>~nthm;A~c~tl \).f : l{(t"< :No_. \? 

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, 

;nk:~s"l~h(H~.;,~J '~ppl~\.~~3tio:~ N~>. 

J~CT!l.1S20 U/027676 

Therdorc, daim 35 is n<n·;~1 tmdex PCT A.riide 33{2), hu! lacks ;1:11 inventi:ve ;;;l>::p l.mder PCT 

l.l. Dependent t.Jain:l:'> J6, 37, and 44 

Claims 36, 37·, and 44, nltlrm::!dy tk~}K~nd<.::trt on <:::him 35, <:Jd'in\:~ c<::mknt& nf &<tid plu:n~!Hy of 

bli:>kr cavitie:.:; {daint:,; 36 and 37); <md a !J-'tK of :>aid fibnll<::~ or a sah lh;;:reof {daim 44). D! 

do(;i:i not exphdtly dh::do:'>c the <Hidi!ional features >;_;f cJairn'-' 36, 37, and 44. Hnw~'·{~l~ saki 

:!hitJ,.ln~s m·e mt-:rdy mK~ of scveml stnllghtthrward p\iSSihilitks from '\Nhid1 a skilkd p(:r~O<l in 

ihc m"! \vnnld sded in a\x:or<,l;rm::(: wifh drq:unstan<:cs, \vhhout ihe (:>:<.~rdsc !:If inve:;:lthT skill, 

in order to soh .. ,: the pn.>bkm Wh~~d. T!1crdon\ ohinJ:.> 36, 37, and 44 arc ~wvd rmdcr PCT 

Artidc 33{2}, hut lack an hwcn!ivc step nnder PCT Artk:k 33(3). 

(J~th:ns 35 .. 37 and 44 are industriaJly ~~ppUcabh; 1u1der PC~T· ;.\rtic1e 33(4) .. 
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14/940,018 ll/12/2015 NeilM. Cowen CAPN-034/04US 6992 

TITLE OF INVENTION: METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR SMITH-MAd~&Ht~ROME 

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE 

nonprovisional SMALL $480 

EXAMINER ART UNIT 

OH, TAYLOR V 1625 

l. Change of correspondence address or indication of "Fee Address" (37 
CFR 1.363). 

0 Change of correspondence address (or Change of Correspondence 
Address form PTO/SB/122) attached. 

0 "Fee Address" indication (or "Fee Address" Indication form 
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer 
Number is required. 

PUBLICATION FEE DUE PREY. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE 

$0 $0 

CLASS-SUBCLASS 

514-223500 

2. For printing on the patent front page, list 

( l) The names of up to 3 registered patent attorneys 
or agents OR, alternatively, 

(2) The name of a single firm (having as a member a 
registered attorney or agent) and the names of up to 
2 registered patent attorneys or agents. If no name is 
listed, no name will be printed. 

$480 09/28/2017 

2 ________________________ _ 

3 ________________________ _ 

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type) 

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for 
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment. 

(A) NAME OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY) 

Please check the appropriate assignee category or categories (will not be printed on the patent) : 0 Individual 0 Corporation or other private group entity 0 Government 

4a. The following fee(s) are submitted: 

0 Issue Fee 

0 Publication Fee (No small entity discount permitted) 

0 Advance Order- #of Copies _________ __ 

5. Change in Entity Status (from status indicated above) 

0 Applicant certifying micro entity status. See 37 CFR 1.29 

0 Applicant asserting small entity status. See 37 CFR 1.27 

0 Applicant changing to regular undiscounted fee status. 

4b. Payment ofFee(s): (Please first reapply any previously paid issue fee shown above) 

0 A check is enclosed. 

0 Payment by credit card. Form PT0-2038 is attached. 

0 The director is hereby authorized to charge the required fee( s ), any deficiency, or credits any 
overpayment, to Deposit Account Number (enclose an extra copy of this form). 

NOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/l5A and l5B), issue 
fee payment in the micro entity amount will not be accepted at the risk of application abandonment. 

NOTE: If the application was previously under micro entity status, checking this box will be taken 
to be a notification of loss of entitlement to micro entity status. 

NOTE: Checking this box will be taken to be a notification of loss of entitlement to small or micro 
entity status, as applicable. 

NOTE: This form must be signed in accordance with 37 CFR 1.31 and 1.33. See 37 CFR 1.4 for signature requirements and certifications. 

Authorized Signature _______________________ _ Date ____________________ _ 

Typed or printed name ______________________ __ Registration No. ________________ _ 
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Determination of Patent Term Adjustment under 35 U.S.C. 154 (b) 
(Applications filed on or after May 29, 2000) 

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance. 

Section 1(h)(2) of the AlA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(i) to eliminate the 
requirement that the Office provide a patent term adjustment determination with the notice of allowance. See 
Revisions to Patent Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no longer 
providing an initial patent term adjustment determination with the notice of allowance. The Office will continue to 
provide a patent term adjustment determination with the Issue Notification Letter that is mailed to applicant 
approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on the 
patent. Any request for reconsideration of the patent term adjustment determination (or reinstatement of patent term 
adjustment) should follow the process outlined in 37 CPR 1.705. 

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of 
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be 
directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0 101 or (571 )-272-4200. 
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B 

The Paperwork Reduction Act (PRA) of 1995 requires Federal agencies to obtain Office of Management and 
Budget approval before requesting most types of information from the public. When OMB approves an agency 
request to collect information from the public, OMB (i) provides a valid OMB Control Number and expiration 
date for the agency to display on the instrument that will be used to collect the information and (ii) requires the 
agency to inform the public about the OMB Control Number's legal significance in accordance with 5 CFR 
1320.5(b). 

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain 
or retain a benefit by the public which is to file (and by the USPTO to process) an application. Confidentiality is 
governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete, 
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary 
depending upon the individual case. Any comments on the amount of time you require to complete this form 
and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and 
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, Virginia 22313-1450. DO NOT 
SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 
1450, Alexandria, Virginia 22313-1450. Under the Paperwork Reduction Act of 1995, no persons are required to 
respond to a collection of information unless it displays a valid OMB control number. 

Privacy Act Statement 

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your 
submission of the attached form related to a patent application or patent. Accordingly, pursuant to the 
requirements of the Act, please be advised that: (1) the general authority for the collection of this information is 
35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which 
the information is used by the U.S. Patent and Trademark Office is to process and/or examine your submission 
related to a patent application or patent. If you do not furnish the requested information, the U.S. Patent and 
Trademark Office may not be able to process and/or examine your submission, which may result in termination of 
proceedings or abandonment of the application or expiration of the patent. 

The information provided by you in this form will be subject to the following routine uses: 
1. The information on this form will be treated confidentially to the extent allowed under the Freedom of 

Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records 
may be disclosed to the Department of Justice to determine whether disclosure of these records is required 
by the Freedom of Information Act. 

2. A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence 
to a court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of 
settlement negotiations. 

3. A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a 
request involving an individual, to whom the record pertains, when the individual has requested assistance 
from the Member with respect to the subject matter of the record. 

4. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having 
need for the information in order to perform a contract. Recipients of information shall be required to 
comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m). 

5. A record related to an International Application filed under the Patent Cooperation Treaty in this system of 
records may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property 
Organization, pursuant to the Patent Cooperation Treaty. 

6. A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes 
of National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 
218(c)). 

7. A record from this system of records may be disclosed, as a routine use, to the Administrator, General 
Services, or his/her designee, during an inspection of records conducted by GSA as part of that agency's 
responsibility to recommend improvements in records management practices and programs, under authority 
of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations 
governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive. 
Such disclosure shall not be used to make determinations about individuals. 

8. A record from this system of records may be disclosed, as a routine use, to the public after either publication 
of the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a 
record may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the 
record was filed in an application which became abandoned or in which the proceedings were terminated 
and which application is referenced by either a published application, an application open to public 
inspection or an issued patent. 

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law 
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation. 
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Notice of Allowability 

Application No. 
14/940,018 
Examiner 
TAYLOR V OH 

Applicant(s) 
COWEN, NEIL M. 
Art Unit AlA (First Inventor to File) 

1625 Status 

Yes 

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address-­
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOW ABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1. [8] This communication is responsive to 4125117. 

D A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on ___ . 

2. D An election was made by the applicant in response to a restriction requirement set forth during the interview on __ ; the restriction 
requirement and election have been incorporated into this action. 

3. [8] The allowed claim(s) is/are 3-9.15.19.24.25 and 27-29. As a result of the allowed claim(s), you may be eligible to benefit from the 
Patent Prosecution Highway program at a participating intellectual property office for the corresponding application. For more 
information, please see http://www.uspto.gov/patents/init_events/pph/index.jsp or send an inquiry to PPHfeedback@uspto.gov. 

4. D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

Certified copies: 

a) D All b) D Some *c) D None of the: 

1. D Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. __ . 

3. D Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 

* Certified copies not received: __ . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

5. D CORRECTED DRAWINGS (as "replacement sheets") must be submitted. 

D including changes required by the attached Examiner's Amendment I Comment or in the Office action of 
Paper No./Mail Date __ . 

Identifying indicia such as the application number {see 37 CFR 1.84{c)) should be written on the drawings in the front {not the back) of 
each sheet. Replacement sheet{s) should be labeled as such in the header according to 37 CFR 1.121{d). 

6. 0 DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 

Attachment(s) 
1. D Notice of References Cited (PT0-892) 

2. [8] Information Disclosure Statements (PTO/SB/08), 
Paper No./Mail Date 4/25/17 

3. D Examiner's Comment Regarding Requirement for Deposit 
of Biological Material 

4. D Interview Summary (PT0-413), 
Paper No./Mail Date __ . 

U.S. Patent and Trademark Off1ce 

PTOL-37 (Rev. 08·13) 
20170609 

5. D Examiner's Amendment/Comment 

6. [8] Examiner's Statement of Reasons for Allowance 

7. D Other __ . 

Notice of Allowability Part of Paper No./Mail Date 
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Page 2 

The present application, filed on or after March 16, 2013, is being examined 

under the first inventor to file provisions of the AlA. 

Continued Examination Under 37 CFR 1. 114 

A request for continued examination under 37 CFR 1 .114, including the fee set 

forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 

application is eligible for continued examination under 37 CFR 1 .114, and the fee set 

forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 

has been withdrawn pursuant to 37 CFR 1 .114. Applicant's submission filed on 4/25/17 

has been entered. 

Reasons of Allowance 

Claims 3-9,15,19,24-25,27-29 are pending. 

Claims 3-9,15,19,24-25,27-29 are allowed. 

I. The following is an examiner's statement of reasons for allowance: 

o The IDS filed on 4/25/17 have been reviewed and considered; however, 

they are irrelevant to the claimed invention. 

o The close prior art to the current invention is Cotter (US2014/0364367) 

which teaches the combinational use of various active ingredients of a 

KArP channel opener in general and other therapies for treating an 

aggressive behaviors in a subject having PWS. However, there is no 
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motivation or suggestion in the prior art to use the specific diazoxide alone 

for at least 1 0 weeks to treat an aggressive behaviors in a subject having 

PWS. Therefore, it would have been unobvious to the skilled artisan in the 

art to arrive at the claimed invention. 

Any comments considered necessary by applicant must be submitted no later 

than the payment of the issue fee and, to avoid processing delays, should preferably 

accompany the issue fee. Such submissions should be clearly labeled "Comments on 

Statement of Reasons for Allowance." 

Any inquiry concerning the communication after allowance such as sending all 

post-allowance correspondence should be directed to" Box Issue Fee" or faxed directly 

to PUBS at 703-305-8755. This will expedite the process of these papers. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). 

/TAYLOR V OH/ 

Primary Examiner, Art Unit 1625 

6/10/17 
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WEST Search History for Application 14940018 

Creation Date: :2017061000:07 

Interference Searches 

Query DB Hits Op. Plur. Thes. Date 

(aggressive or psychotic) and behavior$ 1 PGPH, 43791 ADJ YES 06-10-2017 
lJSPT 

((aggressive or psychotic) and behavior $ 1) and PGPB, 4260 ADJ YES 06-10-2017 
(prader $ 1 wHH syndrome or pws or smith $ USPT 

1magenis syndrome or sms) 

((aggressive or psychotic) and behavior $1 and PGPH, 396 ADJ YES 06-10-2017 
(pmdE.~r $ lwini syndrome or pws or smith $ lJSPT 
1magenis syndrome or sms)) and diazoxide 

((aggressive or psychotic) and behavior $ 1 and PGPB, 8 ADJ YES 06-10-2017 
(prader $ 1 wHH syndrome or pws or smith $ USPT 

lmagenis syndrome or sms) and diazoxide) and 
katp channel opener 

((aggressivE.~ or psydwtie) and behavior$ 1 and PGPB, 305 ADJ YES 06-10-2017 
(prader $ l wmi syndrome or pws or srnith $ lJSPT 

lmagenis syndrome or sms) and diazo xi de) and 
(514/ $.cds. or (a61k31/ $or a61k9/ $or a61k45/ 

$ or a61k38/ $ or a61 k2300/ $).cpe.) 

((aggressive or psychotic) and behavior $1 and PGPH, 286 ADJ YES 06-10-2017 
(pmder $ lwiHi syndrome or p\>vs or smith $ lJSPT 

1magenis syndronn~ or sms) and diazoxide and 
(514/ $.eels. or (a61k31/ $or a6lk9/ $or a61k45/ 
$or a61k38/ $or a61k2300/ $).cpc.)) and (human 

growth hormone or !gf $ l) 

((aggressive or psychotic) and behavior $1 and PGPH, 2 ADJ YES 06-10-2017 
(pmder $ lwiHi syndrome or p\>vs or smith $ lJSPT 

1magenis syndronn~ or sms) and diazoxide and 
(514/ $.eels. or (a61k31/ $or a6lk9/ $or a61k45/ 
$ or a61k38/ $ or a61k2300/ $).cpc.) and (human 

growth hormone or igf $ 1;) and katp channel 
opem~r 

((aggressive or psychotic) and behavior$ 1 and PGPH, 286 ADJ YES 06-10-2017 
(pmder $ lwiHi syndrome or p\>vs or smith $ lJSPT 

1magenis syndronn~ or sms) and diazoxide and 
(514/ $.eels. or (a61k31/ $or a6lk9/ $or a61k45/ 
$ or a61k38/ $ or a61k2300/ $).cpc.) and (human 

growth hormone or igf $ 1); and E.~hoHne 

WEST Search History for Application 14940018 
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Prior Art Searches 

Query DB Hits Op. Plur. Thes. Date 

(aggressive or psychotic) and behavior$1 PGPB, 45229 ADJ YES 06-09-2017 
USPT, 
USOC, 
EPAB, 
JPAB, 
DWPl, 
l'DBD, 
FPRS 

((aggressive or psychotk) and behavior$1) PGPB, 4669 ADJ YES 06-09-2017 
and (pmdE.~r $1willi syndrome or JHVS or USPT, 

smith$1magenis syndrome or sms) usoe, 
EPAB, 
JPAB, 
DWPl, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior$1 PGPB, 399 ADJ YES 06-09-2017 
and (prader $1 wHH syndrmne or pws or USPT, 
smith$1magenis syndrome or sms)) and usoe, 

diazoxide EPAB, 
JPAB, 
DWPI, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior$1 PGPB, 10 ADJ YES 06-09-2017 
and (prader $1 wim syndrome or pws or USPT, 
smith$lmagenis syndrome or sms; and USOC, 

diazoxide ) and katp (~hannel opem~r EPAB, 
JPAB, 
DWPI, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior$1 PGPB, 4 ADJ YES 06·-09--20 17 
and (prader $1wiUi syndrome or pws or USPT, 
smith$lmagenis syndrome or sms) and USOC, 

diaznxide and katp channel opener ) and EPAB, 
(human growth hormone or igf'$1) JPAB, 

DWPJ, 
TDBD, 
FPRS 

((aggressive or psy(~hotk) and behavior$1 PGPB, 3 ADJ YES 06-09-2017 
and (prader $1wini syndrome or pws or lJSPT, 
smith$1magenis syndrmne or sms) and USOC, 

Prior Art Searches 

Ex. 2002-1453



diazoxide and katp t~hannel opener and EPAB, 
(human grmvth hormone or igf$1)) and JPAB, 

choline DWPI, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior$1 PGPB, 308 ADJ YES 06·-10--20 17 
and (prader $1wiU! syndrome or pws or lJSPT, 
smith$1magenis syndronn~ or sms)) and USOC, 
diazoxide and (514/$.cds. or (a61k31/$ or EPAB, 

a61k9/$ or a61k45/$ or a61k38/$ or JPAB, 
a61 k2300/$).cpt\) DWPJ, 

TDBD, 
FPRS 

((aggressive or psyt~hotk) and behavior$1 PGPB, 10 ADJ YES 06-10-2017 
and (prader $1wini syndrome or pws or lJSPT, 
smith$1magenis syndrmne or sms) and USOC, 

diazoxide and (514/$.cds. or (a61k31/$ or EPAB, 
a6fk9/$ or a61k45/$ or a61k38/$ or JPAB, 

a61k2300/$).cpe.) ) and katp d1anm~l DWPJ, 
opener TDBD, 

FPRS 

((aggressive or psydwtk) and bt~havior$1 PGPB, 9 ADJ YES 06-10-2017 
and (prader $1willi syndrome or pws or lJSPT, 
smith$1magenis syndrome or sms) and USOC, 

diazox!de and (514/$.cds. or (a6fk31/$ or EPAB, 
a6lk9/$ or a61k45/$ or a61k38/$ or JPAB, 

a61k2300/$).cpc.) and katp channel opener DWPI, 
) and choline TDBD, 

FPRS 

Prior Art Searches 
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Docket No.: SLN0-034/04US 333072-2375 
PTE Application for U.S. Pat. No. 9,757,384 

VYKAT™XR 
(PATENT) 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

First Inventor: Neil M. COWEN Assignee: Essentialis, Inc. 

Confirmation No.: 6992 

Patent No.: 9,757,384 Unit: Office of Patent Legal 
Administration 

Issue Date: September 12, 2017 Examiner: Taylor V. OH 

Application No.: 14/940,018 

For: METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI 
SYNDROME OR SMITH-MAGENIS SYNDROME 

Commissioner of Patents and Trademarks 
P.O. Box 1450 
Mail Stop: Hatch-Waxman Patent Term Extension 
Alexandria, VA 22313-1450 

APPLICATION FOR EXTENSION OF PATENT TERM UNDER 35 U.S.C. § 156 

Dear Sir/Madam: 
INTRODUCTORY COMMENTS 

Applicant, Essentialis, Inc. ("Essentialis"), hereby submits this application for extension 

of the term of United States Letters Patent No. 9,757,384 (the '384 patent) under 35 U.S.C. § 156 

based upon the regulatory review period that ended with the Food and Drug Administration's 

("FDA") approval ofNew Drug Application ("NDA") number 216665 for VYKAT™ XR 

( diazoxide choline) extended-release tablets, for oral use. Information in accordance with the 

requirements specified in 37 C.F.R. § 1.740 is provided herein. 
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Docket No.: SLN0-034/04US 333072-2375 
PTE Application for U.S. Pat. No. 9,757,384 

VYKAT™XR 

The '3 84 patent contains method of treatment claims directed to the approved use of the 

active ingredient in VYKAT™ XR (diazoxide choline), extended-release tablets for oral use (see 

Exhibit 1). On March 26, 2025, an NDA for VYKAT™ XR (diazoxide choline), extended­

release tablets for oral use was approved for commercial marketing or use under Section § 

505(b)(2) of the Food, Drug and Cosmetic Act. NDA number 216665 relates to the use of 

VYKAT™ XR (diazoxide choline) for the treatment of hyperphagia in adults and pediatric 

patients 4 years of age and older with Prader-Willi syndrome (PWS). 

This application for patent term extension of the '384 patent is based upon the regulatory 

review period that ended with the approval ofNDA number 216665 on March 26, 2025. 

Applicant is concurrently submitting applications for extension of the term of U.S. Patent No. 

7,799, 777 (the '777 patent), U.S. Patent No. 7,572,789 (the '789 patent), and U.S. Patent No. 

12,178,823 (the '823 patent) under 35 U.S.C. § 156 in connection with the same regulatory 

review period. The '777 patent and the '789 patent contain claims to the approved product. The 

'823 patent contains claims directed to the approved use of the product. 

Applicant understands that multiple applications for extension of term under 35 U.S. C. 

§ 156( d)(1) may be filed in connection with any particular regulatory review period, but that only 

one such application may be granted per regulatory approval. Accordingly, Applicant intends to 

withdraw all but one application for extension of term filed under 35 U.S.C. § 156(d)(1) in 

connection with NDA number 216665 prior to the grant of any extension of term of any patent 

under 35 U.S.C. § 156(d)(1). See also Section 13 of this application. 

Applicant represents that Essentialis is the assignee of the entire right, title and interest in 

and to the '384 patent granted to Essentialis on September 12, 2017, by virtue of assignment of 

U.S. Application No. 14/940,018 by the inventor, Neil M. COWEN on November 13, 2015 and 

recorded for the Patent with the Office on November 13, 2015 at reel/frame 037039/0755. 

A copy of the assignment is included as Exhibit 2. 
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Docket No.: SLN0-034/04US 333072-2375 
PTE Application for U.S. Pat. No. 9,757,384 

VYKAT™XR 

Patent owner Essentialis is a wholly owned subsidiary of Soleno Therapeutics, Inc. 

("Soleno"). Soleno is the current marketing applicant for NDA 216665 for VYKAT™ XR. 

The acquisition ofEssentialis by Capnia, Inc. ("Capnia") was completed on 

March 7, 2017. At that time, Essentialis merged with a wholly owned Capnia subsidiary­

Company E Merger Sub, Inc. -with the surviving corporation after the merger being Essentialis. 

See Exhibit 3. Capnia underwent a name change to Soleno Therapeutics, Inc. on May 12, 2017. 

See Exhibit 4. 

PTE Applicant and patent owner, Essentialis, is authorized to rely upon the activities of 

Soleno and its affiliates before the Food and Drug Administration during the regulatory review 

period for VYKAT™ XR in its request for extension of patent term for the purposes of this 

application for patent term extension of the '384 patent. See Exhibit 5. 

As noted above, Soleno is the Marketing Applicant (see Exhibits 6 and 7) and conducted 

certain studies leading to approval by the FDA ofNDA 216665 for VYKAT™ XR and will 

commercialize the approved product. Essentialis was the original sponsor of IND 73,179 and 

IND 132,498, which were later transferred to Soleno. Data generated under these INDs were 

included in NDA 216665. Sponsorship ofiND 73,179 was transferred to Soleno on 

July 12, 2017. See Exhibit 8. Sponsorship ofiND 132,498 was transferred to Capnia on or 

about March 10, 2017 (see Exhibit 9), after which the name of the sponsor was changed to 

Soleno (see Exhibit 4), and the FDA was notified of the change on May 22, 2017 (see 

Exhibit 10). 

Pursuant to the provisions of37 C.F.R. § 1.730, Applicant hereby applies for an 

extension of the term ofU.S. Patent No. 9,757,384 under 35 U.S.C. § 156 of 1230 days based on 

the materials set forth herein and in the accompanying submissions. 

In the materials which follow, numbered paragraphs (1) through (15) correspond to 

paragraphs (1) through (15) of37 C.F.R. § 1.740(a). 
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Docket No.: SLN0-034/04US 333072-2375 
PTE Application for U.S. Pat. No. 9,757,384 

VYKAT™XR 

1. Identification of the Approved Product [37 C.F.R. § 1.740(a)(l)] 

The approved product is "VYKAT™ XR (diazoxide choline) extended-release tablets, 

for oral use." VYKAT™ XR is indicated for the treatment of hyperphagia in adults and 

pediatric patients 4 years of age and older with Prader-Willi syndrome (PWS). 

The chemical name for diazoxide choline is 7-Chloro-3-methyl-IA6, 2,4-benzothiadiazin-

2-ide 1,1-dioxide 2-hydroxyethyl(trimethyl)azanium. Diazoxide choline is also referred to as a 

"KATP channel opener". The molecular weight is 333.83 g/mole, and the molecular formula 

is CsH6ClN202S•CsH14NO. The structural formula is: 

VYKAT™ XR is provided as extended-release tablets for oral administration. 

VYKAT™ XR is provided in three strengths: 

Each VYKAT™ XR, 25mg tablet contains diazoxide choline 25 mg. 

Each VYKAT™ XR, 75mg tablet contains diazoxide choline 75 mg 

Each VYKAT™ XR, 150mg tablet contains diazoxide choline 150 mg 

A complete description of the product is set forth in Section 11 of the VYKAT™ XR 

Prescribing Information ("PI"), provided as Exhibit 11. 
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Docket No.: SLN0-034/04US 333072-2375 
PTE Application for U.S. Pat. No. 9,757,384 

VYKAT™XR 

2. Federal Statute Governing Regulatory Approval of the Approved Product 

[37 C.F.R. § 1.740(a)(2)] 

The approved product was subject to regulatory review under § 505(b )(2) of the Federal 

Food, Drug, and Cosmetic Act ("FDCA") (21 U.S.C. § 355 et seq.). 

3. Date of Approval for Commercial Marketing [37 C.F.R. § 1.740(a)(3)] 

NDA number 216665 for VYKAT™ XR (diazoxide choline), extended-release tablets 

for oral use was approved for commercial marketing or use under § 505(b )(2) of the FDCA on 

March 26, 2025. A copy of the approval letter from the FDA is provided as Exhibit 7. 

311411094 

4. Identification of Active Ingredient and Certifications Related to Commercial 

Marketing of Approved Product [37 C.F.R. § 1.740(a)(4)] 

(a) The active ingredient in VYKAT™ XR (diazoxide choline), extended-release 

tablets for oral use is diazoxide choline. The chemical name for diazoxide choline 

is 7-Chloro-3-methyl-IA6, 2,4-benzothiadiazin-2-ide 1,1-dioxide 2-

hydroxyethyl(trimethyl)azanium. The molecular weight is 333.83 g/mole, and the 

molecular formula is CsH6ClN202S•CsH14NO. The structural formula is: 

An alternative name for diazoxide choline is: 7-chloro-3-methyl-2H-1,2,4-

benzothiadiazine dioxide:2-hydroxy-N,N,N-trimethyl ethanaminium (1: 1) salt. 
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Docket No.: SLN0-034/04US 333072-2375 
PTE Application for U.S. Pat. No. 9,757,384 

VYKAT™XR 

(b) On information and belief, Applicant certifies that diazoxide choline, the active 

ingredient in VYKAT™ XR, had not been approved for commercial marketing or 

use under the Federal Food, Drug, and Cosmetic Act, the Public Health Service 

Act, or the Virus-Serum-Toxin Act prior to the approval granted on 

March 26, 2025. 

(c) NDA number 216665 was approved on March 26, 2025. A copy of the approval 

letter from the FDA is provided as Exhibit 7. 

5. Statement Regarding Timeliness of Submission of Patent Term Extension 

Request [37 C.F.R. § 1.740(a)(5)] 

This application for patent term extension is being timely submitted within the sixty (60) 

day period permitted for submission specified in 35 U.S.C. § 156(d)(l) and 37 C.F.R. § 1.720(±). 

The last date on which this application may be submitted is May 24, 2025 (i.e., within 60 days of 

March 26, 2025, beginning on March 26, 2025). 

6. Complete Identification of the Patent for Which Extension Is Being Sought 

[37 C.F.R. § 1.740(a)(6)] 

The complete identification of the patent for which an extension is being sought is as 

follows: 

311411094 

(a) Names of the inventors: Neil M. COWEN 

(b) Patent Number: 9,757,384 

(c) Entitled: METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI 

SYNDROME OR SMITH-MAGENIS SYNDROME 

(d) Date oflssue: September 12, 2017 

(e) Date ofExpiration: November 12, 2035 
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Docket No.: SLN0-034/04US 333072-2375 
PTE Application for U.S. Pat. No. 9,757,384 

VYKAT™XR 

7. Copy of the Patent for Which an Extension Is Being Sought 

[37 C.F.R. § 1.740(a)(7)] 

A copy of U.S. Patent No. 9,757,384 is provided as Exhibit 1. 

8. Copies of Disclaimers, Certificates of Correction, Receipt of Maintenance 

Fee Payment, or Reexamination Certificate [37 C.F.R. § 1.740(a)(8)] 

(a) No terminal disclaimers have been filed for U.S. Patent No. 9, 757,384. 

(b) No Certificates of Correction have been filed for U.S. Patent No. 9,757,384. 

(c) The first maintenance fee window opened on September 12, 2020, and closed on 

September 13, 2021. The first maintenance fee was paid on February 24, 2021. 

A copy of the receipt for payment of the first maintenance fee is provided as 

Exhibit 12. 

(d) The second maintenance fee window opened on September 12, 2024, and closes 

on September 13, 2025. The second maintenance fee was paid on 

January 13, 2025. A copy of the receipt for payment of the first maintenance fee 

is provided as Exhibit 13. 

(e) The third maintenance fee window will open on September 12, 2028, and will 

close on September 12, 2029. Accordingly, the third maintenance fee window is 

not open yet. 

(f) U.S. Patent No. 9,757,384 has not been the subject of reexamination proceedings. 
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PTE Application for U.S. Pat. No. 9,757,384 

VYKAT™XR 

9. Statement Regarding Patent Claims Relative to Approved Product 

[37 C.F.R. § 1.740(a)(9)] 

The statements below are made solely to comply with the requirements of 

37 C.F.R. § 1. 740(a)(9). Applicant notes that, as the MP.E.P. acknowledges, 

37 C.F.R. § 1. 740(a)(9) does not require an applicant to show whether or how the listed claims 

would be infringed, and that this question cannot be answered without specific knowledge 

concerning acts performed by third parties. As such, these comments are not an assertion or an 

admission of Applicant as to the scope of the listed claims, or whether or how any of the listed 

claims would be infringed, literally or under the doctrine of equivalents, by the manufacture, use, 

sale, offer for sale, or the importation of any product. 

(a) Claims 1-5, 9-10, and 13-14 of U.S. Patent No. 9,757,384 claims an approved 

method of use of the approved product. 

(b) Pursuant to M.P.E.P. § 2753 and 37 C.F.R. § 1.740(a)(9), the following table is 

provided to show how claim 1 of U.S. Patent No. 9,757,384 claims the method of 

use of the approved product. 

Claim 1 of U.S. Patent 9,757,384 VYKAT™ XR (diazoxide choline) 
(Limitation by Limitation) extended-release tablets for oral use 
A method of reducing one or more aggressive behaviors in VYKA T™ XR (diazo xi de choline) 
a subject having Prader-Willi syndrome (PWS) or Smith- extended-release tablets for oral use are 
Magenis syndrome (SMS), indicated for the treatment of hyperphagia in 

adult and pediatric patients 4 years of age 
and older with Prader-Willi syndrome. See, 
e.g, Prescribing Information, Highlights, 
Section 1, Section 3, Section 11, and 
Section 14 (Exhibit 11). Hyperphagia 
manifests as a constant, insatiable hunger, 
accompanied by an intense, persistent 
preoccupation with food, an extreme drive 
to seek and consume food, food-related 
behavior problems, distress with temper 
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VYKAT™ XR (diazoxide choline) 
extended-release tablets for oral use 
outbursts if denied food, and becoming 
aggressive to obtain food. 

the method comprising administering to said subject for at In clinical trials, VYKA T™ XR (diazo xi de 
least 10 weeks a pharmaceutical formulation comprising an choline) extended-release tablets were 
effective amount of diazoxide or a pharmaceutically administered for at least 10 weeks. See, e.g, 
acceptable salt thereof, Prescribing Information, Section 14 

(Exhibit 11). Patients were administered a 
pharmaceutical formulation with an 
effective amount of diazoxide choline 
(based on the patient's weight, and in the 
form of VYKA T™ XR (diazo xi de choline) 
extended-release tablets) for a mean 
duration of 3.3 years before participating in 
the random withdrawal period study 
presented in the Prescribing Information. 
See, e.g, Prescribing Information, Sections 
2.2 and 14 (Exhibit 11). 

wherein administration reduces one or more aggressive In clinical trials, the primary efficacy 
behaviors in the subject. endpoint ofVYKAT™ XR was assessed 

using the HQ-CT (Hyperphagia 
Questionnaire for Clinical Trials), which 
assesses a range of hyperphagic and food-
related behaviors (e.g., including food-
related aggressive behaviors). See, e.g., 
Prescribing Information, Section 14 
(Exhibit 11). The totality of the clinical trial 
data for VYKA T™ XR demonstrates a 
clinically meaningful and highly statistically 
significant difference in the HQ-CT Total 
Score between the VYKA T™ XR and 
placebo groups, a substantial long-term 
reduction in hyperphagia, and that 
VYKA T™ XR reduces one or more 
aggressive behaviors in Prader-Willi 
syndrome patients who have hyperphagia 
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10. Relevant Dates Under 35 U.S.C. § 156 for Determination of Applicable 

Regulatory Review Period [37 C.F.R. § 1.740(a)(10)] 

(a) Patent Issue Date 

U.S. Patent No. 9,757,384 issued on September 12, 2017. 

(b) IND Effective Date [35 USC§ 156(g)(1)(B)(i); 

37 CF.R. § 1. 740(a)(JO)(i)(A)] 

An Investigational New Drug Application (IND) for diazoxide choline was 

submitted August 22, 2006, under§ 505(i) of the FDCA and the date of receipt 

confirmed as August 22, 2006 by FDA IND number 73,179 was assigned and 

the effective date confirmed as 30 days after receipt of the IND, 

September 21, 2006. See Exhibit 14. 

Applicant has used the date of September 21, 2006 as the "IND Effective Date" in 

its calculations below. 

(c) NDA Submission Date [35 USC§ 156(g)(1)(B)(i); 

37 CF.R. § 1. 740(a)(JO)(i)(B)} 

A New Drug Application (NDA) was submitted on June 27, 2024. A copy of the 

letter from the FDA accepting NDA number 216665 for review and reflecting the 

June 27, 2024 submission date is provided as Exhibit 6. The NDA submission 

date is also identified as June 27, 2024 in the NDA approval letter (Exhibit 7). 

Applicant has used the date of June 27, 2024 as the "NDA Submission Date" in 

its calculation below. 
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(d) NDA Approval Date [35 US. C.§ 156(g)(J)(B)(ii); 

37 C.F.R. § 1. 740(a)(JO)(i)(C)] 

The FDA approved NDA number 216665 authorizing the marketing of 

VYKAT™ XR (diazoxide choline) extended-release tablets for oral use on 

March 26, 2025. A copy of the NDA approval letter from the FDA is provided as 

Exhibit 7. 
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11. Summary of Significant Events During Regulatory Review Period 

[37 C.F.R. § 1.740(a)(ll)] 

A brief description of the significant activities by the marketing applicant (Soleno1
) 

during the applicable regulatory review period with respect to the approved product and the dates 

applicable to these significant activities are set forth in a chronological listing of events in 

Exhibits 15-17. 

Pursuant to 37 C.F.R. § 1.740(a)(11), 21 C.F.R. § 60.20(a), and M.P.E.P. § 2753, copies 

of all such communications are not provided in this application but can be obtained from records 

maintained by the FDA 

1 Soleno is the Marketing Applicant for ND A number 216665 and current sponsor of IND numbers 73,179 and 
132,498. However, as detailed in the Introductory Comments section of this application, Essentialis was the original 
sponsor of IND numbers 73,179 and 132,498. Sponsorship of these INDs was transferred to Soleno and Soleno is 
thereby authorized to rely on the activities undertaken by Essentialis of these INDs. Additionally, for the purposes 
of this PTE application, as confirmed by Exhibit 5, Essentialis, as patent owner, is authorized to rely on activities 
undertaken by NDA holder Soleno with respect to the regulatory review period associated with the approval of 
VYKAT™ XR (diazoxide choline) extended-release tablets for oral use. 
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The dates set forth in Exhibit 1, 6, 7, and 14 and used in the calculations described 

herein are as summarized below. 

Receipt ofiND number 73,179 

Exemption under FDCA § 505(i) became effective 

(effective date ofiND number 73, 179) 

Exhibit 14 

Patent was granted 

Exhibit 1 

New Drug Application (NDA) number 216665 under 

FDCA § 505(b )(2) was submitted 

Exhibit 6 

NDA number 216665 was approved 

Exhibit 7 
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August 22, 2006 

September 21, 2006 

September 12, 2017 

June 27, 2024 

March 26, 2025 
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12. Statement Concerning Eligibility for and Duration of Extension Sought 

Under 35 U.S.C. § 156 [37 C.F.R. § 1.740(a)(12)] 

A. In the opinion of the Applicant, U.S. Patent No. 9,757,384 is eligible for an extension 

under 35 U.S.C. § 156 and 37 C.F.R. § 1.720 because: 

311411094 

(i) 35 U.S.C. § 156(a) and 37 C.F.R. § 1.720(a) 

U.S. Patent No. 9,757,384 claims a method of using the compound that is the 

active ingredient in VYKAT™ XR (diazoxide choline), extended-release tablets 

for oral use, the approved product, as the term "product" is defined in 

35 U.S.C. § 156, as described in§ 9(b) above. 

(ii) 35 U.S.C. § 156(a)(1) and 37 C.F.R. § 1.720(g) 

U.S. Patent No. 9,757,384 has not expired. 

(iii) 35 U.S.C. § 156(a)(2) and 37 C.F.R. § 1.720(b) 

The term of U.S. Patent No. 9, 757,384 has not been previously extended on the 

basis of35 U.S.C. § 156. 

(iv) 35 U.S.C. § 156(a)(3) and 37 C.F.R. § 1.720(c) 

The application for extension is submitted by an owner of record or an agent 

authorized to act on behalf of the owner of record in accordance with the 

requirements of paragraphs (1) through (4) of35 U.S.C. § 156(d) and the rule of 

the Patent and Trademark Office (35 U.S.C. § 156(a)(3)). See Exhibit 5. 

(v) 35 U.S.C. § 156(a)(4) and 37 C.F.R. § 1.720(d) 

There is an eligible period of regulatory review by which the patent may be 

extended pursuant to 35 U.S.C. § 156. 
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(vi) 35 U.S.C. § 156(a)(5)(A) and 37 C.F.R. § 1.720(e) 

The approved product, diazoxide choline, has received permission for commercial 

marketing or use, and the permission for the commercial marketing or use of the 

product is the first such permission received under 21 U.S. C. § 355(a) and Section 

505(b)(2) of the FDCA, codified at 21 U.S.C. § 355(b)(2). 

(vii) 35 U.S.C. § 156(c)(4) and 37 C.F.R. § 1.720(h) 

No other patent has been extended pursuant to 35 U.S.C. § 156 on the basis of the 

regulatory review process associated with the approved product.2 

(viii) 35 U.S.C. § 156(d)(l) and 37 C.F.R. § 1.720([) 

This application is submitted within the permitted sixty-day period beginning on 

the date the product first received permission for commercial marketing or use. 

(ix) 35 U.S.C. § 156(d)(3) 

The applicant for marketing approval exercised due diligence within the meaning 

of35 U.S.C. § 156(d)(3) during the period of regulatory review. 

(x) This application otherwise complies with all requirements of35 U.S.C. § 156 and 

applicable rules and procedures. 

B. Applicant believes that the extension should be for 1230 days so that the expiration date 

for U.S. Patent No. 9,757,384 will be March 26, 2039. The term of the extension is calculated as 

follows pursuant to 37 C.F.R. § 1.775 as shown in section C, below. 

2 See page 2 and section 13 of this application regarding three concurrently filed applications for Patent Term 
Extension based on the '777, '789, and '823 patents. 
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C. The requested period of extension of term for U.S. Patent No. 9,757,384 corresponds to 

the regulatory review period that is eligible for extension pursuant to 35 U.S.C. § 156, based on 

the facts and circumstances of the regulatory review associated with the approved product and 

the issuance of the U.S. Patent No. 9,757,384. The period was determined as follows. 

311411094 

(i) The relevant dates for calculating the regulatory review period, based on the 

events discussed in the section above, are the following: 

Exemption under FDCA § 505(i) became effective 

(effective date ofiND number 73179) 

Patent was granted 

New Drug Application (NDA) number 216665 

under FDCA § 505(b )(2) was received 

NDA number 216665 was approved 

(ii) Regulatory review period- Testing Phase: 

September 21, 2006 

September 12, 2017 

June 27, 2024 

March 26, 2025 

The regulatory review period from the IND number 73,179 effective date to the 

NDA receipt date is 6490 days (September 21, 2006 through June 27, 2024). 

U.S. Patent No. 9,757,384 was granted after the start of the period specified in 

35 U.S.C. § 156(g)(1)(B)(i) (i.e., the period from the date of the grant of the 

exemption under§ 505(i) ofthe FDCA until the date of submission ofthe NDA). 

Pursuant to 35 U.S.C. § 156(b) and (c)(2), the calculated regulatory review period 

therefore includes a component of time between when the patent issued and when 

NDA number 216665 was received (September 12,2017 to June 27, 2024). 

Accordingly, pursuant to 37 C.F.R. § 1.775(d)(1)(i), the regulatory review period 
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is reduced by the number of days in the period defined by 37 C.F.R. § 1.775(c)(1) 

and (c)(2) which occurred on and before the issuance of U.S. Patent No. 

9, 757,384 patent (September 12, 2017). Thus, the testing phase (6490 days) is 

reduced by 4010 days (days from September 21, 2006 up to and including 

September 12, 2017). The adjusted testing period is therefore 2480 days (6490 

days minus 4010 days). 

(iii) Regulatory Review Period- Approval Phase: 

The patent was granted prior to the start of the period specified in 

35 U.S.C. § 156(g)(1)(B)(ii) (i.e., the period from the date of submission ofthe 

NDA until the date of approval). The regulatory review period under 

35 U.S.C. § 156(b) therefore includes a component of time between when the 

NDA was received and when the NDA was approved from June 27, 2024 to 

March 26, 2025. The regulatory review period from the NDA receipt date to the 

NDA approval date is therefore 273 days (June 27, 2024 to March 26, 2025). 

(iv) Total Regulatory Review Period- as adjusted for patent issuance: 

The total regulatory review period is 2753 days (2480 days in the testing phase 

and 273 days in the approval phase). The adjusted regulatory review period, 

calculated as the sum of the days after patent issuance in the testing phase 

("adjusted testing period" in (ii) above, 2480 days) plus the number of days in the 

approval phase (273 days) is 2753 days. 

(v) Initial Calculation of Term: 

Pursuant to 37 C.F.R. § 1.775(d)(1)(iii), the term of extension is calculated by 

subtracting from the total regulatory review period (as adjusted under 
17 
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37 C.F.R. § 1.775(d)(1)(i) for the date of patent issuance- 2753 days, as 

calculated in (iv), above) one-half of the days remaining in the period defined by 

37 C.F.R. § 1.775(c)(1) (testing phase adjusted for date of patent issuance (as 

calculated in (ii), above)- 2480 days/2 is 1240 days). Thus, the initial 

calculation of the term of extension is 2753 days -1240 days, or 1513 days. 

(vi) "Diligence" is described in 35 U.S.C. § 156(d)(3). Soleno and the prior sponsor, 

Essentialis, of IND numbers 73,179 and 132,498 were diligent as of at least 

September 12, 2017 as shown in Exhibits 15-17. 

(vii) Thus, period determined according to 35 U.S.C. § 156(b), (c)(2), and (g)(1) for 

the approved product is 1513 days. 

(viii) The original expiration date for U.S. Patent No. 9,757,384 is November 12, 2035, 

which is calculated as 20 years from the earliest-claimed non-provisional filing 

date (November 12, 2015 plus 20 years= November 12, 2035). 

(ix) The date of approval of the approved product is March 26, 2025. 

(x) The date that is provided by adding the number of days determined according to 

35 U.S.C. § 156(b), (c)(2), and (g)(1) for the approved product (1513 days) to the 

expiration date of U.S. Patent No. 9,757,384 (November 12, 2035) is 

January 3, 2040. 

(xi) The date that is fourteen years from the date of approval of the approved product 

(March 26, 2039) is before the date that is determined by adding the number of 

days determined according to 35 U.S.C. § 156(b), (c)(2), and (g)(1) for the 

approved product (1513 days) to the expiration date (November 12, 2035) ofU.S. 

Patent No. 9,757,358, which is January 3, 2040 (as noted in (x) above). Thus, the 
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period remaining in the term of the patent after approval of the approved product 

when added to the regulatory review period as revised under 35 U.S. C. 

§ 156(c)(1) and (c)(2), exceeds fourteen years. As such, the period by which the 

patent may be extended is limited by 35 U.S.C. § 156(c)(3). Thus, the extension 

otherwise obtainable is limited to not more than fourteen years, i.e., 

March 26, 2039. 

(xii) The provisions of37 C.F.R. § 1.775(d)(5) do not apply. The date that is five 

years from the expiration date of U.S. Patent No. 9,757,384 is 

November 12, 2040, which is after the date determined in (x), above 

(January 3, 2040). As such, the period by which the patent may be extended is 

not limited by 37 C.F.R. § 1.775(d)(5). 

(xiii) U.S. Patent No. 9,757,384 issued after the effective date of Public Law No. 98-

417. As such the limit of35 U.S.C. § 156(g)(6)(c) does not apply. 

(xiv) Taking into account the calculations and provisions detailed above, the earlier 

date of sections (x), (xi) and (xii) is March 26, 2039 (i.e., 1230 days). Applicant 

requests that the term of U.S. Patent No. 9,757,384 be extended by 1230 days, 

thus, until March 26, 2039. 
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13. Statement Pursuant to 37 C.F.R. § 1.740(a)(13) 

Pursuant to 37 C.F.R. § 1.740(a)(13), Applicant acknowledges its duty to disclose to the 

Director of the PTO and to the Secretary of Health and Human Services any information which 

is material to the determination of entitlement to the extension sought, particularly as that duty is 

defined in 37 C.F.R. § 1.765. 

In light of the duty to disclose, Applicant hereby notes the following on the co-pending 

PTE applications: 

• VYKAT™ XR PTE application concurrently filed to extend U.S. Patent No. 

7,799,777 

• VYKAT™ XR PTE application concurrently filed to extend U.S. Patent No. 

7,572,789 

• VYKAT™ XR PTE application concurrently filed to extend U.S. Patent No. 

12,178,823 

Applicant understands that multiple applications for extension of term under 35 U.S. C. 

§ 156( d)(1) may be filed in connection with any one particular regulatory approval, but that only 

one such application may be granted. Accordingly, Applicant intends to withdraw all but one 

application for extension of term filed under 35 U.S.C. § 156(d)(1) in connection with NDA 

number 216665 prior to the grant of any extension of term of any patent under 

35 U.S.C. § 156(d)(1). 
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14. Applicable Fee [37 C.F.R. § 1.740(a)(14)] 

Payment of the fee prescribed in 37 C.F.R. § 1.200)(1) for a patent term extension 

application under 35 U.S. C. § 156 is authorized to be charged against Deposit Account No. 50-

1283 referencing docket no. SLN0-034/04US 333072-2375. The undersigned also authorizes 

any additional required fees to be deducted from, or any overpayments to be credited to, Deposit 

Account No. 50-1283. 

15. Name and Address for Correspondence [37 C.F.R. § 1.740(a)(15)] 

Please direct all inquiries, questions, and communications regarding this application for 

term extension to: 

311411094 

Kimberly A Bolin, D. Phil. 
Registration No. 44,546 
Cooley LLP 
ATTN: Patent Group 
1299 Pennsylvania Avenue, NW 
Suite 700 
Washington, DC 20004 
KBolin@Cooley .com 
Telephone: (650) 843-5387 
Fax: (202) 842-7899 
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In accordance with the Notice of March 2, 2023, requiring the initial filing of 

Applications for Extension of Patent Term under 35 U.S.C. § 156 via Patent Center, Applicant is 

submitting a single copy of this Application via Patent Center under document code 

TERM.REQ. As required by the Notice, contact information for the undersigned includes an 

email address. 

311411094 

Dated: May 14, 2025 

USPTO CUSTOMER NO. 58249 

Cooley LLP 
ATTN: IP Docketing Department 
1299 Pennsylvania Avenue NW, Suite 700 
Washington, DC 20004 
KBolin@Cooley .com 
Telephone: (650) 843-5387 
Fax: (202) 842-7899 
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