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1 

.P:H&~CEUT!Ct~t COMPOS!.'r!ON' FOR 

THE TRElVl'MENT Of SYNDROM X t1F R£.r~VEN 

'l'h~ pr$'S~ttt invention .ralat~a to a pluirmace~tic;~l co:m:posi"" 
tion comprising aa active ingredient a compoun4 seleet,ed among 
so:matostat.i.n o:r one of it$ enaJ,og:s (a..s herein defined), dia~Pxide 

or one of it,s an~.toqs (as herein de:ti.ned) ~· cycloth.ia~ideor one t:~f 

its analpgs(a$ hexein de;t'ined} and met:fot'min, for the treat~l'lent. 

of syndrome :X .of Reaven {also call~d ~ltyper Irtaulinemia ~~yndrome~t 
or *1The Deadly Qua:J:::->tet 1~). 

somatostatih and its analogs{ e~g,. octreotide, l~xe kt'lO"''.n for 
the treat1uent of the reduction of the secretion of .ln.$-ul.:in cau$ed 
l:l)'· insu1.imonas.. x~:::r~::eover ~ they ere known fot• ·the t .. t'eatmant: of 

certain tlli'ltors .~ gastrointesrt:.J:nal oi.seaS$$ f :$;tC v H~W~V'er i their 

effectivity :tor the :t:'e4uzition of the res.fstance to insulin has so 

fa.t' no'h be$n known. 

It is also known that D.ia~o~idef cyclothie.zi.d~~ and Me-t,formirt 

achievQ the r~duction .of th~ rasistani::!e to Insulin. }ioreover ,, it 

is known that Met.f.ormin is used in the, treatment of P.tabet:es and 

red.t~ces .t'i<Sk factors in carbmtasc-ql.ar diseases in NIDDU. 

Dia~oxide$ Cyclothia~ide and Metformin have the following 

formulae.t 
a. "l-chlo:ro--J-m~thy1 ... 24""1$2_,.4""ben~oth:.io­

di.azine.' 1$ 1 ""dioxide. 
b. cyc:Jothiat;id.e~ J-hicyclo[2 .2, l]hept.-5-.en.-:l:yl-fi-ch.loro-

3, 4-dihydro-:n!<..1 12 ~- 4-benz-othiadia~ine= 

7-sultona.mide. 1$1-dio:xide. 

n I N-Oi:rnathylimidod icar:bonlmide diamide. 

However$ t:hose co.mpo:unds have so ta~ not be.en known fer the 
tr~atment. of th.e risk :factor.$ at $}fndro~e X pt ~eaven. 

syndro~e X imjludest inter ~liar the :tollm.dng risk factora;~ 

-~... exc¢sstve blood pr~ssure; h.. !.ti$11pid~mia{ L e... incre-ase ot 

the amount of: ·rriqlyc~rides in the blood f reduction of the amoun·t 

of HDL and increase of the amount of :r .. l:rt,, c.. excessive blooct 
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coagulatJ.on ct.ue to Plas.winogen ActJ.vator lt'lhiJ:.d tor.,.,l (?AX-.1) 

increas~d in t~he blood; ct. c~ntl:a.l ob~sity; e .. GJu.cose intole­

rances - from ocult Dia.het~s to overt Diabete.s f:. increase of 

!nsulin in the blood~ l.$, th~ pancr~as secretes mor-e :rnsulin in 
order to overcome high Insulin resistance. 

All the risk. fa:t.ors of syndrome X >::Kt Reaven are*' tnte.r alia~ 
caused by a high resi$t.ance to Insulin, Thust apparently said 

symptoms could be treat~d simult:aJ>eous1y' it there would l?e a 
.redtwtioh to the re.sist.afl(:e to InsuLin. 

Saict risk fact..ors either separately but mostly in combina"' 

tion are dec:.isi ve f.~ct:o.rs in the appea.ranc~ c•t :tsch~mic Beart. 

disea~';HJ~: 1 e.g. Angina ?ectoris~ b~yoca.rd Infarct,; Cerebral Vasc;ular 
Diseases and th~ li~~e:. 

Unt:.il now i all said risk factors had. t:.o be tre~t:~d sepa~ate--· 

l:y &s there was no ph~rmaceutical composi.ti.on which could treat:. 

s,i.multa.neously all of them, H<:'fl~<'ever·, said separate treatments a.:re 

not a.lways eff~d::ive as very often the t.reatment of one risk 

:tact.or severes the condition ct anoth$r risk fact:m:. It n.as 
the:r,•efore bee:n desirable to find ;~ pharmaceutical composition 

Which can treat sittnJltane.ously all the various .risk fact.ors which 

ar$ included ,itt syndrome X of Reaven. 

We have now .h.~und that ctue to the fact t.nat the reductioh o:f 

t~H~ resist.<U'lce to Insulin can be achieved by admini~~tering a. 

compound selected amung so:w.at.ostat.tn or~ one of its analogs (as: 

herein i;:lefined) r diazoxi.de or one of .it$ an~logs {as her~l.n 

d.efin~dJ ~ cyclothiazld$ or .Oh~ of its an:e..loqs{a:s b.~rein d~ftned) 

and w~ttorminf said t·reatm~nt may e.nab1e th~ tr~atwent of all 

rtsk factors ot ~ryn4rome X of Reaven sin<<ultaneously. 
The present invention. thU$ consists in pha~rmac:eut.ical 

preparations tor the treatment of the risk fact.ors t."f syndl.~ome X 

ot Re.aven comprising: as active ing:redient a ca:m,pound selected 

among: somatostatin or one of i 't$ analogs (as herein detinet\} ~ 

diazoxid:e or one. of its analogs {as herein define.<!)~ cyclotniazi.,. 

deor one of its analoqz(as herein defined) and metformin .. 

The prase.nt invention also comprise$ the use ot a compound 
se.Ject~ed. among sotttatostatin or on~ ot its analo9s {as he.rsin 

define.d} f dis.z,oxid:e or one of its analogs (as. herein det.inad} i 
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<:!ycJothiazid~or one o.t it$ a(!alog:s (~s h~rein defined) and 

metfol'1!'lin in the preparation of .a.. phar:mac:et~t:ical pre:p.:n:'a.tion. for 

t.h.e tr~atment of the risk :factors of synctrame .X of Reaven. 
Analogs .of som:astostattn in connect.ion with the present 

invention mean any analog ct::nnpo:und of: $Omatostati.n w'hich biologi­

cally activate one or more somastost;S:tin :r-eceptors. Said 

~=-ece.ptors cause the r"eduction of t:he resistance to :tns\tLin :a.nd 

thus analJle the combit~~d treatment of all risk factors of s:yn.drom 
X of Reaven and are thus .effect.ive in primarily $ s.econ~:tary 

preventing andjor treating Ischemic Eeart di$ea.se, such as$ 

A-ngina P.ector is~· Myocard: Int'arct.s t Cr:.~rebral Vascular Disait~:i~3>S ,. 

A.s receptors t.h~t·e S<hould be ruent ioned ~ int~.r alia t tJ1~ 

follo\d.n'J h'-.lm~n somatost~at.in receptors$ which ~1:--e described in 

Steven \-?'.J, Lamherts. et a:1, 1996. oc:treotide,, The NiSW l:ngland 

Journal MecL .Jat1. 25, pp. 246-54. These receptors are} 

Pr$S~nt Jn the hraih, ltmg, stor!lach.,, jej~u:n.!lt',, kldneysf 

l.i:v·er and pancreas .• It is located on chromosom. 14q13, 

tt has 191 amino ~.etas and .its f.o:rmula is given it) 

Yamada et. al.? Bioch~mica.l and Biophysical Resea.:t::>ch 

com.:n.rqnioations- 1 1993-* Vol. 195.1 No:~ ~L ~ pages 84.$-852, 

~A hSSTR2: 

Present .in the brain ~nd in the kidneyst It is loca:ted 

on chrom.oso:m 17q24. :tt has 169 amiono acids a.n,d its 

tor~ula is given in 'iamada. 

1:. hSST.tU 

Present in the bt'airs and in t.be pancreas;. :tt is located 
on chromosome 42q11,1. 1t has 4l8 amine· ac-ids :and its 

formula is giv~m in. Yamada,. 

~L hSSTR4 

Present in. tb~ P:t'~in and in. t~he lttng. It is locat~d or~ 

chromosome ~o. It has 388 amino acids a.nd its molecu.la.r 

weight i.s 4ltS67. rts fo:nmll~. is given in Yamada • 

. 5. hSSTl\4 

Present in the br:ain $ tv~a:rt.,. adr~na1 glands~ plaoenta, 
pittti tary f .smaLl int,estines ~md skeletal muscles. !t is 
located on chrttmosome 20pl.:l .• ;;L It .has 1:64 amino acids,, 
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i.ts molecular w·~:t<;ht i~ '39,176 arv:l its .formula is given 
irt Yar.:<-ada , 

Ali receipto~~s have comtm::.n teatuxes: 

1. '!'hey have ~- similarity in the contigur~tion in t.h~ 

s~ven ~reas which do extend out of the wemb:nu1e 

TM!- •. '0 X .TM7} 

Asp""'Arg-Tyr a·t the end of t.f<,e N'R ""ter-minal. 

seccmd loop which is in th~ cell. 

qUbl.ide t,he cell,. 

,..,.~.· 

""" 

The receptors Which are especially .impor-tant. in .~educing th!~~ 

Insulin resistance are receptor'$ Z ':.\Dd 5 f also bQt h~ss receptor 

3. Receptors 1 arto 4 are less .imp<.)t'tant in t.his t~espect, 

'l~b~ use of somatostatin 1.$ not alway$ sat:istacto:ry as it:, .is 

eff.~ctive only :for .-~~ shor·t tina(~. '!'he:refore t.h<::!, l,.~.se of' octre<>id.e, 

the w.ost kno~m analog: of soma.to~~t:.atin or ot anoth~:;r long a.cting 

Bomatost:;~_tin, .i.s: p:t:eferred, 

The i:1:na1ogs of t~o:mastos:tatin should comprise t.he chain P­

~rrp-Lys. sai<i chain con$-t.itute th~l critical core of thf~ active 

analogs and is essent-ial :for tJ:~(~ acti.vatic•n of the r~cepto-rs, 

:t<rost analo\ts Gompt<i.se the chain Ph~-D-'I:'rp-Lys. 
Many analogs c.omprise the chain Phe-n-~rrp-Lys·,..Tl:~.};· bt~ing 

present. in po$itions 1 - 10 of Somatostatin 14. 

su.i table ~vtalogs t:.:.f somatm:>t>~tin being pa.rt of the phcarma­

(~eutical. C<>mposit.ion according to the p.resent invention a:re: 1 for 

example$·~ 

1 , oct:r: e. at ide. 
2 ~ Vapreotide. 

:s, Larrt·I~H,tide. 

4. Cyclope;pt.ide .som~tostatin analogt:les selected ~mo:ng 

Cycle fl?ro""Ph.e.-D-''l'rp-l .. ys ... ':Fhr-Fhe} 
Cyclo[N*Me-Ala-Tyr-D-trp-Lys-Va1-P.he} 
Cyt:;lotFr9~Ala-D-Trp-Lys .. Thr-Ph~) 
c:yc1o [.Pro""'Tyr-n-Trp""' t;ys-Thr-Phe] 

cyclofP:ro"""Pha-D ...... Tt'P'"'J:,y.S""J-aminobutyric:-J!he.j 

CyclofN-Me""Al~ ... ph$-0-'i':rp-!ys"""Thx:--Ph.e.) 

Cyclo(Pro""'Fhe-n-Trp"•Lys·--"~lal-Phe} 

cyclo fb .. AJ .. o,-.l)-Phe...,P-Trp""lr .. Ly ~~--0-Th:r •vN -M:$l:-D-?he] 
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5. 

cyc1otf>.t:o~?he-D-Trp"'LY~>"''tbr{Bz1.)) 

Cyolo{P:ro-Ph~ ...... D-T:tp--Lys.,.Thr-?he} 

Cyclo (f'ro..,.D,_.Phe:-D""Trp-Lys~:~!;hr fJ:!,z llJ 

Tyr .... Thr,.,.,Ser) 

Cyclo [ Ahep~Ph¢-t1-'!:rp-t,ys-Th:r (Bzl).] 

cyclt'if Ahep-Phe-D-T:tp--t.ys:-Thr l 
Cyclo (Ahap-Ph£3""D·«Trp~Lys-Set' (Exl.) J 
cyo1o [M~:x-.Phe-D-~t::t-:p.,.,Lys .. ~J'hr (E~l} J 
cyclo( Acct-f'he-O .. t'.:rp-<Lys~·Th.I~ ( Ezl} J 
Cyc1 o [Ala ~-L")'s-Phe:-D-T:rp-t..ys.....;Th:r,...Cys: J 

(a) 8zl = benzyl 
{b} A:nep - 7"-·a.mi:n,)heptam::.yl 

(c:} J>,:he:x =«« 6""'&.rm.inohex;a.noy1 

(d) Aoct , 8-amino .. oct.;anoyl; 

D-Phe: -[ cy-s-Phe-b-'!'rp-Ly$1 ·-Thr-cys 1 -·rrn:--ol 

!J-.Na1 "'"l Cy$-'!.'yr-P-Trp·~J,;ys"'Val-Cys} -'t'hr--HH~ 

1:0, !J"'·Ph~- C cys-Ty:r,-0-T:rp-t.ys-·Sex·-qn~] -:Nal-NH::-

11., D.-.Na.l.- f Cys ... ~~'yr-D-*Trp.....;Lys-Val-Cys] -Nal .. NH~ 

:l;;i, c{A:h~p-"'l'rp-D-'t't:"p-Ly$.o.~·Thr-Phe:) 

."13. P-Nte-cpa-Tyr·'"'D-'!:t:p .... t.ys-Thr'""Phe-Thr-NH~ 

14. D-Ph¢.-Cpa-'I'yr·"!)-Trp-Lys"V~l-Phe:-'Jh:t·-NH;: 

1.5. D-Phe-Ph~ .. tJhe--D-'!rp~Lys"'''rhr-;-Ptn~-Thr-NH;r 

.16, D"'"Fhe-Phe-Phe""'D""'Trp-r .. ys-val.-Phe.-'l:hr-w"H.~ ,. 

17, D-Phe-~!the-Tyr-D-Trp-:Cys.,.Val-Phe-D-Kal-.NH~ 

lS. 0-Phe-Ala.-Phe,.,D-T:rpw•L:'{$-Ala-Nal-NJ-l<-

19, D'""Phe-Pfie ... Phe-D-'l'rp-Lys-ValwPhe-Thr-NH~ 

4U, t)-Phe-Ph<$""'Phe:"'D"""T:rp-l•YS-Thr"" Phe-Thr .... NEz 

2:1, 0-Phe.""Phe-Tyr-D-Tt'l\'"""tys-Val-.f'he-D-Nal ~NR~ 

(l) N.al L .... :1 p-naphthyl} alanine 
{2} Ab\1 r.,-tt-am.ino-tl""h"utyri<.-;- acid 

(3} A.hep 7 ~ ami.noheptart0i.c acid 

(4) Cpa L-p-chl.orophenylaL~rdne 

.(Ahep , (3) 

(Cpa = {4) 
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X-Ly~'Ol-A.sn-:-Phe.,.Phe,_A..,·Lys~Tnr-Ph~~.,.,l'hr--Ser.,.-Y 

%~'h~:t..-ein A .is L"" or D-lrrpt 

;< is H- (A.eg),.,,-Cys .. or H·"" (Aeg).,-AJa ... Gly"'Cys- ~ 

Y is -cys- (Aeg) r;"'·OH or 
X and ":i taken toge-t . .her are ~-- 2-a:mihoethyl-glycyl 

gt-C\lp in the ring position an4 

m and n a:t:~ o, 1, ~J ~ provided that. 

m and n are at l~ast 1 ·' 
and their cyc:U . .c disu,lfide derivatives .. 

A. pept.id<a of t:he fm:'mula ~ r ............ ~~~~ ................ ,_ .. ». ~~-.· .... ~......_ ........ ..._ ........... , ......... ~ .............. ,l 
Hmp-Lys-;.:-Phe-Fhe-t:rp"'~YS""'t'hr-Fhe""Th.r-"'-Y-Cys ... -OH 

9 lD 11 12 ~J 14 

:in which 

emp represents the ds$&-minocystei ne rad:ic-a 1~ 

X rep.re.sent-s Asn, 

trp represents D-T:q:~ t.hat may b(":! suhst.:Lt.wted: 

in the benzene rin;r by a. halog~~n. at .• ;n:tl_( and 

Y represents the radical of a:n alpha .. floWt;:!r alkyl) a~dno­

(lower an:yl}-car:bo~ylic acid. having a mitd .. mPm o.f 4 ;~n:d 

a Jn.axi:ttm.m of 8 car hen ~toms 1 in whi.ch the two l.ow¢r 

alkyl radic~Js can .be o.onrH~cted to on.;;~ anoth~r with<'l: 

24, Cyclic oct:apept:ietes of the ~orm-ula 

l_As~>NPhe-~:~-Trp=~ys~T1:~?h~=Ca.ba·;:r) I 
5 6 7 8 9' 10 tl 12 

in which 
Trp repr~s:ents L-Trp or 0-Trp .•. in whi,::;h the 

b.en~~n~ r.inq may b~ ~ubs.tituteo by a 

flm.>:rine atom~ anct 

Qaba (Ar) repreS<l'OH'rts the. r.esidt.~.e of a ·>O<ami.nobutyric 

ac::id substituted .by ~ cyclic hydrocarhy1 

radical Ar se.l~ct~d from t.be group consisting 

of cyclohe!<}'.l; ph~myl cptioru~lly substituted 

by halog~n? nitro ot· phe~1oxy; artd napht:.try .1 
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optiona.lly substitu.t~d. by h<alogen, 

25-~ A colupound of formula 

. .,.,AX'!J-Glu -Arg~ Lys "'Ala "·GJy-cys"·H.~ 8 ...-.R, ':l·""" Ph~"' Phe -D-T.t'p-t.ys 

~-----J l 
"'Thr~H-H-R~~-~.:n-R:<~""'fJ:H wherein H.~ .is Met ot· 

R::~< is se.r or D-Se.r a.nd R~<J is :o ..... cys or cys" or the linear 

v~rsion ttereot ~·here the dist~lt':ide bridge .is .replaced PY 
hydroge.n~ 

;r""t ~ A eycl.i.c h.ex:a-pS:pt~.td.e o.f the: t.~o.rmula 

-x .. Ph.e-n·-'!':rp ... l,y$-1_'"'. ·Pku~! 
l "'"' '""· . . ..... '--~l 

tn which X repr~.sent.s: t.he t'ad.ical ot: >~n t-aminoa.cid of the 

-~ ./~. ..· -~ , .. , .. ,«< 
Q~- y--·._,,.. 

\ N 
..r-.' ,-.,u ~'"""' ,/ -~~n:l:} ,\, 
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hatring 1 to J ca:rbon atoms, or A ~rtd t) tog~~tner z:ept'es~nt; a 

S?;at.\tr~te.df unsat.urated ot- aron\~tic :monoc:'lclic c.;r hi.cyclic 

$tn~cture having 1 to 6 carbon atoms,. 

Y r~pres~nts an aliphatic or ~romatic L-a.m.inoacid. tho$. side­

chair of which can tle rrydroxy1at$d, ;:~aid am..inq acid b~i..ng: 

selected from 't-h(! group c~nsisting of L ... alcani,ne~ :r,-serirte, 

L-valine,. .L-leucint~, t,,..isc•leuoin.e ·' L"""pheny1a1anine and J.,­

tyrosine. 

2a. An N"'acyl-polypeptide of fot'm.,JJa,. 

~fheu:·ein 

"" '1fl,. 1· ~ "' M·""o··. ,~.... ,, f'"'· - u'~ ·~ ~l'.> '"'""·-- ~ ·"--·· "'"" ~ - -r:-.t ·~ .... r" ,. _,.,C l· " .~ q •:;..... \..<p 0.!. -....g;.:}'!l J..>« "'- \...<,.•-· ,~~}>%;.,.~a x>< .~;.~ ._.,. ~<< 

or phenyl; a gro~~p of formula. Rnso~·W wherein R)t is c~ .,.,>'* 

a.Jky1r ph~n:yl ox:' tolyl; a gro;..~p 

En~ 

l~!, l. and. Rr:: are each 1ndep~nde.ntJy hyctr-ag·en. 

,or· c,.H,alkyl; or biot:i.ny1,. 

1\. .i:s hyct:ro9~<!n. or C;"~alky1? 

>N-CH ('t;) -cq ... is an (t•) .,.... qr (D) ""phenylalanine residue op"" 

tionallY :ring,.,.,sunstituted by NO~! qr an f:L•) o.r fD} -norleu­

cine t"e$d .. due r 

whereby 

z in _::.N-CR (1.,} -f~O"'- re.:presents the r~tt~:ainde.:r of $.aid r~sid\le ~ 
B is -?he-. optionally ¥' i.ng-substitutetl by N01 l 

f' is a group o.f for·mula ,....B. 
/ -co-N 
·~ 

R~ 

wherein R$ is hydrog:en or a qrcrqp ¢f formu.la 

""C.H {R,.;} --IL 
R., is CH,.CH(OH) -~ l .... butyl or benzyl 

:X is a group of fottU\.(la. ..,COOR, r 

.... <~H;;OEz o:c 
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C.; .. 5alky1" and 

R~ is hydroge.n c:r th.~ residua of a 

phy:;:;.iolog:i.ca.ll,y acce.p:ta~d;.e., 

physiologic<a11y hydrolysabl€~ 

~ster. 

f igur:'at:ir.:m, and 

Y, and Y~ >~te. each hydrogen OJ-: t.ogether :n~pn:~sent a ct.irect 

bona, ~·here.by the rt~sidue. resides in t.t~e. 2..- and '!·~position 

each indepen-dently ht~ve t.h~* (L)"' t:•r {D} -c~1n.figur.::~tiont 

and wi'th the proviso tJ~a:t• 

i) (:L} ...... and/e·r (D} -cyst~;dne residt~es ar~ pt·es.ent 

at t.he 2- and 7-pos:iticns only, 

2:9, A pol}rpeptide of the formt.~la. 

A is c~..u~lkyl ~ c~·H,phenylalkyl or a group of fo:t-:mtlla RCO"".• 

w.h~reby 

.is hytixoqen{ c~. 11 a1ky1,, ph~nyl or 

C1 . 1 ~phenylalkyl! or 
\ iJ Reo"' is a} an t .. - (_~r D-phe.nylalani.ne res.hkte optionally 

ring""'suhstit.~ted by halogen anctior cl :;alkyl~ 
b) H-Asn""f or 
c) H-Nle-ASl:P""t 

th~ a-amino group or <H!l.irto acid r~\1i.idues >'i.} 

and l':<) axtd the N-term.ina.l amino group of 

dip~ptide residu~s: cj being optionallY mono .. 
or cti '""C1 -nal:k:ylated 1 

At is hydrogen or ( when A is cl, ,,alky 1 or 

C-1 .,~phenyla1kyl~ aJso c, ;;:.alKyl or C-,_ 1,~phertylalk~tl~ 
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to 

B is -P:t:H~-opt:io:n~l1y ring-sz~bsti tute11 by halog:i;::n andtor 

c is - (L}- or ···'(D) -Trp~ cptiot~allY ~ .... N-m-ethyl.at~~d and 

opt.ionally bern~etH~-ring''-S\lbStit:uted by halogen and/t:Yl:' 

cl .3alkYlr 

0 is -L:ys- optionally ¢-N-'me:thylat~~d <..>t.t'td optiot~a:tly 

Z-N-C\, 3 ·,..a1kyLa.t:ed, 

E is -Tf'c:t.-:-- or .,...AJ.a ... each .in {!)}- cr ( L} -t'o:t:-m and; each be.ing 

optionally (~-·N-met~hylatedf 

F 

/""""'· ~ ) 
\. / 

,.,CO-N __ JX 
wherein R, .is hYdrogen or ci.-;alkyl.f 

wh~...rein 

~t~ .i.s hydrogen or t .. b.e re.s.idu~<:"?: of ·~. pbys.iol.ogi--

E;- is bydrog~n. c~ )alkyl,, phenyJ .. or c?·l.,,­
ph$n'.{lelkyl~ 

R~ :is hydroge.n~ C1 .$alky1. or,, when R; 1:::~ hydrK..'gen. 

or 1ll.ethy1, als~ a group of forttn.tla 

""CRfR:<) -X, 

-CHi .... OH 1 -CH(CE~)-C!Bt is¢blJ.ty1 or benzyl 

){ is ;~. group o.f formula -COOR\ ; ""CH;:O:R~ or 

R; and E;: have the m~ani:ngs B'iven a:Pove, 

~. is hydrog~.n ot· C$,~alky:L and 

R1 .is hyctr,oge.n,. c~ .)alkyl$ ptv:myl or 

C1 ·~ 0phe:nylalky l t 

tJ~e group --Cfi:{:R~) -x having the D-· or r..-. cr..mf:i9u.:n~tion! ana 

Y\ :and Y~ are e-ach hy4roq~n or b:J9$ther repre$e.nt: a !..i,ir~ct 
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11: 

:bond~ whereby t:.he residues in the :1- ano 6-pos.ition e;~ch 

indep~sndentiy have tJ':p::i L-- dt P-configu:ratiOl"i• 

JtL A compound of fo:r:muh~ 

A·' CR,-s;.,.yl Y,-S-CR, ' ! ,_ -- _, I. 
_/N-CR .... CO-B-C'*D"' E-.NH ""Ctr~~G 

"" .A 

whe-rein 
.~ is Cc,_ l:ialkYlt <; -H)pP:enylaHtyl o.t· a group o.f formula RCO­

,, wh ~;~re:by 

i) H .is hydrogen,, C; ualkyl. _ph~-e:nyl or C~, HPh~~n.yl;:slkyl or:· 

ii..) RCC!- is 

i':i; an Lw o:r::- D-phenylalanJn$ residue optionally 

r·i,ng..,:s:Ub$t:i tJ:~ted by P $ Cl t JYr ,, NoJ r NH2 ,< 

OH, Ci-~alkyl and/or C1 _~alkoxy! 

b) the :cesidu~ of a nat:u::t-al or synthetic a-a-mino 

ac.id. other than defined qnder a) above or ,:::)f 

a corresponding 0""$.f!l.ino acid; ot" 

c) f-t d1pept.ide residue in which t:h~ individual 

a~dnc- acid residues a:na the sam~ or ctiffer$~nt 

a.nd ar,a $elected fro~1~ those def.;i_ned und~r a) 

~.t'Hl/O"f b} aJ:::,OVe,, 

c,.~alkanoyl,. 

A' is hydrog·~n, 

Y ~ and Y:? repre-sent tog!$:the:r;- a direct bond e<r 

each of Yt and Y .. < is independently h:ydrogen 

a radical of t'(.n;mulae (l) to (5), 

R:o: CH, 
! ;(]~ 

-co-c.,. {crt~ L-,.,n ·-co-en.. . ! --
Rt, {CH~},~ 

f '1·• .. ~ \- '} (3} 

r
R;;. 1l .. I f . . ·.---. . ,.A{~ 

-co.,.,rmn(-k ,rcH-J~~ 
-, <. f:~ ~ .• l, ~., ·. ····· R~ 

{ Rbi~ 
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p 

q 

n 

12 

is a whc,le number from " t:D 4 ... 
is: a whol~~ rn.nnb~r :from 1 to s 
is { C\.,J .alkyl 

:cspr!%sents the slJhstJ tu.ent: at,tached t~o t..:.be 

tr-carbon atom of a natural or synthetic Q'""' 

amino acid {incl'udirtg tydrOtJ~n) 

( cl·':') alkyl 

at'·~::- i..tK~~pendent1y hydrogen, methy 1 or; ethyl, 

ar~~ indspen.dently hydrogen, :r,alog-en, 

i;:;; a~ 1 or 2? 

is -.-.~h$'"' optit:mally :ring-St~bstit:\lted by h.alo::fen, 

NOJ~ N'R21 OR, c,.)alkyl and/or C1 .)a1koxy (.includin~ 

ps.nt.aflt.w:roaJanine} ~ ~:x:r B""naphthyl-.A.la 

.is (L} ....;<'frp,. or (d}-1'rp- opt-ionally tt""N·...,mathylat.~q 

and optiona.lly ;benzen>f!""ring~substibrt.:ed by halo,­

gen1 NOH NH~ OH~ C1.1alky1 and/o~ Cl•! a:lk:oxy~ 

is Lys t x .• ys in wnic.h th~~ side chain cont.ains o o:r 

s in s-positionf ~F~!/ys en:: tF:~Lys~ optionally O:"' 

N-tnet.nylat~d 1 or a 4:-~w.i.noc~tc'lo·b.exylAJa or 4-

aminocycloh~xylGly, re.sidu~ 

is '!'he, Ser$ VaJ,. Phe 1. Il.e or an amino.isobut:tr:,ic 
~:n::· aminobut,yric aci,:) r~sldue 

ls a. cyrov:p of t or-m:~Jla. 
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1J 

is hydn;.g~n or the r.~stdue of a physiologtc.aii::t 

acceptable, physiologlc~lly hydrolysable ester_ 

is hyctxog~n~ c\.yalkyl,. ph~n~yl or C:.'·l~Phenyl~a.lkyl,­

.is hydrogen,, c~ )alkyl ot: a· gr,~up of form\.Ua 

,...cH fR~)} -x,, 

is CH;.\l=H1~ - ('CH1}~"'0H~ -(CH~);,-<:>:H~ o:r -'CH(CH>)Oa or 

r~present:,r, the ~ubstituent attached to the \l'·~ 

acid ( in:cl.udir~g hydrOg$:n} and 

is a gro1Jp of for-nn~la ·-COOR~ t -CH)YR,,, Ot' 

is hydrog·en or c( )alkyl and 

is hyd,.rogen, ci .,~:s..ll<y.l, phenyl .o.r:· 

C 1 ~,:;phenyl>'l,lky1 1 and 

i~> hydt:ogen O:t' hyd:eO}<.Y f 

\iith t:be t<rt...>viso that 

when Hu: is .wt::fi. (Rl.s) -xl t~hen. Hu is hydrogen or 

methyl,-

whereiri t.he res.LdU.!~s 8 1 b and .K h~v.e. the L"""cont i-· 

gur.at:ionl. and th~~ residues in th~~ ~-and 7·,....po$:.i;• 

tion ahd any t'€:!si.oues Yio 4.} and t\ 4} each inde­

pendently have t.he (L)- or (O)- t1:.:>nfig-t.n.-i'lt.ion, 

:q... A so:n~.at:ostatin ¢tnalo:g sel~~~;te:d fn:nn. the c<:>n~pound.s o.f: the 

foll,ow.i.ng :for.mulae 
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wherein 
W is 

one of X and z 
Y i.s 

S or (Cl1~L: wh~~re s is 0 f l or .~; 
is S a.nd t:h~ oth~r is S ot' CH~ r 

s or { CH~ L,, \<the:r.e t is 0, l. or 2; 

i.ndependehtly of th$ ot.::he~;r? is c~ , 

alkyl~ :benzyl~ benzyl havinq one or t:\-to 

C\ -s alkyL halogen~ hydroxy f amino f 

nit.ro~: $-nd{or cl ~. alkoX.'{ suhsti.t.\.><:;!nts{ 

or t\, .alky.l subs.tit\lted with 5- or: 6"' 

~lH~>11bered. h~~texc-c:yc1J.c ring; 
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o:r 

R . .:; 

wherein 

h<'rving c"', ~lky1~­
st.1bstit:ution; 

c, .. ~ alkyl, c~-~- hyd.roxyalkyl? b~nzyl,­

;;:~rbo.;.ty-(C::.,,< .alkyl), amino {Cn .a1)tyl) 

o:t benzyl having a c, ::: ;~lkyl, hal.oget'! 1 

hyd'l:'OX:x'; ami.no,, nit:.ro ili:n.cl{or C,_,, aJ,k;:oxy 

substituent:~ 

c).;; alkylf )..1en:zyl, o:c benzyl lHs.ving a. 

cl·~: alkyl, halogent hydroxyr .amino, 

ni.troi and/or c~.~ alkoxy stlbstit~H?.Dt,, 

A is c, -u . .alkyl, C:.,. "' phe:ny.lalkyl or .a g.rot.l.p of formula RCC~- t 

w·h~:)t~by 

i) R is hydrogen,, c~ <u. alkyl$ phenyl or C:.,. -H' phenyla,ik.yl,, 

ii) n:co-ts 
$) an L- or D-ph€-nylalanin*'~ resid1-~e opt1on<-l.l1.y ri.ng­

su.bs·tit:ut:ed by P', Cl r ijr! Uo~ t NH:u OH 1 C\ ~ alkyl and/ or 
cl -:~ a lko.xy 

b~ the residue: of a natural ll-amino acid other than 

define-d under ~} above ·or of. a con'"e$ponding n-amino 

.acirl.l or 
c) a di:peptida residue it~ \ihich the individu~l ar;:,ino acid 

residu~s are the sam~ t:>r different and a:t:'~ S<el~ct:e.d from 
those defined unde.r aj and.{or h} above~ the er-1:.uninQ group or 

amixte< acid: residues a} and b} and the N-t~nni:nal am.ino group 

of dipeptide resi<hU!:!S c) tH~ing ncptiona.lly mono- or· di-<\ ><: 

aJ.kylate.d ~ 

/\.'~ is hydrogen or, when A is Ct'>~ alkyl or c~'-\<) _phenylalk­

also C\.-u alkyl or C,,t~ ph$t>ylalkyl~ 

Y ~ (lnd Y. ~ .represent toqether a direct honct or 

e;~ch of Y, and Y:}. is .indepe.nden-tly hydrogen ot: a radical of 
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(1) 

(4) 

<;>.;'het:-->$in R;;: ts m~thyl o:r ethyl 

~~' is hydrogen i m~thyl or- .ethyl 

m is a whole number ft~om 1 to 4 

n is a '<olhole nu.m.be1-:- t'ro:m 1 to 5 

B,:- is {C.~,,.Jalkyl 

R,;, repre.sents the $Ubstituent attac.hed to the a-carbon 
atom of ;~ natural a-amino acid (including hyrlr-ogen) 

R~, is n;~,~)~lkyl 

Ra~' and R~/ are ind.ep~nde.ntly hydrogen~ mi,.~t.hyl or ~ethyl,. 

R a and. 

or 

f,} is 
q: ' .l.S 

·~ .is 

~ are i.:nd~pend.ent.l.~/ hydt~ogen,. halog~n,, (C~.->) alkyl 

{C~,)) alk-oxy 1 

D or t~ 
0 or 1., and 
l)i 1 or 1t 

8 is -?he- opt.;.iona.Il:y ring-tSubstituted by haloges'~, Noi! 1 NH;:, 

ORr Ci,~al.kyl attd/or c~ .3al}r_oxy* or naphthylalanine. 
c is {t.} -T:rp- or (P) -'l':rp- optionally u....:N ..... methylate:d and 

optionally b~n~ene-rinq-substitt:tte:d by halogenl, N~~ 

lHtH t;rrt$ cl, aLkyl and/or ci··> alkoxy, 

n i.s -Lys"- f ·rhiat.ys, Jt-Lys ~ H',.,Lys or orn $ optionalJ.y ~-N­

lfi$.thylatedi or a 4: .. a~1inoc;~n:::.lohe.~y1 Ala or 4waminocyclo· .. 

hexyl Gly n~s;i.due s 

:ill .\.$ Thr, Ser.l Val~ Ph~.. Tle or ah amincd.sobiJtyri.c acid 
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,..R ... 

F L$ s. group of :f'ornn1la '-COORl'' ,.,. CH~ORi~<• -CON< " o:r 

R.::.~ 

R) is hydrogen ot C;,}alk)rl, 

R\ 0 i.$ hydrogen or the resi.due of a physiologic.a.l­

ly ~~cceptable 1 pbysiologically hydrolysat.:lle ester~ 

R;, is hydn~q~n~ C1 ~a1:ky1, phenyl ot· C.; ;,, .. :phen}'h11-

R~<' is hydr~)<J~~n,. c~ )alkyl o.-c a group ~•f for:rrtu:la­

CH ( R~:;.) -'X} 1 

Rp is CH;;:OH, ... ·fC:H:J 2 ""0H, ·"(CH~):,-OH, or ""CH(CH~)OH 

or 

repres~nts:: the substituent attached t() the 11""carhon 
;atom of arla:t-LJ.r:a1 u-a:mino acid ( inc:l uding nyctrog·cn) and 

x, :i,.t.\ a group of fo:rm"Ula -COOR1 , ,CH~OR,~ or 

wherein 

R1 and :R1 ,~ hav$: th$ :meanings gi van above t 

R,~ is hydrogen o!~ C:..:~alkyl and 

.R,~ :is hydrog{.M1 f C\ ~.alkyl,. ph~nyl or c.1 H>phenylalkyl ,, a:nd 

R,$ iSi hy4roge.n or hyctxox,y ~ 

with the provi$10 that 

whe.n Fl<! is -crr(t<~~}-X1 then R\~ is hydrog~n Pr :mt:athyl. 

wherein th~ re:sidu~s E" D and E have th~ L-conf::iguratic·ni 
and the residu~e .in the 2:~ and 7-pos:i-t.i.on: and any re:si.due$ 
Yl 4) and Y~ 4) ~ach irtdepen;;lent1y have the (L)- or (D) .. 
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~M.eAla-fJ>yr- (D) Trp-ltrs-VC~.l-Ph 

L~->.... ··----------1 

r----- ·-1 
X-... tys-D""o--'frp-E'"' ~'-cys--Y 

xr 

x_,II, ~< ::::::: N""'ter-w.inus anchor; Y = c-t~m:-l'\,inus a.nGho:r,, G-I .o:t- its 

~lc.; wh~~:r~dn at- least I of X F 'i ""' cationic anchor; .l) ~~ Phe '!'yr ~" 

3- (p-"'fluoro:;:rphenyl) alanine or 3 (p-chlon.>phe.nyl) alanine residue; 

B ""• I:i}"S, Lys (R;} ; Ri , CH,{fluoro) alkyl; f ""' Thr, Val" Se:x.·; G "" D­

or ;o.,-'l'hrr Phe,- or .J-(2-n,:~p{'l;t:hyl) ~~l.anine t:e.sidue; I ~· Oh,. NHn 

NHR.1 ~ 

:13. f'epti<.h~~$ RR"NCHRh:;om-tCll (CR;;SX:t~} CO ..... Phe...:Trp-Lys-X-tJHCHR'CH~SI(' 

.'
rn. ,,., i: ·>"< ~"""'"' ,-.,.- "'"'r- a""' .. l. ,....,..•'<"'!'""< n1 ~- ·•~ ""t \.n•l 'N""uR~·,,.,Ci -n··> ,..,..:..-v .....,.,;;;... A.A.."i.V~·~-I)o :-;,_.,..,"r- M.4.·~01'· .~ .. J_·.· ~J... ....... ~"'«:.._'"$ .t"'',. . ......., ... .f,.· .. .f. a . .;;...~.t-~·-$· -~·"\.:...'"1. '-'.~-: ... ~ M(~W.W'M·;,t~ 

I 

ot- D--Phe (optio:n~J.l..Y ring subst.:}:tuted by halo$ NOp 01C 

alkyL alko~·y); Phe 1 '!'rpr {D or :t.-) ~may be ring $l..~bst:its;.t~eo: 

.by no~r NH,, OHi alkyl, .alkoxy; t.ys may ba <~-N-me:thylat~d and 

£:-N,.,.alkylated; :K ''" P.- or t, ... a-amin.o acid residue opt.ion~lly 
a:-N-methy·late:d,~ R' "" CO.;Sl 1 Cl.f:<OHf ca.rbam.oylt R"' ,.,. R~' •·'"* Ht 

R~R:s ,._ bond} 

:~4, H,~Ser"""Ala-Asn-S~t:-A~fl . ..,..pro ... Ala-X""'Al.a-Pro""Arg'-Cl<l-At'g""'LYs-Ala-
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~~~ ..... -.• 

Cys-:Lys-Asn-Phe-Pb:e""l:::t~·Trp-Lys-'tt:u:-'--'TYt''-Th!''-Ser~cys-OB 

Said compounds (J4 and 35) appaa:t' in Chemical Abstracts 98, 

191:3:3 1 438J9 q 

::!;-6, c ( Spaca:r-Ph~""D"*Trp·vl/{S-Thr} 
spa¢er may stand for~ 

a.) R,E-5-Bn-o-AJ1Fi\ 

b} R-o:--nn-N'Ne-o-.MfPA 

c) Phe-Pro 

said crnpounds and sLm.i lar ones appear in Bt·ecx ¢t. al, ~· Let:t, 

contai-- ni.ng o.-aJ:ttino methyl phe.ny1 ac~tic aci-d as a bridg~ 

unH: 1
'; and Tot.t:r~<r~~, :Lett, Pept. BeL 199$; 2 (3/4)! .u:s2"'6,­

"Cort.f(\t')t\ati.on di:t~~cted df~$Jgn of cycJ.io Somatost?-ti.n 

containitt9 a 8\<'I-tu.nt m:i.metic~~. 

CH1 
3B. E~N--ser*•AJ .. a-A:sm-Ber--Asn-Pro ..... i\Ja .. Met"'Ala.·~1?ro-A.rg-Glu""Arg-l,ys-

Ala-Gly-cys-Lys_.;Asn-J"he-Phe_..r.r~~p-Lys-Thr-:Phe.,.,Th:r-ser-cys·-OH 

39, D-B,_.;Na1 .... Cys-'l'-yt.~-n-·1'rp~·r..ys-Va1 "'cys-·rhr-NEz 

4 o" Ac-Ph~.-cys•vrhe.,D-Trp-tys~Thr,.,cys -Thr--NH;;; 

4, L n-Pne-cys ...... ?ne·"'D-'I'rp-1 .. yS>-1?hr.-cys~·trp---f-H-!? 

42. b-'l~rp-t.·•ys--Pf'le-:O'"'l'rp--Lys""Thr--:CYS-Thr-NH,1 

43" D-Phe-Cy.~-t'yr""D-::Trp .. Ly$-Val-CY$ ... ThrwNH" 

44, D-Phe-Cy~-t'yr-th-Trp-L1f'S-Val-Cy$-1':t:'p-Nl-f" 

4.5. )""' (2-napht,h:yl) -0--AJa-Cys-Ty:r .... P·--'frp-Lys""Val·-Cys-Thr-NH:~: 

46. c {Aha-Phe-p-Cl-Phe--D-1-,rp.,.Lys-Thr-P.he) 

Ah~ ,., 7 =am.ino haptanoic i'H~id. 

Analogs of Piazoxide and cyclothi~~ ide ar4 compounds t.l,•hi.ch 

a.ffect the .recept.or .being a,denosine $*~· triphosphate sansit;.ive R· 

channels. 

SlJ.it.able analogs of Dia~oxi .. de and of.' cyclottd .. azid.e are 

in.dicated_. for exampl-e, in ;~ paper of Bert.o.lino et: ~L, ap_pearing 

i.n Rec~~pto:t:>· ... Channels 1.993 1{ 4_~: 2.67~·?8 ~~:Modulat-ion of MtPA/Kainat-e 

Receptors by Analog$ of diatoxide and cyclot.hia~icle in thin 
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s:lic~s of .rat hippocampus~'. Howaver.. the anal{;lgs which may b~ 

used irt the pharmac~ut.ic41 oompcsition accOt'di:ng to the pr~s~nt 

.invention are not rest.ricted to the analogs 'given .in sa.id paper 

and any other analog having the proper properti~s may be used, 

'rhe pharmacevtica.l preparation according to the present 

inv~ntion may ~lso comprise addition~l compounds &uch as 

compounds having an aQ.d.i.tional phar~"l'H:.tceutlceJ, effect 1 car·:t':te:t~s:,. 

s.o 1ve,nts: ~ ~.mu1ga:m~tors t etc,. 
In view of the :fact that dia~oxide >Sometimes na:s undesired 

salt and water retention, ¥t:dch may be relieved by certain 

thiazide diuretics, e.g. s-chloro-2H-1,Z,4-benzothiadiazine-7~ 

sulfonamide 1, :t .. dicndde (Cblorothiazicte.); £-chloro-3 ~ 4-dihydro­
~H-1, 2 , 4-. oonzothi.adia~ i.ne-7-sul tonamida 1, t ~-d.i oxid~; ( Hydrochl.O)::'t>-c 

hiazict~) ; 6-chloro-1- (diehlo.n:nnethy.l.} "'3, 4,..dihydro-~?H-1 1 >L 4"' 

be.ntothiadi.atine-7~s\..tlfonamid.e 1, l"'dioxide ('t:ri.chlo:rmethi<;u~i.de} ; 

or 6""'Ch1<lro-.,....J ~ 4""rli-hydro-2-met-hy1-1 ( { 2 , 2 1 2 -tr it 1uoroethy 1} thiome ..... · 

thyl]-2B,..1,2,4-benzothiadiaaine-7-sulfonamide 
{Polythia~ide) , the phar:maC(l"l~tioal compo$ition$ accot:cdi.ng to t~tv~ 
p:n:isemt .irwention may co~pr.ts:et in addition to .Dia2loxide, and/c·r 

one of its analog-sf as an addit-ion~l compound navifl3J a pharmaceu­

tical effect! one or :mor~ of the above thia~ides ,n,- a thiazide 

having' si:mila.r p.roperti.e.s, said t.h.iazide d.iuretic$ !f•<~Y p:t~event: 

the salt and water retention. 
The pres~nt inv~ntion also cowprises a method for the 

treatment. of the risk factor$ of: sym:iro-me X ,of Reav~n _by applyihtl 

to a patient a pharmaceutically eftactiv~ dosage off a pharmaceu­
tical preparation according- to the present .inventi.on comprising 

a pharma.cetttioa11Y effective. do$.tag~ of a cort~pou.nd se.lected amonq: 

somatostatin o~~ one of its analogs (as hered.n defined) t dia~oxidi~ 

or one of its an~:flO!)"s (a.s:. nerein defined} 1 cyc1othiatdde or one 

o.f its analog-s(as herein detin~ct} and me::tfor:min. 

Said dO$age shou.ld preferably not exce$'!d SOiJ.tJ/kgjday of the 

active irt.q:redient (calcttlatect on octreotidel r preferably not 
excllleding 40~/k~lf'd,ay.. sa.id dosage is given in ·~n.y st:!:it..able 

:manne:r-. :tt :may be giv~n -a.s o.ne portion once a day or ev~n in two 

days o:r ~ore \?hen given in slow rele~se J:orm~ Q:r being ctiyi.de.d 

;into .1-4 dosages: which are: applied in -equal periods of time fot~ 

Cl~t:reotide* or 1 - 2 time:s a day fo~ analogs with a highet' t~. 
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said dosag~ $h>::~~.l.d pr~f~rably n~t exceed a mg,lkg/.day in the 

treat~ment of tl1~ act:tve in~rrediertt. {calcu.l~ted on diazo)dde) in 
adult:s, and pre.fe:rably not exc~ed l-5/m.q/day in the treatment; of 

childretl. The amount of Mettormin applied should pr~:fer-a:biy not 
exc~ed 2.~5 gjda..y divided into 2 ""· 3 portions. 

Should any of the aoove thiazide ct.iuret.ics be added the: 

a,dd~d ~.mounts arer to:r e~ampl~f the following~ 

soo - aooo mg a day: 
Hydrochlorot-ftiar;ide~ 50 "" .. aon mg: a clay; 
TrL:;hloromet.hia.zid:e~ 12 .. 5 .... So mg a day; 

Said do~~ag~ has t.o be f'e-c.alc:l-~lated on the basis of tht."! 

analog :being the· active: ingredient, Moreov~~x 1 t.he exact dosages 

have to be adapted to the condition of the patient.s and t.o its 

specific properties e~g. weight~' age; etc~ 

The comp.osi tion may be adro.in.istered :i.n varj.om~ manner-s, 'l'h is 

dep~nds .in particU..l~r on the analog oeinq the active ing:t'·edient. 
Thus octreotida is advan:tageolc:teJy injected sub---cutaneously as a 
sa lin~ solution. cyclo (N"-Me:-~Ala.-'I'yr-D:..:Tx:p-Lys..:Vai-J>he) .is 
advantageo-usly adminl$t.ered pe.r os. 

'the treat::ment is performed, as it~dicatect. above~ ag·ainst th(t'! 

r:i.sk factors of synxirom~ X of Raaven, in particular against the 

following diseases in order to p.rlmarily a.nd se.condarily prevent 

and to treat~ 
A~ 1. I$·chemio Heart diseases~ e.g. Angina P¢ctoris anct 

Myocard Intarcts: 
2. cerebral vascular diseases in o:t~der to pr~ve::nt: '!'ran .. 

si~rrt lschemic attacl>::: (T!A} 

accident (CVA); 
3. :tntermit:tent Clartd;{c:aticm; 

4. Ischemic .fM::<wel disease: and 

5:. l.mpotenca due to a ?erifera:.l vascular dise.as~. 

a.. Prevent ~xce.s$iVe blood coagulation (high PA.l-1 in th~ 

blood) in order to primarily pr-event. M!, f:;\lA{ Renal vein 

tt<omhosis$ ~tc:. 

c. Lower body weight- (which is also ~ risk factor for high 

blood pressure( Glucose ln:tolerance,, ~tc,) 

said di$ea$as are mainly caused~ as i.ndicated abovet by a 
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high re:$ist.ane~ to :tnsulln. 

Th~ pt~e:sent. invention vill now .be ill'l~strated with refe1:·ence 

to tne following ~xperi.l'llent {all injection$ are given into the 

hollot<T space of the Perito.neulli}: 

60 fat ma;Le rats of the Z\Wker :specH!S, aged 7 t4'eeks having­

an averaqe weight of 225 g, 54 rats c_,.f same ar<e di.v:ided .into 3 

groups~ 

Gt~oup A receives injections of oct:re.otide in a 0. S% m~c1 

$<Hine solution in a high dosage (40,ug·,tkg/day}; 

Group a receives injections of nctreot:ide in a o .. s% NaCl 

s.aline sQh~tion .in a low dosage (20 tt9'/kgfday}; and 

Gro1,~p c the cont.rol group 1 t.:ece.ives .an injection of a o. 9-% 

sal.in~ solution .. The vol1.m~e of' the o. si Nacl is idarrtical witb 

the volume being injected into t4roup A and 5 (At the beginning of 

the t-~sts t-h~ l:'ats have. ap.p:~::-ox:imate,ly t-he identical w~i<;Jht and 

tJ:!e:y t.herefo.re t'(:lCeJve the ident-ic-al volu.nle of inject~ic,•ns}. 

All rats rece:iV~icS; tJ~e sam~ Mount of Food (P.a:.ir .Fed}. Sai.ct 

amG,urrt is c:hos.en a:cc:o-r-ding· to the ~rroup eating t:h~! lowe~d:: amount .. 

Thu$ s t.h$ influanc(~ of the drt~g: i.e isolated. 

The rats are locate.d in a;. room chang:Lng light and dat'kness 

ln. order t.o s:i.mulat.~ natural s:urr-oun.d.in9s t as .in general t.hey eat~ 
in darkness. 'the rats drink water freeJ.y. 

The rats an-e ~·~ighed twice a. week. At. the end of th(.~ 

e:xperiment. :th~ :rate change .pf the :weight is bei.nq calculat.ed, 

The amotitrt <:lf f-oo~ eaten per week is me.asu.ract anct the am.{)'Unt: 

eaten each day is cal-culated. (The influence of the octreotide on 

the amount of food eaten b.y t:h~. rats: .is not ch:eC:j.-;:.ed. They eat, th.$ 
id~rrtic-a.l amount. of food.) 

Six .rats are te~ted .bef¢re t..b.e beginning of th.e. >$.~P~.t"iment. 

Six ra.t-s ft"o:m each group are .sepal."'at~d after 2 w~.eks, 4. weeks and 

fl we.eks and an Int,ra-?.ed:.ton.eal Glucose Toler~nce Test~ (G':t:t .1. Og 

Gh~cose/kg: BW} .is pe.t'formed a:t'tet' a fast of 12 hours d:u.:r.:i.ng which 
the :rats: do not receive- any me.dica:me.nt or food. 

Blood is taken ft"om the Supra-orbi taJ sJ_nus with sh;.~· 

anaesthe$ia w.i th COz. 

At zero time~ i .. e. before the GltH:::ose. load ~ cc: .of blood are 

taken from each rat. 
·~· cc of blo-04 .is. put into a t.est t:~tbe which ~~ontains He-pa.rin 
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and th~ concentrations of Gl'\Jcose and :rnsul in ar~ determined; 

and 
1% oc of blood is put into a test tub~ 'lo.(hich c.ontai,~s 

Na~EDTA o .1% a:-rKl the concentrations of Cholesterol~- 1-~::r.iglycer-· 

ides., HOt.. and LbL at-e determined. 

At l5f :lo and 60 :mimlte$ after the Glucos~ loadt 

% cc: pf blood .is t&k.en from each rat~ and put. into a test tube 
w'hich ¢orttains Hepa.rln and the concentrations of Glucose, and 

lnst..LUn are de.termined, 

After the Gh1cose tolerance t~st each tested rat ~~ leavess* 

th~ experiment. 

;the :materials ug;ed in the experiments~ 

Oct reo ide man.utac:tut·ed by Sandoz Eased, 

o. 9% Nata 

Not sterilh;ed food for mice; and r~.ts man\.lfactl.~red by 

K:opoJK.~ Petac:h 'r:ikva. Catalogue No, 195HL Gross energy :3 t 950 

kCal.fkg. Digest:ibalit:y ~nerqy of the food in r~t.s J,1:5U kcal/kg. 

;the laboratory test.s are pe:rfoJ:'med as tol.loW:s ~ 

l."' Gluco:$e is teste4 by the Glucose oxidase :method in a 

Jdt ot Eoehri.nge:r Mannheim ~all~d Glucose G0t1-:Perid Method ~ :;.: 

3tlOrrtl c.atal.ogl~$ No. 124028. Tht1 test .is per.for.med on the day or 

tlu~ following day o:rt which the blood is t.a:k~!n, 

~, The lnsu.l.in .is tested by the RadJq. Immune Ass~y- {lU:A) 

by a SB .INSIK-5 kit of Sorin. Eiomediqa. 

The method is perform*i.id by the g~n1era 1 roethod known .for 
the. t.e:st of Insu.lin by said kit. 

j, '!he, total Cholestero.l is tested by the CHOD-t~AP 1ttethod, 

'the tota.l ccho.lester.ol com~Kt"ise:g Vt.tJt .. + :t.OL + »PL. 1:;he kit. with 

which the test is p*i.irformed is ma.nufact\tt'ed hy Boehringer 

Mannheim and the cholesterol re~qent: is MPA-3 cat.alogue No, ~l€691. 

4 m 500ml. 
'rhe HOt.. is tested PY precipitatin.g LDL ~nd Vr,pr:_, wtth 

Heparin Mncl., and then "t:..he total cholesterol i$ t;este<L VLOL is 

calculat-~d by T.G. /5. LDL is calculated by the formula 
UJL ~ tot~L cholesterol - fV:t.tn;. + HDL} 

4. The Triqlyceridez ar~ :be:in9 t:e.st.ed by the. per idochrqm 

T.C. S?O-·P.A:P method, The kit. i$ manufact-ured by Boehringer 
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Man.nneim and the r-eag~nt has catalogue No. 701.$t04 ts x 32m1.. 

•:ene data r~;weiv~d are worked up l:ly standard methods for th.is 

p:urpO$*· '!'he :re~mlts show th~t the :tnsulif! resist-ance l$ 

.sign:Lficantly lt.rw~red$ there is an :increase in t.he le:v~l of HDL 

anct a decre<l!is~ in th~ level of t.ot. and ot: the 'l'l:"iglyce.r.ides, .A 

decrea$:~ in the rate of weight gain of yonnw obese rats J$ 

obseryed{ which ~n->plies a decrease .in the weight cf ad'!Jlt ohese 

rats. 
The insulin resistanc~ {Insulin S~nsitivfty !ndex) is deter~ 

l1li:nect using· the dyn.amic test - the Gll...~cose T¢lerance, Test (GTT}. 

An int(>':iJration of the area und~~r the curv.~<~ (AVe) of Gluco$s and 

:tnsulln ln the :period ot t'%i hotn'e is me~su.red and the determina­

tion of the ratio be;tli<i'~¢11 the.m giv~s a good estimat~~ of the 

lnsul,in: resist.-ance. 
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Clai.m.s-~ 

L A pha.rm~ceutica1 composition for the trei~.:t:w,ent: ~:~t the risJ·: 

factors. g:f syndr.om~ X of :Re.aven comprising a;:s active 

ingredient a compound sf.llect~t~d a!t'tong som.atostatin or one of 
(as herein defined), dia~oxide or one its 

a;.nalogs (as herei.n defined), cyc1,;:~thiaziqsor one of its 

arlalogs (as: herein defined} and met~for:mitL 

2. A. pharn\aceutical composition comp.".ising art ~x.lctitional com"' 

pound. 
~, .A pharmacEv:tical cow.position comprising an add.ition;~l 

compottrid having an addi tJon~l pharrr,ace:utical. effect, 

4, A p11arm<.H.::~;~utical coJnpos:itJ.on according to Claim -~ ':.)T 3 

\<,therein the ~~ddit:ional compound is seJect.~~d am.or1g carrier~:;,, 

s-(>lve.nts: and emulg.amat.ors, 

4, vherein the analog of .somatos:t~ti:n is Q,~:t:reotide. 

6. A pha.:r't\'~a.ceut-ical composition according to any esf Claims 1 t<> 

4 f wh~rei.n t:h~ analo;J o:t somatostatin Js Vapreoticle. 

7. A pharmaceutical composition according to any ot Ch~im$ 1 to 

4 ~· \<lher~in the analog of somatostatin is Lanreoticte. 

4, wher~in th~ ana.logs of somatost-atin at'i~ cyclopeptid~ 

<S>'Ol'ttatostat.in. analog:qes: £~(~J.ected among 

Cyc lo f Pt'o""Phe-D""'l':rp ... t,ys-Thr,.Pne] 

cych~ft'*'"''Me-Ala-1'yr-D""T:rp•,.Lys-Val-Phe 1 
cyclo ( Pr~,~~~-la-D-Trp-Lys-Thl::---:Phe J 
CJ•clo[?ro-Tyr-D-Tt"p,...Lys-Th.r-P:he) 

Cypl,~[.Pro-Ph$-0-Trp,..Lys-~-at-,inobutyr.i.c-PheJ 

Cyc.lo [N-Me·-Ala"'Phe-P""T:rp-tys-Thr-~flhe J 
Cyc1o [ Pro-.:Phe-O""'Tr.:p,.!.ys-Val,.,'E'he J 

Cyclo[D-Ala-P-Ph~..;.D-T-rp-L-Ly$-D-Thr-U~Me-D-PheJ 

Cyclo[Pro-Phe-D-Trp-Lys-Thr(Bzl) J (B<d ~' (a} 

Cyclo(Pro-Phe-0-T:rp-Lys-Thr-PhaJ 
cyclo{Pro-D-Phe.-D-T:rp-r~ys-'!:hr {Bzl~ J 
Cyclo [ Ahep-:Lys~.Asn-~he-Ph~-Trp-t.ys""T'h:r .. 

cycles {.A.h.ep"'"Phe-n-Trp.-.tys-Thr (E~-1} 1 
C}'C.lo f Ahep-?h~~ ... D~T:cp,.,Lys.,..'l'hr] 
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Cyclo [.Ah.ep-Pb:~,..,D-Tr-p-Lys-~;er ($zl) J 
cycle (Ahex-Pnse-0-'r:rp-rNs-t.t:rr (Bzl) J 
cyclofAoc:t .. Phe-D""'trp-Lys-Thr{ezl}} 

Cycl.o [Ala ,...fJys~Pne"""D-1~rp-Ly$""Thr .. cys.] 

(a) Bzl = benzyl 
(.b) A.~~p <;;: 7-ami.non~ptanoyl 

(dj Aac:t = a-am:ino-octanoyl; 

(A-hex ~ (C) 

(A oct ~ {a) 

9.. A pharmacetrtical compositJcni according to any o.f Clcd.~,s .1 to 

4f wherein th~. somatostatin an~log Ls; 

U--·Phe"'" £ Cys-Pha-D-Trp,•<L)IS"*'1'hr-Cys} -Thr---ol 

10. A phaXl11~Cel.~t;.ical composition according t:CJ any of C.la.ims 1 to 

4~ wherein the somaeastatin analog is: 

4 t Wherein the so1-natost.atin anah:l9 .is~ 

P·-1~he""' [ Cys-Ty-t~'"'O-T:tp·--Lyt>""Val-Cys J -N<~1,-Wll2 

(Nal .,_. ( .1) 

12. A ph.a.rm;~ceutic:al composit.ion acco:n"lintj to ~ny of Chtims 1 t.c 

4 ~ wherein the s~Mtatastatin ein.alog is~ 

D""Ph~~·[Cys-Tyr--D·-Ttp-r,ys~Thr.,.Cy~~ J .. Nal-l'{H~ 
14. A pha.rm~ceutical composi.t:ion accol~ditl.g to any of Cla:ilt~s 1 t:.c 

4, wherein the SOllH!tostatit'l ~nalog is~-

0--·Phe"'[<>.ts-Tyr--D-Trp-Lys-AJ:l\~-cys).,.Na1-:t-Hf2 {Abu ~, {2) 

14. A pha.rma.ceu:tical composition accord.i..ng to ~ny of Claims 1 t.c 

4 ~ '<~<'herein t-be scnnatostcatirl ~u1alcq is~ 

0""'·Phe.- f C:ts-Tyr·""'D"'Trp-Lys-S€rr-CysJ -Na l-NH3 

15:,. A phatmaceut:ical compc~si,tio~1· acct1rding to any of Clalros 1 to 

4 ~ wherein the somatostatin analog i.s ~ 

D,.,N~l.,.... [ Cys."'Tyr:· ... p-Trp-t,ys-Va1:-Cys J-Na l""'NH~ 

Hi., A pharmac.~n.ltical composition acco:niin>;t to any of Claims l to 

4 f wh~rein the som.ato$t.atin analog is~ 
c ( .A.hep-Trp~~u--Trp-t.<ys-Thr-Phe) 
A pharmace:utical compo$i.tion according to any of Claims 1 to 

4 f wherein th~ somatostatin analog :is: 

18-. A pha.rt~\aceu.tica;t composition ;~ccarding to any of Clai1t,s J. to 

4 1 wherein the sc~mato.statin analc,g is; 

P-l"he-t:pa ... Tyr-D-Trp~Lys...:Val ""Phe..-Thr-NH, 
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19:.. J\. ph.armace\Jt.ica1 composition acco_p:l,ing to an:·t of Cla;ims 1 to 

4{ wner~in the somatostatin analog i.s~ 

D-Phe-:?he-Ph~-D""'Trp,.,Lys-'rhr'""·f'he""''l'hr..,NH.~ 

i(L A pt:l.ar:maceutical composit:Jot; according to anY of C.laim.s J .. to 

4 1 wher~<dn th¢ somatostatin an<:~., log is: 

p-.f'he~~Ph¢""Phe""'P"'1'rp...-Lys-Va1-P:he""TP.r.,.NH?: 

A pharrr.aceutical corriposition acco:nling to any of Claim$ ·' to 

4 1 wher~in the somatostatin. analog i.s~ 

D-Phe""Phe-Tyt--D .... '!::rp·,..Lys,-\i'al"" ?he-D-Na 1-Nllz 

A pharmace~<t.ical compo$ition acco:t:•ding to any of Claims 1 t.o 

4, \<th¢X'ein the .so.~1atost.a.tin analog· is~ 

2:1. A phan:nac;eutical composition according to any of cl~lms 1 to 

4, wherein t:Jte so.matost.ati.n analog is: 

p.-Phe-}"he."""t'he·"D ... TJ;p.,...L<ys .... Val""'l?hf<l""'T.tn:--NH~ 

24, A pha.rm;~ceutic;al co,n,position according~ to ;~ny ot ciaillts 1. to 

.~, ""'her~ in the somatostatin ana1<>9 i:s; 

f) .... Ph~~-Phe-Fne.,.D-'1't'p..,Ly~s'""'i:hr.-Phe-'!'hr:-NH~ 

15. A pha.rmac{~'l.Jt.ic;al composition according to any of Claims 1. to 
4! where: .in the so~11atost;atin ;~nalog is: 

D-Phe-Phe-'l')tt'"" 0-Trp-tys-Val·"" Ph~~-P-Na l'""NR4 

2t'L A ph.a'lrm.ace.utica.l composition. according; to ~ny of Claims 1. to 

4, wher~>Lln the somatost:atin analo<JS are polypeptides o:f the 

formula~ 

X-.Lys-Asp-Phe_;Phe~A~Ly$-Thr'':"Ph.e-Thr-Ser-V 

wherein A is L-- .or 0-~rrp~ 

'i is -cys-(AegJn-OH or 

X and Y take:n t.oge.t..h.er are a 2-a:mint>eth~tl-glycy:l 

g~oup iri t.he. rin9 position and 

m .and n are 0 ,. 1 .• 'Z, prcr~.tided that 

m and n ar~ at least 1.-

and their cyclic disulfide derivatives. 
:Z1, A pharmaceutic.al composition a.c.co.rding to any of Claims 1 to 

4, wherein the soJn.atost~:tin a.na.l.og·s ~:te peptid~s of the 

formula! 
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l~-·~"'·· . ,....._~~ .... ,. .... ~.;,·,,.,--.,..,....-.,....__,._,._ .. ~.._ ... , ..,._ ........ ,..,., .... l"'"l 

~ ~ 
Emp,-t,ys-X-Phe-~h~,-t:rp""'Lys·"'I'h:~·-t~h~:~"''!.'hr-Y....-cys.-QH 

~ 4 5 6 7 a s 10 11 12 .l:J JA 

.in which 

X represents 1\.sn, 

trp repr~sents D-'I'rp that may be substi.tut:~d 

in t:.h~" ben:ten~~ ring b;r a halogen atotr.f and 

Y. represents the radical of an alph~~~ { low~~:r 

h;~ving a minimu:m of 4 a.tld a maxi.mum of a 
carbon atoms* in ~lhich tJv~ t\>lO .lower alkyl 

t;adi.cals can be connected to orw a:notl:a;r wl.ttt 

a si:ngle c-c bond~ an oxyq~~n ato~ or ·~ s:ulphU;:r (.II} 

atom. 
2a. A phiU:"maceutical composition accot~d.ing "to any of Claims 1 t.o 

4 t wner~lin the somat.tistat..in qnalogs are cyclic oct;apeptictes 

-of t:he formu-la 

T,.....,._,.,..,.~-...... 1"1"...... .._............. .,...._.._~.._ ...................... ~ ................. ~..._ .... ,.,~""":; 

lAsn-Ph~:-f':ne-Trp-t~ys-Tb.r""'Ph!:1""'Gaba (Ax) J 
s 6 7 B 9 10 11 13 

in. l?lhic1t 

Trp represents t.-T.rp or D·,<rr·p .. .tn \<thi.¢h t-he 

be:n.;;-;ene ring m~y .be sub$titut-~td by a 

fluorine atom~ and 
Gaba {,ll..:r} :t:-ep:res~nts the .residue of all:-aminobutyric 

acid substituted by a cyclic hyd:rccarbyl 

"adicral Ar se.l.ected. .f:ro:m t:ht~ group consisting 

of oyclohexyl; phenyl optionally st..fbstituted 

.by halogen{ nitro or phenoxy; .and naphthyl. 

optionally s.ttbstituted by halogen., 

29. ;.,. pha:rwacau't~ical composit:.ion acco:r·dirtg to any of claims. 1 t.o 

4, wherein th,e s~~matostatin analog·s are compo\tnds. of t'onm:.tl"~ 

H-Se.r-Ala,.,.,Asn-ser-Asn"'"'Pro-Ala-Rs 
.,.Ala-?ro""'Arg-Glu-Ar·;1""'l.<ys-:Ala·"'Gly-Cys··~RH-Rl'-'-Phe-Ph~"':C 

l 
! 

~ ..... ~.._,._..,">;••·•·············•··J 
! 

,'1'rp-tys-Thr-R;6...:R,1<;-R~,-RM-OH wherein R8 is 
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R,l, 1 R"~ .lS $e:r or D-ser and Rn is D-ey;;: or cys. 

JO.. A pharmac~l~t.ical compo$'d.tion according to any of Clat.ms 1 to 

4 ,, wherein the $omatostatJ.n analogs >$t'e compounds of formula 

·'""A.n:;_,Gl\..t""A.t'g-Lys-Ala,...Gly-Cys-R,~ ...... R).;;~·Phe..,..Phe.,.Q-Trp-:Lys 

~ 
-Thx-R~:;·~R~ 6 -R~,-i~"·~-OH wherein R~ is Net ot' 

R~ 1 is Ser o:r n-s~~:r ~nd Ra is 0--Cys or cys l' t;;>r the :Lin~~~~r 

V(:~r;sion th!~'tr.·eo.f ~·here the di.sulf.i.~e :bridge is :t·eplaced by 

h.ydrogBn., 
:11, A pharrnaceut.ical cowposit:ion ~cco:t·ding: to .~my of Claims .1 t:o 

4 1 wh~:s:J::>ein the s.owatosta:tin analogs ar'l? cyclic hexapept.ides 

of the f o.r.mu.L .. ~ 

"'X - F'he-n-T:rp-LV'>'<""Y-Phei• L .. _____ , . .., ~ .... ~, "~-

.in which A .an¢. a a.re ident;ic~l. t:~t' different and denote alkyl 

having .l to :l ca:t·l~on .at.ottt$ f or A a.nd a t.oget.he:t" repre$ent a 

saturated.~ UJ1saturated or arom.a:ttc monocycl.ic or bicyclic 

struct-ure, havi.ng 3 t:..o 6 .cat"'bot~ a tows, 
n denot~s o ot· .t , and 

Y represe-nts an aliphatic Cit' aromatic t-ami.no~H .. ":'id the. $-ide~· 
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ch;~J . .t"' of W:hich c~n be hy·droxyl~ted, said amino ?:Cid. 1:ieing 

selected f'rom the group consisting of L-alard.ne, L-:zex:ine, 

:L,.v.aline 1 1 . .-'--leucine., L-isolenci.ne 1 r.< ... ph~wwl~lanine and L"" 

tyrosine. 
:12., A pf.<~:rmace.utical compositJon according to a.ny of Chd:ttts 1 to 

4 1 wh~r~.in the somatostatin .analogs are N-acyl-polypeptides 

o.t formula~ 

' .l:':'i 

or pb.enyl; a group of formula R~~so,.- whe.r~in pu is c_..,,(­

a:lkyl, phenyl o.t' t.olyl; a. group 

!f" 
~ 

"')tt~·CO- wherein _,.,.r· 
RX\1/ 

!{i:::x a.nd RH' are each independently hjtdrog·en 

o:t." c.,H~!ky1; o:r biotinyl r 

A is hyt'i'rogen or c~.~a.lkYl 1 

t:ionaJ.ly ring-substitut:ed by NO~~ 

residue, 
whereby 

z in >N-CH(Z} -co~ t"epres$:n-ts the rem.>'l:inde!.' of said 

resid'-~e, 

E is -?he"' optionally ring-s:ubstitut.:.ed by NO~u 

F is a group of formula 

'\-~therein ~ 1s hyd"tog-en or 

"'CH{R~)-Xt 

H 
-co...:N<···"' 

......... R~ 

a group of 

~R:lc .is Cf!:-~CH{OH)-, i-1:n.~ty1 or ben~yl 

X is a g:t·oup of formula .,.,COORt .-
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wherce;:tn R~ 1 R, and R., are each. h¥'drogen or 

t::; )alkyl_, and 

physi~)}ogic;::s.ll,y ;~,ccept.ab.l.e, 

physiologically hydt-:-olys:able 

ester,. 

the g:roup -·Crt ( R~} •vX h<wi.ng the n:n "' or ( L} .,.,con"' 

f:iguratio.nf and 

Y1 and Y;:. are e;~ch hydro~;~n or to,;§et:J":ler r.eprese.nt a d.irect 

k>t:-n-'d.r whereby the :tesicltH~ n~si.des in th€': 4 .. and 7-po~>i.tlotJ. 

each ind~pen-dently nave the (L) ... o:r (D) -configtn:.·qtior.l,-

an;::l w.$. th the prc<viso that~ 

i) (L)- and/<:n' {b}-cyst~ine residUe$ are present: 

at t.b.e 2- and 7-posi tions onl:t. 
3"3. .A pha.rm;~-l:,::eut;Lcal composition ac.oo.rding to any of Claim.~; .l to 

4 ·' wherein the. sottu~to$tati.n analogs are polyp~pt:J.des pf t:he 
formula 

A'. fU~-s-:1\ Y).-s-~H., ' , ( /N -CH-CO.,.H-C-t.:l"':E-NH-CH-F 

A·;· :1 2 3 4 5 fi 

wher.ein 
A is c~ -~~alkYL c .. H«fiheny.lalkyl or a group of form1.11a RCO,... ,, 

whereby 
i} R is hydrog:~n~ cH.::alkyl, phe-nyl or 

C1 toPhenylalkyl, or 

i).} aco-- J$ a) an t,.. or D-phenylelanine :t~esid:u~ opt,i.on.an.y 

ring-su.b$t:itut~d .by halogen and/or G~-lalkyl~ 

b) H-Asn"'f a.r 

c) H-Nle-Asn-~ 

the a'"'a:m.ino gr~oup of amino acid .residues 4'l:J 

and b) ahd t.he N""termJ.nal amino g:roup of 

dipept:idl:'~ residue-s c} being opt.ionally :mono"" 
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.fJ Ls hydrog~,n o:r 1 when A is c,. ,~aJ.k),d.. o:r­

C~--Hpherryl~.lkyl.i a1s-Q c,.;~a1k.yl o~· ~:<-icPh~nyl~lkyl_, 

B i$ ·-Pn~-optionally t'ing-subs;tit.ut::~ed b;{ h~log~m i:!in.d/or· 

cl .. , alkYl,. 

C is - (1:<) - or - (D} .,.Trp- opt.i.ona.lly a ... N-~l~thyl<.'!.t.$~1 and 

opt.io.na11y be:n~ene-r.inq--..sJ.tbstituted by halogen an¢./ot 

ci ~alkyl, 
0 i.s ... r,y~··, optionally ~·-N-~etJ1ylated and otJtic:mally 

z:""N,~C,. ~ -~lky 1i:!ited. _, 

i::< is -Th.r·- or --Al<'l- ea.ch .in (0) ~ o:r (L} ~ .ton-u and !$ach b-$ing 

optionally ,~-N-;:nethylatedr 

whe~'~•in Rl is hydrog·en or c\ <,alk:yl_. 

R~ is hyctr.og~·n or t.he ~es.idue. of -a physd.ologi­

cal.ly acc~ptable:,. ptwsiologJca.l1:y hydrolysabl$ 

estel::',, 

Rl is hydrogen,, Cl.:,a1kylr phenyl or C1. \C 

or l)s.ethY1 1 also a grmlp of for:mtt:L•~ 

-CB (R;;) -Xt 

R~ is hydi'ogen,, ""'{CH~h-OH, :..(CH;:J.,. -C!Jit 

-CH;,·""Ort, -CE(CH~) ,.,-OH 1 isobutyl O:t~ :O~nzyl 

X is a group of fcn;m.ula -cooR,.,. ""CH,OR< or 
·p 

-co-11<·• 
-~ 

R, and R~ hav<s the meanings given above, 

~ is hydr~,g~n (Jr c~.)alk:yl and 

Rl .is hydrogen .•. C1 _)~lkyl, ph$ny1 or 

C;, ·!:~pheny.h:lky1 f 
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the: group -CH(R~;} -X ha:v.ing ·the t>-- ox.~ LJ-~ conf:tg1.<:r~tion, ~nd 

Y, and Y~ a.ra each hydrogen o.r tos:ether repn:;lsent a d.i rect 

bond., wheti$1:b}' t..he residue.s in the :t~ and 6-position e;~ch 

independently have the L.- or t)-con:figut"'ation. 

14, A p.har:m$.ceutical composit.ion according t(1 ~ny ot Cl~i:ms 1 t.o::::• 

4 ,_ •dhm.rein the somatost.at.~f', an~tlog .is ~ compound of formula 

A 

\<lhere.in 

Rco-f whereby 

1} 'R is hy-drogen~ Cl·ualkYl~ phenyl or C1 . 1;3phenylalk:y1 ot· 

i:L) RCO- ts 
;~.} an L- or D-phenylalanine residue c~pt:ionaliy 

rJng-$ubstittrt:ed by F, Clt Br, Nc::<;~, HH~.· 

b} the :t:;es.id:ue of a natural or synt-t:tetic a:-a--min.o 

aoid ot11er than d~fined under a) above or of 
a cox:'r~.sponding D-:amino acid, or 

c) a dipeptide rasichte .in which the ind.ivict.tta:t 
amino acid residlJe.$ a:n~. U1e same or· <LiLferent 

and a.r~, Set"!ltil-cted from tno$e def i.nad und:~~r a) 

and/or b) abOV(~~ 

cl ·$alk.anoyl,. 

.A-< is llyd.;ro,;;len. ~ 

't, and Y~- rcep:t~e$ent together a direct bond or 

each of 'it and ¥;: is independently hydroget"!P or 

a racU.oal of :for:mu.lae (1) to ( S) ~ 

(1) 
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wher~~!in 

R, 

n 

i.s :met.hyl OJ.- ethyl 

J .. s ~- whoJe m.nl!ber from 1 tlo ~"t 

is· -~~· w.h.ol~~~ rp .. ~mber from 1. to "' .... ~: 

is \ C\ .d <Ukyl 

represents the. suh~~titue.nt att>~,:~hed to th£'< 

a:-ca:bhon atm11 of a natur~J o:t ~~ynt .. fie.tic a-­

<a.min.o acid (.inclu.ding hydr~ogen} 

a:.. is {C~.da:ucyl 

E 

:l,.s 

is 

ar~ .independently hydrogen, halogen; 

{C£.~,)alky1 or {C~ ,)al.koxy,. 

0 or l .. 
0 or lf apd 

is Or 1 or ;?.~ 

is -.'Phe- qpt:iona11Y r.ifig"'s.ubst.i t.ute,;1 by halogen~ 

NO~t NH~,· OH 1 C~-~alkyl and/or Cual.koxy {.inoludin.g 

p~ntat' 1 uoroa l.an.ine. }· ~ or E·-napht:hy l,.,.,lU ·~ 
is {L) -Tt~p~ or (•:i} -·rrp- optionally a:-N-met~byJab~,d 
and opt.;Lon~.;Uy hen~ene-.ring .... subs:tit.u:t.$d by halo­

g~n, .. HO~t tt'11~ UH~ C1 .)alky·l a:rtd/or ct·:.< .a1.koey$ 

Js .Lysf l•}ts in which th~ side chain cwntains c~ or 

s .in B ... positiort, !""':Lys ox: SF-t:ys~ (lpt.ionally .a .... 

N-·met.hylat.~-4. 1 or a 4-aminocycloha:xylAla: or 4"' 

aminoc.yclohexylGly res.idue 

is '!'he, Se:r, Va1 1 Phel ll~ or an a~ninoisqbut:y:r:i.c: 

-or aminobuty::cic acid resid~J.e 

is ,a qrot.~p of fC<:rmula 
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R!< 

R~;: 

'<.--' 
A~ 

is hydt·ogen or c!. ~alkyl t 
is hydrogen or the rasi.¢ue of <Ji_ physiologicl:l.:lly 

acceptable~ physiologically hyd.rolysab.l~:! ester,, 

is hyd:.'(Jg$n, C~.,;ctlky1 1 pne.nyl ot'. c:~,--i,,,phenyl-alkyl, 

is hydrogen 1 C\ :;alkyJ ~u~ a gxoup of f:.orW\lJe 

-en { Hu) .,.xl ~ 
is CH;:Off~ .,. (CH~d)-OH, ---(CB:"}, ... Onr or -CH(CH,}OH ox: 

repr~se.nts the suJ::lstitt~-ent att.ached to the a­

ca.t'bon at-on-, of a natJ,.n.-a-1 or syt'lthet.tc a--,.amino 

ac1d (including hydroge.n} a.nd 
.is $. g·_t·oup of fct-muli.t ·"COOR1 _, --CH_~OR"-'' or 

w'herei.n 

tl,,_ and R,,, have the meanings g-iv-en above~ 

c~7-scPhet~yla.lky1 i and 

is hyct.-ro~}an or hydroxy, 

with the provh~o tbat. 
when Ru i.s -CH (Rn) -)( then Ru is hy:ctrog~n ot: 

mathylt 

\•lhe.rein the ~~esidue:s B? n and E have: the l ..... confl­
guration, and t-he resi.dues ih the ~~.at~d 7-pos.i ... 

tion. and ~ny r~sid-ues Y~ 4} and ¥~ 4) eacn .inde­

p~nctently have the (!,..)-.. or (t-1}- configuration .. 
35, A pharmaceu-tical composition according to any of Claiws 1. to 

4 1 w'h~rein the. analo-g is a somatost.atin analog s:ele,::::ted from 

the compounds of th~ folJo-winq torml.llae: 
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w is 

Y is 
each of R~ anct R2 

c:m1tpmmcl$ of :formula 

s or ( CH~) ·~· where s 
jls: S .at~d the othe:~ l< ,~ 

,;; 

independently of t~h!;~ oth~r ,' ~s c~ . ~· 
alkyl t benzyl t benzyl h;~ving one or two 

c~ ~ alkyl, halogen.. hydrC¥Y;· a.~.td.no, 

nitrt.>, andjor C1 .~ .~:U·~.Cl){y ~:lt,tbstltuents$ 

or C,. 5 alkyl subst.it:t•ted with s- or 6-

membe.red heterocyc.lic ring;. 
3·,.in(hJ.1}'"1IH~?thy1,. e.it11et' Hnsubstituted or 

h<-'tVJng c)··~ alkyl,, c,., alk:oxy or halosJen 

t~l..~bsti tJKion; 
' 

C1 $ alkyl,. C;o$ hydroxyal.kylf bentyl, 

carboxy- (C, ·~ alkyl} t amino (C~ -~ alkyl) 

,:::;.r benzyl naving a cl.~ ;~1ky1 ~ ha.logenl 

hy.:..troxy t am.ino, nitro and{Ot' Ci., alkoxy 

subs.t.ituent; 

C:::.·~ alkyl, :bettzyl.i or bEinzyl h~rving a 

c~.~ alkyl., halogen 1 hydroxy,- amino~ 

nitro, an·::l)'or C\,.,. alkoxy su~stitu~.nt, 

A~ cn,-s-Y ~ Y ~-s-ea;~ 
' l . l ~~,-tH>--"CQ->_$-C ... D---E-tf.~ ... cH~f 

whe::rei:n 

A i.s c, 1 ~ alkyl, c>.,~ pheny1alkyl or a gro<Jp of to:r-:mula RCO"" f 

whereby 
i.) R ts hyd:t::-ogenr Cl,u alkyl, phenyl PJ:.' c.,,,H, phenyJa,lkyl, 

or 
ii) RCOw.is 

a) an :t.- or D'""phe.nylalanine .residue optionally' ring­

substituted by P, Cl{ Brt NO:n NHi!,, OH? CH ~l}:yl ~Jld/C•r 

cl,~ .alk.oxy 
h} t.he r~$igue t;f a tH~tural a-am..i.no acid oth~.r than 

defined und,er a) abov~::> or of a corre$ponding 0-~.mirto 

acid, or 
c) a dipeptide rasidt.H~ in which the ind.:Lv.idu~l ar::d;.r•;o acid 
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those det is~ed :und(~r a) and/ or b ~ a:bove" th~~! a-amin.o group O~:' 

~uni.no ~t~id. re::d.due$ a) i:\fid b) and th~ t-1-,·te.rmi.nal am.i~~o group 

of dipeptide resid'lles c} being option~lly mono- ot· ~'H-C,,n, 

alky1a.t€d t 

At i$ hydrogen ort wh~n A is Ci-!~ alk:O. ox C1 ~·~' ph~~n.ylalk,.,.,. 

also C;-. 1 ~ alkyl or C7 .,,.. phetryla.lkyl,. 

Y! at~d 'i.~ repre.s~nt~ together a. direct bond or 

each cf ~~\ and Y.~ is ind.epe:ndent:.ly hydrogen. ot~ a n~dical of 

.(.1.) 

(4} 

\-,rhart"'dn R_. i$ methyl o:t-:- .ethyl 

R~, is hydrc<j·~n$ ·.m~t.hyl or ethyl. 

n1. is a whole m.:u.~be.:r tro1JI 1 to 4 

n i~ a ~·hole ntn~fb~u' f:t:-om 1 t.:o ~} 

~ is (Ct·~) alkyl 

( 5) 

.R, repre$en:t.s the substituent. a ttaoh(~d to the o:~carbon 

~tom of: a- natural o-:.,.,aminb i:\o.id {including hydrogen) 

~ is (C~·s)~lkyl 

B."' f and R:,. ~ ara ind~pende.n:tly hydrogen~ methyl or e:t.hyl.­

Rs and RS< ar~ :in:d~pe.ndently hydrogen t halogen~· (C~. ;) alkyl 

qr {CL1 ) a1koxy~ 

0 
~ 

is 0 0 ... ~ ... 1,-

q .is 0 or 11 and. 

r is Ot 1 or 2.1 
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OH,, C\ ~alkyl a.:nd)cr- C, 3 31koxy~ or n~~ph:thyJ.alanine,, 

c is (L} ·-'T:rp- or (D) ..,Trp- opt:ionall}' Q:-N-met:hylat~d and 

<.'l:ptional.ly ~)e.:nzena-rinfl"'"S.nb-;:;t.id:ut:ed by halogen,, No~~ 

l'ffi~{ ott Cl} alkyl and/or Cl·~ alko>~y,. 

D 1~~ -r,ys~~ ThiaLys, F-Lys~ .~f···<Lys or ntn; option,~11.y a"""N"" 
m.ethyl.;~te.ct~' or ~t 4""aminocyclohexy1 Ala .;,_r 4"'am.inocyc1o,.,., 

he.xy.l cay !'e~>i.dtc1e ~ 

F. 1.s 'l:.'hr, S!l:C,, Val,, P.h.e., !le or an .aminoiso:tH .. ~tyr.ic acid 

:t'~S.idue 

~(b.e.rein R,. is hydrog~3l:1 or Cl. 3aJ.J>:yl, 

RH1 is hydrogen ox' the r~sddu,e o~' a pny.sio.logi.ca11y 

acceptable, phys.iolog.iG-ally h't~;lrolysable. ester, 
Rn is hydrogen, C1 .~alkyl 1 phen.y.l or c,.,.~.-pnenylalkyl, 

E;~z ls hydroge.n 1 Cpalkyl or a g1·oup of tormtlla-CH(R.u) .... 

repre.$e.:nts th~~ substi b ... te.nt attached to tt~e t:t-car.b~«n 

atom of an$$tura1 a-am1.no ac.i.d (including :trydrot;en) a;nd 

X, i.s ~ group e<f tor~ula ·"COOK, r --CH.:!:ClR.jQ Ot' 

wh:e.rei.n 
R7 and R~e have the. m~anings given abov~f 

R~t is nydrog~n o:r cl .. sal.kyl and 

R~~· is hydrogen$ C1.lalkylf phenyl or C:.7 •. ~~,phenyla1kyl,, and 

R,~ is .hydrqgen or: hydroxy,. 

with the pt'oviso t:hat 

When R~"' is "'CH (R~,) "'X1 then R1, i.s hyttrogen or methyl f 
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wh~r~in the .t'esidues I:L D and E .have U~e L-t:ohfig'ltrati(rt-:,, 

and tJ1e residues i.n the 2- a.nd. 7-,.,p-;:3sttion and (:l:n,:y residues 

-y~ 4) and Y~ 4) eac.h independ~ntly have t:;h$ (X,,)- or (0}-· 

config\~ration atKl compounds r.:<t: the folloy,•ing formulae. 

,. . . . "'"'''[ 
H-Cys.-.Phe-- { D} '!'rp-Lys-Thr-Phe-Cys-OH 

-~Asn--:Pn~~-Phe.,... (D) Trp ... t,ys.,.Thr-Fhe·"'"'-GabaT 
L-~-------·-·__,. . .,... ·¥ .. ,., ......... ____ , .•• -.--\ 

1-fH~~-P.he...,His-- ( D} 'trp .. t.ys··-'\>'q l"'Ala. 
~--"' """''"" . ~: ... ,.~-....1 

j 6, A pharmac:evt.i.ca 1 cottlposJ t:.ioh .ac:c.crding t;() any o.t Claims ..:.. t~;l 

4 r wher-~in the analog~~ $re Somatostatin an5,log:s 

! . '""'""1 
X-f.:ys-n-o-'l'rp-E:-f~-cys-Y 1 

1, !l. X = N-term.i:nus anchor; Y ~~ t>---te.rminus anchor 1 G-1 ot~ 

its ale; wherein at least I .of X$ 'i ,. ca.t.ionic ar:)c.hor; o ,.,_ 
F'he Tyr ,. 3-- (pwflJ.mropheny1) alanine or J (P""Chlo~~ophenyl}~l.a­

nine residue; E ""' Lys, Lys(R\}; R~ ""' ~.~d.fluoro)alkyl; :E' "'' 

llln.~ ~ Val, .Ser; G "' P.-- or 

·thyl}alanine residue:; I ;,;,;, o:a •. 

.L-thr, Ph¢~ 

NHO\ ~ :Nff.RI. .. 

37, A pharmaceutical c.omposi tion eccot~ding to any of Claims 1 to 
4 ~ Wher$in the somatostatin anaJ .. ogs <:iir~ p~ptides ~ 

RR~NCi'ffi~CONHCH ( CH~SR~) CO-Ph~"'"'Trp..,.Lys-X-NHC$sCH:zSR:~ 

(R = inorg. or org ~ acyl group, R1 = H, alkyl,. NCHR~o:> moi$ty 

Me {C1t~} $co-D"'-Ph.~'""J.};;~;~~~D-Trp~:~,;:s---'.Nn~-?vs-Thr"'o 1 

or D-Ph.e (optionally ring $1..~-bstit-uted by halo'~ 

1 

N02 f OH, 

alkyl. alko.xy) r t'he, 'trp 1 {P or .t.) ,-may be ring substituted 

by N021 NHz 1 OH, alkyl, alkoxy; l.y$ may be a-N-m.ethylat.ed and 

S-N,....alkyl.a.ted; X ""'' D·- rJ:r L""<~"";~:mino acid .residue optiona11:t 
Q:-N-methy;t.a.t$0.; R> ~ CO~H, CH~OH, carbamoyl, R.:i = R~ ··~ H, ll4R~ 
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.,. :tl:.:.?nd :J 

J8. A pharmaceutical C(Hll;pos.ition ~:;:cording to any c·f Cla.ims 1 to 

4 1 ¥ib:e.re:i.n the .soma tostat.in anal.oq is: 

~ -'m.•>.. . ' .· " · ... '"'····. . 1 
cys·-Xi -x~-Fhe .. :Phe-D-Trp-.LyS·"'Tys-Th:r .. ~,e .. x~-X:;-~·t;;-OH 

:J9. A pharmace\.1.tica1 compos :ltd on according to any of Claims 1 to 

4, whereit1 the somatostatih analog .is: 

r---·-~·-«-----»·------··""'"" ................ ~~--"'· .. ~'""'"" . . 1 
Cys-I .• ys ..... J>.sn-Phe-?he-rJ-'trp·,.,. Lys ..... Th:r -Tyr-'rhr-se.:r,,Cys-OH 

40. A phttt·m.aceutica.l composition acco~"ding tC} any of Gl~im$ 1 to 

4 Ci t~.•her~in the somatostatin ;;;lnaloq is 

c ( $pacer""Phe-t~-Trp""'LYs-Thr) 

Spac~t' way stand 'for; 

a) R,. S-6-::Sn-o-A~l?A 

P) R-<~""'En-NMe-c""'Ni?A 

¢:) Phe-P:t""o 

4:1,.., A pha.t"ma,~eutical coruposit.ion according to any of Claims 1 to 

4. ~ wherein th~ sow.atos.tatin a.nalog is~ 

Jl.<N--·Ala-Glyw-cys:-D-;rs,..Asn,-Phe-Phe.,'I'rp""LY$l-Thr-Phe-Thr-~ser-cys"· 

OH 
42, A pharwaceutical composition according to .any of Cla:ims 1 t.,;:~ 

4 * wh!i:n:·~in. the s.:omatoat:atin analog .is.~ 

H2N""'S~.r-:Ala-:Asn-s~r-:Asn-Pro*A.la-M:et-Ala""?ro-.At'g--Glu-Al;g-Lys""' 

t\Ja-Gl.Y""Cys.-lys-Asn-:Phe-Phe-'fip-l/;lS-Thr""Pbe-Thr-Set-C';{s-OH 

43. A pharmaceutical q:nnposition acco:t:d±.ng to a.ny ot Claims .1 to 

4 $ wherein the $Ontatostatim analog J..s: 
D-B-Nal-Cys-'!:J~r-D-'1'r.:f!""LYS""'Va.l-Cys--'1'hr-Nll2 

•i4. A pharmacetJ.tica.l composition according t.o any of Claims :1 to 

4 r \•lherein the somatostatin analog is: 

Ac-Phe-cys,.,.?he-D-Trp-1.y~-Thr-Cys-Thr-NH1 
45, A pharmac~\rtic.al composition ~.ccording to any of Claiws .1 to 

<~ t wh~rein the somato$-tat:in analog is~ 
t'J-· Phe-Cy $."" l?he.-D-Trp-tys-'l'ht'-~Cys -Trp-NE~-

46. A pharma(Hmtical co~:positlon according t.o any of Claims 1 to 
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4, wh~~~s.:tn the somatostatin analog is~ 
D""T:rp-Cys-~he-D-'I'rp-:r,~~~a-Thr-Cys:-Thr-tm<-

47. A P:h~rmaceut.i~al co~rpositiotl accqr-ding t.,_":l anY of Cl~ims 1 to-
4* wh~r~i.n the somatostatin ~n~log i~~ 
h-Phe-cys-Tyr-D""Trp-Lys-Val..-Cys-Thr-NH~ 

4$. A pharwaceut.ica1 compeaitton ~ccording to any of Cl~iltls 1. to 

4 , wherein the so:matostatin at~a1oq is~: 

D""Phe-Cys-Tyr-D .... Trp-t.ys-Val-Cys-~:rrp-NH~ 

4~. A pharwaceut:ical ccnnposition according to any of Claims: 1 to 

41 where.in the somatostatin analog is~ 

:l- ( 2-...na:phthyl) -D-Ala""'CYS""''t.'yr-0-~~rp"".LYS:-Val ""'CYS""'Thr-NU.?: 

50, A _ph~rm~c~utical composition according to any of Claims :1 to 

4, wherein the somatostatin analog is: 
c (1\.ha:-Phe-p--el-Phe-P-Trp-Lys-Th:t'-Phe) 

Aha $ 7 -amino hept.:anoic aci.d. 

5L A pha.t:'maceut~icat comtlo,:;iticn according to arty of Claims l to 

4, wherein the active !nqt:"'edJ.ent ts di~~oxide and comr><t'ises 

in ~dditiort a thiazide aslected among c.hlorPthiaz-idet hydro­

chlorothiazide$ t:richlor-omethiazid:e. and polythiazide. 

s.2. A ~~t-hod for the t.reatm~nt ot symptoms of syndtow.e X by 

ap'plying t:o a patient. a pharmacent.ica1 cotr;position accord.in9 

to any of Claims t to 51 comprising a pnarmaceut:ica11y 
effecti.v~ dosage o.f a compound selected among so-mato~rtat.in 

or one of its analogs (as herein def:Ln.ecl) ~ ~'Ua:z-oxicte or on.e 
of its analogs {a.s herein defined.), cycJothiazid:eor on~~ of 
:b.::s analo9s { a.s herein defined) and- mettormin. 

< 

53. A method acce<r-d.ing to Claim 52, whar~in the pharmaceutically 

effective dosage (calculated on octreotide) does not e}€.ceed 
50rt/kgfday. 

54 , A method accordinq: to Claim O:J t where.i.n said dosag$ dO~$ not 

exce~d 40;J;,Ikgfday. 
$?.. ~ method accot~cttn~ t.c any ;c.t Claims 5~ to 54 wher-ei-n the 

an~ log i$ oc:treotide- which h~< appl i.ed in ttH~ ferro of an 
injectJ.on in a o. 9%: $aline sclutio~L 

Sf:<+ A method acc:o:rding to Claim 52 t wher~dn .said dosage does not 

exceed a. mg{k.g{day in the. tre.at::~ent of the active .ingt"edient 

{c:a.lc:ulated on diazo~dde:~ in adults~ and does not exceed 

-lS{m.g/day in the treatment of children. 
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57. A m~t:ho<t according t-P cl-aim 52, where ttl. t-h~ amount~ ot 
m~tfo:rttd.n appli~d does not exc~ed 2. 5 g/day divid~d into 2 -

3 po:rti.ons. 
sa. tJs$ of a c(n!lpounCl select~.d among somatostatin or one of its 

analogs (a.s h.e:t:-ein defined} f diazox:ide ot- one of Jts analogs 

(>~$ herein detitl~d.} ~- cycl.othia~ide or one of its. art<'llogs (as 
her~in defined} a.nd met~to:~::-:min itt a preparation tor the 

treatme.nt o:t the ri.sk :factors t:::<f syndrome X of Reaven 

suhstant.i<dl:r as: descrUJed .in the specif::Lcation. 
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Application/Control Number: 14/940,018 

Art Unit: 1625 

Page 2 

The present application, filed on or after March 16, 2013, is being examined 

under the first inventor to file provisions of the AlA. 

Ftestc~cti(Jll agld. I~1(~cticJrl 

Restriction to one of the following inventions is required under 35 U.S. C. 121: 

I. Claim(s) 1-19, drawn to a method of treating a subject having Prader-

Willi Syndrome(PWS) or Smith-Magenis Syndrome(SMS) comprising 

administering to the subject for at least 10 weeks a pharmaceutical 

formulation comprising an effective amount of a KArP channel opener, 

classified in class 514 and subclass 223.2. 

II. Claim(s) 20-22, drawn to a method of increasing the lean body mass of a 

subject having Prader -Willi Syndrome(PWS) or Smith-Magenis 

Syndrome(SMS) by co-administering growth hormone and an effective 

amount of a KArP channel opener, classified in class 514 and subclasses 

5.1 and 11.4. 

Ill. Claim 23, drawn to a kit comprising a unit dose of a KArP channel opener 

and a unit dose of growth hormone, classified in class 424 and subclass 

198.1. 

IV. Claim(s) 24-25, drawn to a method of reducing one or more aggressive 

behaviors in a subject having Prader -Willi Syndrome(PWS) or Smith-

Magenis Syndrome(SMS) comprising administering to the subject for at 
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least 10 weeks a pharmaceutical formulation comprising an effective 

amount of a KArP channel opener, classified in class 514 and subclass 

223.5. 

V. Claim(s) 26-28, drawn to a method of reducing hyperghrelinemia in a 

subject having Prader -Willi Syndrome(PWS) or Smith-Magenis 

Syndrome(SMS) comprising administering to the subject for at least 1 0 

weeks a pharmaceutical formulation comprising an effective amount of a 

KArP channel opener, classified in class 514 and subclass 13.5. 

The inventions are distinct, each from the other because of the following reasons: 

Inventions I and II are unrelated. Inventions are unrelated if it can be shown that 

they are not disclosed as capable of use together and they have different designs, 

modes of operation, and effects (MPEP § 802.01 and§ 806.06). 

In the instant case, Invention II is directed to the method of increasing the lean 

body mass of a subject having Prader -Willi Syndrome(PWS) or Smith-Magenis 

Syndrome(SMS) by co-administering growth hormone and an effective amount of a KArP 

channel opener the compound comprising, whereas Invention I is the method of treating 

a subject having Prader -Willi Syndrome(PWS) or Smith-Magenis Syndrome(SMS) 

comprising administering to the subject for at least 1 0 weeks a pharmaceutical 

formulation comprising an effective amount of a KArP channel opener. 
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However, Cowen et al (US 2014/0364425) shows the method of treating various 

diseases such as diabetes, hypertension, dyslipidemia, nonalcoholic 

steatohepatitis,myocardical infarction and poly-cystic ovarian syndrome by using a KArP 

channel opener such as Formula VI as shown below: 

Although both inventions have shared the same compound for the KArP channel 

opener, Invention I applies the Formula VI for the treatment different from the 

treatments shown from Cowen et al. So, there is no direct relationship between 

Inventions I and II. Therefore, each of them has a different mode of operation, different 

functions and effects. From this, they are unrelated to each other. Therefore, Group I is 

not directly related to the Group II. 

Inventions I and Ill are related as product and process of use. The inventions 

can be shown to be distinct if either or both of the following can be shown: (1) the 

process for using the product as claimed can be practiced with another materially 

different product or (2) the product as claimed can be used in a materially different 

process of using that product. See MPEP § 806.05(h). In the instant case, Invention I is 

directed to the method of treating a subject having Prader -Willi Syndrome(PWS) or 

Smith-Magenis Syndrome(SMS) comprising administering to the subject for at least 1 0 

weeks a pharmaceutical formulation comprising an effective amount of a KArP channel 
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opener, whereas Invention Ill is directed to the kit comprising a unit dose of a KArP 

channel opener and a unit dose of growth hormone. 

However, Cowen et al (US 2014/0364425) shows the method of treating various 

diseases such as diabetes, hypertension, dyslipidemia, nonalcoholic 

steatohepatitis,myocardical infarction and poly-cystic ovarian syndrome by using a KArP 

channel opener such as Formula VI as shown below: 

and it also teaches a kit containing the KArP channel opener such as Formula VI 

in combination with a formulation of niacin. 

Although both inventions have shared the same compound for the KArP channel 

opener, Invention I applies the formula VI for a different treatment, whereas the kit does 

not need to contain growth hormone as seen from Cowen et al. So, there is no direct 

relationship between Inventions I and Ill. Therefore, each of them has a different mode 

of operation, different functions and effects. From this, they are unrelated to each other . 

Therefore, Group I is not directly related to the Group Ill. 

Inventions I and IV are unrelated. Inventions are unrelated if it can be shown that 

they are not disclosed as capable of use together and they have different designs, 

modes of operation, and effects (MPEP § 802.01 and§ 806.06). 

In the instant case, Invention IV is directed to the method of reducing one or 

more aggressive behaviors in a subject having Prader -Willi Syndrome(PWS) or Smith-

Ex. 2002-0212



Application/Control Number: 14/940,018 

Art Unit: 1625 

Page 6 

Magenis Syndrome(SMS) comprising administering to the subject for at least 1 0 weeks 

a pharmaceutical formulation comprising an effective amount of a KArP channel opener, 

whereas Invention I is the method of treating a subject having Prader -Willi 

Syndrome(PWS) or Smith-Magenis Syndrome(SMS) comprising administering to the 

subject for at least 1 0 weeks a pharmaceutical formulation comprising an effective 

amount of a KArP channel opener. 

However, Cowen et al (US 2014/0364425) shows the method of treating various 

diseases such as diabetes, hypertension, dyslipidemia, nonalcoholic 

steatohepatitis,myocardical infarction and poly-cystic ovarian syndrome by using a KArP 

channel opener such as Formula VI as shown below: 

Although both inventions have shared the same compound for the KArP channel 

opener, Invention I applies the Formula VI for the treatment different from the 

treatments shown from Cowen et al. So, there is no direct relationship between 

Inventions I and IV. Therefore, each of them has a different mode of operation, different 

functions and effects. From this, they are unrelated to each other. Therefore, Group I is 

not directly related to the Group IV. 

Inventions I and V are unrelated. Inventions are unrelated if it can be shown that 

they are not disclosed as capable of use together and they have different designs, 

modes of operation, and effects (MPEP § 802.01 and§ 806.06). 
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hyperghrelinemia in a subject having Prader -Willi Syndrome(PWS) or Smith-Magenis 

Syndrome(SMS) comprising administering to the subject for at least 1 0 weeks a 

pharmaceutical formulation comprising an effective amount of a KArP channel opener, 

whereas Invention I is the method of treating a subject having Prader -Willi 

Syndrome(PWS) or Smith-Magenis Syndrome(SMS) comprising administering to the 

subject for at least 1 0 weeks a pharmaceutical formulation comprising an effective 

amount of a KArP channel opener. 

However, Cowen et al (US 2014/0364425) shows the method of treating various 

diseases such as diabetes, hypertension, dyslipidemia, nonalcoholic 

steatohepatitis,myocardical infarction and poly-cystic ovarian syndrome by using a KArP 

channel opener such as Formula VI as shown below: 

Although both inventions have shared the same compound for the KArP channel 

opener, Invention I applies the Formula VI for the treatment different from the 

treatments shown from Cowen et al. So, there is no direct relationship between 

Inventions I and V. Therefore, each of them has a different mode of operation, different 

functions and effects. From this, they are unrelated to each other. Therefore, Group I is 

not directly related to the Group V. 
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Applicant is advised that the reply to this requirement to be complete must 

include (i) an election of a species to be examined even though the requirement 

may be traversed (37 CFR 1 .143) and (ii) identification of the claims encompassing 

the elected species or grouping of patentably indistinct species, including any 

claims subsequently added. An argument that a claim is allowable or that all claims are 

generic is considered nonresponsive unless accompanied by an election. 

The election may be made with or without traverse. To preserve a right to 

petition, the election must be made with traverse. If the reply does not distinctly and 

specifically point out supposed errors in the election of species requirement, the election 

shall be treated as an election without traverse. Traversal must be presented at the time 

of election in order to be considered timely. Failure to timely traverse the requirement 

will result in the loss of right to petition under 37 CFR 1.144. If claims are added after 

the election, applicant must indicate which of these claims are readable on the elected 

species or grouping of patentably indistinct species. 

Should applicant traverse on the ground that the species, or groupings of 

patentably indistinct species from which election is required, are not patentably distinct, 

applicant should submit evidence or identify such evidence now of record showing them 

to be obvious variants or clearly admit on the record that this is the case. In either 

instance, if the examiner finds one of the species unpatentable over the prior art, the 

evidence or admission may be used in a rejection under 35 U.S.C. 103 or pre-AlA 35 

U.S.C. 1 03(a) of the other species. 
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Upon the allowance of a generic claim, applicant will be entitled to consideration 

of claims to additional species which depend from or otherwise require all the limitations 

of an allowable generic claim as provided by 37 CFR 1.141. 

Because these inventions are distinct for the reasons given above and have 

acquired a separate status in the art as shown by their different classification, restriction 

for examination purposes as indicated is proper. 

Because these inventions are distinct for the reasons given above and the 

search required for Group I is not required for Group II, Group Ill, Group IV or Group V, 

restriction for examination purposes as indicated is proper. 

Applicant is advised that the reply to this requirement to be complete must 

include an election of the invention to be examined even though the requirement be 

traversed (37 CFR 1.143). 

Applicant is reminded that upon the cancellation of claims to a non-elected invention, the 

inventorship must be amended in compliance with 37 CPR 1.48(b) if one or more of the 

currently named inventors is no longer an inventor of at least one claim remaining in the 

application. Any amendment of inventorship must be accompanied by a request under 37 

CPR 1.48(b) and by the fee required under 37 CPR 1.17(i). 

Restriction for examination purposes as indicated is proper because all these 

inventions listed in this action are independent or distinct for the reasons given above 

and there would be a serious search and examination burden if restriction were not 

required because one or more of the following reasons apply: 
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(a) the inventions have acquired a separate status in the art in view of their 

different classification; 

(b) the inventions have acquired a separate status in the art due to their 

recognized divergent subject matter; 

(c) the inventions require a different field of search (for example, searching 

different classes/subclasses or electronic resources, or employing different 

search queries); 

(d) the prior art applicable to one invention would not likely be applicable to 

another invention; 

(e) the inventions are likely to raise different non-prior art issues under 35 U.S.C. 

101 and/or 35 U.S.C. 112, first paragraph. 

Applicant is advised that the reply to this requirement to be complete must 

include (i) an election of a invention to be examined even though the requirement 

may be traversed (37 CFR 1 .143) and (ii) identification of the claims encompassing 

the elected invention. 

The election of an invention may be made with or without traverse. To reserve a 

right to petition, the election must be made with traverse. If the reply does not distinctly 

and specifically point out supposed errors in the restriction requirement, the election 

shall be treated as an election without traverse. Traversal must be presented at the time 

of election in order to be considered timely. Failure to timely traverse the requirement 

will result in the loss of right to petition under 37 CFR 1.144. If claims are added after 
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the election, applicant must indicate which of these claims are readable on the elected 

invention. 

If claims are added after the election, applicant must indicate which of these 

claims are readable upon the elected invention. 

Should applicant traverse on the ground that the inventions are not patentably 

distinct, applicant should submit evidence or identify such evidence now of record 

showing the inventions to be obvious variants or clearly admit on the record that this is 

the case. In either instance, if the examiner finds one of the inventions unpatentable 

over the prior art, the evidence or admission may be used in a rejection under 35 U.S.C. 

1 03(a) of the other invention. 

Applicant is reminded that upon the cancellation of claims to a non-elected 

invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) if one 

or more of the currently named inventors is no longer an inventor of at least one claim 

remaining in the application. Any amendment of inventorship must be accompanied by 

a request under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.17(i). 

Any inquiry concerning this communication or earlier communications from the 

examiner should be directed to TAYLOR V OH whose telephone number is (571 )272-

0689. The examiner can normally be reached on 10:00-6:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 

supervisor, Andrew Kosar can be reached on 571-272-0913. The fax phone number for 

the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/TAYLOR V OH/ 

Primary Examiner, Art Unit 1625 

10/06/16 
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Attorney Docket No.: 096593-00lOOOUS-0955615 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Application of: 

Neil M. Cowen 

Application No.: 14/940,018 

Filed: November 12, 2015 

For: METHODS FOR TREATING 

SUBJECTS WITH PRADER-WILLI 

SYNDROME OR SMITH-MAGENIS 

SYNDROME 

CustomerNo.: 20350 

Mail Stop Amendment 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Commissioner: 

Confirmation No.: 6992 

Examiner: Taylor V. Oh 

Technology Center/ Art Unit: 1625 

AMENDMENT 

Responsive to the Restriction Requirement mailed October 12, 2016, please consider the 

following amendments and remarks: 

Amendments to the Claims are reflected in the Listing of Claims, which begins on 

page 2 of this paper. 

Remarks begin on page 5 of this paper. 
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Appl. No. 14/940,018 PATENT 
Arndt. dated October 20, 2016 
Response to Office Action of October 12, 2016 

Amendments to the Claims/Listing of Claims 

Please amend claims 2, 7, 8, 15, 19, 27 and 28 as follows. In addition, please cancel non­

elected claims 10-14 and 16-18 without prejudice. This listing of claims will replace all prior 

versions, and listings of claims in the application: 

1. (Withdrawn) A method of treating a subject having Prader-Willi Syndrome 

(PWS) or Smith-Magenis syndrome (SMS), said method comprising administering to said 

subject for at least 10 weeks a pharmaceutical formulation comprising an effective amount of a 

KATP channel opener. 

2. (Withdrawn; Currently amended) The method of claim [[1]] 24 wherein said KATP 

channel opener is diazoxide or a pharmaceutically acceptable salt thereof 

3. (Withdrawn) The method of claim 2 wherein the pharmaceutically acceptable salt 

is diazoxide choline. 

4. (Withdrawn) The method of claim 2 wherein said diazoxide or a pharmaceutically 

acceptable salt thereof is administered orally. 

5. (Withdrawn) The method of claim 2 wherein the pharmaceutical formulation 

includes at least one excipient which affects the rate of release of diazoxide or a 

pharmaceutically acceptable salt thereof 

6. (Withdrawn) The method of claim 5 wherein the pharmaceutical formulation 

includes at least one excipient that delays release of diazoxide or a pharmaceutically acceptable 

salt thereof 

7. (Withdrawn; Currently amended) The method of claim [[1]] 24 wherein the 

formulation further comprises at least one other active ingredient. 

8. (Withdrawn; Currently amended) The method of claim [[1]] 24 further 

comprising administering human growth hormone to the subject. 
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Appl. No. 14/940,018 PATENT 
Arndt. dated October 20, 2016 
Response to Office Action of October 12, 2016 

9. (Withdrawn) The method of claim 8 wherein said human growth hormone is 

administered by injection. 

10.- 14. (Cancelled) 

15. (Withdrawn; Currently amended) The method of claim [[1]] 24 wherein said 

administering is carried out for 1 one or more years. 

16.- 18. (Cancelled) 

19. (Withdrawn; Currently amended) The method of claim [[1]] 24, wherein the 

circulating concentration of IGF -1 is not increased. 

20. (Withdrawn) A method of increasing the lean body mass of a subject having 

Prader-Willi Syndrome, wherein said subject is already being treated by administration thereto of 

growth hormone, said method comprising co-administering to said subject an effective amount 

of a KATP channel opener in addition to said growth hormone. 

21. (Withdrawn) A method of increasing the lean body mass of a subject having 

Prader-Willi Syndrome, wherein said subject is already being treated by administration thereto of 

an effective amount of a KATP channel opener, said method comprising co-administering to said 

subject an effective amount of growth hormone in addition to said KATP channel opener. 

22. (Withdrawn) A method of increasing lower limb muscle mass of a subject having 

Smith-Magenis syndrome (SMS), said method comprising administering to said subject an 

effective amount of a KATP channel opener. 

23. (Withdrawn) A kit comprising: 

a unit dose of a KATP channel opener, and 

a unit dose of growth hormone. 
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24. (Original) A method of reducing one or more aggressive behaviors in a subject 

having Prader-Willi syndrome (PWS) or Smith-Magenis syndrome (SMS), the method 

comprising administering to said subject for at least 10 weeks an effective amount of a KATP 

channel opener, wherein administration reduces one or more aggressive behaviors in the subject. 

25. (Original) The method of claim 24 in which a second therapeutic product is 

administered, wherein the second product is intended to further reduce the one or more 

aggressive behaviors. 

26. (Withdrawn) A method of reducing hyperghrelinemia in a subject having Prader-

Willi syndrome (PWS) or Smith-Magenis syndrome (SMS), the method comprising 

administering to said subject for at least 10 weeks an effective amount of a KATP channel opener, 

wherein administration reduces one or more aggressive behaviors in the subject. 

27. (Withdrawn; Currently amended) The method of claim [[1]] 24 wherein the 

pharmaceutical formulation is administered twice per day. 

28. (Withdrawn; Currently amended) The method of claim [[1]] 24 wherein the 

pharmaceutical formulation is administered once per day. 
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Arndt. dated October 20, 2016 
Response to Office Action of October 12, 2016 

REMARKS 

By the present communication, claims 2, 7, 8, 15, 19, 27 and 28 have been amended. No 

new matter is introduced by the subject amendments as the amended claim language is fully 

supported by the specification and original claims. 

In addition, by the present communication, non-elected claims 10-14 and 16-18 have 

been cancelled without prejudice, subject to Applicant's right to pursue the subject matter thereof 

in a subsequent application claiming priority to the present application. 

Upon entry of the present amendment, claims 1-9, 15 and 19-28 will be pending in this 

application. A detailed listing of all claims that are, or were, in the application, irrespective of 

whether the claim(s) remain under examination in the application, is presented, with an 

appropriate defined status identifier. 

The restriction of claims 1-28 under 35 USC§ 121 into five (5) separate groups, is 

respectfully traversed. It is respectfully submitted that a search of one group would, of necessity, 

entail a search of one or more of the other groups; in addition, each of the method groups (i.e., 

Groups I, II, IV and V) contemplates administering to a subject a therapeutically effective 

amount of a compound selected from a defined group-which defined group is the same for each 

of the restriction groups). Accordingly, no savings ofUSPTO resources will be realized by 

maintaining the requirement for restriction as presently asserted. 

Accordingly, reconsideration and withdrawal of the requirement for restriction of claims 

1-28 are respectfully requested. 

In order to be fully responsive, but without conceding the propriety thereof, Applicants 

hereby elect Group IV, claims 24 and 25 (plus claims 2-9, 15, 19, 27 and 28 now dependent 

therefrom), with traverse. All of claims 2-9, 15, 19, 24, 25, 27 and 28 encompass the elected 

invention. 

Non-elected claims 20-23 and 26 are retained in the application pending final disposition 

of the elected claims, and subject to a request for rejoinder thereof 
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Appl. No. 14/940,018 PATENT 
Arndt. dated October 20, 2016 
Response to Office Action of October 12, 2016 

CONCLUSION 

In view of the foregoing, Applicant believes all claims now pending in this Application 

are in condition for allowance. The issuance of a formal Notice of Allowance at an early date is 

respectfully requested. 

Except for the issue fees payable under 37 C.F.R. § 1.18, the Director is authorized to 

charge any additional fees during pendency of this application, including any required extension 

of time fees, or credit any overpayment to Deposit Account Number 20-1430. This paragraph is 

intended to be a constructive petition for extension of time in accordance with 37 C.F.R. § 

1.136(a)(3). 

In the event any issues remain to be resolved in view of this communication, the 

Examiner is invited to contact the undersigned at 858 350 3862 or 

sreiterli.i)kilpatricktownsend.com so that a prompt disposition of this application can be achieved. 

KILPATRICK TOWNSEND & STOCKTON LLP 
1100 Peachtree Street, Suite 2800 
Atlanta, GA 30309 
Tel: 858-350-6100 
Fax: 858-350-6111 

Respectfully submitted, 

/Stephen E. Reiter/ 
Stephen E. Reiter 
Registration No. 31,192 
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If the specification and drawings exceed 100 sheets 

0APPLICATION SIZE FEE 
of paper, the application size fee due is $310 ($155 
for small entity) for each additional 50 sheets or 

(37 CFR 1.16(s)) 
fraction thereof. See 35 U.S. C. 41 (a)(1 )(G) and 37 
CFR 1.16(s). 

D MULTIPLE DEPENDENT CLAIM PRESENT (37 CFR 1.16(j)) 

• If the difference in column 1 is less than zero, enter "0" in column 2. TOTAL 

APPLICATION AS AMENDED- PART II 

(Column 1) (Column 2) (Column 3) 

CLAIMS HIGHEST 

10/20/2016 REMAINING NUMBER 
PRESENT EXTRA RATE($) ADDITIONAL FEE($) 

f-- AFTER PREVIOUSLY 
z AMENDMENT PAID FOR 
w 

Total (37 CFR :;:;;: 
1.16(i)) 

• 20 Minus .. 28 = 0 X $40 = 0 
0 

Independent z (37 CFR 1 .16(h)) 
• 7 Minus ••• 7 = 0 X $210 = 0 

w 
:;:;;: D Application Size Fee (37 CFR 1.16(s)) 
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D FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR 1.16(j)) 

TOTAL ADD'L FEE 0 

(Column 1) (Column 2) (Column 3) 
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REMAINING NUMBER 

PRESENT EXTRA RATE($) ADDITIONAL FEE($) 
AFTER PREVIOUSLY 

f--
AMENDMENT PAID FOR 

z Total (37 CFR . Minus .. 
= X $ = w 1.16(i)) 

:;:;;: Independent . Minus ... 
= X $ = 0 (37 CFR 1 .16(h)) 

z D Application Size Fee (37 CFR 1.16(s)) w 
:;:;;: D FIRST PRESENTATION OF MULTIPLE DEPENDENT CLAIM (37 CFR 1.16(j)) <( 

TOTAL ADD'L FEE 

* If the entry in column 1 is less than the entry in column 2, write "0" in column 3. LIE 
•• If the "Highest Number Previously Paid For" IN THIS SPACE is less than 20, enter "20". RENEE HAWKINS 
••• If the "Highest Number Previously Paid For" IN THIS SPACE is less than 3, enter "3". 

The "Highest Number Previously Paid For" (Total or Independent) is the highest number found in the appropriate box in column 1. 

Th1s collection of mformat1on 1s requ1red by 37 CFR 1.16. The mformat1on 1s requ1red to obta1n or reta1n a benefit by the public wh1ch 1s to f1le (and by the USPTO to 
process) an application. Confidentiality is governed by 35 U.S. C. 122 and 37 CFR 1 .14. This collection is estimated to take 12 minutes to complete, including gathering, 
preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you 
require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. 
Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS 
ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450. 

If you need assistance in completing the form, ca/11-800-PT0-9199 and select option 2. 
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The present application, filed on or after March 16, 2013, is being examined 

under the first inventor to file provisions of the AlA. 

The Status of Claims: 

Claims 1-9,15,19-28 are pending. 

Claims 2-9,15,19,24-25,27-28 are rejected. 

Claims 1 ,20-23,26 are withdrawn from consideration. 

DETAILED ACTION 

1. Claims 2-9,15,19,24-25,27-28 are under consideration in this Office Action. 

Priority 

2. It is noted that this application claims benefit of 62/080, 154(11 /14/2014) and 

claims benefit of 62/138,245(03/25/2015) and claims benefit of 

62/170,035(06/02/2015) and claims benefit of 62/221 ,359(09/21 /2015). 

Drawings 

3. The drawings filed on 11/12/15 are accepted by the examiner. 

IDS 

4. The I OS filed on 1/05/2016 is reviewed by the examiner. 
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In the event the determination of the status of the application as subject to AlA 35 

U.S.C. 102 and 103 (or as subject to pre-AlA 35 U.S.C. 102 and 1 03) is incorrect, any 

correction of the statutory basis for the rejection will not be considered a new ground of 

rejection if the prior art relied upon, and the rationale supporting the rejection, would be 

the same under either status. 

Election/Restriction 

Applicant's election with traverse of Group IV (claims 2-9,15, 19,24-25,27-28) on 

1 0/20/16 is acknowledged. 

Claims 1 ,20-23,26 are withdrawn from further consideration pursuant to 37 CFR 

1.142(b) as being drawn to a nonelected group I, II,III,V, there being no allowable 

generic or linking claim. 

Applicants argue in the following: 

The restrictiml.of dahns 1·28 under 3S USC § l2J into f1ve (5} !.<epa.rate. groop$,, h• 

reS-p~1t.l.dly tra~N~n>~'<d. 1t is respecttuHy $Ubmiti~d that a :s.earch of~nc group \V!:)t.~ld, (){noce:;.."'ity, 

ent.aH a seaR'h of one -or more ofthe othergroups~ in arlrlitlon. e-ach t}f the m~t:hod gn .. ~1ps (ie., 

GnRlpii [, n, IV ~md V) ~X¥lt:C1Uplate~ admini~kdng h) ~; Sl.ibjtx:t a theratR":t:~ti~_;ctdly tffbt'iive 

aJ:n(10td Qfa Cl:)nlpotuHi sd~ted froo~ a defined gn:Jup·····w:hidt defined gwup is the l'ittme t{)t e-ach 

of the restriction groops). Acoordingh'\ no savings nfUSPTO resourc5 wiU be realized by 

A~cmtlingly, rocon~idemti.en a11d 'vitbdmwal effh~, n~quir.e-tnent i{)t' rt."$hidimt of dai.tn~ 

J .. ls are r~;;sp\..'>:t't:fully requested, 

The examiner has noted applicants' argument, but applicants' arguments are not 

persuasive. However, regardless of how each of the Groups is so closely related to one 
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and another, there are at least more than two distinct, unrelated, different classes and 

different subclasses involved in the search of the unrestricted claims. The search is a 

burden whether or not they are so closely related to their searches. Furthermore, 

M.P.E.P. Section 808.02 gives legitimate reasons for the Examiner to insist on 

restriction such as the case of separate classification, which indicates that" each distinct 

subject has attained recognition in the art as a separate subject for the inventive effort, 

and also a separate field of search ." 

In the instant case, Inventions I and IV are unrelated. Inventions are unrelated if 

it can be shown that they are not disclosed as capable of use together and they have 

different designs, modes of operation, and effects (MPEP § 802.01 and§ 806.06). 

In the instant case, Invention IV is directed to the method of reducing one or 

more aggressive behaviors in a subject having Prader -Willi Syndrome(PWS) or Smith-

Magenis Syndrome(SMS) comprising administering to the subject for at least 10 weeks 

a pharmaceutical formulation comprising an effective amount of a KArP channel opener, 

whereas Invention I is the method of treating a subject having Prader -Willi 

Syndrome(PWS) or Smith-Magenis Syndrome(SMS) comprising administering to the 

subject for at least 1 0 weeks a pharmaceutical formulation comprising an effective 

amount of a KArP channel opener. 

However, Cowen et al (US 2014/0364425) shows the method of treating various 

diseases such as diabetes, hypertension, dyslipidemia, nonalcoholic 

steatohepatitis,myocardical infarction and poly-cystic ovarian syndrome by using a KArP 

channel opener such as Formula VI as shown below: 
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Although both inventions have shared the same compound for the KArP channel 

opener, Invention I applies the Formula VI for the treatment different from the 

treatments shown from Cowen et al. So, there is no direct relationship between 

Inventions I and IV. Therefore, each of them has a different mode of operation, different 

functions and effects. From this, they are unrelated to each other. Therefore, Group I is 

not directly related to the Group IV. 

The requirement is still deemed proper and is therefore made FINAL. 

Claim Objections 

Claim 15 is objected to because of the following informalities: 

In claim 15, the phrase "for 1 one or more years" is recited. This is improper 

because there are "1" and "one" written twice. Appropriate correction is required. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103 which forms the basis for all 

obviousness rejections set forth in this Office action: 

A patent for a claimed invention may not be obtained, notwithstanding that the claimed 
invention is not identically disclosed as set forth in section 102 of this title, if the differences 
between the claimed invention and the prior art are such that the claimed invention as a whole 
would have been obvious before the effective filing date of the claimed invention to a person 
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The text of those sections of Title 35, U.S. Code not included in this action can 

be found in a prior Office action. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103 are summarized as follows: 

1. Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 

obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 

claims the examiner presumes that the subject matter of the various claims was 

commonly owned as of the effective filing date of the claimed invention(s) absent any 

evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to 

point out the inventor and effective filing dates of each claim that was not commonly 

owned as of the effective filing date of the later invention in order for the examiner to 

consider the applicability of 35 U.S.C. 1 02(b)(2)(C) for any potential 35 U.S.C. 1 02(a)(2) 

prior art against the later invention. 
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5. Claims 2-9,15,19,24-25,27-28 are rejected under 35 U.S.C. 103 as being 

unpatentable over Cotter (US2014/0364367) which has a provisional application No. 

61/832,779 filed on Jun. 8, 2013. 

Cotter discloses a method of treating Prader Willi Syndrome and a 

psychotic behavior associated with Prader Willi Syndrome in the followings: 

(see page 2, a paragraph#0003) 

(see page 3, a paragraph#001 0) 

a. (;~)ntbhu~ t..-~ahrum:t with reduced d~uage o:f gnrwth hftrm1.ut~ 

[OOSSl The KAw chanth.~l opener nmy be f:tJ<ldn'fh1i~Jerfu1 :with a hmn<ln g.ro~%·th iH'fnnone ((Hi) t~J 

treM P\VK Tht~ tt~mbi:rmth>n therapy may~ tlcSt~ h) impnwe bndy tompn:sitk'fn nbnnrmalhit% 

mid imprt.)VC lhK--ar gnh~'th of an inJ~mt or.:.Jtdd ~"·ith P\VS. m to imprnv~ body Ct.)mp:oshiolt 

aht.tonn<ttitie:~ ill ~m ~Kkllt \VHh P\VS. The Ct)lnhbatk)tl thcmpy rnay ~dso be Ui'i-<d tt.l in1pH1\:''C k"<tn 

htwiy UW.tt~, dc~'.f:l::"<tst< lwdy n1t, modtd~'fte h-t.1HC l11inentl ~::knsity~ t.K nnnmtH:tc ~tduh hdg;hL 'I11e 

>:}'"''''WIV "l~"V ,,.t:'i<~"1 i),"> ~.,..,,.,-1 ·b') h-.~l"!t'')'"" ,,,,~~~:.•-'th')" ·:,·~._,, "":~",.t'if·:'''"~"" ""*~~"'i""~" ~*''"":!"«~;h. ,,~~<1iH<. ·~~.'' ~~.~.,...~~""t~~ .. ·H:.x~"' .. ~t.~. ~'""" ,.s;;..~~J.. "~ .l.:H'xt·~~- ~.,... ·N'(-. $.~~~ ...... ~~- ~-~;c- :..~. ~~w.,. ~x~,$:~ ... x:..:t_,;.;:.,..w.,.. ,'1:::;.~~x~.ol.:~.~-~ .. ~:" ... ,~-t~--~~5-~~;c ~~~-~'X~_-:-"$.:--.... o~,: 
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{&059J Tite: GH d~)S;C tm~y be OJ 8-{1.3 ~ng/kgiwcek, and nm:y bt: ~lnlinistcn,0 tt,'i u dtti.ty 

.StJbcunm~ous tnjecHort The l)asdil1:¢ GH dose may ~~1St."'~ be <'tt lc<;st OJ) 1 ~ 0. 05~ Ct 1 ~ tll5, 02, 03 ~ 

OA, 05, l.O, L5, fiT ZJJ nlg./kg/week The b~t<,;clinc GH dose may nJS~J be kss than 0.01, OJ.l), 0, 1, 

0, 15, it2~ (t3, 0.4., 05, l ,0~ LS. or 2J) mg/kg/wc~k TM GH dos~ may be ~~djustoo OO$td on th~ 

weight of the patient. The dose may a.hn be m:ljusted ba~-ed on the patienfs lea:n maS$ or on 

h:r~mlin b*fl1\\'th fadnr (IGF~ f) levels,, ~t.u::h that th:~ KlF~.! k::vch do not exceed 3 standm·d 

dcvi<~tiurts <.tbov~ tb~ s..~ppcr Hmit of nm1n~, T~ npt:K;r limit of :tKlrmal fur fGF" 1 levels m~y ~ 

25- ! 0!10 ng/mt., ~tad rnay be in a range ~ d%c"dbed in T~ihle 1. 
(see page 10, paragraphs#0058-0059) 

b. (::&n1bined tre.atment 'lVith reduced do:s.age of pttycJtiatrlc or numd stabili.:dng 
drugs 

[0~3J The KAn• ch~.uu:wl opener may be c-..)admhlistered W'ith a psychiatric ot mo"xt statdlizh1g 

drug~ sueb as a psychHtrnpk m~d:k~at:lo:n~ to treat P\VS by treating a P\VS hehavkn-aJ s-ym:[.Htlm. 

T!-le PWS behavioral S)"tTlptom may beobS~i§iftns, C{-:fi11JRlltik~ns, addk~tion, autisrn {Jr atitistk 
rem:.lcneie:s., anx~cty, depn:~sskm., rtH .. w.t-d ~wings, skin pkking nr psychotk h~.:~tmvio'r. The 

p~ychntr.opic, medicntio11 nsay be a sde.ctive semtt)nin reupt~ke h1hihi:h:~r (SSRI), !'!Ort~pi:ru_·~phrine 

f(':ttpb.'tke inhibitor {NIU)) nnnt.dmnerg.ic and spedfk :sermnncrgk antidepressant {NaSSA);· 

s.enJ<tonirHtorq)ineph.rine: reuptake inhibitor {SNRl), sert)hJni.l1 !.mtagtmist. and reuptake inhihitt)f 

n.:··A,:DT"~< "")._n'··Mn'""·""~im,. .. ,,. ... ,. ··enr~t«''"" =,.y'=i.-'tor '"'i'f·~' .·':i[)"'•'t~....,.·:nt~k· .... e1·t.~.,.,,.. \'~':*'-·it ·l:~~.~.;..:~-m.;,f'.'.:i.aJl\..~~~{.~:r-~·~4~~,..}. ~-· {:.:~.._. U.dh.i! ~_··~ (j; . .,.:.et;.JV-<. ~e:n.:.{.~b., l"''l*lt l. '.._. :J nLl:~~ •. ,.J, 

n.orepinephti~"lc·dt1ntmiu© t.hsin.h:ihHot~ triq>t:Jk antkkpress~nll) tetra.c}~hc a.ntideprt'&Mrt~ 

monoamine uxidtls.e inhibitor {MAOl)~ N-a~:ety!.cyst:eine, ~:y$tetl:mine~ oxytocin, mood 1StahHizcr~ 

a,"':ltktmvulsant~ mcta~1tn)pk glutamate receptor mt.)Qulator~ typka.l •il1shpsychotic .. {):f atypical 

<mHp~y~;.hutic, The SSRl may b~ cJtalop=m:m, d'l:p<~Jxetine, estitalopram., tlut~xctine~ t1uv:oxamine, 

pamxetine. or s.ertl't,hne, The NRl may be tlh:mloxetine~. b~lpropi{)fi, rebl).xetine, edivoxetine. 

t~pe:ntad.ol or 'Viloxnzin~. 11K~ Na.SSA .nu1y he miiD.1$Crin or n:urtaz~pitR\ The SNRI n .. 1<ty be 

des:venla.faline, dnloxcth1t\ nliln.1cipmnt or ve:nlatllli:.ll'lt~. The SARI may be etoperidane,. 

1scfazooone~ t~r trazdtme. Tht~ norq1incphrh1~.Hfupa.minc reuptakc inhibitt1I may be ha.q:1n1p~on. 
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The instant invention, however, differs from the prior art in that administering the 

an effective amount of a KArP channel opener for at least 1 0 weeks or a year or more 

and the use of an excipient delaying release of diazoxide are unspecified in the prior art. 

With respect to the duration of administering the an effective amount of a KArP 

channel opener, the prior art does mention generally that there were no side effects for 

using diazoxide in the treatment of PWS for 56 weeks (see page 28, a 

paragraph#0151 ). Therefore, it is expressly relevant to the claimed invention. 

Regarding the use of an excipient delaying release of diazoxide, the prior art is 

silent about it. Even so, the prior art does offer some guidance as to what kinds of 

excipients are available for delaying release of diazoxide; for example, it describes 

gelatin, mucilage of starch , polyvinylpyrrolidone as the binding agents. So, it would 

have been obvious to the skilled artisan in the art before the effective filing date of the 

claimed invention to be motivated to use one of the binding agents in the composition in 

order to develop the delay-release of a formulation containing diazoxide. This is 

because the skilled artisan in the art would expect such a manipulation to be successful 

and feasible as guidance shown in the prior art. 

Any inquiry concerning this communication or earlier communications from the 

examiner should be directed to TAYLOR V OH whose telephone number is (571 )272-

0689. The examiner can normally be reached on 10:00-6:30. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 

supervisor, Andrew Kosar can be reached on 571-272-0913. The fax phone number for 

the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/TAYLOR V OH/ 
Primary Examiner, Art Unit 1625 
11/10/16 
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1. Methods for treating subjects with prader-willi syndrome or smith-magenis syndrome 
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From PCT Int. Appl. (2016), WO 2016077629 A 1 20160519, Language: English, Database: CAPLUS 

~o Citings 

OTags 

0 Comments 

Provided are immediate or prolonged administration of certain 
potassium ATP (f:<A:rP) ¢0~1')1')$1 qp$1')$(~, optionally in 
combination with gfo\Nth hormone, to a subject to achieve novel 
pharmacodynamic, pharmacokinetic, therapeutic, physiol., 
metabolic and compositional outcomes in the treatment of 
diseases or conditions involving K:ATP ¢@$.1')1"}:$1$. Also provided 
are pharmaceutical formulations, methods of administration 
and dosing of KATE ¢@l!a,l'11'li!li9P?I'1i!lm$ that achieve these 
outcomes and reduce the incidence of adverse effects in 
treated individuals. Further provided are methods of co-
administering KATP ¢1"i$.!"lH$1 gp§!"l$t$ with other drugs (e.g., in 
combination with growth hormone) to treat diseases of humans 
and animals (e.g., Prader-Willi Syndrome (PWS), Smith­
Magenis syndrome (SMS), and the like). 

Copyright© 2016 American Chemical Society (ACS). All Rights Reserved. 
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Database: CAPLUS, DOI:1 0.1177/1074248409338929 

Potassium \::h$.1'1!"l?I9P~!"l~@ are known to act on potassium ATP-dependent \::h$-!"l!"l:$1§ in cardiac tissue. Such agents 
may exacerbate acceleration of acute ischemia-induced ventricular repolarization and aggravate arrhythmias. To test 
whether activation of KAJP !Jh~!J"ll"l~l$ during the healing period of myocardial infarction (MI) can still influence the 
electrophysiol. properties and the type of inducible arrhythmias, we investigated the effects of bimakalim (BIM) on 
sustained ventricular tachycardia (VT) 4 days after ligation of the left anterior descending (LAD) coronary artery in pigs. 
Programmed stimulation was performed to elicit VT prior to and after i.v. BIM. Combination monophasic action potential 
(MAP)/PACING catheters were used to enable simultaneous ventricular MAP recording and pacing. Ventricular effective 
refractory period (ERP) and MAP duration detd. at 50% and 90% repolarization were measured prior to and after BIM. 
After completion of baseline measurements, BIM was consecutively given at 0.5, 1, and 3 )lg/kg bolus followed by 0.025, 
0.05, and 0.1 )lg/kg per min maintenance infusion, resp. From a total of 23 pigs subjected to LAD ligation, 4 animals 
succumbed to infarction and the remaining 19 animals were studied by programmed stimulation. Only animals that 
exhibited reproducible and hemodynamically stable monomorphic VTs during control stimulation were selected for 
evaluation (n = 14). After the first, second, and third dose of BIM, the mean VT rate was increased by 6%, 14% (P < 
.01 ), and 47% (P < .001) compared to control values, resp. Ventricular ERP and repolarization were significantly 
shortened only by the second and third dose of BIM. Of 14 pigs receiving the highest BIM dosage, 3 revealed 
polymorphic VTs degenerating into ventricular fibrillation (VF). Our data suggest that high BIM doses may lead to faster 
and more gggt:$$~1¥$ pacing-induced reentrant VTs after subacute MI. This is consistent with the drug-induced 
acceleration of ventricular repolarization with shortening of MAP duration and refractoriness. 
~1 Citing 

OTags 

0 Comments 

Copyright© 2016 American Chemical Society (ACS). All Rights Reserved. 

3. Cardioprotection by (:)J:ij:Rt:th9 of the KA1"P ¢1jijijijijl in unstable angina: Is this a clinical manifestation of 
myocardial preconditioning? Results of a randomized study with nicorandil 

By Patel, D. J.; Purcell, H. J.; Fox, K. M. 
From European Heart Journal (1 999), 20(1 ), 51-5?. Language: English, Database: CAPLUS, 
DOl :10.1 053/euhj.1998.1354 
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Aims To assess the anti-ischemic and anti-arrhythmic effects and overall safety of nicorandil, an ATP sensitive potassium 
(K+) g!J~!"l['}~l QP~I"l~f, with 'cardioprotective' effects, in patients with unstable angina. Methods In a multicenter, 
randomized, double-blind, parallel-group, placebo-controlled study, oral nicorandil 20 mg twice daily or a matching 
placebo was administered for a min. of 48 h to patients admitted with unstable angina. Treatment was standardized to 
include, where tolerated, oral aspirin, a beta-blocker and diltiazem. Continuous Holter ECG monitoring was performed 
for 48 h to assess the frequency and duration of transient myocardial ischemia and any tachyarrhythmia, as the 
predefined end-points of the study. A pain chart recorded the incidence and severity of chest pain throughout the study 
period. Patients with myocardial infarction identified retrospectively from troponin-T anal. were excluded. Results Two 
hundred and forty-five patients were recruited into the study. Forty-three patients were excluded with an index diagnosis 
of myocardial infarction, two were not randomized and 12 had unsatisfactory tape data. In the remaining 188 patients, 
six out of 89 patients (6.7%) on nicorandil experienced an arrhythmia, compared with 17 out of 99 patients (17.2%) on 
placebo (P=0.04). Three nicorandil patients experienced three runs of non-sustained ventricular tachycardia compared 
to 31 runs in 10 patients on placebo (P=0.087 patients; P<0.0001 runs). Three nicorandil patients had four runs of 
supraventricular tachycardia, compared to 15 runs in nine patients on placebo (P=0.14 patients; P=0.017 runs). Eleven 
(12.4%) patients on nicorandil had 37 episodes of transient myocardial ischemia (mostly silent) compared with 74 
episodes in 21 (21.2%) patients on placebo (P=0.12 patients; P=0.0028 episodes). In the overall safety anal., which 
included all patients who received at least one dose of study medication, there were no significant differences in the rates 
of myocardial infarction or death between the nicorandil or placebo-treated groups. Conclusions Nicorandil, added to 
~ggr?~§:i\,1~ anti-anginal treatment for unstable angina, reduces transient myocardial ischemia, non-sustained ventricular, 
and supraventricular arrhythmia compared to placebo. The anti-arrhythmic activity with nicorandil is probably a 
secondary effect resulting from its anti-ischemic action and we suggest that this may be related to its effect on the ATP 
sensitive potassium ¢@~D!"l§l causing pharmacal. preconditioning. 
~81 Citings 

OTags 

0 Comments 

Copyright© 2016 American Chemical Society (ACS). All Rights Reserved. 

4. Effects of nicorandil on experimentally induced gastric ulcers in rats: a possible role of KATP ¢.1taoo¢l$ 
By Sakai, Kazushige; Akima, Michitaka; Katsuyama, lwao 
From Japanese Journal of Pharmacology (1999), 79(1 ), 5! ··57. Language: English, Database: CAPLUS, 
DOl :1 0.1254/jjp.79.51 

The anti-ulcer effects of nicorandil [N-(2-hydroxyethyl)nicotinamide nitrate ester] were examd. on water-immersion plus 
restraint stress-induced and aspirin-induced gastric ulcers in rats, compared with those of cimetidine. Nicorandil (3 and 
10 mg/kg) given orally to rats dose-dependently inhibited the development of acid-related damage (water-immersion- and 
aspirin-induced gastric lesions) in the models. Cimetidine (50 mg/kg, p.o.) also had anti-ulcer effects in the same 
models. However, in the presence of glibenclamide (20 mg/kg, i.v.), an antagonist of KATF ¢1"1~1'\h$1$, nicorandil did not 
inhibit the formation of gastric lesions. Nicorandil (1 0 mg/kg) given intraduodenally (i.d.},Hke cimetidine (50 mg/kg), 
significantly reduced the vol. of the gastric content, total acidity and total acid output in the pylorus ligation model. 
Glibenclamide reversed the changes caused by i.d. nicorandil. l.v. infusion of nicorandil (20 )lg/kg per min) significantly 
increased gastric mucosal blood flow, without affecting blood pressure and heart rate, but the increase in the blood flow 
was not obsd. after i.v. treatment with glibenclamide (20 mg/kg). These results indicate that nicorandil administered 
orally to rats produces the anti-ulcer effect by reducing the $g!]J($$$i\l:~ factors and by enhancing the defensive process in 
the mucosa through its KA:re-¢@$!"l!'i§I-Qp$ijil'fg property. 
~8 Citings 
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AMENDMENT 

Responsive to the Office Action mailed November 16, 2016, please consider the 

following amendments and remarks: 

Amendments to the Claims are reflected in the Listing of Claims, which begins on 

page 2 of this paper. 

Remarks begin on page 5 of this paper. 
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Appl. No. 14/940,018 PATENT 
Arndt. dated November 30,2016 
Response to Office Action of November 16, 2016 

Amendments to the Claims/Listing of Claims 

Please amend claim 15, and add new claim 29 as follows. This listing of claims will 

replace all prior versions, and listings of claims in the application: 

1. (Withdrawn) A method of treating a subject having Prader-Willi Syndrome 

(PWS) or Smith-Magenis syndrome (SMS), said method comprising administering to said 

subject for at least 10 weeks a pharmaceutical formulation comprising an effective amount of a 

KATP channel opener. 

2. (Previously presented) The method of claim 24 wherein said KATP channel opener 

is diazoxide or a pharmaceutically acceptable salt thereof 

3. (Original) The method of claim 2 wherein the pharmaceutically acceptable salt is 

diazoxide choline. 

4. (Original) The method of claim 2 wherein said diazoxide or a pharmaceutically 

acceptable salt thereof is administered orally. 

5. (Original) The method of claim 2 wherein the pharmaceutical formulation 

includes at least one excipient which affects the rate of release of diazoxide or a 

pharmaceutically acceptable salt thereof 

6. (Original) The method of claim 5 wherein the pharmaceutical formulation 

includes at least one excipient that delays release of diazoxide or a pharmaceutically acceptable 

salt thereof 

7. (Previously presented) The method of claim 24 wherein the formulation further 

comprises at least one other active ingredient. 

8. (Previously presented) The method of claim 24 further comprising administering 

human growth hormone to the subject. 

9. (Original) The method of claim 8 wherein said human growth hormone is 

administered by injection. 
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Appl. No. 14/940,018 PATENT 
Arndt. dated November 30,2016 
Response to Office Action of November 16, 2016 

10.- 14. (Cancelled) 

15. (Currently amended) The method of claim 24 wherein said administering is 

carried out for [[1]] one or more years. 

16.- 18. (Cancelled) 

19. (Previously presented) The method of claim 24, wherein the circulating 

concentration ofiGF-1 is not increased. 

20. (Withdrawn) A method of increasing the lean body mass of a subject having 

Prader-Willi Syndrome, wherein said subject is already being treated by administration thereto of 

growth hormone, said method comprising co-administering to said subject an effective amount 

of a KATP channel opener in addition to said growth hormone. 

21. (Withdrawn) A method of increasing the lean body mass of a subject having 

Prader-Willi Syndrome, wherein said subject is already being treated by administration thereto of 

an effective amount of a KATP channel opener, said method comprising co-administering to said 

subject an effective amount of growth hormone in addition to said KATP channel opener. 

22. (Withdrawn) A method of increasing lower limb muscle mass of a subject having 

Smith-Magenis syndrome (SMS), said method comprising administering to said subject an 

effective amount of a KATP channel opener. 

23. (Withdrawn) A kit comprising: 

a unit dose of a KATP channel opener, and 

a unit dose of growth hormone. 

24. (Original) A method of reducing one or more aggressive behaviors in a subject 

having Prader-Willi syndrome (PWS) or Smith-Magenis syndrome (SMS), the method 

comprising administering to said subject for at least 10 weeks an effective amount of a KATP 

channel opener, wherein administration reduces one or more aggressive behaviors in the subject. 

Page 3 of7 
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Appl. No. 14/940,018 PATENT 
Arndt. dated November 30,2016 
Response to Office Action of November 16, 2016 

25. (Original) The method of claim 24 in which a second therapeutic product is 

administered, wherein the second product is intended to further reduce the one or more 

aggressive behaviors. 

26. (Withdrawn) A method of reducing hyperghrelinemia in a subject having Prader-

Willi syndrome (PWS) or Smith-Magenis syndrome (SMS), the method comprising 

administering to said subject for at least 10 weeks an effective amount of a KATP channel opener, 

wherein administration reduces one or more aggressive behaviors in the subject. 

27. (Previously presented) The method of claim 24 wherein the pharmaceutical 

formulation is administered twice per day. 

28. (Previously presented) The method of claim 24 wherein the pharmaceutical 

formulation is administered once per day. 

29. (New) A method of reducing one or more aggressive behaviors in a subject 

having Prader-Willi syndrome (PWS) or Smith-Magenis syndrome (SMS), the method 

comprising administering to said subject for at least 10 weeks an effective amount of formulation 

consisting essentially of a KATP channel opener, wherein administration reduces one or more 

aggressive behaviors in the subject. 

Page 4 of7 
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Appl. No. 14/940,018 PATENT 
Arndt. dated November 30,2016 
Response to Office Action of November 16, 2016 

REMARKS 

By the present communication, claim 15 has been amended, and new claim 29 has been 

added. No new matter is introduced by the subject amendments as the new and amended claim 

language is fully supported by the specification and original claims. 

Upon entry of the present amendment, claims 1-9, 15 and 19-29 will be pending in this 

application, with claims 2-9, 15, 19, 24, 25 and 27-29 under active consideration, and non­

elected claims 1, 20-23 and 26 withdrawn from consideration subject to a request for rejoinder 

thereof 

A detailed listing of all claims that are, or were, in the application, irrespective of whether 

the claim(s) remain under examination in the application, is presented, with an appropriate 

defined status identifier. 

The objection to claim 15 for alleged informalities therein has been rendered moot by the 

amendments submitted herewith. 

The rejection of claims 2-9, 15, 19, 24-25 and 27-28 under 35 USC§ 103 as allegedly 

being unpatentable over Cotter (US2014/0364367), is respectfully traversed. 

Applicant's invention, as defined, for example, by claim 24, distinguishes over Cotter at 

least by requiring a method of reducing one or more aggressive behaviors in a subject having 

Prader-Willi syndrome (PWS) or Smith-Magenis syndrome (SMS), the method comprising 

administering to said subject for at least 10 weeks an effective amount of a KATP channel opener, 

wherein administration reduces one or more aggressive behaviors in the subject. 

Cotter does not disclose or suggest treating such a patient population. Indeed, as 

acknowledged by the Examiner, "[t]he instant invention, however, differs from the prior art in 

that administering the an effective amount of a KATP channel opener for at least 10 weeks or a 

year or more and the use of an excipient delaying release of diazoxide are unspecified in the 

prior art" (see lines 1-3 at p 10 of the Office Action). Moreover, the art does not contemplate 
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Appl. No. 14/940,018 PATENT 
Arndt. dated November 30,2016 
Response to Office Action of November 16, 2016 

reducing one or more aggressive behaviors in a subject having Prader-Willi syndrome (PWS) or 

Smith-Magenis syndrome (SMS), as required by the present claims. 

Applicant's invention, as defined, for example, by claim 29, further distinguishes over 

Cotter at least by requiring a method of reducing one or more aggressive behaviors in a subject 

having Prader-Willi syndrome (PWS) or Smith-Magenis syndrome (SMS), the method 

comprising administering to said subject for at least 10 weeks an effective amount of formulation 

consisting essentially of a KATP channel opener, wherein administration reduces one or more 

aggressive behaviors in the subject. Only Applicant has recognized that KATP channel openers 

alone (i.e., with no other actives) are effective for the treatment of the defined patient population, 

i.e., aggressive behaviors in subjects having PWS or SMS. 

In contrast, Cotter requires the use of a cocktail of active ingredients for the treatment of 

PWS-"[t]he inventor has made the surprising discovery that administering a KATP channel 

opener (e.g., diazoxide) in combination with other therapies used to treat Prader-Willi syndrome 

(PWS) allows the dosages of these other therapies to be reduced relative to the dosages ... " 

(emphasis added; see lines 9-11 at page 7 of the Office Action). There is no recognition in the 

art, however, that administration ofKATP channel openers alone (i.e., with no other actives) is 

effective for the treatment of the defined patient population, i.e., aggressive behaviors in subjects 

having PWS or SMS. 

Accordingly, reconsideration and withdrawal of the rejection under 35 USC§ 103 are 

respectfully requested. 

CONCLUSION 

In view of the foregoing, Applicant believes all claims now pending in this Application 

are in condition for allowance. The issuance of a formal Notice of Allowance at an early date is 

respectfully requested. 

Except for the issue fees payable under 37 C.F.R. § 1.18, the Director is authorized to 

charge any additional fees during pendency of this application, including any required extension 

of time fees, or credit any overpayment to Deposit Account Number 20-1430. This paragraph is 
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Appl. No. 14/940,018 PATENT 
Arndt. dated November 30,2016 
Response to Office Action of November 16, 2016 

intended to be a constructive petition for extension of time in accordance with 37 C.F.R. § 

1.136(a)(3). 

In the event any issues remain to be resolved in view of this communication, the 

Examiner is invited to contact the undersigned at 858 350 3862 or 

sreiterrq)kilpa.tricktownsend.com so that a prompt disposition of this application can be achieved. 

KILPATRICK TOWNSEND & STOCKTON LLP 
1100 Peachtree Street, Suite 2800 
Atlanta, GA 30309 
Tel: 858-350-6100 
Fax: 858-350-6111 

Respectfully submitted, 

/Stephen E. Reiter/ 
Stephen E. Reiter 
Registration No. 31,192 
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the paper as an equivalent of Part B, 

IlL All communications regarding this application must give the application number, Please direct all communications prior to issuance to 
Mail Stop ISSUE FEE unless advised to the contrary, 

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of 
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due. 
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PART B- FEE(S) TRANSMITTAL 

Complete and send this form, together with applicable fee(s), to: Mail Mail Stop ISSUE FEE 
Commissioner for Patents 
P.O. Box 1450 

or Fax 
Alexandria, Virginia 22313-1450 
(571)-273-2885 

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks l through 5 should be completed where 
appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address as 
indicated unless corrected below or directed otherwise in Block l, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" for 
maintenance fee notifications. 

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any change of address) 

20350 7590 02/01/2017 

KILPATRICK TOWNSEND & STOCKTON LLP 
Mailstop: IP Docketing - 22 
1100 Peachtree Street 
Suite 2800 
Atlanta, GA 30309 

APPLICATION NO. FILING DATE 

14/940,018 ll/12/2015 

Note: A certificate of mailing can only be used for domestic mailings of the 
Fee(s) Transmittal. This certificate cannot be used for any other accompanying 
papers. Each additional paper, such as an assignment or formal drawing, must 
have its own certificate of mailing or transmission. 

Certificate of Mailing or Transmission 
I hereby certify that this Fee(s) Transmittal is being deposited with the United 
States Postal Service with sufficient postage for first class mail in an envelope 
addressed to the Mail Stop ISSUE FEE address above, or being facsimile 
transmitted to the USPTO (571) 273-2885, on the date indicated below. 

(Depositor's name) 

(Signature) 

(Date) 

FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO. 

Neil M. Cowen 096593-00lOOOUS-0955615 6992 

TITLE OF INVENTION: METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR SMITH-MAGENIS SYNDROME 

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE 

nonprovisional SMALL $480 

EXAMINER ART UNIT 

OH, TAYLOR V 1625 

l. Change of correspondence address or indication of "Fee Address" (37 
CFR 1.363). 

0 Change of correspondence address (or Change of Correspondence 
Address form PTO/SB/122) attached. 

0 "Fee Address" indication (or "Fee Address" Indication form 
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer 
Number is required. 

PUBLICATION FEE DUE PREV. PAID ISSUE FEE TOTAL FEE(S) DUE DATE DUE 

$0 $0 

CLASS-SUBCLASS 

514-223500 

2. For printing on the patent front page, list 

( l) The names of up to 3 registered patent attorneys 
or agents OR, alternatively, 

(2) The name of a single firm (having as a member a 
registered attorney or agent) and the names of up to 
2 registered patent attorneys or agents. If no name is 
listed, no name will be printed. 

$480 05/0l/2017 

2 ________________________ _ 

3 ________________________ _ 

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type) 

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for 
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment. 

(A) NAME OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY) 

Please check the appropriate assignee category or categories (will not be printed on the patent) : 0 Individual 0 Corporation or other private group entity 0 Government 

4a. The following fee(s) are submitted: 

0 Issue Fee 

0 Publication Fee (No small entity discount permitted) 

0 Advance Order- #of Copies _________ __ 

5. Change in Entity Status (from status indicated above) 

0 Applicant certifying micro entity status. See 37 CFR 1.29 

0 Applicant asserting small entity status. See 37 CFR 1.27 

0 Applicant changing to regular undiscounted fee status. 

4b. Payment ofFee(s): (Please first reapply any previously paid issue fee shown above) 

0 A check is enclosed. 

0 Payment by credit card. Form PT0-2038 is attached. 

0 The director is hereby authorized to charge the required fee( s ), any deficiency, or credits any 
overpayment, to Deposit Account Number (enclose an extra copy of this form). 

NOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/l5A and l5B), issue 
fee payment in the micro entity amount will not be accepted at the risk of application abandonment. 

NOTE: If the application was previously under micro entity status, checking this box will be taken 
to be a notification of loss of entitlement to micro entity status. 

NOTE: Checking this box will be taken to be a notification of loss of entitlement to small or micro 
entity status, as applicable. 

NOTE: This form must be signed in accordance with 37 CFR 1.31 and 1.33. See 37 CFR 1.4 for signature requirements and certifications. 

Authorized Signature _______________________ _ Date ____________________ _ 

Typed or printed name ______________________ __ Registration No. ________________ _ 
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UNITED STA 1ES p A 1ENT AND TRADEMARK OFFICE 

APPLICATION NO. FILING DATE 

14/940,018 11112/2015 

20350 7590 02/01/2017 

KILPATRICK TOWNSEND & STOCKTON LLP 
Mailstop: IP Docketing - 22 
1100 Peachtree Street 
Suite 2800 
Atlanta, GA 30309 

FIRST NAMED INVENTOR 

Neil M. Cowen 

UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 
Address: COMMISSIONER FOR PATENTS 

P.O. Box 1450 
Alexandria, Virginia 22313-1450 
www.uspto.gov 

ATTORNEY DOCKET NO. CONFIRMATION NO. 

096593-00lOOOUS-0955615 6992 

EXAMINER 

OH,TAYLORV 

ART UNIT PAPER NUMBER 

1625 

DATE MAILED: 02/0112017 

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b) 
(Applications filed on or after May 29, 2000) 

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance. 

Section 1(h)(2) of the AlA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(i) to eliminate the 
requirement that the Office provide a patent term adjustment determination with the notice of allowance. See 
Revisions to Patent Term Adjustment, 78 Fed. Reg. 19416, 19417 (Apr. 1, 2013). Therefore, the Office is no longer 
providing an initial patent term adjustment determination with the notice of allowance. The Office will continue to 
provide a patent term adjustment determination with the Issue Notification Letter that is mailed to applicant 
approximately three weeks prior to the issue date of the patent, and will include the patent term adjustment on the 
patent. Any request for reconsideration of the patent term adjustment determination (or reinstatement of patent term 
adjustment) should follow the process outlined in 37 CPR 1.705. 

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of 
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be 
directed to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0 101 or (571 )-272-4200. 
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B 

The Paperwork Reduction Act (PRA) of 1995 requires Federal agencies to obtain Office of Management and 
Budget approval before requesting most types of information from the public. When OMB approves an agency 
request to collect information from the public, OMB (i) provides a valid OMB Control Number and expiration 
date for the agency to display on the instrument that will be used to collect the information and (ii) requires the 
agency to inform the public about the OMB Control Number's legal significance in accordance with 5 CFR 
1320.5(b). 

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain 
or retain a benefit by the public which is to file (and by the USPTO to process) an application. Confidentiality is 
governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete, 
including gathering, preparing, and submitting the completed application form to the USPTO. Time will vary 
depending upon the individual case. Any comments on the amount of time you require to complete this form 
and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and 
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, Virginia 22313-1450. DO NOT 
SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 
1450, Alexandria, Virginia 22313-1450. Under the Paperwork Reduction Act of 1995, no persons are required to 
respond to a collection of information unless it displays a valid OMB control number. 

Privacy Act Statement 

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your 
submission of the attached form related to a patent application or patent. Accordingly, pursuant to the 
requirements of the Act, please be advised that: (1) the general authority for the collection of this information is 
35 U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which 
the information is used by the U.S. Patent and Trademark Office is to process and/or examine your submission 
related to a patent application or patent. If you do not furnish the requested information, the U.S. Patent and 
Trademark Office may not be able to process and/or examine your submission, which may result in termination of 
proceedings or abandonment of the application or expiration of the patent. 

The information provided by you in this form will be subject to the following routine uses: 
1. The information on this form will be treated confidentially to the extent allowed under the Freedom of 

Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records 
may be disclosed to the Department of Justice to determine whether disclosure of these records is required 
by the Freedom of Information Act. 

2. A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence 
to a court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of 
settlement negotiations. 

3. A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a 
request involving an individual, to whom the record pertains, when the individual has requested assistance 
from the Member with respect to the subject matter of the record. 

4. A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having 
need for the information in order to perform a contract. Recipients of information shall be required to 
comply with the requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m). 

5. A record related to an International Application filed under the Patent Cooperation Treaty in this system of 
records may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property 
Organization, pursuant to the Patent Cooperation Treaty. 

6. A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes 
of National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 
218(c)). 

7. A record from this system of records may be disclosed, as a routine use, to the Administrator, General 
Services, or his/her designee, during an inspection of records conducted by GSA as part of that agency's 
responsibility to recommend improvements in records management practices and programs, under authority 
of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations 
governing inspection of records for this purpose, and any other relevant (i.e., GSA or Commerce) directive. 
Such disclosure shall not be used to make determinations about individuals. 

8. A record from this system of records may be disclosed, as a routine use, to the public after either publication 
of the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further, a 
record may be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the 
record was filed in an application which became abandoned or in which the proceedings were terminated 
and which application is referenced by either a published application, an application open to public 
inspection or an issued patent. 

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law 
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation. 
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Notice of Allowability 

Application No. 
14/940,018 
Examiner 
TAYLOR V OH 

Applicant(s) 
COWEN, NEIL M. 
Art Unit AlA (First Inventor to File) 

1625 Status 

Yes 

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address-­
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOW ABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1. [8] This communication is responsive to 11/30/16. 

D A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on ___ . 

2. D An election was made by the applicant in response to a restriction requirement set forth during the interview on __ ; the restriction 
requirement and election have been incorporated into this action. 

3. [8] The allowed claim(s) is/are 3-9.15.19.24.25.28 and 29. As a result of the allowed claim(s), you may be eligible to benefit from the 
Patent Prosecution Highway program at a participating intellectual property office for the corresponding application. For more 
information, please see http://www.uspto.gov/patents/init_events/pph/index.jsp or send an inquiry to PPHfeedback@uspto.gov. 

4. D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

Certified copies: 

a) D All b) D Some *c) D None of the: 

1. D Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. __ . 

3. D Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 

* Certified copies not received: __ . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

5. D CORRECTED DRAWINGS (as "replacement sheets") must be submitted. 

D including changes required by the attached Examiner's Amendment I Comment or in the Office action of 
Paper No./Mail Date __ . 

Identifying indicia such as the application number {see 37 CFR 1.84{c)) should be written on the drawings in the front {not the back) of 
each sheet. Replacement sheet{s) should be labeled as such in the header according to 37 CFR 1.121{d). 

6. 0 DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 

Attachment(s) 
1. D Notice of References Cited (PT0-892) 

2. D Information Disclosure Statements (PTO/SB/08), 
Paper No./Mail Date __ 

3. D Examiner's Comment Regarding Requirement for Deposit 
of Biological Material 

4. [8] Interview Summary (PT0-413), 
Paper No./Mail Date 1125117. 

U.S. Patent and Trademark Off1ce 

PTOL-37 (Rev. 08·13) 
20170125 

5. [8] Examiner's Amendment/Comment 

6. [8] Examiner's Statement of Reasons for Allowance 

7. D Other __ . 

Notice of Allowability Part of Paper No./Mail Date 
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Application/Control Number: 14/940,018 

Art Unit: 1625 

Page 2 

The present application, filed on or after March 16, 2013, is being examined 

under the first inventor to file provisions of the AlA. 

Examiner's Amendment & Reasons of Allowance 

Claims 3-9,15,19,24-25,28-29 are pending. 

Claims 3-9,15,19,24-25,28-29 are allowed. 

1. An examiner's amendment to the record appears below. Should the changes 

and/or additions be unacceptable to applicant, an amendment may be filed as provided 

by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be 

submitted no later than the payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview 

with an attorney of record, Stephen E. Reiter on 1/25/17. 

I. The application has been amended as follows: 

Claims 1-2, 20-23 and 26 are cancelled. 

In claims 3-5, line 1 on page 2 (amendment dated on 11 /30/16): 

The number" -- 2 --" after the term "claim" is replaced with the 

number" 24 ". 
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Application/Control Number: 14/940,018 

Art Unit: 1625 

In claim 24, lines 3-4 on page 3 (amendment dated on 11/30/16): 

Page 3 

The terms "--a KArP channel opener--" after the term" of" is 

replaced with another phrase "diazoxide or a pharmaceutically 

acceptable salt thereof ". 

In claim 29, line 4 on page 4 (amendment dated on 11/30/16): 

The terms "--a KArP channel opener--" after the term" of" is 

replaced with another phrase "diazoxide or a pharmaceutically 

acceptable salt thereof ". 

I. The following is an examiner's statement of reasons for allowance: 

o The rejection of Claims 2-9,15,19,24-25,27-28 are rejected under 35 

U.S.C. 103 as being unpatentable over Cotter (US2014/0364367) which 

has a provisional application No. 61/832,779 filed on Jun. 8, 2013 is 

withdrawn due to the modification of the claim and applicants' convincing 

arguments. 

Any comments considered necessary by applicant must be submitted no later 

than the payment of the issue fee and, to avoid processing delays, should preferably 

accompany the issue fee. Such submissions should be clearly labeled "Comments on 

Statement of Reasons for Allowance." 
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Application/Control Number: 14/940,018 

Art Unit: 1625 

Page 4 

Any inquiry concerning the communication after allowance such as sending all 

post-allowance correspondence should be directed to" Box Issue Fee" or faxed directly 

to PUBS at 703-305-8755. This will expedite the process of these papers. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). 

/TAYLOR V OH/ 

Primary Examiner, Art Unit 1625 

1/25/17 
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Application No. 

14/940,018 
Examiner-Initiated Interview Summary 

Examiner 

TAYLOR V OH 

All participants (applicant, applicant's representative, PTO personnel): 

(1) TAYLOR VOH. 

(2) Stephen E. Reiter. 

Date of Interview: 25 Januarv 2017. 

Type: ~ Telephonic 0 Video Conference 
0 Personal [copy given to: 0 applicant 

Exhibit shown or demonstration conducted: 0 Yes 
If Yes, brief description: __ . 

(3) __ . 

(4) __ . 

~ applicant's representative] 

0No. 

Issues Discussed 01 01 ~112 01 02 01 03 ~Others 
(For each of the checked box( es) above. please describe below the issue and detailed description of the discussion) 

Claim(s) discussed: 1-5.20-24.26 and 29. 

Identification of prior art discussed: __ . 

Substance of Interview 

Applicant(s) 

COWEN, NEIL M. 

Art Unit 

1625 

(For each issue discussed, provide a detailed description and indicate if agreement was reached. Some topics may include: identification or clarification of a 
reference or a portion thereof, claim interpretation, proposed amendments, arguments of any applied references etc ... ) 

See Continuation Sheet. 

Applicant recordation instructions: It is not necessary for applicant to provide a separate record of the substance of interview. 

Examiner recordation instructions: Examiners must summarize the substance of any interview of record. A complete and proper recordation of the 
substance of an interview should include the items listed in MPEP 713.04 for complete and proper recordation including the identification of the 
general thrust of each argument or issue discussed, a general indication of any other pertinent matters discussed regarding patentability and the 
general results or outcome of the interview, to include an indication as to whether or not agreement was reached on the issues raised. 

~ Attachment 

U.S. Patent and Trademark Off1ce 

PTOL·413B (Rev. 8/11/2010) Interview Summary Paper No. 20170125 
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Continuation Sheet (PTOL-4138) Application No. 14/940,018 

Continuation of Substance of Interview including description of the general nature of what was agreed to if an 
agreement was reached, or any other comments: The examiner and applicants' representative have come to agree on 
the followings prior to allowance: 
Claims 1-2, 20-23 and 26 are cancelled. 

In claims 3-5, line 1 on page 2 (amendment dated on 11 /30/16): 
The number " -- 2 --" after the term " claim " is replaced with the number " 24 ". 

In claim 24, lines 3-4 on page 3 (amendment dated on 11 /30/16): 
The terms "--a KATP channel opener--" after the term" of" is replaced with another phrase "diazoxide or a 
pharmaceutically acceptable salt thereof". 
In claim 29, line 4 on page 4 (amendment dated on 11 /30/16): 
The terms "--a KATP channel opener--" after the term" of" is replaced with another phrase "diazoxide or a 
pharmaceutically acceptable salt thereof". 
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WEST Search History for Application 14940018 

Creation Date: 2017012522:48 

Interference Searches 

Query DB Hits Op. Plur. Thes. Date 

(aggressive or psychotic) and behavior PGPB, 42143 ADJ YES 01-25-2017 
USPT 

((aggressive or psychotic) and behavior) and PGPB, 4066 ADJ YES 01-25-2017 
(prader $ 1 willi syndrome or pws or smith $ USPT 

1magenis syndrome or sms) 

((aggressive or psychotic) and behavior and PGPB, 387 ADJ YES 01-25-2017 
(prader $ 1 willi syndrome or pws or smith $ USPT 
1magenis syndrome or sms)) and diazoxide 

((aggressive or psychotic) and behavior and PGPB, 8 ADJ YES 01-25-2017 
(prader $ 1 willi syndrome or pws or smith $ USPT 

1magenis syndrome or sms) and diazoxide) and 
katp channel opener 

((aggressive or psychotic) and behavior and PGPB, 2 ADJ YES 01-25-2017 
(prader $ 1 willi syndrome or pws or smith $ USPT 

1magenis syndrome or sms) and diazoxide and 
katp channel opener) and human growth 

hormone 

((aggressive or psychotic) and behavior and PGPB, 2 ADJ YES 01-25-2017 
(prader $ 1 willi syndrome or pws or smith $ USPT 

1magenis syndrome or sms) and diazoxide and 
katp channel opener and human growth 

hormone) and choline 

((aggressive or psychotic) and behavior and PGPB, 296 ADJ YES 01-25-2017 
(prader $ 1 willi syndrome or pws or smith $ USPT 

1magenis syndrome or sms) and diazoxide) and 
(514/ $.eels. or (a61k31/ $or a61k9/ $or a61k45/ 

$ or a61k38/ $ or a61k2300/ $).cpc.) 

((aggressive or psychotic) and behavior and PGPB, 8 ADJ YES 01-25-2017 
(prader $ 1 willi syndrome or pws or smith $ USPT 

1magenis syndrome or sms) and diazoxide and 
(514/ $.eels. or (a61k31/ $or a61k9/ $or a61k45/ 
$or a61k38/ $or a61k2300/ $).cpc.)) and katp 

channel opener 

WEST Search History for Application 14940018 1 
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Prior Art Searches 

Query DB Hits Op. Plur. Thes. Date 

(aggressive or psychotic ) and behavior PGPB, 43520 ADJ YES 01-25-2017 
USPT, 
USOC, 
EPAB, 
JPAB, 
DWPI, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior) PGPB, 4469 ADJ YES 01-25-2017 
and (prader$1 willi syndrome or pws or USPT, 

smith$1magenis syndrome or sms) USOC, 
EPAB, 
JPAB, 
DWPI, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior and PGPB, 390 ADJ YES 01-25-2017 
(prader$1 willi syndrome or pws or USPT, 

smith$1magenis syndrome or sms)) and USOC, 
diazo xi de EPAB, 

JPAB, 
DWPI, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior and PGPB, 10 ADJ YES 01-25-2017 
(prader$1 willi syndrome or pws or USPT, 

smith$1magenis syndrome or sms) and USOC, 
diazoxide ) and katp channel opener EPAB, 

JPAB, 
DWPI, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior and PGPB, 4 ADJ YES 01-25-2017 
(prader$1 willi syndrome or pws or USPT, 

smith$1magenis syndrome or sms) and USOC, 
diazoxide and katp channel opener ) and EPAB, 

human growth hormone JPAB, 
DWPI, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior and PGPB, 3 ADJ YES 01-25-2017 
(prader$1 willi syndrome or pws or USPT, 

smith$1magenis syndrome or sms) and USOC, 

Prior Art Searches 2 
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diazoxide and katp channel opener and EPAB, 
human growth hormone ) and choline JPAB, 

DWPI, 
TDBD, 
FPRS 

((aggressive or psychotic) and behavior and PGPB, 299 ADJ YES 01-25-2017 
(prader$1 willi syndrome or pws or USPT, 

smith$1magenis syndrome or sms) and USOC, 
diazoxide) and(514/$.ccls. or (a61k31/$ or EPAB, 

a61k9/$ or a61k45/$ or a61k38/$ or JPAB, 
a61k2300/$).cpc.) DWPI, 

TDBD, 
FPRS 

((aggressive or psychotic) and behavior and PGPB, 10 ADJ YES 01-25-2017 
(prader$1 willi syndrome or pws or USPT, 

smith$1magenis syndrome or sms) and USOC, 
diazoxide and(514/$.ccls. or (a61k31/$ or EPAB, 

a61k9/$ or a61k45/$ or a61k38/$ or JPAB, 
a61k2300/$).cpc.)) and katp channel opener DWPI, 

TDBD, 
FPRS 

((aggressive or psychotic) and behavior and PGPB, 9 ADJ YES 01-25-2017 
(prader$1 willi syndrome or pws or USPT, 

smith$1magenis syndrome or sms) and USOC, 
diazoxide and(514/$.ccls. or (a61k31/$ or EPAB, 

a61k9/$ or a61k45/$ or a61k38/$ or JPAB, 
a61k2300/$).cpc.) and katp channel opener) DWPI, 

and choline TDBD, 
FPRS 

Prior Art Searches 3 

Ex. 2002-0280



PALM Resource Center 

General Information 

Employee Locator 

Examiner Docket 

Examiner Reports 

Count Calculator 

WorkFlow Posting 

PCT Transmission Report 

IDS Flag Clearance 

Bib Data Sheet Maint 

Transfer Inquiry 

TSS Activity Record 

Application Information 

Search 

Fees 

Reference 

File/Box Management 

Dispatch and Receive 

ft--·=_----·1Inventor Information for 14/940018 t ... ~: ... ~: ... ~ ... -.J ................................................................................................................... . 
! 
~ Inventor Name 
i 
~/ 

To Go BACK Use BACK Button on Your BROWSER Tool Bar 

Back to k~:-J..-}::'ti ~·) .. :J~iSiSJ .. ~'tUn: 1.·2-~~~l?..l Horne page 

http://expoweb2:8011/webapps/ExtJs/palm/palmTree.jsp 

Page 1 of 1 

~ ................................................................................................... l 

n.c). i 

1

1/25/17 I 

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

1/25/2017 

Ex. 2002-0281



Application/Control No. Applicant(s)/Patent Under Reexamination 

Issue Classification 14940018 COWEN, NEIL M. 

Examiner Art Unit 

T. VICTOR OH 1625 

CPC 

Symbol Type Version 

A61K ::::::::::: 31 I ~ 549 F 2013-01-01 

A61K ::::::::::: 38 I ~ 27 A 2013-01-01 

A61K ::::::::::: 45 I ~ 06 I 2013-01-01 

A61K ::::::::::: 9 I ~ 00 I 2013-01-01 

A61K ::::::::::: 31 I ~ 137 I 2013-01-01 

A61K ::::::::::: 31 I ~ 155 I 2013-01-01 

A61K ::::::::::: 31 I ~ 551 I 2013-01-01 

A61K ::::::::::: 9 I ~ 0004 I 2013-01-01 

A61K ::::::::::: 9 I ~ 2054 I 2013-01-01 

A61K ::::::::::: 9 I ~ 5026 I 2013-01-01 

A61K ::::::::::: 9 I ~ 5042 I 2013-01-01 

A61K ::::::::::: 9 I ~ 5047 I 2013-01-01 

::::::::::: I ~ 
::::::::::: I ~ 
::::::::::: I ~ 

CPC Combination Sets 

Symbol Type Set ... Version n"'"""'!:l 
A61K :::::::::::: 31 :::::~::::• 549 I 1 1 2013-01-01 

A61K :::::::::::: 2300 :::::~::::• 00 A 1 2 2013-01-01 

:::::::::::: :::::~::::• 
A61K :::::::::::: 2300 :::::~::::• 00 A 2 2 2013-01-01 

A61K :::::::::::: 31 :::::~::::• 551 I 3 1 2013-01-01 

A61K :::::::::::: 2300 :::::~::::• 00 A 3 2 2013-01-01 

A61K :::::::::::: 31 :::::~::::• 137 I 4 1 2013-01-01 

A61K :::::::::::: 2300 :::::~::::• 00 A 4 2 2013-01-01 

A61K :::::::::::: 38 :::::~::::• 27 A 5 1 2013-01-01 

A61K :::::::::::: 2300 :::::~::::• 00 A 5 2 2013-01-01 

NONE 
Total Claims Allowed: 

13 
(Assistant Examiner) (Date) 

IT. VICTOR OH/ 
Primary Examiner.Art Unit 1625 1/25/17 O.G. Print Claim(s) O.G. Print Figure 

(Primary Examiner) (Date) 24 1 

U.S. Patent and Trademark Office Part of Paper No. 20170125 

Ex. 2002-0282



Application/Control No. Applicant(s)/Patent Under Reexamination 

Issue Classification 14940018 COWEN, NEIL M. 

Examiner Art Unit 

T. VICTOR OH 1625 

US ORIGINAL CLASSIFICATION INTERNATIONAL CLASSIFICATION 

CLASS SUBCLASS CLAIMED NON-CLAIMED 

514 223.5 A 6 1 K 31/54 (2006.01.01) 

CROSS REFERENCE(S) 

CLASS SUBCLASS {ONE SUBCLASS PER BLOCK) 

514 5.1 11.4 223.2 

NONE 
Total Claims Allowed: 

13 
(Assistant Examiner) (Date) 

IT. VICTOR OH/ 
Primary Examiner.Art Unit 1625 1/25/17 O.G. Print Claim(s) O.G. Print Figure 

(Primary Examiner) (Date) 24 1 

U.S. Patent and Trademark Office Part of Paper No. 20170125 

Ex. 2002-0283



Application/Control No. Applicant(s)/Patent Under Reexamination 

Issue Classification 14940018 COWEN, NEIL M. 

Examiner Art Unit 

T. VICTOR OH 1625 

~ Claims renumbered in the same order as presented by applicant D CPA D T.D. D R.1.47 

Final Original Final Original Final Original Final Original Final Original Final Original Final Original Final Original 

2 3 

3 4 

4 5 

5 6 

6 7 

7 8 

8 9 

9 15 

10 19 

1 24 

11 25 

12 28 

13 29 

NONE 
Total Claims Allowed: 

13 
(Assistant Examiner) (Date) 

IT. VICTOR OH/ 
Primary Examiner.Art Unit 1625 1/25/17 O.G. Print Claim(s) O.G. Print Figure 

(Primary Examiner) (Date) 24 1 

U.S. Patent and Trademark Office Part of Paper No. 20170125 

Ex. 2002-0284



Application/Control No. 

Search Notes 14940018 

Examiner 

T.VICTOR OH 

CPC-SEARCHED 

Symbol 

Applicant(s)/Patent Under 
Reexamination 

COWEN, NEIL M. 

Art Unit 

1625 

Date Examiner 
A61 K31 /549,155,137,551 ;A61 K9/5026,2054,0004,5042,5047,00;A61 K45/06 1/25/17 t.o. 
A61 K38/27 1/25/17 t.o. 

CPC COMBINATION SETS -SEARCHED 

Symbol Date Examiner 
A61 K31 /549; A61 K31/155; A61 K31 /551 ;A61 K61 /137;A61 K38/27 1/25/17 t.o. 
A61 K2300/00; A61 K2300/00; A61 K2300/00; 1/25/17 t.o. 
A61 K2300/00;A61 K2300/00 

US CLASSIFICATION SEARCHED 

Class I Subclass I Date I Examiner 
514 I 5.1, 11.4,223.2,223.5 I 1/25/17 I t.o. 

SEARCH NOTES 

Search Notes Date Examiner 
west search updated .p.3 1/25/17 t.o. 
inventor's name search done. p. 1 1/25/17 t.o. 

INTERFERENCE SEARCH 

US Class/ US Subclass I CPC Group Date Examiner 
CPC Symbol 
A61K 31/549,155,137,551 ;9/5026,2054,0004,5042,5047,00;4 1/25/17 t.o. 

5/06 
514/A61 K 5.1/38/27 1/25/17 t.o. 
514/A61 K 223.2/31/54 1/25/17 t.o. 

Pomacy E~mmec.Art Uort 1625 I ~.0.1 

U.S. Patent and Trademark Office Part of Paper No. : 20170125 

Ex. 2002-0285



Application/Control No. Applicant(s)/Patent Under Reexamination 

Issue Classification 14940018 COWEN, NEIL M. 

Examiner Art Unit 

T. VICTOR OH 1625 

CPC 

Symbol Type Version 

A61K ::::::::::: 31 I ~ 549 F 2013-01-01 

A61K ::::::::::: 38 I ~ 27 A 2013-01-01 

A61K ::::::::::: 45 I ~ 06 I 2013-01-01 

A61K ::::::::::: 9 I ~ 00 I 2013-01-01 

A61K ::::::::::: 31 I ~ 137 I 2013-01-01 

A61K ::::::::::: 31 I ~ 155 I 2013-01-01 

A61K ::::::::::: 31 I ~ 551 I 2013-01-01 

A61K ::::::::::: 9 I ~ 0004 I 2013-01-01 

A61K ::::::::::: 9 I ~ 2054 I 2013-01-01 

A61K ::::::::::: 9 I ~ 5026 I 2013-01-01 

A61K ::::::::::: 9 I ~ 5042 I 2013-01-01 

A61K ::::::::::: 9 I ~ 5047 I 2013-01-01 

::::::::::: I ~ 
::::::::::: I ~ 
::::::::::: I ~ 

CPC Combination Sets 

Symbol Type Set ... Version n"'"""'!:l 
A61K :::::::::::: 31 :::::~::::• 549 I 1 1 2013-01-01 

A61K :::::::::::: 2300 :::::~::::• 00 A 1 2 2013-01-01 

:::::::::::: :::::~::::• 
A61K :::::::::::: 2300 :::::~::::• 00 A 2 2 2013-01-01 

A61K :::::::::::: 31 :::::~::::• 551 I 3 1 2013-01-01 

A61K :::::::::::: 2300 :::::~::::• 00 A 3 2 2013-01-01 

A61K :::::::::::: 31 :::::~::::• 137 I 4 1 2013-01-01 

A61K :::::::::::: 2300 :::::~::::• 00 A 4 2 2013-01-01 

A61K :::::::::::: 38 :::::~::::• 27 A 5 1 2013-01-01 

A61K :::::::::::: 2300 :::::~::::• 00 A 5 2 2013-01-01 

NONE 
Total Claims Allowed: 

14 
(Assistant Examiner) (Date) 

IT. VICTOR OH/ 
Primary Examiner.Art Unit 1625 2/19/17 O.G. Print Claim(s) O.G. Print Figure 

(Primary Examiner) (Date) 24 1 

U.S. Patent and Trademark Office Part of Paper No. 20170219 

Ex. 2002-0286



Application/Control No. Applicant(s)/Patent Under Reexamination 

Issue Classification 14940018 COWEN, NEIL M. 

Examiner Art Unit 

T. VICTOR OH 1625 

US ORIGINAL CLASSIFICATION INTERNATIONAL CLASSIFICATION 

CLASS SUBCLASS CLAIMED NON-CLAIMED 

514 223.5 A 6 1 K 31/54 (2006.01.01) 

CROSS REFERENCE(S) 

CLASS SUBCLASS {ONE SUBCLASS PER BLOCK) 

514 5.1 11.4 223.2 

NONE 
Total Claims Allowed: 

14 
(Assistant Examiner) (Date) 

IT. VICTOR OH/ 
Primary Examiner.Art Unit 1625 2/19/17 O.G. Print Claim(s) O.G. Print Figure 

(Primary Examiner) (Date) 24 1 

U.S. Patent and Trademark Office Part of Paper No. 20170219 

Ex. 2002-0287



Application/Control No. Applicant(s)/Patent Under Reexamination 

Issue Classification 14940018 COWEN, NEIL M. 

Examiner Art Unit 

T. VICTOR OH 1625 

~ Claims renumbered in the same order as presented by applicant D CPA D T.D. D R.1.47 

Final Original Final Original Final Original Final Original Final Original Final Original Final Original Final Original 

2 3 

3 4 

4 5 

5 6 

6 7 

7 8 

8 9 

9 15 

10 19 

1 24 

11 25 

12 27 

13 28 

14 29 

NONE 
Total Claims Allowed: 

14 
(Assistant Examiner) (Date) 

IT. VICTOR OH/ 
Primary Examiner.Art Unit 1625 2/19/17 O.G. Print Claim(s) O.G. Print Figure 

(Primary Examiner) (Date) 24 1 

U.S. Patent and Trademark Office Part of Paper No. 20170219 

Ex. 2002-0288



UNITED STATES pATENT AND TRADEMARK OFFICE 

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR 

14/940,018 11112/2015 

20350 7590 02/23/2017 

KlloPATRICK TOWNSEND & STOCKTONLLP 
Mailstop: IP Docketing - 22 
1100 Peachtree Street 
Suite 2800 
Atlanta, GA 30309 

Neil M. Cowen 

UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 
Address: COMMISSIONER FOR PATENTS 

P.O. Box 1450 
Alexandria, Virginia 22313-1450 
www .uspto.gov 

ATTORNEY DOCKET NO. CONFIRMATION NO. 

096593-00lOOOUS-0955615 6992 

EXAMINER 

OH,TAYLORV 

ARTUNIT PAPERNUMBER 

1625 

NOTIFICATION DATE DELIVERY MODE 

02/23/2017 ELECTRONIC 

Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 

Notice of the Office communication was sent electronically on above-indicated "Notification Date" to the 
following e-mail address(es): 

ipefiling@kilpatricktownsend.com 
j lhice@ kilpatrick.foundationip. com 

PTOL-90A (Rev. 04/07) 

Ex. 2002-0289



Corrected 
Notice of Allowability 

Application No. 
14/940,018 
Examiner 
TAYLOR V OH 

Applicant(s) 
COWEN, NEIL M. 
Art Unit AlA (First Inventor to File) 

1625 Status 

Yes 

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address-­
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOW ABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1. [8] This communication is responsive to 2114117. 

D A declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on ___ . 

2. D An election was made by the applicant in response to a restriction requirement set forth during the interview on __ ; the restriction 
requirement and election have been incorporated into this action. 

3. [8] The allowed claim(s) is/are 3-9.15.19.24.25 and 27-29. As a result of the allowed claim(s), you may be eligible to benefit from the 
Patent Prosecution Highway program at a participating intellectual property office for the corresponding application. For more 
information, please see http://www.uspto.gov/patents/init_events/pph/index.jsp or send an inquiry to PPHfeedback@uspto.gov. 

4. D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

Certified copies: 

a) D All b) D Some *c) D None of the: 

1. D Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. __ . 

3. D Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 

* Certified copies not received: __ . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

5. D CORRECTED DRAWINGS (as "replacement sheets") must be submitted. 

D including changes required by the attached Examiner's Amendment I Comment or in the Office action of 
Paper No./Mail Date __ . 

Identifying indicia such as the application number {see 37 CFR 1.84{c)) should be written on the drawings in the front {not the back) of 
each sheet. Replacement sheet{s) should be labeled as such in the header according to 37 CFR 1.121{d). 

6. 0 DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 

Attachment(s) 
1. D Notice of References Cited (PT0-892) 

2. D Information Disclosure Statements (PTO/SB/08), 
Paper No./Mail Date __ 

3. D Examiner's Comment Regarding Requirement for Deposit 
of Biological Material 

4. D Interview Summary (PT0-413), 
Paper No./Mail Date __ . 

U.S. Patent and Trademark Off1ce 

PTOL-37 (Rev. 08·13) 
20170219 

5. D Examiner's Amendment/Comment 

6. [8] Examiner's Statement of Reasons for Allowance 
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Application/Control Number: 14/940,018 

Art Unit: 1625 

Page 2 

The present application, filed on or after March 16, 2013, is being examined 

under the first inventor to file provisions of the AlA. 

The Corrected Notice of Allowability 

Claims 3-9,15,19,24-25,27-29 are pending. 

Claims 3-9,15,19,24-25,27-29 are allowed. 

1. An examiner's amendment to the record appears below. Should the changes 

and/or additions be unacceptable to applicant, an amendment may be filed as provided 

by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be 

submitted no later than the payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview 

with an attorney of record, Stephen E. Reiter on 1/25/17. 

I. The application has been amended as follows: 

Claims 1-2, 20-23 and 26 are cancelled. 

In claims 3-5, line 1 on page 2 (amendment dated on 11 /30/16): 

The number " -- 2 --" after the term " claim " is replaced with the 

number" 24 ". 

Ex. 2002-0291



Application/Control Number: 14/940,018 

Art Unit: 1625 

In claim 24, lines 3-4 on page 3 (amendment dated on 11/30/16): 

Page 3 

The terms "--a KArP channel opener--" after the term" of" is 

replaced with another phrase "diazoxide or a pharmaceutically 

acceptable salt thereof ". 

In claim 29, line 4 on page 4 (amendment dated on 11/30/16): 

The terms "--a KArP channel opener--" after the term" of" is 

replaced with another phrase "diazoxide or a pharmaceutically 

acceptable salt thereof ". 

I. The following is an examiner's statement of reasons for allowance: 

o The rejection of Claims 2-9,15,19,24-25,27-28 under 35 U.S.C. 103 as 

being unpatentable over Cotter (US2014/0364367) which has a 

provisional application No. 61/832,779 filed on Jun. 8, 2013 is withdrawn 

due to the modification of the claim and applicants' convincing arguments. 

Any comments considered necessary by applicant must be submitted no later 

than the payment of the issue fee and, to avoid processing delays, should preferably 

accompany the issue fee. Such submissions should be clearly labeled "Comments on 

Statement of Reasons for Allowance." 

Ex. 2002-0292



Application/Control Number: 14/940,018 

Art Unit: 1625 

Page 4 

Any inquiry concerning the communication after allowance such as sending all 

post-allowance correspondence should be directed to" Box Issue Fee" or faxed directly 

to PUBS at 703-305-8755. This will expedite the process of these papers. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). 

/TAYLOR V OH/ 

Primary Examiner, Art Unit 1625 

2/19/17 
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I hereby certify that this correspondence is being filed via 
EFS-Web with the United States Patent and Trademark Office 
on March 1 2017 

KILP A 1RICK TOWNSEND & STOCKTON LLP 

By: /William H. Gorman/ 
William H. Gorman 

PATENT 
Attorney Docket No.: 096593-00lOOOUS-0955615 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Application of: 

Neil M. Cowen 

Application No.: 14/940,018 

Filed: November 12, 2015 

For: METHODS FOR TREATING 

SUBJECTS WITH PRADER-WILLI 

SYNDROME OR SMITH-MAGENIS 

SYNDROME 

CustomerNo.: 20350 

Mail Stop Issue Fee 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Commissioner: 

Confirmation No.: 6992 

Examiner: Taylor V. Oh 

Technology Center/ Art Unit: 1625 

AMENDMENT AFTER ALLOWANCE 
UNDER 37 CFR § 1.312 

In response to the Notice of Allowance mailed February 1, 2017, please amend the 

above-identified application as follows: 

Amendments to the Claims are reflected in the Listing of Claims, which begins on 

page 2 of this paper. 

Remarks begin on page 4 of this paper. 

Page 1 of 5 
69156789V.l 
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Appl. No. 14/940,018 
Arndt. dated March 1, 2017 
Response to Notice of Allowance of February 1, 2017 

REMARKS 

PATENT 

By the present communication, it is proposed to amend claims 4, 7, 24 and 29 as follows. 

No new matter is introduced by the proposed amendments as the amended claim language is 

fully supported by the specification and original claims. Moreover, the proposed amendments 

merely address inadvertent informalities in the claims as originally allowed. 

Specifically, the amendments to claims 4, 7 and 24 address an inadvertent lack of 

antecedent basis; and the amendment to claim 29 clarifies the language thereof by introducing 

the article "a" as appropriate. 

Upon entry of the present amendment, claims 3-9, 15, 19, 24-25, and 27-29 will remain 

pending in this application. 

A detailed listing of claims that are, or were, in the application, irrespective of whether 

the claim(s) remain under examination in the application, is presented herein, beginning on page 

2 of the present communication, with an appropriate status identifier. The claims provided 

herewith reflect the amendments made by way of the Examiner's amendment (included in the 

Notice of Allowance dated February 1, 2017). 

CONCLUSION 

Entry of this amendment is respectfully urged since no additional search is required, no 

more than a cursory review of the record is needed, and the amendments do not require a 

substantial amount ofwork on the part of the Office. 

Except for the issue fees payable under 37 C.F.R. § 1.18, the Director is authorized to 

charge any additional fees during pendency of this application, including any required extension 

of time fees, or credit any overpayment to Deposit Account Number 20-1430. This paragraph is 

intended to be a constructive petition for extension of time in accordance with 37 C.F.R. § 

1.136(a)(3). 

Page 4 of5 
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Appl. No. 14/940,018 
Arndt. dated March 1, 2017 
Response to Notice of Allowance of February 1, 2017 

PATENT 

In the event any issues remain to be resolved in view of this communication, the 

Examiner is invited to contact the undersigned at 858-350-3862 or 

sreiter@kilpatricktcn.vnsend.com so that a prompt disposition of this application can be achieved. 

KILPATRICK TOWNSEND & STOCKTON LLP 
1100 Peachtree Street, Suite 2800 
Atlanta, GA 30309 
Tel: 858-350-6100 
Fax: 858-350-6111 

Respectfully submitted, 

/Stephen E. Reiter/ 
Stephen E. Reiter 
Registration No. 31,192 

Page 5 of 5 
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Appl. No. 14/940,018 
Arndt. dated March 1, 2017 
Response to Notice of Allowance of February 1, 2017 

Amendments to the Claims/Listing of Claims: 

PATENT 

Please amend claims 4, 7, 24 and 29 as follows. This listing of claims will replace all 

prior versions, and listings of claims in the application: 

1.-2. (Cancelled) 

3. (Previously presented) The method of claim 24 wherein the pharmaceutically 

acceptable salt is diazoxide choline. 

4. (Currently Amended) The method of claim 24 wherein said pharmaceutical 

formulation diazoxide or a pharmaeeutieally aeeeptable salt thereof is administered orally. 

5. (Previously presented) The method of claim 24 wherein the pharmaceutical 

formulation includes at least one excipient which affects the rate of release of diazoxide or a 

pharmaceutically acceptable salt thereof 

6. (Original) The method of claim 5 wherein the pharmaceutical formulation 

includes at least one excipient that delays release of diazoxide or a pharmaceutically acceptable 

salt thereof 

7. (Currently Amended) The method of claim 24 wherein the pharmaceutical 

formulation further comprises at least one other active ingredient. 

8. (Previously presented) The method of claim 24 further comprising administering 

human growth hormone to the subject. 

9. (Original) The method of claim 8 wherein said human growth hormone is 

administered by injection. 

10.- 14. (Cancelled) 

15. (Previously Presented) The method of claim 24 wherein said administering is 

carried out for one or more years. 

16.- 18. (Cancelled) 

Page 2 of5 
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Appl. No. 14/940,018 
Arndt. dated March 1, 2017 
Response to Notice of Allowance of February 1, 2017 

19. (Previously presented) The method of claim 24, wherein the circulating 

concentration ofiGF-1 is not increased. 

20.-23. (Cancelled) 

PATENT 

24. (Currently Amended) A method of reducing one or more aggressive behaviors in 

a subject having Prader-Willi syndrome (PWS) or Smith-Magenis syndrome (SMS), the method 

comprising administering to said subject for at least 10 weeks a pharmaceutical formulation 

comprising an effective amount of diazoxide or a pharmaceutically acceptable salt thereof, 

wherein administration reduces one or more aggressive behaviors in the subject. 

25. (Original) The method of claim 24 in which a second therapeutic product is 

administered, wherein the second product is intended to further reduce the one or more 

aggressive behaviors. 

26. (Cancelled). 

27. (Previously presented) The method of claim 24 wherein the pharmaceutical 

formulation is administered twice per day. 

28. (Previously presented) The method of claim 24 wherein the pharmaceutical 

formulation is administered once per day. 

29. (Currently Amended) A method of reducing one or more aggressive behaviors in 

a subject having Prader-Willi syndrome (PWS) or Smith-Magenis syndrome (SMS), the method 

comprising administering to said subject for at least 10 weeks an effective amount of! 

formulation consisting essentially of diazoxide or a pharmaceutically acceptable salt thereof, 

wherein administration reduces one or more aggressive behaviors in the subject. 

Page 3 of 5 
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