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RO., S!L SL S:K. TR\ OAH (\H~~ m:, Ch CG, C!. C\t G,\, 
ON, OQ, G\V, 1\.tL. MH. NV, SN. 'l'O, 'JUl. 

~~--Uh in~~m--r:."C>l{(•ruJ1 ~r;-;.":~,:u .. ~~~·;· ) .. ,~rJ-->rl 

i~~d~:stt;--:· ~"1.~:.~:· ~~-~:t'h<:ni~:~f~· .r~( rh~-:.' dtr~~: t~}~h l:~t·· i)?nt~~~·di~n" ~h~~:· 
~)i:.i"~<1 .. "".; .l.<'n.:"J: {..~) ~':.1-t:' !>~{J:f~.bH.~h.)~d Ui ihi:' 'i~W:'Nf ·~~{ ·n:~~:i~i:pt (H~· 

~~-;~n~?~~l~(.~~::ti.b~ 

{l%l n~~~, ~~f F~~Hb~!k~~~ or tl:l~:. iM~nl~ll~)~~<~l i;i~~ilrt~h nl{~<:t~t; 
!.4 l"''imJ3.'T 20ms 

~ '"·'·'"w.•.'""""""""'"'""""'''""""""""""""'""""""""'"''·'·"'"""""""""'"""""'""''""""""'""'""""""""""""""""""""""""'""""""""""""""""""' 

., ~ ~ ·i) .. ,,,,,.! ', ·" <\.! ·~··<:< ,.l'·' p<n: .;., ~,;,; n :;r,..l· '' '""l' f« '.~ NN''~' ,.,,,rm:'<:!':m ~ !> N"'i .i ·(:,('' ·.s 'l.Tl.!·ln r<or:· ~ x .... ·~·~ ~~l>- ~,. ,,J . ,.o, -.~ >· ~ .··:-;.,.,, >.~ ,.~, ._,,s~~·v .. ,.·o.f... ·,v~~~·~.J . .'• 0;,•$.,. .(:),>. L·.~ , .. ~., •. , .,.·<;., · .. \., • ..• ,,,t::i(, . ·' ., . .._.r;,; . ..... ·• 

0 
-~ {57} .All~.~t'&(:J~ l~~~~~~~-~~s:~J an:?: -~n:J.nx~Jh:,:k:-. or pt.<>~ongt:d ~~~Jn~:~H-~~tr-!::·~i.on -:A.· r:t~:d:::~h: ~-~~H:~ {~f k:.:,TF th::~tW~} ~>p~:.l!~~r$ .su~h ~l.~ ::J~·:-~:~~~r~dd~~ :.~> 
~~ ,; ;;lil~jed j>) .<~chk·w nov'"! ;>harm;.l<:':{>::iynmnk ph<wm.<~<X>kind.k:, ;:hc:::a~t1ih:, physidogi.cBt met<\f:,Ai(:. Md c<>lnf'tl)Sitkltli>LltH::.~>r:m':i\ 
Q +r~. tn~::. t~~~~.;~.~-n~-t:~JH nt ·di~~<~S(:"":Z' (IF~{:~Jn~:.n~kln.S .h~),.·:oh:J·;~;g tt~i·~· ~~h~rn:_.:ds. A}.:;,} p1;:n~kk~d ~1:~: }J~,:.:wi~n=.t~~~"t.~t~~~~~J f(~n~.~':tl~~tj.(m~:c rn~~Hio~J~ .of 
~ ..:~.drn·jp.~~trmk~n ~:.r~d .do~ing -~5f th~· ::~.:::'!~~; ~ha~· ~:ti:hi.::.::v~ t:~~~~~ ~)J.Jt~t·~~nt':::) >~nd f~~lo.cx~ :i:h.t;: .fn"~j:..i~::~~t~~~ ~'~f ;::.(h·\~t~~· :::.n~~i:t~ ~-~} -~}'<::~~t~il·:;~).d~\·~dtJ~1~::-... 
?' fbr~ht!:(· pn:•vkicd ~h'"<.':. {HJ~·h;;.:d ~~;.r c::.:~-~~(kr~1nh;.~{;~:r.i~~f ~h-~$ .?wh~ ~'··'i~h \.~Uwr ~h::~¥'~ ~o .H:C.':$.{ iJJ~:~~~:;c-s <.1f h~~H1·::.~~~~ ~nd· .:ta!rnftls. 
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n ;i, ~ 

()~.;~r~:§-NU~;.~ 

W~~*t~~{~ ~h¢).' {~~~)~~ ti) Xl~-~~s:rs .m.\:).~~t:i" rK~t i"eq:.~i~=:-'.:j.~.o. ~ .sr~rched hy :his ;. .. \~~-~hl:."$·~Hy~ -rnnnt~:~r~ 

C~·a$~n:s :N~1.s:~ 
_htt:~l.}S~~ th~y n~h"th~ ~~- .P~r~s }.~f }h~ .i~1te'!::tnSt~~~·:nsJ ~ppHc:~~J~nn th~~ d\.-=·-n~1:~ ~~n~p:~~:- '~··hh· (he pt~~~~:.-rihed t~Xlu·i~:mt~nts to su~~t ~~:} 
t~-~~=·~n. =t~~~~ !)i:~ ~~:tt~~~ut~i~J~~~- in(~~trh~-Sj9n&~ -s~$~~h ·~_s.n ht~ ~~n'"r~~~d .,1:1~t~ ~~d.t1~a1 !y~ 

rJ~~~l~.s Nn.s.~: ~~-<~~IO 
.be<::st:$~ ~hx~y ·af!~ J~'~wnd~~~t c~~~~nrs-.~nd ~n: ~~H-druH~~d ~~.~ic<:.t..">~~n(:~; ";·i~th lh~= :Si.h·:.6n:d ;i!ltl~~,i.~rd ~~nt<:f~~(:S t~:f }~iJ:t~~ {~:4(~i~) 

·rhi~ ht{~rn;ltil}~~~t~.e-~~:rt:h~~w,. ,:\u~~~~r~n·' JQtmd J)1U}(~rS~i:· hlv91,io,us j~~ :ih~·s ~n.t~(.l~~\H:;.H~;s:t. ~;..1t~Ht~~i~)~\.. "~ ~l·>~kw~;~: _ . . _ 
·t.~.fO~Jt-:( -h~ ..... ~~~~~5 ~~-J~ ~'-~ ~ ·~: ?.8. -.7j~"eclw.-~o ~~1-~:; ~rtd t~~~ ~~-svn~l)~blJPN~~ ~~~w:p:ns.u'l:g ~:n·:ar)s qi a-KA!~ ~.n;;u1t1{:~·(~psn\.~f $:~~e~~~(S ~R~<t~ 
-~hl:?:.-S{C!~Q-~l~:Sle:U~S:9·~~- f~.i:finu~~- t. H~ !::~ ~~·Hi ~v fct·~ ~nifJfl o:-' t~~~e:r~ ~~.a KATP -<:hJ3~:H1e~-t)t3;~n~{ &&~~c~~d !"ron:l: H~t; ~to~p ~~~n:%h~i::1g l.)f 
:~:ej{nit:i~_-v. \lt ·v.n ·~f3Q··vw-, ~t:.:':., 

G,·~~tJf.l ~t ~~~3~:-n!} 7~·.· i 1~~, C~~-~x:te-ct: ~);"J :$'-mt~;-~~"tO(ph.~:.·-o~ ·iS .-~{;tH· Ofd}~toxiQ:e a0d ;=~h.=t~:ed u-v~·th~~i ~rs~l ~u~f:S.~~: .. f:·~t. 
9t(::op n~·-.tJ~~~s; ~ t~>~ 24_. -~~if~~~ec -~~1 m.-~thods: vf#a~·th~~ t->bi~~i~y tit' ~lOO~~ty .. f~}~~h:~~ ~"l~c-r~J~~uy.: ~tc. 
(~~-,.)Dp JV~ t:l_iSR'",:B~. ~:J5: ... 1::<sl,-d:r.~t~t'1 H3 m-0t~c:~$ ~~ ~re:~h-n~~f c~: ~ s::.~a~ec.t st~lt~r~n-g ~:-u~:n: ~r .a;~ tl.:::r~ ff..~~ A!~h~h·f'!~~~~ 'ji±'~~~ .. ~~.¢·. 

;Jwm·o~ t~~~u~~-~~q~_r${~"td ~ha.~-U'i~ d~.ift~~~r9f'J~P~; ~~'til$ ~ir~ *~t~h ~~l~~t8d ;Q st~t~3~c~ rf~-~~~*w~h~-~ l~:~':jt~l~f~t:t. ~-.::!. ~h~ po~~i-~~1~~~h ~»it~ 
of U;<s <.,<1<>;irr"' t;! g>:::>\!~> !h-rtt< rvx ijmit<S:d hy ~rly ~<i FQfmiJ!i'3 i"VHI. h wiii ~i&w t<l< 1<S:&~l>' ~>!1ci»:rstood ll'i<H !M mflm,~~JS oi l11<<Hif1\l ®esi\)".- e,<c;. 
~~- th~ .l;i~h1:s. .. (:f.~r'-'1l..~~ 1H ·;::r$: \~:tMk~t.J fr-~rn t~~- tt~~H~ods of ~f~;3i~·e:)l c.f ~ ~~b~~t~ s~.H~~~N.~J .korrl o~·- ~~ ri$k Jo:~ AJ~h~-~~:n:$:.(~{-cl~~-~-~~~, ~t~~ •. ~* 
-~:~~-~vi~· C.~~~~·s~Slt:Onctmo~& ~f~- ~h:{sh:::~~~k=~Hy )j~~in~:t ~fH . ..t t,.~nr~~~~~t~. F~r:-&!l~{._ ~tv·;:~H ts-B u:'ld~rsi~t."(i ~h;~t ~fl~· ~BH~~~ i3nd f~3ID~i3:d. 
·rorft~~~~~~~~& .. (dUi~ d~sSni$. ~)~ .{lr¢:1!~} i _;.~~ld ~h~. p\.)~f'rn::.)ff,~':5 S;$3~s. ~'SnO: r&~~t~:ti-pn>c~~s&~&~ ·of:th~ d-!3im~ -0:1 Q@.J:~ ~~ ~l~: n~(Hmh~Q t"-,. a~y 
:~f~'~i~1~:: {t(~Japet~Hr.·-~-~~3 -~::1:j .~r}~ th:j& dt&H~'K;t ~t~~:tnr t~~ t;~~~~1S· o~ gf'.~P~- u: ~~~~ ;v.; t.!~~ct~~l to s:pet~~:t- ~-~.,.~f:~~1e"t>t~; \.{~~'$_.- -~$ ·,;~~:t~. 

L 0 
,, [] .,:, 

'}. D 

i\s -~~h?~-.qui.(")i.d ;u.}d~t~6n~~ ~~~~f'-~h fc-C~ ~ .. v~~-c -~~n~t~ly .tl~1~d by J:h~~-.:..~pp-!i)..:_}-snl; {h~~ h~~~nlat;n~ml_~*at~~h: .ce:pt··~ C<~~{~f~ ;;1H ~tar$:h~bk~ 
c.!&htf~~ 

/~ ~ ~~u. $~~~~n:h~~t~h:: ~:r:rin~s ~-:~syh.t-h~~- ~<~:..~~'{~h~cl \~<'~~h~t~t ~ nb.rt j~~~~i (y'ing :llrldH~iJn~l ftt$~ th~::;; AtHhor~:6" d~d H(1~ ~f~·\.:.~~(.~ p~~:.·tl"fit'~$~ qf 
>J:drir~k>nll:l k\='S'- . 

~ ... \:.; t'~n}2· :~nnK~ ~~fih~ .Wq5.J~r~d-~~.cl.i .. Hlf:.:)a~J ~~ar~·b il~\~~- ~~:¥t~ ;l:..,~dy p~~~~t ~~rth~-~ppJit:~~:-H:- ih~'!;: ~~-::-~:n).~~h~}~mf.;~~u~:eh H-==p~:ti-~":.9vtf~ 
~:-~y -~~~1~x~ x~:~1~h~~~ 'l·~~.r ~l<"hich f~*~--~~-er* p~!d~ ~.p~t~i-n~;.~:tlh~ d~~~Jn':'. .Nt~~ ·. 

N(~ N;~~~h~~i~} f~~~H~~~)$1~~l-s~~$ft~h ·f~:~$: v{·~H~ -~~U1~~y paid h~1' th~ ·;,lpp~h::~.:B. c~~ns<:q~~~:nt_iy~ ~.hrs '§nk~n~a-~k~~H~4 ~i.:"~~~~h ~}'N.Jn f~ 
.r~:stf.;.:...:~~--:~r t~:>-th;;;~ h1\\::'l~k"':n· i~.r~t ~:H.e~~t~~-r}~:-~1.-~~-~Jh~ ~:~~~in~~~~~ ~.~· ~~f~6~~~r~~r &y t:la~~):r:; N:o~ · 
\<~laf\d7i'ta 

0 
0 
0 

T~r~ .;~$39.\t-ki~~:~A ~~{~t~h {~-:~~.$ ;~~~ft ~-\)";~~rnp;rn:~t·d ~·y ~h~~ .~ppli-,~:).f>. t:}~'ot~~t ~~~:d, ,~·h~f·e :$~Opl ~~~1bl_~-~ ·ih~ 
pay:)·~~~~i "-)f ;!i p~·~~~-~~~ ·r~~·. 

Th~·-:1dci~th)t~~i ~~i1f~h }~~t~~. \~'~'-R~ ~~~~~~l:pa~i_i~i.i k~' t~i;' -~~·tJP~~C~\(l(~~;. _pf9tt;S:~ hu·~ ~he 3pptk:~·tl~~ pn).t_:~~~ 
fee was no! pi:!i;l 'i>;1!!lin the tim~ Hmil ~~dt1~;l in thr. irw)t~~tk~;l, 

l~L~ pt~f-~~t i~i;-~{~i~p~nk~d th~ ~~lyu~;;~t~t <>f:~d:d~ti~).;1al.~e:a{t.h · ~~~~~~. 
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09) \.VnrM l~tdk'i.'h.mll~n~~r(y Org:lmi:~'1tt~(~'~ 
h:~tetn~H~on~d lh:~n.::~~n 

{4:hl~!h;n~uU~H~i~! P~~f$tkMl~H~ V~~t~~ 
8 Jm1mwy 20fW f08.(l1,1()U9) 

11m lmiiUIIIiliMI!lU!IIf:l il~! !I !illlli! l!!iU!!~ liiii!IIR!IIIIIml !11!1!1111! 

{W} ln~enl~l!:lo~:mll~MbHt:~!thn Ntrmbf.~!:" 

\VO 2009/006483 Al 
(~0 hr!~nm!hm!il f'SJt~~:~t Clas.~'i!1t:!@m: {141 Ag;m!~ W;:\Rl}OIH;,Rldmnl~J,; FOLF'{ &: L·\lU>NER. 

AMJI. 3h:'<;J .CZ.l0.6.\:i!) FO:.Lk:<\ ~():::'?~~, $;~.ii l)t>'-!N· CA 9:!t J(HU'Ti'! (!;tS). 

cro fnl~n~aihWl~! .;\f•Plk~IJk>ll. Nttll'l:wn {~l:l ~k~lgm'l.l\'li S!~t~s {"'·'<<'<lc.·s .:•.ih<rc,·is,-• ln~ii<::a1,,;,~. };w <':\"<?.iS 

Pf:1~/{.:l'$J:~Xn~/OQ~~~36· k~~·::.::l r.~{:·.~ .. ~:~~~lf.:.:-r~:.*/ .,i.>t~:.-J{·f.:'f~<-··$~ ~:~~··.;.*~:J~:~l·;f.t:}~ /~g .... A(i., /'~-t· ... <\r·•A. 

C~l)) J'J:i(>i<H:y !>Mm 
.60.~~~·~~7)~:13 1:· .. h.dy·1.tl07 {~~2Jfl20tfl) .:us· 
f\).:·~~~t9,~~(q t~ JH}y 1.{~f{ (~. ·~ :O?.:~~;Ut)}) :DS 
M.WSt>,}!;q 
60!~~~6)S·~ 

r9 J~~ ;y 2J~Ti {19-t17 ~1.nH7) 
7 N~>vdnhN Z(!HT (!(!: l 12\i\.~;') 

,\0, AT. t\U, AZ. BA, HH .. BG, nil,.HR, WN. H'~~.HZ,.CA, 
(:H.\N,Z:X\CR. <"Zi ("/, Ok, OK, DM. fX\0/., HC, Er!, 
gr~:~. E:g,_ FT'( (tH.< {J~).: fnZ .. fSl{ ~~I~l. (~T~. HJt lU'>:.~ fHJ, lf). 
H ... : lN.:: IS . .Jl~ l~.E. K(~ .. K~t KN:} "KP;: I;~J{.~ KZ~~ LA-~. JJ::: 
LK, Lk U), n~ L.U, !.\, M.,-\, Ml\ !>.·tE. !vK); MK 1\.fN, 
M'N, <Vt'(. MY. l\·17. Ni\, !'iG, Nl, N<\ NZ, OM.l'G. PH. 
Pt., Vt RO, RS. RO $C. Sn. St, $G. SK. Sl .... $.~t SV, 
SY;TJ, T\t T?,l, TR. 'ITT>';. U/\., UG, 0$, UZ,. VC VN, 
~~~\~ ~Z~\t :£.\\/. 

{1t) 
~ 
~ 

;\J:)*1lk~1t~~ (/~d· ~~~N·-.~.t~,_~(~f#~.~~:-;~f SJ.:~~u~ ... ~ f: .~(-t~f:~l: tif{j~ l~SSBN'.­
l'!AJ ... !S, .!NC, [US/US f:.3H l.!'« !m\)~~t./'<.i>J'tm E.<:>ad, Suit~ 
!0~( (>~fhh~i:d, ·C\;.h~9n~:L~ 9.~:{~1..{ {l)~~:-

.{~l) J:~~:s:iijtmit~d S.t:8th:':~ ·f~~'nl$,~~.~~ <.~dR::n~·~':.-~~ j:n.a~)~':.f~':~fi-.t. jhr ~~T~~·.t7)' 

kh:..:~t :::~t .~~~~"(<ft~i::.l p~<$~f.t{i.~~t~~ t).l.i~~N-{i.i:d~~)~ ARtP() (B\V~ (~lt 
G<\t KE, lS, M'>\'; i'-·1?:, NA .. i.'U). SL, S'Z, l:,(, UG, ZJ\,t 
?;\V\ .f~:l}f~t"ht.n .(/\-~t /\.:/., }~ \~ }(t:t .. K? .. ~{f\. ·R~J~ ··yJ ... T\f~: -~~~ -.~ 

h~'>·t~~JIM.~.; ~>~H~ 
hn·~,n!.~w;;Ji\ppl.k~~Hts {f~'.t tis· ,mh_i; CO\'\-' EN~ Ndl~.M,; 
)0 ~· t ~~~lo~~·~~~~:( /\ hi~'>n '{-{(~:::d~ S·~}h~~· -~·{}R: c~}1·:1~4}.:~~d .. f~~~ 1~H)r· 
nb 91iH l (US). OUKf:& L~i~ fOSiUS): W62 ·w', l\m,,$i 
fUHs CH~ .. d-.-;- '{)t~rh~l\1~~ N~>nh C\ci.t(rhn~~ 2.7707 {{JS\ 

Hil!:Of:"'"m (A:T. HE, t:\G, CH, CY. C?:. l)li. l)K , . .FE l:l$, !'!, 
FR .. (<B, Gt,::, HR,. HU. WJ$, LT, ~,U, l,'< J\<lC'. f:\.ft NL 
N'f\ 1~L~ P'l~ H.f>. s:E~ $lc 3:}(, ··TR~~ f)..<\Vl (fH~~ HJ~ Cl~~ f~f} 
CLC!\·t GA,.GK. GQ,G\\, Mt, MR, NE, SN, Tl\ TU) 

FtG., 1 

1f~. Hk:: ~n~:~~~n~,~~r~ <.~f ~:lj's(':;~~:~, (lf ~~·(~~~~.Hti-.J~\S:· i{P.-'(;lVhlg -~:.)Yf"V.'--:h~-rnt~~h~~ . .:\h::;,J p:n:~·:-,_,..1tk~d: at~~ rtJi~-r:J~<~s.:.:t~H;.h.~-t.=t.} :for-n::..t~hHio-ns~ Blt~H~i,;~}; ~)f 
..:~.drn·j~~:~~t~~~~~k~n ~!~'"~d .dostng df ~h,z :~nt~; ~ha( ~~~:Jfi.~v~ t:~~~sx: o:.:Ht.lj~n:t~·s -~nrd .f:::~ro.cx~ :lht=: fn'-~:j.i,J~r:t~~~ ~'~f ;~_d\·\'!t~~- ~.rn~~:t~ ~.~} h~'!~t~.d -~()d~\:~(lu~1b:. 

fbr~ht!:!:' pn:• 1/kk:d:~h"<.~.{rwth;;)d ~:•fc:c~-~~~.h·n~uhc;~{::::.-:i~~¥ ~h~.:-':.:i~i~~~ l:.:;,.-i~h \.~Hwr th::~¥'~ ~o.~rG·$.{ i-H~:.a~:;c-s ('f h~~H1·::.~~3~ ~nd· ;;;.at~n)jls. 
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H, 2007, .u.s. Pn:h=h~km.al. l\pphcatinn. No. 60.i950.,BS4, fi:kd July 19, 2007, and to U.S. 

PnJ\•·isinnd A.pplica!inn No< 60/98!i\251, fil~d November "!', 2007, the entire cnn!t~nt.$ of 

opcrK~r:::>, mtthods oJ pn~paring ~u~:h !:><~hg~ ;wd rndht.ld~ of use thcg:~)f fbr tr-:~~ltment of <l 

vm1dy vf d.ise.a~~$ <Hid z:onditinm;, indnding fbr (~xamplc, typR~ ! and iyp>':: 2 dblx~ks, 

hyptrl<:~n!lion, dyslipidcrnhl,. nonalcoh(t!i<.: ~tcatohcp~ttitis, pu!rnonHry hypcrttn$ion, 

myoc~trrhal· Inhm~liori. And ~n~thythrni<Js fhltrHving. H.lyoc;~rdkaJ in.Hm:tinn and pblyc..cy.':it:k: 

{lVadan s_yndtnllk .. 

. l,'-,·. }.''. -.. ·•1 ~". ·1 't.·.),· ~.·,) .•. x, .... '. · ..• ' ·.·.;,. '.I~l'•. •'- t"·'· ;. '.·.<\ ~. ,. n.''" .. ,., t'>'l"' .. ,.,.l. l'l. ,., ;'·l '.1~.· ''.''· i~ l." <-'l'~~''l'"l.''t'. · ·f~·~~··· '0'.' •• , l''\·' ~''.'"1i'·. ~.' '". ·~' ·!(·' ·' .;-.,.,. -~(~ \ l' ~ ;i,;-,.> );"):..._,.).~_., .• <· t·'O,-Y :'.~" .:.P ·tt-' :~· -h$,~.-:~.,~- ..;' 'V·:l...l.~-,}. ~{._l' ·ot .":.~• • .CH-~>.. \.. '-·} t···~·'<:~ .._,q · ... ·,_o-: 
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f0005] 

or subspecie~ >'"-~r,ulHng frorn the cl;<>:->ernhly t~f the .SUR and Kir subutlits in multiple 

.cqmbinati{:mi:i. Th(i t~()ml>inHti~)n of the Sl)FU \vifh the Khi'd subunit$ (St)Rl /Kir62) 

ro!e in .!\~gu!.atihg .j:.dlt>.h:if ;;<t:t1vity. tn n1ost (::«:.citawi·y {:ell$, K.~·:T .dmtltK'ls at\: doM~d 

umk:r ncnT!)uJ :physi.~)iogic<tl c.:)ndHipns >1nd opz~::Ji \vhtm the tissue i~ mz~t<~hohc;~.ily 

compromi3<:)ti {t.g. when thz~ tATP:ADP) 111tk~ !Jdls\ 'Thbz promtltcs K' ;:,~ftlux and z:dl 

hypcqKrbrizntion~ th~rcby pre:vt.~nting voltag~::~dqK~ndcnt Ca> dwnneb ('VDCCs} fmrn 

Ct:l-hCIN.~O~S}, is {:>.On1mcn:.:ial~:~:~:-d in three dislln(~! lt)rn:nJlaHoni:i to trt:at two diftl::r(~ni 

d i;;<~·'U>''' ·\ ;·,d· i··~·:. I i<'H'< ~' fl ) h >!!)'~~t'~"X ;, ,,,. ,._,,.,.'"'!.'"-' !'''"~·~\~·<; ,~l''l~ -"l i? 'l l'\ '!t)''i"1° ,,.~l! j o: <v·:•'q·} ··· j. 'l" !1.:'1"-'! V<Y':'n; •'· .._:" __ ;,':'~7._>..:·~··-,_o.;,_.,.J~·---~ ~.·.~·'-. __ ,·:>.~.)~:-~-~-"':'}l.c ... l·~- .,.-u~_\.:~':'-·H .. \.·.'"'··· ~i_v.: \~.' "·)_·:-\·~: _..,J ...... -"~·'-'':-"·"--". -~· } -"'1.;-~· .......... ·~·~--s.~-
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fbrmnlMkm of di~t<'-QXid<:~ fbr inJN!VCHOI.JS US\.\ 1:1.dju5h:d w pH 11 A \~'Hh sndimn hy\irodtk~. 

r.!· '-'")'~l·"'t''J ·!\.? i"> '"'ll··~3r 1s•·c:;•··,~d· ·:l" :> b)h'<; . .i,.!"i" ·!•~l") , l~>~t'ilth>~'""l '\'·'':it~ t·~~ f1y~<1t ·11. ''l.1 .. i<,1.'1.<':"l l:,)~.li.,;.· ... ~.r.!.. ~x ,..,o:..., .. , ....... ~.~~'~""""s.' ~ .. ..:~ x~· ,.~,~ .... x~.,_.. tl<:.-.:-..<""' .. l..h~. '~ .-::··"'··.·"·"'>-M; ....... ~.w.: .{..; ". ...... ,. i. ... l ~=·' ..,{).,.; 

Qt:i:ll phm~n:wcz~uticaJ version of dia?mdd(: uw;f'ul fbr adminbtrl:itk:u:~ k~ 1'nl1!rH:s, ~~Nldn.::n and 

~~duhs .. It is H\'{d1abk~ <~~ <t <:hoi.x.Hatt J.rtiut f1wvorcd on:~t s>wpen~ion, whk;h irwlw:ks 7 25'h~ 

·:··!· . .,.. h,-<t " .,l,.l .. ,;,, ·ll .,.~, ., ., ·ll ''~"·" ,,, . .,.,,.,.. ~1.,.,, .. l,,. f.''''lP "'l '"l ,, .,,l ., ,.,v,1 'l"l ,,. ·.'l' .,, .. ~· ·tl"'"· ,, h,,." ~- n•1h·· ~ll;...-...,)L>::oJ-:- .~t:.U.·~:t~:--.': t.A~(,-~..:-t. .o/:7$..:-~. 'l.:'-.\.·U-.o...$.~ .:. .... ~{ ~t ~-; -~-"-~ . / l~·~. 'o,.,;. -~;·. }'Vt.·~~ -'- ~ .. .g~ ,:J;.).;...;~ 5.!-.~ .:::<!.- . ..:}..d-.U . .... \. ):.L< 

hydroch!or!(; ac.id tf\ <K~jw~t th.:.~ pH, po!oxnrrH:r l BB, propylparaben and '-"'atcr. Dht~\)};id;:: 

b.:.,· }ll'-.···"·· il""'iJ.~=•h. ! _ _,:~ <<,~,·.·· ,;; ,~;:,•"is•J!'' .,~,il'il ·S>'l 'W !' (}<'} •:no qf .-Ji'>·~'PX~'J'' l,')'~l',,,Jln"-' !''"'tn:</' ,,.vi ~ ~ "" "~ * W-. ·'!<;. W, '\,•W.f: •'• t · ~- • ~ _ ,.,. -..~ 1;, •'\.< •. • >• ,);. .~··. {'::'• '-•·, • '\_ ,'~J:•.-.-. :•' ;> *'J--..... . .... -. \,- --~-':...3· '· {._'"';' ""~'~·,. L ~- ~~·.\_·,·'\,<;. 

T<.<vare)'; d .aL (Exptc&-;km and tl.Jndion nf ATP·d::.~pcnd::.mt po~<tssiwrr chwmch in hit, 

post,lnt4rcthm nm::tmicHng, J J:td C'dl t..>tn:li<::>l 42: 1 Q !6-l 025 (::W07J) :'<t~Jdid th(\ 'l~fh~ct of 

control car:diomy{l{o}-'t~:.~s:, Tt'w adion pown~ia1 \'/HS pn::)kmm:d in (:fl.rd.klrnyo~~;:/t\:.lii t~'orn th(~ 

inn'trct border ZNIC (T4 m$) relative to ~:l:w.m. (41 nt~>}, Ho\\';::v'C!~ <lcti·wHJon \Jfthc K .. ~:n' 
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ad.v·antagc~ becm-t?;c it n~.duc<~~ :not {m.!y pttlm~Jn<=t.ry ath:ci:iokrr i'l\~i~tat:~tc:, hi.t HL':>n 

!1tdnmrwJ~V art;;.~l)' pr~&$Ut>:~, \Vith:trHt J"f(idHcing ti!Ch):'Gi~Tdh:. 
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pos:tttnd h~/rotension (nne}, HirM.ltii'!P:> 'NHS troublc,':lrwnc in the hvo p~!ti<:.~llts !\xr::aining (m 

tr~m.rncnt. TIK)' ctHKk~d~d !h~.t <.ihin)J>:Jdt: nn)t b<> nsehd in th;;:: n1<l!lRg>::n1(.ni nf sor:nc 

as an unti:hJ''P{~ri\~n;?~.iv~~, but n~\o\~r cor:nrM~i't~ia!iz:z:d (st~(~ C<'lk$nic.k d <'lL J Pl':.arm. [)()~ 

54: l2TJ,.l :280 (1965); H.edd) ... i:t aL., AAl';'' ,Plwnn Sci nY:h 4{4 );l--98; 9 (2UUJ}; US Patt:ni 

!0014! 

by Hipid drug ri;:•lc;:~:st Jhl!owing Ingestion with compktc n'il(:<~~cin ;lpprtiXi.nwtely 2 hours. 

Unkss indicated di:ff~:~rcntl.y, dK~ t>:.:nn '\q}pro;,;inmt<:.dy'' '1-Vht{l u:cwd in th>.:.~ (.tlnkxt <:.lf <l 

mmx,;;rk V#fH~\ rz~Ht to the .$tattd m~m(~rk value ·i'/~ 10'}·;,_ ln lh<.~ ~:onJz~:<s:.t of h·Vtl-thcta 

'·ll1('!'~" <'rnr<> >'Rl)f} ;.;i·urH,~;.;. th·'~ tc~nP '·<>'ll1''''~Xi'Tnt'+" ~-,,F'r" ''') +i .. c:;~v \,,d'HF• ;.;t·'!t''"r. ~'':tl'f'"'l.·l''' .>,;. • ~--'"'"'· ~-.: .. -- ·)~ ~··:'\, ·'"--'• > '-·. ·""-'¥'···:> .· .. ·'-. "'"'-• · ~ M.J.: -~· ... ·'1...·~ .. ~- .~ ·* ·.J ~Y .. V ~-·- t..._ . . , ,._. ~.l'- ~~-· __ .. ,,_ ._ _o;, -'i.;.-":-..• "'~ll:· . .l'~~'' ~ 

p<rin~ ik~ui:>, tachye#rdht, rm.!pit<.ttkms,. ,m.d hca.dat.lw. (S(~e e,g,~ current packaging insert Jbr 

PnJgf);'m~n!Yl}. Ora! t!\~i.ttrnent \vith dim~oxh:k is used in indivkh.wh expedencing ~crinu0 

disc<':!.!§\~ \:vh(:~n.~ f~lih1rc to tn>at i\cs~llt.~ in sii-~dfican~ moi'bidi!:;,.- ifnd morta!ttv. ·rtw .~±(:!v~xse: . . .· ·.·... . . . . . . ....... . . . . .... .· . . . ··' . . . ... 

5 
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prcvbllsty n~p(}rtt~zt S(~~>e.g:, Wigarld N <iL,l)hJ.hete.'< 28{4}287-291 (1979\ i'.:viliuatirn"l 

,,.;_' .i; .. ,.,, jv' .-l ., )'1. ,,,.,,.,i:!"' '"''·.·'''"fl''"''<>·· .,_., .:,.; . .,'J'"l .. 'l" ~-o .,!· f"r t {~;c, .. ,./, , 1/>'\')' ,.i ~··~ -'l"i.l .·· 'i {1$.\'l\; \,.IJ. \:h<·>.<.!,,,,l\>0;..· { <. lo,'<,>l. >.< >(.1,.·-.,.r>.vt,,, !.XP.<,:.L >.« <•.< \:;>. <>. ·; . a,. •.> v<.,•~:).<>J ,,,,..,,·:L.~)"·~y<l> \.·'·· '·¥'.>< 

gl~lfU~<:.~ tokn:n1c<::~ and insulin ~ltmsiti.vity in n19<:.krat\::!y nhcsc patient&; )\brugo ct aL Bt.•l! 

Ctr(Ubting C·peptide i!J z~hHd!"C:l'l at cHnical (i.J1Sd of typ~ 1 di~bcte;,<; J~jork etat, lJli.<beN;:.Y 

Cht\': 1:!(3):427~4.30 0998), cff\'>:t of db<~<x<.id¢ f'm residual insnHn S\':7Ct<:.~tktn in adult typt 

{ <:.\'ib····'~'''"- l~'l'tl'''H'l"' «nd Q), ... l,.,xt.:d (<1· 'll rh',.·,,l,e•/.· .. .-l-l,,4!rh-e• J ~ ·7~¥ 7<) {)<'}<'14' ., ~ .,}'.<t,. • .l.X. -.,.. ... , ··'' · "~·.·. '-.'.( *"' · .... ..~ -'-~'-·· .._ , ''- ""·. ~-:- A-.·-'.). .• •.•.{ .. <..· ~. ~ ..,_.._ • .._ .o,; ·-·~·f . .._, "":" .s:. '·' .,., · t' ~-; \_......,., '\_~ l~ 

n1ctabo!k ~tat;;,: '"''as r~porttd t<:.) be a.ccotnp<:mi<'!d by hypcri.b,~;t.rhnism both h1. ;:•iv<:.) and in 

vittn, t:on;;;ishmt. <,vlth ~~ M<~te of tn:-;din J\~~,;h.1t<lH<;'e. Guhrw.n ;;.:t ~il ., .;:g:lrnir~i;:,;ter~::d di<M{)xkk 
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!00l9! 

sec<.md study \Ni!h K!tN4884 (J ('an:Ho.'<ta$<:. Pharrnatnl. 20{}{,} 35(2}:287<193}. th(~sc 

;ruthm:~ us;;~d high~±1:ucto~c diet rats which developed hypcrtensi()n, hypcrtriglyc~riiicmh, 

iuq·ea:-;ed tol:tll dm!c~terd/l'lDL {high-density hpoprntcill}~hoh~~~terol rutin, and 

i;:<y~wtlgn<tnidinc hydt\}chbr!de (AL067!J, a cyanogt>in'tidirt~>'Zkrivativc.potm>sb.ll1l cha.nnd 

opc1wr, on sz~n:~o>n lipid ~md iipoprotdn kvcls in obese Zucker H\h.;. S~:ria! ~~i.hninbtrn.don 

f{br J or 2 WIX?b:} t;.d' /tL0fo7l (5 rngikg/day} <,\rm~ rqrortcd to signdkantly ~:.kcr\~as~ s0rum 

(chatlgc. AL0671 (5 rngikg/d;:iy·) a!so ""''t" reponed to increase !ipoprntcin !.ip<tie <.Ktivitk;;; 

4-fi:Jld il:nd heptHk ttiglycNidt lij\ase <l.ctivil:k::> 3~hild in posHK:p:<ltin p!o:.i::lnla. TlK~ authors 

ad:i\'ilk~~ thr:o:;:ug.b it;;; pota.'isimn 1;~haJH1<d~-t}pcn.ing afl;ivity i:(:JtkJ'~,,~d by tk~(rta<~ing 

!tiglycerkk-rich lipz'ipnJicins in gc.\ktically ob<;;.:i>it~ hype.rliJ:w!ni<;: rat!:'!. 

7 
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<HK~ i.n~t!litl Jev<J abnornndit};: scchxted H:otn !JK grnup consisting {)r a tl>:.d~\y;0d insuHn 

f.K:<>k, an ex<iggetiited. insuHn l)Ctik and a S(X\)ndai')' ~·k~vil.tl'.~d. insulin pe~tk, Ac<:.r~rding tn 
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inhibitor J'l!m; diaZ'-lXide in the treatment of nhq~itv, .Aho described therein is the W:>(~ of oa .. . . ' .. . ' ,. . . .. . . ' ' . 

!00191 

prcpHn: <~lJY ~~.~:;:.:h s~i.HL Ihi.~ fHtWnt al5>) dN's nnl prtwid~~ at1y evidct~(\~ ib ~tlJ')X:•rl' th(~ 

f(irmation of;ll1)''$i:dt of·H KAn' channel !fgonist 

deriv~{ilvcs f~K the treaiin{:nt M' hyp:;rtcn&i(!n {tnd pcriphcni! 'hiS~;Cdar di~9rd<:.'rs. This 

JWknt m(~n!inn':> n<:.m-toxic Hlkali' mct<tl1'!. $db hut do~~<'!. nnt dii'>do-"c or d~;,><~rih'.'.~ hiJ>V to 

1 ;:,w.d type 2 diahek:>:, 11:':/P"-~rtet,~:>iblL d_ysHpi•k~rnia, no!H.tkohrJlic stN!N)hepat.itis (N,A,SH 

pu!ntonary hypcn,;;n:sion., myt":'iCJ:irdial infm:ti;}tl antf an+ythmia.':! H~lllo\.ving myo<~m::dkal 
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l'lHYBZ)VI:dcnt alkah ttK~h! ::;alts- and n~\Oti~}v~tlcnt llltd. di<iddcnt ~<lhs ()f 1J;rganit C<).nlpouncM, 

prc(er<ihl y organic c:omrKnlnds \-vhich hw.!ud<.~ an .arnmonhnn moiety~ Salts of Fonm.JlHc V 

--- \lUJ arc al':>o prtJ\dded lNi'l'.~hl, prel\~i'<l-bly pr<:.~par(;d <vitb rliQlKll-'<=lknt ~lnd di:va!(!rH 

Jcn:v(n' ldky!, cydoatky!, !tnd ~'<Ub~titln'cd cydm~Jkyi pr(rvkkd. hov•/C\'{~r t.bHt 

\Vhz~n R1 is a S1Jbstiil>t~d 1\C.h"<:.~l: alkyl tir a. ;-;ubstltutcd ;;.yclfH~lky!, then the 
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t.bit)i, alkyid:l.i\), suh::<tin1tcd :alkylt.hi(>, sulfi.nyt ~uHbnyt suhsdtttii.~d sulfin}:'.l, substituh:.~d 

stllfbnyb!kyb~~H1nyl, aJkylsulK)n::tl, and the lfk:.~. In a. prefcrn::d. ;:,~rnbodirnent, Ri11g B 

whcn:in; 

lz:i\\'cr <tlk.yl, tydoalkyl, aHd Sltbshhn;;td cydonlkyl pt(:lVided lwnvevcr thai 

\~·hen Rt is ~~ sub;;tltl~t(:d lower ~!l.kyl or i'~ substitut~xt ~;yt:hxl!kyl, fh<:::n the 
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cydoaJkyt, snhstitut.czt cyr.!oa1kyl, >Jf ,\iubstitutcd io\vcr <>ikoxy, pnwid~d 

b:J\Y(~vcr that v.,..hcn an Mtml of th~ chain b snb.stitnttd \'l·i.th ~ubstltt~lt(~J 

thi6t >'dkyHhin, ·~uh~thistcd a.lk:,'!lhio, i;UHinyl, I'UHl:.myJ, ~uhst..itutcd l'u!Hny!, ~uh~,;titu!cd 

snHhnyL, ~~n~;ylsulfil\Yt ;:~!kylsulfrmyt nitn) <!ttd the Hh:, In tH-.:;'ft:Trc:d cmlmdhn~uL Ring H 

!2 
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suhstittH:cd lo<;v,;.~r alkyl~ cyc:loaJkyl and subslit~rkd cydoa!kyl prnvided 

hmi.'tV<~r iJwot svh..:•n R ~ h ,;,: SlihsHtut(~d kiv.'tT ;:llkyl, tben llK~ snbstftucnt 

suh~dnJJtd l~J\\'{'r utkyt, cydoalkyl M.d ::Atb1'itiJlrkd cyck~<Jlkyl prnvid(xl 

}H)\v~.~v¢r that \vlwn k 1 t!';; a M!bstitutcd !o\V~~r ;:~lkyL thei; th~ :'>uhstitnent 

l· .. -~ _) 
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f0044! 

Fonnulal.\i 

.R 1 .ls sdez:t~xl ftnrn the groHp '~.nnJ§>~lH1g (Yf l~ydmg~)tl, .tnw:.::r alkyl, snbst!tUJ(~d 

1ow~:.:r :~lky!,. and ..:.~ydoalky! provided ho\vcvJ:.:r tbrt when R 1 b a. S1.!1;)s.titHt>:~d 

lower ·~~kyi, ih¢n the $uhstitu¢rlt dues not ilWlltdx:~ an amino gtpup: 

p }l~ ·~ h•:ilf{l•"J<''!1' ... o:.. )•, . . } >.; ••• t~""" . "': 

suhstiiuted low<:.~r alk;::'l, t:ydo<~lkyl ~tn.d i>i-lb$tiJukd cyt:lo;:.ilkyl prnvitkd 

ho<,vcvtT that \Vhcn R" is a suhslltut~~d. lo\i;\X <'l!kyt then d!<!.~ s~~bstituent 

stih~titui\~d hw<'~r alkyl, (~ydoalkyl ~md. m.th1':litut(xl {~ydo;~Jkyl ptnvid:.::d 

bo\vC\\~r that vilum R'; {0 a suh:";tituh~d. !ow\Y <'l.lkyL then th<;:: :;;ubs:dtuem 

pn;:pared !iom. the thHowing: {~) rn:;;:tal hy~;lroxidc:;;, pt(Jcnd}ly .atkali metal hydn::ndck-; 

( ,, '' ~·: ... ~ s')f·f<rl·l ,J K·' qp'l. ·"'l:'~. i'1''r~ •>•'i .. ,, .. "" l';'. l' '. ·H~U})' ide~;-> '"'l''~ !·:,,t.''lol.v ,.) !'"' :n>·< .,~ r;r) 1:" t.V'"'"l1'tl:'< >'tl> j, r:h '"-'~t~~-~ ~-"':S'-·'-·· ,..,.,. ,._, .J.t .-.):..-:-.l;o ,N. ~~ \:• f-~~;t; .. fu~'(-'.·-"-"' "·._"'!.-..;o<.J:'-~·'··~~;.e..,,~; __ '\ ~· ;.;,_ \..-.N:-.'",.'r .C.. ~-~-~::u~.~ ':--,_ >(r">..O:>..:~ol)o..'"· .· 3. -~"-' 

l4 
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h ydix'1~ycthy! p ynnlidino~ 

Fonnula V 
< ' \vncrem: 

t.>fJtknm!ly sub::~dtutcd alkyl~. optiottally ~ubstihJtcd cydo~llkyC opdrmalJy 

sttb;titukd hct(~r<wy(~lyl, opht)mlll'i s~tbstituted bdcrocydyh.ik)il, 

f)ptionaJly sub~titut<:.~d ar:;.·l opti(in~tli.y sub;;;titut<:.~d hctcn:J:~\ryl. and 

submhuted .krwer aLk():1(y, nJitlnnJrHy substituted f)itl.mdkyl, or optkHi<'illy 

,~.;ubsdtuted .arninp~ 

.,~_,:'_~><'1''';,, 6<><). fJ-i>' s·,;;.,_,,,,,,,,,! l'"')Pi}'l'":>i.'lt'"'''l~'"''~ 't)())'_-~'''!}~:;;1 o)···xh·>rl ,·yr' :><Y)"·;,-;;.l;~· ~ .. ~~.·~·o..~· .... .o.~.~ !...~ . .-:l .. ~..).'-·xH.~->~·'•,·:~~. ;q~ .. .!::.; \.·}.h ..... ~.,.~.O.-~·'.>.~'\.~-:-.I·. · .. ~ ... ~ ... ~:--... ~-~-.-.-.;~.w,-;.~....:·;. >'No' :-.u.,.~;.q...,.~ 

.. ,.,l'-··•i•''''"·;!· ·; .. , .. ,,~ ··!·!--··'! ... -., .- .• "n' ··>'--·-·t-,-f·t''·' .-,·"!. ·>i'' -' """;.-~,.;\!,- ... i,,,-,,, 'l·,-.-l- -: •.... ,.,.. ;:;;o.,~.'~~-,~~~'-:-JS· ·in\:,.,_., <:1 .. "J ., vfhll),.l,.u} ~tP.:>!> h~J .,:.l} >,-)'•v..(hl.di:)' l, (_.f_.t.,~.>lxw y \Ut,~• h\_, -'~- o<;,)~\'<;-:-

a!kC>X)'., a1.nino, su!Jhrlyhu:nino, amino;;;ulf<.myl, sullhnyl, ~md HK~ Hh:. Prd\:?r<tbly t<J 

incbdc:>; #I ~~~~:>;tqnc ,:;r~tbstitu,crH fUrrtaining an mTllw:.> gt'oup, In further eml;K>(Hnwnts, R~' 

and Rh ~rn:~ llldcpcndcl:lt)y $dectd h'orn nw grm.tl':l Ct:nli>i.~ting iJfhydrr>x.yl" iiuhl>titute:d Z)X.)"; 

l_;:; 
!~-
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wherein; 

Rl is 

Fonnula\il 

nptkrna!ly st~b~titukd alkyt >.lpdonal!y !Wh~ti(urcd eydoalk~d~ opiitmally 

~uhstitukd bctcn.)t)·':!yl, opfixma.Uy substhntd hdt;!\)(y;:·!yhdkyl; 

k~bgcJ\ hydrnxyl, tJfH:knJtlly ,<:<Hhstiwted kl-•.vcr .slkyL t>ptkmaHy 

suh;,<thuted krw;}r aLk():xy, optk~rurlly sub£titu!z:d >.:y'cl.oaJkyl, zit' optkm<'i.Hy 

s.ub~Ntuted .arnlnu; 

·v:h;>:o·r~;.,_ 6<> (>. q ·<,;; ":•''t.:''',"'':"··l· l'"')"()''l:<>:>(<<,t•> '''l. ~'"'~ 't',·)''•-"''~'i~'~'-;·1 o:>~·-.,h-vl ,·)·•· ''·'"'t''•::>\i<~, :.,_._~....,..,_ ~.u.~ ... o.~b t:~ "'·-' ;~-~ :-._<~.w.~ .... ~:-:· H~ ,:q __ \. >.h-,..::. ,.,,_-..<, ~~-'-~J: -t·'~ ~ .. •:""'·'·:~ .. ..;-t.:.-.-..c~->-;-~t-: ~ s. ~u~> .. H_.,.~;<;..,..,..-:. 

alkyf, ~uhstitukd lo-;,ver aJk:yt cyt.<kHilkyk iiubst1Hth.A cyclnalkyt~ kn\·<:.~i: ;;.tlkoxy,. substitu.!ctl 

low\~r a!ktr~y, amino.; s.ul!~)nyla:mini\; Hi:ninns:ult'tin.yL suW~ll1~lL m1d tht~ llh~. h:t H.lrthtr 

<:~rnbodirm~nts, 1~31 and Rh ill'C ind;;:pctld~ndy schxtcd n·om the grnup ~(JH::<isting pf 

!6 
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wherein; 

R r 1s s-ek~ckd fr(nrl Hw gn.Jnp conB:I!:'\ting pf nptios.w:lly snb;;;titmed arninn, 

opdonaHy ~uh~tituti..~d alkyl! s.lptjzmallj.·· :~nib8titukd t~ydoalkyl!. optionally 

optionally substitut~:~d ~l.ry!, option~tlly ::;ubsHtut<:.:d hetcrrmryt ~md 

opt1oriuUy ~ub:'>tilHt>~d h~tcroar'Yla1kyl~ 

Q <\; i:;:.: !<.<~1··,,~,,..,,-l fl··•:l'-;1• tl:<c <:':l"}'l~1 e<x"l'\lS/'i•,~,u >':i·\~·l'>'-" . .:ll'')O'''l"' l"'':V'~<·.·~l·k·,i! ·''l"tl. 1'\l:'t'IStl(l!t•~fl ~ •.: ~'-:'-.•· :- y.l>~·':"· (.·""''-~ ~"- ··"-" H .. o.,,..,_ .t:::· :\,. <-. ·t· .;.-'\...'.0~ .. ~~- ~ ..... ~'-~- "'' . ~-) \}. \. ~'~ .\:- .._,_ ':!- '- ~- ..:.. • .... : ~- o.;< '.<.-,. ·· . ., • ._ · ....:· ·• - ·\- ~• 

substituted cyckwlkyl nnd opt-ionally l'itlbstihrh:.~d·aryl~ 

~.~.d,Y:!·:;~.'·j ~:~.r •. > .. 1''!. <:_}li' ·>:<!''1'1n '>''i:l';.:i\;<:iF·•.> ,.,!-" 1l'·'A':•:1<t<"'l .......... "" .... -t.~ t~ .... ,. 1 ... .... ~· '~'~r· -:... ...... ,. .. ;~ ... :t:.~···'C:-: ,~ ~ . ... ~ ...... ...e.~.C'.~~ ~ 

group; 

~lnd (tH bio•::>quis.H!cnt~ including s.alt$, pmdmgs. ;i>~d is(.HilCt:'i thcl'N!f. 

!7 
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Fonnuh1 Vfll 

opticm<Hly submiNted ~~lk.yi,. \:lfWondl)i !§Uh$tltutcd C)''cloulkyl, option.n!!~y­

suhsthutcd hctc:ro.::.:ycJy!, optionally ~uhatitutcd hctcrocydylalkyl, 

op!km~d!y suhstittn\:.~d ~~r:,--L, option~lll:y ~ubshtutz:d h0tetn<~ryl, <md 

optionu!Jy sub:'>t~lmtx) hct~roaryb1kyl~ 

slibditL;t.cd ~ov/;::;r alkyC optionaH.y ~<ubstitwcd arnino, t_iptizmull~l"' 

substituted cydzwlkyl and optbn<.llly &i>bstihrh:;d aryl; 

R4 m $di.x:wd. fbm tlw group (~onJOistlng of hydrogen~ nalog~~n~ optl\)nally 

St!bi>tlttrkd km·ii..:r a.lkyt optkn::aHy ~ub&titt!tcd <tmino, optionally 

suhstitw:cd C:}'<:.:k)ulk.Yl Jmd optiom~lty s~tbstitut~d aryl~ 

v,J.K~rdn at k<'l.;,;t one (lf R 1, K' <:u'id R'' Indu{k~ <i sHh;;;thucnt c.ont;${ning arl it.fninn 

group; 
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!ht:grl".r~!)':l c{:nbbtingnfhydtogt~n., halogen~ lower <~llkyL op!ifH"l.~ltl';i Stibslitut,~d iower alkyL 

optional!)'· substitutz':d aminu, l:l.Od option;ftiy subi::\tihlkd cyd~::uilkyl; and R4 i:\ chlorin~ .. 

opcn.e.p; should he Hndcrst<.KK1 to refer to Kxil' channd op<;;ncrs blscd upm1 a s<~h nf one of 

!he .(xrmpz-mnds dcficribcd by Fnrmube 1-VJll atu1l:u:.vi-ng rme tTt rnore, Hnd ptdl:.~r~\b!y all 

tht(~t~ •. of the fbHuwing pn::~rK~rtic:-;: ( l) qx~fling S LTRx/Kir6.y potu::;.c;i um channds, \Vhz~n;:in 

K "' l, 2A Z!r ZH and :y '" ! or 2; (2) binding to th<: SUR:s\: subunit ofK,"n'.channd~;; <:tnd (3.1 

i11.hibiting gh.tcos~~ indtictd. n:~k~uK~ Ztf insHHn Jl~lhwting <ldn::tin.i~;;tratirm of th\~ cMnp~)l.uJ.d. fn 

vi'vo, Such KArv dHHlnd opener<'; rn·c!"'..~tably h<'l.\·\) th~) StnWhlt:;: of ~my ~>f the conlpc•und'< 

nf Fontl\!h~ 1~ V'JU., (.W rnorG prcfbrab1y Fo:rmuhllH--J\/ tvl1;:;:rc ring B or its cqtliv:aknt docs 

inchKk:s an anion of di.;lzo:s;ide nnd ;~ sodim:n c~Hkm, !h~ salt i.'{ not in liquid. f(Jtm, ~lorz~ 

pndct;:ih!y~ KAT.f' dumnd t.lpNlCr~ conkT!lplak~d hen.:~h1 are s~dts of touw,marnh nf 

F\m:nd~K~ lll and. rv W'htrdn tlm ~:\J!trm l$ "'(~b:t.:xl fr.tlnl i>.od1um, po!M;SllH.h, dmli1K~ or 

~mclthcr Gmhodin1;;,~nt. th<..: compound of F\:Wlltub V--\f!Jl thrms fhQ: anion oft.hc salt *irld a 

mnnovalent ordh·aknt m;;,~t;;,H km:nii< the cation, In <Jther ;;,~rnbod.in'l~~nts, lhr calkm inchKh:;;, 
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s::hauwd npcn(~r ner 
~·· .... kn 

·":~.· SJf tlw .~.uhj~~t:l's l}tJ'rly \vdght:. or 1~{-:f~l/e(~~l 1~2 rng nf th"' K,,nF 

>::hannd t":ljX)ner !)(~f kv · ........ 'i 
.of th~~ sal~i~x~fs hnd.y \Veight, or bdwl~~n 2-5 mg of tht) KAn' 

duumtl op;;.~ner per kg .o.r th~~ ~~J[~jcyt ~s. bodv ,. v,rdghL or hchv<:,~e:n lD·15 tllg p(thc K,\T!' 

ch~:umd {ipi::ner r~~r kg {~f· th(~ ~tt1~ie{~t:: s lxxly ~:Vfi'ght or h;;.JW~()fl 15-20 rr.~g of the J(AH' 

[0062! 
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!JH}··l! !J~.dl<. . 

Furmuh!c :! ,. \lHl, \Nhich include .at k~ast one compo.ncm th;Jt substawially inhibits n:.~Jc;:;H~ 

of the K_,,tF chl:l.rmd atb'~lhJr th::•n1 the torn:J.u!<Hion mttH afh:;r g<.1strk tnmsit /\s us(~d 

Cl}WiWrs sz~kttcd .lh)nJ the salts 9f the .;.:o:mrKtunds of forrnlllac l-- Vlll, which include al 

!. '''''!~': >'V)i'. ·':''\l'lH)>'}!''''!'l" q,,,,,. S'.!hii>l~''.ll.~l\' Pn· :il'tl'! .. l)lt:S •!'•:+~'l"'~ ;)_f ij:··-~ "!,·" ,, •(•i•< _(cl:•'"l'l"'l nl1'''fl•:W ·fl<,-~;·,~ IY~·q._~ '""·"":" \"· .' -~;t:-"- .-tY.·~: , ... ~.w-0: . .. ( .. <;.. •••• ~~. Ji.. :..li •. ~ • .J .. ---~- _ .... · .!!;:,.,,~.., .... ":' ' .. :t. -~~ -~.-~.q ·"":- ::.~-~ -'· '-" ·t._ -~. ~~- -:--t·~-~· 

the gnJup com;L<;Hng of: C1} a pH, "'cnshiv~~ polytlkr or co~polynK~r ~tpp!k~d Iii:> ~1 

cun:rpn::;;,>;lnn coming s.m ~t t<lhkt, (b} a pH :'id.tshive polyn.u:T or -c<l-potyrn«::r applied ~~.'i i~ 

thintHrn nn a tahk:~t, fc) a pH s<:mdtivc pol_ym.zr nr co--p(llynwr ~~p1\lied i:ts a thil~l Hln1 to- an 

'".'1''::H_'>:«"!'ll'l .. P"1· "" .. ,.,.,, . ., td· '"> -:> t~u ;;;,·~·~,i-tl\··' ~~n!v-r>"l'"" ")f "Fl-~'>"\httYF''l' ''l!~~'l!i<··d ·t·;:~ <''l'H~'-P'>S'•l·>t>"'u--l ..,.,~- :;,;,;.-.~.~-- ,._ ~-- .. ·- ..... ~ .... .l·' . .._.,._.~;.~ .{ ·: ': .)- ,~ . .:--· .r-~ , .. ¥! ......... -·:. .. \,. "''~ ~ . ~-- ....... ~ ~ . ~- .. -. -~·- ,. ' .... · ~- . - '"='. ~ . ·-: ~- .............. . ~:-· <:-.'._ .... -v:l. --~· ~- ~ ... ~(,{. __ ... ~ : 

Nmditkms. .Aht)Ln>:tt.htdy. StibS.ti±nti<'l1 irlhibition of drug rdcasz~ dudn.g gastri~) tnm$pott 

t}lrJ. a\~{l be {Khk•vt:d by hKt)!T'IOr<"l~ion Of !he thnnul.Mkm in ~m O~iHOtlf pm:np "Y~t~rn, b} 

tt:,;c 1A' syi>t¢m.s t1Jntrnfkd by ion ~x<:lmng:;; n:.',~itb, (X by (.:Qnl.bimfti(}ns of any .of the .abnv¢ 
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npon ..;~xpo;:,;ure tn a ~u-itahk l'K!U.tons (.mvinJmncJH~ tK~gins ~t ptT!Ci::l'l:S of dt\:int~~gration 

which lh:i!ihtk:s the n:::lc.a:s(~ fl-f drug thm1 !l:w mi'l!dx. Th~ t..:Hv of ndca:~•~~ of drug frorn the 

H~bkt i;:_.; ~::·ontrolkd both by th¢ f:>{l!ubility of t!:u.: drug ;;tnd tbt.: nuc t~f disint>;;'gratkm of the 
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stin:mlatcd in'iulin sec1x:tk:m, (Gl d~vation of cn::rg)i e.xp(~ndit!.m:,:, (d.} <-~kv:ttion: of bet{. 

o»:id.~ith;m of t1\t, or (c} lnh§bition nf hyp0rphngia R_ir ~it!l.)ut l & huurs, 

~-·~:-c~i:-t" ·~~,~~;-.'r"{~~,l'~t·l"~Y:(-·~,)'1') !'·,:, .(~~"' ,·--'j,,l-;.•:~ol:':" o:-l-;:···~~')'l;,•:..l~'~,l:_..t '''¢:l" ...... i~(;-.,;··~-}·-;:~ fll"''")'"':-. -..-,·~~':...;~,)o.'"i" !''"'-··.~ l·t~ ~-""!; •;>.·"· l·:~~·}o''! <.lJ:·t·'' ·x<\.tJq._).< >:•:· _,».!\...<. ~-· ''-~ \ .. <·t'>·::!l;, \, •'<-· · ,..~ bl.!. ~n (..<(;·~~·') l' >,.!H~ !:it-•VJ\CI,.·-·· . \:.·.''h.l:. .,,,. >h <>< >,.-<>.) 

'"l''u~ <:\l·,· ihi:: fhl !<)\~,.;., ,_,.. i •\'! i;-<hlhi'i··~l·l '~~t" f,, \tl' '1.'' ;-l.,,.,ll1l .. 'l S'"•·:;·;c\f!''.''l· <'h> il··•j'•·l·t)'~~··,_l" ••r'1,. o!.q<~fi~'' ,.._.,__,.>}, '- .. s..,. .. -o;, _._.}.:., '\,., ()..~~~ \("-:• ,,,,_.)_._~.<;. .. -.~ .. <!;.. • •• '-' ._.(-...,,., _.._~_~;- :l )."-';1'~<;_ _ ). -.. ....... ~.VV.:·. :\..,.-).·-:· '.:•'.)· .... J. :i_. ,.<;_~ ..._.,q, -!l ... t;::~>;:.., .... ~_._, ..... 

stin:ml<sR~.d i.mn.tHtl ;,;;,;'z:t·et:iotr, (c) <~kvatkm of dWtgy <:~xpc!ldltttn\ (d) dtvM:inn of b<.d~ 

.:rxi<hti~)~t off;it~ ot (<:~}.inhibition tlfhyp~:~rphagia tor i:\houJ 24lloUr&. 

stirnHhiH:x! insolin ~wcrctizm, {<:::} dc·Httk.m of c:ncrgy cxrH~nditut\\ (d) ckv~ukm of b<?.tn 

oxidation ofbt, tW {c) inbibi!Ion •afhyperphagktJ\)t ~th:$ut l8lwuts. 

d•.;scrihc:d het'cin. For i:;'Xi'l.mpk, the JK)!ytn~)f mHy b<::)sdcctZ:xJ fr.:)m tlK group ~~~)n.,:;isting of 

po!.yz~th_yk~nc oxide and c~cllulfl&<::. ('d!ttli)~C suh•~(hl<.~ f~Yr \b<.~ in i>m.:h f(m:rm!~ttkms rnay ht 

,:,;t.~k~ck~d !Ynrn h~,.:droxypropylrncthy! c;;.~th.dtwc'. bydloSyprnpy!cc~Hu!ost,. ""thylctllqlo;';¢, 

treating l'iy_poglyccmia, the ni:cthcd comprising ot~'1Hy ;:\drnkd;:;tcril\g h) ;:t filst~jc(t in lH::cd 

thereof: u controlk~d rd~~\1';<,: rtH'lnulati9n l)f a K"'·rp ch<Hrn<.~lp;wn.¢r sd1.wte(i thnn lllc Sidb 
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admin.isJt~r)ng ~~ fflC!1!p,;.~uticaUy cJTel;'tivc il.m(nmt of a ;,;olid nml d..:.);,;age H:m:n of a KA1T 

dwnn~)\ opener sdcct::.x! fr.mn the S~ihS of the .C(lmpo.unds of Forrnuh~c J "'' v·m, or 

th~~mtnjutJcdly (~ffcctivc ~nmwnt oJ <J <;olid or<il dos<!gz~ ibnn of ;~t Ki;,:n' ch:HnK~! npmK~r 

selc(:tcd fron:! the ~<.1\t~~ of the compounds ~:~f Fcn'l'nnh"c 1 ,_ VHf or controlled n.dcl:tSt' 

t<llnpotmd;:;; rifFonJ1UhK~ f ·" \/.ITL ln u prcf<::l:red crntxrdi.rmmt, <idrnillistmttor: i::; 110 tnor(;': 

!km t\VO tim{~'ii fKT 24 honrs, or omx~ pet 24 Jtt:n.>r:=~, Th(~ (kily dt}~w.g~~ adminlstc-l\Xl L<; 

prdorahly hetv,.'c;;w;. 50 and l SO tng. ln c<:::rta.in <:::rnbqdirn(~nt~, the (}bcsz~ ~ubjz:ct hrb a body 

·<>·i.>>•·.o ;,,<{''>Y <"$>'<>·:'! .. "" <·lF~<·t ·v} t,·,t/·<'·j··~. ,-~l' i'$l~''''t·'~''' tlv~<-~ ·:t;::; ~'·"/~!'? ;·~l,. fH''"'"t'·'''' t1 v~<·i: JJ)• r•·(r/<"l'j.:'J. ;··,l·. ,..~~ ... ~~.-31: .:t-x~, .. -v~·-,.._ -~;-~~-:.~ .l;.:.:~ :t ...... ,; .. ~--~- .... -.~ · .~0;·.~·-'"J:. :- ~-.~- t_":;· >;...::-,t •. ti:- -.C.<.-.!-." ._.,f.._~ .. ~.-.;·.~y :;_ >- ::- ~-Jo. ~::-"'~~"-·'-".>. -.t .. :t,.,.!._, -~l. -"-~:;ty·) . :- <-.•. 

thcnwcl.!tk\iUy dfc<;.tiv~· ~~rno1-tnt r~f <! :-;olid. qr<ll dosage fhrrn of a KArl' clwnnd qpcntr 

:;;r~k~d(~d fitnn dJ(c saH-s of lhc <:::nrnpDHfU:.b nf Fnn:(llll<l.Q f ... vm qr cont.mHed releast: 

1mi limited tt) hea:dm:::hes., flt~id retention. ed<:.:nln, hv1x~rglvternia, and h.!chvt.<lrdia, hl • . ·. .· .· ..• ·.· .. , .• ·.·, ..••.•••..•. ·.• ...,, " r ... . ..,, •••. , • .• •. ,, .•. ·• 
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gi\:\~n tQ d:te pMknt d~dty for da:ys or a fi::w 'Nl:3Cks. ln thrth;;:.r cmbodbwntfi, th(~ rncthod 

hl''_h'_''b< l";;>>"<>!:>tin,)_- ->h·:< tkr''" \:oJ-,;,_~,\1 '~~ :u_~i-,.,;.,1-id~,,·"_il ).:<:!·•·~<> -'''l-.>-.,~1-, ... _--;,l~'l'" h,~_,_;M -<-·•:.l·:~!'<._., '""i'-<H-<1 ,.," (S. .,._..~, .......... ~'"'· ..... 1. -...-M· ,.(., ~ ..... b :t,.,.;;.,~' .·>- . ..._ ......... :<t- .. ..;.}-.....-~ ~--·-· xl, ...... ~.-.oo. ~-..:~,_~ ......... ...., . < -sJ..:.:.H- .e.>- .f..._.. -~:<<t-:t<_ H:. ~..,_;- u ........ ~ .. .~:-:t. ·.P ... \V;,..:,. ~-}..:.·"-·:\.-t-~.:k. l.-,.~ 

rounds uf thb dose c;:;;.c"-datkm W1)t!Id tontinue tlnti! thi':' thcrapc~~tk~~uy dfcdivi::" d.osf.: l-" 

!'·''~~···:h,,,-i· f~ h>"""""l:!v·~1v __ ,hn:n:l1''~'" h'"'l-l'; l''l-;.-~ fl'''1:V lv~ qil'!\·.;-.•,.-l· \.'-i'll·'~l···~ ·•!·!-'' ·:•v·~J'"<'H~ J·.l:J.•·_:_r_·P.$'!'.:;:~ !" . ~-~{..;·''"'-''"" • ,"\)...,..,,,)A.~~--.- ~ ...... ;'·':' •. _oi;{l,ii,, ... ~ .,.,._~-~~-·-"""""'" •. <.. ":t..!l;... .-J:U-:·' -)-. \,. "-·"'· ·'""·~":<·\, .•·· >,;,_ v_.;).. ·":< {-.\, ":< ·'-:-..t:;::t~ ...,,._....,~ .·;o, .... : 

ii) ·<! fbrrrruhltion compris~ng <l saiL wl.Krein the ,<;all ::.:orupti~m; an ani~)H of a K.ATF 

>?'ha!n~K~t opener sck~cwd hom thG gnwr ct>n.:-;L.,.ting t1f FW:t.l'l.lJhi: \t,. f(lrmula Vl; h}l'mub 
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{:rvcnvdght, olx~s<:.: nr obesity' prone suhjr(:i\ the rnQt.hoti c>:lmprlsing adminhh::rlng ;~n 

cB\~~~tivc *frnonn~ of ::1 solid ond d;;}fii!gc fon::n of i! K.,YrF <:.~hanncl opener sdcctcd fhJm fh>:.~ 

F(>nnu!<:K~ J ··· VHL Jn a pn~ferr,:d embndirncm, <l{lminbtti:lhnn is no tlKW(~ thtH1lv;·':o tinK~;;:. 

r(~r 24 hrHtn;, <n· mi(:<:.' per 24 boHrs. h.r tetwin ernbodimcnb,. th(~ ;;uh.i'-~tt has ;:,t body rn:a:>,<,< 

l' .. ,1·.,J'~"' <:>·">;:,>·>'•!' ·>!•'"'1. ·:J;} k·<)/j·l-J •>!' >Jl"'"'l.t. ·~·· •l.'"·l'' '),:;; ·k·.:sil'-~:' l'\f o·•'·''l''l:'.,l.,. ,.:l.l"'"· ·~(\ l·,,.(>'f!'l.'-:~ .,,. {)fi>·,•·-,i· { •.J\., .. ·"'1. .!:j·{ ,. p,{ '-· • .( _{~~{ ·· .~<\ ·. ~· ·'>·~ ~ ,. . ~. ?-,{..,. ~ (_ f. Jo.d: .{ ·~' ~· . ~0''. ,'<.~ ": ·~· .. b{ '""Jo.~ 'u' . ~ _ ~ ..... ~.' • • ,3 :l . "'·~ ,,'( > ~. (· ~~-· ~vUJ;.~, ... 

sHHs of the c<rmpounds of Fo:nnula•t l .... 'VJH or controlled rekilSe p:h<lnH<tceutk:al 

t~.n1·.nn.latinn nf a K;wr chatnld opcr.wr ,s(~\N:t .. ~d frotn t.h~~ sahs of dK' cumpm1nd~ of 

Ftltn'lnlW) l ·-· vru. ln.;~ prcfi.~l'rcd c-n:lbtldin1(mt, Hdntinistl'ati~)ll is l10 :mfl!\~ t!'u:~.n t.vvo tirn.cs 

per 24 how~;;;, J)f oncc .. p,;,:r 24 h>:tur~. ln ccrt~dn .;mbodinwnts, thG sut~jca has a b,:Jdy ml:.LS.S 

;p.-'1 ·'·'~·· .<.><ci~·>i<"~l· i'!'t:>:'l ?~'!·.k·<>/!:«~~ (V' "'l~·'~"t;"·l'll"l'l. ·)_') k·n/J'l'l: "W' ~'"''''>}·.-~~··:•!'•w ~!'} ·k··<ri1·>12 
;w nlY~"·>i~r· ~ .. u ... ~\,;.,:). -5">;...1;.~<.- ..... ,.._ ..... -t~ ·--:-'-· . e ·"-·. }. :.0: C"':' ..... ,., ...... ~. }. "'"·. ·:-""-" -·~--:: -~ .... "( ~-V ~,. ..... ~~":"' :t.. J.~ .... J, :"· ·--.. b~--'-· -~ ..... ~_.5. ~~ ,.,,,(.~'"'-

of a MJiid i:rm! do~ag<:~ thtm <lf a. KAtr d:thn.nd opend &tlccted fron1 the .-.ab-> of iht~ 

t~)m.ptnmd~; of f\)rm.uhK~ l ... Vf!l or t{mtroHcd rt.::k;a,;c phm'mm.::.;;.;utic;:d Hwrn.dation .0f >1 
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~whs ofth\::; cznnp~>und:;; ofFonnuhc 1 -- \/UL In i~, prd{rrcd cnihodhw:c.tH, ~~dn~h:d$tr<'ltion 

Is no mott tbnntwo times pz~r 24 hours, or mtc:e per 24 hour,'>. 

pr~x!iabmh:' ~ubj~.:;m cornprhbg adminht;;:Ting: <i:U cn\~tivc .al1)(>ll:nt Qf a KAT}' charm~~l 

OfK~ncr ::\dc~:;;ted from the Sii!W t~f the cornfitHrnds or Fonnulw~ r ... VUJ {}f t:otlitoUcd 

the corhp<::wnd& of' Fol'milhtc I -- VHl, ln a. prefbn'cd el'nbodirncnt, w::h'ninistmtkm <s no 

rnorz~ tlmn tw·(l tit:n.z~s per24 hours; ur onec p~r 24 hour:-;. 

dialwtz.~s in :an su~*)cJ {:zm:1pri.sing adminhtcrhlg ~m \::ffcctiv\:: o'.!:m.ql.mt of i:i. 1(,\Tl' dl<'m:nel 

opcnz~r ~ck~ct>::.:d from til>:.~ ~alt~ of the i::\)l'n'p~;.tunds qf Fornmla.c l ···· \/HI (lt contro!k:d 

rck~~!Se pharnwceutk:al 6:Jnnu!ation of a Kxn, d!<Hrn<d 9p:::r1x.T :,K~kckd fn.Jnl Hw sahc:; of 

!h~:: ~XiH)pe>und~; :\}f Fotn·nihl'( l ... VHt ln ~\ prdbrr.'i:'d CnlbOdim~ni. <':ldministn;tion is no 

thanncl Dfl£hCr ::;dcctcd thnn the salts uf the (\)rnpound:'\. nf FonntthKc 1 .. vm QI 

contro!h;~d .tid.;:~;;(;,>¢ plmltll~l~t:ctttk;nJ i'hnttu!mi()r!: 1;sf <{ KATP chmm.;;l (.spclKt sebch~d ftorn the: 
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adn'li!ii."tering an d'fcctiv{~ ~mt()unt d' ~~ K\Ti' dumncl ()pt:rwr selected thnn the ~<lhs of th(;' 

C\lmj!(!Ul)ds. of FormttlHi;,~ J .... vnJ or \:\tntroil<;.~d td<:.:<~SC ph~m-naetlHic;:!l nxn.nuintion of a 

t .. · ,, ·l''' "'*:i"!'l'lf~ !. n!V''l '·~r· S<' k~1'.t· r~··'1 ·!~;.,.Hl"'l ij·p~ '-<'~ h'-< q f '"ll i' ''"ltl'l'!1'>n >1ds o l'~ Fn-,'l''' nb ... ~ ·1· ·-- VI n Itl 'l ~ •• ·\ .. S ~ .... '\N·.i:., ... ,.._ 0;.)1 ...... ~.¥' ~ ...... ~-":-~.-~'-J: ·'-·~·'-·· {.._ . ..._.. '·"~"""'· ':-~--l;·:· ._. ":-""-•· :~-.-... .... __.,,._.,":-.. ·· -... "~'-'· ··-'-':'-...-·"~\,....,. ---~-~- ,\.· •. _"' 

;:1drninistn~tion nf #· K,\Tl~ cha.nnd opener sekd:,;.~d from tht sRlt:-> of Hw ~xwnpounds of 

F(mnulac .l ·" \lJU in. th{: tr~attm~nt of diB'i.~a:<,\~S ()f <i ~ubj\X{ <H~hi~>ved hy m~y of !h~::: 

cprrzmt .Prog!yc.:o:.o:n)\i':,} \)rtll ::-;ll:«pcnsinn or z:<lpsnk _prodtrct~ in order to nxiucc the inddcn(c 

'~!"•',,.;'\.'.'·"''<'"' ;::·:·'1'' r.·l·:-;:;v'!s tl''"'i· '"''"' ''~"""'l··:<<·,·,~d ,..,;{'l• l~,,~,,t. 'l"'ll'-'. k-v··'];;, {!\\''lSi' ,.,r '< ,\w;·''l'" {hl-l''l '-·· ":"~<:..J. .....,,,., •. ......- '·' ~.q.o;..,· ...... )"' ~-- .. . ;\,""" . ~).-'!- ....... ~""-': .;~~--· w .. ~"..'.:- ...... '~>..... ~ ~ ..... ~ .......... ~ .. l).. ....... ~. :.~ ....... ~ ' ~-. -:.-.•:- :\._~·-· -~ ·\. .;., ":-' t.• ~- ~ ... d, .. ~ w._~'-' · ...... !-. -·-~ 
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~~h~Hln~;~l op~~ncr (n:,;_1!ly in COl~junt'iion \\'·ith a me;{[ whk~h ~rg::h!dQ:s sDlid H)od. As U:\Kd 

1'''l'·"i•~ ;,.l <>fl,.,,;.,~,,~,,,,.i;,.)" >'rf ;}),, '}')'"l'l'~-r ;.,_, ,,,,,.,<,,!·.,,";-;,.)" ,,,;.t·h ''! ""Fv•l·n·,,,"'l--'-i<: l'l•«!- •l"' •-\V>" "''l"~ b....,, ':"-'"':l >.h "'--:-._.},h.U~h~~<:,.(·>-, .. ....._,.;;;,~ {·, .. l~ ... ,.,. "J· . ...., ... -......; .. <:.1:<:· \..·'f"~}_w. -).""-•.S.}.v •. d·. :n .-.,,}.e..·}.~ .. ;...-~"· ·"-P·""'',:._, .,~~;.,., · -t-!0..."'. ~- ._~...., .. ~- . . ·o;..,• . .,._, .);;.. ~ 

KAtt' d~ai1ncl op(mft >:XHlrpds.hrg., tml:?ii.ng: w- b(: untiJy h.lh~sfed R fhnnu.iation ~wb~kd from 

tlm g:rmrp (~zmsisting of: 

<:hatrnd opet:u,:'r ;;.d(:c~cd .n-otn the group crm_,-~i~i·ing t')f f\)mmh '~./, F't}n.n.H.la-Vl, Fm'rou.ht 

VH ;'H1d Formuh'f VHf, vvhcn':i.n at k~;*St ~Ync s~{bstitucnt C<)mrn·1~c~--< <m m:nitH'! g.t0up; wnct 

a 1ncH! (:onhdning one or nwrc {';IJlid Jbod lwms SlrfLkknt to l<:.x.h:wc tlK inciclcnct 

of 'l-'h·'(:n-.;': e:H>d" T'''"'th<rn:.' frnm U1(~ oq!Jv it~ksl:·,~·'l 'nH nf <~ K """ ·?h<•nnd o<K:n;.;r !n :'_ ·•· .... -x · ..... '1):. ~-- ~~ ..... •·""""'"~ • .......... :~:~ ._ .• •· ...... , . -~' -~"·":.~ '·"~~- ,.,{.. •. . • .-\{~ \:.;. "~ · ........ --~·' .. ·-~ • ~ 

f0091! 

;;;-onlpd!:iing <'ldmin.is1ering a jiharn'ui.ce1.!tkal fbnn-\.l!Mi<.m ~)fa K.y})' dtanli\d (lp61Cr ,-;ck~c·!cd 

frorn t!K' ,-;;~1lts of the cnrnp-1:wnds ttf Fonnulac 1 ... Vll!. 
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(i)rnprltdng #dmki$tcring ~! phm:mil(:CU6C*}! !i:lrnmh:J.iion of <l KATi' ch~nnd orK~ncr ;;;r.b::tcd 

n~)tn the ~dt:; ofthc C<:Jmptst~ndi:i of Ftwrnult!0 l .. \'UL 

[OmH!. 

[0094! 

effka<.~y and Silfl:.ty, and fbr c:()"fbnnrdMt(Hl$ with nth<~f Hgents. lm::ku:led ~:tn:~ i.:o­

thrr.nuhthons vf K,,nr chanx~;:::d (.)p<:.:nct~;;; sek:ct;;.:d tJ:orn the salts l}f the <.::rJrnp<,)unds of 

C<~J1 bz~ combined \Vifh K\rF (hannz~l <)!K~ncn; ~ch::ct{;-d fi'on~ tl:rz: m~hl.> of the wmpo~mds of 

Ftwrnuhu:.~ l '- VJH to !rei!t <.ilK~ity Otto tnahlt<lin \-vt~igln lo;,;;.,; 1'tt aa obesity prone 1>ubj,;.:c! 
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rru:;t~~ghd<twn; or ~my other phan.nact~Hkal activs;:, th<J! impmv\~S iwmHn l'l<:;n~itlvity t)l' 

ghJCose utilizaJirm qr gly(::<:~rnic <;mltr()l \Vh(~r¢ d:H.~ n:KKk qf a~.tion is not (~nhancpd. insulin 

l!~cd to hW\:\~r blond pn;::,.sun:, Hn <tnti-i:n!1amnwtnry drug that is not H J;.:ox-2 it!hi.bitnr, u 

drug tha:t is a.n a.ntidcpn::s&rnt; ~l drHg used lo tn::at nrin<H}' iw:.:ontktcn<:.:>:;, or oi.ht.r dwg 

{lr. >)h;;:~:;>c patkt:b as conlJ:l<tn:-::d to nm-:rn.al. \v-tight :;>ubj<:-::(:ts indudit1g, but not Hr:nitcd tz\ 

drugs tn treat ~st!K~r(l;<;;t.:k~rot'>i~, n$tcoarthriti:'<, dit'>9 herniation, d;;::gcn~:~nnion cif kn;;::cs ~~nd 

nl()rhiditilfs (:lr· otlK~r dh:::ust:~s or cond.itifJn.::> involving .K.nP <:hillHK~lii hy Ct:Htdl.ninistnnkm. 

to a ~ubj(~s:::t in m;cd !het\Jrif of ;:m cff;;.~dive an.Knmt of an;,t of d.K~ ccn:npoumb m::cording tn 

Fonn~1lac 1~\/.!.i.i, or a sah of MlY of the ;:~om.pm.mds azx:ordbg i{l F~"}rrnub~) t:..\titl or 

pharm~i.ct.:udt~«1 fc•nndat.ion ih~:~reot Wll.:l a drug sd(x.:tcd fh:mllh;:: g;ro.up z:on.sfsting: dan 

<Hnphd<:;,nrinc or -amphd4rHi.nc mi.;.;lurc~ Sihulrl:lnrin~, Or!iM<H, Rin1onabant. .K CJ3 .. ;.J 

dig~.~sdv{~ q1:z:ymes, :1 d,~~tll:l\"'{l hfKlg~~nz)s.is inhibitor. a dtng that biod~B :th~nrpiiotl nf 

dietary f<iC gnJ>vth hnn:m:>nc ~~!' <l g:n:_)\\·th htn'm<.me an~tlogu:::\ a. p\'n,v!h h<)nJ<.onc 

PP/\R ago.nist, a Beta hydro:;.;ystcroid D<Jlydmgcnasc<~ inhibitor, Z\xyntnrn<>dulin, 

sJ!e;oyl;;.~~~t:nni.\ a NP"\'2 rcccptl}l' ~uitagoni.»t, a NP\'5 rctq'~l\)r Rntugonist, a NP\' <lgon.ist, n 

3!. 
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inhibitor, 1} !)GAT" l inhibitor, ~~ (~~.rtx.•~<:.Y1X~pth:l.;"1St-:: inhibitor., an ~.pp:::~th;;:~ 5Hppn::s.Mmt, a 

J.KWH:hi<Jlkk: <ibJ.rdii\ ,,~ drug that h:)\V<.'i'S dlob.<:<knJt a drn:g tha~ n~is(~:S HDL chnkMii.?l\)1, a 

}\'J~C .I dlabe:tcs, {b) r~du.dng insu!i.n dn~!ng, {t.} incn:~aslng gl,y•.x~ntk t·wrtrfj,l, ot (d) 

dcl&ying the k):,<S nf<'CSidwd ins1,din sc<crcti<.)n irl a. 5Hl~kct "'1.1fl'cdng thm< t:rpc 1 di~1h~:~l\~s, 

com.pnsmg Mrninistcring to :-;aid sul:~ictt il thcrapcuti()a.UJ-' cff~ttivc :~tnl~'l'lmt nf u 

!·bn:rlulafion of a Ksn• dU.\.nnd UfiCl.Wf ~,K~kctcrl fi'nfn th:~ ~<~.H!:'i of the :;.:r.m1po:unds of 

,;_:.o.mpntrnd z~ompd;:,b1g <l tertiary m:nine or .:rmmcn11~um pbup~ ii} a fhnnu!arion n)mpdc~ing 

a s\tlt, snid ~{t!t C(Jmpridng ~u1 ankm of il K."n' dwnw;:d orwncr sek:ctl&.d f}orn tht group 

C(l!t~l:'i.iing nf I\mnuh v' Fnrrnql4 VL Fonilula vn 4Hd F\;rr:n~uht Vl.!l;. and hi) ~-

fbrmu!ation comprising a salt, sad s~di z:qrnprising an ;;mion of ;l KAn' dumnd. PfK~m)r 

sckctcd from the gn1tlp cQns!sti.ng ofFormt.thl V, .F<:)rtrnihr VJ, FonntdH V"ll and Formula 

tllC pu>gfts&i(H~ of 'l~YP(~ l diub.;_~te:'i., ln. s~.nnc ;,>u.ch n1<;_~thods, thG rate of beta (Xdl ln~s is 

zk>::r¢<.mcd by, ~:~,g,, about .5%~ h.l about 95%, (:Qm.pared to the subject prim: t(.l adniini;,trahnn 
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s·ut~jcct '-'\'h>::n the rwtqrM physio)ogic~tl gb,c.o~e ht)n1co:-;t:rsis is attained more otk~n in :'{: 

su!:~ic~:t adntinhtt.ri.Xt ttw ftJiTnubtkms of tlw pf~st:tlf irtvtmio~l t:Olnrmrcd tn the subject 

dml:KJeA. .,.:\Hhough m;t Sliffiek:nt fhr the U\~cds M thl':: i.ndividU<lL r~)s\du£JJ 1nsuhn 

secrdkm is: imp<)rtant Htr ntef<'lbz)Hc i;;:Q.ntto!, t~)r <'l~.ic<)idl':.mce z.1fhypoglyt:cmk cpisl}drs, ;:tnd 

tbr protcctiun ngainA dlgh~tic ;;,~(}!nph<.:<i#~}ns. ·ro rct.<~in J<:;:sidu~il insulin S\Xrct.km in type l 

·w'tth Type I diah<::le.<,i. In (ltK~ irt'itat.l\.X~, the n~t.~tlH.Kl\ rn-ovidc th~~t th~ los;,> nf t<;.~~idrml 

ilt!:itfhn sm:rdiWl i.-,. ddaye<~~ h:Y ~d kHst <lbout 3 t.nmtths, 6 nHJMh:-;, 12 mWlth'=>, 15 tnnnths, 

18 rnonths, 21 n1onth~, t)r up h'> 4S months (\.itnp~m)d to a c<.ul::,kct nt!t ad:minbt>.:t'c<llh>:.~ 

tbrrnuj{rtion&{1ftb<;~ p!'i:.'~(int in\'Cfltkm. 
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Furmuh L Forrntda IL FQnnuh !U ~md. Formula f\/, (~fKl a ttHk)n ~clc<:~tcd !}·om llK~ group 

.<~'"J"<;;\i·;,,{,. <of''" <J.·JL.,,i; .<'-"ll'd·;d ,,,.,A ;> ·'"Y'<nHX<)<H>d '"'')''"'hi'~·~l'•)<~· ·1 l·c,N·i''jl''' "H>"l .. l'·<>·:> <)" '><>u·<><)<1;l,;·t} . ....,...._ lh. o,,,;..~.<).~ '\..~.~- :;.,..o;.,__;.. .~\,...,.d,~ ,\,o.. ... ...,·~·"''-~· ~ .. .e .. ,~ .;~-- \.·"...•.CM}-~').. ,_.r;.,q • ..,.,. \...·~~.li.-}.~~-·~··},• . . .._,.b 1,._ v\....r:-~-.~o,(.., ..,'! <._,..,.,o;. ,.~'\.· -.. .. t ~UU.O-tx.~~v.\· ... 't...:.o.., 

<.:hann<:~l opcntr sdectz~d from tb:: group con~lMing of Forn:wla V, Formuh vr, Ftnrnub 

VU and Fortltula VH.I; <'lnd iH) a n.mmt1ation cntnpristng a S<:ih, said "'ult corn1\rts.hg an 

<'.tnitm .of .a K.A.·rp rhan:nz~! opener sekd()d frrn:n th~) group G()t:sisdng ()f Formu!~l V, 

Forrnub \/l, Forrm.da 'VU <md Forrnuhl \/UL \Vh<:.·r~in nt k<>st one &ttbstitucnt ".x~mprisc~ an 

a.dmini\tn;;.dnn of the tbrnJqbh~)ns ofthc prv~cnt invention.. ln other instances; tlw in(>ulin 

;,K~nsihvitv b incf~a.slC:d b'l at k~uri about ltlih~, 15\};i, 10%~, 25~~·;l, 3(6·;i, 35').-f,, 40'!··;,, 45'H< 
~ . ·~ . . . . . . . . . 

f00l04! 

4i{tbth.•s, cmnprising trHldJnin.ish:.:r.ing t6 ~#d st:~h};.n:t <:~.. lll.Cr<:.\peutic<~dl.y dletlivi.~ arr~nnnl 

•''\ j:' "l. frl·<·p~ t:< !·.::.<·:i,··•}'l :•>vi <><l '" "I·J· -ili'cth>~!· ·i '': >"1<:-t><.r ·t· h·,·~· '''l .. t. tn~·~· d:~ll't<l'u>:'''< lfl'< <>j i<1 "-'"!''~~i~·';'V' '"il' l\ '' ,,t ·\.· '.".-.~A-~-~--~--~~-~.;:.J •. ~ ~-~··.'-'" ~0:.-~ .. ~P~ .. ~·-~ f,.<':.!)o J.-w. -....}.~· .c. .• p . ..-.·~"· '¥ -~--~""":-" r:Ho;. •. ·~- ~ M{"'-:>"-: ._., .... \.~ ··-~·- -~~"?..__,·~~~.'1. .. 0. C._ -~·- ~ 

shott m;::ting ;tnt(,..c!iah<Jtk drug> :,.vhz~n:.liH th;;:; thn1wlahon i>:< :><:k~;:!:etl frotn tk:: gTtnlp 

<.XH1S!sting of : n h K>f111Ubtkm c<m1pr;s{ng a KA'fP ch<mn<:l (lj!i~!lCf :-;ckchxi fmrn the 

grnup t.ZHlSt~tl!)g of Fnrr:n.ulai;.~ .l ,, v rn: E) ii fhrrHllhttion \..'-6rl:1prt<>i.ng a sah, S<lid .~all 
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~!umncl ~)~X:ncr sckctcd f~\1m the gn:~up \::Onsisiln.g of Furrnukt V, Formula 'll, Forrmah~ 

\.I1 .. l '•' .. ~v~.·· th>l:i·.n·,~·.',b. t.n_• .. r.l',. ,:•1 .. "~ ,,,,:) '" -~~·~l'l."'l~<'''i>'~~-~ '~i..)l'.'l··~l'1~~~'•><) ,, "'>j<· ~«.1~d ~-=•l·l.· ":''l''"'"')t·<>;~~-,i., R'' ·"~·"- t <:.. "·~· "'* -~ !; • :.: -I:'-~ ,~<; iC· .: ~ .. h.. .0..:' ;t.(.)..._._".. •• \... ~ -~·-"'.:· ~ .•• o..:-,6 ~"' •-'-~ J,::- ~-'\-'··-...... o....(.,. ........ -...,,~t;·H{ ~ .J-o... ~- ·".t:;:· .._ ... .1i.J 

drug with a circulating hdflif;;.~ ksii than :5 hours. ln th;;.~ me thuds, the thrrmiladon wu:l tht 

anti---dbbctic dnJg nuty he s::.o'"~drnillb.tercct ~wp<u:;;ttd)\ wqueud~tUy Qr ::;hnulbtncously. 

Suitable <~nh'"diah~bc \:ln:~g<) !neh.rck bm arc nm HnlH.ed to (~xzmn.dde~ natighnid~s; 

nlitghnidG, tcpagHnid~, ~~ D.PP~IV inhfbit()f (for example >·Udugliptin, sitag!iptin. and 

dl~<'!CdlMidHS~) ihhibitor~ t~ fh!z:i{)S;;:>l, 6~hbphtl::.phaH!S( jnhibitor, ~~ <'iulJhny!mt.~a. rz:ceptnr 

<tnt\'igm1bt ;;;uch<t" n1cgJitinidcs nnd pha:nnaz:~)utica!ly acccpH~hk ~alts t.hcr~of, 
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f00l09! . . 

{.\\Qndiri-4 un:J!Qg(,: ~H:!d (:.Onjugak0, and pharrna(:'e1:;tiqally azx;:eptabi¢ ~;alt~ and \:'-H~J! .. fg·Htc~ 

t!Kr~of. 

!0011lJ 

!001111 

!OOllJJ 

c:holinc and 20 to 100 rng nf sit:nghptin. \Vhik typku!Jy Sul)l ~::mltl'n!kd tt:k~<~st 

·11lnnn<r>'<~'l"J·"'''l ,--,-,lnll)'')St'i"m~ ·est"' '1•+nini-;;;i,o:r··Yl·. qn<;··' l%~r ">4 h,·'<llf' •1thq· i4n~-"inn ''""''lFF'l1""-·.··~-- • •• '1. ;>.,•,.\.~_:;.._....,.~!'- ':':-.-·· ... · ..... _._. :o.. __ ,._.-1:·. ( !'..~. '" ........ ···.···':"'- ... _._-...,:·."'-· _ ......... ~~""'- ........... ~ •• ---~.-.:-. "'-~ .,. ... ~,· -·':-·-·•.·.·.-~ '~·e;.,..- ... ~ ~~-.,. 
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!00ll6! 

f00tl7J 

t\l'n:,;i:-;ting of !hmluth.t l, Fon:nuhl lL b:.)rtnnla tn Mid Fon:nuili 1\/, Formula V, Foi'rm.ib:t 

Vk Fonnuht VU, .m<.d ForrnuJa VUl~ 

z~han.nz~lnpctler .~~~l;;,~{~t;;,:d Hwn tlH.~ g!\WP ~:r:ll1!!lii:itit~g rl'f Frwnluhi J~ Fnrrnula ll~ Fornmla 10 

and fnrmub i'\\ <md .~ z~.~~tkm !!idz~tit:d: fknn the group \.IHlSit'ting <.)far>: alk<~li m1~t*! tmd ~l 

iii} a frh'rnubHtm comprising *l !:'A!t, :.;(tid salt z~tH11i)rlt\iltg mt ankm nf a KAlt' 

dnrHfK~l opener ~ektt,;xt horn t.he gtoup cn;1;,.;;;;ting ~:~f Fotmuhi: V, Fnrrrntla Vt, Ftnmn1<~ 
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;,:;jn;;uhtti~m anwunts to~~ lTciUctkm, C .. g,,. ~\Y <tbnut f!l..-t) to <~bout ()01i.-{), by about l'\l t(l abuut 

J(l~l-·<), hy atx"):m 2~··<) H:H1hout 2Qi!.·h. In uthcr t.mbodiments thr. sul~jccfs HDL cht~!c:st<::~ttll 

~ynd!'<Y!TW, f~)rnprii~il.ng mkniniBh~ring kl ~;ild Stllzii~Ct u thi.~tilpcut\Qally dT~dlv(.~ anloul'lt of 

R fbrnwlatkw <af }l K/\TP channel \Jpo:ncr sckcwd frorn ttiz~ Sil!ts of the ~xnnpnunds of 

Fonm.d<K~ J ,., \'11L Fot cxtltnplt:, the lbnntlLHkm nHty be sd.t:ctcd fi.•om the gro'L•P 

(:-t)n.;,;i;,;ting nL i) a ilwnnl.btkH.l cotnprb.ing a sith, ~<sid ~all cf.ir.npd~ing; ;:m mtion nf ~t KATP 

•~hanTn~l (lpQ!K~r stdz~dz~d fror:n the grcmrl consisting nfFnmmb J, Formu!~ H, Formula JU 

'l.'l'l. :t~·,)~T" ,., ~· '·\ sv ~''l'-··'i '·' ·'~'-< l-l,""' ,;;,:oj ;~t'i·,~d· !··'t:<>t"\ !·f·l '' nn';<''1 ,,,.~l-lSl!-\tl".lr.' <'!! .. ' "'~ :>lL· •xl·l' ,;..,,, .• ,, l ·:><>l~ .,, 
...:: ·). -~ .. ~- ~ ~~J:~_o;..,:, :.. .. ~ ·• .::- ~' ~..;.J ·':->;.· _....._·~\.~· ~.0:}.~· -:··~· -.....:~- ... ..,_; .· ... x~ .~ .... ~- \..: ·!=:':··"-....· .. ~_;: .. ~-\ •.. •. ···:- · -'~-"~:::":· '· · ""·},, -:~· ~< ..... ~. _,}~"';-·l->.,.} \.•0..0:·~~ .. ~. 
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~ckctcd J}om th~~ gn:~up cons1sfing of Fon:nuhi V, fl:lnnuhi V1, formuhi. VH and Fonrm!H 

VUI, wh~:::rcit< HllC>'\st one ~nbsti!ucnt (\:impds;;.·~ m~ m:nino gnmp, rn ~orne s:::rnb·odimcms, 

of:th(~ pn:.\'Wnt inv~~ntion, ln oth;;:;r hl:<;t}.tlJ~,~~s~ th~: kvd of cir~ul~:~,ting a.ndwg:~n i:;; n~~hwd 

~,,., '•d •!:•';l.'t·· ·>h<;.•l; <;\\<~ j' <')i!..<, ·1 ~·~ . .-: ·'H'l')/:, 'J,;;;t'>,;, 1.W>:~~ 1'</l.c;:,. ~l··{!/\.·\ ..!·""···:. .;;;f'jt\;·1 t:&w,l·~ '7t!,il .. ;,. ,.1, .. !:..:) . .w,·._. ·.; .. ,,~ .. ~ ~~\.<\..•.\,-~ .,,,, .•:.\..r:- .~.:-...·.::!;'! . . .:.· .-.~.:;::- -~"-~.:'v~ y...,.. ,.- ... ,;-~ ...... r.,.,.,_.·v~- ............. ·o;.·';' l' .<.~ ... ::- ~ .... • .• :~.~-:. .... :<.~ .• ·._:- 5 ............ "~: ~ t ,·-.~ ~~ 

ltW123l .. ' 

s:.:y;;tif OV<.ttiun ;:,>yndrt)rHC t(ltXlp.rising cn~<idmini;;tering tn :'i<.1id snh:ktt a ther<~peuticaHy 

,c~H~'':(, .. .:., 'll'')<)n·•)'f .;--,f<!·· ~~v->'<vThfj,.i)" ''n··~ ''·l·l ''"'·l'·~,~.>1··l<>.·l·•c><'~·" •·h·~'"'l"'~' <~;h<>~-,,~;l.l tl·1. ' ' ·t'~·~'''''1''·l:••·i:,.,il1 ~ ~ ~ '-~ ~" ~ ~ 1>.. · ). .< '-· q.il ..... '>\._. ~-- ). · ~ c _t.Lx. -...,.._,ot_:)..o;,. ,'(_. <>. ~--"t-" ,.,e . u..o.~ .· .... J. ~ ·>.~- c.~~ t~. ~--•J.~.-" ">;. l( ,t ·;. {' .. ...:. ~. lh ~ . •. .x~ .'I;._. t u ... :~~ ... ~,)..t.\:t.· ~--
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tlwnnd opcn~r sd.:.~.(kd n~om th;:~ group C{)H$i:;,ting of FonnuJ;t 'v', Fmmuh Vf:. Fnrrnu.!H 

\/!.1 '*t~A r<;)<·n~Hl·~ VI·!·!· ;''i'd' 1' ll)· :>. t~)'''~:w!::>fl''Y(' <Y>•:>1~t··kit'i".' '! ,.,.!;'. ~·>,~,-\ <;;:~lt ;~OJTJlWl.·'<;:»<.> .'P1 , , ,h.~·:>.~ J: )'..~~q·.),l,.$.. .{ · , .. -~ ,.1<;,;., ·'·· •. '.e .. ,,.s_i_,.,,_..,..,._\..lS... \,,- . .t "·~ ~.<:.._~.i, ,..,.,_,,,,,,~ ~ .. '(~(.). -~~ .-. ~ . ._....._.._ ..,.,, ·. M.., .~- .t··" .... ~~.(&· ,_, ·L 

Formuk Vl, Fon-rJui<~ VJl <md Fo.nmda \/fJL '-\·herein at kast ~me ;;;;ubstJJiwnt .(xsnlpriscs ;tn 

amino grm,lp. ln thz~ rndhods, the tC.n·.mllhttion and the <mti"andrugt:tl thc.mpy n:w.Y be co" 

adminhh:rcd ,;;qmi~<:!td.;', st.--:quemiaHy or ('lirnlllta!K~ou.sly. ln sorne cmhodiment('l nf t!:u:.~ 

n:H:~thwl$, th~ ft>n1ml4tk:nl m.ay h•::: ad1ninist<:.::n;::d ont:.:e; t\Vlc'.~ or three times p;;:~r 24 h0:ur;,;. Jn 

<rvarhm '>YndrnnK~ tor.nprising t:.n<H.hninl1\tcdng to said subj(x.:t <'l HK~rapeuih:~a!ly d'fcctivc 

amtnrtrt (}f 11 fbrrnuL'!tiorl ill'ld <l 5t:~kt~tivc cz;trogcl'l tece1itor ltmdvh>tor {S.ER!'A} thi'::mpy, 

sc!cetcd f\:urn the grnur~ consisting .of an illbli rnctat and a CZ)tnpound cornprising il 

tertklt)'' am.ine Of antn1{}rlhrm grtn.q~~. ii) a lhtnmh.ttkm cornpdslng ~t s<th, ~mid salt 

s:.:nmpri.~i.ng <Hl. an:inn .of 1.1 KA.TP ,;;hantrd npdrer sz~kctcd l\'(n.n !he g.rohp consisting nf 

Fotn11da V, Forn:n.da VJ,. Forn:nrb \/Ii and Fnrnn.lb Vlll:; m:H.l iii) a lhrmulatkm. 

comr>rbing a saH, s~ri.tl sdt comprising an •~nkm Qf a KATP ch;:mnd t)pcntr sck~ctcd fr:tJrn 

the group t:.onsi,<;ting of Fon:nula V, Fnrnmh Vt Fornwl<s VU a~~d Fom·>ttl~l VUt ~vhe:rcin 

;;:~mlx~din.1(ol1ts, th(' Jbn)-rtdudon \C~)H'lj:H:i~t~ di<±<~():~kk choli.lh~- in srHn( t~mbm:lin1c.nt\ ~}f IlK: 

rncthod:-; the 8EJU'v1 inthtdQ"i dc.lmitll1mK (<.w a t'i<:ilt il"Kt'eof) or (1.n'ndo>~ if~nc:, 

ov~rrim1 symht.lme comp!'i.~ing C(Htd.mini~lel'i.ng w ~aid Mlhl\x:t u therapc:uticaHy cffi:ltfivc 

amount of a t~:rn:nuLttion ~±nd an o'<,:tdalion h~zh1;;.:ing th"~rapy,. \">-'hr.l'Z~in the fbtnnJlat.itHl i.» 
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grovp; ii} a formu:Litk:m cqn'lpn'sing a :w!t< Sl!id ,•mlt cornpr:isi.ng an ani(m of a Kj\TP 

,::!wnn~)l op~:.~ncr sch::ctcd fi'on1 the grm,lp i,cOH'§isdng of r:·~Jrnxuh:: V,. For.nmb. 'VJ, Fou:n11hi 

\lL! ;;n~d Fcmnuht VIlL <~nd iii) a fbrr:nu:h!tton comprising a salt, ;-,;~id salt cc,mprising <H1 

anlnn ~)f <.t Kl\TP du.mm:.~! '-l1X~.ncr sdedcd O:orn the grnup coil~'>i$ting l)f Fonnuh~ V, 

&aid ~aH ,:.:'\.)mprh~ing ail at1ion of a. KA.'l'P chat1nel <::)lk~n~:r ~dechxt th:.tn !ht group 

consbtint:t of Formuh~ L F~Jrmula U, Formtlht lll and Formub f\l, and~~ cntion selt~;:ted . ·!'-··. . .. . . - . . . -· .. · ... · ....... ' . . .. . 

a K.::.\T'P cbtund opener selected horn the group consistingz)f Fcmn~d.a V, F(wmuh~ VL 

Fon.nuln VU and Fornml~ VUt and Hi) a f{u·muhai<,Jn corn_prising ;:,l s~tH, .'i~lid sah 

Forrn.nla V, Formu!.a. V.l, Fnrn'li.!b VIl itltd .Formub VIi.i,. V<'ht:rein at k<l-'>f r:m~) &ubstittt(;)!1t 

'~'}'"''"'';;;,~;;; ·"~~ ''ll'H'l''t•'t """''"'") kl. i·lw l'l'P!l''"'h.,· :,:1~,~ fl\l·'p'• rht;t<H ~l'Yl. ·il·p' ~.tt>'n'll'_'t:>;;<~ .;,lhii)if<)f ""' ~-~s:t-•-< ~-.. V•- ..._~ ... ~-~ ~--,"-· ·L.-... ~.-..,. <;,;~~- ~ ~-'· "-··- , • .._ ...,. - ~"'-~:' .,.__-~ -~"-~"" ·'"- ,' •· -"-~'-{-"~---'-·1. ~· . ..: -S.. ~- \- "'-' ""'- '-" ...._<..,.'-". ~L .._,._ l, . . ,~ 

<:~mbodirH~~~Hs tlf thr tn~~tlHJth, th,~ fhrmul>1tion nw:y he adrni!>iswn;d CHWZ::, hvi\'::(~ or thr;;::e 

ti!J:lt:;,'> per 24 h~:ntr.s. 1n certain t:rnbl::<dirn<:::nts, Hn:: flm:nnlanon \?l:>mprisc;; diazm·;hk 
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horn the S<ths of th~; nwnpounds ofForn:~v!ac l __ , VW. For (~:;;.·~mplc, the t~;rrnul#tion m\iy 

be S(~kx:t~d n~om tlw gn:.,up wn~hhng of i) a t~xnmhJion compri,~<ing H ~ah, ~aid sa1t 

-'~'"1"'. ''l~;·l\~t)<.> ''"' •t<·l<,·)<> ''~!·> ''! 'K·' :·:\ 'f'j) ··~11''"'!!')·'~1 •VF'·l'l'-~l· );.'~lo<"·i,,,.-§ .r;.,.!·''" ~'!1··' '-'"''ll'':'i r;:<•-ji;*i;t>·•'.'.-' <Yj':• . ......,...._ }:~> .•.(· ; .. <: ... ~ '(,(,q ·(,-.;~;;;.,~, .... ,;. .. ~ ,, ·. {., , .•• -~... .....,J. '..-H •. , .<':n•.O. -:-;.: t· ,._, .~·. ·~ . ...,_.,,r;.,•\..·~.1).,·~' ·~(.'i,., ~)(· ~·. \..: ~.~~. ~~·· ,._.·-t~·.~· c..~ ..... .t·~~~ '-~. 

s:.:ha1n1=d O)~)ent)f :'<dcct~.x1 fh.)m th~) g_ttwp colt~isting of Forrlmla V, Fomwla Vi, Fnrmu.b. 

'~ll! "'~nd FmTnul.a \TU; ~md iii) a fbrn1uhHkm t:t'>mpr:1sin:g il sa.lt, s~\id ;:;~1H cortwrishig an 

anirm of <l K/\TP dum:rt~::~l O'fK~ner l-ldCCkti H·orn the group cnnili::>ting nf Forrn~dd V, 

hJ!TtWh~ V!~. Fo:tHl.HlH vn and Fomwht \-'Hl, \Vhcrein at ka:!\t ~JfH.~ s:ubshttlcnt (:(m:lprL·w:.:; an 

adrnk!i~:o.wn~d ot>o;.~, t\:vics.~ tlr tlw-<:.:c tin1~s per 24 !l<ru:t'>. ln. 1xrtdn errihodhncJrb, the 

ff.lli'lmlation rornprl&tl'i db.zo>: kk~ choHhc .. 

f00f28! 

KATfl ~::hann.l;.+npener i~ s\~kckd H:o1n the l'la!b pf the ~::ontpm.J:t~d~ nf Fnrrnube 1 ... \l UL 

Fnr \~x-ampk~, thl':': thrmuh1hnn rnay 1K~ :!\dcd(d l:fnn~ IlK grtmp cons;\ting of: 1} a 

(~).mpd$Jl).@ a kr!iat)i ;$niine !':lr MtU::t)(miurn group; ii) a fm·mnktion C(l.lTl.pi'l:=-;ing <1 sal!, silid 

~.,, h ·'~h'')'\}'i•·ix<~~-'n~~1 :>-n-il'l<rl ")F 't K-'- 1\TP .:>h=>~wh'•! ·'i!'''~n-=T :\id·;·,~t·~-=~ rl"'il'n fh,~ '~'-''lllj'> "'''~''~i:\it!••\'1 f)f >..<:.t-..'i.· .-¥::-..·~~ ·± );_ ..... "-~-~t; .._., .. ~-~-'-;J:- . . -...-• · .. , ._ ~ __ ,··:·-- -~·-'-~"-~!> ... _~x~·--- ~: .''~,...'-- \.·.· ._,-..,..1-":-'"',,'..,.\,~: ~ -";-'-._ . -..:~-..,. ~-'•-'~ ::.·· ~·-.....:'-~ .... · ·:- ~~-'-.::~ ,._ 

Forrnttla. V, Frwrnuh VI, f\_mnufu \' U and FQrmu.la Vll.l; and iii) a JbrrHuhltiz_m 

c{wnrYris!ng a Mh, said salt comprising un anion. of i'l- KA'l'P dlannd op\:.:r\.~~r st.~k:ci'Z::d tl-onj 

4-2. 
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a1mwnt of ths:: Jbrrmd~itim:J: ;"' cff't:ctivc \n lower pulrn(HWry >"l.f{>::ri()!ar resistance >ind 

puh:nnnaty ar!Qry preS)W'\~ H!:Jlt, in ::~orne q;lb.H.lirn(:tl.t'l, to bring p'l.dmmwry a!i(~tiobt 

l::\)mpoutKh nf Fom1uluz~ I ., VUL For \':<;ample, the J~'lrrnnlatirm WHi.Y h·e ~>elected from the 

gyoup ~:nm.;isting J<Jf 

U :a hvnu.lb:!h'Hi n)l'nprislng il salt, t~J..1d salt comprising an nniM of a KATt> channd 

opens:.'r sdc:cted H:o.rn the group ~:;onsisting of Forn'mb t Fornn.1hi .n, F{nn·ml4 111 and 

Ex. 2002-0697



chan.nd Ilflt.~Hcr selected frpm the gi:r.sur~ t.onsiMing of Ftwn1ub V, fi.)tJnula ·vr, Fotl!H.lla 

Vll wnd Fonn.ub Vlll, ""vhcn~i:n at kll~t nne .~ub;.;timcnt \:'{m:opris~~ 40 amino group. H~y 

pkunu~t:eu:ticaJ Jbmn.tl:ation wk(.t:;,~d fr<n.n lhc group (.Onsi~tfng of: 

i) a fhnnubth>n cornpri&ing a !!Wlt, <';fl.;'d :'>all eOnl:rJ.rising a.n M1it":'li1 6f <'t KATF than.nd 
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'•inmwdhtt<.dy'' t~">!k~wing the detection of m_yoc>:~rdia! int1~rction n1c~H1s th11.t the iTc<:itmcnt 

i:;; twgw1 \Vithtn OJK~ hm1r <:lft<.':r di<lg)ltlfiis of lnn:in:Jion~ tmd kl'is pn:::fcnlbly b<::'t\'-'Cen 1<2 

[OO:!J2l 

fn SJ)nlC crnlKKHnwnt;,; of HK~ rno;th~Kh, the fi.'.1rmuhukm rnas· b<.~ aztminht~:rcd orKc, hvlcc 

'1l' •1'-!'i·'·'' r· '"'!.'"'.'·' ·~)<:,Y' ·')/l !"'1'.<·>:·,," f'l. ··~<>t'<t>.i.l'l ''r>'h<);{i.l·~v><•:hc· ti,,.,, t'hn:<" >l ~·.i·~i)>1: ··:'1'"l""i:'i~.·· ''~i' '0 !. ,, .• ,,.l~'l'':l"·· -... ... ~.h .. ....,.;-~ . .. 'q: ·~:':'l' f~""· ....... "1:. h. U . .t ·~·- ~J. ~ ...... __ ::;.,.~ _ \.od,.':~;,.,\.~"":--t·' ..... _......,.,.,U,o:l'-'t .~h., ·'-~_-"- . ..:·H":P.'~C_'-•-·'-~ ~,~_-'-·>. p· .. -...,:(~-~:t '\:~ .. ~->.0:::-.·';. .~.-,.. _.<. _...._ 

lnftrcti<.m {or it~ prcve:ntirm) or ~lrrhythrnta~, the a<.hninistnwkm <.'if th~ Ki\TP channc.l 

S:.lfK~lK;r (such a::; diatoxidt:.:} rnay bz~ btneficb! by H.cting as an Hnti ... inil<nnnlMnry agent 
1-)· ;.,·;-:q~·l,-1,, ~s k·•l··r~v~l :1:,·) h'''"~ '''l·•1--ft·H~·.'l1·l··~i:nt"J ,.,.i~·~~",;-" f..,.,~., :e'·t, <>t ·:<! . I. .~,·:.~.' .. '.,._t1.'·'".'···t·''~'.l.'<.'.'~.J~.···'·-.· 10(.)f ... l J.. .... -w. . .:-.'!o.•.''- .. 't-'>~···-· -_.;j;_\ •. .;;:.:\.,. ,.,, ,. ...... _,. __ -.,.,.,.t5,.-t.; •.. ~;, •. L .. xol:". • .... ~ ........ <f -....il-r;.,"-·"-~·-~-'{~ ...... ~,·'\.._ •. ,\. ... ~-...,:t"· f._,. ..... .- ..... ). "- . ~-

!hcn~pmJtk:al!y ;;.~mx:ti'\:\.~ an:1ount of a: forrnublinn nf a. KAtTP' t'hun.ncl opentr sdeckd 

fn::xt11 th~ SilH:-; ~rf the c~~mpound.,~ nf Forrrwh\t~ l ,_ VHL hv ~~xampk~, the t\wmulafi.:Jn may 

be ::;cki.'ttd Ji'QHl Jh0 grot~p COllsisting t~f: U ~l fonJ:)\J.hrtkHl (:tlmprh~ing <~ :;;alt~ ~aid s·a!l 
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O)r\lprit'iing m:~ ;1nkm ~Jr '~ KA.TP fhannci opener selected thMn ~hi~ grqup ;,::onsisting of 

Formali.l: L f\>ttnHhi n~ ft)i'i1Wh m and Formula IV' Mld tt Ct!.tkHl sck:cttd hom tlK !MXJ\lp 

~:on:<:<i;,;ting uf an alkali rl:wtaJ and a cOmJxnmd (:ornpri$ing il tcrtiHry ani in~ qr <HTlrnunitun 

P'()Up; il) '~ fbrrnuiati(n;;_ zcomprLsing .a. &kdt, :;,;~lid i:<alt K:ompdsin:g an MJion of '~ KATJ~ 

,;:!umncl ~)p(:ncr selected h\1m the gronp ~:~onsisting: of Formuh V, Formula 'll, Fornm1<~ 

Vj'j :>.,,,~ l"!"i''f>''''l'l V1fh ;;;; .,, ··t':'"'l''"'l'~~;,}'' lcJ'f~'<>~)·•·l'"'·l'"'"' ,, ;;,_•:.j·i i:;<':j'·i ~,,_lt Nlt'·l·-~'i~'lS:lt1•:;· '>J>. ,,.,.,;:,)'' . 'ot.}oi.\.l .,.,_ • .} ... ~>..V~ . . ,:,, . ~ .... 'I;.),~.~.} <-> ,n .... ~.'.·W.. . .;. ... ~.c' ).(· "''··""~l ~ ...:~ .~>~, ~~ -..(-e.l: l~ •·'-~ ~ .. .. ~A. y;":>.. ~ { ·t·'·'"· ,~.\¢ ,~ . .c ·».{·H"-~.1'~ 

grnup; ~md. iv) a thnrn.ll<Hinlt cr~n~pthdng 7-chlm\~~3-mdhyl-2H~l;2,4-b(~r.!zt)~hi<l.dhzin.c. 

h:l: dw !Tldhods the l';t<bJcct m;'ly Hl$\.l be sunl~ring frorn t)')X) 1 diabet;::.~ nr type H diabtte6. 

<:.:\:1rnprising administ>:>.ring to ~>ltd subji':ct a thi':nlp;::u.tic~dly effcz:-tive ·~:rnnunt of a 

il.rrmubt.km of a K/\'fF dumnd nptl.!er sd<:.:tkd froni Hw :-.;a.!ts ()f the tonxp{n.~:rKb nf 

,;:::on;;i'<dng of D <i ft)l'l1Ynhttitl!1 (Xlr!1pris.ing a si~lt s~~i>.! sdt ~:ornprisin:g ':n1 ;:;.nitm of''!: K_;\'TT~ 

\.~hanru::l npt~ncr (K:kct:<:,~d ti:orn the gl\}Ul) Cl}llSisting of Ft:iiTntlh~ t Frnmub II, Fnrrnuta rn 
"l'J F-'r'""l't·<!<l. Pl '"'1•'~ •l ·''"t;,.l'l' ,..,,.j·,,,.,l·-.-,,:i_ l\')'Yl i.il'' "H''l~<>)· '"''l'l'-'~S•h'"'-' "'!t·:• '"'' ~,lL .. ,;!-l' ,."__.l·-,~t ""'<~ '' ,{· 3.SJ · ... '· ·'·~·. ·~. 1-. ......... ' ,. ~)..ot· .-..J . .,:., "":--"',_~ . ot . .._ ot ..,~·~· . ......, -,.... ·~ q: .. ,, \.~ k ,.,, 1 y. t~:·" '· '>·>~. ~·\.• . ..;~~<:. .~··'•·"c:- "'· · '"' ~ ... ,-~: ... ~"'Q._, . ·'" ~\..· -~~·!' ~0..~-.... ~ ~· 

&.deth.xl fm.m the gn">up Nn1si!>ting of Frwrnula \/, }{.li')1)Uht \/1, FomsrilH: \/H >:tnd Fonnu.la 

V'Jll ,jh't<;'iP ''it !-""'t'\t '"i1*~ '<''h~t''~'wnt·· .,,.,,1.l!"Th<•~« :·~~ ·hi'-iri<'l '~i'''>'rt't. h1 s;v·l·F, ~~'mb,·id!•'-1>'':'i\ • "".:- ~\.>.., ....... ···~ ··-~··~7.·• ··l:;-..:~:-- · ili.;:' ·~· -:-·~.,Sv"<.; ·-"-~~ ..... '· · ~'\.~~ ....• • · ·:-"'·•.· .,,_-~~' t-.~~····';-' -~. '-.··"":.t'·' .. · :·-.....:"'- v v · .''7 · J.,~ ... ~·~J"-.;·, 

Ex. 2002-0700



f00:L38l :Abz) provided. hetcin are nJeth(H-hi fhr p·roducing ~~ 'h~u:oxide t:iH)hnc );flit 

\Yhkh includes snsJK~nding dia;;ox.izk in }l SC:liv'cnt and mi>:ing s,vhh ~~ d:ltlhnf..: S}l.lt, adding •t 

1.00t40! 

.at risk flir AJ<.lkim0(s dh>easc tAD), \Vhii..:h .mcH:H}d$ inz:!udc aztn'lini&h'<lti~>n tn ~~ i>Ubjcct ;1. 

l:l'l·'~l"'•)'''~l<l:;ic"l'!'.' :·>ffi-~<~t;x·><' ~<r>·«)lF)i nj'> ''\ t'ltlFl'l'fl'""'.i>''l~l-.'~'=t! ·t'-ll'l'flll.t''·i·!•iq <':>''!l''lflrl";l-.l--"-' ·=t ,~,:~):lVi')'l'''l. 
oi;" X .W.}'V""~'-0:•':-o\.{..~-·-:-~ Y.~~"'\,...,.'l~.Y :>;~.~~-"- ~;~.'-~~ '-". e:: .. t'·-· ,..->. -·· ':~);...·"":-\. ).._ .... ~ •.. ·'-•· -·· ._.Q.Ii;-,'i,. •. ~, ~-'-··-~ ; •••:"."1'-~. ct;.• ~ ~~- ·!'·~~·' \.-.-M\. 

dhi;;:nxidc }\!so rmwidecl h(~rein ;trc rn(~thod~ l'br trtHtl}K:nt of~1 su!:li~~ct sHffering fn)m ot 

at rbk fbr AJ\ \vhkh meth<x1s induzk administn:;tkm to ~i subject a !hcn!pC{.>ticulJy 

m~b:fl ~~rKl a -t<}iUfWHWd (:amprh<ing R tcnhwy ?il'flirK or amrntlniurn gr<nm; b} ~i ~<:lH 

('{)mnri~inrr 'i!1 '~<rir1l~ nf 'l KA'TP <:.:h<lnrn:•l 6!:'i0:'rl\i'1' >(''!eehsl fmm the ~r. __ .n_:!up_. tnn;:;istinp_·'.· of •. ·-~:' ·.·"·· -~\' .·(.,;).~.'i.-"A ••. ·~ • ..• ~ "·· ., .. ' ·~·····-. ~.}.. ••. ,. ·~" .;..., ;::-..-

of tr KAJ'P th<'mnd Dj}Cl1Cr S(kcted t)'(HU the gn:n.tp C(m~lsting nfhwmula v, F<H111.UlH Vl, 

Formula Vll ~md Fornn.:da. \tJH~ W'her<:.~in at lca;.>t one i:>Hb.'lf!t-;.t~~nt l~)!rJ.fJfiscs ~m mninn 
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f00l4l! 

,;;::o.:m;<;isting uf a) nighUitn~> hypoglycemia, b} hypng:tycemiH ;.rttrihutab1e w a .d.i'.~ft.x:t in 

in~:mlin sz~~:rction, t:} atlribptabl~~ to !Hl itlSllli'n ;,;;cctding in.nwr; and d} dn1windm;:ed 

!OfH43! 

;-,.,ff;;'t··-..t ~\t~!\- ~:!l.t'-l :;.;.·~'"it· "'""t~ 1l. t'~xl"n·,~-<~·· ~-j· ""·l1 ·: -:-.:~ ~··'f'·x~ ~;.-.,l ... ~ ... ·t-~~,x -'l'·r·-ot'j"" , ... ~~~~ ··1· "t·;,..,_, 1 ....,t'.. ~'~ -:- ·t-:-:,rt-!'>."">·~l-~ltl··t~·' ·"·'-'"-·Ld .·-... '~" v,.)>, t•. , . v '"'>.,<t, J.> , ~'-·,t:l.·l·'-·"• H.L. "" \·''·"· ·~ t.• ,., , .. '--\. > .• ;-; ·~''·'·"'·~ t:• . ,,} "~ 11.. ·"'·''"··' .,~..,, 

z:ornp!'ising .~~ K.l\'fP chan.nd z)p~net Mkckd fh:nn the group consisting .of fomm!u I, 

Fnnrwb U, FrH'n)ula lH <tnd Fonnuh f'\l, f\:n:mtlh! V, Fonnui~ VI; Fnrtnllh, VB, and 

KA·rp c:hannd op<::lkr &elected fl\n:n the gttltlp c<msistin.g <.)f F.:.)rmtd~t l, Fornw.b Lt 

Fonnula HI <o<nd h':ilTHi.<la rv < tmd a <:.:M"it)Jl sekctcd Jhml th;::: grOl!j'} C(.m;-;bting of (i:ll ajkaJj 

:,;dqctcd H:nrn the gro~tp conslsJing of Fonnuhl \..', Fonnuh Vl, FornHJh VH and p:(i:rtnub 

'VUJ; a.1id. i-v) ~i thrrn<ihttit)lt cornprising ~~.~~tit, ~><'l.id "'nlt comprising <W Mkm of a KATP 

chamr<i.~l nperK~r sckct;.:~d fh.1.rn the group crm .. :d~ting (lf FormulH \i, f{n:!riuh VI_ Forrnnht 

Vll &nd Pt~r-rnu!& VTH, ~vhet\~i.n at !c~tst. one :,;ub,;tlt.uent C<:.)mpdsc"\ <'m. anti:n() gn\llf\ 

Typic~<l!y, nw anima! b a C<lt a dog or a hon;~. The N)nnubtion C{lH b(: snitab!(: flx onll 

"· · · 1· .. · ·. · · ., · ·J' · · ' ·1· ·1· · l'. · wrrnu. i'lJ:ton compn;;;e1~ t1tii?:OXH. <:~ c 10 me., 
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!001491 

tcrnpontt)', hisHng (!t tHHli'>i;;::nt that c;~1n be ·~mdhut<:;d lo tsr it~~t:l>.dMcd with m:.lrnini~tratinn 

ofth.::~ t\)mpn~i!inn. 
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!~HH59! 

hiO<XjlJivaknt wtwn thf,~rc i::';; nq signiJkant diffct;;.~nc•t in lht:~ rat.0 ~u1d ~xt·~~tlt t~J v,:!J.i:th lh~ 

·"-''!';.;,,., X'll''-i"")''"' ll"'·'''"l.'1 '~'" ""V"l·t.,,}ll·' "' ij•·~ '-';·i··<> i"l·>' <j. <"qi:y ""'t'·(,.,.,, \·'''''~'l' •>;t<'·l:\l':l·t;l·''l'·""'" ::>i ·ij-,,·c~ ~.;.(-\.· -·~-~ ~- v. ~ -~· ~.:..-w..i.~ ""':- ....... ~:.:. ~-.,..,~q. ·-!-~-;-~- ~ . .,~ . . L:-;l-~ c.;.;. ~o.,~-S. -~ ~~- -··.~th;~ •'.• ~ \. -~ -}..~~~- ~~.:.,. ~-.;.."._ .\ . "l·h ..... ,. (~ .... ~~-~--'-·· .. "· .... , ~. ;,..-~~- .,{.~ 5.. •. ....._ 

s<tmto; thtl!ar tkkK~ under similar (Onditimls. "FQ.n;nu1atir>n'' in ibis dcOnitinn n;;~y iw:Jnd~: 

fht- IJ'¢0 b(\5<::' of th,;:: <~<:thtc o&ltbt,{H<:-~::. or different !i<alts of HK~ aetlv<~ iub~~HU1C(:: 

Ex. 2002-0704



[00l65j 

chz)k,~tctt~l and t:rig!ytXcrid.c eonf.entnltions, t':>t'lcn ac.wmpankd. by detl\~ii$>::d. HDL 

~dw!t:;;tcrol •. 
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[00:1121 

dip<:.~ptidylpq:>tida:,;<;:,fV, abo kn:own <IS DP'P-lV. The DPF-fV (~n:.>;ynw cl(~~ive.s the 

N ... termbwJ dirwpt:kk thwn G.LP-, l, im;divating iL fWP,-l\' inhibitor;,> thu:S. h'Wt\~!t:S.(~ the 

i\ cbss ~:)f <Hlfi-di~thtlic drng5 <Vhlth ~~tt by 

Dl\sa.cd1adda:;cs brt•ak down. db~h:tha.ri<k~5 iHtn 

1~·'!"'"' •x·l'l•:tl l··;. +·•o·i,,, .. , ""'"\ .. ,.l·;t. ,.il· .. , .,,.l'~~;,,l· ,.,·l {.,.f''l"'l'.·. '"''XP~V'j·~:'·'\t)"'>C '"- :i '' '"l'\i ,.,.,,.!,·•· t.-1,;. ,_,,,,. ,.,. .• 1. · <~ '·"·"'"'"''~-~! ~~-: <>.l .<!. '-' \,;> 't">· .<-·<l· .. l<.., .·>. >-<> ~l ~ ... <..:., >, ~- ·'·'' . .;;.., ..•. .::...,:• <<>.\(J "' , , •. l·'iA.·<.< x.h 

weight of 230, 7. 

ov('I]\tududinn nr d<;;;ficieltcy, Dyslipid~ttli<l."i Jnay b;:i maniK:~t.:xl by devatkln (>f the WJhl 

{.:hok;stci:nL km; ... ~knsitv hliOTH'(Jtcin (LDL) d1o1<:.~;it,~rol and t.ri'i$;lvc(~tid.:.~. Hi1d t~. d0cn:~<'bC :tn . . . · .. ' .· . . ''. ~· :~· ~- . . . ' . ' ' . . . . . . ~· ·':' . . . . 

Opth:nal lJ)L 

ch(l)es!\~r(}l kv>d thr <.Khd!s i~ k~~s l:han 10t} r:ng/dL (2:60 rnnn:.>LiL}- nptinli<~l HDL 

z;h~:~ksterut kvd i~:; equal in n.r greater than 4G rngidL fl ,02 mlWJLT.J, HmJ ~:~ptim:<1J 

Ex. 2002-0706



p~1tk~nt;;; (..::\f;;,:rn:a~dd1 et aL 1998, J CHn En~kl,;:riuol !'vkmb83: l9ll-"1915) no si:~o:thtkaHy 

s1gnifir<~nt reduction h1 cho!es:ttrol !ws: been 5hD\vn. In <wirnal m&:Kkls of nb·~sity <UKl 

t<;.~pn.tt;;;d (Alem.:;-:a.deh ct a.L Etlropean .krurnal t1f EndocritKll.ogy (2002) .!46 KTl--879: 

Aknnad<~h ~md Tl.t~batH> J>.,.1czt Sci .\ikmlt, 2i}05~ Ll(l2}: B!\439~444). ln thZ'!!>e iTtodds, 

!M1179J 

!00!81! 
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!.*HS:H Gastric l.ip<I~.F~: A.lt (~HZ}'l:n;;.~ s(~cn)ted int>:l th(: gi\stroinb;~tinal inK~t that 

~;:ataJy~>:cs t.hc hydrplysis.of dkwry triglyc!2ridcs. 

fb()\t H is !nvoh·i:.~\:1 in ,;tinmhulon of g!UC(i%>·depcndcnJ it~sHhn szxTction and ins:ttll:n 

biosyrithcsi!>~ i.nhibitkn) ofglucag~\n ::;.ccrtti\)H and g<ls!rk '~mptying; Wld inhibitkm off(lt.Kt 

!Jyp;;::r!nsu!incrnia: 

Ex. 2002-0708



!00t9ll 

dn\.': to {)h;:,;lrm:tinn tlf th\:": arleri<l1 blz~od supply or i11adt~qu<ttc blond Ho\v 1t~ading tt) 

h}'P~J::da in lh(~ tiz;;st!~~: 
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1.0o:m21 Kir: Pm:e Jbrming subunit nfth;.~ KATP channel .. Abo km)\'<T~ ~L> thQ .in\vardly 

r;;::ai(ying .:,;ubunit of th~~ K/:...·rp d1<>11nd .. Typk:ally ~:_~;;;:.i.sdng as Kir6.s :·md in.th~qvw.,tJy· as 

rn\::fz~i'<).bly a.H of the tolh:.w •. ing tht~c rn'opcttics: ( J) (lp;::ning SURx/Ki.r6.y pot11<>.Siurn 

ch.anncb, ~A·hen~ x " l, 2/\ or 2B ~md y "' l ()r 2; (2) binding to the S{)Rx st1b1.;mit of 

V<?ntrk~uh\r fL\'') archllcz:turc with s¢r,~r txxrmatbn, "·~ntricular di!atatit)lL and h}'!X:~rtmphj 

oftlK~ m:~ninHrrdw1 {romok) trr;,.'ot~trdium. 
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[00221! 

active.'' 

<'~.gent inicndqiJbr tr~~;':lotm~nt of H di;,;~:o<l-&\:.: Qr di~otder qt t~w HrncLi~.xrHtion of the s._vmptoms 

lhcnx~c 

ffl. i."'·'· :.'.H.~ J !'"··V.«.~ ..... _ 

Ex. 2002-0712



nnJy he l!,'ied in fh(' fi1rm of t'orx)l::ancrs with other fKllym<:r:s or as a rni:ihH\: of a 

<.:s:nnbir~<;tfQn Qf grad<~:>, Pn.~fcrr~~d {;omx~nlratkws of PFO bi..Jud.::~ Y!...-;;o to 40')·-i;. dth~~r w;; H 

,;,:~.tmp:;:nJi1<% t.h~~l i'kefi\·ah.\ c,g, the PP/tRy >'ccepior, .le<ldirlg t.~)' e,g., 11 decrease in Hl.>Uhn 

resistance, modiJkation of adipocytc d!ff~~rcntintkm, and ~~ tkctt:asc in kpt.in k:veh. 
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!00237j A. 

Ex. 2002-0714



[00240! 

HHl14t! 
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[tHU57! 
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!.00261!. FlG. 4A., l:?fG. 4B. F!G. 4C Hnd FlG. 40 ~•h9\V J\-Ri~Y p._m.-der Diffmdirm 

'"l'{tt.cr:nK fhr {'1) t)··~c n.Y·m dh,•nxil~,, lb l .l10h.l;;.;;,3pp'( qh ·:)f ·'lh7.f!:>:.kk tl\HY< 'fHF >".·":1 kxhr l·"- ....... , ..... :':' • -~-. ".,J:..-..- .,_io;.X:--·-~.-.l\,.."( '\' ,• l· .~:.,o.._,. .. '!'··~·"· '·'"·.·" '· ~...,,(,..~,. ,<;,, • • '-.-~-~ •• _. :> \~_.• -"i...}"!-•···-~ 

On$-;~t === UtUn "C; Po<Jk === !2:1.29 'Tt "t~;, (lm~grM '" --.l POA.J 1nJ; no.rrm:.d.b::cd == 

., ')~i. (;,,·' !r1 .• '! ·fir<>;;.<·><·"" ·"1;_·j(} o:;il =>t"'··· p .. ,,tl=· '" V'>Q ·>·! ··.:r'<· ,,,.,,. !·T:~·i--·=-n l~)'"'lt· .:::: ·~·:;,;;; fll. "(.·.·, .. '. ).lP."'l,.·· 
-~- ... - -~-~-- "t ~--~- -:-.~ ...,",x .. -.~~- ... ~~-· ~-··"? ~--·:: -~ <:.:~ ~- •... ,.,..,,,,., _ _. .· '--J~- -~· _t~-.... ~:-{.J.J:·' .· ); .. -~-!'~ .. _.-.·.~---. .-.• ... -t~~-.. 

!00268! 
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~:)f diJ1znxidc {ho:th:}mj_ Dcs·.::dptkm: ·''a~' (lun::gnd '" -4 L24 nd; n~)rma1l~~cd "' "~LQ5 Jg l; 

Ons<~t '" .! (H .23 '\(; I\~uk '" 1.19.29 'Y:}; "~!" (lntegral '" -497.37 r.nJ; nqrmuliz;:.~d '" 97J 0 

pohi~.'>iun) rndhn~idz~ in rndhmmL ;:md the p-rodud 9.f ~odiu.m ,mdho.x.jtk in rncthanoL 

FIG: 15B, F!G. l5f' and F1G, lSfJ sh.:.n-v th6 .XRPO pntterni> l'br produn of (lf.rt~~.'=<biun:l 

FI.G, 16.A and FIG. l6B :';}Kl\V XRPD rnHttnls of (n) l~)!:ynwtphic F(ln:n: A r~f 
. . . 

th~~ choline sal! of di~t>:n.~idt, and (b} a .tni~tut<.;~ ·(lf f.X11yrnorphk Jbn1l:'\ A ~u1d H !)f flK: 

·'+_•1l .. •_\''' ~- ·1. h ,._)•f(•.; 'F. £n- ·1· ··.l '". ·•_'"'"<n. ,., .. __ •. l··<:v''. ·l" \...-.r\.,. h~v ·-·~ ~>.. "-··· j,,;.,..~·V·' ·).·~·~ .-t....,.·-.·~:·"-·~·. ~ ~.., .. "..}· 

[1}{):2'171 FIO, lBA, FiG. l8B and F'!G. lxC shQ\\' XRPD pah(;ms of (H) p\:~lynHJq:ihk 

Form /t M dK J.>:tlml';sinn! S<ih Z)f di~tw.:dd;,:,?, {b) polyrnoq}hic f'<:)rm B (Jflh(:. po1assiun1 ,s;:~h 

of dktwxide, and (c) pt)Jymnrphk Form C {)f the flt'l·ta;%1urn salt of diazoxidc, 

Ex. 2002-0718



Wg--1; P~:ak "' 1Hl.63 c:·C}; "b'" {Ext.mp, h:~t~k "" !67!14 ':t> Peak V;th!e. "' ~l~U9 tn\V: 

H()J:'!Wdiz<:.'d "' ~3.79 Vlg.-1; Peak"' 1!~7.27 r:ct 

{DIW} krr Pn)glyccn1 Oral Snspent:km Oh't1gl_yrern} and Dii:i:zz)xi;:k Cho<)linc Cotltrolled,. 

Rek'~!:-;C ·r.~bkts {DCCRTl ~~t varkn.n thnes fnLkJ"INing dose <Khninhtnl.tinn (rnc~m.+.-SE!\'fl, 

Ex. 2002-0719



n;;rUar~>" am:in.:::~ ;::>:r quatcrmu)' twmnr~nium mokty-, ln su~h ~ahs, the \.Xn:npoundi;< ~:~f 

Ftm:mdac J --· l'V t~:?<:i$t in their Mrkni\: Jbnt~. Fw~th<~ITHi)l\\ it has been dh~!:lV<;:~nA ihat th;;:; 

forrmtth::m. A.!so desrrlbz:d. hcn::in is th~ hdlurc to obt<tln. a sa..lt of di!;zoxkk fn:.>tn i!n <tlbJi 

··•.'.''<·<>! >•lt'-''~'"''"h" .,,K;l.F' ·fl·"" ;'f"~t·l·,,v-l w.·1·".!0"t'l·1·>·:<d h' ·tr ~ 1J"l. 1'-h'l ) i)Rf~ '\T~ ( >-~ ~·t.,o;. , .. ;\~.\ .... '-~·~'\ .\~\,..._• -~>,,,:f. ·. ~-: ~ )' ..... ' .. { · .e-1,.: · }\,, ... ~ >;,., •. \..• a._ ~ .... -...,' },,). ', •' ~ "·'· •· J. !...li..· '·' -~·"':\-.... ·, ·-·~ ·C · • .' • ·' ~ . ...;. ~ ••' ·~ 

:-ialt~ \;an !:H; pt~::~rm-r~~d u,·jng a ·v~tricty of co!.lnh~r ions, im:hnling b-o!h 4nkw& and cmii.:m.s. 

Catinn~ of the cornpmmds of Fonnui<K~ V ·:' \/tu can b<:.~ thr.n1cd ~lt an amino grm.~p, and 

at th<:\.$UlS.1nyJ g<'onp; T'lH..: n.)l:t1'l<tfiOI1 <.)f Milts b>clM:~d (m i;<.)n1fl\:lUnd:$: of Fonnulae \l .. , V!'U 

'~"l'l iv~ '~')"·'' il··1 '' li''i';,,'bi ')r- s;nlv,~Pt, ~~r,~f;,l·.--.,,i"ll·\t ''>"<"·'Fl;.,~ s;n!. V''l'lt;;, 
_'<;- ... , • •• t. ,. --~h .. ,. .. :'Y· .. : ·:>-...... ,. •• --~" -· ,::;~ _ .. )· ·> .t: ._.._ ··~· ~ ..... -···· ;..: ~ .·• .·''::'" .-; ........ l..){. ....... / "-··-"··~ .... -~--~·¥· > ~:-· ........... :..,: . ..,. 

prtKedm\~~ gens.TtlUy t1ivnr hxmation of Fr~n:n B. Slurry ~t:w:,liies sho\V3 !hM Form A 

r\:.~adUy· <.:<.m'h'rts to Fon11 f:t \"htholit \Vt$hing to b(~ bntmd hy tbenry, the ;;!urr_y st\ldks 

he<::~n ick:ntifkd {b::\, Forrns />,-G). Dia;::.oxkk pqt.nssiwn salt Fonns C D, ~md F \vert 

ob~,;cn .. ·cd be m·1 <.l.C<tl<m<:' ;,-;nlveJrC :;,t hemihydr~tte, unci a dk~satlc $()tvr:!lt, J:c~p<;,ccth'ely. 

an11lysi.<; s:u~m~:.~sh; th<:il Forms i\, R E and G m;ty he rnixturcs, have rcsldtu*! solvent 

pr0!:icm, and.ior lKlt he iO.t p~!b:.i.M>it:tm salt~ Mle<~'<t in p<Ht \ViihmlJ w'ishiag hJ hi'> botmd by 

!htCi'Jf)\ sll1rry "<indk"< suggest that Forrn D i,-. l!k th>:~rri:HXlynamitdly most stahk 

p()!ym~W!,b of thr.~ dhlzl}xid.c pOhlSsiunt ~~dtpolymorphs, 

Ex. 2002-0720



a.drniniMn~dou and d~Jsing tsf particuhr KATP dt.u1nd npcntr~ ii··Jku;;;d from 0<litS tlfthc 

~:onrpnunds defim~d by Fi:yn:nula(; 1 --· VTlJ that a(.+>kve th;;:rarhtHliC outcotnes ,~·h1k 

~drninistcr\:d kUl &;ubjecL ln prcft:rred \::tnht)dhncnts; itt(: ttnal. etTtc:tive do!o>>.:.~ rwr d<~y can 

!.K~ .l un, 20Q~ 3{)0, 400, 500 ()r 600 rng .:Qf KATP d.H!J.Ut>.J (l}1~ilCfS as <i.cth:{~ agcn!. 

w!i.:ight lc•s;;; l)t rz~duction in tot<~! ~::hol<:.~stctnl, reductkm in LDL ~::hol~:.~~tcr9l, nxh!>.:.tkln in 

l1t\nNH[)L dKlkstetul, n~duction in VLDL Ch\Jl>.:.'stcrnl, ii1cre~!sc in BDL chnicsk•roL and 

f:edt!ction. in triglyeer:izk without ::;uhxtantid calorie !\Xlar.!.lt\:!1., mor~ prd(~rahly with no 

.::.:~th)tic rcdrwtion. StKh .cfmttu! n)ka\e thnnuL1ikms comptis;;:: pattifulat KATP channel 

ph>Jrrn.m:ct)dy~narn!c n~~ptH:J.S<;'..'; a<:.:ro~s h<:.atcd patients, <.:omrihmh::g to pMi<n:ll tQ!Tlp:U.ancc 

;met irnpr~:lving the i><lkty prt~fik of iht pmdnct ~uch ~~s by rcdtit.ing iht: fh::qu(~IK)·· nf 

seriou.s adv<:.~r~t~ effc.tb. .'\<~dhnd (1f tti.:~.atrncnt of tndnhdh:: ~md nHwr dise&:;,i.:~s ~1f hutlW!t'< 

t~<Ltl:onK~r;.>. P1\1ton hlLtton:Wri:l <H~c ilionwn> thHt d!B~:r th11n :;,~ath uth~~r only in th~ l\}(caJion 

6f 4 J:tydri.'}g\;n ah'lrn .HI:d a doub1<;.: hond. Th~ hydrqgen. attmt an.(i zkn1hk. howJ i'>W·iteh 

k~;:;mtfoHs b<::twez~n <'1 ~:i.:;rb\W utt':lr'n (;l.Hd a h~h~l\)H.t.om, stwh as t'hr ;;::;>;;am.pf(~ N, Thu~~ \·vhen 
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fhrn:m!~<ti~)ns indm:!;;:: ~~·~hs of <'l.ny qf the compom1ds \<-'ithin Fon:nul<w l to VUJ. 

Ex;;;:mpbry con1pounds \Vhh:;h h<1\'X" bo:::cn pn~vtOlJ.\\ly r~;~port(:d in~Juthz. di<llJ)xid.;;;, IWDZ 

i\1, BPD,/ 7~, NN414 and HPDZ. 154 (SQl'.\, H1r ex;:tnm.te, Schou ~t AL, Bioorg, Jvkd, 

.synthc~h (}fRPD7 q'm~mmnd i's pt\~\'ided in Ci.lsgn.lv,;.~ ci d.,; .L Clin, EndordnoL 1\-ktah., 

~7. 48:t:l0··4~6S (2001). 

duumd 

qpcnz~r; &<X' Dahn)\:VSki N ~d., Dinb~i:::.~s, 5L !B9{i,J906 (2(}(}2}, and 2~alkyl subsiitut;;~d 

t'!inoxh:k,s (sc~_~, fhr ;;~xam.pk, (h~<.~dr~l9£0 d ~t!,, Hit>L Cl'WlJL, J~J, 1759~ 1768 (2002)), 

Tb¢ 2~alk)·J substitukd diatoxicks g0ru:~.rall.Y do not fun!;.tlnn as tt<Jditiotwl pli.lh~s~;;ium 

Ex. 2002-0722



rcbt.ed zxJtnp~JUnds can h>.::: tncasut(~d by n1ernhra11(: p(rkm1al studh::s wo\ dnsctihxl in Sd:KM 

qt· a!., Bioorg. '1\·kzt Chz~m., 13, Hl-·155 {2{Kl5) ~:md D~tl;lltl·w:<ki, :;,:t nl., Di~lbet;::.:~, 51, JN96-

1906 (2002}, 

<lbilitv of p<nikvlarK.ATP diarm.d open~r!:l to inlli.bit rdeft$z~ofinsulin from inrtibahxfm.i "' ·. . . . . .. . . 

SUR 

exprz~.~siHg IHefnbra,Jl\\'i c~tn h¢ pnq~~trcd by known rm~thndi<i. See, t~·.w eMmpl.c. DRbn:,~\\',"<ld 

cl at, Di<~bet(~'>, 5L !.~96"1906 {20tl2). 

Ex. 2002-0723



E1'<4HO J,, 17, 5529-·5535{199§:), 

f>t~lfnnvl 
" 

rs:::~pt)n~iven;·s~s ti) diaznxitb (W oHH:r pMi~;,;:->iurn ch~lniid Op,~n(m>} of th(.~ $lTR1/Kini2. and 

SUR2/<,;,:.Kk62 j1(\tas':.<iu:nJ.t::lwnn~~~s. Sec Habenko ct aL, J. Biol, Ch;:ll~n .. , 275C:l), 7.!7-7:10 

d4'Scr:il)lX.l by· l::;znTKlto d i~L, l Bh.1L Chcm., 271 (4()), 2432!-14.124 (1~}96):. D'hahmt id 

aL, PNAS~. 9M21), .J2t6>t?J67 f l9W1). 

$l:ruight drain ;:;lk:yl, bran;;.:ho:d <tlk,yl <Hld cyz:oloal1>;yL MKh a~ rw.~thy:L ;;;.~thy1, propyL 

isr1ptupyL butyl, t.,butyt :and the hh:~, The alkyl gn.lttp cun h!'.~ ~dNt.ht,'l:l <tl mry avaih~bh: 
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!OfHl3J 

h!1:.:.vdic 

ring, ~uch <'~* cydopropyl, c;,i~~!opcniyl~ .cyciJ:.~f);;.:xy-C <:i.UHHt~niyL and the like. 

"C~yr!oalkyl~~ni:( is .a cli\'a !t:nt c:vz:!Qa!ky!. 
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opti<m;:,dl'f sub&titt:.t>;.:d al.kox;y, nphzmB.U:-,· &uh;titHted alkylthio, Hlkyhn!finyt 

alkylsu!fon.;t!, opth)nally subsijtqtcd amino, npt•~on;;;dJy su~)stitut;;.ld amid~), Hmh:Hno, urz-:>;'t 

ophondJy snbstituJz~d \V'ith .<tl.kyl, ~~min!.'.~l':u1thny1 optkmaHy N-lll.Ol:J.O.. or N,N-·di--

aJkyL 

$l.ib&titutcd alkyl, cy;:kKllk.yl, :>~lhsti!:ut>~~d cyd~;~alkyl, qefkmlkyblkyi, ~;-,.>b<'\dtut{.:d 

cycloalk_yblkyL hctefll<:::yclyl, Mlbstituh.~d ho::t~~~rm:yclyl, lwten-.ls::.yclyl~dkyt ;sub;-rtitutcd 
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~ubstituted &dth!1Yl; ot cydo;~dkyl !)nwkkd, hr:n,v<;.~vcr! tkH at l~asi om:.~ of Rrnm <~!ld Rnu 

is .-:lot hydrz1gi:~ft RnrrnR11n in >-:<>mhination <~·ith the nitrt)gcn mc.;y fbrm i'l.n t:lptkmaHy 

Ex. 2002-0727



dilrydtopyridihyl, pipetidiHyl, 

Ex. 2002-0728



b<:.~tcn.:n::yciyhdkyl" is ~t Jwt¢ro<tryl, hctcro.:.:y\~iyl., or hctcn.Jcyclylnlky!, n:::~>pcctivdy; 

ind~pcndQntty· st~bstimtcd \vith l or fn.orc, .;;,g., l, 2~ .:;1r 3, group;;; m ~uhmitu0ntfi &uch t-1;;, 

al.kyl!iuH1uyL, aJkybuh'\n\Yl. ~~~~ylq:x:y, l':lption~Uy suhstit<Jtcd ~ryl, optionaOy st~bsdtut~~d 

<.wy,kJxy, ~)ptimmHy s~~b~W.tl~td h<:.~tcn)i'l:rylo&;.\ optiomtH_y Mlbsdtuted m:nin<.\ optit.lnaUy 

<ilkyl..:.~trhonyl~trn.illO, 

!#03411 ''i\n'lidiu>J'' ds::noi(~& the group --C(,,NRrn)NRnRo, '"'herein. Rrn, Rn, <'md Ro art 

ind<:~p>:md·cnH~y hyd.r<.lggn {.)!' optkmally ::-;ub:-;tituh:.~d Jo,vcr alkyl. 

;~ub~titnkd alkyl, t;yckHllkyl, ;;.uh:-:>titut~d cyd()ulkyl, beteri".K)'-Clyi, ~ubstitutcd 

hektncyd~/L Hryl, ~ubstitut.cd ~~ryl, hckro.ary!, ~ubstituted hetcn..H:J.r;,d ;wd ttl(~ like, 

the group 

arvL 
''.,.._' ·.• and Rq Hlkyl. 
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fh>i.'H &t•ffick:nHy small particl~s th~H arc readily dissn!.v·cd <md ;J:b(!rhcd, (6) prn'< .. ·idc; 

wht:n int<Jrpor<'i!\ltt into a plmm.mzx~util:~al h\rnmiutri)n. Hw ab~orption of gwalzlr tkm ~tYh, 
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md1l!,:, (c,g-~ nmgnt'Stln:n, Ulltiw:n ail(~ ihe like}, btve nfH. b~~en f('HHld to he ustfd fbr :'>a!J 

fbn:natiuu 'With the compounds ofF\:Jn·nul~c l • Pv',. 

<:a:n bt~ pn:~pat\:.~d by reacting the cntnfKHJndi\ of Form.tl!<Jci:~ r , .. rv '-Vitb M <'ilkaU rnctal 

hydnnizk~ r\t MkaH n'leta! aJkt):\id(.\ such as Jbr e\<tn1pk, NaOH; .. KOH !':lr Na0(]:H; in a 

prdbrlibJy scpimltcd by a chain of i:lt k<i&t 4 i!tmrls, rnor~: pt:zdb:nibly by a Z'h<tin of ~lt kasi 

6 a:knn~, such a;; 1'hr examph.~, h~x~u-nethy! h<:.~xalnNhylen;'-' diammonid!l dihydr\t:<idc~ 
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pyTn>!idim.me. As with th\;) prepan'di.:H:l 9f ~alb frnm. ~1lkali :ni!;~tul hydr:(n:idcy, ami1w iind 

<'tn:mxc•nhnn cont;:1ining coxx1:pounds ;;.k~ n-ot fhnn ::;alt!ii when th(~ soh·;;::nt is _;:~.n ~dcoht)(, 

p )''rtohdin;;, 

hcx~wn,~thyl 

potl&Sil.tn';, nwtb_y!.dicthyl :trninc, tricthybrninl;;:, di<::thyla.mino~cth<ln()l, hydr~:J:;;ycthyl 

pyrrohdine, tctraprnpyl<:nnrm.miwon ;;u~d tetra.butylphosphoniui'.n inn.':>, 

.• . 
<~.ltnnor\.1Wn n1o1\~t.y. 
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l:K: prepared· hy reading the cnrnpound~ of f(JrrnuiJe V --- VU! '>Vith J. alkali or aJ:ka!it1e 

;o::ildh m(;'tal hydtt)xidz~s tK Hlkoxide~, ,'<JKh it> fbr example. &9thum hydrnxidc or sodium 

rndhmddi:.~, in a:n org<mk solv(:ni, such as tbr (\>.::~rnph~ hw.·~~r (tlK:ohols, kn.v molz~cnJitr 

.! . i· .• 

. <)'"dt\}l)E)Hlld0; 
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.t99$.. Surh S-'llts: of thG compoun<.t~ Qf Fom:H.Il<K~ V - \i!J! >.:<~n be prcp>'.l.rcd ~p;ing t!w 

ilpprt)prt~itc col:<rGsrxmdLng hascs .. 

C{J!n.pJex.. E\an::ple.> (}f tX:Hnpkx::::s include *·'ch!orothcopbyiJim:: con:~pkx (<tnnlogo~w to, 

<:\g,, din:l~llhydrin<:lh:c: diiih~:nhydtw~nint.~ R·chh)ro~hooph~lllinQ: { l; l) con1p!<:.:>;.; Drurn<lmincJ 

mtd \'>:!rious (:.ydodcxttin im>hlsion compkxe:-;. 
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th(~ phannacQt~tk~tl a~;tive; (5) ~Jp9n (Hl\:C or hvk:i'.~ daily l:lm! adniinistmtion th(~j' aH~J\V 

ml.;:asc of the~ K.ATP ;:.:twnnd op<:.':.\Wr nver a sustaimxi tim•:: fnune such thM the: circ.DJa#ng 

conc~ntn:;tirm of the KA:TP .:.:hanncl opc~wr or its nlChlholic1:;.!ly >l.ctivc mct~iboHtcs docs 

prcpanxi f()r tnmsdcrm<\1, inh~anasal and i.ntravtnOU$ (t VJ adlninist:nJtkm, pr<Jvidcd that 

wfh:~u the ~lrtiop is di~r;;:;n;:-;:i\k. and the ~::~tti<n~ (s .sndhnri, the t\lnnuhttim\ i~ not l-br 
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"nd}:;;dant~ to dw N.ltnlula.dnn, (9) ~Jsing nm1npanidc::; lit the fbrrrmbtlon, or {10} 

z~mn.bin~Hions nftlwsc ap pnxJdli..l~, 

i.ht: ~be of om;.· t~r m<H'I:.~ <:rppn;_><~d}(\~ including, b1.tt lHA Hn1ited tn; ( 1) th~~ u<;;;: (rf pH 

--,r,x<~>x,-,,, 1"\')!x;,.,,,,_.,;"'''";,;;,,,.,., j'-Y; •'lv> ''"" •~!~'., jc~,,-l,,,.,i:,,-,1 t<;\ ~l)'' .,,._,-, iit":l i~!'l1 -"'')·'''tl"'' th<l• ~l;., .. oh_ • .)..:i.-·C~~-. . (,. :.~~.u·,..;-5.):~ ...... X<<.:>\~-.U:q·~,·~~ "{_h.} ~-. }(..,. ~~~-"-· u· ,.,_~ . . L'-lot.-1~\.•.~~~·:C..-., \;,··} -~'·-~· ).;~,:S,. '(..' . .._. !.~. } .. ""-·~ ~~ ·.d.t~~~ v.'i..'\.:~ 

,;::zmtmJ::; the mk of d.1f.fus-izm of the drug fn~ml a C(~fltz~d rnmrix, (4) th() us.;.~ ()f ;;rn .(~rod;'!})k 

l''1'll'"''~- tl><!l- ,-: .. >f'k''':l" '"'ll"' <)t"d"l!\-" <'·-~!-'·-me• it:;.-) tl'-' <lS''' .:;/-r-q!,,,.,,~, -y~·xi·-,,d ·~-)-,j-1Pt,;; (~)''~l--l'!l<'S <)<' -~ .lo,;."-".•.\.·.~..;'~ X .~:0. , <t>;·~·--~- ... :~• ... ~~ ~·~- -~.· :\_~,, ::.,.LJ!. ,., ~· !L.•\.. -~{•,,'.. ~-., ~-'" ,•' •.-~-~ <;..,;... !K• ~ ... ~..,,· ti'\. / ~~-~ ..... ~- ~~,l_~.:_-~· .• ~·- :~"' .... :00 ·~;.•""" ·".!.-:, . .... '<:·, ~.'\.~:0 

[003751 
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!00376! 

i:lf tbe drug s::k~pcnd on tht:: gd llSctL <-H1d tht ~~'tit¢' <~t V'.dlich moi~turc r<~~ad1cs th.(~ g<:.~t 'Nhich 

i::m:t he t~wtrn1kd by the sizt} (lf tl.K~ uperi.ing in the sy~t.¢m through \vhkh t1uid enters. ~ke 

Omg I1dh\~ry J\x:h11nlogie$ nnlint~ i'.trtkk~ f)rmg ct <tL, ''L-cmosw.\ SOFTCAP'rM tl-:.r 

('o<Hro!lcrl Rcfc~(sli.: .of Non-/\.qu;;:qus Uq·uld Forn:Jt.dah<)ns.<' 

pre:p:arcd as salts of the <:,::urn pounds uf Fnrnrqlae 1 , VHl rmtil ~d1:::.~r gasld~ trwt\it _i:-; 

compki\~ qm be m::.hkved by u:ny l.lfsev;,;_~nd m~x+mnisnts-~ imJuding, but nol Emitz~d in: 

nt)}l~i.H;pv~ous~:!:;(>lub}c p~J!yme> nr co~pofyJ:lK~r HppLit~d. US ;1 thin film (.m ¥ Hlhl¢t; (g} ~J :none 

aq\xt;::ous sq!ubk~ poiyrnz~r applfc.:d a;-; l'i thin l;lrn to an ~nt~apst:.laiion sysl\.~r:n; (h} a H\)Hc 
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>-mcz~ fNl' 24 hour;;;), Tb.:si.: tl>rrnuladtw.& can rontain hN'v~;{~n 23 iind_ 500 rng nf .KA.TP 

,-.:Jwrrnc~l opz~n,;;::r~ sdcctcd fron1 salts of th1::: con:rprn:md!:i of hxnwtae l ,_ VJIL 

·:·· .. t'(q"')..(§~~. ·~t·"' --~ o:..,+-i".t-t. .;:~,{ .::....;.,..~>· ·~· f!·:·j ··· ,J ).; ;,__f.··:-~:- .-.~ 4.;:-., '!\ f's.;~~·.''~~ -~~~"'l>j ,J~·· M .:"~ -~'>l.:H!' _.;').•'·. "'' ~'~"~-~~ ii·i"~ .·y ·h~-~M ... "!>-..'t~ ~~ ,:~ ,r >-~---~b'·- ·(.>. g .. 0H<l•""~·-" .<'l. <~\l.>:\: .• 0"' ~'-(>v \:.d.\hc-<,. '·-"~' _, \1 "b . ''"~,_,,s, >:(-«>< -'-'''(;i: L'J•·r''-·F•· ,,., 

ahdz)ndttui p~dn, d.iHrfhNt and. ileus. Sz.~czmzt by tW&tiiining re!Q;;\Si? <:,)fthc <1ct.ivt d.rt~g (Jver 

d()i?S not lmv;::: snstHinz::cd z_)r cz.mtn~Hed n~h:.~asc. This rzxh.!t~lion in p\..:ak drug k•'-"d:> can 

zxmtribw:c to rcdu~·tions in adv;;;r~c d1:ccts that ~m:; part.iaHy !)r tomplcwl:;,' dct-;;;rmin-cd by 

~ ! ~· ........... ~· ... ·c. l 
.,.:,,,, ........... ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, ..................... ~.. .......................................................................................................................................................................................... .... 
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----------------------------------------------------r~~~~~:;~~~;~~~-~~~:--------------------------------1 

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

I 5oo-:2{loomg I 
' : 
I 

C. D~)smg i One;:: di:l.Hy {24 hours) 
~-----.~----+~------------1. 

! TV'1\.'·' -lail'' ("\~ ho'l''x\ i ! ~ . ~..,;..; ;.,. ~~ ... ...... . \. );. . .~ : 
'""""'"""'"""""""'"'"""""""'"+-""""""'""""""""'""'"'"""""'""""'"'' 

D, Rd(ase time: I 24 ht~ i 
···············································----t-~~~;··t~·~:,~············································· 

----------------------------------------------------·~---------------------------------------------------------------! 

I g--2-4 hours i 
. ____________________________________________ ,_,_,_,_,_ ___ J_,_,_~ __ ,_,_ __ ,_,_~,_,_,_,_,_,_,_,_,_ __ ,_,_ __ ,_,_,_,_,_,_,_,_,_,_,_ ________________ ,_,_,_,_,_,_,__J 

100 mg of i'\ !:laH of a ,:.:rwnpotwd .of Fonri.ulw: ! ···· V!U~ \vh;;.~rdn. ;,;uth whk~t mlmini~ktl':~d 

s':11x:e daily 1:\::) <~.drbve ~l c<~Jltrolkd tt~k~as(~ tim(~ t)f 2A hours. AU nf thest) tl-:m't~Ulaikn1$ t;m 

furth(~r includ:~) the k;'lture ~)f :;;ubstanti<rlly d.chtying pl:li'i.l~m~w·wt.ical active J\::k~<'L~C "t-m.tfl 

aff~:r w~~!t!c tra:ns.it ~~ cqmplcw .. 
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or a!gink; l'H~kt po!yvinylp,y·1Tolidonc, poly~tinyl ftknhol, or tllm f<)rm!ng pofymcr-5 M!i:!h nii 

nmthyl ctlhdos~ .(MC), o"'.rhox.ym>;;;thyi ct:lh!Jos~ {C\-iC), hydtrJxyr:wopyl iTlCthylct:!t'l.:dO~!;l, 

;,::cnu!tls<::.~ {HEC}, (~thylzxdlnJosc CEC\ acrylic rz-\'>ins or mh~ture&: ofthc ibCP./C (s1~c ~\g., 

LLS. P<it No, 5,4!5$71}. 

·rh~) mx1n~mt of n'<.\-,;slinldqg agerit to add CM\ be tkttl'minQ:d. tr:-;ing met.h~xts !'<)trtinc t.o tlw 

ordimn:y ~kUkd *H:tl":m. 

the hydrophUk nahut.' of the rrm.tdx:, as dcs~fihcd in Li.SL !\tt No. 5;399,359. Tht: 

h.Ydt!Jphobk po!yn1<::~r Gu1 in;:..:lu<.k~. t'l.:~r c.:><~!rnpi<\ >tlkykelli.llo~::: ~ueh <-~::>. ethylceUuk•s>~; 

Sf)GlT!l.;~!CCtl \VliX, candcl!Ha \.\taX, COC(nt hutt;;,~·, Cet.Osiety! aJp:JhoC b~.C:-;\\.'{tK, C\:.TCstn, 

p<.rndlin, myristyl #lCIJtWl, ~~teary! aJtob~)l, tCt}'htl(.xl!'tf.~! a.nd ~t,~~u'ic <Wid, an4 any nther 

phunn.HO(CUbt~aUy accer~tuhb~ hydrophoh(!;:. fll<W;~tiifi KllO'i'<"i} t(l d't(.~$\.:SkiUed in \JK~ iOi;rL 
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poly<rn<::cr;,; suit<~hk~ fhr US\~ <'!;,< HK~ !:rytil'{1!}hnhk rnak~ri~ti imJudc E\ldntgit \1~} R.S ~trHi RL 

{copt)!ytncn{ of ;lcryli( ~H'ld n"tcthacrylk~ ~tcid ~)$ten• h;;rvi~>g a k~\"'' content (~\g;,; l :20 or 

!tHH92! 

·~qtl<::~ous solvent ~ystCn'ls:, :aiJd typit.a!ly funhd~ inchidil1g on.;;) O!' H1(li:~ ct>mpt>Htld& thHt azct 

''"."< .~.-.r ·.','1.··'.1,;; .~t,. ;,.~!'.:.>. '~.l:, P<'l!' r>)·1,·'•·f'i< ' 1 !:'.;<~t··,·!l tA.>' i''<)<~·~·'·n (>· ·'•·<ol'-1l."'~''~"·l't·l'·r'<l""- j\"'~l.)id<~· f-:'''' r•i.: "'"1. !'~!·'' :~~- .. ~ .... - .<.~<' ~ .... ~--... .(. ~ ~'i:·:t .. :.:>,;;· ... :.: '\·.-.·-...:. ~ ._,_.5· ~.,, ... d . . sl',e... ).":".,, ~.-.: .. ·~· ... ~ ·.: .... ·!J..,_. . ... ~ ...... ~ -.·-..;-.,..~ ~'JoJ "":-'·'"q.~~ .. _, v~ 
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Kndak), .(~;:rrboxymdhylcthyl rcl.lu!nse (Duoztccl ::~/}, hyd.roxypropyJ m•~il:Jy!c<:dl:uJost 

phtlvd~uc., cthylcz~Hdosc, nwthyb:~Htdo.~c and, in gc:n<:.~raL ctHulosic d;~d·v~ltivcs, 

o!ymcthacrylic <ldd"n:K~HuH:::rytk t1.c:i.d cppolyrner (Typt~ A. J: l l~udn~gd llOO; Type B .l :2 

Eudragd SHW; and ·r~/Pf~ C Ll hJdrJ:tgh LH}{k)5, l:1.qucutl& di&pz~rsitm 30%. soiids,. 

Eudragit LJOD), po!y(mcth)~K:ry! <.~Mer: po1y{cthyl <lcryhtc, ~ndh;,d mcthacryh!tc 2: l}, 

Eudragh NE30D aqueous d.bp<~ri';imt 30'}·;:, so.Ud;;;, pol.y<iminomNha.crybh~~ EmhHgit E !00, 

!'l6!y{tri.rnz:thy.!;:rmmrm.ioeth.;,.·.l ll'l::.~thm~.ty.h~k dtbddc) a:ri~lmnniorndha.crylatc (:.opolyrncr, 

f90J93] 
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gly~:(Tyl n1onnsk<~r<n~:~ hydl'<)i'<).cprzJpyl .:.:ellu!osc .. hmoUn ~~hx.~hol~, ln::i!hin, rnincraJ Q(L 

Z1Jlt)~thanol~lrniN.\ *:~!ox>:\rncr·, pt'ilyoX}'cthyl<:.'lW alkyl ether;:;;, pzJiyo;{ycthykn~ (:<k~to:r ~JiJ 

i.k~riv~;tiw.~\1, pr4y·OXJ·'<:~thylt~nc S(!rhitan htty ~wid i.~~ttrs, polyosytthylcnc stt:'an<tcs, 
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trans<.Tipt promf~tcrs, n:~'-}hmo\~yt~-sthnu!ating hormone ;1na.l~)gucs, mz~l~HW\xxti!::t-·::1 

rc\~qptor JlW:H1i:.;t.,;, and. ~~gent~ uu~t (~fkct ln~nlin m~hihoh:,;:mhKtivity~ whkh c;:m indw:k: 

int.ludlng 

growth 

1Ckhydrog(~r.ub-c type l activity~ wrtkntroptn .n.dcasing bonnrm.c ago.n.ists, ir\hihik1r;-:; t)f 

tHty ~wid synth,;,:~i~, carboxyp~)pddas(~ inhi.bitnrs,. il1danones.dndal).:)b. amint:'lstcr\'.)1::;, ;Wid 

fhrrn;J!<ltion \Ytth -~~ dbhck~~ k:;:cll.dng drug (in additiQH to ~t KJ\TP dl~Hlllel (>pen>.:.T sekcted 

fh.).Hl <i i'i<iH f.lf i~. t~ompnund tJf Ft:rrmHb>.:.~ f ·.· \' lll). Diabclz~i'i treating dmgs th<il nury be 

mg/tn1it\ mttformin hydrochh)ride {300 to 2000 tng:iuttit}, rcrwg!inide (t ¥16 rn:g/nnit}, 

ru:Hcgl!nid(~ {200 to 400 rng/u:m't), h"J::;ig!ltizmh~ {5 to 50 rng/unit), n:l(ltag!idae's(~n (JOD W 

400 :mg!unit} Gt any dn;,~ that improve~ insulht setbiti<.;;ity. (K :'n1pn)\--'es glut~()$~) utili.z;Jtkm 

and upHtk~, Thc::-;c fi.Wt'nldatkn'ls ~w'~ ptt:tbml;llJ-;· v~cd 011C'<'.~ {bi!y, h.n: ~~ i:'<\i;k:c daily dodng, 

!lw. mw.JqnJ oftlw K/\Tf' dumnd np,;.-:ner .sdeckd fn.nn ¥ 1:>aft nf H tm:npound of Formula.:;: 

l " VllJ is h<Hfth<:; amm.mt in;;_:h;zk~d in Hw >:m{.:~~ diii1y formuhHion Hnd fhz~ ~x,,..Kln:nuhikd 
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n:Jsuv~wtat!n, ,:)r !.ova:stmin (RU at .l 0 to 80 mgittnit), flhr<lh:;~ (50 to 300 rng/unit); n:iadn 

{500 to 2(H)0 mgiunif), H:ryn;id. nx:~)ph;r activi.it<m~< ((},) to 100 mgilwi!\ \frP inhibttors 

r::W 1:\J l Q!}(} rngftn:dtL f'PAJ~ d~ha agoni;~ts Rnd moduhi'tws {5 to 400 mg/unit), ~nd 

sqturknc s:ymhasc inhibitor 09 t~) J {)(!0 rng!unit}. Th¢~e fqrmuhuion,:;; arc prd(~n!bly us;;;d 

hydt9b.rQm.ide (5 tq 40 rng/unith HHVO:><HmillC fll<l:k~<lW (25 to jW() tng!Unft}, putnxdfn~:~ 

hydrnchkwkk { 125 to 75 !)1g:\H~it), t1uo.xz~tinl'.~ hydrrn:~hkw!dc C30 to !00 mg/rmit), 

mg/u:nit}, dcsiprarninc hydrochk3tidt 0 0 !(l 300 mgim'lit), ntwtrirnyhnc hydrqchkwidc (! 0 

tn 150 mg/uriit), duloxetinc hydroddorkk (20 {() 21 n tnghlnit}, venhfaxinc hydrodd~)rid;:;: 

{17.5 irJ l5{l rngh.rrlith plKmdtiM~ :Sdt1~l<~ (10 U.l 30 .mgirmit), hupmpi.Ml .hydti)d1loridt; 

ust~d inc!udc,·but are not Jir:nitcd, tf'> t~nala}Wil m<Htl<~tt 0.5 t.o 40 mg/unit}; c;:lp!opril (2.5 to 

150 rng;-'unit}, lisin9pri1 0 0 ~o 40 rngi~mHJ, h:lt<~~~~prU h.ydt\Khl~)rtdt:.~ ( 10 tn Btl mgiwl!q, 

9! 
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to 400 mg./unit},. mAol.oi {~W to !(.)0 mgil!nit\ bm~~xolol hydrochlori(k: (JO to 40 mg:'unii\. 

<.rq:~butplot hydrochJorid¢ (200 to 800 mg. ... tmh), pindolo! (5 tp 20 mg/nnit}, N~oproh'>l 

<-;"1'''<>':>:h:~ ('\ i:;) }i}p-lf:•/<'i'<t> ;-l;f-,d· ;_.)i<·~i'~ (J. '\ In 1 (!f! -n·lt'/''l';':_\_ l:<,l<)<{i~·y<>·jP. ,._} -.::; ''') ':H! _i"<>··f/><;·l;t) ~<;.}.~.-tWo.(,{).,...._ ~ •. "" ~·).~ w). •.• (. V .\.~ .{.\~ }:-. ( ,(,.,\,.. {~ ... ·.O..l.'<..., 1... . ..._ ., • ..._ ,'\ ~ • .,, '-.C ~- \.{· .tH :•~ ~-.....; ...... \,.,,'l }.~ .-..... ~:_.~..., :t;-..~ """-\; ,.,.(b• .W..( .( ·,,~: 

BO n1g/w1it), t~ra~zosin h:ydn:Jch!orkl.:; {! to 20 mg/tmH\ dox;1soxin m~~•yhtc (4 to !6 

l.ng/mdt)~ pntz.osin hyd:n)thlrwid(~ {LS tt~ W rng/-unit}! nt dthmsin hydrod:.dorkk {JO to 2n 

(ltK\t)(~r ~d~ei.cd iiorn ~~ salt of<$ compmmd (!f FQnn.uh!c J ... VlH Is prd~~T<lhl)'' tu:.tlf thK~ 

<'.rm<~tmt indu.ded i.l1 the otKe dttily fortn.lllMion <illd the ~z),.:fbnm.dHted diurt"::hc is half of 

!110403] 

pain tkH rmry bz~ u~~td in;;;hld<:\ but <~!\~ n:ot liniih~~d to aspirin ( !l~{} ft'i l 000 Jng/unit\ 

tran:wdd hydr<:Khlc•ritk (25 to J 50 rngitmit), gab<\PCndn (100 to BtlO mg/unlt\ 

acdorrlllJ~)p.hen Cl on kl woo rt1gitillit}, Cf(d'><~HUi.ze-pi~k: .(100 jtl 400 rtlg/unit), fhuprnferl 
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inchtdc. but .arc not .!i.rnihxl w, Hthim.n <n: a .C'i~!lt thereof (250 to 2500 rng/unii}, 

\::arb;trnalcpinc ~)r a. ~;'ih ttwrcnf {30 tt~ 1200 mg/unh), v~~dpt'oatc, va!pn)k ;icid, or 

div;llpnK~ {11:5 to 25M mg/qnit\, !qmoti:igin~ (!2,5 to 20Q mg.irmit), obn:,;::apiw:• (5 to 20 

rng/unit\ ciozapi.ru:: (125 in 450 mghJnitL or rispedd~we (0,25 to 4 rngiunit.}. These 

z~on.lnJ)nbJiornnln.~ pn.:ktably Intcn\.k:d ihr one(: per duy adminii'lt!·uti~m. For a tw1~x~ daily 

dostng, the r:.tnHnmt of K/\ TP <d1~~ntKd l)p~ntr s<~k~ct;:.:d fhnn }l s:th of i:l cornpound of 

limited w: !.1.nv tn:(}le~;.uhJ.r '"''tight heparin:'< (e,g., dulteparin, em.rxapM·in, nad.rop.arin, 

Hnzaparin ()!' d.ana.p;~rql\:l), ancrd, p~)n\{iXJtyll !n(.::, nin1odipine~ num.l.r\zinc, ;',':bsd;;;~n, 

tidla.::ad, ckmrcthi<lzol<:\ an /\1\:lP.i\ <igonist (e.g., G'r'KI .52466;, NBQX~ )'f\..-E!DK 
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\.'-icigh~ h)SS. \~/dgbl Jo% octurs by fht prd~rcntii:d loss of body ~~~t .:<\dditiona1 w<;.~igh! 

!:6% can occur <:vl.Km the !hnlHihllkm is adrnitti'!<t~~r<;.~d h.l t:\)rnhiriatiou <,vith a 1'"'~dntcJ 

sJb<::.slty:..;ptonK~ xuh!K~ct iht~t n::suH in the ckvRtion of <:.~m~rgy t:>.pcndittll:l:;.~ fbr abom 24 hr}ur;<:; 

(lt Jbr ab<>ut !.8 .hnurs . 

.:,:~.tmpoui1d of Fzmnul M: J -- V1.U adxnini&tcnxl a;;: a single d:o:-;c to an obc;,;~;, zwen\'eigbt or 

obc . ..,!ty~pronc sut~icct that n:.:suh in the dc:wJtl.on of hcUt n;<;:id~~tizm of !11t f~)f ab~)trt 24 
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diab~i\~s,, typt: H diabdc.s and prcdb.bctcs. 8tH;h hctaC'\:di rcsi :c~.nd hnprovz~mcmz; w 

insulin sq1sithdty can contrib~ltc to c:fl\x~ti><'C f(;)$tt~w.tion of norm~~! gltl(\J5C wlcnmc(~ m 
<:-; •. ·•v~ 1I .--l~~·1·;;~d·" :>p<~ !1''<>;-J<,,h,~t;:,, :<;·U11!'·,~'::i-,; ~.~'? ~-~:... -:l:o. y-~ ..... ~t.· ...... '"""' ...;.e..·-r'J .... o:·"'-"'>. -):::~ ... ~v:.•J.:'- .. c .... "' ~-t .... ~ 

diab~;::te,.,, {7) prcscrvatkm l}f panorcatk: thnction in t~'P<:.: l dbbct!cs; (~) tn:~atmcnt of 

·•_•l·'''.'''l'·~l ;_,~ "'·''' ·h~}t"·l•~ t·-~·-- .. ,,,."i>'i-,l.'l" X-·'·,, {(). \ nt··''\·''''l ''l.,'~-l' ,-~~·- l'1l·" ;.,.,"''"!·6·-"·' ·t·~,.,.~~~-~- p·····,.·:ll"<~h·-•l···"' , .. ~ u X·'t-<.ot-t{.d-.t-~· .~.~"~.d{.?x\..~--~-.. ~--~-~-~- -~,~~-.-.~ ~'(..~ __ _._ \.· :!' ·l". \· -~ ~:~ -~- .... ~ .._.;;:,.,:._,._·"': . .... l-~ ,.!-_.w. ... ~::,_.I(5,UO, .}~} .- .o~ •. L ~.., ...... );..... '\.·~· :t-t~. 

dy!'ihpkk~mi<~, or in:lp~tin:rK~nt (lf glucn.\(~ k~leranz::;.c in suhj<,cts tr<:.~akd '1o\'.ith <mti:pfi:y(:hntki:l 

dmg~, (!A) pn~'{Cllt \vdg:ht IS<iin, dj'SHpl\b~li.l<'L ot ll:npa:n"lllent ()f g!uc;:lst tdtram:c ill. 

M;l~jc<:;t<; t!\~ut<;.~d :,vil:h ·~ntipsydwtics dnJg~" and Cl5J lrz~<li!Xlt~nt nf any di!K~asc \Vhcrt 

hypctlipidcrnia, hyp;;.<rinsultnc.Tnia, hy'fKTinsli.hnistn, hyp.:~rlipidcrtlt4, hyperphagia Qf 
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hypuglyccnlii:i., (g) hHs nm hcz~n t.rck;tcd Krr schi.rop!:m;niilo \'>'ilh hl:i.k)pcridoL or (h} b no1 

c~p~~ricncing mJlligmmt hypcrtcnshJrt ln thrfh•~r crnhociin1cnUt, the \JVt~r\vcig:ht or obese 

c»pm:ibidng chrtmic, n;,:eurrerl.t or d.rug"'indtl(:ed hypngfy~:cmi>t, or {e) hus not lx~~m. 

,-J;,,\._<>-J<'\S'~,,~ ·y· i1'-'V;,H,. ;·<><~~,-,l--,,)p-,~ ,_,_,,-,:h'llrl'"' U<: ... "::.:::-~ ·"''~:""''"~ {._J:..,·~ ,. .. _ -~)....,-~':.:" ·O.~~\;a-1.'-~-:t...~ .b ... ·:>.:y•·O:..;-H"'=""'-~~~-

or-al dosage thrrn thre-e tim;:.~!:< per 24 lH.Hlrs to indncc '>vdght k>ss. This tn:_~atrn{~llt can b-e 

th~' sok tn~<::tttm:nt to iJKhKc wdgh~ loss. Jn fh~>thcr ;;;~mbt'!dimz:nts, HK: O'h':.:l"\\'~tght. 1:Jt obese 

suhjtct (a) docs nnt have tn'l b-Hmlil.H'>C<.~rdi1~g tun1<."l'r, (b) ii,; uot suHcdng fr<Hn Poly Cy~tic 

Ovaty SyndHmW, {c) .b nnt ;;i typ~ ! diah~tiii;_ (d) ~~not :<1 typ(~ U dh.tbctk~ (e) do{~~ not hav;;; 

FW4l7J 

~:ennpu-nnd ofForn·tt!la{~.! --- VUJ b ~~dministen:~d to <>n (}\'<:.!n-v,~ight or ob;;~~'-~ ad\l)csc~mt ~ls 

an zwa! th.b~lg'-: fi:m11 tlm~~~ limes 1x~r 24lKwrs tn indu~x~ •vdghl los~- Thi'ii, treatnl<-~llt ":a11 b-t~ 

th~ sole trc;:ftln~ni to.indtKC -..vdgh~ kl&\. ln {~irth•;:::r~rnbt-sdi;n;::nts, U~t~ i:.h';;:~nvdght ~.'t obese 
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