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0388 In ancther snbodiment, « pharmeccutioatly acosptable frmulatiouad o Ko

chanel pponer, sptomily in combdidion with growth hormong, i co-whwinisrored with g
drag that iraproves insalin somsitiviy 1o sn ovenesishi obesity proae ov chdse tudividual ¢
fduce woight Tosy and twd obesity associated conorbidities.

AR Ingnother ewbodiment, wpharomcetioatly acoeptable formaiativn offg By

1

channel opener, Gptionally 1 combingtion wit

NG hc}s‘m{;s)e, woos-ashninistored with an

awti-iy Ranpmatory 10 gn everesisht shestty prone or obose individual 1o shucs wisteht kv

and freat whostly axsoviated comartiidities,

83T 1n anothor cebadiend, s pharmacowuivally rocoptabls Homulation of e Koy

shunaed opeocr, optimally nsondbiation with grwvth §3(:<3‘3ts)(sﬂe, is sosadudistared withos

iy that fowers ctrondating triglyeoridos o an ovanveight, ohosity prone or obose tdividusl

so iduos wolght foss wnd treat chesity associated crmabidities.

3T Tnanether ombodient, K chastiel oponers, optionsdly 1o combination with

grietl S ws co-Tormudated with sthotrarnine b a phanmaceutically soey

G

formutation thatis admimistored o anveverwaight, oheadty prove or obese tndividual to nduee

et oy aned dreat ohesity-assooiated co-owrhidivies,

{372 I another sbodinnent, Kape chinne! opgaorg, optivnally vuconbination with

« the sotign of

greewth hornone, aee co-Barmudaiod with ortistar ov otbur autive tetswpres
wastric lpases i w pharmsecutiontly acceptable Tormulativn that Is admbavtoned foan
ovprwigh, obosity prane o obuse Tadividel t lodwe weight Toss and et obositys

sssociated posmodudities,

Be3TH 1o aascther cmbodiment, Ko chanval opsuers, optionally iy combinatisa with

B

arowly hownone, are co-Grmudaied with 3 pon-thinside divvetic fa pharmmesaticaelly

acueptable formalation that s admivistared 10 overweizhy obesity prove or olase

g

mdividhial 10 s woight lovs sad reat chesityassociated co-mortiditics

We3780 Duanothor codbodinent, Kage chenusl opongrs, optimally by combination with

growth honnars, sre vo-furmulated with a0 appetite supprg

s i & phsensacontioally
sonepdably formualation that I8 adminisicred 10 an overweight, vbosily prae o ohase

sgiciated co-morbiditiox,

mdbvidual o induse weidd hoss ambireat obesity-

i
R
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0373 In ancther snbodiment, Koy chanue! oponges, optimally it combinatisny with
o th horaons, re vo-fmadted with » sandabineid fecsplod anfagonist I3 8
pharmncsetically avcoptable forrmudation the b adiministorad s an beeraoight, obgity progs

orobese ndividiabn taduee weight Tos el roat chesiteassooated comortadities,

{8376} Ut snother sotbodiment, K channel opeters, optioually it condbmation with
arowth hompane, are co-formvalited with wy asti-cholostorgnuge sotive 1n 8 phammuceutiostly
seeoptable fornndation that & sdministered o avevgrweight, shesity prone or obese

giated coanorbidities.

sl trgat ohesity-

mdividual t wdwee webd Toss

{083TT] 1o anothor cebadinmend, By chanact oponers, sptionatly in connlisation with

wrowil hormone, are oo-formulated with an sotibyporionsive sottvy in & phanmasouiically

accoptalde famubaiion (hat b shaiabornd tooan overwaight, ohosily pronsor obes

individuad 0 ndocs wolght loss and troat obesiiy-wasociated cosrnorbisdin

378 Tnanether ombodient, K chastiel oponers, optionsdly 1o conmbination with

¥

groetl Sormnes are co-formudited with ay pually sensiin

waotive i a pharmsecudoaliy

acceptable formuolation thet v administered to an overweight, obesity prone o ohase

shesity-assotiuted so-marbiditios

fodivishad 10 ichior woight loss aud trew

BE3T hnsnother sebodinment, Ky chinnel opcnory, optiveally bugonthbbmtion with
growth hornore, sreso-fermulated with ae anti-inflesumatory active 1 a pharowsoutivally

sesoptible formulaton thar i sduinisterad 1o an overwedight, obasiiy prwe or ohese

fdividual o induee weight Toss and est obesttyaassociated co-morbiditiog,

{388 1o anothor embndbment, By channel openers, optiousily fnconddnation with
wrowth hormone, wre coformalated with @ ani-depressans active e phasmsoantioally

suceptabde Bamdation tat 4 aduinisierad B an overweight, obesity provs or obess

nghividust o nduge weight loss and tragt obésiv-sociated co-mebidies.

8381 Inanother ombodiment, Kope chanuel uponers, optionsdly in combingtion with

wrowtl hotmone; are op-formulated with an spti-opiloptie active i & pharmsccatically

w

avcspabie formutation that Iy adrodnisternd o iverwelght, obesity prons ar oboss

Individual to ndnce woight loss aid troat obesity-associnted co-marbhl
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0383 In ancther snbodiment, Koy chanue! oponges, optimally it combinatiiny with

growhy hormong, are vo-firmudatad with an scitve that voduges the ineldenes of

atheomssolavotiy plages 1o @ pharoecentivally secoptably formulation tat & adivdnisieed o an
oveeweight, ahenity prone or obese udividuel o tnduce weight los and treat obasity

assectated co-morbiditias,

8383 Inanothevapbodinen, Ko Shannel opasers, optiosathy i combingtion with
growilt hoemove, arg co-formudated with an acdve thay lowers sboalating concentrations of

irighventides buu pharmaccutioally avovptable Formudating that & adiministonnd i an

voteht, obaelty proveur ohose todivishual 1o tulucs wolght lose sad trsatobesitys

o

sopinted ce-mabidities.

o
o
4

{08384} Tho redostion of eroudating tnighyoeridos inan overwaizhi, obess or obesity prone
wshvidnsd v achioved by e adminisation of @y effective amotnt of 8 solid ored dosage

Forrn ol g Kype chanse! openey, optiotadhe iy comBingtinn with growdal horsone,

B3R5 A sobid et dossge formn ol ¥

P

e Chatinh Opsonter can be axsd o sdmininter &
therapentically sffeoiive dose of Kyre chummel openerito an e}wmf{zigw srohesity pong
indivicha! @ noad thereof 0 Duintabn weight, ay 1 iy preforable to maimain waight in an

obere nelividud oo sont weighy foss has dosurad when the ahernattes 16 10 regain walght,

iy

{8388 A mathed of inhiotog Yoy of greator than 5% of Intttel body S I snvenwotgh

o ibese individual cun be achisved by the prolonusd administation of & sodid seal dos

form of @ Kave charmnel sporer, spticnatiy o combination with growth hommons,

f0838T] A mthod of taducing loss of grester than 3% ol nltiad body &8 inam ovenwetght
o prhese tndividoer] can be achivead by Gw prolongad whntnistration of & solid oral dosage

formn of & Kgvechamnel apeper, optionally i cosvbivation with groveth hommous,

X

R T

8388 A pwthod of inducing lows of growter than 758% of butid body 8t bvan ovenweight

or obess vudividual can be sclioved by G profongad sdminisirtion of w sobid ovd dossge
fom of s Kaee chooad opooer, opthmsally i combinationy with growth hormaong
we3ny A motbod of inducing mcikse“nai fonsnd viscoral S i an overwoiidit oF obaxe

3

fonged adoin

sxtion of w xolid oved dossge finmof'a

maividual canvbe schiovad by e i

Py

Rarrchatned opeacr, aptisnally hyoormbinathant with mrowth urmia:

i
ik
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3w & mothod of tndugi

ss ol boady et and raductions n clpalsting v

X

iy profongsd adeaidisg

sant bo ahinved by

Htan pverweight or ohese adiv

solid oral dotagefor of & Kage chammmal opanr, optionadhywm sombindtion with ot

hormong,

WA Thevention will siw be degoribed with refirence to de followiny non-limiting
axamples.
EXAMPLES

Exaunple 1 Pomsstumt ATP chanoel activator condaining Romudations

b Compressed TablesForndations

09303 Diavowiile ora devivabive thovoo! st abont 153090 Iy weipht bs maxed with

frvdroxypropy! mothylociindioss at abouwt 35:80% by weight othyloctivling at sbowt 318
witval %% snd pragnesium sivarate {as bvivwdy wd tdo (s glislent) onoh of Toss than 3¥alw
waight. The mudor i used 10 produve a comprossad ublut ws deseribed i Raddy et sl
ALY Phorw Sel Tocka{n 1L-802003 1 The sable! ey bo coated with a2 thindilm as

-~

discussad bebow §

or migropartiches,

393 A wblet contsining 100G g of davoside or g derbeative thereofwill also contaln
approyimatele 400 mg of hydrosypropyd colltdose wnd 10 my of efhvlcethdone. & tablet

PR

coraamg 30 myp of dinzoxide ory derivrtive therso! will elso contal approcimansd

of bydrogypropy! collulose snd 3 mgof sthvicellnlone, A whictcontaining 25 mg of

diazoyide or 8 devivative thereof ol also confabn spprovimetely 100 mg of hydroxypropyl

Foid Eoopheed ;

sparticle Forsodwion of IRasoxids

3. Eneap

I Diseoxide ora devivative thereof fs ehicapsalated s miroparticles btsvedrdance

with weel Bnonenmethods G, ag ULEL Patent No, 60523621 Microparticles oF hotwesn

HH and 300 microns b Jameior gostaining diawide or derivaiive, slong wr in curnhination

Wit Gne OF e suttaity sanipions, ds Bemed with e asgistance of & graoulaor and thep

sreved 1o sopatato nistroparticlos hpving e sprrpphiatesize. Micrpariicles ars conted with'a

thin film b};‘ speay drying asbyg commereind atrunontatiin (o.g. Uniglant Spray Couting

B2

Maching), The thin film C-ssm;‘}s'isczs:» thyicelinlose, cellulose sontate, padyvimelpyrrolid

i
s
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sadior polvroryiarmde. The coating sidetion fiy the thin e may-twchude » plastidzer whick

¥

vy be sastor off, dethyl philalate, tinthy] clivste angd sudioyBir scid. The couting sclution

wmay aleo molude o tobricating agont W hioh nay b rpagndetan stearate, sodtunt ofesty, o

polvoxvethylonatad sosbitan hawate. The sosting sodation vaay further fnclads an exolpiam

1 sition or of 2 mixbae of te two rdded at 1,510 396 Iy walght

3

% : i3 PR SOTOR PR JOTNE ARG RECUEE & NIy | &
L Forpuduilon of & wldeted en of Slasonide o g derivgriios o coidroliad

FELEERE

dient and hvdrogvpropylnethekoetinlone

%t

8638 Prior i miang, both the aotive

{Dow Mothooe! 40 Py ave pssed through su ASTM 80 mesh siove, A suxnre is formad

friam T opaet dlaroxide v derbeative thereof o 4 purts lnedrovypropy methyicothilose, After

oot miy a suflicent volune of an cthanolio sulutitnn of sthyvicolulose se g

ramtsting agent iadded slowly, The quantity of ethyleolinlose por mblet in the faal

formuiatiun s sbout 1R pet. The oasy rosulitng foen nixiug the graalating agont i

& X

stgvad tyough

. Resuliing granelsv sy deied ot HF O for 12 hows sad therealier

&%

kopt b destocator for 12 hows & room fempersture. Onee dry g gravudes retainnd on 44

wnesh are mised with 18

o fines {pramdes that passed through 34 meshl Tale ad

&

srpuosiom Slearate ave added @ elidant and hebeivaut ot 3% o woight each,. A volorast iy

also added, The ablets are comprassed wing & stugle punch tablet comprossion macling

wesssl  Dissoxide sy dovivative thervof at 20-

hydroxypropy! methriceihtdose {

The gramsdated maxtios B wat

3

foctose, The nigture s gzmmia{:ea with the sdditina of waten,

-~

miifled aod then dried 12 hounsy a8 IOV L The deled mbxtwre Iy dey nadlied, Pl

withing, 25% witght ethelootinlose rasin I added {Dow Bihoge! 1OFP ¢ Bthacs] HBFP)

follovad by 0.5% welgt vagreston stearate. & colorant is abso added. The tablsts ave

R 38 % sisaghy punch el curap vnsching {Dasbuch, ot sl, Postor st AARS

Annual Mogting Noy 16-14

. Fassuds sios coated qulfﬁ‘ N3

fosf o come

f{}\}‘f«l L4

A

dordvathe the far conenlfed refenss,
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O30T The core tblet s formulated by mixing cithor HEY mag of diazoxide or & dorbvative

thoreof with 10 myp ot athvieeliulose (Bow Ethuee] TOFPY, ov for ratvdng 73 my of diazoxide

o 3 dertestive thoeso with 25ty lasbier and HY sug of othelocllnloge (Dow Brhaeet HOFRY,

or by muiking SO mg of dasexide or @ dertvative thereoD with 30 mg of lotose and 10 mg of

athviecHutors Do Ethool THRPYL The sorg tabdets are formed onan axtomated prossowith

conewes 100ding: The Soreprassion coating tomsisting of 400ty of athylone saide (Unton

A psDasbach, wt al,,

Carbide POLYOXWER Cosgulant) v appiticd and comprossad

Poster st AAPS Anma] Meering Get 2630 {20001

& controlled release doxage form of diasoxide or @ derivative thereof nying an

SID IR & R
ORI Qs

38 Dasoxide or s derbeative thoreof s formulaed ss s ssotically regulured rolea

svsiom, bnoponened, t90 complrents, aid expanidable hysbrogel thatdrivas sales

sottve drag s vesvbled with dhazoxide v a derbvative Soreod e 8 somipenasable

factiitate release of sotive

bilwainate shell. Upon assernbly 2 bole i deilled buthe sheil o

upon hydranion o the hydroged,

RN TR

s

a3 A desage forny aduprted, dosigned and shaped gs an ssmotis delivery

o~ o~

syssmsfaciured g i«ﬁi s fiest, & Giaoxide or aodenivative Sereof corapesition b provided by

blending fogether into 2 honwgeneows blend of polyathvlane caide, of disoxide ora

derbvative thereof aad - bydroxypropy] seethylicelialose. Then, & velume of donatwrad

anhvdeoie ethantl Welghing 7 fded stowly with clntinuons puRing
over $ minates. The i’m;\.‘hfiy propared wot granuiation oacreened Srotgl 3 mesl sereen
Drongh © 3 meshosoroen, deied at roen wmperature for 16 hours, and sgain soreoned
thromgeh a 20 mesh serpon. Finally, the soreonad granakaion is mived with 88% waight of

magnesiun stearais for ¥ it

ooy A hdrogel composttion s preprared as Tolluws: find, 8% welght of polvethylons

sviede weight, 2890 waight of sodivrchibieids and o seniaht ferrie oxide sopantady wre

s are wixed with 3%

crpcned throtwh @ 40 mash stecon. Thea, 3l the serocaed ngradivy

\'ﬁ-‘iii}ji tof hydrokypropy! mathyleeibdose to prodise » homogenonus blead, Next, & volums
of denatord anbydroin aloohol nquab 1o 3 of o dry rew s sddad sttt the blowd

-

with continuons ming for & mimatey, The freshly proparved wit granalation is passed

through a 20 mesh sorcen, allowsd to dry st room tengperature For 18 hours, and aga passed

no
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through o 20 mesh soraen, The sorvened wramdation iy mixed with .59 waight of

v >

tragresin dearate § minetos (soe UL Patent No, 361,793 by

o4t} The deroxade o wdorpvative thereof comprsition and the yvdrogel componiting
are gompressad o bilaminate tblets, Fiost the daseide or o derivative theregt
copposiion fadded wnd Yaraped, thes, dhe bydrogs! compositon i added and Sio laninge

<

A protsd snder w prossary boad of 2 1ovd ot o contacting Bivdasted arvangoment,

{84031 The bilwmingle stangements are cuated with a senvipormeahie wall {Le, dun filay,

The wall foratng sonpositim mm:;z;ﬁs:es 23% collulove soctate having & 33.8% sontyl

contat, and 7% polyothylone glyeol The wall forming composition iy spraved onto and

around the hlamutate,

a3 Fioally so oxit passageovay i drilled through the seniipermenbls wall {o connpet

e dlaronide or g dertvative theresdrag b with the exterior of the dosqgesistony The

rostdusd solvant iv rattdved by diving ot 309 € and SO% hangdity N ORIOTIC RORICINK

aredried st 387 0w romovs excoss motstureses UK, Patent No, 8301785 by Kagryski, ot

~¥ NS R R T STy
o Proparation of a sals

B4 A byedrochlonde salt of Giazosdde e propared by dissobving ovne mole of daeosids
E23007 g b SOl of BoQ By HOT i paased Sty the solation antil the weightof the
container v nersesed by 36 Daring the wddition of the HOL the HOE sl of dlasonide

2

precipitaios as a powder, The salths Mlered off and washod with dey BLQx

Bxangple 20 Hovhyn Qb Testine

Lo Obexitvanivud moddd

OREOSE  Forvasdavions of disw "iws;;mg‘&zm as descrtbed beroin can b

3

fostad for efficucy b aninwal swodad of ohevity ay doseribad by Suewiretal. {(Endoswingy

BG4 T 200, Beiothy, dowaek-0ld BG male mioe are housed Sfoage in v

somprraturs-controtiod IR roomy weith & 18- it 1240 dwekovele. The high fa iy and
T i {LE) exparirovntal diote contal s and %ol calosios from fad, vospeotively. &

wroan of nrive are fod the HF dig for the first 4 weeks o the study; the i

¢ g 13 anioe

3

fod the LF diet, The mice aasdpnpd 10 the LF divt ave mshiained onthds divttinonghont the

=

group of Ban sontrol mvise. At waek 4 all HF ed raiee 3 rosssignad 0 2

ot

i
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wroups of vrice, The fest group ronedng o thy HE diot thronghout the stady ae the obase

T

contrad grovg, The vomainng R grovps o mine are fed the HE diet sad adutinistored the

vontrolied rele tionof diszoside srderivative ¢t abat BSG migotacing pae bg per

ooy vy asingle Gosy adminiverad by ored gavags, Aninl mrowe

g

ghad weskly, und foud
sonsanption s measared per page dwics wackly witi! the dicts are changed atweek &

pon body weight and food intake are determined dadly. The foad efficiency {

%
&
&
&
&

R0ey

body weight gained por Catootsumad) sealonlated ob aper ¢ags bawis, Raoples v

spalysiz of nguliy, glocose, and lophin see collected on day 24.{4 days before the dios awe

changed), on duy 32 {4 days witer the vhunge), and biweekly thorsuller, 1o all cases foud ts

aoose aaidase

e REAL Th

ronwoved Bl bofore samples are collestod. Glucose v ansdysed by the g

oethod. bsulin sod bptin conosntratiims swee dueterotined by doubly anrihy

insedin genay iy baned on et stsndend, and G loptin assey waes 2 mowss sanderd, &t e
tereniation of the study, & postprasiad plasma saogdeas collentod and anatyeed for
trsohyeerich and nonestenifiad faity acyd conccntrattons, After 4 weeks of drug treatment, 8
sobaet of 10 avdmels fron sach grows i killed The epididema? white adipose Havae
{HW

N

AT setroporitones! (RF fal, nterscapnlar brows adipose v (BT fat pads, and

gasiroeneniay mnecle are romuoved, wimmed, andweighed, The poreent body it fs estimated

from theweight o cadidyme fat pad. A subserof five arnimais from cach gronp s

f»t

tnjected ipwnric 08 gy.' w ghiovag, AL pon postinfection, a phama sasple s collvotad and

appalyead for ghiovss contont by the ghwvss sxidase methad.

2. Tregiment of obesily in omans

Begas]  Ponvalations of dravesade or dervatives prepared as deanribed horetncan be

tested S officacy fvobese busans, The sady tvoosducted ascdeseribed by Alsnzadeh

vt

A domzadeh, ot sl Sl Endoor Wetah S3ABTHBII CIRORY, Subisgts cwmisi of

widerata-to-maehidly dhess sdalis with » body maay index (BMI) greater than or eguel ' 30

Fach subjrch undorgoss s complote physicsl Sxamination st the nitial svshstion,

by waight being measurad o @ staadsad cloptronds soale and body comporithm by DEX

fs4nTr Bolom the mitistion of the study, wlb valgoots o plsced on s lvpocalonie dintfor o
lead-in pertod of §weck, This & designed troxclads individesls whoe sreunbikely the
sefore tesateiont, Bp fo 30 pationts are wned &t

N, 200, and 300 meddsy. The daddy doss i

divided ot ¥ dusey i?;;sz‘ a&%m.’misirat.iim. The dose s adminbtored as oither one, twoov theee
A2
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S0 mg capautles or ablots # cach Gnwe of admindstrathny, Individuad pationts are dosed daily

Kby, weighed, and asked st any side

forapy to 12 reontle. Putionts we roviaweatl wixg

affeots o sonsurvant dinosses,

Wed0R]  Twenty-fowr-howr dictary rocal] is obtained from cah petieat. The dietry wosals
are aoahyzed asing 8 staadand compater software program, Al pattent wre placed on g

hypoeaiore diot ansd endoursgod o pirticipate i vegular oxoreiag

o] Befory commencing, wud after complation of the study, the following i;&%}c«mimj\,f

woste sve obtaind blood provsure fisting plasena glhucose, nsulin, cholosare, wiy

£33
frep Bty soids {FRAQ, and ghyoohomoglobin snd mosgures of sade o appoaranse and
sxisdation of plasma dectved Bty acids, Addittonally, routing chomistry prodilos and fasting

plasne glucess an abiainod wonkly to i @ sobtents with ovidencs of ghieose

i

intokerancs andior clectrolvie sbaormalities, heose Koanalyzod o plasa, by the glucose

oxadase mathad

Bee1) Dnenlin concentration d determated e BEA using & double-amibody ki

Cholestero! and tdglvoerides concondrations are measarad by wy coryoumte methed, Fama

FEA wodatormainod by an cneyimatis soforimetnio mathod. S sds saaossed by an iy ghastse
foderanod tost VGTT iming the wiodiBed mbumal okl S fr s overmight fast, 8 glucoss

;.

Pstus 300G mphg ) wes ashindntorsd by, Rollowed {20 ouin bt by o holos of insuiin, Blood

for deterntination of ghieoas sud ngsulin v obtatned funy o contra Indond weinag 30, =158, &,

FOR805 60A T 19 BR035, 30,40, 30,70, 108, 140, and 180 min. SEand glwwose

LG are saloninted vetng Borgmandwmodified vasinabamedel somputer

progrant bofore ad aftor U cormplotion of the study, Acuie inxelin respomse o ghisose s

dtormined over the Sod B min of the VETT, and the glucess disappearance rate (B

detormived fean S-19 min of the IVGTT. Body comprsition is mssred by bioleotricad

i

stady. Resting en

g2

wpadance before and at the completion of €
wigsnved by ndivest i:aim‘i;tmiry affer an overnight 13-h fast, with s
pariod of 30 min, Urine i cotlected over the corraponding 24 b, for messwement of tgd

 of subsivsde sy, hofors and wfter the shady.

Tk

Ex. 2002-1359



W ST TS PELETRARIGISBB4RE

3 e Brmans by cogdminisiering dlozoxnide snd phestermine
{4 Bvaluation of s prolonged co-adioinistrations sof solisd woal dosage foror ot

disroxide s a dorivative thoreol and phemiarpune 1o obese bumsns with & modgraio-fos

motbidly wid & bosdy muss indos (BMI) greater than o egosd o 380 ke, Bagh subjsct

undergoes s eomplete physicwd examitstion st the initial sealution, fody woight bolag

mgusirod on 2 standand slecironic sealy and hody cumposition by DEXA.

084121 Befor the inttistion of the stady, all yubjeots are placed on a hypocalorie dist for »
ko

complivng and 1o sratre stable body weight bofime teatmont, Up to 180 patients are fosted.

o

fariy

This @

lead-in portod of 1 we estgred o exclade individealy who arg unlikely o ba

Deaily dosage of digzoside v sobat 200wy The daily doese iz divided ot Tdoses for

sduimivivation, The dose 15 admiistered as oither a 100 vig oyl ora 100 wg tablet &

.

cach nime of adpunistndion.  Individual patonds are dosad dathy o1 op 1013 mwwadhs,

*hantorming B whoinisterad ay g singlesda

ey

v dose of 18 mp. Patlony s wviewed svery twg

wonks, wedzhod, ansd askod sbout any side offocts or cuncurront Haswes,

U413 Al patisats are continecd v 8 hypucalorie diot and encouriged o pa

vemdar sxercise:  Bafore commencing, and sfier somphstion of the study Jaboratory sty

desortbed 10 the exangde above are sbtalned

2 X iins 2 g d ¥ i T S N S PRSI
& Frevesticn of divbetes fa predichetie famanm

Mot The sounple deseribes vaeof dissosids i w prodinhetic ndividual o provom the

« N

ocotrrenee ol diadosen. Fudbvidoads inchedod hvthe study ddb bavve elovated risle of doveloping

W3
hed

dixbotes ey vasured by e of bwir mothods, Bra Tating glocise ey they lave plsmg

mpdbindicating in';pztifﬁai fasting glucose, oyt aw oral
dlar 2

post-plucoss foad indicating they Tave tpaived glocose wderanee, Traatvont i nithaad in

gluossee valucs batweon 100 and 1

ghopose tolerands fost thay hove Masma glecose vihues betevenn T4 and 199 myy Bons

any tndivichad yeeating sither oritenis. Troated fndividuals rocetve oither 200 g diezaxide

par day av s W0 mecapwide or fabler fwdtor perday oras o 100 aig oapsule or sablety once

per day, Placebo treatad adbviduads receive sither vue placebo capede o taiiet twdoe per

day or twis placebio capsules o tableis onge por day.

a8 Treatmont

¢ with OGTT s fasting glocose msasuresd

S

meathiy,

wd
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sdede SO and metformis B we o

Bedisl A susisined redvase co-formutation of diszoside HO and methenan B i

prachi tabdot rontrn that boludes 730 mg of norformie BCT and

o by formming & Siangh

00 me ol dizsoxide HOL Theve sotive ooy ars Mended with sodivm carboxvietnd

eatiulose {aboat $% (wiw dy, eprmasdiose (ebout 23 (wiw), and wsgnesium stearsis |

ffwin The copspressed tabled is forther conted with s vombinatin of ethodoelbiose (B8

{wnw Y and metliv! colludone C30% fwiwiy as 3 thiy Blm o conerol rate of hydeation and deng

voloase.

{4171 Tepe H dishevio padionts sre teated with the oval dosage form by adminiztration of

o Tubleds one por day o one teblet evory 12 hours, Trostmaard of the patient with the dvag

iy cudinaed uotl one of fueg therspoutic cndpoints 13 eachad or for o Tung as the pationt
dorives therspeutic bepefit fonn administration, T twse therapoutic endpiinis that would

w

sorve a3 the basie fiw the decisivanto oease trontmend inelude the pationt roaci

Maxs ndex (BMI (g’ botween 1R and 25 gy the re-cstabiishment of noemal slugose

srdorance I the sbrenes of treatment. The patient & nwnitorad periodically for () glueome
] a1y

tolorancs using sn ond ghrcose tolomsnce e, 9 glyeomio contrad using o standard Blosd

el P

gluonse axsay, (0 waight gain or loes, () progression of disbetie complications, wud (0}

adverse sifecte sancisted with the wse of these sotive Ingradionts.

Q. Freventiont ar ivegintent af welphe gads Iy & pation weeated with ofansipbe
{488 Pharnwcothwrapy for sohizophraoia by ittatod e 3 paticnt mosting DSM LR

griterin for schizepheenia, The peticat s sdodmstored B mg of ok

patient for schizophrenia includes 230 ay squivalont

b

onve por day. Adpenctive therapy 1o

W

of valprode aoid ss divalproox sodiam (Bopakote, Abbott Labsh Woight sain, dysliptdenia

and imprired glocose wlersnce, and metabolie syndrome are high fequeacy advarse gvents

0 pations reated with v condbnationef ami‘i~pﬁ}-‘£i‘:{s§iﬁf& Weight wain, yalipidarde,

33 .

therspentioatly effotive dose of i K chansel sperer. The petions i trvatod] with

s

sdntinis

stion of A mgday of dazoxide ax g ouee daily tabiet fornwlation. Dilaroxide

administratiin continues entil the waight gain, dyshipilonds, apabred glacose W

3
3

metrbolic syndronie iy conrectod or vntil weatment of the prtient with claapine iy

disoontinued, Dyelpddonda o duteosd by measering obroideling coneentrations of wisl

R
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erol, inghvearidey and so-cstorifiod Bt aci®y, hupaimd ghieos

throvgh the uee of ood or TY glucose tolormmon 1
syndrome ts detsete ts-},s rcasaring e key tisk otory tnehuding contval ohasity,
dyslipnderata, ipatred glevose tipraneg wnd chroubeting concentrations of Key

proteflanunatsryoytokines

Exanmie X Clntedd Stadv o Obose Pedlaniv and AdelL PWSE Patisny

8419 A single-cantyr, apen-abel, Waglcany clivdeal study {PE vy dotdde-

blind, placchoscontiolled, randomized withdrswal extonaiin bas béon chvied out. Padionts

seere hrigited o a RDUOR dose of about 1 S muke (masamuam stariing doseod 145 mgh wnd

wwore tivsded ovory B4 digvs 1o about 24 mpkg, 33 mgthy and 42 mg ‘_zmximts;fs}. dose of

-

G783 my). These DOCR doves are squivalent o diazoxide doves of L3, 1.66, 228, sad 2.9

tat the dserstion of the

resperin

fv. Patients were pp-titeaied at cach vist

"’}

invosiigator  Any pationh who slhiowed ap increase in rosting enorgy expossbnne wadive a

restuctiom in bypombagia fsan Baseoline throngh Bay 27 o Pay 3 owas desigasind a

Raspunder sad cligihie o be randomized tinthe dosble-blind phuase. Bveryone swhs

eorapdoted theupen-label phase wan s Respoodor amd was randimniaed in and comploted de
double-blind phase. Daving the doulde-blind, placebo-controllad, rasdonized withdrawal
phase, Responders ware maadormized i & 11 mstlo eithor to conthse on gotive treatment at e
dose they weere treated with on Day 33 or o the placebe equivalent of that dose for an
additional € weeks (39 dayay Now-respondees sontinued opatt Iabed trostment with TCOCR at
the dose they were treated with on Dy 82 for an sdditionsd 29 days. A totad of 12 pationts

wore evwolled in thestady

Sehemsiic

Sereeming : Boukde-Ritagd,
B g © Phyeeho-Contredled,
Qpen Label Treatment Peviad : Rangdowmized

& daxs} X Winnlrewal
Estension
(23 daysy

Dy g

Non-Rimpotdas

FAH soreen w‘st-\u& wres st b comploed ke v 18

Inclesion Oriterin: Basle reguirenisniy

B
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= Abily o fullow vorbal and writien instructions with ur witheod essistanes from

| puandisn

e Informed consent R e by the subjost or their |
e Complsted the seresning process between 3 and 4 wecks prior o Baselise Visy
Gaseral demoyraphie chavacieristids

#  Mate snd fomade pations 1050 23 veurs of sge, mohusive af de time o dosi

ae

= Conetically Confirmed Prador- Wil syndrome

i

¢ BMIexoeods the 95 porcentils of the age spectfic BME vahe onthe CDOC BME
shisrts-or pereent body 802 353% {The body fat onteria will only be used 1 there

wors ¢ mossaornent vde within 12 months of the Screening Vs, and the patient

has not lost welght sinoe the meastrement. Undor all othor cirovmmancey, the BMI
oritaria il apply. )
= Clonerally beatthy aa decumented by the medieal Mstory, plhossios! axsanination,

1 assessments, 12-fead elestrocardiograny (BCG), and ohinied! luboratory

¢ fasting ghooss <13

o HbAlo s %

Eadpoints and Statistieal Analysis

848 Dreryondpoi B messared B swe thaedrnes
prhase as change for poreent change: from Basoling 1o Day %) and 23 dhuring the doebie-
blind, plecebo-contrliad, randonstzed withdrawat phase ey ohangs Qor percant change) from
Dy 68 to Lay v

428 Eadpotoe pessired duelng the open label trostment phiss worg anadyeedibny

paired ttest while those messurad during the double-blind, placebo-Contoliod weatment

phass are sublpoted 1o ANOV A and puired ttosts,

s

oastred weing paraw 3

%

U422y arogive

Efflenny cndpoints nohade: by

ravposas piva neadificd Dhvkeas hype ;<‘~z.ua spestionnaie - covvweriad 1o @ wamaric soor

between § and 34 weight; body T (osasured by DEXAY, boan body mass (mwasured by

1 rasting enorgy expraditire {mensured oy tndireot calorimetey ), respimiury Guotient

by ™

wittsd Clrepmforence; BME chrolisg loptinginighyosridey

ol Add

{ rensmred by tndivect pedorimedy

total cholosterol, HOLU cholestorel) san-HD L cholaxarol and L choles
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information was coflocied in & behaviorsd guestiomraive: Tabdes 2 and 3 sienmarize e vl

at which osch ¢ crneasard,

QY PRTAMCIOT WY

Table 2, Tiow points for aessserment of ¢ffioaey pavmmeters during open-labsl phage

3 Ipaen
. Visll | Visl § O Visie | Vil o
Pasmeter Haseline . 5 . dabwd
3 3 < 4
INGHEREHE
Hyperplugia + + * * * + b
spreating @ +
+
=X s A + 3 NS
4 + G %
¥ & + + + t
e .}
Liads + +
FPohavios!
k R o 4+
HEC AT T N

Fabde 3, Time poluty for assesoinent of efficacy parameters during doablobilind

freataest

Day 63 End of Dpen Day 97 End of double
Barametdd Sersening inhed freatment blind trestment

Hyperphagia 4 + + %

Rody fat Y

Loan bogdy

FORGS Either at soregning or basedine +
Welght * ¥ * ¥

REE & RQ + % %

Waist

Y + ¥ +
¢ &
¥ + ¥

+ RS

Patients iy the Study

843y Domopraphis infiraition and relovant medicalUidstiny 1or cach patient & showa

1w Table 4. Bloven of the thirses subiscts sarediad dn vlinival study BORS ovanploted the
& 2 }

opea-label phase, Albwore domtifiod ag Rospondors sad wers, thovelors, rasgdonvized i the

7=
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double-Idind phass of the study, uble-tfind phase of e

ty comploted the pl

ud B

tio nf pationts envolied o B stady wre providod dn Fable &

Table 4. Demegraphiv information and relevant medical bistury for paisnis sarafied in
PR

PWS Kgaat GH

Patlent | Sex Hagoosts | ®
:ig TR, ohwy
BN RS 4wk Nor
FRt Ctd., BT u’k‘{
curebeal
&1 a8 | Dedougn 3wk asting |

43 8 1 I8S Sk N
AL S B A P Dy
MO F I¥8 iy
RIRRES M o I87 dyr

pidads

sepdests,

JGeaa LS
N6 | M | (83 R R
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Table 5. Baveline sharscierintivg of subjsets whe were randomtivad in the double-blind
phage of clindoad study POEIN.

REE
TelE¥A

Poroet Hypers
fwady fay ' '

w

$26 383 1.8
484 280 7
56,1 538 205
5106 53,8 513 3
A%08 534 0.0 355
{48 07 IR.E 0.8
155 493 2.4 e
140 IR 317 8
149 56,6 4545 10
e 337 418 {6 ?1%
77 &4 25T 34 WG
18

L8 s

14858 BLA%

Basing

004281 Onesaldeot, o traaied irygu o 2 dizbetiv, Hotshiod the opoa-debol troatmond poriad on

sdoscof L&y deots, 1 Hinishod the oponlabel trestment parind

ata dosaof 2.4 ant & xabioots enrolied in the stedy finished

Chasges in Body Composition, Walkkd Clrowmierence snd Welght

a3

CACweRs pot run on Day 87, the only body
Xowas not run on Ddy 87, the only body

fegaa]  Body fat and boa body sase wre measoned by DEXA af bussiine sad aymin o
the cod of the open kebel freatment. Slaen |
cramposition messpremnets made on te subjoots randontized in the doudblo-biind phass

body gompositia changes are autlingd

pognersd By the porkad fom Baseline o 6

T
K

i Talde 6 Changes i budy compesition by DEXA were evalaated sepuvately for subjvets

Ny

weiro ware growdh borprone trested aul growth bovmsone wabve, Thess roxalts e showa i

Table 6.

RS oy v bodky mass, Tho

sadior af foan body muss o basdy fatwas aisa caloulanod,

§6
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Table f

£ hasges i bady compositing by BEXA foms Basddie through Uay &8

Al subients randumivaed i the double blind phase

Parsrpeyr 1 | Puvent Changg

{) {\}

s fat mass fatin | 11

{2
0154

G.67%,

Crrowih hormone teated sl
Paramwotoy n 1 Pomew O imml
Body St &
Loan body mass & .
£ooar Dody mase Tat piasy ramg H .81 i
Wein & {1188
Ovowth hotmone naive s ]
Pacwrnster n | Pereent € Emm}c p-value
Body fat & 2 ALK
i\,\iﬁ bg fd ¥ A ) G058
o) a3
N 3,343

e84 et and clinivally

CER for Hyweeks had e highhy o

velevant fwpact on body compositia Inclading redustions i body et inorsasnsin Josu bady

s gt aovery rarked oroass o lean body muss 1o body fat ratio: Beoauss tose pations

oy

Had almost egusd Tean body mass and ¢ mess & Beseline, paraliel noregses in fean body
suass wnd redestony i bidy B veselt bralmastUad net ol weights In gosenal, tha
changes 1 body composition wore of shenler msgniteds by both growth hormon tredted and

groweth hortsne tefvesubineis

WEGIST  The changes i body compositog were dose dependent. Thoss nidyjecss wha

caanpioes the opon-hbel ircatiomnt phase st & dose o 4.2 mgfhg sxporioncei 8 8.3% desrease
o fatinass, 8 SN tnorsise f Tean body ronss and @ TGO borease n the Tean hody e o

fat mass o,

%

80438 Threospbinoty in e stody showad grodtor tha

Cinpreane in leah body mags,

-

catto, Mo thas halfaf the

Byery subjoct showed an horease o fean body e
subjocts in the sbuady shoveed o P noresse W the loan body s at sy ratio, and s

showed more than 8 2090 morasss
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o4l Flgwes 4 sunpeaeize the porosat change i body #, loan body mass and fean

bady youss/fat tass e from Bascling theoggh Ty 68,

08437 Woight aad wadst circymifvrace wors mssswred Garing the physical exam stk
visit. This date can besed to evaluate the change from Basoline through Day &9 S all

subjects randomived 1o the dowble-blind phase, by arm forthe pariod From Day 6% through

Dy 97 and i those who contineed on DOCR v thedoebledding phase frove Baschne

shrotich Ray ¥7. The sesuliy fronghe period covering Buseline through Day 69 are

sununarized fn Table 7 The rosults feomn the poriod covering

sy OF duough Oay 97
shorwn i Table & Tho resuls forsulyjects who contingad on BCCR o the double bind

phase frotn bussline thecupgh Day 87 wro shows b Tabied,

Tabde 7, Chauges in welght and wailst circumlersnce frem Bageline through Day 69

Faramwtey 1 Change Pavent L pevabse

¥ over
LRURVC

i1 Q387

< chreundoronss i1 -3 S am

Tabls ¥ Changes b weipht aud wabst cirduaference from Doy 6% through Day ™7

ChangoPercent prvalud
Parameter Agmy 1 change copanng amm

‘é« e izi

Watst stcwaivteney

Tabde 8, Changes Iy walpht smd sealet giroumerence from Bascline through Bay 37 for

those trested with DOCR By the deuble-bilnd phese

Psrwmada i Chaige pvalue
Throueh Bay 87

3 -3 Tem 2.030

e ey

e ohangy w woight from Bascline throagh day 69 be BEXA and

by the standard we
e DEXA angd 115

thore way e stetistically stgnificant radustion fy wabtoircemisronpe through Day 88 iy all

igizt neasuremisat prodares wlomst Wontieal vosults fan fnorstsp ol

¢ e the standard approach). bcomtritio the ek of change

sshiects randomized in the double-blind phases hevngh By 97 Ry those who contivesd oo

2
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¢ comparison of chauge I waint chivandoronre botween aems botween Dy 68

R dsx:fia:g which the plhonbo tronted pationts showed an hcromontal Inprease In

waist iroun o, winilo those who continand o DOCR, showdd g nctadleredition. The

vedaction o waist clrcumtforsace v consisisatwith the oxplanation that DUCK treated

R

suhjecty are losing vix

Changes I Hyperphagia

(

W3t The hyporphagita guestionnaive was admibustored ad ol isite, This duts canbe

N

gsed to ovabirate the changs from Bascline theough Day 69 for all sebjosts vandomized s e

double-bdind phaee, by aent S the porlod from Day 68 throwgh Day 87 and in those who
contivued o BUCR i the doeblo-blid phass from Bascline throwgh Day 7. The rosuls

3
b

from the perlisd covertog Basobine through Day &8 e sotiniarized in Table H The sosuls
¥ &

fram the poriod covering Day 68 Gooogh Day 97 avpshowan i Table 11 Therpselts for

mdvjeots whsr continred on DOCH in the doudde Blind phast from bascline tirough Lay 87

wre shown fn Table 12

-

Pabde 18, Changey i Syperphagia Frony Bascliog thraough Day o9

Paramete it Porgent chiange
i~§.\-«'per;:> hagis i1 -31.8

Table 11, Changeyis byperphagia from Bay &% throngh Day &7

Pyl cumpaRting

VAus s L Cleege
Hyperphs DCCR L 3 R
Hypxephagia Placcbo 1 8 £.33

Tubde 12, Chamges in hyperphagia from Bageline throagh Day 87 for thoge troated with
BOCR o the doudsle-bling phase

Pavaogter # Perosnichange | povalue

Hwongh Day 97

Hyperphagis 3 RELES

0438 Thore was o stativtioally siguifiosnt redaciion i hyperphagh o sl subjecs
vandornized tn the doalle-Dind phage from Basoline through Day 89 snd bthose whe
973,

continged on DOCR dwough the double-bivad phase frons Baseline Swough Dy

8836 DOUR frosied paticat o the and of 97 dues of ooy dlusved g0 Ingrovodn

stwers treated with DOCE S o9 days fullinead by
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Cidays of placebun treatiagat showsd onby s o-hnproreerneat iy vperphagia on Day 973,

<4

Thag, af heond of the doura-bling phase, DUCR weated pr e more than twise

the napedvivient 18 heparphagie as ) thosewhe ware vandomiand e plavele it doadde-

blind phase, Chee pationty dizcontinge from DOOR trentment, given S foug halidife of

) B lakes aboat 710 davs o complotely ooy oo glroalation. Vorbatim
Statemeny ware obtained from pavonty of subiects i the study vigeesting that tey had seen
thedy chifdren s food related blwvior doteriorass onhy 1o fhe ey ool oF wineky of the study,
suzgesting & longer double-blind phase nuigdy bave resdted v Ruther separstion of the arms,
in gonersl, the maganitude of impaet su how upset suliieots bocanwwhen dested food, how
sasy i was o g thon 1o think shovtsomething clee i onee duosted fosd, and the opacton

B

fhe freguoney of stouling food,

frg throssgh e toasle for food and bargaintng for food

ware of gl vadent OF greator mugnitude as the overall pat onthe hypempheghase

BOCR appesred o have losser impast on fesy ek or guick subjocis were with rospeotia

food wad op bow often they got ppatuight 1o seck Sood

{8437 hﬁ;\rm vt 1 hvpembaiia wers dhgerved i subjects Wit Baseline

fvporphagts rangiag Fom 20 A% o T than § G339 on a8 1o 3 polat seals,

Y o
¥

038 About 25% of the sabjeots endod the opon-dabel phase with very low Tovels of

byparphaga (2 or 3 ona € 40 3 sealeld Those sidjsotc tanded 10 be able ro kose mure body
fat than the weorage, Teeosoclvsulyects, bath fomales, one wowth hormone soated and oie

greth hovnons natve, bt mors than 10% of thelr itial body $ maxs through 10 wesks,

{8439 Flguee T shows thachangy in hypomphagia fon Basoline through Day 68
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Changes in Lipids
{848 A Hpid panclwas evahaatod st Baseline, andagain on Day 69 and T 97, This
data can b aaed toovalnate the change from Baseline through Day 68 forsll saldects

sendonvized o the doehle-bliad phase, by sem for the ported feoam Bay 69 throygh Day §7

and 1y those whoegontased on BOCR twthe doubipeblind phase from Baseline thenegh By

o

B7, The rovalis frony the parivd covering Basoline through Day &% are semmasized in Tabde

X,

FR The vesults for subieoss who continwed on DCU

R
¥

R e fhe dooahie Bl phese oo baseling

through Day 97 are shown in Table 14

Table 13, Changes is Lipids feam Bascline ihrough Bay o8

Pavarnotey B Porcom change L mevddoe

1 cholestorol 3 ~1 0% UG

G010

o

Non-HDLC

o

Table 14, dMedian Porcont- Clnnge i Bpidy frovn Baselbne through Day 87 for these

treated with DUUR in the double-Bling phaye

Pacarasdyr

Total Cholesterad

Triglecondes

MO

AL %

Noo-HDL-C ~13.4%

g1 Comustont with provious sudies involving DOCE, vosdment of subjeoiy

randsanized v the doubde-biind phase with DOCR frons Baseline Hwough Day 69 revaltnd 10
a pamber of aatistically significant changes b lipids inchuding roductions i total cholestorod,

LI cholevierod anubaon-HENL Cholesterad. Bvon though the hmpact on irighveerid

Targer msgmitide, # &d not reach signiffonnes bosanse of the smallor s and groade variabilit

i the populatiay. In gonoeal, greawr reductins i trighecridey wory snep i

&

sigaifioant clovations o tdglyvoerides st Baseling, A stmilar pations was observad in those

who winrd froatdd with BUOR trougd fhecond of the dopbie-blingd trostinent. The docresg

a8

i sotal cholasterol, ighvetrides, LEAC and non-HI¥LAO wore @] larger b thase who wers

freatedl with DOUR fonger.
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Changes in Leptin snd Ghralin

HUTEEI I

v racasyred @t Basshine mad agadn o Day 08, The

 and ghee

onit

from Daveliw tutoeh Doy 89 fordeptin and ghckin are provided oy Tablc 13

=
R

Tabie 18, Leptin and ghrelin changes Trom Bascline through Day #9

8 Porvont change - pevadug

&

0.061

&

s,
o

o343 Puniber evidence for oss of body 3t comey from the anadysts of loptin, e rosgls

of which sre consiaiont with the DEXA date and the date on watst oiroamforence, ahboagh

wot gt reacking statistivad significanes, Toptiy 38 down more dan 200 fom Baseline,

f8ddd] Wil gleln may of may not contribute substantially o vporphagia in PWE,

sedactions in ghrehin gre boveBoial 1 PWE pationi,

Bebavieral Changes
8495 A dquostiisinaire, sdaptod frien e PWE natural Tustory sigdy, was used 1
dicuraont 8 prosance W sbsenee of 23 PW S ussociatod bebwviors st Beashine and agaimon
Day 68, Those bebaviors geoorally foll fntin d categories:

£y agurossive, threaoning sad destructive behaviarg;

~

{2y selfaajwias bobavbag
{3 compuisive bebavion,; aad
{4yother behaviors.

The guentionnaire was adotbustored 5t Basoling sad sgsin on Day 88, Ddscontinestion ratos

for aggressive, threatoning, dostouorive bebaviors amd for ol ofer bebaviors wro shown i

{88438 Thempacton g axiependent

af an impeet it Iyporphagin,

Chages in Resting Energy Bxpendiure and Resphratory quotiont

46
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W7 The moesuromons for rosting enorgy expromliture and respirsiory guotiont werg

B

Agit to visit, Despite the variahility, resting nnergy oxperalitare and

quitie variable from

rospiratory quekiont apperred o Be unchanged from Baseling duough Day 68,

Changes in Insulin Sensitivity

f0498)  Trostmert with DCER by oother olimes! stwfies wse sesseiated with hmproreomeniy

in insuthy rexistence as mosstred by changes it homeostatie model xesessraent of tnselin

¥

sesistancn (HOMAAIRY. Djwovanents in invalin s

ity are well docenemiad in the

” o

iserature on dimzosade. The subdects sorollad i the double-blind phese of this study warg

quite fnvaliy sensifive at Basobine, which i tvpioed of WS pationss 1o this age rangs.

Conmistont with prior DOUR clinieal studioy angd the histourie dlasoxide Terature, troatment

Arh DOUR for 10 wesks vosulied o s fnypwovenonm i HOMACIR fran 28121 B w

Basaline 1o 1485136 on Day 64 The diffovence did not reach ¢

{?“’\‘-{ } R {}i‘) 53

Eaanpde $: Clioeal Btodios with Smih-Magonis svndonw Paticnds

{04481 Tow st exangple, & Smith-Mugenis syndrome pationt by trosted with ap orgd

s adminiatorsd By divided

susponston of disvovide. The tnitel dose B epproonuately 1wy

doses. After the pationt bas beon stably weansd with T ragdeg for s parind of 1102 wogks, dw

3

doswe wy tirtod o dhont L meke Adiorthe pationt had boen siably treated with L3 matkg

fora ;\j}miiwd of 1102 works, the dose s Ogated o aboet 28 mp'ky. This prucess of

he diag by abing 8.8 o

3 ench ttration step and the duratbs of reatent &

cachuatgp of § 6 2 weeks iy cosdtivued watid the pationt displays an sdequale wyponse fo

-
ALY

sreatpont, or e maximal dusn of 8 mgdigs roached. Podomial rosponsas 1o raatont could

inctude loss of bady fat, rodoction i hypotonia: s incresse iy the loan body masy o Bl mass

e

vatto, reduction 1o fvpaphagis, roduction dn walst chvamnforenee, loss ol weight, redogtion in

i cardiovasadar risk factors

amsl age

nper il it

Trsatment with the drug s shrinie and may continne for Bife

00450 Yo w socomsd pxample, & Smith-Magenis syndrome pationd iy trgated with @

Th

The il dose

- ablet formuiasion of S dide chafing,

gontrolied red

g%
;-x"
[55%4

G rdministored onee detly, After the pationt hax boon stably trosted with P8 g
fora poriad of T Dweeke, the dose I Histed o abont 21 :atzgs"kg, Aftar the patient g

the dose is sitratesh 1o shawt

beon stably treated with 2.1 mg cerod of Tig 2
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2T mghy Thivprocess of nereasing the duge by aly

i

¢ i¢ continupd until the pationt disphaye an

s 3 cach titration stop and
i+ i 3 fery E -§ P ;
the doration of toatment st cachsitpof o 2w
adequic wsponss o tolment, or # manioad doseof S g’y i voathed, Potontis] responses
o trentrrent conld inclade foas of body S roduction tn Bypotonis, an Borpass e lean

body ttass 1o fat maags ratio, redogtion b yvporpbaghy, redaction brwadst clircpmforanee, loss

of wetuht, rodtcton by tomper suthurseyand aggrassive belavior and Tmprovenonts in

gardiovasbalar vivk Sctors, Troatroent with the deag s Srosie gud remy cowdinne S fits

o,

{8431 o thind soweple, 8 Swithedd

X
13

rodouss b

it forrowlarion of diveoxide choline, The initial dose is approcintely 13 ragke

admivistorad ong Aftor the patient hux hoen stebly owted with L3 my

« for & period

af 1102 wioks, tedoseds toaind B abowt 22 wghe. Aftor the pationt has boon stally

trpated with 2.2 mgihe fova poried of 16 2 weeks, the dose b tltested 1o sbort 29 mgkg

s-of increasing the dose by abat .7 mg s tiration stop and the dhratica

tesol step of 1o @ woeks e conttnad ol the patient displies an adeguate
vaRponss (0 reatment o $imakimal dose of § mivkg brcached, 1o paralicd, the pationt wmay
abso be troated with belovmil,. Potomial reapossen e treatment conld Tactade fons of body

fat, reduction n ypotonia, an Snorease b the Toan body pwas o fad mass ratio, rodeetion dn

fyporphagiy, reduction in wiost oircudderence, sy of weight, reduction Is tomypser cutharats

amd aggre

sstve Bohavior wiel ipyrovebsnis in cerdiovascalay wakofactors. Treatraent with the

drug Wy chronie ancd ey soniime Ror life,

g patinnt o toded witha

X

U453 g Roorth oxengple,a Swith-Maganis vy

cemtradiod sedeane teldot formulation of dis W approximataly

1.3 mghe adminbiored onge datly. &fler the pation bas boon siably tevated with 1.5 mpky

&

1

3

forapertod of 1o 2 wesks, the dose tv titratod to abest 2. 3 mpdke. After theopationt has

oy period of e 2 weeks, the dose s Sratad s gbowt

boen stabdy troated with 2.3 mig'

RES This procesy of Inereesing the doss by abowt 8.8 ke ¢ ok ttratios stop and

thve drstion of reatment at cathatop o8 1 o 2 woeke ia continued wndl the pationy displavs an

adequsie responsy 1o reatment, or & masioe dose of & my veashed, Tn parallel, the
pationt sy absg betreated weith an unacviaded ghrelin analog,. Potontisl reapnses
wreatment coukd iochude s of body fud, rosdhuctivat in hypotania, an grouss i the Tean binly

mass 10 fal rosss tatio, redustions o byporphaga, roductions wmwaist chosmoforencs, foss of

wirtihty reduotions i tomper puiansty and agportvive belravior aid nprovenenty iy
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pardiovascular visk Botors. Trowtent with the drng woold be chronie and sy continge Ry

fife
{08453 Inoa fith cvenple, @ Smith-Magenis syndrome pationt & treated with & controlied

volonse tablat fovmndution of diseoxidy chaline. The tnitiad done e approaxivnately 15 mgky

gdministerad onee daily, ABer the pationt had bean stably treated sith 1.5 mgfhg For g porind

the ddne wordd Do Nlvated 1 sbiut 24wk After the patient has bean

3 g Forg period of £0 2 wesky, the dose i tipested o abowe 3.3

ard the

This process 3 b abuad 8% mgdkg st oxeh Htration s

dueadien of freatment &t oach stop of T e 2 weaks Iy curdinecd natil the pationt sivplays an

adoquete response o frostiment, o & maximad duse oF 5 mghg fo pavalicl, e

WaES TCR

patient wiay wlso be treded with an MO agonist, Potantial responses to toatimant coulid

mohsde loss of budy fag, mdection W hypotiaia, 3 inoresse uthe loan body mass o Bd maass

£

vatto, reductions iy E’x:{p&:‘pizagia, reductions hwaist chrcunsdoroase, foss of watght,

s behavioy amd m}*\m\ sments i cardivvasoalar risk faotar

Ty tomper duthursts snd agge

Troatment wil the drug would be olivonie and mgy conthaie oy bl

exarpde, 1 Smuh-Magonhy eadroms pationt fs trosded with a controlied

poy
5
&%
o

formudation of Hasoxide choline, The bute! dose s spprogivuely L mytkg

After the pationt had boon stebly trested with 13 mgkg for o periad

af Y Fowseks, the dose s irated o sbomr 8 v

tenatosd with 2.5 g

Bava pariod of Lo awve

Thie prooess ol incrossing the dose by sbowt 1.8 mgfi-:;g at sach Hiration viep and the duration

oty i gt

outmont st pash step of 1102 wooks s continwd antib the pationt display
rospane o rontmend, o s maybpal doseof § magfy was roachsd o paralind, the patiom

»

miay wdso be tronted with as MU4 qponist. Potontiad resprases 1o treatmend codd inclads foss
of body Sat, reduction dn lpotonia, un ntrease in the loan body mass o B osss watio,

¢

reductions in heperohagin, reductions in waist chowniivencs, lovs of weiglt, roduetions in
seipey cuthurats 1ol aggressive behgvior wod Uhprovermenty i candiovascutar risk faotors,

Treatmentwal the drog wonld be chrowio snd may-vontines for lite,

N

eSS Al puteots argd othey refhrences obied in the speviBication are inlicative of the

leteed of giill of thuse shilled i the a1 10 which the lavention pestaing, aud af meorparatd
brereferancy foy el entiretios, ncloding any taldes and fhinwes, othe sane exidnt xe H sach

o

oty ndividesily,

refersnee hwd bown nsorporatod

Ex.

2002-1375



W ST TS PELETRARIGISBB4RE

Heds6]  One shilled in the art woubl roadily spprociate thad the pressat invention s well
adapted to obtaty the suds and advant The
wethuds, varianeed, sndoompusiions destribesd hoedw aepe
d eboduannte mre oxonmplary and v not tntended o Hinviations on e stope
Changes thoraivand other wees will oeowr 1o hoseelilled in the art which are eneorgs

within the ;\'tpir.ii: of the tovention, are doBned by the scope ot e Sabny,

Drofinittons provvided herein arg not intended 10 be limiting fronythe meaning

widiontud othorwise,

v oandorstsod by oneoud skt in the s uake

{08438 The beeortions Hlestrativady dusortbad b may suitably bo practicod ta the

Hy disolisec

absencs of say domset or damonts, loatiation ol

herein, Thus, for cuanple, the torms "comprising”, tng”, etc. shall be

voud sxpeasively and witheat Bitation,  Additionalby, the sormy aud &x;.zmssim’;s; erapdoy

Heveln have beon wad oy tormy of desvription wad not of Timblation, and there Bvno lntention
1 the use of such torms and expressiony of excluding sy squivadens of the foatures shown
anvd dessribed or portions thereot, bt 3t s recognized that variows motiflestions are posaibls

oy elabmed. Thug, it slondd be naderstood fhat ghthoagh the

within the sooperofthe wmve
prosent nvention s beon specifically disclovedt by proforred enbodimeny snd optionad
Features, mokhfication sid varianon of the nventiond dmbudicd therein beveln disclived iy

fa vesarted yo by thow shilled v the an, sod that such mwliBeations and varianons gre

ermwideresd 1o bewithin the acope of this teeedion.

{08439]  The rvontion has beon duserbed roadly mad gonerically horetn, Back wi the

warrsver specios el nidporic guapings Sl within the generic disclosare abse form

This inchedes the g vortion with a proviss o

part of the vent
negative lmitation removing auy s&si‘;jem natter frov the genue, regantiess of whethar or ot

§%

the excised matarial I speotficatly rocited heretn.

Baded Uther sododiments srowithin the Sdlowing slabms, T addition, where foatiures
oraspacts of the dnvention wre dosgribed Io1omes of Markush groups, those skifled mthe an

so thereby deseribad in torms of any Rdividos! monder

AH recognies thai

of subgroup of members of the Murkush group.

108
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LAMED BS:

L A mothod ol mating 8 subjact having Poader-Wilh Sendvone {PWSRY oy

Sovitl-Magonis syndrome (3MB ), waid mothod vomprising sdotinistering Yo sabd yeldeot x

Y LR

o]

at losst 10 wocks 3 plusmsacaatical Svandation comprising an effoctive amgnat of a R

channe! gpewer,

3 The method of olainy T whereia s opener (s dazosideor

phartnasoutioally acoepriabls salt theveed

A The mathod of olatie 2 whereln the pharmscsutically atcopitalde sult ds

diszoxide choline,

¥,

4, The method of olabn 2 whereln xadd divzonide or w phvsnacoutically

soceptalde salt theveof Is adoinisterad orslly.

B

Che muthod ofvlan Tacherein de pliemaceatical formmboos chados o

east one exedplnt wiich affect o e of reloase ofidiszoxide vra phienuceatioadly

8 The motbod ofolsibe S whereln the phivpucontios! formuhtivn chados st

iptont that delaysrelease of dizzoxide v pharmaceutically secopraide salt

¥

The methad ofiehuiny L wherein the formakaion Duethor covaprives o st ane

othor wotivy igrediond,

g hnvian geoneh

mathod of claint | fuvther comprising admibnisternt

frorirene 10 the sublect,

g, The method ofclaim § wheradn said human growth bosmons is administered

b fnjection,

M The mothod of chany bwherein the tean hody mass e the fo

ratio of said subinct 15 Incressed by al least 1%

it The mathod of clatt Dovherain the lean body mues or the

e vdhy of sald Sebieotds noviaed B avlen
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120 The method of elaim 1 whereln the oy body mass oy the lean body massifat

ts incressod by at et 3%

atio of said subijx

P, The mothod of clatm Lavherstn the tean body mass or the Isan bady

vopss radio of sald sebjootts tooveased by at loast 4%

14, Thy method ofielatin | whersdhy the foan bady mass or the Wean bady miseifal

sk vty of sed subioet s ingreased Bvat loiet 8%

15 The mothod of elaing | wherein said adiinistoring i oarved out for L oso g
QTG YEars,
i, The method of clatw Daherein hypaephagiaof subiect s reduced by at

Toast 108,

17, The method ofelain |whereln Tyvperphagts of said sublect s redaced by at

I8 The viothod of claunn T wherein hyporphagia of suid subiect s reduced by st

[ASR The mcthod ofelatin {, wherdn the ciraudating conosntrariun wf BEE- s net
incressad,

26 A owthod of wmoreaying the fone body muss of w sebjont having Prader- Willi

Syadrome, wherai said subjoct is alroady belng troted by admintsteation thergto of growh

horatond, said msthod corapr tive st of &

ag no-sdminietering 1o sabd sultect za offi

Karr channel opensr i addition o said growtl lnrmane.

gt
=

A method of lacreasing the Inan body mass of & subjact having Prader-Wilh
Svadsme, whinrein said vubjecs 1v abresdy bolag troted by adminiktration therato of an

effective amonnt of a Ko channe! openor, said weethod comprising

so-sdnunisiering o saud

withiset an effective amount o growth huemohe s addition o

ald Kayp channel opsage,

A3, A methosd of {norgusing bower Hob muscly rosse of o subjeot haviog Smwith-

Adagenis syodrome {SMS), said wme Slunprising adminisisrbig W said subject an effostive
Aage yodrome {SM Hd wmethod curmprising administeing 1o said subjooran effesiive

argount ofa Koy channel Grenee,

2
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23 Akdt comprisimg

sunitdose of & Ky chansel Gponat, and

Wit dosiy of growth hobrons

2 & nwthod of reducing onnor e aggresstve babaviors e a subject having

a { WS or Saaith-Mibgentd syadvine (SME) die mothod Coangwinving

advnintitering 0 vaid subloet R @ Tosst 10 woky s effective amownt of 8 Flape chinndd

operer; whershn sdungistontion veduces vae OF more agsrassive belmvions in the vubisct

b

A N

2, The mothod of chidnm 24 v which ax

cond therapoutic productis
adminstored, whorpin the secomd produst s bidended to forther rodioe the one ov mune

pssiva behavion,

26 A ouwthod of reducing hyperghrelinernis ina sebjest having Pr

symdrome {PWE) or Smith-Magenis syadrnse (SME), the method compriving administoring

o said subieot forad Toast {8 wobks sn effective et of & K yrp chante] spongr, wherain

sdeiniviraton redices oS QY MOTe agRy s Behavions i tha subiaet

37 The method of Shute T wherein the phatmacontics] formulation s

adhrainistared twics pey dav

28 Thoveothod of elatin § wherein the pharmsosntioal fermlstion s

sdmirusiveesd e per day.

Trrts
s
fok
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NON PATENT LITERATURE DOCUMENTS

Examiner Cite [Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of T2
Initials* No." [the item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue
number(s), publisher, city and/or country where published.

International Search Report mailed on September 30, 2008, for PCT Application Number
PCT/US2008/68936, filed on July 1, 2008, 2 pages.

41

International Search Report mailed on June 21, 2013, for PCT Application Number
40 PCT/US2013/027676, filed on February 25, 2013, 4 pages.

Lee, P.D. (2002). “Disease management of Prader-Willi syndrome,” Expert Opin. Pharmacother.
43 3:1451-1459.

Non-Final Office Action mailed on September 17, 2009, for U.S. Patent Application Number
44 11/212,130, filed on August 25, 2005, 14 pages.

Non-Final Office Action mailed on August 1, 2013, for U.S. Patent Application Number 12/368,215,
45  [filed on February 9, 2009, 12 pages.

Non-Final Office Action mailed on December 8, 2009, for U.S. Patent Application Number 12/368,215,
46 [filed on February 9, 2009, 8 pages.

Non-Final Office Action mailed on May 28, 2014, for U.S. Patent Application Number 12/370,456, filed
47 |on February 12, 2009, 17 pages.

Non-Final Office Action mailed on September 8, 2011, for U.S. Patent Application Number
48, 12/370,456, filed on February 12, 2009, 11 pages.

Non-Final Office Action mailed on June 30, 2016, for U.S. Patent Application Number 14/458,032,
49  [filed on August 12, 2014, 12 pages.

Non-Final Office Action mailed on July 31, 2015, for U.S. Patent Application Number 14/458,032, filed
50, [on August 12, 2014, 16 pages.

Proglycem® (2003). Pharmaceutical Information, Diazoxide Hyperglycemic Agent, 5 total pages.

51.
\Written Opinion of the International Searching Authority mailed on February 2, 2016, for PCT
50 IApplication Number PCT/US2015/60455, filed on November 12, 2015, 8 pages.
\Written Opinion of the International Searching Authority mailed on June 16, 20086, for PCT Application
53 Number PCT/US2005/30481, filed on August 25, 2005, 3 pages.
\Written Opinion of the International Searching Authority mailed on December 6, 2007, for PCT
54 IApplication Number PCT/US2006/48711, filed on December 20, 2006, 8 pages.
\Written Opinion of the International Searching Authority mailed on September 30, 2008, for PCT
55 IApplication Number PCT/US2008/68936, filed on July 1, 2008, 7 pages.
\Written Opinion of the International Searching Authority mailed on June 21, 2013, for PCT Application
56 Number PCT/US2013/027676, filed on February 25, 2013, 6 pages.
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Electronic Patent Application Fee Transmittal

Application Number:

14940018

Filing Date:

12-Nov-2015

Title of Invention:

METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR

SMITH-MAGENIS SYNDROME

First Named Inventor/Applicant Name:

Neil M. Cowen

Filer:

Kimberly Anne Bolin/Patricia Ellison

Attorney Docket Number:

CAPN-034/04US 328512-2375

Filed as Small Entity

Filing Fees for Utility under 35 USC111(a)

Description Fee Code Quantity Amount SUB'ST;::)I in
Basic Filing:
Pages:
Claims:

Miscellaneous-Filing:

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:

Extension-of-Time:
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Description Fee Code Quantity Amount SuB;I’;(t;)I in
Miscellaneous:
RCE- 1st Request 2801 1 600 600
Total in USD ($) 600
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Electronic Acknowledgement Receipt

EFS ID: 29024413
Application Number: 14940018
International Application Number:
Confirmation Number: 6992

Title of Invention:

METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR

SMITH-MAGENIS SYNDROME

First Named Inventor/Applicant Name:

Neil M. Cowen

Customer Number:

58249

Filer:

Kimberly Anne Bolin/Patricia Ellison

Filer Authorized By:

Kimberly Anne Bolin

Attorney Docket Number:

CAPN-034/04US 328512-2375

Receipt Date: 25-APR-2017
Filing Date: 12-NOV-2015
Time Stamp: 17:54:42

Application Type:

Utility under 35 USC 111(a)

Payment information:

Submitted with Payment yes
Payment Type DA
Payment was successfully received in RAM $600

RAM confirmation Number

042617INTEFSW00009083501283

Deposit Account

501283

Authorized User

Patricia Ellison

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

37 CFR 1.16 (National application filing, search, and examination fees)

37 CFR 1.17 (Patent application and reexamination processing fees)
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37 CFR 1.21 (Miscellaneous fees and charges)
File Listing:
Document .. . File Size(Bytes Multi Pages
Document Description File Name ( y V . . 9
Number Message Digest | Part/.zip| (if appl.)
1349864
1 Request for Contngll;ed Examination RCE.pdf no 3
( ) 5f20038b901a5026929d5691b29026d85b|
00a672
Warnings:
Information:
118195
2 Amendment_with_RCE.pdf yes 5
88c05f09269b55818fcfh7f91286a9a00e2)
71e
Multipart Description/PDF files in .zip description
Document Description Start End
Amendment Submitted/Entered with Filing of CPA/RCE 1 1
Specification 2 2
Applicant Arguments/Remarks Made in an Amendment 3 5
Warnings:
Information:
78991
3 Transmittal Letter SIDS_Cover_Letter.pdf no 2
bebd66e41f83e4539c211853f87957fbc115)
Warnings:
Information:
17189074
4 Foreign Reference 20_W02006026469A2A3.pdf no 86
4209ab90567f2f5a8f7cdebf46c2730c4fe3b|
c13
Warnings:
Information:
17995879
5 Foreign Reference 21_W02007081521A2A3.pdf no 248
43233abef82a00f669202345ba8274de6b 3|
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Warnings:

Information:

Foreign Reference

22A_W02009006483A1.pdf

12441760

1860076462a8bbbbe643d30bd3042eleca
6a3asf

no

150

Warnings:

Information:

Foreign Reference

22B_W02009006483A1.pdf

17457421

fa5ae9be93c68bfc6d7b5b6aaad7c8606503
3e34

no

145

Warnings:

Information:

Foreign Reference

23A_WO02013130411A1.pdf

13021264

541acddb8dbab6dc4e04e2c64c9a730074
ee05c

no

160

Warnings:

Information:

Foreign Reference

23B_WO02013130411A1.pdf

9913228

535e29b1da21eae064e3be3c1422a2bddb
05ch67

no

166

Warnings:

Information:

Foreign Reference

24_W02016077629A1.pdf

18539585

66f62020c09737d0389717e51ab39f9882fe]
€794

no

111

Warnings:

Information:

Non Patent Literature

25_AA_12_30_2015.pdf

640106

90423335138fabdc1244a6a1bc714599ed 3|
de3be

no

Warnings:

Information:

Non Patent Literature

26_Ashcroft_1999_p903.pdf

6287445

563e0720261cf8fd2426a057726fc705f134

no

Warnings:

Information:

Ex. 2002-1438



Non Patent Literature

27_Ashcroft_2000_p439.pdf

4589993

77e1f0b97ab837fd35a0aaab62875d344a1
e761f

no

Warnings:

Information:

Non Patent Literature

28_Bay_2010_55_10a.pdf

43754

e01aB4a7ce139232edabeb882ff948d 1a60
4abaf

no

Warnings:

Information:

Non Patent Literature

29 Clinical_Trials_NCT_020340|
71_2014.pdf

117861

2cf6fdcba9976f003096548738679a523bed
5lae

no

Warnings:

Information:

Non Patent Literature

30_Eiholzer_1998_p368.pdf

2293255

762af884421dc068cf28ca996ed62361c787|
7387

no

Warnings:

Information:

Non Patent Literature

31_Einspieler_2012_p313.pdf

75553

b52b71ee1dcd91badecch0c2a3261fb3785
6cf84

no

Warnings:

Information:

Non Patent Literature

2476620

32_FOA_3_24_2010.pdf

714ae5d2c9c77f0350f99fbd3f4365172035
Te81

no

Warnings:

Information:

Non Patent Literature

1531397

33_FOA_6_9_2010.pdf

5457cf62b16c455efal3bb4ac01874ad6ch
c6d3

no

Warnings:

Information:
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Non Patent Literature

34_FOA_10_17_2014.pdf

2261059

b092e689ee62739%6acddedbbebedeelanel

no

Warnings:

Information:

21

Non Patent Literature

35_FOA_3_8_2012.pdf

2171714

03df8facSb7e5f2eaafbc71dcbbed3eb21ed|
7dc1

no

Warnings:

Information:

22

Non Patent Literature

36_FOA_1_13_2017.pdf

2617797

€793a78475b73aa04fde14d0e91918514c5
15148

no

Warnings:

Information:

23

Non Patent Literature

37_FOA_11_2_2015.pdf

2154286

a9e33125b70da76847f87dc240ea3b64cd4]
097cc

no

Warnings:

Information:

24

Non Patent Literature

38_ISR_2_2_2016.pdf

477606

a2ef1c338b7ccf724584c410e5foc44b2f87¢f
2ee

no

Warnings:

Information:

25

Non Patent Literature

39_ISR_6_16_2006.pdf

198746

€98503db718773d607c13d946cd9ccaf157|
6064c

no

Warnings:

Information:

26

Non Patent Literature

40_ISR_12_6_2007.pdf

412455

6a29ae304eede66e475a4bef69525200247
ebl4c

no

Warnings:

Information:
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27

Non Patent Literature

41_ISR_9_30_2008.pdf

327828

fde5bb34900640e705bb536d2078279bc9

no

Warnings:

Information:

28

Non Patent Literature

42_ISR_6_21_2013.pdf

695686

17b691213c1290719b391c81402596290)

no

Warnings:

Information:

29

Non Patent Literature

43_Lee_2002_p1451.pdf

2632627

9690aed53a08ee431b6e87814860b0a6d 1
Odeco4

no

Warnings:

Information:

30

Non Patent Literature

44_OA_9_17_2009.pdf

2234905

fa1396dk 02aa%4d25. 304 5f|

6939

no

Warnings:

Information:

31

Non Patent Literature

45_0A_8_1_2013.pdf

2020571

12b1b437c690e32c2d3ac279b2180028504)
bc558

no

Warnings:

Information:

32

Non Patent Literature

46_OA_12_8_2009.pdf

1224177

718b51d7f8b245c394e5C35663396754766)
6b444

no

Warnings:

Information:

33

Non Patent Literature

47_OA_5_28_2014.pdf

2876297

560e1c5b83b297c7621601a2427a5442889)
ddoe0

no

Warnings:

Information:
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1654398
34 Non Patent Literature 48_0A_9_8_2011.pdf no 11
6f658d49db53e4c3853c0011a74045bf0d 8|
Warnings:
Information:
2024326
35 Non Patent Literature 49_OA_6_30_2016.pdf no 12
874e299c15b4b1ec48ae52828508d4bea7 3|
BaBac
Warnings:
Information:
2652004
36 Non Patent Literature 50_OA_7_31_2015.pdf no 16
4554 22ecdf126c0acaaabSdbk
6b804
Warnings:
Information:
737421
37 Non Patent Literature 51_Proglycem_2003.pdf no 5
92d49b5f76dfc0d1ef0d43c4266085ac7530)
d318
Warnings:
Information:
1913569
38 Non Patent Literature 52_Wr|tten_Op|crl1f|on_2_2_2016 no 8
: p adf4df082fc6cfea620fe3719575cf4c7ecd09
3d
Warnings:
Information:
520671
39 Non Patent Literature 53_Wr|tten_06p|r;;;)n_6_1 6.200 no 3
p 38a861e90c2f7b14d26574634713a268596)
23dSa
Warnings:
Information:
1783838
40 Non Patent Literature 54_Wr|tten_C;p|r:j|;) n_12.6_200 no 8
p 1dfb07618330e73caBd447e728f337b08d4
ea381
Warnings:
Information:
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1368693
41 Non Patent Literature 55_Wr|tten_Cgp|r(w;;)n_9_30_200 no 7
p 7942055c002231e69088d6e657decd6271
adb7b
Warnings:
Information:
748636
42 Non Patent Literature 56_Wr|tten_C;p|r;l;)n_6_21_201 no 6
p 73fc74ba6789676e3d3ccc9df58639e829d 2
Warnings:
Information:
161279
Information Disclosure Statement (IDS)
43 SBO8_.pdf no 4
Form (SBOS) ab45c9a9a9788c07dfacdBaelede85940fb9Y
daab
Warnings:
Information:
This is not an USPTO supplied IDS fillable form
30903
44 Fee Worksheet (SB06) fee-info.pdf no 2
868dacc3b92f8bfad 728a65feb5cf728d689
Warnings:
Information:
Total Files Size (in bytes):l 162062737

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111
If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR

1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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UNITED STATES PATENT AND TRADEMARK OFFICE

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

NOTICE OF ALLOWANCE AND FEE(S) DUE

58249 7590 06/28/2017 | EXAMINER |
COOLEY LLP OH, TAYLOR V
ATTN: Patent Group
1299 Pennsylvania Avenue, NW | ART UNIT PAPER NUMBER |
Suite 700 1625

Washington, DC 20004
DATE MAILED: 06/28/2017

APPLICATION NO. FILING DATE FIRST NAMED INVENTOR | ATTORNEY DOCKET NO. | CONFIRMATION NO.

14/940,018 11/12/2015 Neil M. Cowen CAPN-034/04US 6992
TITLE OF INVENTION: METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR SMITH—MAC?]%%]SI%Z%ROME

APPLN. TYPE ENTITY STATUS ISSUE FEE DUE PUBLICATION FEE DUE | PREV. PAID ISSUE FEE | TOTAL FEE(S) DUE | DATE DUE

nonprovisional SMALL $480 $0 $0 $480 09/28/2017

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE 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.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS
PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW
DUE.

HOW TO REPLY TO THIS NOTICE:

I. Review the ENTITY STATUS shown above. If the ENTITY STATUS is shown as SMALL or MICRO, verify whether entitlement to that
entity status still applies.

If the ENTITY STATUS is the same as shown above, pay the TOTAL FEE(S) DUE shown above.

If the ENTITY STATUS is changed from that shown above, on PART B - FEE(S) TRANSMITTAL, complete section number 5 titled
"Change in Entity Status (from status indicated above)".

For purposes of this notice, small entity fees are 1/2 the amount of undiscounted fees, and micro entity fees are 1/2 the amount of small entity
fees.

II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing
the paper as an equivalent of Part B.

III. 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.

Page 1 of 3
PTOL-85 (Rev. 02/11)
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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
Alexandria, Virginia 22313-1450
or Fax (571)-273-2885

INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed where
apgropriate. 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 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" for
maintenance fee notifications.

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

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any change of address) apers. Each additional paper, such as an assignment or formal drawing, must
Eave its own certificate of mailing or transmission.

Certificate of Mailing or Transmission

58249 7590 06/28/2017 I hereby certify that this Fee(s) Transmittal is being deposited with the United
COOLEY LLP S(tietlites P(zistal Stﬁrvice vlvith sufficient postage (ggr first l():lass mailbin an Envelopie
. addressed to the Mail Stop ISSUE FEE address above, or being facsimile
ATTN: Patent GI‘.Ollp transmitted to the USPTO (571) 273-2885, on the date indicated below.
1299 Pennsylvania Avenue, NW
Suite 700 (Depositor's name)
Washington, DC 20004 (Signature)
(Date)
APPLICATION NO. I FILING DATE FIRST NAMED INVENTOR | ATTORNEY DOCKET NO. | CONFIRMATION NO.
14/940,018 11/12/2015 Neil M. Cowen CAPN-034/04US 6992

TITLE OF INVENTION: METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR SMITH—MA&]%%FI%Z%ROME

| APPLN. TYPE ENTITY STATUS | ISSUE FEE DUE | PUBLICATION FEE DUE | PREV. PAID ISSUE FEE | TOTAL FEE(S) DUE | DATE DUE
nonprovisional SMALL $480 $0 $0 $480 09/28/2017
| EXAMINER | ART UNIT | CLASS-SUBCLASS |
OH, TAYLOR V 1625 514-223500
1. Change of correspondence address or indication of "Fee Address" (37 2. For printing on the patent front page, list
CFR 1.363). ]

(1) The names of up to 3 registered patent attorneys
[ Change of correspondence address (or Change of Correspondence or agents OR, alternatively,
Address form PTO/SB/122) attached.

(2) The name of a single firm (having as a member a 2

[J "Fee Address"” indication (or "Fee Address" Indication form registered attorney or agent) and the names of up to
PTO/SB/47; Rev 03-02 or more recent) attached. Use of a Customer 2 registered patent attorneys or agents. If no name is 3
Number is required. listed, no name will be printed.

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) : [ Individual [ Corporation or other private group entity [ Government

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above)
[ Issue Fee [ A check is enclosed.
[ Publication Fee (No small entity discount permitted) | Payment by credit card. Form PTO-2038 is attached.
[J Advance Order - # of Copies (1 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).

5. Change in Entity Status (from status indicated above)

D Applicant certifying micro entity status. See 37 CFR 1.29 NOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/15A and 15B), issue
fee payment in the micro entity amount will not be accepted at the risk of application abandonment.

J Applicant asserting small entity status. See 37 CFR 1.27 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.

J Applicant changing to regular undiscounted fee 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 CEFR 1.31 and 1.33. See 37 CFR 1.4 for signature requirements and certifications.

Authorized Signature Date
Typed or printed name Registration No.
Page 2 of 3
PTOL-85 Part B (10-13) Approved for use through 10/31/2013. OMB 0651-0033 U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
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UNITED STATES PATENT AND TRADEMARK OFFICE

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

| APPLICATION NO. | FILING DATE FIRST NAMED INVENTOR | ATTORNEY DOCKET NO. | CONFIRMATION NO. |
14/940,018 11/12/2015 Neil M. Cowen CAPN-034/04US 6992
328512:2375
58249 7590 06/28/2017 EXAMINER |
COOLEY LLP OH, TAYLOR V
ATTN: Patent Group
1299 Pennsylvania Avenue, NW | ART UNIT PAPER NUMBER |
Suite 700 1625

Washington, DC 20004
DATE MAILED: 06/28/2017

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 AIA 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 CFR 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)-786-0101 or (571)-272-4200.

Page 3 of 3
PTOL-85 (Rev. 02/11)
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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 (i) 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. Arrecord 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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Application No. Applicant(s)
14/940,018 COWEN, NEIL M.
Notice of Allowability EX@T(';‘F?V oH ?g‘zgn“ iy irst nventor to File)
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 ALLOWABILITY 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. X This communication is responsive to 4/25/17.

Oa declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on

2. [] 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. X 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. [] Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
Certified copies:

a)[J Al b)[J Some *c)[] None of the:
1. [] Certified copies of the priority documents have been received.
2. [ Certified copies of the priority documents have been received in Application No.
3. [ 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. [] CORRECTED DRAWINGS ( as “replacement sheets”) must be submitted.

[ including changes required by the attached Examiner's Amendment / 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. [] 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. [ Notice of References Cited (PTO-892) 5. [] Examiner's Amendment/Comment

2. X Information Disclosure Statements (PTO/SB/08), 6. [X] Examiner's Statement of Reasons for Allowance
Paper No./Mail Date 4/25/17

3. [0 Examiner's Comment Regarding Requirement for Deposit 7. [ Other .

of Biological Material
4. [ Interview Summary (PTO-413),
Paper No./Mail Date .

U.S. Patent and Trademark Office

PTOL-37 (Rev. 08-13) Notice of Allowability Part of Paper No./Mail Date
20170609
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Application/Control Number: 14/940,018 Page 2
Art Unit: 1625

The present application, filed on or after March 16, 2013, is being examined

under the first inventor to file provisions of the AlA.
Continued Examination Under 37 CFR 1.114

A request for continued examination under 37 CFR 1.114, including the fee set
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this
application is eligible for continued examination under 37 CFR 1.114, and the fee set
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 4/25/17
has been entered.

Reasons of Allowance

Claims 3-9,15,19,24-25,27-29 are pending.
Claims 3-9,15,19,24-25,27-29 are allowed.

I. The following is an examiner's statement of reasons for allowance:

o The IDS filed on 4/25/17 have been reviewed and considered; however,

they are irrelevant to the claimed invention.

o The close prior art to the current invention is Cotter (US2014/0364367)
which teaches the combinational use of various active ingredients of a
Kate channel opener in general and other therapies for treating an

aggressive behaviors in a subject having PWS. However, there is no
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Application/Control Number: 14/940,018 Page 3
Art Unit: 1625

motivation or suggestion in the prior art to use the specific diazoxide alone
for at least 10 weeks to treat an aggressive behaviors in a subject having
PWS. Therefore, it would have been unobvious to the skilled artisan in the

art to arrive at the claimed invention.

Any comments considered necessary by applicant must be submitted no later
than the payment of the issue fee and, to avoid processing delays, should preferably
accompany the issue fee. Such submissions should be clearly labeled "Comments on

Statement of Reasons for Allowance."

Any inquiry concerning the communication after allowance such as sending all
post-allowance correspondence should be directed to “ Box Issue Fee” or faxed directly

to PUBS at 703-305-8755. This will expedite the process of these papers.

Information regarding the status of an application may be obtained from the
Patent Application Information Retrieval (PAIR) system. Status information for
published applications may be obtained from either Private PAIR or Public PAIR.
Status information for unpublished applications is available through Private PAIR only.
For more information about the PAIR system, see http:/pair-direct.uspto.gov. Should
you have questions on access to the Private PAIR system, contact the Electronic
Business Center (EBC) at 866-217-9197 (toll-free).

/ITAYLOR V OH/
Primary Examiner, Art Unit 1625

6/10/17
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WEST Search History for Application 14840018

Creation Date: 2017061000:07

interference Searches

Query BB Hits | Op. | Plur. | Thes. Bate
{(aggressive or psychotic) and behavior $ 1 PGPB, {43791 1 ADJ § YES 06-10-2017
USPT
{{aggressive or psychotic) and behavior $ Dy and | PGPB, | 4260 ADI§ YES 06-10-2017
{(prader § Twilli syndrome or pws or smith $ USPY
imagenis syndrome or sms)
{(aggressive or psychotic) and behavior $ 1 and | PGPE, 3961 ADI§ YES (6-10-2017
(prader $ Twilli syndrome or pws or smith § UsPt
Imagenis syndrome or sms)) and diazoxide
{{aggressive or psychotic) and behavior $ 1 and | PGPB, 81 ADJ§ YES 06-10-2017
{(prader $ Twilli syndrome or pws or siith $ USPT
Imagenis syndrome or sms) and diazoxide) and
katp channel opener
{{aggressive or psychotic) and behavior $ 1 and | PGPB, 305§ ADI§ YES 06-10-2017
(prader $ Twilli syndrome or pws or smith $ USPT
Imagenis syndrome or sms) and diazoxide) and
{314/ $.cols. or (adik31/ $ or ab1k% § or ab1k4s/
$ or a61k38/ $ or ab1K2300/ $).ope)
{{aggressive or psychotic) and behavior $ 1 and § PGPB, 286§ ADJ | YES 06-10-2017
(prader $ Twilli syndrome or pws or smith § User
Imagenis syndrome or sms) and diazoxide and
{514/ $.ccls. or (a61k31/ $ or 261k § or a61k45/
$ or ad1k38/ § or a61k2300/ $).epe.)) and (human
growth hormone origf $ 1)
{{aggressive or psychotic) and behavior $ 1 and | PGPB, 21 ADJ § YES (6-10-2017
(prader $ 1willi syndrome or pws or smith § Uspr
imagenis syndrome or sms) and diazoxide and
{514/ $.ccls. or (a61k31/ $ or 261k § or a61kd5s/
$ or ad1k38/ B or a61k2384/ $).cpe.) and human
growth hormone or igf $ 1)) and kaip channe!
apener
{{aggressive or psychotic) and behavior $ 1 and | PGPB, 286§ ADJ § YES (6-10-2017
(prader $ 1willi syndrome or pws or smith § USPT
1magenis syndrome or sms) and digzoxide and
{514/ $.ccls. or (a61k31/ § or a61kW § or a61kd4s/
$ or abd1k38/ B or a61k2304/ $).cpe.) and (human
growth hormone or igf $ 1)) and choline

WEST Search History for Application 14940018
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Prior Art Searches

Prior Art Searches

Cuery DB Hits | Op. | Plur. | Thes, Bate
(aggressive or psychetic ) and behavior$l PGPB, 43229 % ADJ § YES (6-09-2017
USPT,
UsSoC,
EPAR,
JPAR,
DWPL,
THBED,
FPRS
{({aggressive or psychotic ) and behavior$l ) PGPB, 4669 § ADI§ YES (6-09-2017
and (prader $1willi syndrome or pws or USPT,
smith$1magenis syndrome or sms) Us0C,
EPAB,
JPAR,
DWPI,
TDBD,
FPRS
{{aggressive or psychotic } and behavior$i PGPR, 3990 ADI§ YES (6-09-2017
and (prader $iwilli syndrome or pws or USPT,
smith$Imagenis syndrome or sms) ) and USOC,
diazoxide EPAR,
JPAR,
DWPI,
TBBED,
FPRS
{{aggressive or psychetic ) and behavior$l PGPB, 10§ ADI§ YES 06-09-2017
and (prader $1willi syndrome or pws or USPT,
smith$Tmagenis syndrome or sms) and UsoC,
diazoxide } and katp channel opener EPAB,
JPAB,
DWPL
TOBD,
FPRS
{{aggressive or psychotic ) and behavior$l PGPB, 41 ADJ§ YES 06-09-2017
and (prader $1willi syndrome or pws or USPT,
sith$Tmagenis syndrome or sms) and USOC,
dinzoxide and katp channel openser ) and EPAB,
(human growth hoermone or igf$1) JPAB,
DWPIL,
TDBD,
FPRS
({aggressive or psychotic ) and behavier$l PGPB, 33 ADJ § YES 06-09-2017
and {(prader $iwilli syndrome or pws or USPT,
smith$Imagenis syndrome or sms) and USOC,

o]
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diazoxide and katp channel opener and EPAR,
{human growth hormosne or igf$1} ) and JPAR,
choline DWPL,
TDOBD,
FPRS
{{aggressive or psychotic ) and behavior$l PGPB, 3081 ADJ§ YES 06-10-2017
and (prader $1willi syndrome or pws or USPT,
smith$1magenis syndrome or sms) ) and USOC,
diazoxide and (514/8.ccls. or (ab1k31/5% or EPAB,
a61k9/% or a61k45/$ or ad1k38/% or IPAB,
ad1k2300/$).cpe.) DWPIL,
TDED,
FPRS
{{aggressive or psychotic } and behavior$l PGPB, 167 ADF§ YES 06-10-2017
and {(prader $iwilli syndrome or pws or USPT,
smith$Imagenis syndrome or sms) and USOC,
diazoxide and (814/8.ccls. or (a61k31/5 or EPAB,
a61k9/% or a61k4d5/$ or a61k38/% or JPAB,
a61k2300/3).cpe.) ) and katp channel DWPIL,
opener TDBD,
FPRS
{{aggressive or psychotic ) and behavior$i PGPH, 31 ADJ§ YES 06-10-2017
and (prader $iwilli syndrome or pws or USPT.
smith$Imagenis syndrome or sms) and USOC,
diazoxide and (514/%.cels, or (a61k31/% or EPAR,
a1k 98 or a61k45/$ or a61k38/8 or IPAR,
a61k2300/%$).cpc.) and katp channel opener DWPIL,
} and choline TDRD,
FPRS

Prior Art Searches

(]
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Application Number 14/940,018
INFORMATION DISCLOSURE E:IrI:thE;:Zd Inventor Ez:llel\;nt:fgvls;12015
STATEMENT BY APPLICANT — o3t
(Use as many sheets as necessary) Examiner Name Taylor V. Oh
N\ sheet | 1 | o | 4 Attorey Docket Number | CAPN-034/04US 328512-2375
U. S. PATENT DOCUMENTS
Examiner Cite Document Number Publication Date Name of Patentee or Pages, Columns, Lines, Where
Initials™ No.' MM-DD-YYYY Applicant of Cited Document Relevant Passages or Relevant
Number-Kind Code? ‘"o Figures Appear
/T.V.0f  |US-2003/0068366-A1 04-10-2003 [Chungi et al.
T.v.0/B [US-2003/0211123-A1 11-13-2003 |Shukla et al.
/T.v.0/Mm. US-2004/0143213-A1 07-22-2004 [Hunter et al.
/T.V. C‘}" US-2006/0051418-A1 03-09-2006 [Cowen et al.
J7.v.of  |US-2008/0128673-Af 06-15-2006  [Fimges et al.
/T.V.0/. |US-2009/0062264-A1 03-05-2009 [Cowen et al.
T.V.0/[7. [US-2009/0148525-A1 06-11-2009 [Cowen
/T.V.0/8. |US-2009/0149451-A1 06-11-2009 [Cowen
/T.v.0/9.  [US-2010/0028429-A1 02-04-2010 [Cowen et al.
/T.V.Cf0. |US-2010/0256360-A1 10-07-2010 |Cowen et al.
/T.V.0A1. |US-2012/0053172-A1 03-01-2012 [De Boer
/T.V.0412 |US-2012/0238554-A1 09-20-2012 [Cowen
/7. 03, [US-2013/0040942-A1 02-14-2013 [Cowen et al.
/T.V.0O|4. |US-2013/0309301-A1 11-21-2013 |Cowen et al.
/T.v.0o5. [US-2014/0350001-A1 11-27-2014 |Cowen
/T .V.0M6. |US-2014/0364425-A1 12-11-2014 [Cowen et al.
/T.V.0f17. |US-7,572,789-B2 08-11-2009 [Cowen et al.
/T.V.0M18. |US-7,799,777-B2 09-21-2010 [Cowen et al.
/T.V.Ofl9. |US-9,381,202-B2 07-05-2016 [Cowen et al.
Examiner Date
[Signature /TAYLOR V QH/ Considered 06/09/2017 ]
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Complete if Known

INFORMATION DISCLOSURE

STATEMENT BY APPLICANT

(Use as many sheets as necessary)

\Sheet | 2 | of | 4

Application Number 14/940,018

Filing Date November 12, 2015

First Named Inventor Neil M. Cowen

Art Unit 1625

Examiner Name Taylor V. Oh

Attorney Docket Number [CAPN-034/04US 328512-2375 /

FOREIGN PATENT DOCUMENTS

Examiner Cite Foreign Patent Document Publication Date Name of Patentee or Pages, Columns, Lines,
Initials* No." [ Country Code® "Number "Kind Code” MM-DD-YYYY Applicant of Cited Document Where Relevant Passages | T¢
(if known) or Relevant Figures Appear

/T. V.00, [WO-2006/026469-A2,A3 03-09-2006 |Essentialis, Inc.
T.V.0/ 21, [WO-2007/081521-A2,A3 07-19-2007 |Essentialis, Inc.

T.V.0/22. [WO-2009/006483-A1 01-08-2009 |Essentialis, Inc.

JT.V.00L3. [WO-2013/130411-A1 09-06-2013 | Essentialis, Inc.

/T.V.0R24. [WO-2016/077629-A1 05-19-2016 |Essentialis, Inc.

Examiner /TAYLGR v OH f Date

Signature Considered 06/09/201?
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/ Substitute for form 1449B/PTO Complete if Known
Application Number 14/940,018
INFORMATION DISCLOSURE | Filing Date November 12, 2015
STATEMENT BY APPLICANT | FirstNamed Inventor il M. Cowen
Art Unit 1625
(Use as many sheets as necessary) Examiner Name Taylor V. oh
Sheet | 3 | of | 4 | AttomeyDocketNumber |CAPN-034/04US 328512-2375

NON PATENT LITERATURE DOCUMENTS

Examiner Cite |Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of T2
Initials*® No." |the item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue
number(s), publisher, city and/or country where published.

IAdvisory Action mailed on December 30, 2015, for U.S. Patent Application Number 14/458,032, filed

/T.V.o/ b5 [on August 12, 2014, 3 pages.

IAshcroft, F.M. et al. (1999). “ATP-sensitive K+ channels and insulin secretion: their role in health and
disease,” Diabefologia. 42:903-919.

IAshcroft, F.M. et al. (2000). “New windows on the mechanism of action of K(ATP) channel openers,”
/T.V.0/ b7 Trends Pharmacol. Sci. 21:439-445,

/T.v.of |26

Bay, H.E. et al. (2010). “Diazoxide choline controlled release in hyperglyceridemic subjects: Lipid and
/T.V.0/ bs other metabolic effects,” J. American Colfege of Cardiology 55(10a), 1 total page.

Clinical Trials.Gov (2014). “Clinical study of diazoxide choline controlled-release tablet (DCCR) in
JT.V.0/ patients with Prader-Willi syndrome,” Clinical trials identifier NCT02034071, updated January 10,
U g 2014, Retrieved from https:/clinicaltrials.gov/archive/nct02034071/2014_01_10, 4 total pages.

Eiholzer, U. et al. (1998). “Treatment with human growth hormone in patients with Prader-Labhart-Willi
syndrome reduces body fat and increases muscle mass and physical performance,” Eur. J. Pediatr.
0. 157:368-377.

Einspieler, C. et al. (2012). “Early behavioural manifestation of Smith-Magenis syndrome (del
/T.V.0/ 17p11.2) in a 4-month-old boy” Dev. Neurorehab. 15(4):313-316.

Final Office Action mailed on March 24, 2010, for U.S. Patent Application Number 11/212,130, filed on
/T.V.0/ |30 lAugust 25, 2005, 15 pages.

/T.v.0/

Final Office Action mailed on June 9, 2010, for U.S. Patent Application Number 12/368,215, filed on
/T.V.0/ February 9, 2009, 9 pages.

33.
Final Office Action mailed on October 17, 2014, for U.S. Patent Application Number 12/370,456, filed
34 [on February 12, 2009, 14 pages.

/T.V.0/

Final Office Action mailed on March 8, 2012, for U.S. Patent Application Number 12/370,456, filed on
/T.V.0/ February 12, 2009, 13 pages.

35.
Final Office Action mailed on January 13, 2017, for U.S. Patent Application Number 14/458,032, filed
/T.V.O/SG on August 12, 2014, 14 pages.

Final Office Action mailed on November 2, 2015, for U.S. Patent Application Number 14/458,032, filed
/T. V.0 37 on August 12, 2014, 13 pages.

International Search Report mailed on February 2, 2016, for PCT Application Number
/T.V.0 PCT/US2015/60455, filed on November 12, 2015, 3 pages.

International Search Report mailed on June 16, 2006, for PCT Application Number
/T.V.0/|39 PCT/US2005/30481, filed on August 25, 2005, 1 page.

International Search Report mailed on December 6, 2007, for PCT Application Number

/T.V.0f 40 PCT/US2006/48711, filed on December 20, 2006, 2 pages.
Examiner Date
Signature /TAYLOR V OH/ Considered 06/09/2017

American LegalNet, Inc. F 3
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Application Number 14/940.018
INFORMATION DISCLOSURE | Filing Date November 12, 2015
STATEMENT BY APPLICANT | FirstNamedInventor I Ngjl M. Cowen
Art Unit 1625
(Use as many sheets as necessary) Examiner Name Taylor V. Oh
sheet | 4 | of | 4 | AttomeyDocketNumber [CAPN-034/04US 328512-2375

NON PATENT LITERATURE DOCUMENTS

Examiner Cite [Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of T2
Initials* No." |the item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue
number(s), publisher, city and/or country where published.
International Search Report mailed on September 30, 2008, for PCT Application Number
/T.V.0f 41 [PCT/US2008/68936, filed on July 1, 2008, 2 pages.
International Search Report mailed on June 21, 2013, for PCT Application Number
/T.V.0/ 40 PCT/US2013/0276786, filed on February 25, 2013, 4 pages.
Lee, P.D. (2002). “Disease management of Prader-Willi syndrome,” Expert Opin. Pharmacother.
/T .v.0/M3 3:1451-1459.
Non-Final Office Action mailed on September 17, 2009, for U.S. Patent Application Number
/T V. O/, 11/212,130, filed on August 25, 2005, 14 pages.
JT.V.0/ Non-Final Office Action mailed on August 1, 2013, for U.S. Patent Application Number 12/368,215,
* Y ks [fiiled on February 9, 2009, 12 pages.
/T .V.0/ Non-Final Office Action mailed on December 8, 2009, for U.S. Patent Application Number 12/368,215,
Tt 46,  [filed on February 9, 2009, 8 pages.
/T.V.0/ Non-Final Office Action mailed on May 28, 2014, for U.S. Patent Application Number 12/370,4586, filed
47 |on February 12, 2009, 17 pages.
/T.V.0/ Non-Final Office Action mailed on September 8, 2011, for U.S. Patent Application Number
T s 12/370,4586, filed on February 12, 2009, 11 pages.
Non-Final Office Action mailed on June 30, 2016, for U.S. Patent Application Number 14/458,032,
/T.V.04  [iled on August 12, 2014, 12 pages.
Non-Final Office Action mailed on July 31, 2015, for U.S. Patent Application Number 14/458,032, filed
/T.V.0/ |5g  |on August 12, 2014, 16 pages.
Proglycem® (2003). Pharmaceutical Information, Diazoxide Hyperglycemic Agent, 5 total pages.
/T.V.0/ |51.
\Written Opinion of the International Searching Authority mailed on February 2, 2016, for PCT
/T.V.0/ 5o IApplication Number PCT/US2015/60455, filed on November 12, 2015, 8 pages.
\Written Opinion of the International Searching Authority mailed on June 16, 2008, for PCT Application
/T.v.o/ 53 Number PCT/US2005/30481, filed on August 25, 2005, 3 pages.
\Written Opinion of the International Searching Authority mailed on December 6, 2007, for PCT
/T.v.0/ 4  [Application Number PCT/US2006/48711, filed on December 20, 2008, 8 pages.
\Written Opinion of the International Searching Authority mailed on September 30, 2008, for PCT
/T.v.0/ =5 [Application Number PCT/US2008/68936, filed on July 1, 2008, 7 pages.
\Written Opinion of the International Searching Authority mailed on June 21, 2013, for PCT Application
/T.V.0/ 56 Number PCT/US2013/027676, filed on February 25, 2013, 6 pages.
E.)(aminer Date . 05/09/2@17
Signature /TAYLOR V OH/ Considered
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Issue Classification

Application/Control No.

Applicant(s)/Patent Under Reexamination

14940018 COWEN, NEIL M.
LT
T. VICTOR OH 1625
CPC
Symbol Type Version
A61K F 2013-01-01
A61K A 2013-01-01
A61K | 2013-01-01
A61K | 2013-01-01
A61K | 2013-01-01
A61K | 2013-01-01
A61K | 2013-01-01
A61K | 2013-01-01
A61K | 2013-01-01
A61K | 2013-01-01
A61K | 2013-01-01
A61K | 2013-01-01
CPC Combination Sets
Symbol Type Set Ranking Version
A61K 31 549 | 1 1 2013-01-01
A61K 2300 00 A 1 2 2013-01-01
A61K 31 155 | 2 1 2013-01-01
AB1K 2300 00 A 2 2 2013-01-01
A61K 31 551 | 3 1 2013-01-01
A61K 2300 00 A 3 2 2013-01-01
A61K 31 137 | 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)
/T. VICTOR OH/
Primary Examiner.Art Unit 1625 6/09/17 O.G. Print Claim(s) O.G. Print Figure
(Primary Examiner) (Date) 24 1

U.S. Patent and Trademark Office

Part of Paper No. 20170609
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Application/Control No. Applicant(s)/Patent Under Reexamination

Issue Classification | ,,54001s COWEN, NEIL M.

T. VICTOR OH 1625
US ORIGINAL CLASSIFICATION INTERNATIONAL CLASSIFICATION
CLASS SUBCLASS CLAIMED NON-CLAIMED
514 2235 Ale | 1|k 31/54 (2006.01.01)
CROSS REFERENCE(S)
CLASS SUBCLASS (ONE SUBCLASS PER BLOCK)
514 5.1 1.4 2232
NONE
Total Claims Allowed:
14
(Assistant Examiner) (Date)
/T. VICTOR OH/
Primary Examiner.Art Unit 1625 6/09/17 O.G. Print Claim(s) O.G. Print Figure
(Primary Examiner) (Date) 24 1

U.S. Patent and Trademark Office Part of Paper No. 20170609
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Application/Control No. Applicant(s)/Patent Under Reexamination
Issue Classification | 14940015 COWEN, NEIL M.
T. VICTOR OH 1625
X Claims renumbered in the same order as presented by applicant O CPA O T.D. O 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

1 25

12 27

13 28

14 29
NONE

Total Claims Allowed:
14
(Assistant Examiner) (Date)
/T. VICTOR OH/
Primary Examiner.Art Unit 1625 6/09/17 O.G. Print Claim(s) O.G. Print Figure
(Primary Examiner) (Date) 24 1
U.S. Patent and Trademark Office Part of Paper No. 20170609
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Application/Control No.

Search Notes

Applicant(s)/Patent Under

Reexamination

14940018 COWEN, NEIL M.
Examiner Art Unit
T.VICTOR OH 1625

CPC- SEARCHED

Symbol Date Examiner
A61K31/549,155,137,551;A61K9/5026,2054,0004,5042,5047,00;A61K45/06 6/10/17 t.0.
AB61K38/27 6/10/17 t.0.

CPC COMBINATION SETS - SEARCHED
Symbol Date Examiner
AB61K31/549; A61K31/155; A61K31/551;A61K61/137;A61K38/27 6/10/17 t.0.
A61K2300/00; A61K2300/00; A61K2300/00; 6/10/17 t.o.
A61K2300/00;A61K2300/00
US CLASSIFICATION SEARCHED
Class Subclass Date Examiner
514 5.1,11.4,223.2,223.5 6/10/17 t.0.
SEARCH NOTES
Search Notes Date Examiner
west search updated .p.3 6/10/17 t.0.
inventor's name search updated .p.1 6/10/17 t.0.
INTERFERENCE SEARCH
US Class/ US Subclass / CPC Group Date Examiner
CPC Symbol
A61K 31/549,155,137,5651;9/56026,2054,0004,5042,5047,00;4 6/10/17 t.o.
5/06
514/A61K 5.1/38/27 6/10/17 t.0.
514/A61K 223.2/31/54 6/10/17 t.0.

/T.O./

Primary Examiner.Art Unit 1625

U.S. Patent and Trademark Office

Part of Paper No. : 20170609

Ex. 2002-1463




PART B - FEER TRANSMITTAL

formy, tngether with apptivable fee(eh tor Ml Mol Stop ISSUE FEE
¢ umsssmsmwr For Patonis
AL Boy 1488
Alexandris, % irgheis 223130458
ar Fax {S? IN2TA2ER5

Ogmaplete sl sovul th

gsed For ransmid
fnchuding e Pae
mhm, ¢

thoogh 3 ‘-I*ﬂ m§d be v o okt
3 siids

a8 Wit e
s asdiay

g wi AR

Natutenaaes o nodiieations,

‘“‘* onestic satlingy of i
by QoY

seteed sfRniRg, mus &

T CORE

AR
DA s oo candif

AP O IR ans

1 suvelope

ARED IMYENTOR

OFLEAYED

seysdizgrse adddn oo b

3 Sy
r o o Ulsssdoney

ATERT v

shastas, Wil wpips ot PRt B asut
 subetitsie fov ‘ldﬂ\‘: A% \1\‘\323})1‘\\\‘.\‘\\\

TY aid SYATE (R COUNTEY)
Redwood City, California

shevd on the patont) . Freedividund & Conprsesiion or otherpivaty prosg sty \...3 £IOVENRY

NGB sl engiey dis

EChwege in Satity Bintss
».} Applivant w“xi\,im SR iy

3 shatssy it o]

Ladseptay
et i the

03 Aprerbicion ausesty At ity Rates &

X‘ Appbonnt chanptag fovspriar divoossed for sy wedom &

Phis form st be

nn sespyents aid seabicans,

Agthsniaad R

fue  August 8, 2017

A

vphd o gty

S8 Pant B

i

sough HEEGU

Ex. 2002-1464



Electronic Patent Application Fee Transmittal

Application Number:

14940018

Filing Date:

12-Nov-2015

Title of Invention:

METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR

SMITH-MAGENIS SYNDROME

First Named Inventor/Applicant Name:

Neil M. Cowen

Filer:

Katherine Jean Mackenzie/Patricia Ellison

Attorney Docket Number:

CAPN-034/04US 328512-2375

Filed as Large Entity

Filing Fees for Utility under 35 USC111(a)

Description Fee Code Quantity Amount SUB'S.I-;::)I in
Basic Filing:
Pages:
Claims:

Miscellaneous-Filing:

Petition:

Patent-Appeals-and-Interference:

Post-Allowance-and-Post-Issuance:
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Description Fee Code Quantity Amount SuB;I’;(t;)I in
UTILITY APPL ISSUE FEE 1501 1 960 960
PUBL. FEE- EARLY, VOLUNTARY, OR NORMAL 1504 1 0 0
Extension-of-Time:
Miscellaneous:
Total in USD ($) 960
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Electronic Acknowledgement Receipt

EFS ID: 30014042
Application Number: 14940018
International Application Number:
Confirmation Number: 6992

Title of Invention:

METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR

SMITH-MAGENIS SYNDROME

First Named Inventor/Applicant Name:

Neil M. Cowen

Customer Number:

58249

Filer:

Katherine Jean Mackenzie/Patricia Ellison

Filer Authorized By:

Katherine Jean Mackenzie

Attorney Docket Number:

CAPN-034/04US 328512-2375

Receipt Date: 08-AUG-2017
Filing Date: 12-NOV-2015
Time Stamp: 15:08:11

Application Type:

Utility under 35 USC 111(a)

Payment information:

Submitted with Payment yes
Payment Type DA
Payment was successfully received in RAM $960

RAM confirmation Number

080917INTEFSW00001659501283

Deposit Account

501283

Authorized User

Patricia Ellison

The Director of the USPTO is hereby authorized to charge indicated fees and credit any overpayment as follows:

37 CFR 1.16 (National application filing, search, and examination fees)

37 CFR 1.17 (Patent application and reexamination processing fees)
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37 CFR 1.21 (Miscellaneous fees and charges)

File Listing:

Document . . . File Size(Bytes)/ Multi Pages
Number Document Description File Name Message Digest | Part/.zip| (if appl.)

501192

1 Issue Fee Payment (PTO-85B) Issue_Fee.pdf no 1

a353d8746291e34ef1b24a81243dae6b743)
03d20

Warnings:

Information:

32599

2 Fee Worksheet (SB06) fee-info.pdf no 2

3c39019275d7852e4707782793fe6fe1923
01eb0

Warnings:

Information:

Total Files Size (in bytes):l 533791

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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UNITED STATES PATENT AND TRADEMARK OFFICE

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

| APPLICATION NO. ISSUE DATE PATENT NO. ATTORNEY DOCKET NO. CONFIRMATION NO.
14/940,018 09/12/2017 9757384 CAPN-034/04US 328512-2375 6992
58249 7590 08/23/2017
COOLEY LLP

ATTN: Patent Group

1299 Pennsylvania Avenue, NW
Suite 700

Washington, DC 20004

ISSUE NOTIFICATION

The projected patent number and issue date are specified above.

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(application filed on or after May 29, 2000)

The Patent Term Adjustment is 0 day(s). Any patent to issue from the above-identified application will include
an indication of the adjustment on the front page.

If a Continued Prosecution Application (CPA) was filed in the above-identified application, the filing date that
determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information
Retrieval (PAIR) WEB site (http://pair.uspto.gov).

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 Application Assistance Unit (AAU) of the Office of Data Management
(ODM) at (571)-272-4200.

APPLICANT(s) (Please see PAIR WEB site http://pair.uspto.gov for additional applicants):

Neil M. Cowen, Carlsbad, CA;
Essentialis, Inc., Carlsbad, CA;

The United States represents the largest, most dynamic marketplace in the world and is an unparalleled location
for business investment, innovation, and commercialization of new technologies. The USA offers tremendous
resources and advantages for those who invest and manufacture goods here. Through SelectUSA, our nation
works to encourage and facilitate business investment. To learn more about why the USA is the best country in
the world to develop technology, manufacture products, and grow your business, visit SelectUSA.gov.

IR103 (Rev. 10/09)
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UNITED STATES PO Box1450
PATENT AND TRADEMARK OFFICE AN, N elo.gov

ELECTRONIC PAYMENT RECEIPT

APPLICATION # RECEIPT DATE / TIME ATTORNEY DOCKET #
14/940,018 05/14/2025 02:06:21 PM Z ET SLNO-034/04US 333072-2375

Title of Invention

METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR SMITH-MAGENIS
SYNDROME

Application Information

APPLICATION TYPE  Utility - Nonprovisional Application PATENT # 9757384
under 35 USC 111(a)

CONFIRMATION # 6992 FILED BY Diana Sciamanna
PATENT CENTER # 70417788 AUTHORIZED BY  Kimberly Bolin
CUSTOMER # 58249 FILING DATE 11/12/2015
CORRESPONDENCE - FIRST NAMED  Neil M. Cowen
ADDRESS INVENTOR

Payment Information

PAYMENT METHOD PAYMENT TRANSACTION ID PAYMENT AUTHORIZED BY
DA /501283 E20255DE07115241 Diana Sciamanna
FEE CODE DESCRIPTION ITEM PRICE($) QUANTITY ITEM TOTAL($)
APPLICATION FOR EXTENSION
1457 OF TERM OF PATENT (SEE 37 2500.00 1 2500.00
CFR 1.740)
TOTAL
AMOUNT: $2,500.00

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents, characterized
by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a Post Card, as
described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for filing date (see 37 CFR 1.53(b)-(d)
and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this Acknowledgement
Receipt will establish the filing date of the application

National Stage of an International Application under 35 U.S.C. 371
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If a timely submission to enter the national stage of an international application is compliant with the conditions of 35 U.S.C.
371 and other applicable requirements a Form PCT/DO/EQO/903 indicating acceptance of the application as a national stage
submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for an
international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number and of the
International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning national security,
and the date shown on this Acknowledgement Receipt will establish the international filing date of the application.
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URITED STATES
PATENT AND TRAREMARK OFFICE

ELECTRONIC ACKNOWLEDGEMENT RECEIPT

Page 1 of 4
P.O. Box 1450

Alexandria, VA 22313 - 1450

Www.uspto.gov

APPLICATION # RECEIPT DATE / TIME
14/940,018 05/14/2025 02:06:21 PM Z ET

ATTORNEY DOCKET #

SLNO-034/04US 333072-2375

Title of Invention

METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI SYNDROME OR SMITH-MAGENIS

SYNDROME

Application Information

APPLICATION TYPE  Utility - Nonprovisional Application
under 35 USC 111(a)

CONFIRMATION # 6992
PATENT CENTER # 70417788

CUSTOMER # 58249

CORRESPONDENCE
ADDRESS

Documents
DOCUMENT PAGES
SLNO- 43
034_04US_Exhibit_1.pdf
SLNO- 4
034_04US_Exhibit_2.pdf
SLNO- 6
034_04US_Exhibit_3.pdf
SLNO- 3
034_04US_Exhibit_4.pdf
SLNO- 3
034_04US_Exhibit_5.pdf
SLNO- 5

034_04US_Exhibit_6.pdf

PATENT # 9757384

FILED BY Diana Sciamanna

FILING DATE  11/12/2015

FIRST NAMED  Neil M. Cowen

INVENTOR

AUTHORIZED BY  Kimberly Bolin

TOTAL DOCUMENTS: 18

DESCRIPTION

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

SIZE
(KB)

4786 KB

400 KB

542 KB

359 KB

183 KB

756 KB
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SLNO-
034_04US_Exhibit_7.pdf

SLNO-
034_04US_Exhibit_8.pdf

SLNO-
034_04US_Exhibit_9.pdf

SLNO-
034_04US_Exhibit_10.pdf

SLNO-
034_04US_Exhibit_11.pdf

SLNO-
034_04US_Exhibit_12.pdf

SLNO-
034_04US_Exhibit_13.pdf

SLNO-
034_04US_Exhibit_14.pdf

SLNO-
034_04US_Exhibit_15.pdf

SLNO-
034_04US_Exhibit_16.pdf

SLNO-
034_04US_Exhibit_17.pdf

SLNO-
034_04US_PTE_Application.
pdf

Digest

DOCUMENT

SLNO-034_04US_Exhibit_1.pdf

SLNO-034_04US_Exhibit_2.pdf

SLNO-034_04US_Exhibit_3.pdf

32

19

26

16

24

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Exhibits or attachments to a
PTE application.

Patent Term Extension

Application Under 35 USC 156

MESSAGE DIGEST(SHA-512)

Page 2 of 4

11824 KB

170 KB

160 KB

200 KB

354 KB

135 KB

135 KB

165 KB

111 KB

186 KB

168 KB

242 KB

524A68BD4FFD024767E135A70A31A2CC26CE2CFA1517877B
D352D8978F9BCCFEE1C080A7CBC008DB13C394F81868EF6B
41A0FA599878E7903F24EB7477948DDE

6696C14342A1770A68D484FD900A990C3FF645BF2EEF017F91
E865B8E8962FDFA43E26CE176D88AB5A224B042416E0CFF23
6DA55DEBB6D1D7266A9E3B2D3FC26

C5681F7211810D4B6550E27DAD32EF45D58C7F890C3EC0559
4E497A1B855F21B7635DBBB5412613A188E44871F327205167
0B410D689F2B6E930EEE58198F736
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SLNO-034_04US_Exhibit_4.pdf

SLNO-034_04US_Exhibit_5.pdf

SLNO-034_04US_Exhibit_6.pdf

SLNO-034_04US_Exhibit_7.pdf

SLNO-034_04US_Exhibit_8.pdf

SLNO-034_04US_Exhibit_9.pdf

SLNO-
034_04US_Exhibit_10.pdf

SLNO-
034_04US_Exhibit_11.pdf

SLNO-
034_04US_Exhibit_12.pdf

SLNO-
034_04US_Exhibit_13.pdf

SLNO-
034_04US_Exhibit_14.pdf

SLNO-
034_04US_Exhibit_15.pdf

SLNO-
034_04US_Exhibit_16.pdf

SLNO-
034_04US_Exhibit_17.pdf

Page 3 of 4

3339ED35A8A9D4CA85C2A107023EA98CF13ABCF6D383EDD7
014AFOF3D6D793EB140E8A073D6BC3C2AEFADE7963D9COF 1
E8E9194509C32211B39ED32C7053B455

4E2D792ADC74157D5361656C8FA54956F89760E3FFF30B5ED
E6B0223BCCFAAB5B95D457C5364F563BF4275986627F83001
906C0374A582001F6ED7112B3A1CF4

55CDCC8982927D66936FDA62DEB6535ES5EES5C2D0A25D7D45
A120ED8E54C3449967FBFA82B261CC86C0A4033F448991E4E
EDDD88F827F1F58B68F695AC7DA2422

150E1B22E597CB95C8DF50C195F6685A9B32C4CBF18B387B
DB774A088AC47AC87FAF60503AEC423188AC29581316D9526
E1DO0AE4BF4F1E97709B16FDEE6GC1EB

58D7639509809DD 145AFBEES0D07D82703E496937C8430FA3
9893A472E2F8BAB865736BD8AEA83000083A0D027FA5D05F4
OE6C8C222C9AF624CO0BBESBEEE3ES

C2B1D4B6DF9B222C953C3F1FE4EAF24C21E504706550DFC3
64FC54F35A3EAE4CC8C818E0F55C893F291A670BC4D5A51D
E2CEBED41735C18BOAC8B4AC6DD3F92D

E5664C8F4D0OAD9BDF6603D1512F8FA19BB7435918307F08A1
A43B80C17D3EOC3FCC174E7EAFC3E752AE672E15330584062
113C053333694BE84E1860A7399778

82352B5686504C7F400B4377462B9852B40CFC860F95BED89F
EF9F227421796873A65C62FB6CDAIED338D908E76C34D0322
3BODF5B938B339A83EDFO8EE12D87

657B7A7AB40D497636A1450C68FEDOEEE6B40D69E41BBC21
44559D2944AD94391D3E527B63892B83984EDDOF87F503AD7
FC99C7F37A269ACDI9CESFC24A464383

131F610C1E915FCCAA4AEEC343C191BDAB11F822C00DC4B1
8ADEE2672A75ABD10C522EBEAAF370CB93CB26469296DCC
58851E8F7BE9461F43CC641B2DC18C149

BDB918B6B41C99B3308826B385F1A2437C7083E1D6B9F6D45
8ESE04BB99FF75C3AD2F1C87EAD7A7B7F41BFCBF406D3F45
75BB086838BC8FFEE86543A2F5EES3B

DF2558BC18693D3FE4DECC9A36E3F208BC5A7F04FCE942D6
8CA951BCB0O9ESE74905E80B7439CBFD99C83F14CC931197E
F6429C8560A83181C7B24EEDF57105C0

7592ED02DEB2837A5595596E7199EBC535B8B3684D65DESEE
53072F89B2A20084E8DE74CB9C1904DB28993BB0495AE9DI1
5ACADEFE78EC2B6F53974AA6D091F5

349EBE1A5E4D477B126BAB6BI9EISEOBDCAF53A70D6D68722
F1F245C9EDA694133107B2628FD1AB4A57DF0373E30A39B05
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Page 4 of 4
6F926441AD5CA24E0900815907F0AQD

SLNO- A04408EF45B5DFCA41E90CB778DBC4A22B7541F19BEGEB7C
034_04US_PTE_Application.pd  1522836BF19D169BABBCABOF121C7A47D4ACA61D5A676303

f

E87A2E3CAES027EB14B01EC85D4E232E

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents, characterized
by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a Post Card, as
described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for filing date (see 37 CFR 1.53(b)-(d)
and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this Acknowledgement
Receipt will establish the filing date of the application

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35 U.S.C.
371 and other applicable requirements a Form PCT/DO/EQ/903 indicating acceptance of the application as a national stage
submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for an
international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number and of the
International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning national security,
and the date shown on this Acknowledgement Receipt will establish the international filing date of the application.
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Docket No.: SLNO-034/04US 333072-2375
PTE Application for U.S. Pat. No. 9,757,384
VYKAT™ XR

(PATENT)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

First Inventor: Neil M. COWEN  Assignee: Essentialis, Inc.

Confirmation No.: 6992

Patent No.: 9,757,384 Unit: Office of Patent Legal
Administration
Issue Date: September 12, 2017 Examiner: Taylor V. OH

Application No.:  14/940,018

For: METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI
SYNDROME OR SMITH-MAGENIS SYNDROME

Commissioner of Patents and Trademarks

P.O. Box 1450

Mail Stop: Hatch-Waxman Patent Term Extension
Alexandria, VA 22313-1450

APPLICATION FOR EXTENSION OF PATENT TERM UNDER 35 U.S.C. § 156

Dear Sir/Madam:
INTRODUCTORY COMMENTS

Applicant, Essentialis, Inc. (“Essentialis”), hereby submits this application for extension
of the term of United States Letters Patent No. 9,757,384 (the >384 patent) under 35 U.S.C. § 156
based upon the regulatory review period that ended with the Food and Drug Administration’s
(“FDA”) approval of New Drug Application (“NDA”) number 216665 for VYKAT™ XR
(diazoxide choline) extended-release tablets, for oral use. Information in accordance with the

requirements specified in 37 C.F.R. § 1.740 is provided herein.
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The *384 patent contains method of treatment claims directed to the approved use of the

active ingredient in VYKAT™ XR (diazoxide choline), extended-release tablets for oral use (see
Exhibit 1). On March 26, 2025, an NDA for VYKAT™ XR (diazoxide choline), extended-
release tablets for oral use was approved for commercial marketing or use under Section §
505(b)(2) of the Food, Drug and Cosmetic Act. NDA number 216665 relates to the use of
VYKAT™ XR (diazoxide choline) for the treatment of hyperphagia in adults and pediatric
patients 4 years of age and older with Prader-Willi syndrome (PWS).

This application for patent term extension of the 384 patent is based upon the regulatory
review period that ended with the approval of NDA number 216665 on March 26, 2025.
Applicant is concurrently submitting applications for extension of the term of U.S. Patent No.
7,799,777 (the 777 patent), U.S. Patent No. 7,572,789 (the *789 patent), and U.S. Patent No.
12,178,823 (the *823 patent) under 35 U.S.C. § 156 in connection with the same regulatory
review period. The *777 patent and the *789 patent contain claims to the approved product. The

’823 patent contains claims directed to the approved use of the product.

Applicant understands that multiple applications for extension of term under 35 U.S.C.
§ 156(d)(1) may be filed in connection with any particular regulatory review period, but that only
one such application may be granted per regulatory approval. Accordingly, Applicant intends to
withdraw all but one application for extension of term filed under 35 U.S.C. § 156(d)(1) in
connection with NDA number 216665 prior to the grant of any extension of term of any patent

under 35 U.S.C. § 156(d)(1). See also Section 13 of this application.

Applicant represents that Essentialis is the assignee of the entire right, title and interest in
and to the 384 patent granted to Essentialis on September 12, 2017, by virtue of assignment of
U.S. Application No. 14/940,018 by the inventor, Neil M. COWEN on November 13, 2015 and
recorded for the Patent with the Office on November 13, 2015 at reel/frame 037039/0755.

A copy of the assignment is included as Exhibit 2.
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Patent owner Essentialis is a wholly owned subsidiary of Soleno Therapeutics, Inc.

(“Soleno”). Soleno is the current marketing applicant for NDA 216665 for VYKAT™ XR.

The acquisition of Essentialis by Capnia, Inc. (“Capnia”) was completed on
March 7,2017. At that time, Essentialis merged with a wholly owned Capnia subsidiary —
Company E Merger Sub, Inc. — with the surviving corporation after the merger being Essentialis.
See Exhibit 3. Capnia underwent a name change to Soleno Therapeutics, Inc. on May 12, 2017.

See Exhibit 4.

PTE Applicant and patent owner, Essentialis, is authorized to rely upon the activities of
Soleno and its affiliates before the Food and Drug Administration during the regulatory review
period for VYKAT™ XR in its request for extension of patent term for the purposes of this
application for patent term extension of the >384 patent. See Exhibit 5.

As noted above, Soleno is the Marketing Applicant (see Exhibits 6 and 7) and conducted
certain studies leading to approval by the FDA of NDA 216665 for VYKAT™ XR and will
commercialize the approved product. Essentialis was the original sponsor of IND 73,179 and
IND 132,498, which were later transferred to Soleno. Data generated under these INDs were
included in NDA 216665. Sponsorship of IND 73,179 was transferred to Soleno on
July 12,2017. See Exhibit 8. Sponsorship of IND 132,498 was transferred to Capnia on or
about March 10, 2017 (see Exhibit 9), after which the name of the sponsor was changed to
Soleno (see Exhibit 4), and the FDA was notified of the change on May 22, 2017 (see
Exhibit 10).

Pursuant to the provisions of 37 CF.R. § 1.730, Applicant hereby applies for an
extension of the term of U.S. Patent No. 9,757,384 under 35 U.S.C. § 156 of 1230 days based on

the materials set forth herein and in the accompanying submissions.

In the materials which follow, numbered paragraphs (1) through (15) correspond to
paragraphs (1) through (15) of 37 C.F.R. § 1.740(a).
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1. Identification of the Approved Product [37 C.F.R. § 1.740(a)(1)]

The approved product is “VYKAT™ XR (diazoxide choline) extended-release tablets,
for oral use.” VYKAT™ XR is indicated for the treatment of hyperphagia in adults and
pediatric patients 4 years of age and older with Prader-Willi syndrome (PWS).

The chemical name for diazoxide choline is 7-Chloro-3-methyl-1A6, 2,4-benzothiadiazin-
2-ide 1,1-dioxide 2-hydroxyethyl(trimethyl)azanium. Diazoxide choline is also referred to as a
“Karp channel opener”. The molecular weight is 333.83 g/mole, and the molecular formula

is CsHeCIN202S+CsH14NO. The structural formula is:

VYKAT™ XR is provided as extended-release tablets for oral administration.

VYKAT™ XR is provided in three strengths:
Each VYKAT™ XR, 25mg tablet contains diazoxide choline 25 mg.
Each VYKAT™ XR, 75mg tablet contains diazoxide choline 75 mg
Each VYKAT™ XR, 150mg tablet contains diazoxide choline 150 mg

A complete description of the product is set forth in Section 11 of the VYKAT™ XR

Prescribing Information (“PI”), provided as Exhibit 11.
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2. Federal Statute Governing Regulatory Approval of the Approved Product

[37 C.F.R. § 1.740(a)(2)]

The approved product was subject to regulatory review under § 505(b)(2) of the Federal
Food, Drug, and Cosmetic Act (“FDCA”) (21 U.S.C. § 355 et seq.).

3. Date of Approval for Commercial Marketing [37 C.F.R. § 1.740(a)(3)]

NDA number 216665 for VYKAT™ XR (diazoxide choline), extended-release tablets
for oral use was approved for commercial marketing or use under § 505(b)(2) of the FDCA on

March 26, 2025. A copy of the approval letter from the FDA is provided as Exhibit 7.

4, Identification of Active Ingredient and Certifications Related to Commercial

Marketing of Approved Product [37 C.F.R. § 1.740(a)(4)]

(a)  The active ingredient in VYKAT™ XR (diazoxide choline), extended-release
tablets for oral use is diazoxide choline. The chemical name for diazoxide choline
is 7-Chloro-3-methyl-1A6, 2,4-benzothiadiazin-2-ide 1,1-dioxide 2-
hydroxyethyl(trimethyl)azanium. The molecular weight is 333.83 g/mole, and the
molecular formula is CsHeCIN202S*CsH14NO. The structural formula is:

An alternative name for diazoxide choline is: 7-chloro-3-methyl-2H-1,2,4-

benzothiadiazine dioxide:2-hydroxy-N,N,N-trimethyl ethanaminium (1:1) salt.
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(b) On information and belief, Applicant certifies that diazoxide choline, the active
ingredient in VYKAT™ XR, had not been approved for commercial marketing or
use under the Federal Food, Drug, and Cosmetic Act, the Public Health Service
Act, or the Virus-Serum-Toxin Act prior to the approval granted on

March 26, 2025.

(©) NDA number 216665 was approved on March 26, 2025. A copy of the approval
letter from the FDA is provided as Exhibit 7.

5. Statement Regarding Timeliness of Submission of Patent Term Extension

Request [37 C.F.R. § 1.740(a)(5)]

This application for patent term extension is being timely submitted within the sixty (60)
day period permitted for submission specified in 35 U.S.C. § 156(d)(1) and 37 C.F.R. § 1.720(f).
The last date on which this application may be submitted is May 24, 2025 (i.e., within 60 days of
March 26, 2025, beginning on March 26, 2025).

6. Complete Identification of the Patent for Which Extension Is Being Sought
[37 C.E.R. § 1.740(a)(6)]

The complete identification of the patent for which an extension is being sought is as

follows:

(a) Names of the inventors: Neil M. COWEN

(b) Patent Number: 9,757,384

(c)  Entitled: METHODS FOR TREATING SUBJECTS WITH PRADER-WILLI
SYNDROME OR SMITH-MAGENIS SYNDROME

(d) Date of Issue: September 12, 2017

(e) Date of Expiration: November 12, 2035

6
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7. Copy of the Patent for Which an Extension Is Being Sought
[37 C.F.R. § 1.740(a)(7)]
A copy of U.S. Patent No. 9,757,384 is provided as Exhibit 1.
8. Copies of Disclaimers, Certificates of Correction, Receipt of Maintenance

Fee Payment, or Reexamination Certificate [37 C.F.R. § 1.740(a)(8)]

(a) No terminal disclaimers have been filed for U.S. Patent No. 9,757,384,

(b) No Certificates of Correction have been filed for U.S. Patent No. 9,757,384.

(©) The first maintenance fee window opened on September 12, 2020, and closed on
September 13, 2021. The first maintenance fee was paid on February 24, 2021.
A copy of the receipt for payment of the first maintenance fee is provided as

Exhibit 12.

(d) The second maintenance fee window opened on September 12, 2024, and closes
on September 13, 2025. The second maintenance fee was paid on
January 13, 2025. A copy of the receipt for payment of the first maintenance fee
is provided as Exhibit 13.

(e) The third maintenance fee window will open on September 12, 2028, and will
close on September 12, 2029. Accordingly, the third maintenance fee window is

not open yet.

® U.S. Patent No. 9,757,384 has not been the subject of reexamination proceedings.
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9. Statement Regarding Patent Claims Relative to Approved Product

[37 C.F.R. § 1.740(a)(9)]

The statements below are made solely to comply with the requirements of
37 CFR. § 1.740(a)(9). Applicant notes that, as the M.P.E.P. acknowledges,
37 C.ER. ¢ 1.740(a)(9) does not require an applicant to show whether or how the listed claims
would be infringed, and that this question cannot be answered without specific knowledge
concerning acts performed by third parties. As such, these comments are not an assertion or an
admission of Applicant as fo the scope of the listed claims, or whether or how any of the listed
claims would be infringed, literally or under the doctrine of equivalents, by the manufacture, use,

sale, offer for sale, or the importation of any product.

(a) Claims 1-5, 9-10, and 13-14 of U.S. Patent No. 9,757,384 claims an approved
method of use of the approved product.

(b) Pursuant to M.P.E.P. § 2753 and 37 C.FR. § 1.740(a)(9), the following table is
provided to show how claim 1 of U.S. Patent No. 9,757,384 claims the method of

use of the approved product.

Claim 1 of U.S. Patent 9,757,384 VYKAT™ XR (diazoxide choline)
(Limitation by Limitation) extended-release tablets for oral use

A method of reducing one or more aggressive behaviors in | VYKAT™ XR (diazoxide choline)

a subject having Prader-Willi syndrome (PWS) or Smith- extended-release tablets for oral use are
Magenis syndrome (SMS), indicated for the treatment of hyperphagia in

adult and pediatric patients 4 years of age
and older with Prader-Willi syndrome. See,
e.g., Prescribing Information, Highlights,
Section 1, Section 3, Section 11, and
Section 14 (Exhibit 11). Hyperphagia
manifests as a constant, insatiable hunger,
accompanied by an intense, persistent
preoccupation with food, an extreme drive
to seek and consume food, food-related
behavior problems, distress with temper
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Claim 1 of U.S. Patent 9,757,384 VYKAT™ XR (diazoxide choline)
(Limitation by Limitation) extended-release tablets for oral use

outbursts if denied food, and becoming
aggressive to obtain food.

the method comprising administering to said subject for at | In clinical trials, VYKAT™ XR (diazoxide
least 10 weeks a pharmaceutical formulation comprising an | choline) extended-release tablets were
effective amount of diazoxide or a pharmaceutically administered for at least 10 weeks. See, e.g.,
acceptable salt thereof, Prescribing Information, Section 14
(Exhibit 11). Patients were administered a
pharmaceutical formulation with an
effective amount of diazoxide choline
(based on the patient’s weight, and in the
form of VYKAT™ XR (diazoxide choline)
extended-release tablets) for a mean
duration of 3.3 years before participating in
the random withdrawal period study
presented in the Prescribing Information.
See, e.g., Prescribing Information, Sections
2.2 and 14 (Exhibit 11).

wherein administration reduces one or more aggressive In clinical trials, the primary efficacy
behaviors in the subject. endpoint of VYKAT™ XR was assessed
using the HQ-CT (Hyperphagia
Questionnaire for Clinical Trials), which
assesses a range of hyperphagic and food-
related behaviors (e.qg., including food-
related aggressive behaviors). See, e.g.,
Prescribing Information, Section 14
(Exhibit 11). The totality of the clinical trial
data for VYKAT™ XR demonstrates a
clinically meaningful and highly statistically
significant difference in the HQ-CT Total
Score between the VYKAT™ XR and
placebo groups, a substantial long-term
reduction in hyperphagia, and that
VYKAT™ XR reduces one or more
aggressive behaviors in Prader-Willi
syndrome patients who have hyperphagia
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10.  Relevant Dates Under 35 U.S.C. § 156 for Determination of Applicable
Regulatory Review Period [37 C.F.R. § 1.740(a)(10)]

(a) Patent Issue Date

U.S. Patent No. 9,757,384 issued on September 12, 2017.

(b) IND Effective Date [35 U.S.C. § 156(g)(1)(B)(i);
37CFER § 1.740(a)(10)(i)(A)]

An Investigational New Drug Application (IND) for diazoxide choline was
submitted August 22, 2006, under § 505(i) of the FDCA and the date of receipt
confirmed as August 22, 2006 by FDA. IND number 73,179 was assigned and
the effective date confirmed as 30 days after receipt of the IND,

September 21, 2006. See Exhibit 14.

Applicant has used the date of September 21, 2006 as the “IND Effective Date” in

its calculations below.

(c) NDA Submission Date [35 U.S.C. § 156(g)(1)(B)(i);
37CFR § 1.740(a)(10)(i)(B)]

A New Drug Application (NDA) was submitted on June 27, 2024. A copy of the
letter from the FDA accepting NDA number 216665 for review and reflecting the
June 27, 2024 submission date is provided as Exhibit 6. The NDA submission
date is also identified as June 27, 2024 in the NDA approval letter (Exhibit 7).

Applicant has used the date of June 27, 2024 as the “NDA Submission Date” in

its calculation below.
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(d) NDA Approval Date [35 U.S.C. § 156(g)(1)(B)(ii);
37CFR § 1.740(a)(10)(i)(C)]

The FDA approved NDA number 216665 authorizing the marketing of
VYKAT™ XR (diazoxide choline) extended-release tablets for oral use on
March 26, 2025. A copy of the NDA approval letter from the FDA is provided as
Exhibit 7.

11
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11. Summary of Significant Events During Regulatory Review Period

[37 C.F.R. § 1.740(a)(11)]

A brief description of the significant activities by the marketing applicant (Soleno')
during the applicable regulatory review period with respect to the approved product and the dates
applicable to these significant activities are set forth in a chronological listing of events in

Exhibits 15-17.

Pursuant to 37 C.F.R. § 1.740(a)(11), 21 C.F.R. § 60.20(a), and M.P.EP. § 2753, copies
of all such communications are not provided in this application but can be obtained from records

maintained by the FDA.

! Soleno is the Marketing Applicant for NDA number 216665 and current sponsor of IND numbers 73,179 and
132,498. However, as detailed in the Introductory Comments section of this application, Essentialis was the original
sponsor of IND numbers 73,179 and 132,498. Sponsorship of these INDs was transferred to Soleno and Soleno is
thereby authorized to rely on the activities undertaken by Essentialis of these INDs. Additionally, for the purposes
of this PTE application, as confirmed by Exhibit 5, Essentialis, as patent owner, is authorized to rely on activities
undertaken by NDA holder Soleno with respect to the regulatory review period associated with the approval of
VYKAT™ XR (diazoxide choline) extended-release tablets for oral use.

12

311411094

Ex. 2002-1487



Docket No.: SLNO-034/04US 333072-2375
PTE Application for U.S. Pat. No. 9,757,384
VYKAT™ XR

The dates set forth in Exhibit 1, 6, 7, and 14 and used in the calculations described

herein are as summarized below.

Receipt of IND number 73,179 August 22, 2006

Exemption under FDCA § 505(i) became effective September 21, 2006
(effective date of IND number 73,179)

Exhibit 14

Patent was granted September 12, 2017
Exhibit 1

New Drug Application (NDA) number 216665 under June 27, 2024

FDCA § 505(b)(2) was submitted
Exhibit 6
NDA number 216665 was approved March 26, 2025

Exhibit 7

13
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12. Statement Concerning Eligibility for and Duration of Extension Sought

Under 35 U.S.C. § 156 [37 C.F.R. § 1.740(a)(12)]

A. In the opinion of the Applicant, U.S. Patent No. 9,757,384 is eligible for an extension
under 35 U.S.C. § 156 and 37 C.F.R. § 1.720 because:

(1) 35 U.S.C. § 156(a) and 37 C.F.R. § 1.720(a)
U.S. Patent No. 9,757,384 claims a method of using the compound that is the

active ingredient in VYKAT™ XR (diazoxide choline), extended-release tablets
for oral use, the approved product, as the term “product” is defined in

35U.S.C. § 156, as described in § 9(b) above.

(i1) 35U.S.C. § 156(a)(1) and 37 C.F.R. § 1.720(g)
U.S. Patent No. 9,757,384 has not expired.

(i) 35U.S.C. §156(a)(2) and 37 C.E.R. § 1.720(b)
The term of U.S. Patent No. 9,757,384 has not been previously extended on the
basis of 35 U.S.C. § 156.

(iv) 35U.8.C.§156(a)(3) and 37 C.F.R. § 1.720(c)

The application for extension is submitted by an owner of record or an agent
authorized to act on behalf of the owner of record in accordance with the
requirements of paragraphs (1) through (4) of 35 U.S.C. § 156(d) and the rule of
the Patent and Trademark Office (35 U.S.C. § 156(a)(3)). See Exhibit 5.

(v)  35U.S.C.8§156(a)4)and 37 C.F.R. § 1.720(d)

There is an eligible period of regulatory review by which the patent may be

extended pursuant to 35 U.S.C. § 156.

14
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(vi) 35U.S.C. §156(a)(5)(A)and 37 C.F.R. § 1.720(e)

The approved product, diazoxide choline, has received permission for commercial
marketing or use, and the permission for the commercial marketing or use of the
product is the first such permission received under 21 U.S.C. § 355(a) and Section

505(b)(2) of the FDCA, codified at 21 U.S.C. § 355(b)(2).

(vit) 35U.S.C. § 156(c)(4) and 37 CE.R. § 1.720(h)
No other patent has been extended pursuant to 35 U.S.C. § 156 on the basis of the

regulatory review process associated with the approved product.?

(viii) 35 U.S.C. § 156(d)(1) and 37 C.E.R. § 1.720(f)

This application is submitted within the permitted sixty-day period beginning on

the date the product first received permission for commercial marketing or use.

(ix) 35U.S.C.§156(d)3)

The applicant for marketing approval exercised due diligence within the meaning

of 35 U.S.C. § 156(d)(3) during the period of regulatory review.

(x) This application otherwise complies with all requirements of 35 U.S.C. § 156 and

applicable rules and procedures.

B. Applicant believes that the extension should be for 1230 days so that the expiration date
for U.S. Patent No. 9,757,384 will be March 26, 2039. The term of the extension is calculated as

follows pursuant to 37 C.F.R. § 1.775 as shown in section C, below.

2 See page 2 and section 13 of this application regarding three concurrently filed applications for Patent Term
Extension based on the 777, *789, and °823 patents.
15
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C. The requested period of extension of term for U.S. Patent No. 9,757,384 corresponds to
the regulatory review period that is eligible for extension pursuant to 35 U.S.C. § 156, based on
the facts and circumstances of the regulatory review associated with the approved product and

the issuance of the U.S. Patent No. 9,757,384. The period was determined as follows.

(1) The relevant dates for calculating the regulatory review period, based on the

events discussed in the section above, are the following:

Exemption under FDCA § 505(i) became effective September 21, 2006
(effective date of IND number 73179)

Patent was granted September 12, 2017

New Drug Application (NDA) number 216665 June 27, 2024
under FDCA § 505(b)(2) was received

NDA number 216665 was approved March 26, 2025

(i))  Regulatory review period — Testing Phase:

The regulatory review period from the IND number 73,179 effective date to the
NDA receipt date is 6490 days (September 21, 2006 through June 27, 2024).

U.S. Patent No. 9,757,384 was granted after the start of the period specified in

35 U.S.C. § 156(g)(1)(B)() (i.e., the period from the date of the grant of the
exemption under § 505(i) of the FDCA until the date of submission of the NDA).
Pursuant to 35 U.S.C. § 156(b) and (c¢)(2), the calculated regulatory review period
therefore includes a component of time between when the patent issued and when
NDA number 216665 was received (September 12, 2017 to June 27, 2024).

Accordingly, pursuant to 37 C.F.R. § 1.775(d)(1)(1), the regulatory review period
16
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is reduced by the number of days in the period defined by 37 C.F.R. § 1.775(c)(1)
and (c)(2) which occurred on and before the issuance of U.S. Patent No.
9,757,384 patent (September 12, 2017). Thus, the testing phase (6490 days) is
reduced by 4010 days (days from September 21, 2006 up to and including
September 12, 2017). The adjusted testing period is therefore 2480 days (6490
days minus 4010 days).

(u1)  Regulatory Review Period — Approval Phase:

The patent was granted prior to the start of the period specified in

35 U.S.C. § 156(g)(1)(B)(ii) (i.e., the period from the date of submission of the
NDA until the date of approval). The regulatory review period under

35 U.S.C. § 156(b) therefore includes a component of time between when the
NDA was received and when the NDA was approved from June 27, 2024 to
March 26, 2025. The regulatory review period from the NDA receipt date to the
NDA approval date is therefore 273 days (June 27, 2024 to March 26, 2025).

(iv)  Total Regulatory Review Period — as adjusted for patent issuance:

The total regulatory review period is 2753 days (2480 days in the testing phase
and 273 days in the approval phase). The adjusted regulatory review period,
calculated as the sum of the days after patent issuance in the testing phase
(“adjusted testing period” in (ii) above, 2480 days) plus the number of days in the
approval phase (273 days) is 2753 days.

(v) Initial Calculation of Term:

Pursuant to 37 C.F.R. § 1.775(d)(1)(ii1), the term of extension is calculated by

subtracting from the total regulatory review period (as adjusted under
17
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37 CF.R. § 1.775(d)(1)(1) for the date of patent issuance — 2753 days, as
calculated in (iv), above) one-half of the days remaining in the period defined by
37 CF.R. § 1.775(c)(1) (testing phase adjusted for date of patent issuance (as
calculated in (ii), above) — 2480 days/2 is 1240 days). Thus, the initial
calculation of the term of extension is 2753 days — 1240 days, or 1513 days.

(vi)  “Diligence” is described in 35 U.S.C. § 156(d)(3). Soleno and the prior sponsor,
Essentialis, of IND numbers 73,179 and 132,498 were diligent as of at least
September 12, 2017 as shown in Exhibits 15-17.

(vii)  Thus, period determined according to 35 U.S.C. § 156(b), (c)(2), and (g)(1) for
the approved product is 1513 days.

(viii)) The original expiration date for U.S. Patent No. 9,757,384 is November 12, 2035,
which is calculated as 20 years from the earliest-claimed non-provisional filing

date (November 12, 2015 plus 20 years = November 12, 2035).

(ix)  The date of approval of the approved product is March 26, 2025.

(x) The date that is provided by adding the number of days determined according to
35 U.S.C. § 156(b), (c)(2), and (g)(1) for the approved product (1513 days) to the
expiration date of U.S. Patent No. 9,757,384 (November 12, 2035) is
January 3, 2040.

(xi)  The date that is fourteen years from the date of approval of the approved product
(March 26, 2039) is before the date that is determined by adding the number of
days determined according to 35 U.S.C. § 156(b), (c)(2), and (g)(1) for the
approved product (1513 days) to the expiration date (November 12, 2035) of U.S.

Patent No. 9,757,358, which is January 3, 2040 (as noted in (x) above). Thus, the
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period remaining in the term of the patent after approval of the approved product
when added to the regulatory review period as revised under 35 U.S.C.
§ 156(c)(1) and (c)(2), exceeds fourteen years. As such, the period by which the
patent may be extended is limited by 35 U.S.C. § 156(c)(3). Thus, the extension
otherwise obtainable is limited to not more than fourteen years, i.e.,

March 26, 2039.

(xi1))  The provisions of 37 C.F.R. § 1.775(d)(5) do not apply. The date that is five
years from the expiration date of U.S. Patent No. 9,757,384 is
November 12, 2040, which is after the date determined in (x), above
(January 3, 2040). As such, the period by which the patent may be extended is
not limited by 37 C.F.R. § 1.775(d)(5).

(xiii) U.S. Patent No. 9,757,384 issued after the effective date of Public Law No. 98-
417. As such the limit of 35 U.S.C. § 156(g)(6)(c) does not apply.

(xiv) Taking into account the calculations and provisions detailed above, the earlier
date of sections (x), (xi) and (xi1) is March 26, 2039 (i.e., 1230 days). Applicant
requests that the term of U.S. Patent No. 9,757,384 be extended by 1230 days,
thus, until March 26, 2039.
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13. Statement Pursuant to 37 C.F.R. § 1.740(a)(13)

Pursuant to 37 C.F.R. §1.740(a)(13), Applicant acknowledges its duty to disclose to the
Director of the PTO and to the Secretary of Health and Human Services any information which

is material to the determination of entitlement to the extension sought, particularly as that duty is
defined in 37 CF R. § 1.765.

In light of the duty to disclose, Applicant hereby notes the following on the co-pending
PTE applications:

e VYKAT™ XR PTE application concurrently filed to extend U.S. Patent No.

7.799.777

e VYKAT™ XR PTE application concurrently filed to extend U.S. Patent No.
7.572.789

e VYKAT™ XR PTE application concurrently filed to extend U.S. Patent No.
12,178,823

Applicant understands that multiple applications for extension of term under 35 U.S.C.
§ 156(d)(1) may be filed in connection with any one particular regulatory approval, but that only
one such application may be granted. Accordingly, Applicant intends to withdraw all but one
application for extension of term filed under 35 U.S.C. § 156(d)(1) in connection with NDA
number 216665 prior to the grant of any extension of term of any patent under
35 U.S.C. § 156(d)(1).
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14.  Applicable Fee [37 C.F.R. § 1.740(a)(14)]

Payment of the fee prescribed in 37 C.F.R. § 1.20(j)(1) for a patent term extension
application under 35 U.S.C. § 156 is authorized to be charged against Deposit Account No. 50-
1283 referencing docket no. SLNO-034/04US 333072-2375. The undersigned also authorizes
any additional required fees to be deducted from, or any overpayments to be credited to, Deposit

Account No. 50-1283.

15. Name and Address for Correspondence [37 C.F.R. § 1.740(a)(15)]

Please direct all inquiries, questions, and communications regarding this application for

term extension to:

Kimberly A. Bolin, D. Phil.
Registration No. 44,546

Cooley LLP

ATTN: Patent Group

1299 Pennsylvania Avenue, NW
Suite 700

Washington, DC 20004
KBolin@Cooley.com
Telephone: (650) 843-5387

Fax: (202) 842-7899
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In accordance with the Notice of March 2, 2023, requiring the initial filing of
Applications for Extension of Patent Term under 35 U.S.C. § 156 via Patent Center, Applicant is
submitting a single copy of this Application via Patent Center under document code
TERM.REQ. As required by the Notice, contact information for the undersigned includes an

email address.

Dated: May 14, 2025 Sincerely,
/Kimberly A. Bolin/

Kimberly A. Bolin, D. Phil
Registration No. 44,546

USPTO CUSTOMER NO. 58249

Cooley LLP

ATTN: IP Docketing Department

1299 Pennsylvania Avenue NW, Suite 700
Washington, DC 20004
KBolin@Cooley.com

Telephone: (650) 843-5387

Fax: (202) 842-7899
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Exhibit 1: U.S. Patent No. 9,757,384
Exhibit 2: Copy of recordation and accompanying assignment from inventor to

Essentialis, Inc. (recorded at reel/frame 037039/0755)

Exhibit 3: Copy of Certificate of Merger of Company E Merger Sub, Inc. with and into

Essentialis, Inc.

Exhibit 4: Copy of Certificate of Amendment for Capnia, Inc. for name change to Soleno

Therapeutics, Inc.

Exhibit 5: Authorization from Soleno Therapeutics, Inc. for Essentialis, Inc. to rely upon
marketing activities of Soleno Therapeutics, Inc. in request for Patent Term
Extension under 35 U.S.C. § 156

Exhibit 6: FDA acknowledgement letter dated July 8, 2024 for NDA number 216665

Exhibit 7: FDA approval letter dated March 26, 2025 for NDA number 216665

Exhibit 8: Letter dated July 12, 2017 from Essentialis, Inc. to FDA transferring sponsorship
of IND 73,179 to Soleno Therapeutics, Inc.

Exhibit 9: Letter dated March 10, 2017 from Essentialis, Inc. to FDA transferring
sponsorship of IND 132,498 to Capnia, Inc.
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Exhibit 10:  Letter dated May 22, 2017 from Soleno Therapeutics, Inc. to FDA for IND
132,498 alerting FDA of name change from Capnia, Inc. to Soleno Therapeutics,

Inc.

Exhibit 11:  VYKAT™ XR (diazoxide choline), tablets for oral use Prescribing Information
(PI)

Exhibit 12:  USPTO Patent Maintenance Fee Statement Confirming Payment of First
Maintenance Fee for U.S. Patent No. 9,757,384

Exhibit 13:  USPTO Patent Maintenance Fee Statement Confirming Payment of Second
Maintenance Fee for U.S. Patent No. 9,757,384

Exhibit 14:  IND acknowledgement letter from FDA for IND 73,179 dated August 31, 2006

Exhibit 15:  Description of significant activities undertaken by marketing applicant during the

applicable regulatory review period relating to IND number 73,179

Exhibit 16:  Description of significant activities undertaken by marketing applicant during the
applicable regulatory review period relating to IND number 132,498

Exhibit 17:  Description of significant activities undertaken by marketing applicant during the

applicable regulatory review period relating NDA number 216665,
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EXHIBIT 1
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