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HUNTI NGTON' S DI SEASE W TH EPA Hunti ngton's Di sease
(HD) is a lethal genetic disease caused by nutations
in the gene for the protein Huntingtin on human
YR28MISWAE 4. The fatty acid, ei cosapent aenBfECRIPH005131
(EPA), in any appropriate phar maceuti cal form can be
used to treat HD (as discussed in European patent
application 1148973). The present invention rel ates
to the treat nereaeENTHOF BNUINGSOMI@SEHGEDE WITH RARH ng t hat
the therapeutic effect of EPA occurs particularly in
those patients with a particular genetic form of HD.

The Dfﬁﬁﬁ%¥n§ﬂ8ﬁegtbQQeQEQVtﬁE¥Sf% et heda0f genetic disease
identifying patients with HD,_ or individuals who are

at ri skawted dve MypREEORD, l%@%rg@nﬁaﬁf)ifcﬁh%r??otﬁ%l y
tor eg;ﬁ.gwglo ity @&t HBRALn Wl oAl 22Ny TRBPEQPEY Al d,

form rises the step of carrying out a test to
det er néheosdpentasber cobc BAG FRPeatiss PAYt RBPFRIPEI 3G i n

gene a@%ﬁlea ttfé:ly,"a gfggﬁsgaﬁl'gg oS! Wbt Eréét Ofip f fer

repeat su Ject has less than 36 repeats, this
i s an dismlissed on BhrapeaR EAtentdiapPdiartiph B146873) .
preferred test, the subjects selected are those with
44 or fewer, or between 36 and 44, CAG repeats. The
test nalye b;ecetmnrti édvention welkztigsl ¢ot dkentfeapmentheof HD

Subj ectd O ApAkeLs BUEROSER, ANl 00 DAL LU DY rece

to the’% Iagnos step wl | carried
out InoﬂIEEK)odburs partlcularly in those patients with a

particular genetic form of HD.

The present invention provides a method of
identifying patients with HD, or individuals who are
at risk of developing HD, who are particularly likely
to respond to treatment with EPA in any appropriate
form and comprises the step of carrying out a test to
determine the number of CAG repeats in the Huntingtin
gene and identifying those subjects with 45 or fewer

repeats.

If the subject has less than 36 repeats, this is an
indication of a normal individual. In a preferred
test, the subjects selected are those with 44 or

fewer, or between 36 and 44, CAG repeats.

The test may be carried out on a sample taken from
the subject for analysis purposes only and not
returned to the subject. The diagnostic step will be

carried out inm vitro.



WO 2004/ 050913 PCT/ GB2003/ 005131 The present

i nvention further provides a nethod of treating HD

and a nmethod for preventing the devel opnent of

quptons in individuals who are at risk of devel opin
828R si ng the step of deternining the RulB#00p05131

CAG repeats in the subject's gene for Huntingtin and,

if this is 45 or fewer, admnistering to the subject
EPA in any bioavailable form In a preferred test,

the subjects selected for admnistration of EPA are

t hose m%;h 44 or fewer, or between 36 and 44, CAG
r epeat SPSTRESEPA BEIT OPh EVHBERD dRF B AGFe 3prEEEAE ©f

i nvent ik@Bat i Sg paef efraPlay rethyh- EBPA pisfeNeihgpeat
nunber of 46 or nore does not show any difference at
al | onCEVEAPHRFRL R ERTAR AP strdthalst wRoppragehb

and of rEBR. of Na&RNM ATy HBNDcoMPEX adley stRat bent s
sufferégg from HD who have CAG repeat nunbers of 45
8

or bel EBi g dritfe hEReri L ofAC aerRaftst dat £BA of

EPA. Aghia?gsthf @ldedd MRt HEALSnHAVE A PEN8l k8is is 45 or
abnormality in the same gene, not all patients have

the safBweEbmAMEHISUETITHe tROERRI SYRIRCT GPPhiRt PAYL I n
cont ai B$o282 SEANRNGE,Qf CAG Lepeats MY ¢hcodentoL Bects

pol ygl utam ne_sequence in the gene itself. Even in
nor mal SERAEFVEAUED S adnialpbehlon o P eqgeibespswath 44

Variabb@ Egﬁg£h’ofnﬂét%%ehogg Qﬁ%i44FQﬁ%th§e5€§$ than

36 CAG repeats and hence | ess than 36 mnes in
t he pol ygl ut am ne sequence, the individual wll be

nornalThgbﬂﬁﬂeﬁseéMT%nt%gem§§H8§QQ§fqgﬂ§%&%§e§@ Qﬁvention

ig preferably ethyl-EPA.

A CAG repeat number of 46 or more does not show any
difference at all on treatment between administration
of a placebo and of EPA. In contrast, and
unexpectedly, patients suffering from HD who have CAG
repeat numbers of 45 or below show a large benefit on

administration of EPA.

Although all HD patients have a genetic abnormality
in the same gene, not all patients have the same
abnormality. The normal gene for huntingtin contains
a sequence of CAG repeats which code for a
polyglutamine sequence in the gene itgelf. Even in
normal individuals, the polyglutamine seguence is of
variable length, but so long as it contains less than
36 CAG repeats and hence less than 36 glutamines in
the polyglutamine sequence, the individual will be

normal. However, when the sequence contains 36 or
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2 WD 2004/ 050913 PCT/ GB2003/ 005131 nore CAG repeats

and consequent gl utam ne sequences, HD will| devel op.
Patients with HD nmay have anything from 36 to nore

than 100 CAG repeats. HD usually starts wi th novenent
WOSHYS43  particularly affecting the face, PREGH2043¢Ps131
neck and |inbs. These progress and are often
acconpani ed by psychiatric abnormalities and

cognitive inpairnent |eading to denentia. The

abnor moirel eacargpiid isald Yonsausedt byldiiingskRuences,
damage _to the neurons of the striatu but | ater w de
areas of PhelbFEYFITRy BETiERGSI VéEh B disavp anything

pati enteschegeneo beshrd ddem and caenpésifty, unable to
care for thenselves. They wusually die 10 to 25 years

after the onset of the disease. The nunber of CAG

repeat siphasual $§ r ongr-f fach aev&m@nta&fs&fde%set of
the di sease. Patients with nunbers ly just over 35

may noPaBédeHBaTlY aufrﬁqqtltnﬁei:hesééceorh agd agely and
later. lpﬁbbent§h¥@érbf5§%%%% QHHbgfé o PV&! ég%o%ggnled by

becone ill in adol escence or even in childhood. Mbst
pat i enPsychéaeyvee  akngnald tigp| and | codel vigen impaingest

of 30 a8daSRy Vog.ide i seane asorBLANLGL theysiisany

a tendency for patients with [arge ers 0
r epeat savgefr byreest inaté rr dpinddy tglthﬂn&ﬁﬂﬂdNSsOéfth@t

5 weakcompaned,lo fieshi 00, ELL 65t A 4980 oy e

onset e nunber repeat’s can be 1 denti
di agnostivelvedt s Exﬁnamadﬁythetpamyﬂnb@anmaﬂM&dm1dden and

completely unable to care for themselves. They
usually die 10 to 25 years after the onset of the

disease.

The number of CAG repeats has a strong effect on the
age of onset of the disease. Patients with numbers
only just over 35 may not become 11l until their 50s
or 60s or even later. Patients with repeat numbers
over 60 may become ill in adolescence or even in
childhood. Most patients, however, tend to fall ill
between the ages of 30 and 50. Once the disease has
started, there is a tendency for patients with large
numbers of CAG repeats to progress more rapidly
although this effect is weak compared to the strong

effect on age of onset.

The number of CAG repeats can be identified by
diagnostic tests based on the polymerase chain
reaction (PCR). These tests provide a firm diagnosis

of HD and can, of course, be applied to pre-
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reaction (PCR). These tests provide a firmdiagnosis

of HD and can, of course, be applied to pre- 3 WD

2004/ 050913 PCT/ GB2003/ 005131 synptomatic patients.
However, relatively few pre- synptomatic individuals
WRRI4#U8093 i sk of bei ng carriers of the HDPGERB200HME!31
therefore who will inevitably devel op the di sease at
some tinme, bother to get tested. Many people who do
have HD synptons also do not get tested. The nain

ar gumeatmbesmAOic NeiiRethest Bdwidet Nate THERR 13 €eOpre -
treatnments available for HD, so what is the pojnt of

knowi n§YTBRERFFL e vidgad8nwhe 2R cafe it Skn@Twhging

sort otarge88sids ithe @ Begal Ahd alsedrd:Re wvabhyhil
ester of eicosapentaenoate (ethyl-EPA) in HD have

provi déBeviiriphy aaMederc Ehef dipeadrmdf (FOms LERA | RoHERT

and altéo?eeomt%@l Y MaR gXBQSLt)leMno Qo tﬁa@fevgbusw%toms
enefic testin atients wt

genet i ééspyd@omt‘r rc.mtd tﬁltwér e Thateaied aiweatoﬁ@ry@afr
trial. EQ%AM%@&{ alrgdgﬁrﬂﬁegh Lo &e&%/en%attn@ht;g/ day

of et hyl an enti ca -appearing placebo. They
wer e ewdbbaskle afor FEselsenehati 3(8 e e iatd szkﬁ@‘mlﬁﬁ

on the C ( ubsc

Uni fi egk%g% %%rn tshse gga}s:g%aﬁ?l ng %lrg gjh %Eé%."f
The UHBRSei stthe. standard rating scale which is used
to nmonitor the developnment of HD. The TMS is the

conponent of the UHDRS which changes nost reliably,
rapi dl glanglcal trials of the ethyl ester of

elcogapentaencate (ethyl-EPA) in HD have provided
strong evidence of the benefit of EPA in HD, and
also, completely unexpectedly, of the value of CAG

genetic testing.

135 patients with genetically-confirmed HD were
entered into a one year trial. They were randomised
to receive either 2g/day of ethyl-EPA or an
identical-appearing placebo. They were evaluated at
baseline, six months and 12 months on the total motor
score (TMS) subscale of the Unified Huntington’s
Disease Rating Scale (UHDRS). The UHDRS is the
gstandard rating scale which is used to monitor the
development of HD. The TMS is the component of the
UHDRS which changes most reliably, rapidly and
consistently and is therefore appropriate for

monitoring the outcome of clinical trials.

At the end of one year, change in TMS was compared in

the placebo group and the ethyl-EPA group. Overall
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consistently and is therefore appropriate for

monitoring the outcone of clinical trials. At the end

of one year, change in TM5 was conpared in the

g,acebo group and the ethyl - EPA group. Overall 4 WD
G445 3 PCT/ GB2003/ 005131 there was a bBET/EB2003/005131
outcone on ethyl-EPA than on placebo but this was not
statistically significant. However, when patients

were stratified on the basis of their CAG repeat

nunber $hexediapbhbi ebetefddt Qfve ehh¥tnEPAEMAS han on
uncovered. Patients who had CAG repeat nunber of 46

or nor @ldicgP ﬁoPUEhBW%rf'jﬁsdl“foftelséﬁEés'é%ca]aW Hemiddrant -

pl acebgRrdeet hyhaER tﬂéhﬂ%D%%&@SEtra@ﬁiiéﬁ“éh‘Mﬂ% Radis
CAG r epeat nunmbers of below 45 showed a |arge benefit

from etHy[thEPA. CPEateRRt pareres @i €reXaG ¢ fit of

nunber $431ap8abgh W A8k &I 0T abgd; BYr 2Ny 1202 2@f repeat
5.3% In Contrast, the same group of patients on

et hyl - ERbEApPEVEH ovetonchelidyaar Bhov garmppd ififieyence at
differ %ﬂqeb@%eghgﬁié/cek% asELaghl Mpzs?' g | ANt QR ,

ei t her anal YSI' S of covarl ance oOr on C I square
t esti npatPgntpcuharhsd GAG iveipegti surbers azf helaw the

gr eat QL L5t ' ; t ctyal |
I nprove .O%Peéi g%ﬁ?é)%étlﬁég%eggoﬁhg?h%ﬁdf%genl}%gﬁ)égof or
in neurp@delge-herﬂitheCAGji@eE@@anmkerH[ﬂmch =ilow ng

of det tggghkgge%@sm akg@a anyeastiigl | AIDIOMRIRAL, che

Since t group i roved nor e
and a kalrk groes ofmpat idrens bheephyl €ERS owpyuivacebver the

g‘égrpf’gfe af BV 15Mis MRANS haL afler, one, ygar, the EPA
gtatistically significant on either analysis of
covariance or on chi square testing. Particularly
striking is the fact that the great majority of
patients on ethyl-EPA actually improved. Previously
the best that had been hoped for in neurodegenerative
diseases like HD was a slowing of deteriocration
rather than any actual improvement. Since the ethyl-
EPA group ilmproved more than three and a half times
more than the patients on placebo over one year, this
means that after one year the EPA and placebo
patients had separated by more than four and a half
years of disease progression. Putting it another
way, the treated patients had gained at least four
and a half years of useful life. In contrast, the
patients who had 46 or more CAG repeats did not show
any difference between the ethyl-EPA and placebo

treatment.



patients had separated by nore than four and a half
years of disease progression. Putting it another way,
the treated patients had gained at |least four and a
hal f years of useful life. In contrast, the patients
WOFOHA3094E or nore CAG repeats did not show P@R(B2003/005131

di fference between the ethyl-EPA and pl acebo
treatnent. 5 WO 2004/ 050913 PCT/ GB2003/005131 It is
preferred that in the nmethods of treatment of the

i nvent imn,isapdetbhers@t figds of th@SHBOALAY &Ff treatment of
preventing the onset of the Huntington's disease, the

EPA t r 3SR erEioR: (FRF ridtuMe taree us s eor s P imsh ©4n

pat ent ARRleneahy0Phd 1I48&A3.of tenkSuRhel 85 &b 4 QiURRse, the
pure or_nearly pure EPA and EPA derivatives. DHA and

rel at eHPattg2ieras hayhdthe saryrpedi peddsrd ive Bygppean

may actdildny _Eﬁﬁgygsaéi&l effdegeacy of EPA and its
derivati ves. e preferred preparations conprise EPA

in an appropriately assimlable formwhere of all the

fatty @RChdSPLESEALyidb LN preRapat ﬁ%&‘r%} 4825 Epd0%hg
and preferag[y at least 95% 1s 1 n the f'ormof EPA
and wWiéPe dess¥at hage 5%PHEn@nor sképhdd yratdss adigls 8%y not

S 1N ddg Lar ot AACARRNRXAGAY! SoBeLhy RIGLIARNY
anong the“other fatty acids present there are 1ess

t han 5%ffandcpref ckbland d¢s dhanvd®ives. each of AA
or DPA-n-3, individually. The sane preferably applies

for any other fatty acids which mght conpete with
t he EPAhe preferred preparations comprise EPA in an

appropriately assimilable form where of all the fatty
acids present in the preparation at least 90%, and
preferably at least 95%, is in the form of EPA and
where less than 5%, and preferably lesg than 3%, is

in the form of docosahexaenoic acid.

Preferably, among the other fatty acids present there
are less than 5%, and preferably less than 3%, of
each of AA or DPA-n-3, individually. The same
preferably applies for any other fatty acids which
might compete with the EPA.

It is preferred that the aggregate DHA, AA and/or
DPA-n-3 content is less than 10%, of the total fatty

acids present, and preferably less than 5%.

The EPA may be in the form of ethyl-EPA, lithium EPA,
mono-, di- or triglyceride EPA or any other ester or
salt of EPA, or the free acid form of EPA. The EPA

may also be in the form of a 2-substituted derivative
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It is preferred that the aggregate DHA, AA and/ or
DPA-n-3 content is less than 10% of the total fatty
acids present, and preferably less than 5% The EPA

may be in the formof ethyl-EPA |ithium EPA  nono-,
WO-20¢405¢%3 gl yceri de EPA or any ot her ester oPCT/GRIO03/5131
EPA, or the free acid formof EPA. The EPA nay al so

be in the formof a 2-substituted derivative 6 WO

2004/ 050913 PCT/ GB2003/ 005131 or other derivative

whi ch sJrowshdeWletisat Bt WafichoXhdaki @tvmbult deegenel
ot herw se change its. biological action on psychiatric

or braifidPsoraeret 1amPts PhSEENE Fal CRRRfI%d TEN.

Wl uneamieyiakl, acBiQchinnigeyBiaphysi 62 Hieis d1888ders
1369: 193-203). The EPA may be conbined wth a drug
whi ch & $2YpPihslr 15 i 956t Kinsti tterssreednéti-sm

or reqAROR &icSUbt £ UGS hor 1695 ad 4 Stirat ben) |
with the EPA preparations are cl ozapine; and any one
of the class of typical or atypical neuroleptics,

i ncl udifng gbhonpy OIMZING,; 23l QRERI dobrud I 3PRRH dere,

ol anzapi ne, sertindole, ziprasidone, zotepine or

ami sul FriraEl L6t ah g Wansse ki eophe e el gy,

anti depiessapts, t&anaiiild ig8Es, rand-AdmeRIdeRt:En with
drugs, which are used to reliéve sone of the synptons

of HunttiggEBRA' Brehaeisionsrayebeladap st éred apygerhept

{reat mone of Pt natene %4 Somee A it bnes

appl i cariconding g8 roromeaideni setoperidolof rd6¥epddene,

ethyl'%@én@@ﬁiﬁg} égkéf%dole, zliprasidone, zotepine or
amisulpiride. Standard anti-schizophrenic drugs,
antidepressants, tranquillizers, and anti-epileptic
drugs, which are used to relieve some of the symptoms

of Huntington'’s disease, may be administered together

with the EPA formulations.

As an example of the treatment of Huntington's
disease, taken from EP application 1148873, a
randomiged trial of 96% pure ethyl-EPA was set up in
seven severely disabled patients in the final stages
of Huntington's disease. All required 24 hour nursing
care, had severe movement disorders, were irritable
and were partially demented. They were randomised on
a double blind basis to receive 2g/day ethyl-EPA or
2g/day placebo for 6 months. During the 6 month
period, four patients showed progressive
deterioration while three patients reversed the
course of the disease and showed improvement with

reduced abnormal movements, reduced emotional
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seven severely disabled patients in the final stages
of Huntington's disease. Al required 24 hour nursing
care, had severe novenent disorders, were irritable
and were partially demented. They were randoni sed on
g“H@W%ﬁgngllnd basis to receive 2g/day ethyl PEP&B}03/005131
29/ day placebo for 6 nonths. During the 6 nonth
period, four patients showed progressive
deterioration while three patients reversed the
cour se Débi]hie:ydi seaselmxtaﬂdmweg | 80 o epeBted tdemory and
reduced_abnar.nal venent s, ducequnDtlona b\M%

) roken all

2004/ 05TSFE" Bos1 3 1o a by 9t §°49nd Was

irritabfdut ypaﬂﬂemﬁmrﬁhﬁddﬁﬁﬁm’.&r@i&?lQ@%@l foMB8d to be on
functio n e code was broken a our patients
who det "?\g}%ﬁ'ed” Founth e bR e akePolMpRPYRA were

al |t hregupat itent seWhgak 1y 0B M ESA . founﬂltqo@ of the
taking ethyl -EPA. I n four of the patients, on
et hyl - BPE 5 Srwd-Bh PP aEEBYL "R aB?aFWOdéﬁbn%%%ﬁ?Qﬁv the

was assessied ddgdeReghnihBy a8Bdss88da0f thBerstUAYiRY and
magneti ¢ resonance i nmagi ng (MR MRl allows an
accur atFheddfe Uy PHemeppetif Feronangeeigpoing (MRI).

ventri ghres, a 1iheyef lah dedduldaed $Ba688mMhE NbP thdesize of the
cer ebr al henlspheres As Huntington's disease

pr ogr essESrhevertetalessent b clldsichifad gedi ragss nyithin

| oss OﬂﬂQfab@r&b§§yehehﬂsﬁﬂgré§0 pahéeﬁﬁﬁmﬁ% @bﬂ%@bglsease
over 6 nonths the ventricles enl arge as eXpeCte

the t wPiRALSERES  oflnet hyteErA, Ve IvRIess ke gs mdlcatlng
reduct iQyyd e %trgaﬂl cygnptLicl ﬁ'lsﬂ[l?ee AL CRLERY@Bn placebo

actual reversal of brain tissue |oss.
over 6 months the ventricles enlarged as expected.

In the two patients on ethyl-EPA, the MRI showed a
reduction in lateral ventricle size indicating an

actual reversal of brain tissue loss.

These dramatic results in patients in the end stage
of a previously untreatable disease caused by
abnormal protein accumulation demonstrate the wvalue

of ethyl-EPA in neurodegenerative disorders.

The present invention provides a significant advance
in identifying which patients are likely to respond
to such a treatment by analysis of the Huntingtin
gene. The invention offers the advantage that it is
possible to identify patients who are at risk of
developing the disease and to administer to them EPA
to prevent or postpone the development of symptoms of

the disease.



These dramatic results in patients in the end stage

of a previously untreatabl e di sease caused by

abnornmal protein accunul ati on denonstrate the val ue

of ethyl - EPA in neurodegenerative disorders. The ,
POAE% hvent i on provides a significant advBREEB2(05{005131
identifying which patients are likely to respond to
such a treatnent by analysis of the Huntingtin gene.
The invention offers the advantage that it is

possible to identify patients who are at risk of

devel opi ng the disease and to adm nister to them EPA

to pFE9edfrorfoesl pohend helme¥@d opnenbrefesaiipt o9 ofr

t he di,sga 0 5 3 ; 5 .
EPA ol o e TR 0% ARd Br ol &r Loy 95% or bl en
pur efe} bYeie, swestedlsl MpewadPnitspeeedkdt b¢d yini ghe art,
del i yREVBMS] enMBgd@rown Loy t hggg ssKi Igqutlig t h%agggles;

i ncl udi ng soft and hard gel atin capsul es;

m cr BEEHEARSSILER plowderwdarabl eakddted apsappstlor nform;
tabl ess1dwy e sehkd gompouURGnpbihdl UMt ERALQEPA, o
enul si ons, made with appropriate natural or synthetic
emul E?“Flﬁlr?@“sagf@ﬁles,WlitgclaBEFﬂQrkﬁ%?@sWWBﬂd@roﬁYchetiC
gal agheld pydeg Theg&ammouNgds T 1 SOpRSspiadMIst ergd
parenterally, either directly, or  fornulated’in

var i SR FHALPIAZ 0 enul Sions CerPodidper §13dns, 2489 ng be
ei t hedminifstarenoUspardtie-apey | t oR@aheri Ntdara4seyl ar Hr
sub-ﬁut aneous routes. Topical applications using

pat ¢ O‘T‘@gl?])f&fiog)}n o’ 2%EgthalCide r &&t altnf ofREletons  or

appl dtedd@ionse W t hiwsing either intravenous,
intraperitoneal, intramuscular or sub-cutaneocus
routes. Topical applications using patch technology

or vaginal or rectal forms of application are within

the range of the invention.

When combined with a drug used to ease the symptoms
of Huntington’s, the EPA compound and the other drug
may be administered separately, each in their own
formulation. They may be packaged separately or be
present in the same overall package. Alternatively,
using techniques well known to those skilled in the
art, the EPA and other drug may be formulated
together, so that a daily dose of EPA of 0.l1g to 10g
per day, and preferably of 0.5g to 5g per day, 1is
provided with the normal daily dose of the other
drug.



the range of the invention. When conbined wth a drug
used to ease the synptons of Huntington's, the EPA
conmpound and the other drug mnay be adm ni stered

separ at el each in their owmn formulation. They ma
Wé”ﬁ%@é%?é{d separately or be present in thePSHKB2005/005131
overal |l package. Alternatively, wusing techniques well
known to those skilled in the art, the EPA and ot her
drug nmay be fornulated together, so that a daily dose
of EPA of 0.1g to 10g per day, and preferably of 0.5g
to 5g per day, is provided with the normal daily dose
of twhenotteylicdt ajond, Whe 0055068431 PCI/<EB2F0ZPA05431

When sy pI ed_al one sef ul f A
be |bn t'He ir'lanjg:]aérl %f chg)y ec 5/) %Zda}ypr% egregng o?ggé/
to It@gﬂdgydan@n‘dewyrprMQeataﬂoyyOO% tt 5g/day -

EXAMPLE FORMULATI ONS I n each of the follow ng exanples
the product is at |east 90% and preferably 95% or

nor EXPYPRE FORMILAGTIONRry i nportant as other fatty
acids wll conpete with the EPA for the binding sites
and reduce its efficacy. In particular, fatty acids
sucHnasagmE tha fPpPRewiL®y ixamplepding m;rariuyt be at

pre [ C f. |es % a
or ePorabl 51 Sae SRS USE A PErar At egate ol ‘Shen

conpery ngrrespsundsoriet fretlesgidhan L109paRete with

prefgrabby #&53net BaRahY shhies Qﬁ@rleeed&fe PUEity is
also valuable in mnimsing the volune of materi al
whi &FfAhTI8eY pe In particular, fatty acids such as DHA,

AA, DPA-n-3 will, individually, be present in
concentrations of less than 5% and preferably less
than 3%. The total aggregate of such competing
compounds must be less than 10% and preferably less
than 5%. This degree of purity is also valuable in
minimising the volume of material which must be
consumed each day, a major factor in helping
compliance in psychiatric patients where lack of

compliance is a serious problem.

1. Capsules made of hard or soft gelatin which
contain 250mg, 500mg, or 1000mg of ethyl-EPA,
triglyceride EPA or other appropriate form of EPA.

2. Tablets containing 250mg, 500mg or 1000mg
lithium-EPA or hard gelatin capsules containing

similar amounts.

3. Emulsionsg, solutions or dispersions in which the

lithium-EPA, ethyl-EPA, triglyceride EPA or other
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consuned each day, a mmjor factor in hel ping
conpliance in psychiatric patients where |ack of
conpliance is a serious problem 1. Capsul es nade of
hard or soft gelatin which contain 250ng, 500 or
VOCOYSeH3 et hyl - EPA,  triglyceride EPA or ot ReV B2003/005131
appropriate formof EPA. 2. Tablets containing 250ng,
500ng or 1000mg lithium EPA or hard gelatin capsul es
containing simlar amounts. 3. Enul sions, solutions
or dispersions in which the [|ithium EPA ethyl-EPA
triglyceride EPA or other 10 WD 2004/ 050913

PCT/ Wd la%l&lirm @rbfr)ﬁ@plriaﬁé q:ﬁe]?j'alfle@]t i£PA ;@il&table
prepar e at abl e jquid formfor ora
adn1}ﬁ%HHQaFP6ﬁ ? X BFopsLFHdTT et pessaries into
whi ch 100ng to Sg of one of the EPA conpounds are

fornmulated. 5. .l ntravenous sol utian enul si ons
conthi ni RGPPPEbRT iRy SEoPSBOTIH *GFoNRi Ol XHETERA
conpaungds oneboi OthdAxraxasppesmds Zrebbrvslatg:d.
2-substituted derivatives of EPA. 11-20. As in 1-10
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derivatives of EPA.

11~20. As in 1-10 but in which the EPA compound is
formulated with the usual dose of any other drug used
for the treatment of the symptoms of Huntington'’s

disease.
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Huntingtin gene; and
(b) identifying those subjects with 45 or fewer

repeats as candidates for said treatment.

2. A method according to claim 1, in which the

treatment comprises administration of ethyl-EPA.

3. Use of EPA in any biocavailable form in the
manufacture of a medicament for the treatment of
Huntington’s disease in patients having 45 or

fewer CAG repeats in the gene for huntingtin.

4. Use of EPA in any bicavailable form in the
manufacture of a medicament for preventing the
development of symptoms in individuals who are at
risk of developing Huntington’s disease and who
have 45 or fewer CAG repeats in the gene for

huntingtin.

5. Use according to claim 3 or 4 in which the EPA

administered is in the form of ethyl-EPA.
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