EP O 440 341.B1 Description The invention relates to pharnaceuti cal
conposi tions of essential fatty acids (EFAs) ,and treatnent of dis- ease
therewith. 5 Dementia and Gy46541%3 are comon. psychiatric
dissorders. They frequently occur together In the same patient. Wiile there
are many _dr u%a whi ch treatdepression, notall patients respond. Mreover,
most of PR a?ugs have i nport ant S|de effects which limt their

usef ul ness.y, &%nﬁod rﬁ&&g hﬁ&%éﬁu&i Q&S’p%s.ﬁo% ua’?i%& ad %fﬁ"%#ﬁ ht of dis-

depressi ghlg¢ ith can be caused a va ying

di sorgers, nti&2Ad ddpRIRdnt «Ad Yombheh f@cm&wk%bﬁﬁ‘r& Tﬁeﬁ}eﬁuen%%&n toHMhér'in th&‘éaﬂ{eCt
denenti apa“aﬁ}d infections wth certain viruses or virus-1like agents.

cause of  AlwHieineReretnafly drEdWiich FeattiBsrasdion, nbtsll baasrteredpsnd. M&rSover, mamfm@dahdss in
“keyar eas n&b inffrthit SiidetfobtswhitH linit theld LsbhufioSLCTRRAS 1§ Merefoflalneslla inbw, lsife rsabhentsgstlic ed
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pOty uns atlisrast ieunkhewnibyt there islloss ofiner veaellsdrkpy areas oftbe brain. Tailiteinfarctsiementia, caildeath 30
36 40 45foligvszeruced oxygempag biopd flow] gs e3pnsea@inge df nWiltiple Blockages of small arteries. There are
n-3 10 noknpwn gaﬁgfgqtqralrgy}nlegts for dementia of any type. _ 18: 3
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(adrenlc aC|d) 40 : : | delta-4
desaturase 22:5 delta-4,7,10, 13,16 22:6
delta=4, 7,10, 13, 16, 19 45 ( docosagexaeaei ;g acid' ) 50 The above
pat hways are not normally reversible nor, in man, are n-3 and n-6 series
acids interconvertible. The acids, which in nature are of the all-cis
configuration, are systematically nanmed as derivatives of the correspondi ng
- oct adecanoi c, eicosanoic or docosanqjc .acids, e.g.
del t a9, 12- oct adecadi enoi ¢ aci d ih§5§a4£a- 4,7,10, 13, 16, 19- docosahexaenoi c
aci d, ®but nuneri cal desi gnations such as, correspondingly, 18:2 n-6 or 22:
6 n-3 are convepignt. Initials,. for exanplen-ﬁPA for the 20:5 n-3 acid
(ei cosapentaenolt acid) or DHA for the 55 2Z76 n-3 acid (docosahexaenoi c
acid), are al so used but do not serve when n-3 and n-6 acids of the sane
chai nd engflB: ardedtan®d2of unsaturation exi $8:353€145a-8x3Aple with the 22:5
acids. TriYlahol@i@adi@)nore or |ess common(afshd-lindeenib setdes are as
“shown. O the n-3 series only 18: p n-3 has a comonly used trivial nane,
al™ha-1inol enic acid, though the nane stearidonic acid is comng into use
for the 18:4 n-3 acid and SAbtaArdessitysszaapent aenol ¢ acid and
docos#hexanenoi ¢ acid as such ara.al so used. The al pha i sonmer of linolenic

acid 3 EF g 234l oBlwas characteri sed;@af |4k alBag, ggnfga l'i nol enic

acid and reference 1n tHe literature S|nply to li,nolenic a es- pecially
in the ear (Fafma7iinclenis aF§§{o the al pha- §R%8pE ‘@ ni é}\/ENTAL The cell

menbr%nes of nerve cells in the brain are rich in EFAs derived as above
fromdietary linoleic acid (LA 5ktabRha-1inolenic acid (ALA). Unlike
other tissues of the body, the raln contains very little linoleic acid and
al pha-1linolenic acid: alnost all \,fts EFAs are in the formof derivatives of
the dietar@0adidelta—i8sildglérom Initial 10 20 dedeliazBidh,14n are required
for ngy mal (aBRdHARAnTalUehylenfhGdianmal function. Since the 6-desaturation
of linoleic acid and al pha-linol gnic acid isaslow, rate-limting step which
can be interfered with by many factors, adm nistration of these acids is
not a good way to elevate BeliiarScRasAsUEASe |t is better for such a pur pose
to admi ni ster acids such as ganmg;linolenic acid (GA) and

di-hones- gangg.: %Id’éqt%nlscsaiid 4DGLA of the niés d RS aﬁi 4 q_ayrl doni c

acid (18:4 n- osapentaenoi ¢ acid (EPA] an ocosé hex'aenoi G.acid
(DHA) of t(”quﬁhiﬂ?nlg P&Mlpy These aci ds af teisasapeptaeneis acddd
"6-desat urat ed" EFAs, a | oose but| convenient termfor the acids arising in
t he body by the pat hvvays det aid g SQQEXS and involving the initial
6- desH¥t urati on of the diet ary acl Ince the cell nenbranes of the brain
are so rich in 6-desaturated EF it seemed worthwhile, in initial work
- that has |22:4 dleltias7i,20¢03 b, to test thed2:Seidedtns?| hod6hwh&,il® and
depressi ongadedireneiigie performed a study In thirty patients with denentia
of thg A zLel mer type 8twenty three femal e, seven nmale, average age 20 78
years). They were exam ned by seVeral standard tests, including the
anonmal ous sent ences repet i d¢tatéedesapsraye t he col our ed progressive
matrices test (CPMI), the gr adedll{ylam' ng test (GNT), the digit copying test
(DCT) and |t gn r Rating Sc )_ f f Qyrtests
are wsdel yﬁ%gse?e['fta Qé-’t[l)rfg rrentl a, whi Iﬂeﬁn(d'é3§§ :{hfo i"{ §.t6 Q,Bt he nobst
wi dely used neasure of depre55| on. Half thel ;ﬁfi’tq"éﬁ §xﬁﬂ‘ "gl
-gamma-linolenic acid (GA) in the formof evening prinrose oil (6 g/day
con- 25 taining about 500 ng of GLA), equivalent to giving DA as
conversion is very rap |d in the human body These atl ents vvere al so_given
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it did i aphimlehibfeids tholigh@he name stearidonic acid is coming into use for the 18:4 n-3 acid and the names
eicosapentaenoic acid and docosahexanenoic acid as such are also used. The alpha isomer of linolenic acid .
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phrenic f eat urés of psychosis (Horrobin and Vaddadi, unpublished results).
Zinc al one therefore does not syn- ergise wwth GLA in treatnent of denentia
or depression. The inventors thengglggdodgflgd 0 add sel eniumto the treatnent
regime in the study, the rational e bei ng that EFAs are hi ghly susceptl bl e
to oxidation and.c m_can. | nhi bi t
oxi dat oeffben iﬁﬂp‘zgrfeag& gﬁéﬁ BiefHenrotios Tahengy IR seth e

gcially i t terlterature, he al
per oxi dade¥ el At 6 an m‘ul peroxi des which nmay be formed by
EFA 0% Id%EHMFEh re are therefore strong reasons for conbining GLAand DGLA

and sel enium Aand/or DGLA will raise the lev- els of the appropriate
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of~~t he GadmipisteR@idssuch #s ganma-lindeaic agid (GhA) apdxiiicewigsmme-ireleniaadit(PELA) of tharesfemd t 0
t he act i Jip apshsteguidenicaigd (1Hrdoud)seicasapentirmoit a¢id(EPA)Rnd davnsa-hdxaoneiciacisi{DHA) of the n-
doubl € bi3ifanllyifhesescidsmeoffrnrdfesred & apfh-desatyratad"EffAS. @ foosafy opjert kesm far thetapids
tests weragsi ﬁ' !*'8 P?F’é(&v B'epathwﬁys fieipiled showaand invelving the ipitial 6-dergtupation of the digtarycid-
treat ment . githe Pfﬁ'e :ﬂ@ F'b'" ﬁﬂe%a diEF s it seopad ey twhile, indnjial

Plnatcﬁgo sgggat hqﬁﬁ%ﬁ: i‘f”@’«?“r‘% mgr tyq (Lﬁﬂiéf{; ’??j:f‘rawedé %f%';l‘:%mr"@%l ts
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I ncr ease zinnaizelegiumepr esent s an i nprovenent. For the HDRS a decrease In
scor e repr edersigsifisancd ofjizing iscthat fitls knbln % potentfal® ©Omé 4Gtiotsidf GBA (EPABIDE0R403, US-A-

TEST 3¢ 4,273,768 Bewéevalzin a previous study in loig\iBxy @By chiRlrig\batients, SL&Rlbiel dCANOBDIn@iIPRWIRECRT
72. 6 2 gingfailed to improve depreg§ioncand h@pnly a small effect on memory af§hayiginit dibiyprove the schizp- 2

6.7 phrenic featymgs gf psychosig (igprrobin and Vaddadi, unpulgjsh@d msulig). Zinc alqnp|therefore does not syno
[ err ] mrgise with GLA in treatmenj ofdementiarpr depression. The inventors tipngigcidedytoradd selenium gihez
20 0 treatment regimegn the study; the ratuonale bemg that EFAs U hlg’_mptlble to oxldqgomand can ke
35 y destroyed. Selenium @(ﬁtt glgta- t he
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205,  22'i53epefden ofemsllz% Y RN ha Fonbdsls GLgandéelgiﬁﬁ n RikthbH by wa.@ag..i Qﬁb 0 ‘a
nedi carrem,a“;mty ot LA oGl i Ve or pr ophyl actic therapy agai nst demant i a,
depr essi on Iathelt@ishithe patiefits.wére Fanddnily dilbeateld & thSattvb aA® ptaceBdGrolps BIRITHS trifl 8@s &nA O
DALA for ducel onialdbubiE-iiadisish.-The pdtientswére tieatadfor Blenty iweeks ahd thblests wéb petformiedbear use
W t h @LAfave rda@heh storted lbad 4t tte@ndlof@edimentd DGLA and said 25 sel enium said
medi canment At iwenivbeks theregamino significastongesdn thepladebagraupdvinsedcéibaremainkidelosezi nc
as set oun bageling valysh.g\he restits én theagtivesdrqup @re shevagn Thble@. it appediethatraglenivr can amally be
" used in en@nce teieffeckef G onhoththedamntiasnd te dermsion. Kenmvermentdpt arsgeroaskabladn a
DOSES ANMdisgasihatis;currently regarded as intractable. Moreover, the effects were achieved without producing any
8  important side effects. In the table it should be noted that changes in scores are given, for the patients treated

with GLA and zinc plus selenium. The change from baseline to the end of the frial was assessed statistically

by the Wilcoxon non-parametric test. For the ASRT, CPMT, GNT and DCT, an increase in score represents an

improvement. For the HDRS a decrease in score represents an improvement.




‘The GLA or DGLA may be used at 1 ng to 20 g/ day, preferably 50 ng to 4 g
and very preferably 200 ng to 2 g. Like ambunts of n-3 EFAs, where present,
may be used. GLAcan be synt hesi sagp dusbossipd S usually derived from natural
oisls such as those of the evening prinrose, blackcurrant or borage, or the
storage oils of various 35 fungi M ot her EFAs can be adm ni stered
in any biologically assimlable f as the free acid, salt, ester,
am de, phospholipid or natural or synthetic tri-glycerides. It can be
adm ni;st er egkgT any pAGRY.ERECNt Vay,p@s of 'FRIAL Py RINISTRlgE,t 9pkcal y or
rectally, as can th& COMpoSitions a5 a wrore DA A—as—sucir s not—readily
avail abl e, but fungal sources are known and chem cal synthesis is possible;
amount s f oASRIhi ni 92r 8t toA8aBe as fB7 B A IELT The €eb68i um may be used
at 1to 10@@@- m crlggzper gay, (el enpihtals sg gni um basi g) g gﬁef erably 50 to
2000 wmicro Y, ve prefg gbly 200 to 1000 mcrog/ da e seleniumtoo
can be adm tered & Zny3chnveni ent9 Byt i34 orally, pﬁpénteral ly,

"~ rectally oDQlbpi caBII.yZI # 20y0bi ol ogm.gaJ'j v gsiam | abl e foronl Possible formns

i el ude sogipgm sel egi yeqs sgl gnious acicg1 Selenonet hi oni geygpd sel eni um
yeast (yeast grown in a bioavaiiabl e 's€l eni um contai ni ng enV| ronment). 45
"~ The d®A and sel eniu and the zinc and n-3 EFAs when used, may be
incorporé!"@'ﬁf“ﬁﬁofl'?éy I formu- lation for ease of adnministration or may be
provi ded serarﬁl‘te in su -co |nat| s for co-adm ni strati on.

par ti cul ar gfwym,& mw,,g m atf“ ﬁiz.:n'g ﬁhaﬁ%“"%wm

di etapy sup rwh

bei ng adm 3s r%tA & 0@5‘ oaval
fapme of zifg h9 of fi ofd ook e fnft ddfbdga, kNOWN
and anount %eﬂgézloﬁ r bol ttha%@miﬁ;ﬁdt a1dr;l&i| Iq mpqgegﬂﬁ é.A?!?tﬁ:ath Diokva t|I-

mg/ day, NOTaBielRbIGHN, dbbidkvitabi®sshiniuiBsrdsdivith Lﬂmﬂﬂé@l ordboihGaild @BA and- DEPRBhIAH! VES
OF EFAs 55 selenium,ASid meélthdh@gtioald Q‘ﬁfbacﬁ&&eeébﬁipﬂéﬁlg%yam 3IEFAEndIGr 2nd 6d)sePbud 6t
phar maceut i1cadove, accept abl e and physi ol ogi cal |y equival ent derivatives as,

f or exanpl erhe cumipasifiod dcdoiing fo thediiv@htion may belisédl inthe réAheht or pradentienl ot dedientia ahdorany

of the adepismsios t 0 be taken as including reference to the acids when in the
form of such derivatives. Equivalence is denonstrated by entry into the

pat hwity §OQSERANPEOBMATS as evi denced by effects corresponding to those of

the acids thenselves or their natural glyceride esters. Thus, indirect
i dentificat |"Bﬁ'-’b?’ Qﬁi-éf'!?y bajused #étW@gf’ ¢/ Ybﬂf"ft"ﬁ'@( $0 mg to p apd verypreferbleR00imgy i ng
t he val ué’t’rﬁge ikerama ERs ¥ Ay be ysed qu‘E%!bPSY"HUF'S@&H\Fé’r‘@Fﬂ%d%'M be

VI’IUS

shown, (i as Fﬁssﬂfé"a"B;V s e deyan
l;l Oog?si g |ﬁtai':‘ud Sp! ipld ntli%lg%ﬁ‘ Et&;s anq g"Intf;B 33)2 eéggtkhlors]g
f P. ! E?Sf ?ﬂ glﬁgia‘wmgmas can e g sEnsa ] o a§ E&%ﬂ suchegs

Ameri can %
the neth ta asma sanp are ex racte

chl or gf or mfﬁ?&eﬁ@.f&ﬂmaﬂe usl& at 1% 08hitrdg ber ks, (bleinbrid Sibniufbasisy reﬁFb@l‘yH@io 2000
subphat e micRgRRR vay frérelably gdo)ts) 06 micRg/ch Eﬁg &ke&:é&lﬁm kdd cBh B2 aaininrada.Ee in@hPéoivenient

met hano! wayl & okally) ipakektéraily] iectally oPtoficali nanpbicicgidally dsbiinlabledorfy PES6IbIO MaRn® Btladehy oOf
Si |1 ca geddiup salenis, selbhicusalio, splbrviethioding drdGéleriuim yehd lyeast growr ied biexvailable Sefuniumall
fatty acbcateintgteevibament)st sensitively, is nethylated using boron

triflori dé&he GOA antselacivraland fhia eine @ ntd EFAg whantuasd, meystiedncorporatet] Indhe sime Yorme-i ds

ar e sepalatiancfor easecof adminisiratich ai giay be rrovided senatatelyoe jozniicidibtiogsifor ekadoinstratign.aph

wi th a simpaftigder thegFfdwmap semetinies lercanvejently givenras gigersral dintySHitplomany ad@esdly. The
car- ri EFhe%B g ag well Ffé'P?duWP 3!!“% hejpp ﬁ?mi"'m%undemm %i'tsefr"@d‘Pﬂ s‘ﬂﬂaEYQPamred to rise

from qgvallg lg's 9zl g zinc gjucongte and u@wgg ;[ ;,
i nj ec ? Lipaogmy Ry 7 DR TR AETAPTHUSRY S E0 0 uara o
autorratl 'y conput ed by Hewl ett-Packard Level 4 i ntegrator. Peaks are

I dentifi on with standard fatty acid 15 nethyl esters.
DI ETARY E&’B&?%& e invention is chiefly described in terms of methods

of trgat Men iRidtlePLbBdIRE Stldd e be & bt dr 2 harntibdutiélly achdptabfe'ahd si-surstood
that the ogiaRRdbivafNeS i, fforamﬁ uﬁ& ol e anj'gbag \ tan‘éfe?aenﬁgh% d“
suppl enepdids.is ta@e:aha ésﬁ%ﬁﬂ@f% fo Bheha sﬁﬁar..vthmlgafguaede%a&

and suchdéhichstiated BPeriiy tHid thé fhbtivad Guotddhbrei, de BAddnEddby Brfudls B&Fe%bﬁnh:ﬁ@do tﬁaeémsl t ion
when f or adide@heinsblpeaoe theld fdtursl dlyceride esters. Thus, indirect identification of useful derivatives is by their
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FORMS AND SOURCES OF GAMVA- LI NOLENI C AND OTHER ACI DS 25 Conveni ent

physi ol ogi cal |y equival ent derivatives of GLA and DGEA for use according to
the Invention as with the other egseffpisg¢dpf atty acids, include salts,

am des, esters i ncl udi ng gl yceride esters and al kyI (e g. [err] to C4)

o oo g hoaRARL 1 it by 80 e HRLADEE o ) nESHTIRRY bl SO 0°

produce i&‘§r?a|¢s.9 Pa‘ﬁgﬁl it B6bd Bod %?J:t’ﬁ‘ rtlr':%% 'lllch os, exé?.{pre

synthet i | § |tqsa Li ﬁ)ter femists Socreﬁy

phar rrr‘a,cet(g'h;a gnVi r esent convenr ent to pro d

| east the (fyhutiid tﬁJ}ﬁetﬁd?rrrﬂuﬂébryﬂﬁatﬁi‘éﬁhJ s’émpﬂs ﬁ'nlul) Mﬂuﬁaeﬁm'ﬂ'cﬂbroﬁnﬁn&ﬂ

hence r efg R éxRadt B filtétéd throlifhsEdium sufphfte, SPApbatdd & dritessSarfd kbR 05 AVARI e I's

t he seed nathafol.ahé Rpill HRELORS &6 SoparREE byin Ry bhrérfatsgRipRY dIBilicd gBllpRIvEI The bhoashalipid

Cenot her arattionfRdkekloastict dssbntiaDfalty Qoid doatekits inb Gersiticely, s adtipliatet Dgingomu triflB8adesL A

and almoutmethiaftl.| Thedbwiting mathiyldsters of theTattylaeidé @6 saparhtedl hrdinfeagikedmsing dlidsvietttFagatdner

Wi h ot h&880glay chematbgmplf withracsbaiidobicpbmnn ipackextivithr1 0% slandn chambsorteWAW 396/230t The car-

- sources @érgab i heliup (Bomlibi) sPrec teapersturelis megrdBumed drorise frérm 650G oi 190°GHet 2°B/min. Beugh
cOrf ent yéctsr mpasature is220°C gnd igjeptor jsmperatyrie e0°@. Retepfing timexand peak arsesareGuipretinalya

0i | . O | Sompuischby Hewleft-Raglard kevehd tiagrator. Feaksiaes iguntified brepmpﬁrgso'a\r@ standasd fofty @l 1 ch

in GLR REHU‘rPLs“?t udi es on fungi which can be cultivated by fernmentation

prom se a funga 0|I source. The oil is extracted fromthe seed by one of

t he conv@FﬁTf‘Bﬂ m of extractron such as cold pressure screw
pressure af.'t rt| ags, oramso nt ext rtla “

Fract jongl i %ﬁﬁ% n ﬁ Wty %Z}'c%*"fﬁér e €1 S
shows th%a b%i Xr&e@iﬁgg‘g{ fandsuchareto u heterrn

1.6 de aceutical composmo mra I'I'nol enat e
8.9 The see'd‘ tf extracts re erre to a ove can be used as such or can, for

exanpl e, Fbﬁmdﬂﬂbrseﬁmc%o?bﬁﬁMAQﬂﬁélSEﬁléﬂNUbﬁllﬁhmwl l'y conposition
cont apsni ng the triglycerides of gamma-linolenic and linoleic acids as the

mai n fatty Gevehieftphamngithly sqiMaRntdieatves bMBLAand DoLAGHriseCaztdrdiny to Eeiidvention és

desi r ed, with thajother gasenpia fetty acids, ibehaid salis) antidels) eatdtsdnciuping Jifberiddaaterstand &l @.gaC,

st abi | i sitelGy) estdrs abd phpspholipide.A | f present. SOURCES OF OTHER ACI DS DA.A can be
“prepar ed byif debicedi pharimasepticaheompesitions niay bé prodygéd forasenin thie invention bya8sociating thginatun- 3

aci ds%ar ¢al ensyithetio peids; asaychhqre$ dasivativasswithanracdeptable pagmachutica? gehislenit 8, hawevep at 6

n- 3 aci dgresephepnyanientio myviquadmsrrheﬁwn the form pfAp gyailebieni havinga high ﬁd%%f&f#- '!9809
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SOURCES OF OTHER ACIDS

DGLA can be prepared by chemical synthesis or by fungal fermentation.
85 The n-3 acids are available from marine oils, particularly the 20:5 n-3 and 22:6 n-3 acids, and recently
from microbial fermentation.
The acids can be isolated from these sources by, for example, saponification under mild non-oxidising con-
ditions followed by preparative gas liquid chromatography. Synthesis of the acids is difficult but not impossible
and provides another source. :
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B3/ PHARVACEUTI CAL PRESENTATI ON As nentioned briefly above, the conpositions
are convemingntly in a formsuitable for oral, rectal or parent- 5 or al
adm nistration in a suitable pharmaceuti cal vehi cle, as discussed in
detail, ¢Clelmsactornthsl fellowing Chhiraciing SBited | BE, BE; FBNIT, BR&E, L, CHi ADAUNDK, GB
1,082624, to which reference may be made, and In any case very well known
gen- 1. A pharmaceutical composition of gamma-linolenic acid (GLA) or dihomo-gamma-linolenic acid (DGLA)

- and bioavailable selenium, optionally also with an 18:4 or higher n-3 essential fatty acid {(EFA) and/or bio-

available zinc.

.50 2. Acompositionaccording to claim 1 for use in therapy particularly curative or prophylactic therapy against
dementia, depression or both.’

3. UseofGLAor DGLAand bloavailable selenium, together or separately, in the preparation of a medicament
for use in curative or prophylactic therapy against dementia, depression or both, said medicament option-
85 _ ally comprising also an 18:4 or higher n-3 EFA and/or bioavailable zinc.

4. Adosage unit form composition according to claim 1 or 2, containing per dose the following amounts of
the components or sub-multiples thereof, namely:
(i) the or each faity acid, 1 mg to 20 g, preferably 50 mg to 49, and very preferably 200 mgto 2 g;
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50 2. A composutlon according to claim 1 for use in therapy particularly curative or prophylactic therapy against
dementia, depression or both.

3. Useof GLAor DGLAand bioavailable selenium, together or separately, in the preparation of a medicament -
for use in curative or prophylactic therapy against dementia, depression or both, said medicament option-
55 ally comprising also an 18:4 or higher n-3 EFA and/or bioavailable zinc.

4. Adosage unit form composition according to claim 1 or 2, containing per dose the following amounts of
the components or sub-multiples thereof, namely:
(i) the or each fatty acid, 1 mg to 20 g preferably 50 mg to 4g, and very preferably 200 mg to 2 g;

7




EP O 440 341 Bl (ii) the bioavailable selenium 1 to

~preferably 50 to 2,000 [err], and very preferably 200 Im&imbﬂn w”w' 1)
t he Bi oavail abl e zinc, where pregpatuoamh@ 800 ng, pre

ng, nore preferably5t05 0 ng. 5. A use according to cIa|m3

wher el n the Sk 6aTEAbe L RneRBIEko ggarfgtgatt,g?tggggdﬂ Sy Sy APRAT0A ) O

active mater s as se

Gainms for t ute%t.%m.r&%reap%hm 159680 35 preforably '8 td 800/ing Rbrd Rrbrerdbly 5 to

prepagati on ggmg Nedicanment for use In curative or prophy actic therapy

agai nst denentia, depression or both, characterised in that said nethod

conpri ses kA usageoogfing it daina 8 whesia the anedigammantis prepeped foralallyadminidtratich éflamount(s) of

di hono- ganreetiveimatefiasassetat a (if 4Ddor\)i) andfdr (i) ineleimi4l abl e sel enium 15 2. A

nmet hod according to claim1l, wherein the GLA or DAA and the bioavail abl e

sel erp un®laims for thecfollawing Epetrastiop Ptates : BS, @R hod according to claims 1 or 2,

wherei n the nedi canent further conprises an 18:4 or higher n-3 EFA and/or

Ri gavai | fablAImethadcof proparafion ﬂarf’ﬁﬁdf%'ﬂe"é@ét'ﬂedf ‘i’t‘&'“’ﬁf’& hy&ﬂ“"“é!‘%{?ﬂﬁgi“sﬁ flempntia,

Vier ei n_ t h'SpraRHop ariih. chagasteriyed dn thetsaid pethoq ¢ g’ fatin gmme fine-

conmponent s '¥¥e aé'ﬁf?"ﬁh‘?’t"l“ﬂ'?"ega“?’?’?e'i" Bic agd{RELA) a“"(‘fi‘)avt"ﬁ'@e el fatty acid, 1
my td%20,9,a d%aafd.ag @ QaifiG, drehCine BDF o HRILX aRt 5 GibtR|abe 39 iard Sredend (i 1)

the bi oavaigh selenium 1 to 10,000 [err preferably 50 to 2,000 [err],

and very prefera ly 200 to 1,000 25 [err] (iii) the bi oavarlable

zi nc, whar e'\tpﬁtmotqrdirfntbdai&@@or@mhgeieil&mddicynéht fortbap c@iiBisewtan 189 ochigheed-2r abl y

5 to,30 ny.EFBandiorhiomiabablezingor ding to claim1l V\/nerei n the medi canent |s

prepared for dai Ig/ adm ni st rat ion of anount ( active materials

as’set dht Aa'f‘et ’G‘”‘FEﬂ“g%ﬁ q{‘ eg heref “)“‘? wetraarrﬁca“ﬂ'rsa&eémsamwr% 3S
le l([j

Pat ent ansp erab N’Zg SE, Li,
U heb av & e ree zl?# no Eaigur 0to1é)00

CH, AT, LU,
bi over f ~gbar 'é%toﬁ&laﬁfﬂ”c"‘ﬂeﬁepréu hﬂmﬂéo bar%qﬂ Nk, 40 2 E| ne

unent behrlic Fettagure (EFA) un 'Ioder over

Zusammenset zung nach Anspruch | fO Benutzung In der Ther api e, besonders In
der hei | &ncranetid@rcoping pddira K ivheraiinthia médicanmpl ieprepacpd for Biigredministiadqprotarsduot(s) oder
bei de? 3. [of ectiBomalérialsrag set out atH) Andie (i) DStoA(ID imdtlaimpbver f | gbarem Sel en, zusammen
oder getrennt, in der Herstel- 45 | ung sines Medi kanments fOr Benut zung
i n der heil enden oder prohyl aktischen Therapl e gegen Denenz, Depression
oder beiRptentppapelicheas besagt e Medi kanment wahl wei se ebenfal ls el ne 18: 4

oder ipohere n- 3_EFA_und/ oder - bi overfugbares Zink enthalt. 4.
Us anieianaps ighy fP’n'°|§3§%%?’Hﬁ%ﬁ*m rR%eﬁﬁnFEéFr 'ﬂns’*ﬁr 'dcﬁﬂrf“r- LYY BB i e

. Eine
pro Dosi d| folpﬁenden e e sgu ot;nggor_te
davon ent re Dz b er Ien w érrsegdu I!em ner1 heren
nmogl i chst hc n(i, %’og Bl T go (| |
bi ovesf; ngare oe" 0 b| s 2000 ug, und am

&4 er bess. em.&&ﬂsahrn&néwﬁbﬂagm{sprwhh fﬁia&utﬁuweae‘rﬁtewarm&wkm devbeilendeRatgien, |
bi s 800 ny,propbgdidischen Tharabie hegen BébnzRepassichloi@blidst en 5 bis 80 ng. 5. El ne

Benut zung nach Anspruch 3, bel der das Medi kament fOr die tigliche
Ver abr ei W@pﬁq\g}gv der DGLA und bioverfligbarem Selen, zusammen oder gefrennt, in der Herstel-

45 lung eines Medikaments fiir Benutzung in der heilenden oder prohylaktischen Therapie gegen Demenz,
Depression oder beide, wobei das besagte Medikament wahlweise ebenfalls eine 18 : 4 oder héhere n-
3 EFA und/oder bioverfiigbares Zink enthiilt.
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bis 80 mg.
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~ 3. Utilisation de 'AGL ou de 'ADGL et du sélénium biodisponible, ensemble ou séparément, dans la prépa-
ration d’'un médicament pour I'utilisation dans le traitement curatif ou prophylactique de la démence, de
la dépression ou des deux, ce médicament contenant également, si on le désire, un AGE 18:4 ou supérieur
de la série n-3 et/ou du zinc biodisponible.

4, Composition sous forme de dose unitaire selon la revendication 1 ou 2, contenant par dose les quantités
ci-aprés des constituants ou des sous-multiples de celles-ci, & savoir : '
(i) le ou les acide(s) gras, 1 mg & 20 g chacun, de préférence 50 mg & 4 g et, de préférence, 200 mg &
2g;
50 (ii) le sélénium biodisponible, 1 & 10.000 ug, de préférence 50 & 2000 ug et, de préférence, 200 a 1000
Bg;
(iif) le zinc biodisponible, s'il est présent, 1 4 800 mg, de préférence 2,5 & 800 mg, de préférence 5 &
80 mg.

ss 5. Utilisation selon la revendication 3, dans laquelle le médicament est préparé pour I'administration quoti-
dienne de la ou des quantité(s) de matiéres actives indiquées en (i) et/ou (ii), et/ou (jii) de la revendication
4, .
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