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El COSAPENTAENO C ACI D (EPA) FOR TREATI NG ANOREXI A
NERVOSA (AN)  AND BULIM A Anorexia nervosa (AN) is a
severe illness which particularly effects adol escent
OVQ 1084/@A6young wonen, but which can occur PEI/GBIN3/003983
mal es and fenmal es of any agk. There is a fear of
meight gain coupled with a pathol ogical need to | ose
erers usually have a disturbed body image
W DREREERIOET GETD (HRY HRAy ST Dt U, REORY By ne
newth shiwwk er and fatter than they really are. AN |s
becom ng nore and nore comon. AN sufferers often
becone strong advocates for the idea of weight contro
afrbxgiagheridsey (B8N 10 Ppereynadeibitess swhbitdl martheularly
same path. There -are now | arge nunmbers of "PRO ANA"
V\%%feé’ltﬁe§d%ﬁ56ﬁmpr%ﬁ6? ealasawoaﬂ@ wasey | pe- ivhigheatn ocour

det ods t nce ht | oss._ . These incl ude,
of hptalge? ahd ERRRRC ot rafhotor Tsks 4bng Toit ot

3%3 o, %QS&‘} 438%4‘16 m%?ths %%lt'ﬂ%c? (8, né‘é'dt g di ée‘}élght

prono ng | axatives
phEgder diahb 0L davand aiushAeeBBly Codhy gﬁll%ﬁdmggﬂge khat
techni ques to pronote vomting. in variants of

basiyC AMNagyNgetrE veS @REnidldeyi dy a|nﬁcﬁahea\h%|ratdn\de| ﬁétter
normal |y, or even binge eat |arge anmounts, foll owed
bshapo ey ngadld ageher extrene techniques to get rid of
the food. This variant of AN is known as bulim a.

Al t hough there are thousands of different theories,

t he roo? cause of AN genains unknown.  No treat nent

Hﬁ% 15 e POOEBRIf §ORg Bnrd more common. AN sufferers often

become strong advecates for the idea of weight control and do
all they can tc persuade others follow the same path. There
are now large numbers of “PRO-ANA” web sites which promote AN
and describe in great detail methods to.enhance welght loss.
These include, of course, strict dietiné, methods of deceiving
others about how much is being eaten, using diuretic druge to
promote water loss, using laxatives to provide diarrhoea, and
using emetic drugs and other techniques to promote vomiting.
In variants of the basic AN syndrome, some individuals eat
relatively normally, or even binge eat large amounts, followed
by vomiting and other extreme technicques to get rid of the

food. This variant of AN is known as bulimia.

Although there are thousands of different theorie=s, the root
cause of AN remains unkncown. No treatment has ever been found

to be consisgtently successful.. A recent detalled prospective




to be consistently successful.. A recent detailed 7 February2007
prospective 7 February 2007 WO 2004/024136

PCT/ GB2003/ 003985 2 study of available, treatnents
found that there was no relationship between the type
OO pEeent used and any | ong- term out conePCID:EB2003/003985
Ben- Tovimet al. Qutcone inZpatients with eating

di sorders: A five-year study. Lancet, 2001; 357:
1254-7). This neans that no treatnment is effective and
Peekabl yral seaiBans tihatifdsl okolle thgeries.an i ch,
treatnents are based are wong. Those who do not know .
muelatdbositi pANet wesfu ahkl yypnder estéidimihe ubéd and any long-
.seriousness. In fact nore than half of all patients
neser oyscoper [(BI rxgoVerimard Rave Sohpoforim gfatliédfited orgh
eating disorder which seriously disrupts their |ives.
AB%ftPtngzc%‘SSFde@uf f ei*elfév‘v\melardlséudby f denepe hfYHest357:
d??'—%; 72ate | reI i vel y common di sease_whi ch
attEct’s " yourl l% e a %P h T apP%rent 15 §E&REdve nagd

V‘?%b%h.%h 4130 %J%%u velybenign, fh%h neﬁggtgﬁsg' el hew,

atneht.s are erefore urgent require

PEESEREntd RYENLQlS g}@lw%% newtreat ment, the use of
ei cosapentaenoi ¢ acid (EPA) or one of its derivatives

for the managenent of AN or related disorders such as
bulima. EPAis a highly unsaturated essential fatty
atiagbewwho hdh asotb denwl ourid et UAN frequenchy atrdegestithate
neurol ogi cal disorders (EP 1148873 and EP 0956013).
kmvexﬁérlouqneaas @y épct tmere hiehdon oAl edyfe 261 pafdents never

i cant, been proposed as a treatnent for AN or
Cipﬁffﬁy 'recover and have some form of iifelong eating

disorder which sericusly disrupts their lives. About 20% of
sufferers will die, by £far the highest death rate in any
relatively common disease which affects young women, and which
apparently starts in a way which is relatively benign, the

need to diet. -

New treatments are therefore urgently reguired. The present
inventors claim a new treatment, the use of eicosapentaencic
acid (EPA) or one of its derivatives for the management of AN
or- related disorders such ag bulimia. \ EFA is a highly
unsaturated essential fatty acid which has been found useful
in psychiatric and neurological disorders (EP 1148873 and EP
0956013) . However, it has never, to the knowledge of the

applicant, been proposed as a treatment for AN or bulimia.

Indeed, in view of the unsatisfactory outcomes obtained when



I ndeed, in view of the unsatisfactory outcones 7 February 2007
obt ai ned when 7 February 2007 WD 2004/ 024136
PCT/ GB2003/ 003985 3 wusing psychiatric drugs for AN,
there is no reason to believe on the basis of prior
NQ 200HBHI3AN i ght respond to EPA. The presenkCT/GB2003/003985
i nvention provides a method3of treating anorexia
nervosa, bulima and related clinical syndrones by
adm ni .steri' ng to a subject eicosapentaenoic acid (EPA)
| BBy @9@1&9&&6\&&&%8}% chnead fe asskidAt8dpdYieve
t he body. The subject may one show ng synptons of,
obn bhigtlei Byelk 8 e oat ard Skat fAOREAN @espordcekat | .
syndrone. The present invention also provides use of
ei cosapentaenoi c acid (EPA) in any appropriate form
whi ch can be assimlated by the body in the
nERRfRIESERE 1BTentiam dpnsyvént 4 oretiied PF ebreading ofnorexia
anorexia nervosa, bulima _and. related clinical
sYTasfes. hE’ilé’BJsaapeﬁP%endfe&a'é%qd CERR)calan H@dromes by
B LErsE LR TN LT LRt ONRsc T8 oy g any
@i il d sfosiﬁrwiaéhl ¥en PO GALi b1 USR8 bl N hd oy The
preparatl ons enployed in the present |nvent| on. ‘this
t f@jeker il Ohe EEAWISS by tbie di, €88 NWelli BVENH0Be at risk
include the free acid, salts such as those of sodium
phtcas silur lai trhiamadosyatyomeot herrteppropentatiaveatiion also
nmono-, di-, or triglycerides, phospholipids of
verrdvddss st of edficdeBsntesrers dcidl (RRMgineaty leppyartiphe
or other esters, and any other derivative which is

b SO FELER | §P7 SepaEF B 2Erd ThhithIe ©8FY bi deifo Ay Eacsyre
%A st andard assay thgchma(aues to% rai se.the | evel of

3 pegdfgamen (o} treatmert anorexia nervosa, bulimia-

and related clinical syndromes.

Eicosapentaenoic acid (EPA) can be administered in many
different forms. The abbreviation ®“EPA* is used herein to.
..refer to the acid, or its_ derivative, which is used in the
preparations employed in the present invention. Thus the
forms of EPA used in the present invention include the free
acid, malts such as those of sodium, potassium, lithium or any
other appropriate salt, mc;no—, di-, or triglycerides,
phosphelipids of variocus sorts, amides, esters_ including
ethyl, methyl or other esters, and any other derivative. which
is biclogically compatible and which can be demonstrated by
standard assay technigques to raise the level of EPA in the

blocd of the patlent. Combinations may be used. Preferred



bl ood of the patient. Conbinations may be used. 7 February 2007
Preferred 7 February 2007 WD 2004/024136

PCT/ GB2003/ 003985 4 are the triglyceride or ethyl

ester, the ethyl. ester being particularly preferred.
Bep208492419¢ synt hesi sed but with great diffi cBEEAGB2003/003985
because of its thirty-two i#soners, only one of which

invol ves all the double bonds in the cis

configuration and which is biologically active. " It.

| §rdls Hﬁél ¥r$gh%@£9;{ee ¥ eé%@iﬁ(@degﬁgtm 1l Lgt@llyl_ ester being

EPA- cont ai ning sources including mcro al gae and ot her

Nb&F 0N gary $Heteirenl de range of different marine oils
from fish, shellfish and mari ne mammal s and,
increasingly, from genetically nodified

m cr o-organi sns or higher plants. EPA from any of

t RS ecab Ut eymiligsiredudel Whth rereiahy dAEfomltTheseause of
provi de sources of the acid and its derivatives. The
EPA nbl Do bR FSFRe PBYM St tHe Wt dPvelyss @ll the

preferably in partially purified.or fully purified .
e%?l%bgcet s I%’Pdsse%ﬁl- s@%ﬁ hetic cfé’Fl?Jv%ﬁa\tiégnco%? i nTHgh 1S
P }Jlg% it:ban 0% ;0 p &R0 d&” from
f%gil%gpéy%n Cgcr I’lgt S ggr%va%?%agls LEf"ill%dgver ylﬁgrg%%%rh:bﬁ y

NBAtQ1r aBp AQUnes 1 1B EsdhaBs 9091001 £d18niRYE €21 LRMBAY NKhher
Pure EPA-triglyceride or the pure ethyl ester of EPA
anicmpabtyaiilsar| yasuwidabtangeonft e seepuntpasesne | 6ilsS from
i ncreasingly evident that EPA binds to highly specific
sfisds shelddidsls amd wdwimet wambaiadi aed catndyeapinadnf erfedm
with by other fatty acids which can thus interfere
witetHE Rl Bet A yedf e o PRIFNS ePF PEF'YorgighEs;  EPA
PE:?oan Drugf Fgc%s, 2002). The

any .

est . | . ;
ebe sourtes may Be uged in the invention. These

provide sources of the acid and its derivatives.

The EPA may be used in the form of .the natural oils ox
preferably in partially purified or fully purified extracts or
of the pure compound (the free acid and/or its derivatives)
and very preferably more than 90% or more than 55% of the pure
compound. Pure 'EPA-triglyceride or the pure ethyl ester of
EPA are particularly suitable for these purposes. it is
increasingly evident that EPA binds to highly specific sites
in cells and that the binding can be interfered with by other
fatty acids which can thus interfere with the activity of the
EPA itself (DF Horrobin, Progr Drug Res, 2002). The bhest |
therapeut:i..c results will therefore be obtained when the final

pharmaceutical dosage form contains less than 10% in total and



therapeutic results will therefore be obtained wheny Fepruary 2007
the final pharmaceutical dosage formcontains |ess

than 10%in total and 7 February 2007 WD 2004/ 024136

PCT/ GB2003/ 003985 5 | ess than 3% i ndividually of

WMOh2ep4/24836y aci ds which mght interfere w tPCT/GB003/003985

action of EPA. Preferably the final dosage form

shoul d contain less than 5% in total and | ess than 2%
individually of other fatty acids which m ght

I Qggg f &l V\.@j h:_nc{j.t}?dl?ac.l.tlgo%fmotggﬁ ﬁ;.rlh:s(efe?ctltd !L&’l ollzl:l.ght

nmost concern in th ntext s t Iate att
aghtkdec0sahexagn0i 86 sk GBRA) - prPeberif 8kt Yfﬁfféﬂldéoée%e
. be taken into consideration in this calculation are

| Ederh ediouadi dofitAn ards acrRehi SO Bal GAA) less than 2%
Preferably, the EPA contains less than 10%in
aggtiogdtellandf |cgbsr t fratty3%reidei wiidbalighiof interfere with
docosahexaenoic acid, linoleic acid and arachidonic
akrel. agiiiop| ofr BFRr abFye fatEYERALG oRf abeRd doBgsr® hith Bys

egate and_l ess than 2% j ndi vi dual | y of _
dS%% oRaeFRF CABFER Ad Y ﬁade.decaa?rbexaﬁ%fowaﬁcaﬁswe

err t hat_.t.here |s less th 2% ara onji c .aci
RER T AR or Bttt PR ofttel, SRLRERNRRT B Ge

A@ai@ﬁa?ﬁc}n usedss Alternativelnn) ahs ERARIENAALLOR 4k
which DHA is .substantially absent maybe- enpl oyed.

Inr@gééam;on,tﬂeha:mpbaﬂﬁlaltsl QRsEaynhe subskanighabdate and
free fromLA or AA or both . LA and AA. The total dose
oled=PAH=m [P us@dvididlyyi nft dectsaattaeniicofacAll, Amgbleic
rel ated conditions may range from 50ng to 20g per day
bagic winfl| axprpafenichacid t eithriggreleoralyOnhe P8y rariains

nd :
less than 5% in aggregate and less than 2% individually of

docosahexaencic acid and linoleic acid. It may also be

‘préferred that there is less than 2% arachidonic acid in the

EPA. EPA preparations of 1% or less DHA, LA or AA may be
used. Alternatively, an EPA preparation inm which DHA is
.suhstantially absent may  bhe emploved. In addition, the

preparation may be substantially free from LA or AA, or both

LA and AA.

The total dose of EPA to be used daily in the treatment of AN
and related conditions may range from 50mg to 20g per day but
will usually be in ‘the range of 100mg te 5Sg/day and

particularly in the range 300mg to 3g/day.

The usual route of administration will be in a pharmaceutical

dosage form of capsules or micro-capsules or other appropriate



particularly in the range 300ng to 3g/day. The usuay repryary 2007
route of admnistration will be in a pharmaceutica

dosage form of capsul es or nmicro-capsul es or~other

appropriate 7 February 2007 WD 2004/024136

POT206BROGE/ 003985 6 form prepared by those BKirB®oB/0EPSS

the art. Other appropriate ¢formats, particularly for

AN patients, are: 1. Any formof liquid or emrul sion or

rel ated dosage formfor oral adninistration 2. Any

f%ﬁ?ﬁj egéfé’d?‘rb t %RQ d Wi PRLET LA 9% ”'o%héﬁt %Qop:ylate

Intra ravenous routes

negded s, tgalkue@ﬁ.&l heot eadpphiebias seen WI t h AN
patlents 3. The addition of EPA at t he appropri ate

dose to specialist nmedical foods which are
specifically used for the treatnent of AN patients,
parti cadvartbyn [dfqliguifdodsefdsionred rathtiad stsagel dormorfor:
for administration by enteral tube feeding. EPA may

al so beragdadginigtyaitiont i onal suppl ements for pati ent
with AN or related disorders, to be adm nistered

i ntravenously. Exanples Exanmple 1 A 15-year-ol d

patie resented with 14-nonth eting
SR oG Sa 111 CUPRaR ot E08 Hebat ke Saflg e Ry

d'etar%?ﬁ§$§££éd§5£°8§ and SXLE8SS I G EX Ef1GIcEe n@PUbe needed
proceede | axative abuse. Two nonths prior to

bei ng dd LybaseeRe stRahgEbLiSEOPRSHwl akiang pddiesod] d

food. When first seen her weight was

3. The addition of EPA at the appropriate dose tq specialist
medical foods which are sgpecifically used for the
trea£ment of BN patients, particularly ligquid foods for
éral administration or for administration by enteral tube
feeding. EPA may also be —added to nutritional
supplements for patient with AN or related disorders, to

be administered intravencusly.

Examples

Example 1

A 15-year-old patient presented with a 14-month history of
dieting amnd eating difficullties. These had started with
dietary restrictions and excessive exercise and proceeded to
laxative abuse. Two months prior to being first seen she had
stopped taking all solid food. When firast seen her weight was
gtill -within the normal zrange £for her height at 55kg for

1.63m. However, she had lost Bkg since stopped selid £food,



still within the normal range for her height at 55kgFebruary 2007
for 1.63m However, she had | ost 8kg since stopped
solid food, 7 February 2007 WD 2004/ 024136
PCT/ GB2003/ 003985 7 had stopped nenstruati on and
MY/ 2813gr ow t he fine, downy "l anugo" hai r PGR/EB20pRG13985
body which is conmmon in AN, 7She was treated with a
standard AN reginme of famly therapy, psychotherapy
and dietary advice. This was ineffective and over the
nexd bwsppRANtBasShtclost avd opdfhinl Ay gMiwClRhe fine, downy
necessitated her adm ssion to hospital. At this point
shéamwms” Ieditr eyt Yeedi Ixidveskirh dadcanmabl i,y @.unwi | | i ng
to maintain a - conversation. Despite her emaciation
she was still preoccupied with being fat and wanted-
tg | ose nore vveié‘g_ht. Her heart rate was_very sl ow and
had

heP® bfSod *grtco FLARdaTS] Al sTRNEr OF vEATON, CRRERDY.
W th | .
\rf]\gé%- E]J gg%]?a%g a%gggid%gga\'rl\n ?Ea%%é\ré\%ht aFng%ﬁvgaesﬁ?{r}%&fngrwet Rl

Weeks Qhet hisat herapynshehad,gainged aLitld e qyer nﬁmh

and begun to eat small anounts by nouth. At the e
OfiedddisStdddi heNeldnfiall by thepOMAEaEr AT em Hoshtabhe was

agai nst nedi cal advice. Over the follow ng ten days

strecepsly adfatrreheed Skl | nakBieghtr WwidPitgy ddermdliobonSa
bel i eved that her life was in danger and so obtained
aFPegertfogy: conifspdry aled ssematiebidospihaal (. wat  athdl
start of this adm ssion she was treated with |g/d of

PTRACCEP IS dfdht KehBat £2% E2EPAYanteR| SOt ARRST BPRR dWHisht -
respgnse,tqg_ treatmment. %er tf&ﬁf(’lgv"i weeks she

HAGAA st BAC HBPFNErTY IO ITENTRS 19 CRbid SERES Wi 10w
b@:ﬁ:l%st %fsélfgrvm%n. She was treated as an emergency with
compulsory naso-gastric feeding with parental consent. After
two weeks of tﬁis therapy she had gained a little over 2kg and
begun to eat small amo_unts by mouth. At the end of this time

her family removed her from hospital against medical advice.

Over the following ten days she lost a further S5kg in weight
to 42kg. Her doctors believed that her life was in danger and
80 obtained an order for compulsory admission to hospital. At

the start of this admission she was treated with 1g/d of

ethyl-eicosapentaenocate (E-EPA) . . This transformed her
response to treatment. Over the following weeks she began to
eat normally and within 12 weeks she was back to 57kg. Her

mood and cognitive functions improved and she became normally
communicative. Instead of being obsessed by weight and food

to the exclusion.of everything else, she became interested in



nood and cognitive functions inproved and she becang February 2007
normal 'y communi cative. |Instead of being obsessed by
wei ght and food to the exclusion-of everything else,
she becane interested in 7 February 2007 WO
N0Me241886 PCT/ GB2003/ 003985 8 al | aspect sPOF/GRN3/003985
life and her future. She |08t her distorted body
i mage perceptions and becane confident about her
appearance.” After 12 weeks she was di scharged from
hespi tabeand ber nbody jwei ghis siabi Fised, around acsr ner
normal 62- 65kg. She took a summer job which she
edj ey de@ndodo Nleiee berseeiRnsf Bhi Y bafhee dich 86ht Natdut
col | ege course. The changes wth tinme are summari sed
i het abbpedranFabl e Afte€halyevetir t Bige stvas usiiefharged from
patient with ANtreated wth ethyl-EPA The _
MR aRuSRE| Foq NRAYOYeéohe Sediélgssl ground a normal 62-
-~ wel | -rec%gni s(ﬁgl scal e for assessing the status of
paRf%nt SEPWFPH AN SUTHET olRdt AP CR ci%e PNRYYY aaddregrieded
t who i_cture il e _sub-scal es address |ssues
| PRPEEG T e Bl ) S R FRR R o) MR goenges
oAk ns Qelbal e oM Gnhedlth;  -state (MR-E) . The
overall scale and its sub-scales are all scored from
OrdHleld.Wheh#nddsi Bfli € Gftalus CVErL RO ©WiARd Ak 2treated
~indicates conpletely normal. Event wt kg MR-O MR- A
Nit@ MRhPL-BFHAG- | |Thee dor&an-FKasfelll?. MR1200tddnd) Sck3t is a
doctor visit 55 1.9 2.7 4.0 1.0 1st hospital
adilsspengndsed  gopley floy) @agpssing Hbspktatusdi eEhprigents
47, 1.0.0.0 4.0 0.0
with AN, The overall scale (MR-0) addresses the whole
Picture, while sub-scales address issues like food intake (MR-
), mental state (MR-C) and overall social-economic-health
-state (MR-E). The overall scale and its sub-scales are all
scored from 0 to 12 where 0 indicates a severe problem and 12

indicates completely normal.

_ Event Wt kg MR-0Q MR-A Mr-C .MR—E'
Pre-illness 63 12.0 12.0 12.0 12.0
1% doctor visit 55 1.9 2.7 4.0 1.0
1** hospital admission 45 1.9 2.7 4.0 0.0
1°* hospital discharge .47 1.0 0.0 4.0 0.0
2" hospital admission 42 1.2 0.0 4.0 1.0
2" hospital discharge on 57 12.0 12.0 8.0 9.0
EPA

3 menths after discharge 63 12.0 12.0 12.0 1.0



2"d hospital adm ssion 42 1.2 0.0 4.0 1.0 2"d 7 February 2007
hospital discharge on 57 12.0 12.0 8.0 9.0 EPA 3
nont hs after discharge 63 12.0 12.0 12.0 11.0 7

February 2007 WO 2004/024136 PCT/ GB2003/ 003985 9
BBpt/e436 Seven pati ents underwent treat nent POI/GB963/003985
di sorders using EPA. Figuré&s 1 - 5 summarise the
results of this study. Participants were given 1

g/ day ethyl-EPA (E-EPA) for an initial 3 nonth

peri od. The E-EPA provided by Laxdale Limted was

over 95. pure EPA If the patient and famly w shed to
cdiematre Peyond 3 nont hs, the dose was continued, and

in sone cases increased beyond 1 g/day. Al patients
WETSEeBf Pet eritFhamdsTuaiartderrattmedt topar| dhperdarst eing
rict health services,  including ful

I | dis |
p%&g‘hi at rllslcguﬁﬁﬁ phy'si®c & BREHSs it TesPHgll o this study.
' I f si cal _para ers.,.Par ters
roArt s R e D R i e (RN T
WengPlaaRd pohel HakiodBM | ngl e i i
hei ght  ( ABW Bl eiodM b %&Eq’ﬁs.f’ﬁ%ﬁ&%gg"ﬁ% W%xglgui%ﬁ’f% ted
sekbwarer (48setranedDI0 1Brivsi ?Ht{eﬁfte :@8C ealflA RY¥ntReo
Child G-owt h Foundation) The ol l om ng standard
psyohiomet begomk ds moeshsie tde ugetk wabl e@ptinBbl; Z3ndCEASsome
Cd -S, Mrgan- Russell, and patient Likert Scales -
(icRepudiNTgepTvhPerend Jeaéday- aAll inasiovenemrk. offqedethe
1 shows the participants' average body vveig_ht i
pEFRITAg S EFBF Y artridrbee Bfe ntécal district health

services, including full psychiatric and physical assessment,
reqular monltoring of physical parameters. Pararﬁeters
menitored on a monthly basis included the patient’s weight and
height. BMI, and average body weight and height (ABW) were
calculated using Weight 4 Height software (based on 1990
British reference data by the Child Growth Foundatiom). The
following starndard psychometric measures were used-l: EDI-2,
BDI-2, CGAS, CGI-S, Morgan- Russell, and patient Likert Scales
{including problems, general and improvement).

Figure 1 shows the participants’ average body weight
percentage before and after treatment;

Figure 2 shows <changes in rating of clinical severity
according to CGI-S (Clinical Glcbal Impressions scale for
Severity) during treatment

Figure 3 shows changes in global functioning (C-GAS) during

treatment



Figure 2 shows changes in rating of clinical severiy¥abruary 2007
according to CA-S (dinical dobal Inpressions scale

for Severity) during treatnment Figure 3 shows changes

in global functioning (G GAS) during treatnment 7
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Fi gure 4 shows changes in BBl -2 (Beck Depression

Inventory) during treatnent Figure 5 shows changes in

EDI -2 (Eating Disorder Inventory) during treatnent

Pat et 4No shoRat bBMMgeNo 14 wes- ﬂ-S(E@cKe@éﬁrQSQOMhﬁﬁ\reﬁhgry)
started ethyl-EPA treatnent. She had an 18- nont

hidsthicy toéatmestri cti ve anorexia, which arose in the
context of sexual abuse and bullying.. There was a

f &htbhze Ai staboys ofhguepc st FRI ¢y aibpt izy e POB)ventory)
obesity and depression. During the |ast four nonths

o UREY EFEHESEC her. condition rapidly deteriorated and
she | ost about 1/3 of her body weight (pre-norbid BM
was above 24). She had secondary anenorrhoea, poor

c t and | anugo. Bl ood tests reveal ed
’ ?%%L%nscgcg%a | eucopenia and abnormal LFTs. By the

tbgﬁe%ih_e naas %@ t1t5€g| gQa]!‘EOS&Ci ‘r’uhen she started é?:%g(l EPA
BM was 16.9 (ABW S8 .-. Her nmental state was

Seveltlkeyt . | rrpahéednadshanvva-_se-hlaﬁ&hy HAEEESS| Rire, r&fie i vasie
overwhel mi ngly anxious and had severe body inmage
dastxtippnwhitie wassst aut etle enntegrtet byl sERAL EIRRA) and
at a purity of over 95% EPA a few
bullying. There was a family history of polveystic ovary
syndrome (FOS) , obesity and depression. During the last four
months of her illness, her condition rapidly detériorated and
she lost about 1/3 of her body weight (pre—morbié BMI m.ras
above 24). She had secondary amenorrhoea, poor circulation
and lanugo. Blood tests revealed hypoglycaemia, leucopenia
and abnormal LFTs. By the time she was admitted to hospital
... her BﬁI was 16.9 (ABW 83.6%). Her mental state was severely
impaired, she was hardly accesgible, she was overwhelmingly
anxious and had sévere body image distortion. She was started
on 1lg ethyl-EPA (E-EPA) at a pui‘;i.ty of over 95% EPA a few
weeks after commencing nasogastric re-feeding. In addition,
she also received Eorceval 2 caps/day and Solvazinc, to
correct micronutrient deficiencies. She was so unwell
mentally that she was umnable to complete the baseline
peychometric measures. The nascgastric feeding stopped after

3 weeks, as she was prematurely discharged from hospital

against medical advice. She continued to lose weight rapidly,




weeks after commencing nasogastric re-feeding. In 7 February 2007
addition, she also received Forceval 2 caps/day and

Sol vazinc, to correct micronutrient deficiencies. She
was so unwell nentally that she was unable to
BEMe424136 he basel i ne psychonetri c nmeasur esECTIGR2003/003985
nasogastric feedi ng stoppedilafter 3 weeks, as she was
prematurely di scharged from hospital agai nst nedi cal
advi ce. She continued to | ose weight rapidly, 7 '
Februag Vitr2QAE ndD 23045024 L36nRGE EB2RERIHR03085 Lhuntary
and as it was not possible to ensure treatnent on a
vbkyid arghe besd Sevash@alys éverihegdl uypdeet aeaednurtdesf the
. Section 3 of the Mental Health Act. Afterwards, her

t MentavedieationtAchuedrBrerwards gdaer B cagnohte oahinyrenen| the
heal th unit, and she received oral re-feeding and
MERRR L Wéﬁéwe%h@%h%l ARLER | W0 28Agabe Wewed oral

di I th d t ed {,
¢ B o P SO L RR i shS PR REBEIURERES Bopsie Lo

pq;l&l:?ﬂtdu%r%? \erJ:ilﬂej}g },0 %gﬁtl %a\\f\éé hat:g éﬂt A fam:l.ly

t reat ment renark l'e |nprove ter

MRALASyOTeal | 88 MeRbweva, CBotd NedAdded LARI O¥Lhatient were
appetite, nood, self- esteem interest in her  future

aRe1 neigMald &a;htﬂmeofwidhe ghsy Ghopet et tieasUr eSherBhavas a
devel oped acne, which later was found to be the
c oasegubhe e iobroR@EAt Thdtpat i2eriorgdap| @t etirdafimert, which
nont hs of E-EPA treatnent, but decided to stop
aﬁp@lcw@ﬂdsr@%?sfeéhép%t%ﬁwﬂnew%aateew@ﬁw%%@rﬁer

gain (BM 22.8, W1110 he ret rned to "
aRbtHST 376y &CTi? El:?ﬁ&f’? oﬂ gh gRer=ith eﬂ‘?aﬁ’r"ées She

ngr bllop df a?c!nee}boglch er wa l;t Egurﬁ{ tt%r bé h’@l'x ggpée%‘ﬁlegge of

POS. The patient completed three months of E-EPA treatment,
but decided to stop afterwards, as she was concerned about
ongoing weight gain (BMI 22.8, ABW 111%). She returned to
college and her level of functioning was higher than pre-
EPA treatment. However, after about 6 wonths, her mood
deteriorated and she experienced significant mood swings. At
one-year follow-up, she was approximately her pre-morbid
weight; there wasg no return of her anorexia, and she did not
develcp bulimic symptoms, despite the significant psychosocial
stressors in her 1life. She was sexually active and her

perioda returned.

Patient 2




EPA treatnent. However, after about 6 nonths, her np®épruary 2007
deteriorated and she experienced significant nood

swings. At one-year follow up, she was approxi nately

her pre-norbid weight; there was no return of her

MOBN24136 and she did not devel op bulim c SEEKIGBINR3/003985
despite the significant psy@hosocial stressors in her

life. She was sexually active and her periods

returned. Patient 2 7 February 2007 WD 2004/024136

PGLLGBA003/ GR3985 .2 veRaki enli ZivasS tlb. Suear s @ktory of
Wth two years' history of restrictive diet,
exeessiatdvexei«i,sexandsipel rRREYCiaRERORr hobary Shenorrhoea.
suffered fromchronic | ow sel f-esteem and | ow nood.
Tisbeesuifesed from kFjrdnist doy asflfdesieeyshah. loPheped waghere
no clear precipitating event before the anorexia. She
waresadhi feid vt FstREY pREdidEPFFT PRt ensTURFSca¥f?® uRPt CA%aT

a medj cal _emergency. and had to be, resuscitated.an
TSI OCE HOGPFL AT e "To “KYBOUTy cash Hogngteed €0

c i I e. .at _poLn |

e i R M T LR o
PsyahaRat Bol aQuyuedbNGludi NG SeNAI8:1 8P MYQital due to
di stortion, extrene fear of food, a desire to | ose

f wibbery A tan@V 8firdifovabduliRand1lapseng Aerchkt feyingNdher
obsessive synptons. Initial blood tests showed

seNEwhas 14cy easwd Thaliest shel dedmdstrabid a dnigh level of
i ncreased am no transferase, and |ow |evels of zinc
amdy<kwlashelagy  Thischmtingnt s$iedec oR3YSt fB§ | BYFEATREC

| g\g/{gl > gfigggl $§,e Suppl ;n%enstd%tel gcp"loggefl\.{\:,:at%aerl weight even if
n&SoEEst I Ry te

it meant losing her life, and obsessive symptoms. Initial
blood tests showed somewhat increased cholesterol, bilirubin
and increaseci amino transferase, and low 1levels of zinc and
selenium. This patient hdad consistently low zinc levels
degpite supplementation. She was nasbgastrically (NG} fed on
parental consent until her physical parameters stabilised, and
she reached BMI 16.1 (ABW: B4.4%). The E-EPA treatment
gtarted when she was on the NG feed. 1 g/day was administered
of .over 95% pure EPA. Following the discharge £from the
paediatric ward, her parents only consented to day hospital
treatment on the adolescent mental health unit. They refused
fémily therapy, but she accepted individual psychotherapy,
which was Dbased on motivational and psycho-educational
principles. As her depressive and obsessive symptoms remained
pervasive, antidepressant treatment was offered, but again the

parents did not consent to this. She had partially improved



parental consent until her physical paraneters 7 February 2007

stabilised, and she reached BM 16.1 (ABW 84.4%.

The E-EPA treatnent started when she was on the NG

feed. 1 g/day was adm nistered of over 95% pure EPA.

Pa) 10vm2ag6t he di scharge fromthe paedi atri cCPOBGBRI0IN®EISS

parents only consented to dd#y hospital treatnment on

the adol escent nental health unit. They refused

famly therapy, but she accepted individual

peyCholher ap¥ncharhi @By Wass Basedon BpLiy a%gnatlml%dsmall

psycho- educat i onal prlnC|pIes As her depressive and

" OhfpsSiahens YIFPIRFspiRiheed c peisaskye, Y wdepdiessanded

~treatnent was offered, but again the parents did not

comsemtr t patduts. BShemahacklyar thal | yainpiovdd wéigebr fary a
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rrém‘fﬁfsfr( ABVY8&o34b4 andhe herwrad stivn By EBdireatment after 6
rovemsnt in her psychonetric maasures% She was

OFSRTES (B0 H)ohERCBHRENtE pr EREHUVERYE BURHRER i ied >
Lght f h t th Sh t

ETERR (Eat R dPRrs Modee ARG PRYENRBSHTIEY | n T

ShopLfcaple e BR | fec! K010l ORGRE LlQueSty,

psychopat y. The parents ref

f@@@k’ﬂx%SItﬁe Eﬂﬁﬁh haspitial, cPicmasf eedri s SRSl iodde by
E- EPA and zinc 'treatnment. This was foll owed by

skimiifiicant |dwprovenent. | nIiiheHeat agtst agamges tde the
treatnment, the E-EPA dosage was increased to 2 g/day.
Atrdatmgatr fhsl EoRPRIp,dodsege BMs Wasr<kpeR4t¢ ABW/A88B. 30t 1-
she had nuch inproved psychosocial functioning

| HpAOVEd 186 ciRal BPFT BYT RS o7 bolfi: efil: 3€hesiﬂ@nm¢1éalch

anmenor r hoei c . :
improved psychosocial functioning, dimproved social life, but

no boyfriend. sShe remained amenorrhoeic.

Patient 3

. .This 13.3 vyear old female patient was zreferred to the
adolescent unit with three years' history of restrictive diet,
primary amenorrhoea, growth retardation, and delay in sexual
development. She was pre-pubertal. The patient denied body-
image distortion and there were significant emotional problems

and low mood. Food Avoidance Emotional Diagnosis was made

(which is equivalent to atypical anorexia nervosa). Her BMI
“at the point of referral was 13.3 {ABW 74.4%). Despite her

. low body weight, she was physically stable, and she was
managed as a 5-day/week inpatient on the adolescent mental

health unit. She received oral re-feeding, milieu therapy,



Patient 3 This 13.3 year old fermale patient was 7 February 2007
referred to the adolescent unit with three years'
history of restrictive diet, prinmary anmenorrhoea,
growt h retardation, and delay in sexual devel opnent.
PB4 e- pubertal . The patient deni ed bodPCT/RIEHO0398S
distortion and there were siqgnificant enotiona

problenms and | ow nobod. Food Avoi dance Enoti ona

D agnosis was made (which is equivalent to atypical
a%ﬁz@ﬁé-aedﬁggi\fﬂﬁ‘?) ande’ s@orp%e t Iagung%l&ﬁngf r e“il‘%r radd 1ow
was 13.3 (ABW 74.49% . spite her |ow body weight,
shryesipdhysl cal | fo1stabl@elanshisdte waes cdmBagat asha did
. 5-day/ week inpatient on the adol escent nmental health
umict. Sh@adgeecein/edsgtidtheeageediang, mhei efaidilgr agyd 7not
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- popechbcigdiieat Fon famdlsuppererwe deunsel | {ifficshuiasadwith
low ferritin and Iow folate I evel, which were
cOFPRRRUT - ShEe disFeitrt ledliye OVA* pVFC RBThet &%, txnqgment
the famly did.not. participa in famly the y . due
{651 TTER (redB iR Fpiheh SrELatGre R brhey Bar ALy Fa, B
over._95% e, EEPA Lre e m i h
R B e
(ABYY e 81X nandiahei, Puberdiabegan. shier viebhe! chstdt® ang
significantly inproved and she becane cheerful and

p@ebkiiie. ShesHadhado nababidmial ppeesempatian wicthh fbeddand
and was able to consune a wi de range of high
caker gble toodsnsurenfortidieatminge aft édghecatisidhar geods.

fromthe adol escent unit, the parents regularly )
mvsf e et £ 5w Lﬁtéﬁpéiaﬁt Heashargenirderthe adolescent umit,

the parents regularly migsed follow-up appointments, and her
compliance with E-EPA declined. At 6 months, she wasg the =ame
weight as at discharge, and there was no further growth. She

was lost to follow-up after 6 months.

" Patient 4

This 14.5 year old female was referred urgently with &é-months’
' history of restrictive diet and rapid weight loss, in the

context of bullying and family problems. She had three months

history of amenorrhoea. She was unable to eat. Cn physical
examination, her BMI was 14.8 (ABW: 74.7%). She had
bradycardia, low Dblood pressure, and poor peripheral

circulation. She was cachectic, she had dry skin and she was
constipated. Mental state examination revealed low mood,

severe body-image distortion, preoccupation with weight and




conpliance with E-EPA declined. At 6 nonths, she we February 2007
the sane weight as at discharge, and there was no

further growth. She was lost to followup after 6

nonths. Patient 4 This 14.5 year old femal e was

M 20484156 r gent |y with 6-nmonths'  history of PCT/GB2003/003985
restrictive diet and rapid Weight loss, in the

context of bullying and famly probl enms. She had three -

nont hs history of anmenorrhoea. She was unable to eat.

Oé‘h /Shedl ch %AW NYechPhohehrEMa WBSa 14.8 CABWacdiatric
% She had bradycardia, |ow bl ood pressure, and

p@@_ﬂ‘d ped phRer ale-fed r clidatreosivedn son@az Dac hecCtdet redhezine
had dry skin and she was constipated. Mental state
egafiiciatipn r eveldlowdndg owenoat schaxyeer €xbodyhe nagediatric
di stortion, preoccupation with weight and 7 February
OhEOPitad 20GAF0YEI06 TRCFEGERD0BEN08YEE)15 thehdpeiluamenly
obseSS| ve behavi our around food. On the fQaedl atric

TPeh et el NG e FeBEH  RETERRY etPR8GI vaz ﬂ‘ﬁe‘feé? c&hreeé'fas

def.i Fol | h h th
pgnéﬁéw 1S SRRl A ek 1 op tay HBWET G
t@feaftﬁghkyagrﬁ]l ¥he aﬁrﬁﬁd v]:ag r%dﬁhﬂ?éte%at %lorh%.alttc@al of 6

I nput.. However, she was Ing to continue wth the

Lo gdigay 0\&@1@::85‘,@@& edx!amEE’i% ieatamiic amd Hebe mbodPcer
was adm nistered for a total of 6 nonths. There was a

desedratnbELHaTPr vk nenimarked e i mpmoemaht ein thke npewchspetric
and a marked inprovenent in the psychonetric
mezswres: Shehea esemweddamnadtctiee seertdl | Liks, awpfl became

becanme interested in boyfriends. Her weight
siEFEFEeY %ﬂ%ﬂ?ﬁ§r¥ﬁ§dﬁ@6 Her welght stabilifed around 85.5%

ABW. However, her weight deteriorated within three wmonths
after she stopped taking the E-EPA (80% ABW). Her periocds had

not returned by the end of the vear.

Patient 5

_Patient 5 volunteered her participation in the study. She was
a 22 year old pharmacology graduate with 7 years’ history of
anorexia nervosa, with bulimic symptoms. There was a family
history of depression. She had no previous admission despite
the fact that her lowest BMI was around 14.15, due to lack of
local care services. She was administered E-EPA from a source
different to the present inventors and offered to keep in
touch and advise of the effects. %he had secondary
amenorrhoea, but was sexually active. She had low self-
esteem, poor impulse control and significant co-morbid anxiety

with panic attacks. As she was not under the care of the



ABW However, her weight deteriorated within three

nmont hs after she stopped taking the E-EPA (80% ABV\;.Februaryzoo‘f

Her periods had not returned by the end of the year.

Patient 5 .Patient 5 volunteered her participation in

2084074126 She was a 22 year ol d phar macol oB§1/GB2003/003985

graduate with 7 years' hist¥ry of anorexia nervosa,

with bulimc synptons. There was a famly history of

depression. She had no previous adm ssion despite the

f dotalt batvhers,| enestecBMredvas acpthrd oddeallb treukendng, | @pdet

of local care services. She was adm ni stered E- EPA

f FoOM Prsoprreioglrfairiont? terashen pr elehtBMI nhefrssr staneing

offered to keep in touch and advise of the effects. |

srie Hﬁfdegcﬁn%% Wasah%rﬁ?r RdBa, T waBSSR Al Py dratacic
w sel f-  esteem rrpu S ?ntrol

tt

SR enilY AhEr (R gL S SRBORE et e fohel 1B o,

s e G, Y Sy S o

shgrcfeei Veds N9 m2aY ¢h9| 8heabed rtﬁatz"%? aRAl tehif MAMped
one psycho-educational session. efore

stigi hag pddie hotday. E- ERAwARSsdklial by (ABYW e 74H) hagherad
was a dramatic inprovenent after three nonths in
termmtbd fwidowerght (BM 20, ABW 90%, eating habits
and nood, but her anxiety did not inprove. The E-EPA
was increased to 4 g/day and this hel ped wth her
pani.c attacks. She was sexually active and happy and

6 HOTERS® fol | ow- up. Patient 6

A l7-year old male preseﬁted with 9 years’ history of dietary
restriction and preoccupation with weight and shape. He
became | highly  obsessional around food, which caused
significant arguments at home and impacted on his social life.
On the first presentation, his BMI was 17.57 (ABW: 87%). His
~height was on the 0.01 _-_::_gp_.i_:_ile, suggesting sgevere growth
retardation (there was no growth hormone deficiency) and delay
in sexunal development. There was little evidence of puberty,
he had no facial hair, his voice was not broken, and he had
the appearance of a much vyounger child. He had low blood
pressure, mild bradycardia, and poor peripheral circulation.
There was a lack of libido. The patient and family wanted
outpatient treatment, and because of his schedule (he was
répeatedly ocut of the area for several weeks) he received only
psycho-education and dietary counselling. He improved

dramatically within the f£irst 4-6 weeks of 1 g/day over 95%



A 17-year old male presented with 9 years' history ¢fFebruary 2007
dietary restriction and preoccupation wth wei ght and
shape. He becane hi ghly obsessional around food,

whi ch caused significant argunents at hone and
WRHEY®A8n his social life, On the first PCT/GB2003/003985
presentation, his BM was 1¥.57 (ABW 87%. His

hei ght was on the 0.01 centile, suggesting severe
growh retardation (there was no growt h hornone

detrei Efé)) teerdmdet ay Byi Ahs esndabf devekoperass, Al ¥l was
was little evidence of puberty, he had no facial

harrl hP8%yoiCeblilrs RBt BitWkeh, End HeTRad™ast he complete
appe nce o , much _younger chil d. .had .l ow bl ood
prgggg ur é‘,onmo% dg:’bsf aaéﬁ%'éfld‘f a%y@ﬁam%oﬁ;gb‘nsi gﬁléjr%‘? returned.
ci ' 4 e £ libid The _pati ent
aﬁggggﬂ§1ggﬁgﬁggJﬁﬁggggggigﬁﬁgF%§a¥%£h%?d§ﬁ%lﬁg ause

of his schedule (he was repeatedly out of the area

for several weeks) he received only psycho-education
amg-iHt ary counselling. He inproved dramatically
within the first 4-6 weeks of 1 g/day over 95% 7
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pure E-EPA treatnment. By the end of three nonths, his
B shak® - 51 gepr ( aBYY fTomleypatirntgmawseniady wikbr @8wasnighs’
cggglete resol uti-on of his anorexic synptons and his

| FHTEEYr SEurhEEesY THEEALS: r 2t deiie o8yt Bifitatsg: growth

h i | j ety. tient_ 7 Thi 13.5 | d
nQIQ(E. c’?’ew)ﬁ?}:ﬂr&%ﬁtgl a&%(iae y Sﬁgt i’h{g%].Sprr?ﬁﬁ Iegrtaéhi s%%%{/e gv\(as a

femal e pa preseﬁ?ed Wt h .
deglALY nikesty bl aRRg LXCERS] Y5 BESI, S ) QYL féc&;'ly

devel opnent al” del ay. She was pré-pubertal. Thefe was

problems. She had low wmood, preoccupation with welght and
shape and body-image distortion. As she was physically
stable, she was admitted to the adolescent mental health unit
as w G5-day/week inpatient. She received oré.l re-feeding,
milieu therapy, family therapy and individual therapy. Her
14.8 (ABW: 78.21) and at the end of three months treatment
with E-EPA it was 16.21 (ABW 84.5%). She grew 1.5 c¢m during
these three months. She had an emotional d,ownturx;~ at about &
weeks. This was in response to parental separation, impending

divorce and moving house. There is no fellow-up information

on this patient.

It is remarkable that no patient deteriorated whilst taking
the E-EPA. In contrast, a patient who delayed participation

in the study for 6 months deteriorated during this time. Of




famly history of anorexia and depression, and maj oy February2007
famly problens. She had | ow npbod, preoccupation with
wei ght and shape and body-i nmage distortion. As she

s(@ %ZZI cally stable, she was adnitted to the

Y4B nental health unjt as w 5- day/ weBKT/GB2003/003985

i npatient. She received or al® re-feedi ng, mlieu
therapy, famly therapy and individual therapy. Her
BM before starting 1 d/day over 95% pure E-EPA
t FBat mefe wasiernts gipmp\ied7gnoiyammig 4t therenysopartial
three nonths.treatnent with E-EPA_.it was 16.21 (4BW
BB Pengy 42 o FRUF 1955%n dUH nEPTRAGS ¢ TERPEF Yot hEBTee
She. ad ] t rn at_apou IS
\NgS é|1Sri rgé%%ggé t%ogﬁtar en Lh sﬁe ar?;{jfjho%eji'Sa n’preer?(ﬁwn%ec{1 with
diyariGe-and MRVEAY oSS ¢ J‘eéﬁné Sof 1Ot D! £ PMAUR rcatment .

irnformation “on this patient. It is remarkable that no

pethd eitlordfinht Oit @dnuhddcet tbakidN@rebi@nE- WA gddd, given
contrast, a patient who del ayed participation in t%e
Sthecty ﬁm“ tajwhthsotepetiaitat etdrdurbiefgetdnts dd neéngaGk 4n
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t ferngey@ntpRatient st sogsseid ineTExea|iecRuditie redivkiual
partial inprovenent in four cases, and conplete

r ERgEY 2 feft e theA¥s . Those patients who had

growt h del ay responded with significant growth during
the time of the E-EPA treatnment. The recruitnment and

agherence 1,9 t st;{,qgn%@g ment . %mggtoddem%x@lrgtet Qﬁt hie1y

majority of patients were re uctant to engage I n
sianrdargqat neakpeitledl Upp@BMEXER BRL VASSgehbgt UGENEN and

i ndividual therapy and fam |y therapy.

related eating and vomiting disordexs. The invention is
therefore directed to the use of EPA in any appropriate dosage
form for the management of these disorders. Since patients
with AN often éuffer from general micronutrient deficiencies
it is appropriate to combine the EPA with micronutrient
supplements either provided separately or in the same dosage
form. Example supplements ére zinc supplements, Zfor example
Solvazinc™, and Forceval™. Appropriate dosage forms £for the
EPA include pharmaceutical unit dosage, nutritional
supplements and specialist foods, including foeds - for

administration by naso-gastric tubes or other enteral or

parenteral routes.



These dramatic responses to treatnment denonstrate ag gebruary 2007
entirely novel and unexpected approach to the
managenment of AN and related eating and vomting
di sorders. The invention is therefore directed to the
use of EPA in any appropriate dosage formfor the
managenent of these disorders. Since patients wth AN
Chgimsn suffer from general micronutrient deficiencies
it is appropriate to conbine the EPA with
m cronutrient supplenents either provided separately
or in the sane dosage form Exanple supplenents are
Lzi ndUssmuppifenthit sputrer exmpsrentSobadazi peidanEPA) in  any
Forceval . Appropriate dosage forns for the EPA
aﬁwaaétﬁhm%c@@ﬁpbaﬁarmrﬁq aodageateitay tthenkbdy, in- the
sup | ements and specialist foods, including foods for
RREYER attifon? byicRAS oISt EPE tiisest ratoeher ant eratexia
or parenteral routes. 7 February 2007 dains 1. Use
N&H7O§80a PUrE leidBsapent aenoi ¢ acid (EPA) in any
appropriate form which can be assimlated by the
body, in the mnufacture of a nedi canent for the
treatnent of anorexia_nervosa and bulima. 2.

2-accolthi mfFI09erdi mP1, cled™wHichi®t hEPEPA Fie f Fin as “trom a

qgtu al EPA-conta|n|n oil. 3. Use according to claim
paf Ul GRRCP T RETEPA 99 in the form of the free acid,
an approprlate salt, a nono-, di-, or triglyceride, a
phosphol i pid, an anide, an ester or any ot her
bIO| caII conmpati bl e derivat Use accordi ng
3o ¢ a|n1 ¥d?943%°cﬁ9?ﬁg A11§’ﬁﬁhtfﬁff§ﬁﬁnls in the form

of the free acid, an appropriate salt, a mono-, di-, or
triglyceride, a phospholipid, an amide, an ester or any other

biclogically compatible derivative.

4. Use according to claim 1, in which the EPA is in the form

of the triglyceride or the ethyl ester.

5. Use according toe any preceding claim, in which the EPA
contains less than 5% in aggregate and less than 2%

individually of decosahexaenoic acid and linoleic acid.

6. Use according to claim 5, in which the EPA is in the form

of the ethyl ester.

7. Use according to any preceding claim, in which the

medicament 1is for oral administration in an appropriate

19




of the triglyceride or the ethyl ester. 5. Use 7 February 2007

according to any preceding claim in which the EPA

contains less than 5% in aggregate and | ess than 2%

i ndi vidual |y of docosahexaenoic acid and linoleic

acid. 6. Use according to claim5, in which the EPAis

in the form of the ethyl ester. 7. Use according to
prarpaperetedi ngdedaiem famm whiidhkbihe fomedi cdomntbdtsvefenor 50mg

oral adm nistration in an appropriate 0 19 7 February
a0 209 phar mecdarikhy dodagenf ortimsui padl ed/oleya dose very

bet ween 50ngy and 20g/d, preferably between 100ng and
pIBgrdallanttirveep 3pved anabBy/dat ween 300ng and 3g/ day.

8. Use according to any of clains 1 to 6, in which the

medi cament is suitable for parenteral, intranuscular

or intravenous adm nistration in an appropriate

8 pharlifiic ettG sl ndddSagtf opfn cd2ineladeor @i ngnt ohaaly the

of claimse 1 to 6 wherein the nedicanent is suitable
MG FARERT t | bR t B abder i fPenaParefedmentinfgpmgscular  or

patient wwth AN or rel ated disorders, such suppl enent
intg At aked 9B &t 14526 gi Ven 2By ErePalatubehagpaceutical

gi ven _intravenously. 20 O
dosage form.

3. Use according to any of claims 1 to 6 wherein the
medicament is suitable for addition to a autritional
supplement for a patient with AN or related disorders, such
supplement toc be taken orally, or given by enteral tube, or

given intravenously.



