NUTRI TI ONAL FORMULATI ONS CROSS REFERENCE Thi s
application is a continuation-in-part of U S. patent
weappisiice2son 10/ 714, 156, filed Novenber 14, 2008Tas2005/016500
currently pending; which application is a continuation
of U.S. Patent Publication No. 2002/ 0044961, SN
09/ 972,664, filed October 9, 2001, now abandoned,
which is a continuation in part of SN 09/320, 559,
filed May 27, 1 ' ned, all_incorporated
herein by refer ﬁ@@ﬁﬁ%ﬁﬁﬁ@h%fsm Thi s
invention is directed to novel soft gelatin
encapsul ated nutritional supplenents, particularly
soft gelatin encapsul ated nutritional supplenments for
CROPFSREFERRNCEoNt ai ni ng essential fatty aci ds and
iron, as well as vitamns and mnerals. The invention
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functioning of the nother. Stored fatty acids supplies
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pregnant women containing essential fatty acids and iron, as well as vitamins and

-minerals. The invention is further directed to methods of using said supplements to
provide nutritional support to a pregnant or nursing woman and her fetus and/or
nursing child. The supplements are specifically designed to reduce the unpleasant
taste, regurgitation, gastroesophageal reflux, dyspepsia, and nausea associated with
the administration of traditional prenatal nutritional supplements, and processes for
manufacturing said supplements.

Essential fatty acids (arachadonic acid, eicosapentaenoic acid and
docosahexaenoic acid) are essential for proper development of a fetus and for proper
biological functioning of the mother. Stored fatty acids supplies are biochemical

building blocks that support most of the body's biochemical pathways. However, it



Nutrition, April 1997, Vol. 51, No. 4, 232-242. Thus,

because essential fatty acids are > necessary to the
wdevsiiegsrent of the fetus, pregnant and/ or | acPariusgoos/o16500

wonen nust sustain sufficient |evels of various fatty

aci ds throughout pregnancy and lactation. Linoleic

acid and linolenic acid are precursors to the
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integrity of cell nenbranes. Linolenic acid is an
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requires this fatty acid to nmake ei cosapentaenoic acid
{usfafy) sidficienidevdaibfvaaions fattyareidsd thuidhout dbepyalisdand lactation.
ti ssues require EPA and DHA. DHA is especially
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pregna |s routlne due to the fact that iron
Tpaterma is commonly encountered in pregnant

and Iaptatlng monen. Such anem a may be treated with
di et akipoletreacapis, anvimposamggseiutos of thewenaga-@ familysfdaty soids.
of the anem a or gastric state of the wonman, e.g.
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requires this fatty acid to make eicosapentaenoic acid (EPA) and docosahexaénoic
acid (DHA). Many body tissues require EPA and DHA. DHA is especially important
in the retina and in the cerebrai cortex of the brain. Half of the DHA in a fetus's body
accumulates in the brain before birth, and half after birth, an indication of the
importance of fatty acids to the fetus during pregnancy and then to the young infant
during lactation.

Iron supplementation during pregnancy is routine due to the fact that iron
deficiency anemia is commonly encountered in pregnant and lactating women. Such

anemia may be treated with dietary therapy, where possible. However the severity of

the anemia or gastric state of the woman, e.g., morning sickness, etc., may make this
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pregnancy. Approximately 45%to 85% of wonen report
experienci ng digestive disturbances during pregnancy.
wohkenssi20ee al ., Gastroesophageal Refl ux in Pregaamsg005/016500
Gastrointest Endosc Adin N Am 4(4):699-712 (1994).
Typi cal synptons experienced by pregnant wonen incl ude
bel chi ng, heartburn, gastroesophageal refl ux,
cdyisp @ppiaaticably UTgis iwhisoppleineats gaskdingaidditionyi vitgandias, such as
unpl easant odors and/or tastes, nausea and vomting.
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associated with the di?estive tract to relax. lId. The
dggdurhgnces dgiarg pieenangp (Hlang, etiake Gastepesephageali Reflusf intRregnancy,
sphincter |ocated at the junction of the esophagus and
Gesomteist Eadosc &limeN Ant ¢(4)1629-012 §p894)i Typical sympiathOetpeeienced
esophagus, e.g. gastroesophageal reflux. 1d. The .
bl Preépnaht WomeH irchfle BeRRMABERbuF, FhatdéSophaBed YRR BMRpsia,
this condition. Id. The caustic nature of the
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re Hrgitation of the gastric contents into the nouth.
thepghivebebraught apout. g parts e physiplogiral elpgggs thatpecur in the
condi tion of gastroesophageal reflux may be
feraale bpdy dwringpregapncy. not managed and/ or treat ed.

Because of the caustic properties of the gastric

cont ABtpeegnagpepiogtbses opRaamidstieXAnGUite de@eisaeades to elevated
substances can |lead to a pernmanenti nconpetence of the
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cases, esophagitis, peptic esophageal stricture,
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1012'[%{1 %[ &re?ﬁnc%g% (tal{geeggphagus and stomach can cause a reflux of gastric

fluids into the esophagus, e.g. gastroesophageal reflux. Id. The relaxation of the
diaphragmatic hiatus can exacerbate this condition. Id.

The caustic nature of the refluxate and the inability to clear the refluxate from
the esophagus can cause heartburn or heartburn-like symptoms. Id. In some
instances, the heartburn symptoms will be accompanied by regurgitation of the gastric
contents into the mouth. The Merck Manual, 1850-1866 (16™ Ed. 1992).

The condition of gastroesophageal reflux may be self-perpetuating if not
managed and/or treated. Because of the caustic properties of the gastric contents,

repeated esophageal exposure to these substances can lead to a permanent
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and therapy of the condition are of the utnost

priority. The gastrointestinal disturbances associ ated
wonods/ipeegnancy are normally mld in degree angCyiusumd016500

as a natural part of the pregnancy experience.

However, these facts do not |essen the disconfort

experienced by pregnant wonen or the seriousness of

indvengrterenbif the esopipigeal aphiacier. ofd. tHietheendt,tih @iore serious cases,

Furthernore, as with any course of medi cal treat nent
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gastroesophageal reflux are not routinely or
vi gorldGLasireiatesting] fisturbangenqsseciated orithmsegratcy aealogmaly mild
pregnant wonen because of ethical and nedi co-I|ega
i degree arsd viBwodi ssanatyrabparabf thErpeegriancy Gastices ¢livages these
Ref | ux Di sease during Pregnancy and Lactation: What

favtedd her 18ate te disvendpy eﬁ?&leﬁ@&i b)%l‘é ap@ twonteR (o ke seriousness
325-37 (1998). For exanple, the ¢ i nergi c antagoni st
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R Ol B b A o R R sl agetﬁﬁﬁeﬁem
hlncter essure s not reconmended for use in
tS5HOBEIREY WhhE RroPBEArue Uiskanya MRBpedstiopisstiaalsuedisations are
have not been conducted. Furthernore, it is not known

eifprsknewntyatpeer/ o (haye Tetdieen sdmuate%smmmlmmgards to their
Capsul es, can cause fetal harm when adm nistered to a
eﬁec&glpampragnmramunﬁhysi ci ans' Desk Reference, 2526-7
(53d Ed.1999). O her cholinergic antagonists are

pr ovitded bebr fotsd tHal AEdRAEHRMsELASthe Q@ﬁ%ﬁ%i( troesogléaggal

avai |l able from A . H Robins Conpany, is not comre
rdffd are not routinely or vigorously tested in randomized, controlled trials in

pregnant women because of ethical and medico-legal concerns. Broussard, et al.
Treating Gastroesophageal Reflux Disease during Pregnancy and Lactation: What are
the Safest Therapy Options, Drug Saf, 19(4): 325-37 (1998). For example, the
cholinergic antagonist Cystospaz®, available from PolyMedica Pharmaceuticals
(U.S.A.), Inc., which is of the class of drugs which can be prescribed for
gastroesophageal reflux due to their positive effect upon esophageal sphincter
pressure, is not recommended for use in pregnant women, because animal
reproductive studies have not been conducted. Furthermore, it is not known whether
CYSTOSPAZ® Tablets or CYSTOSPAZ-M® Capsules, can cause fetal harm when

administered to a pregnant woman. Physicians' Desk Reference, 2526-7 (53d Ed.
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adm ni stration to pregnant wonen due to the | ack of
adequat e ani mal reproduction studies, and al so because
woOhersabéeet of the drug on the fetus is not kneemuskas/o16500

at 2636. Kutrase(r), available from Schwarz Phar ma

Inc., Levsin(r), also available from Schwarz Pharma

I nc. and Robaxisal(r), available from A H Robins
198%pany, all carry simlar precautions regarding
prescription to pregnant and/or |actating wonen. 1d at
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a result, nost physicians initially begin nmanagi ng
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r.at her .t han drug therapy. Katz, et_.al., ) )
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Gastroenterol. Cin. North. Am, 27(1): 153-67 (1998).
stiligseandglio besapssdhe eifeds of Bisydrig opthenfaius isnet kaows. {det 2636.
concern of exposing the fetus to teratogenic
kautase@.revedable frodr Schwane Phpna, Irtc., Aassin@e also bsaibibkr fesin
that lifestyle and dietary managenent are often

Selivae Phayn & The ehil R beXisdRe 6VAlabRifrdid A Bl REbins GhdpanPlall -
al . Gastroesophageal Reflux D sease during Pregnancy,

y
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sses 0f {fa hat _bring t the synptons of
I‘ggtsﬁrogeé%pahlgogé%la?rgélf(?’ e agﬂeﬂn@t?igéagwanum , 749 (16th
Ed. 1992). Typically, the comon foods, which aggravate
t he éfﬁdfeflﬂb ot gh)fsi‘iwé’é 16¢1aﬁ?éb?%}nﬂe?@aglpg cgastwémﬁ%tn@h
beverages or foods, for exanple coffee and chocol ate,
disfirbansee in frogiemat womengithhaggaissive hifestyle swdificatios and dietary
stinmul ate acid production and/or reduce | ower

ckagpheatiea thaaydring deeapyc Aque tee BIC, GastidesophiggeabR sux Nabade,
et al., SynptomaticGastroesophageal Reflux: Incidence

dglglgg_ gf mﬁgg GhidtRnfeddlt OLiS. NAMA. Aln, 2719 158L67 (1336)L W%]li'le this

1976). Furthernore, it has been di scovered that

c&asd 5%%5? ﬁé ﬁﬁhaﬁl?ldiug fto &%Qoﬁ&nl? 6P %%tsing the fetus to teratogenic

substances via drug therapy, it has been discovered that lifestyle and dietary
management are often extremely effective in precipitating relief. Katz, et al.
Gastroesophageal Reflux Disease during Pregnancy, Gastroenterol. Clin. North. Am.
27(1):153-67 (1998).

Dietary management consists of isolating those foods or classes of foods that
bring about the symptoms of gastroesophageal reflux. The Merck Manual, 749 (16™
Ed. 1992). Typically, the common foods which aggravate the condition are fried or
fatty foods, caffeinated beverages or foods, for example coffee and chocolate, and
spicy foods. It is thought that these foods stimulate acid production and/or reduce

lower esophageal sphincter competence. Id.; see also, Nebel, et al., Symptomatic
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about by directing the pregnant wonman to eat small

portions at frequent intervals and to increase the
wanosnkoak car bohydrates whil e simultaneously PCT/US2005/016500

decreasing her fat intake. Mrton, Treating Nausea and

Vomting in Pregnancy, Am Fam Physician, 48(7):

1279-84 (1993). Ot her general recomendations include
Gasgoésopliagegl Refbixabutidiinet andiRweripitagndBidies s dme If Dl Dis.

odors and omtting prenatal vitamns fromthe dietary
2&@g%m5345@@75ihe om ssion of prenatal vitamns is a

probl emati ¢ recomendati on for the pregnant woman.
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take due to taste, snell, size and/or the texture of
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pregnant wonen have hei ghtened nutritional

intelenu i Yiertiem ycatingrdavsen arsl Vomitingrio Prepmandh éne.Rant. Aysioian,

i n which devel opnent of the enbryo and fetus occur.

4868: 12798451898 r@hiugenbial fotomfnkdd 4fdhs (Mhddiavtitanfl a bland

Rol fes Eds. 6th Ed., 1993). Accordingly, the nother's

dfedt i FOankd! ; i

o P R i AT Sictary

rc{ﬁﬂﬁ%ﬁf re inplicated with regard to the occurrence of
rith défects. See Id. hi particular, during the first

20- 25, days of egnancy, the placenta, is not yet,

£ or e st oA Gt b BroRm s cessvmBhdasing for the

Therefore, during this period the fetus is nourished

piegha weane dWhie drin atkngwdadgad theb vitamiarsypp lemenisfchn siusa

of bl ood exudates. See Schorah, |nportance of Adequate

uwk@inabeabile grsttaintastinal Eifdnty) dni, gaggind-aeduwy gikaionl gastroesophageal

Devel opnent, Vitamins and Mnerals in Pregnancy and

rdfR&! @fshepbia, bd/or Adifsed,BAA 98K be Eebleas® to tA@ dut 98 %)s‘?]e, Sthell,

is believed that a good nutrient supply during the
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optinal concentrations

women have heightened nutritional requirements. A mother's body provides the
environment in which development of the embryo and fetus occur. See
Understanding Nutrition, 479-480 (Whitney and Rolfes Eds. 6 Ed., 1993).
Accordingly, the mother's nutritional status during pregnancy directly impacts the
development of the fetus and embryo and is therefore implicated with regard to the
occurrence of birth defects. See Id.

In particular, during the first 20-25 days of pregnancy, ’;he placenta is not yet
formed and fetal circulation is not yet established. Therefore, during this period the
fetus is nourished via digested maternal uterine cells and the diffusion of blood

exudates. See Schorah, Importance of Adequate Folate Nutrition in Embryonic and
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essential mcronutrients to the endonetrium See Id.

Furthernore, increased occurrences of birth defects
woaves/ibeem | i nked to i nadequat e maternal nutri PCOMWS2005/016500

Cases of infants born with a neural tube defect, i.e.,

spina bifida or anacephaly, have been docunented in

wonen with various nutritional deficiencies, primarily

Haghy Hetad B¢ velopimenta ¥itamarsend Minerals 8 Rrogrweny rad Laviation, 167-

Smthells, Vitam n Deficiencies and Neural Tube

1D61(Berigsr, EAr,0fol. 18,498%Nilt id beBevkdHat-a5Ebod 1A Eht suply during the

i nportance of the nutritional status of pregnant wonen

fir§t 20V2L@1k of Preafigndy S RE es @by RY ;B dRlop ‘ﬁntaEéHn@ trations of

currently availabl é The PhyS|C|ans erence

| f
e&%ﬁﬁ@ rP%?on‘(lﬁ{ént?éJf% il Erﬁigﬁéép%ggaﬁfp? gd’ aNeg L S???”tcép or

renat a forrrula avai l able fr mT e Fi Id| g Conpany,
Ig ont APHReTAGBnETEASCY PCGHTRRpTPLRIT ]agéfeﬁtu S0P D),
30 LU of vitamn E, 120 ng O vi tamn C 1rTg of folic
llé?@ﬁqiuat@mﬁ@n@ﬁl npfsition G@sespingfants borbwithavienral aerdgfest, i.c.,

ni aci nam de, 3 ng of pyridoxine, 8 neg of vitamn Bl ,
spifia bifidafor (aahwphaiy, H:30 beegdafunieatidria wohTenwitlo ¥ arzoud Gutritional
and 50 ng of iron per dose. NESTABS(r) CBF are

. deflfieRse, yrimarilodt bod Rilic SRl MdVitathiP CR@RSHEMLISRY Smlthells
| actation and are available only in tablet form

Vilyh ﬁe?%nm@%]ﬁi ﬁ@@f PRk AL d&&ﬁ?’ﬂlsEﬁh%ld ]5%95%)4 50 (1976)

Mat er na pr enat vitanin an ner a

aval Lolﬁbl e fnl erI %Labgﬁtgw tmegn %{nﬁsg gntmthe

VIL fn of vitamn C 1ng of folic acid, 3
n \Hr?rglﬁarl ﬁ{ltgqnnsscugrreﬁﬁy é‘faﬂ@b]l% r’ﬁhﬁ Bhysicipps' st]é Reference
‘vitamin B6, 20 ng of niacinanmide, 12 neg of vitamn
dmzbewnwg vigémiyi andi minerad Smlmemafur@shbylpmgamt ovon20 For
ng of calcium 150 nmeg of iodine, 27ng of iron, 25 ny
exdmpiagiessibis® CRF peenafal éapne, avabblefréh ThieFsldid Cinghy,
chromum 25 ng of nolybdenum 5 ng of manganese, and

caf1aif§ 8,000 13L e RitPE! 4 - of NBaREiR B @@) 1ip oggﬁérﬂfﬂeéj 1t2@ mg

provide vitam n and nineral suppl ementation prior
Of vitamin C, 1 mg of folic acid, 3 mg of thiamine, 3 mg of riboflavin, 20 mg of

-10

niacinamide, 3 mg of pyridoxine, 8 mcg of vitamin B, 20 mg of calcium, 100 mcg of
iodine, 15 mg of zinc, and 50 mg of iron per dose. NESTABS® CBF are expressly
formulated for use during pregnancy and lactation and are available only in tablet
form. See Physicians' Desk Reference, 1011 (53d Ed., 1999).

Materna®, prenatal vitamin and mineral formula, available from Léderle
Laboratories, contains 5,000 L.U. of vitamin A, 400 L.U. of vitamin D, 30 1.U. of
vitamin E, 120 mg of vitamin C, 1 mg of folic acid, 3 mg of vitamin By, 3.4 mg of
vitamin B, 10 mg of vitamin Bs, 20 mg of niacinamide, 12 mcg of vitamin B3, 30

mcg of biotin, 10 mg of pantothenic acid, 200 mg of calcium, 150 mcg of iodine, 27
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conception, throughout pregnancy and during the
postnatal period for both |actating and nonl actating
wounidsanes2and i s available in tablet form only. PEEASE@S/016500
at 1522-3. Enfam |l (r) Natalins(r) RX nultivitam n and
mul tim neral suppl enent, available from Mead Johnson
Nutritionals, Mead Johnson & Conpany, provides 4000
mg pf iggn, @5 magrdFmagnegiomyg rog ofiéappet, R5®g afiting, 35 mf of chromium,
vitamin D, 15 LU of vitamin E, 1.5 ng of thiamn, 1.6
26un®df mblyblbmami, 15, mg 6f fPnp@AREd), ardl Z0mO§ o¥ édletiim pBbdoskNy
of folic acid, 2.5 neg of vitamn B12, 30 neg of
Mét%h@ s aesﬁ@ne@lfto @ﬁﬁﬁ&t Netih %n@ﬁhgeralszlgpﬁ%eﬁ{aﬁSE GbHY

4 nmg of iron, zinc, and copper per

are f
c%ﬁ%g Ay %ﬁﬁéxaﬁ‘aﬁéﬂ%p g PP B ool usigine
are i L.abl e onl |nt rm Seeld at 1692,
apf Bﬂ@f@eﬁu}g e %\déﬁ a¥ \‘?u”tl aa%ﬂq%@ﬂ%%lm a6 L. af §pd2-3.
Sanofi Pharnmaceuticals, Inc., contain 90 ng of
el ennfanil ®Nﬂﬁahn§®d12§rygﬂwtmuand mylgminepl siprlament, ayailable
2 mg of copper, 25 ng of zinc, 1ng of folic acid, 2700
filobh Mehd Yolirgom NuAjtioh@3, Mdad déhnsot & Company, ptbvidds 4000 L.U. of
vitamn E, 120 ng of vitamin C, 3 ng of vitamn BI,

vdin 8, 80 mgidfathmiBe, 4000 UDoOfitamiih B8 1B of Zuﬂﬁﬂl E)f 1.5 mg of
V|tamn Bl 20 ng of niaci nam de, and 50 ng of

| Caiﬁergg %@hﬂ!ﬂl% 1993 n%ma@fneﬁ%%?&f QltaHluth%,o 1n§r1g of foli i a01d

for use i'n'inProvin e nutri sta
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i s, only avajlable in tablet form See Id. at 2802.
caleivgy g¢ (g OfFiRPIh?fﬁ%ﬂ  zipG a0l 30 of eonprEpdiiesy Enfamil®
Phar maca, hie. contal ns 60 ng of iron, 1ng of folic
Natallms@ERX g formylated Atn sripplanmngh@dlev«ﬂmrmg pre8idey 4f ROGtion
LU. of vitamin A 400 LU of vitamn D, 2.43 ng of
and srenivaildBle oidy iiwtablet VorhaSea 1Bt 1684 ny of vitamin B,
10 nmg of niacinam de, 125 ng of calcium and 18 ng of

Zi NCPREHte@P fira PeARLISKakins, {r\%ﬂaﬁle' 6th R3h &8 Ph@maceuticals, Inc.,

prevention and/or treat nenf dietary vitamn

contain 90 mg of elemental iron, 150 mcg of iodine, 200 mg of calcium, 2 mg of
copper, 25 mg of zinc, 1 mg of folic acid, 2700 L.U. of vitamin A, 400 LU. of vitamin
D3, 30 LU. of vitamin E, 120 mg of vitamin C, 3 mg of vitamin B;, 304 mg of vitamin
B,, 20 mg of vitamin Bs, 12 mcg of vitamin B;2, 20 mg of niacinamide, and 50 mg of
docusate sodium per dose. Prenate® Ultra is indicated for use in improving the
nutritional status of women thfoughout pregnancy and in the postnatal period for both
lactating and nonlactating mothers and is only available in tablet form. See Id. at
2802.

Niferex®-PN formula, available from Schwarz Pharmaca, Inc., contains 60

mg of iron, 1 mg of folic acid, 50 mg of vitamin C, 3 mcg of vitamin B2, 4,000 LU.
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and m neral deficiencies associated with pregnancy and
|actation and is only available in tablet form See
wehywsiicisans' Desk Reference, (53d Ed., 1999) 284TA87005/016500
Ni ferex -PN Forte formula, also available from Schwarz
Pharmaca, Inc., contains 60 ng of iron, 1ng of folic
acid, 50 ng of vitamin C, 3 neg of vitamn B12 , 5, 000
off vitamofn 4j 4Q4nk. 1. of vitagGn DJ2.43fmy of witdmmin(B;, 3ehd of vitafnin B,, 1.64
vitamin E, 80 ng of vitamin C, 1ng of folic acid, 3 ngy
negd ofwitadiith BsBI0 mg.of nitgiramidd, 13 cB?oaIdiurﬂgaIﬂflsvmg @!nzﬁlc %er
, 20 nmg of niacinamde, 12 neg of vitamn Bl2 ,

deke. CI@if&‘eH@lPPa Qoinfﬁ%gtee ffoﬂ ﬁ%eﬁﬁom wd@g%tmmétw VIt%mm

ng of copper, and zi nc per
45 %‘@f’cﬁmawﬁeésog afv%?i 3&4 N AL s e ees
oSO BRI D irtiorhs Bet PRoTnCBe B lorhoa g 6L, Atarbee.

For rrul .a Zenate é@ eagr enatal nul tivitam n/m neral

supp MNefesen®-PA Eorieormukey dne Saiilable fva SnkwawBhemhara, Inc.,
Inc., contains 3,000 LU. of vitamn A 400 LU of
conthimgiofl nig oflifor, U.mgbf folic acidn5Emg/dY vigmah Cy B tngg of vﬁamin Bia,
1mg of folic acid, 1.5 ng of vitamn Bl, 1.6 ng of

5,000 bf BRami’ A0 UNbBGiafhin B, 20mW.QF Vi A fBoE}ﬁg of vifamin
of vitamn Bl , 200 ny of calcium 175 meg of 1 odine,

5% toholik 'é ﬁ 3119% E&F%P? Zg %21‘{1%?} yl@ﬂﬁim% (];f vﬂamm B,

per ose. vance

u tr ona oci a

2 e Diecieridh, 12 E AL B a0 oo skt 5@0 wiggfiodine,

vailable in tablet form See Id. at 3128. Precare é]%m
1@%@%%}% 2yng ahsoppes Aed 29 mefirincper dosg. | Nierex
Ther - Rx Corporation, contains 50 ng of vitamn C, 250
ingdcaged foapqumonmdfng trghtniand nf di6tanye giddmini and miinerd] d&ictencies
ng of vitamin E, 2 ng of vitamn B6, 1ng of folic
asotidted SdthpregianoR gn@Rictafbn Idd QoM aZhibl@idtaBletbraf See Id.
copper per dose. Precare(r) is indicated to provide
avidiamg. n and mneral suppl enentation throughout

pregnancy and during the

‘Advanced Formula Zenate® prenatal multivitamin/mineral supplement,
available from Solvay Pharmaceuticals, Inc., contains 3,000 I.U. of vitamin A, 400
LU. of vitamin D, 10 1.U. of vitamin E, 70 mg of vitamin C, 1 mg of folic acid, 1.5
mg of vitamin By, 1.6 mg of vitamin B;, 17 mg of niacin, 2.2 mg of vitamin Bg, 2.2 of
vitamin B1z, 200 mg of calcium, 175 mcg of iodine, 65 mg of iron, 100 mg of
magnesium, and 15 mg of zinc per dose. Advanced Formula Zenate® is a dietary
adjunct in nutritional stress associated with periconception, pregnancy and lactation
and is only available in tablet form. See Id. at 3128.

Precare® prenatal multi-vitamin/mineral formula, available from Ther-Rx

Corporation, contains 50 mg of vitamin C, 250 mg of calcium, 40 mg of iron, 6 mcg
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postnatal period-for both [actating and nonl actating
nothers and is available only in caplet form See Id.
wakoBhée24 Nat af ort (r) prenatal rmnultivitamn, avariuakies016500
fromWarner Chilcott Laboratories, contains 1,000 LU
of vitamn A 400 LU of vitamn D3, 11 LU of vitamn
E, 120 ng of vitamn C, 1ng of folic acid, 2 ng of
of Mitamindd, 1yd menefivitaman E32 mg off vitairtio Bs.al/ing, of #olicapidyf50 mg of
ni aci nam de, 10 ng of vitamn B6, 12 neg of vitamn
nBEResiumntt 6:g ofginefand 2ang peeappesper dvsé. aPRE4iE®)is ifilicated to
designed to provide vitam n and m neral

O AIRITh ahd AindrAY QUERAIhtaRbE aﬁaﬁgﬁgpggggg%{g&%g Wifng the

postnatal period, for both the |ac

' d: | I i lahl.e in table orm .
A R S LR e T
avai | abl e from Phar maceuti cal s, the assignee of the
Cﬁﬁ%Q%ﬂP‘%ﬁJgﬁmiﬁ#'conprises essential fatty acids
vitam ns and mnerals and requires two dosage forns, a
sof t Ngtafert®rprensial grudtivitpinia, avahlde frogoWarges|Gltilcatt Laboratories,
capsul e dosage forns are flexible, one-piece,
corgaime L j0OAILIU;: of eithmih Ap400 Blisdfvdtamindpy 1 SEU. of vig@dia®, 120 mg
a plasticizer, and a small quantity of water and which
of PIdrAInI, 18mE iof FolicQcid) 28n 61 hRSind fion¥Ritlald B ekl 8MNtiSoflalin, 20
conmbination to forma liquid, suspension or a
o : el ok Lot .
SRl G 3R pr Hirhindfy 4 it ARLPRY, ARAGPAEriron
ex I u et al. S. Patent No. 071,643, .
o BFPSualoteis Brieneg 1 bonv s amiisind i r S B paR o
of acidic, basic, or anphoteric pharnmaceutical agents
threughontRregnancy pph Ayring e #rstpatekieriod; foribeth tha lackaing apd pon-
soft gelatin filling or two piece encapsul ation. The
lastating mothsr sné is erdypyaikble ipdablestthymh.elee Bl yci12.
containing 0.2-1.0 nol e equi val ent pharmaceuti ca
agenPriaaCart; 2 8rithel supbieaRnt 4vailiblp Gloyty KW PIRiHA&dutidaB ahe
may be added to further enhance the solubility of

a%%%@bﬂthe rdent ifEtRA! diirisey ﬁgsémeh ?atﬁ?i@(%l, GitShins and

ncing 'the solubility of pharnmaceuti cal "agents

m%?e’réllg% requires two dosage forms, a soft gelatin capsule and a tablet.

Soft gelatin capsule dosage forms are flexible, one-piece, hermetically sealed
soft shells, comprised of gelatin, a plasticizer, and a small quantity of water and which
contains a fill, of one or more active ingredients in combination to form a liquid,
suspension or a semi-solid center. Soft gelatin technology has been previously
described in various references. For example, Yu et al., U.S. Patent No. 5,071,643,
disclose a solvent system for enhancing the solubility of acidic, basic, or amphoteric
pharmace}utical agents to produce a highly concentrated solution suitable for soft

gelatin filling or two piece encapsulation. The solvent system comprises polyethylene

glycol containing 0.2-1.0 mole equivalent pharmaceutical agent and 1-20% water.
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Stone, U S. Patent No. 5,827,535, discloses a soft
gelatin bearing an inpressed graphic representati on,
weuals/1aes2a | etter, name, |ogo, pictorial repreBentaliosnicsoo

and the like and a nethod for making such a soft

gelatin. Ratko et al., U S. Patent Nos. 5,422,160 and

5, 246, 635, disclose a soft gelatin having a texture on
Glycerigas polyvpwinyireiidone ey be addedde fartitr gnhanse dlscsodutlity of

apparatus for the manufacture of such a soft gelatin.
cStardmget Th solvéhtSystBiatie tdpable.ofenR4MeikXhe solubititpse a

soft gelatin manufacturing process conprising

pﬁﬁjﬁia@gﬁﬂcagag%ﬁ@&msmmed soft gelatins to a stress
relieving step, wherein the soft gelatins are placed

in a
t orp S BN S SRS g%?%’%ﬁ%g PG %%%a%ﬁﬁ%mn%an
discl ose a 0oCcess

s R eP RIS & AR o il epresentation
actives in a mxture of polyethylene glycol and
a%tlwlkﬁyné?mth@bﬁémakmgf@cg gelaBh. ext ernal heat or
water. Cimluca, U S. Patent No. 5,641,512, discloses

a soRatkpedt ak i 1.Sc Rpsol o< S 460 iand 52461686 sdingosera soft gelatin
anal gesic in a soft shell containing a xanthine

hedng ¥ dxinve on b TeAstaspdiadd 6f ifesurfibe 8ld Aprocedd aad appdrek for the
No. 5, 360, 615, disclose a solvent system for enhancing

el Bras@ i dukt seﬁgéﬁhﬂ'c basi ¢, or anphoteric

phar maceut i ca t to produce a highly concentrated

sol uti 0 lg fo atin fill
o o BRlgla 7S PaishR @@énels”vg?amfﬂgﬂsﬁ frdgofecturing
ol yet hyl ene ycol contalnlng -1.0 nol e
p@a&%&am@ﬁﬁeg@fl TSN ECEPSHRL %dg&#&g%msﬁa p&tregurkeyingttep,
phar maceuti cal agent and 1-20% wat er. The conpositions
Whnmun@ts sold geldtinsars plated bow dryingstuundliand exposed to/beigitesed
aspects. Primarily, the conpositions are not
tepppepitire@ad hymidityadnditasf or admi ni stration of fatty

acids and iron in soft gelatin dosage form Even the

aboV@oapmam et al., U.S. Patent No. 5,141,961, disclose a process for solubilizing
difficultly soluble pharmaceutical actives in a mixture of polyethylene glycol and
polyvinylpyrolidone in the absence of external heat or water.

Cimiluca, U.S. Patent No. 5,641,512, discloses a soft gelatin capsule
composition comprising an analgesic in a soft shell containirlg a xanthine derivative,
such as caffeine.

Yu et al., U.S. Patent No. 5,360,615, disclose a solvent system for enhancing
the solubility of acidic, basic, or amphoteric pharmaceutical agent to produce a highly
concentrated solution suitable for soft gelatin filling or two piece encapsulation. The

solvent system comprises polyethylene glycol containing 0.2-1.0 mole equivalents of

an lonizing agent per mole equivalent pharmaceutical agent and 1-20% water.
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di scussed references, which recognize the need for an
easier to swallow formof prenatal vitamn, are
woizoistiecs2t 0 coated tabl et or caplet forns and RCEUS®I05/016500
optimal for mnimzing unpl easant taste and/or snell
regurgitation, gastroesophageal reflux, dyspepsia,
and/ or nausea and nmaxi m zi ng ease of swallow ng or
i nge¥h¢ exmpdsitiang epdoteghods Hiscusspd alppsieare defaeniin ¥ariaws
whi ch are di scussed do not offer any gui dance with
aspegiar Briinarifyo theudoaipostioapaeinbot specifically fanmilated for
conpositions containing fatty acids and iron, as well

adSinPR86n ¥ fafiabRls andlirbh RESoR Seldth ddsBge RiRNEvah the above
patient. Thus; these references are inadequate wth

dirsa%?{djre}‘eg?ﬂcgp rvﬁﬁl:}p%:cggrﬁée %;gtn@gﬁ fbr%ﬂ%a Int%rs@&Jallo?_z form of
Suppl'enment admnistration tor pregnant wonen. Further,

t he pr.esence af .jron in t ge i n capsul e .t ends
el S Are Liitet  soted bRt Rl oty P! fo
water. This results in failure to dissolve and rel ease
minigizng tepleasanltade andigewnslb segurgitationy gasgpesppbigspl reflux,
di scl osed conpositions do not provide guidance with

dyspgpsia) ahd/oopausea ndneaxisnizihg @ede afisivatjowing or ingestion.
bi ol ogi cal | y-active soft gelatin dosage form of

Fefiemabal, the softielhtin Toehdhesis, whille iR disiBdet Hoaon effek dny
the art for a soft gelatin prenatal vitam n and

oHARE %&q}ﬁﬂégﬁlﬁgﬁ&&nﬂé’dn@*&géﬁhb Yl@frﬁioﬁ@lt éo)‘n}fégiitﬁﬁs s%}ﬂacl:hﬁing fatty -

I ron, alon vitam nS and ot her m nerals, I

has a .m nimal..negative eff J .
oo e o 2F Ot tFecfips B oniRRRs e prepp) pagont. Thus
suppqrts the geperal health of the patient. Morepver,
thesfere r?@eaarﬁap%deauwsw@ésaarﬁ& ingpyoy Ingeralyifgmun and mincral
formul ati ons that pronote the good health of the
suppparnhadministtaion f1dregnanpivermeanturtier thg @sesencernd itomys a soft
wi Il provide a higher degree of patient conpliance
golbin eapsileudrida ne orosslinkrthapetatin repdérdives it @sblubie infveater. This
patient. It is also particularly desirable to have

VIR thahinGe tOARMIRAL AN31cheY itPCN@ESAMY iR st M Fihhignal
needs of pregnant wonen which are designed to have a

S e e L
mfggl%sté{fggl%iggi%g% (zolio,cr;i%&l}ggc(:etlrve%gfteg)é{a%%dcﬁga&e 01i'n(1) (cj)f 8rfen£1tiarx%'tamin.

Therefore, there remains a need in the art for a soft gelatin prenatal vitamin
and mineral supplement which delivers fatty acids and iron, along with vitamins and
other minerals, which has a minimal negative effect upon the gastrointestinal tract of
the patient, as well as supports the general health of the patient. Moreover, there is a
particular need for soft gelatin formulations that promote the good health of the
expectant mother and are pleasant to ingest, and thus will provide a higher degree of
patient compliance while simultaneously minimizing the cost to the patient.

It is also particularly desirable to have available formulations for addressing
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sensitive nature of this system during pregnancy and
the desire to reduce or avoid nedication during
wonegnacey, such soft gelatin formul ati ons ar ePCT/US2005/016500
advant ageous in that they do not provoke
gastroi ntestinal disturbances. Thus, there is a
general overall need for a fundanentally new, safe and
thﬁ Hud ipnab neqsls 1of aregnens veetderewhich gra drsignied $9 bavegi waimized
needs of pregnant wonen required to or desirous of
imppadt alom thei gasteoiptestinail aystan tspatificalobyproeiding 4 &gnktion
but are unable to do so because of gastrointestina

WS ®IMveRTaiY hotdld Md iRIMHRRYn SkrechdMENHM Flithed rBe%§tE’s%Q)tf the

of the present invention a soft gel nutritional

?ﬁéﬁﬁ}e%ﬂg of flis Sﬂ{&ﬂ‘axﬁ% ggs gﬁﬁ.?ﬁyga i u?{ ?@Eﬁ?@{o Bluce or avoid

ating woman-I's provi I 'ona
nt._conprises ast oeesentlal fatty acid

L Y6 afa %fgﬁel@% Hogs & daRtagoqis jn that

aci ds, precursors thereof, derlvatlves t hereof and
theysdoos pravieke sestrointeriingt dibtaghencesn d hynethergdeagprsalioyerall

acceptabl e iron conpound, wherein said nutritional

nsedofok e fentanientabiyareivg safe and effentive agploath to &ldedskingdsage.
+ hi another aspect of the invention a nethod of naking

pBysi6lbgicaieleedd bl prigrnatvofied PERARA to bPesASlR & SdrfaRinoqR a
to said pregnant or lactating wonan is provided. The

pfeaaéamt Rl S8R re bR Afe FRBRMo! R soltidbinte 3¢! d

sel ecte fron1t e group consisting of essential fatty

SOrsS reof, derivatives thereof and
ggsffr)?tnit?sé Wg efrerb‘vfeml%\lﬁgyat | east one pharmaceutical ly

acceptabl e iron conpound, wherein said nutritiona
suppl enent is provided in a soft gelatin shel

dosage. I n yet another aspect of the present invention
SEMMARY OBINYFNTIQNering a nutritional suppl ement
for adm nistration to a pregnant or |actating wonan is
pr ov iledaspétiefied presknt QiventiGes saft adllnntritibhaniupp i ohg for
soft gel capsule conprising at | east one essenti al

adBtri dra@6h t 8 ple@Rif Gr IO Mo Rr&Ras. Sttt

| east one
“supplement comprises at least one essential fatty acid selected from the group -

consisting of essential fatty acids, precursors thereof, derivatives thereof and
mixtures thereof; and at least one pharmaceutically acceptable iron compound,
wherein said nutritional supplement is provided in a soft gelatin shell dosage.

In another aspect of the invention a method of making a soft gel nutritional
supplement for administration to said pregnant or lactating woman is provided. The
method comprises at least one essential fatty acid selected from the group consisting
of essential fatty acids, precursors thereof, derivatives thereof and mixtures thereof;
and at ]Jeast one pharmaceutically acceptable iron compound, wherein said nutritional

supplement is provided in a soft gelatin shell dosage.

13



essential fatty acid, at |east one essential fatty
acid precursor, at |east one derivative of an
wezemnkiak fatty acid and m xtures thereof; an@#CatUs2005/016500
| east one pharmaceutically acceptable iron conpound,
wherein said nutritional supplenent is provided in a
soft gelatin shell dosage. These are nerely
i || udn yettanpthepagpeeitad the prebant prvsnéen a methadtfooadministering a
DETAI LED DESCRI PTI ON As used herein, soft gelatin nmay
nueftonal mppleorat for administetionto a prdgyiam@allethtmgivwordn is
sem -soft gelatin shell containing a fill, in
RAVidddC UHRMEhbd Ebthtised of IS RARSHINRIIAE a 8of 881 cap@lil isi
pUnpleasant taste %%; re%g? to the b%?ﬁ%rgghgéggg?gmpnmng
j | for C i.nin
of R bl Sl B thice Sk BOPANR OB B Relh
t hou of .as not pal at ahly.desirable to npst peopl.e, .
TR i Pt B eteaey BRY AU Py Abipast Sne derivative of
Difficulty in swallowing or ingestion may refer to the
ap errgBiid dathihaqid agd méxtages %heyequﬁsilmﬁeasmnei Rhiagpageutically
conmpounds. Primarily this may be due to the
asagpbienent canpouptl sebarein shiistugrithorcid suppbendt js provided in a soft
gastroi ntestinal sensitivity or sone other
gtlatip At ddbgd. t y between the patient's physiol ogy and
t he physical properties of the nutritional conpounds,
Wi ¢ Nkl drlfolofdly Al RELGEbE the BRIk HifBn
conposition may refer to I qui d; suspensi on
orsem -solid conposition which is contained within the
soft gelatin coating and is conprised of nutritiona
D&ﬁﬁgﬁynd suspended in an edible oil or polyner and
LD Rﬁ%§“%§ used for treatnent, prevention
di agnosi s, cure or mtigation of disease or illness,
t o ePsased bereinpsrftgdlatint may refertoaronsipiedcohayietianlly sealed soft
function, or alter the inpact of external influences
otigeni-softegebniglshell containing a fill, in particular a liquid, a suspension or a

semi-solid.

Unpleasant taste may refer to the bothersome taste normally associated with
oral dosage forms containing nutritional compounds or any taste which is typically
thought of as not palatably desirable to most people, but in particular pregnant or
nursing women.

Difficulty in swallowing or ingestion may refer to the hindered ability to orally
consume nutritional compounds. Primarily this may be due to the supplement's
unpleasant taste and/or smell, gastrointestinal sensitivity or some other
incompatibility between the patient's physiology and the physical properties of the
nutritional compounds, without limitation.

Biologically-active core composition may refer to a liquid, suspension or
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Nutritional conmpound may refer to any conpound which

provi des nourishnment to cells of the body and
wdevsliepizng enbryo or fetus, as well as a nurspPagus2005/016500

child, including without limtation: any vitamn,

m neral, enzynme, trace elenment, mcronutrient, fatty

acid, triglyceride, am no acid, herbal conpounds,
setneselidodoppmsition otha¢nis contained ywdthen the sdfrgeledini opeting ardaof

or conbi nations thereof. The present inventive subject
combtissd ofhubitiond] compdimbisnspepadd inha editle oM ©F Yolyhak and which

pregnant wonmen have specific nutritional requirenents

et hhatbetuRed For@felﬁtllﬁéf@,%r@&gniti%, cﬁ%ﬁﬁ?éﬁ,le cﬁ?% Sp‘lnltl?ﬁd@lgﬁ loF Giscase

attainéd by fulfilling these req

t he.invention is eqncerned with the .
of fleh £ Pt aneOfical YR M Pr pRisiIOEER JE e, Prplfg tgimpoer
i.ron to. pregnant anpd/or, nursing wonen. O additional
Ofﬁ’fté’fnég’tn%%‘ﬁ‘%leﬁgp‘?rh MOflYe subject matter is the
di scovery that the ability to nmeet the nutritional
r equiYuémenat canp@mdgnaintefendorany campamdtwhiels providter ed
due to the increased sensitivity of the pregnant
nomishnient tpaceils of thicdmidy nad devaaiing LSt fets, Hs Mell 3G nursing
this sensitivity is possible through inplenentation of
child, esdldifg dMfoth 1BhdonTBEY Vitaah Altferal [REyRIEOFN derRint,
the inventive subject matter provide optinmm
Rl Py RIP ARA0 A e B Bl AT EniulaL SRRRSlyce,

stroi,ntestinal .sensitivi of . pr egnant men.

PIRF Y FofieD ﬁWbe’ aFIﬂYac%é'& tﬁve? &Pﬁ?‘,bﬁ{aﬁgn% 8%i ti ons and
met hods of the present inventjve subject matter may be
ef f edDf PESSEE diFEEVe palyjeqs mplictis basedp Uy past, gpon the discovery that
essentialfatty acids and iron which are critical to

preigoantei anpeartsne epasfficauteitined] rémpuardetdentarand dieat ¢herp aeersubsifintial
the child. Also, said nutrients are provided in a

phipgsclogichlWenefith bdint by affilingdhdse rétpvenntsO Wattidsly, the
upon the gastrointestinal tract, in that the dosages
irAeRIEH is$8hdentAdyith e Rfinide fcﬂlfbf%géén{{hl%ﬂgﬁ&ds d forms of
nd/ . Al v e

unpl easant taste and/or sne ternati Y,
. Ltions.and nethods may be effective because they
i P Rlan? o on Bl Ao

Of additional interest to the inventive subject matter is the discovery that the

ability to meet the nutritional requirements of pregnant women is sometimes hindered
due to the increased sensitivity of the pregnant woman's gastrointestinal tract.
However, minimizing this sensitivity is possible through implementation of lifestyle
and dietary modifications. The products of the inventive subject matter provide
optimum nutritional components and are provided in a dosage form that takes into
account the increased gastrointestinal sensitivity of pregnant women.

Without being limited by theory, the compositions and methods of the present

inventive subject matter may be effective because they provide a source of essential
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or act as catalysts to reactions having a negative

ef fect upon the gastrointestinal tract. The

woubositeoamal suppl ements of the present i nvent PEEUS2005/016500
subject matter contain specific nutritiona

conpositions for admnistration to pregnant wonen to
alleviate nutritional deficiencies Iikely to occur

fortiy aaids anddrpmawigh araritisel to théimajnteamect of meterntal kenlth and
subject matter also satisfies specific vitamn and
develeprabntrof i ohélde Miso, shideuaixseae pedviddi iaha doeye BRRRvhich is
found to cause birth defects, as well as provide for

d36BREPo HAGEh 1dWw HHpAREpdH 88228 ntediBI {rgﬁmﬁl R 80 o gfs are

the inventive subject" mattér optimze the nutrition
] t-adt . as.required th .

B0 b Beithie e ST A B s S T vty

conposi tions of th re en%%inventive subj ect natter.

t oS ioga and meihods By berbiERivE besause it dojatanifate, fiimulate

adm ni stration to pregnant wonmen which mnim zes

OFi AR 36 aatalyststta seagtionsdiying a ragative effent upoethe@astypintestinal tract.

reflux, dyspepsia, nausea, or difficulty in swallow ng

or i fijesniritpnailtuppleimentl ofalgepresend invienigvasudipramaiter cbtin

effectiveness of the soft gelatin dosage formin

spedifad maFitibmul bbﬁFth&bﬁsnﬂéﬁ edmBiuR6bn UPHRghE women to alleviate
gastrointestinal tract appears to be réelated to the

nHeRRAYE] c&ﬁ%ﬁﬁ&rihs ﬁi{@l? ttc@g uf hﬁﬁﬁé)%%g?%g% FRS &R resent |

properties. € SO el atins resent Inven

.subj.ect .matter have noot h .out er. surface, .whi ch has

R ol e G e i VR i e P e Sethe
$n swa Iqmgng. As such, the soft gelatins have a

abseaeep! Bhich heyedeen downddarcayss jrth dpiets, asieelbasapnyige for
sphi ncter and thereby cause or exacerbate thecondition
gofergdseltivdwingprgadncy e The fornitetives efitie iprentive subgect nemster
wel |l as the predispersion of the nutritiona

opidmireshd naritondd bemefite of SippRirientatioh @l keRired By kiRASHYisIOId dical
of the actives to the acidic gastrointestinal

si8NeS IBRAbncyand thus lend to reduced incidences of
reflux and regurgitati on phenonena. Furthernore, the

(B nFPRb oGS & e BRG] BT fpd o

provided in a dosage form, i.e., soft gelatin, for administration to pregnant women

which minimizes unpleasant taste, regurgitation, gastroesophageal reflux, dyspepsia,
nausea, or difficulty in swallowing or ingesting nutritional agents during pregnancy.
The effectiveness of the soft gelatin dosage form in relation to its low impact effect
upon the gastrointestinal tract appears to be related to the dosage's small size and
flexible, soft physical properties. The soft gelatins of the present inventive subject
matter have a smooth outer surface, which has elastic properties that provide for
minimal resistance in swallowing. As such, the soft gelatins have a lesser potential to

negatively impact the esophageal sphincter and thereby cause or exacerbate the
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with traditional vitam n and m neral supplenents and

t hereby reduces regurgitation, dyspepsia, nausea and
wgaggings2associ ated with these negative traitsPCTHS2005/016500

nutritional conpositions of the present inventive

subject natter are formulated to provide for optinal

heal th during pregnancy and to mnim ze any potentia
corulitaen ofcgastipesophagealreflive Ghese saha pepeitiva) astwelbas thd pee-

extent to which this negative inpact is reduced by use
dispertion of dict nugeti@ial corhpositidrddn kit doiré ngaixg deduye therreaddivity of

external factors, such as the following non-limting

ﬂ%fﬁ’éﬁé thddidie %astfﬁn?t@ﬁﬁﬂal EiRkment ahd 8lul Seddtb ¥frced
snoki ng, poor diret nmanagenent, poor pat 1 ent

1n%$d€§{;}ésao%gﬂuf rte%l?rgl&iggo% \Pélrlgg&gr da_ lrun E@p%aﬁl% el %gting

e conpos

di vidual. for .a.wi array of as uc i
g@‘ﬁéf’ &l %mga@é%eﬁfjlb%unn%eeaamtﬁa%ea@tdzqrssm@rf@nm@ﬂy pRegoiated
without Iimtation. It is difficult to quantify the
Wpﬂlﬁtamtmbv@ﬁm@ @nd gpestal sepplemsatstand dkareby reduces regurgitation,
regurgi tation, gastroesophageal reflux, dyspepsia,
dmapa’a,nauseadmﬂfghggihg ysssmteﬂmﬁm@lemndga@ﬁsﬂraimg of the
soft gelatin nutritional agents. However, the average

heal Thy n@tﬁ@iﬁﬁﬂ%rdgﬁﬁﬁﬂn§wt5@ preRéntlifmite gluj&rt Rtter are
gast roi nt esti nal st ur bances associated wth

SRRk HOS HPER i,
p?tsﬁfae G- 3058  0  e S  w i

t hrough use of the present fornulations. Furthernore,
negatiye fnél?acb}séﬁ%fl bygeat the §of seletin fermulands mytigated by
gastroi ntesti nal di sturbances to a nore pronounced than
mgherous\eteaabiaciorsa swibf dsdbe fodlomongradn-henytig exdniphes: stress,
formul ati ons of the present inventive subject matter
albetvd igtalps) safftine irgdldeg Srhoking pooh eRe may AN poor patient
particularly where the gastrointestinal distress is

cOAMEEEe, Ohd SXAPES. Qﬁ%ﬁ%&%’th‘e@@febt‘ﬂ%ﬁééém Oforhp&siti aﬂt ImﬁJ

vitamn and m néera ets or re t elrr con

frr I%%nmﬂﬁa t{o 111&':90@&%15 I%r Sv&u‘i’e ar?%/esftre o%sd Isu:ltl)gsalgene? pl et

orm prenata

O

predisposition, health factors, and the like, without limitation.

It is difficult to quantify the minimizing effect upon unpleasant taste,
regurgitation, gastroesophageal reflux, dyspepsia, nausea, or difficulty swallowing or
ingesting of the soft gelatin nutritional agents. However, the average healthy pregnant
woman suffering from the normal gastrointestinal disturbances associated with
pregnancy, i.e., uncomplicated incidences of heartburn, gastroesophageal reflux,
dyspepsia, nausea, regurgitation, gagging, and the like, without limitation, may be
able to minimize these symptoms through use of the present formulations.

Furthermore, even for pregnant women who are experiencing gastrointestinal
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suppl enents. The present inventive subject matter

contenpl ates the inclusion of a viscous
woielsagoeal | y-active core conposition that is eomusk®edi6500
of a nutritional conmpound uniformy suspended in an
edible oil or a polynmer. Preferably, the nutritiona
conpound is about 2 percent to 98 percent by weight of
disterbiiask by owire proacunogd thaprwehat ovouddbe ¢lassifiddmseiormal may find
preferably, the nutritional conpound is about 3
tiefoe@nlatibns Kthe pres@mtinventivestiéct afattehave a positive effect upon

bi ol ogi call y-active core. Mist preferably, however,

thdd€ sptbohdsl PRALUISAPRALRAE gas@xkéﬁﬂéstﬂlap(ﬁ&?é%@ is éaﬁs&ﬁor

percent by wei ght of the blologlca Iyactlve core. n

%%E%aﬁeaﬂ?*%;y ﬁeﬁ%&*ﬁgﬂ%ﬁﬂﬁnaﬁ m‘?aﬂ B intRl Bl g i
in the art. osi tions of the

Cﬁ?fﬁegmba% it F%O%I@E f@e%lg%w%rm dablictdors pessptaky

fatty acids. Essential fatty acids are any
seprd¢meiteal |y useful fatty acid, and may incl ude

pol yunsat urated short, nediumor long chain fatty

aci dghe presgat-iByentive gabj Ect naaitdr oomg@pRtdsahd inchsiodofasiscous
wel | as precursors and derivatives of any fatty acid,

bfdl cAl5/-R e @or2. cotifdsifioR tha? icodipfked 9f 4 ahfiioasl c@ﬁlpound
fatty acids and precursors include arachidonic

Igmy @&ﬁﬁtaﬁ%ﬂi o & SPPPQ% aiﬂfef@rg&y i @991&0?%5' c

en| Cc acid, I C acCl

of t S I NV be fr n ource, .
Pppif ﬁa&@%mﬁﬂ“ ?ﬁoﬁeé?‘?%h Sraghg et eiolgaicilispstive core
oils, .fats, waxes orconblnatlons t hereof . Mbreover,
CPIROien. VIges RreieRdi s the MusAlieal emppwer isbpwcipercent to 97
l[imtation, form nonhydrogenated oils, partially
prpeirtdyeneighicbidhs biologidally-antivr cyenMastiprfdrahly,drowever, the
conmbi nations thereof. Nonlimting exenplary sources of
niitaitionalaohg®uhd i dbdet 4padeitd 96 PEﬁ:Bnthy WEEhUE thd biologically-

canola oil, vegetable oil, saffiower oil, sunflower
a@ivecopasturtium seed oil, nustard seed oil, olive oil,
sesane oil, soybean oil, corn oil

In alternative embodiments of the present invention the dosage form may take
the form of other dosage forms as are well known in the art.

The compositions of the present inventive subject matter include essential
fatty acids. Essential fatty acids are any biologically useful fatty acid, and may
include polyunsaturated short, medium or long chain fatty acids, omega-3, omega-6,
and omega-9 fatty acids as well as precursors and derivatives of any fatty acid, such
as omega-3, omega-6, and omega-9 fatty acids. Such fatty acids and precursors
include arachidonic acid, eicosapentanoic acid, docosahexanoic acid, oleic acid,
linolenic acid, and linoleic acid. Fatty acids of the present invention may be from any

source, including, without limitation, natural or synthetic oils, fats, waxes or
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peanut oil, cottonseed oil, rice bran oil, babassu nut

oil, palmoil, low erucic rapeseed oil, pal mkernel
woi2bos/ikesaien oil, coconut oil, flaxseed oil, evearmg2005/016500
prinrose oil, jojoba oil, tallow beef tallow butter,

chicken fat, lard, dairy butter fat, shea butter, or
conbi nations thereof. Specific non-limting exenplary
combinatensithereol Mptegvemthefaity atidd heréingimydhd derivedawithdut
mackerel oil, salnon oil, nmenhaden oil, anchovy oil
lihgtatiomgonn hontydesgenated oils,aatially Hydtogeittd o€ FaeRydrb gfated -
seaweed or kel p, or conbinations thereof. In one
oBERRdbMBHatis threop (KoxhitinR URGhbOH Jolife® bk?aﬁﬁra%'cfsl?ﬁclude
product of al gae. The use of macroal gae, pri rlfy
CLH [ I n. S f£.0 fam|ies of.bro re
s B b 1 351 o1 eI AL st eE it R S
U.S.. Patent. No. 5,539 133, incorporated herein by
nasiyrpEReed oty mpyiard seed HbvE OenfoRES OBk SRRl
Rhodophyceae fam |ies are of special interest.
PeaEgibrcotiprieed P, Hesdu e oilhabassh oot oid.auln ofl, lowneimcic rapeseed
nutrition in other parts of the world, above all in
oil jymlmdastchbil,dopintail, esconfit dibyritanesed oy eveningmiinfoss bil Avjdba -
(Japan). These nacroal gae can be found in many

ot Ghll bW e BlallsWebiitte? CiMeckeR fat, 36, AGRABuRR TR EBeaite) P! €
in practically unlimted quantities. A few macroal gae

oSSR G SheL LSRR L B e g e
SRR bl ot RS S o rentyeh 3 ey O Hering
macroal . gae_in an _econonical way, if _an organjc sol vent

oigriroyt elrsaedineailpils derved Bam sopwess\askelp, Recorbinationydhereof.
are comm nuted, in particul arground, before the actual
ext r bicetemboslimentaf themeseahinventam the odbamitheprotnctrof algae.
t hese nacroal gae and used in the nethod of the

Thewenifingtrdtdgaegpiddbitilycd eugingén @e 8, ot thefahliBés 6N Rown, red
the macroal gae are dried either before or after the

i i O it i ! n 50
N T

in@&r%opaite%be%gh %@lret%ye%%.awf: tﬁgset, %tse from the Phaeoophyceae and

Rhodophyceae families are of special interest. However, certain species are also used
for human nutrition in other parts of the world, above all in the coastal countries of
Northern Europe and East Asia (Japan). These macroalgae can be found in many
continental shelf zones of the ocean and are available in practically unlimited
quantities. A few macroalgae species are also intentionally cultivated in partitioned-
off areas of the sea (aquaculture).

It has now surprisingly been found that lipids with a high proportion of LCPs
can be extracted from these macroalgae in an economical way, if an organic solvent

or a condensed gas 1s used. Moreover, the macroalgae are comminuted, in particular
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precede and are forerunners to the nore stable and

definitive products, i.e., onega-3 and onega-6 fatty
weaceims205ehese bi ochem cal substances include, RCTHSAI05/016500
limtation, linolenic and linoleic acids. The fatty

acid status of a pregnant and/or nursing nother is
significant for devel opnent of the fetal brain,
growadnbriorty thaictugl sxractiond s thatithe vaw cudteial shwined fraom these
have sone role to play in every organ of the body of
nideeoal ghicwnd asedninirthe mgtHodfod e inkémidndias a paiidld sizd SESOMEL.
i nportant nenber of the onega-6 famly of fatty acids.

FiRRelaRY, (HSRcilohlRal leCdrRaicitntOetdilol Sg&ztgﬁ %&R}@%@% that

20-carbon fatty acid, arachidonic aci

' ] Lptegrity of cell nenbranes.

ﬂ%\%ﬁ%&nﬁ%ﬁ?@%g}éﬁggg@@%ﬁve as signals inside the

cell {ndependent | f. cel |, menbranes. _Absol ute and

el aldmeEars @n%éé-é?gféfmc}da@re@gm argdipehegueal supstances that
their biological effects. Thus, it is critical that
PRrcedreand g &rerupaetiie theanoredtable gndatghiaitivewedsets, Theomega-3

present inventive subject matter also includes an iron
apd omiegh-0 dattypdoddsi alhess bivehennicall substheee inthydebwithentdihiedion,

from carbonyl iron, soluble iron salts, slightly

lisolenielaad lieRiSRidsS, | nsoluble iron salts, chel ated
iron, and iron conplexes. Preferred chelated iron

' f d erens
CoRE AL 4 RSl SR P e
o P 23 L8 SR BBy e,

conpr i si{1 the soft shell is utilized. Illustrative
hg cdgledp phayin cxeiyarg® ofthabodicof fhe febey rowysing infant.
as well as iron conpounds thathave been encapsul ated
Linplaie a¢id dsthasidst iompowtant member ofithe bmepga-6\family of fattyiaoidls. The
with the essential fatty acids. In a preferred,
bodynudes tihblegchbioeghthedizé heiniiRBAaN20-tabem Fittyeickl) BfRBidonic
matter, the soluble iron salts that nmay be

aGBGRAE Wb thaftlfin W6 SRIAHTIHREHE SN MHARS! T, Fhity

ferric hypophosphite, ferric al _ erric
o954 e ST BB BB B RSB ot

and relative levels of essential fatty acids determine their biological effects. Thus, it

is critical that proper levels be maintained by pregnant women.

The present inventive subject matter also includes an iron providing material
or material. These may be selected from carbonyl iron, soluble iron salts, slightly
soluble iron salts, insoluble iron salts, chelated iron, and iron complexes. Preferred
chelated iron complexes are the subject of U.S. Patent Nos. 4,599,152 and 4,830,716.
In an alternative embodiment, iron that does not react with the essential fatty acids of
the present invention or the gelatin comprising the soft shell is utilized. Ilustrative

examples of non-reactive iron include carbonyl iron, as well as iron compounds that
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gl uconate, ferrous iodide, ferrous sulfate, ferrous
| actate, ferrous fumarate, hene, ferric trisglycinate,
woeorsanes2bi sgl yci nate, ferric nitrate, ferrousPCT/US2005/016500
hydr oxi de saccharate, ferric sulfate, ferric
gl uconate, ferric aspartate, ferrous sulfate
hept ahydrate, ferrous phosphate, ferric ascorbate,
haye gem%wﬂm%by methods el kapwndn theart tgpseveat reetion with the
ferrous glutamate, ferrous cholinisocitrate,
estamtinbfgtty @acide. Fud peferedf mon-limiting abpedtyod thet preseheimvientive
pyr ophosphate sol uble, ferric hydroxi de saccharate,

subRES mBttEFRHBADRSR: iSRS bt thaybeleht£Hsilfaltrd sdlested RbmitEe
ammoni um sul fate, ferrous amonium sul fate, ferric

grﬁﬁgdﬂsfsﬁlng of $ric hESdphGstie) feRfe Abhhflafe, fAE Fhl%ride, ferric
nganese“citrate; ferric quinine citrate, ferric
.sodiymcitrate,, ferric.sodiumedetate, ferri.c.fornate,
cif e PR 5B i B PE SRkt Bifraf SRR
ferric sodiumoxal ate, ferric peptonate, ferric
glypqongien Eswup iqshds fgreous sulie. fsﬁa\lﬁ%@f@m fearoup furparatep hefBe-e
iron salts, and conbinations thereof. In another
fepricatieglyeinatenterrons hisglycigatesfsene niddate; Fegrops byduokide saccharate,:
i nventive subject matter, the slightly soluble iron
feSRl suffark] ferse bRicoRe, ffEminatetagy, Gerpous @uKAtS hepighwniratesfefrioas
acetate, ferric fluoride, ferric phosphate, ferric

pHOYSHR) S5 BB AL QrbdiS [EQM R BMhABNRABRAIR atd, FerkQldSnalate, ferrous
car bonat e saccharated, ferrous carbonate mass, ferrous

o P Pl CREQUR S 1 Sy L R B LRI I bRAL i

f
unmar erri c succina ous I oxXi rrous

nitrate, ferrous carhonate, ferric.sodi um
pyBRopRIGL NS, Bk AReaS st B e R e,
tartrate, ferric subcarbonate, ferric | .
fexgiosubswd fato Sprnis rmmarannisel g clerapatmmoniim swiaks, dersigi de
saccharate, ferric nmanganese saccharate, ferrous
sesquichboride, fartit ahdjmetditeate, fhaicrmarmanesealitrate, deepfuaiihe citrate,
iron salts, and conbi nations thereof. As discussed

feARQBIuN gk, FerQd sGdhth TdB@, Rerie RaaR) kaie dminfonfum oxalate,
non-reactive iron is desired. In yet another

=l dmtd RG..ASNeGL . sent:
RRICHOES G ofiile biHle ol PSRARL, Rlrid diBidafe> Ritio manganese
sel ected fromthe .qgr.oup c isting,.of ferrjc sodi.um
peBionaeh ST REmas Py Ao SRR JoB SHiss apd Fombipis icreot.
ferrous oxide, ferric_ . . . .
In another preferred, non-limiting aspect of the present inventive subject

matter, the slightly soluble iron salts are selected from the group consisting of ferric
acetate, ferric fluoride, ferric phosphate, ferric pyrophosphate, ferrous pyrophosphate,
ferrous carbonate saccharated, ferrous carbonate mass, ferrous succinate, ferrous
citrate, ferrous tartrate, ferric fumarate, ferric succinate, ferrous hydroxide, ferrous
nitrate, ferrous carbonate, ferric sodium pyrophosphate, ferric tartrate, ferric
potassium tartrate, ferric subcarbonate, ferric glycerophosphate, ferric saccharate,

ferric hydroxide saccharate, ferric manganese saccharate, ferrous ammonium sulfate,
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oxyhydroxi de, ferrous oxal ate, other pharmaceutically
acceptable iron salts and conbi nati ons thereof. As
wdiesugerd above, these iron salts may be encapeuiuat®d016500
if a non-reactive iron is desired. In still yet
anot her preferred, non-limting aspect of the present
i nventive subject matter, the iron conpl exes are
other MCwigml{ly ssepfpblg ronsaks, end pgmbinations thereof. As discussed
pol ysacchari de-iron conpl ex, nethylidine-iron conplex,
atkVE Atheseainorc sty neay, bepenemniatadal e nendireaetive aoplissdesired.
p-tol uidine iron conplex, ferrous saccharate conpl ex,

f er r ipgdttanother prefisred] AGOMAIR cRPRY OX thelpRédetiMnVértive subject
ferrous hydroxi de saccharate conpl ex, iron-arene

mfed g%:;i{]soqmp Iix%ﬁ GQalts A& gélé’ét%fe ﬁ*%n?llqﬁe %‘E)og}gl cggﬁmrf‘gxoﬁgxlrfc sodium

I'T OR ran conpl ex, Iron-

iron-sorbitol-citric acid conplex, .saccharated.iron
PYRP RSO By P B0LS FiiRAIL CorEG RUTBEICY fOR s Ry Fitie
compl ex, iron phtal ocyam ne conplex, iron cyclam
og@wﬁyqy le, fareqys 9xalatseQ ;p}mng@magp@lﬂ acceptableiron salts and
desferrioxam ne-iron conpl ex, bleonycin-iron conpl ex,
cdmbinairinsdhéreain As dmohssed abeventhess irah sgdsmpdybre encepsupteakif a
al kyl enedi am ne- N, N-di succinic acid iron(l11) conplex,
néWeHaetkyEdydn @dersiredon( 111) conpl ex, am nogl ycosi de-iron
compl ex, transferrin-iron conplex, iron thiocyanate
CONPLEXII Yok gﬂotﬁ&;g}kﬁﬁe&muﬂﬁﬁmg&eﬁ&hmh@ HrQeht' iRMivE)
conpl ex, pol yam nopol ycarbonat e 1 ron conplexes,
Lt hi e irgn L N iron. conplex,
R R e A e LR S S
ferrioxame B, ferrou jtrate conpl e f.errous
pelysacghasidedran Somplps, mq%%ﬁ@%%%?@n%ﬁﬁ%% -iron complex,
f erroussucci nate conpl ex, polyglucopyranosyl iron
phepaptheolenejeon complodipsiebtding éroacpapiexo ferwuapicekarate complex,
biliverdin-iron conplex, deferiprone iron conpl ex,
- felrdacit, fermy lalidvhaie dempleanfearampviax,, fetoud Hydosyidle saccharate
dithiolato iron conplex, iron lactoferrin conpl exes,

c&nﬁexﬁ@-ﬁéar&% ﬁnﬁw‘i&%&rﬁﬂeﬁ@! dc8tylacetone iron complex salt, iron-
di et hyl enetri am nepentaacetic acid iron conplex salts,

d%e%3P@é}?e%gg%)%@iggﬁﬁ%@g@?%&?frr%frf]—sgt%iitgl—i:ﬁr?@ac(f@ BB Sx SbdRrated
iron oxide, ferrous fumarate complex, iron porphyrin complex, iron phtalocyamine
complex, iron cyclam complex, dithiocarboxy-iron complex, desferrioxamine-iron
complex, bleomycin-iron complex, ferrozine-iron complex, iron perhaloporphyrin
complex, alkylenediamine-N,N-disuccinic acid iron(III) complex, hydroxypyridone-
iron(IIT) complex, aminoglycoside-iron complex, transferrin-iron complex, iron
thiocyanate complex, iron complex cyanides, porphyrinato iron(III) complex,
polyaminopolycarbonate iron complexes, dithiocarbamate iron complex, adriamycin

iron complex, anthracycline-iron complex, MGD-iron complex, ferrioxamine B,

ferrous citrate complex, ferrous sulfate complex, ferric gluconate complex, ferrous
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conpl ex salts, glycol ether diam netetraacetic acid

iron conplex salts, ferric hydroxypyrone conpl exes,
woeoosiieorucci nate conpl ex, ferric chloride conmpCENS2005/016500

ferric glycine sulfate conplex, ferric aspartate

conpl ex, sodium ferrous gluconate conpl ex, ferrous

hydr oxi de pal ymal t ose conpl ex, other pharnmaceutically
seastrapst eavhidex, potyeiusepyranesyl i complsixnpelyaninodisaeainit acid iron

preferred iron is disclosed in US 4,599, 152 and US

cémpPiER, biliGerdin-ttn wmplbnmmateeidorhmrﬁplax,lfyﬂcefx@h@m-

in their entirety. The fornul ations of the present

dbRvAaNtomie:s dRiiR6dyl BRkibREo FBY cERpTeR] iforVlat®ErAn BémpPlexes, 1,3-
derivatives thereof Derivatives of vitam n B6 include’

PN R SRRy BRI p Rl Ale firon compptes sats,
tain the active f.uncti.on of
YRR R rb st BB OmPloR BB W HORisEiReacid iron
salts of vitamn B6, alkaline salts of vitamin B
cemplen salés, ghycol etherdharminetegazastin aciddrms complentaliadgmane
like. The vitamin B nay be present in a single formor
hydroxgriransscaigléxasefetrid scnmaicrvoopidx, fiaxtic ohlovide homplekeferric
present conpositions. The specific amount of vitamn
gl3RineRulfie coMPRAS fehh@ﬁ@ai‘t&te%dm‘pﬁdxegodi@ﬁ%h&ﬁ difidnhiéR®mplex,

of dosage formutilized, i.e., imrediate rel ease or
fé}%‘sfh h::ro:ighg Sgi‘a'l;gﬁaﬁ&:se g&nngf%t 'Ath lﬁhﬁﬂfi%c\gﬁtl@imoa@b £eH1% grgg

o t e i lons t f
o plefis Ardorp T ienE g ff??%% ﬁl@%&s&zﬁcﬁs‘ﬁimﬁgf o152
1 to about 115 referably, the
a%fﬁﬁﬁ S OoH6Righare wmwateﬁéler MrelPrense Nt entirety.
conposi tions rangefrom about 2 ng to about 110 ny.
EvenThe famyiasfons abihg preshat inventive subjectunatierinayReniain vitemin
i mredi ate rel ease conpositions range from about 3 ngy

Bt or adrdnativddferegf. Dadativeedfviaiiy Bglildudasonipoandd formed from
vitamn B in the imediate rel ease conpositions range

vitdRiR BORkich ﬁré@ru%ﬂlrﬁﬁpd’lﬁtlrk@ BofDyitahi8 %W%hléﬁ re¥dih ﬁfg dttive

B6 present in the controlled release conpositions of
ﬁ}nlaﬁon of vitamin Bg. Such derivatives include, without limitation, pyridoxine, salts
of vitamin B, alkaline salts of vitamin Bg, chelates of vitamin Bg, combinations
thereof and the like. The vitamin B¢ may be present in a single form or in various
different forms in combination within the present compositions. The specific amount
of vitamin Bg in the compositions is adjusted based on the type of dosage form
utilized, i.c., immediate release or controlled release. In an illustrative embodiment
the B6 comprises about 10 mg to about 150 mg.

In the case of the immediate release compositions, the amounts of vitamin Bg

in the compositions preferably range from about 1 mg to about 115 mg. More

preferably, the amounts of vitamin Bg in the immediate release compositions range
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present inventive subject matter, preferably range
fromabout 75 ng to about 125 ny. More preferably, the

warnrosnok vitamn B6 in the controll ed rel easeCT/US2005/016500
conpositions is about 85 ng to about 115 ng. Even nore
preferably, the amount of vitam n BG in the controlled
reI ease conpositions is _about 90 to about 110 m% .

frgma abqit @ ﬂ%&ngbqtg?ut { Hbmgdiysr mere mefeaﬁblm, the apguply of vitamin Bg

controlled rel ease conpositions is about 95 ng to

i feumnig@iatergleabh compogpbwistrangesirah abog Jomgseabout 107 mg. Most
i nventive subject matter may include a folic acid
peefeRBLN cheQimdi@ts ofalifadfin BP @1 defimmbdRiteiRidavdtdnigssittins range
folic acid include folacin, pteroylglutamc acid, as

ek kb @8 460 qul d fromfolic acid which are

structural y distinct fromfollc aci d, but whi ch
m.tin

retai he a tion .of .fol c

s gpAEQE Y ?*%am%tsm.% droed Sioek® Bormb Jififbbe the
aci d, chel at es of folic , i nati ons_t her eof

ProsEn| lpwtw?ﬁ%bmw%t%rata @s@ {?ég‘fo guiAbout £ medp 3o gL mg.
formor in various different fornms in conbination =
Mgpreireferahly, thecasrmmt obvigamsintBedn she qatrodedisilans¢ pompesitions is
present conpositions may be presented in various types
abdutddsag e dwmutd]s gl Byeanpre peediaably] the utnoiihdfdtaiin B in the
i medi ate rel ease or controll ed rel ease. Extended

chihSfRGcledd conffokiioi®is BBut s dbdud 110endd NS &Mreferably, the
conposi tions, because such folic acid m nimzes

{ SAafish ”%th%'cglﬁtr idd&Eleise ¢ TRNOESabBfit dPhoG about
acfﬂa pr eﬁaﬁﬁ @ 03 ! )

y range from about about

1@3 More preferably, the anount of fO|IC acid in these

S|t|ons is about 0.5 ng to about 4 ng. Most
preferably, theanount of folic acid.in these
conpddecrmesitignspfdhe present invealipeisublechipatippmay efudsra folic
the use of the terns folic acid and fol ate are deened
atid donplounidopderivati sothereofle The derivatisesaofdfolie ticill ahdludesfolacin,
thereof. The folic acid or folate of the present
ptddvyBlutaiic B, AW eIl 8€cainSEHNES Sriied Fronb &iliciaofl WHieh afe

or nore natural isomers of reduced folate. The natural
str8QUBIS dRinct from folic acid, but which retain the active function of folic acid.
Non-limiting examples of such derivatives include: salts of folic acid, chelates of folic
acid, combinations thereof and the like. The folic acid may be present in a single
form or in various different forms in combination within the present compositions.
Folic acid in the present compositions may be presented in various types of dosage
forms, for example and without limitation, immediate release or controlled release.
Extended release folic acid may be included in the present compositions, because
such folic acid minimizes gastrointestinal side effects. The amounts of folic acid

preferably range from about 0.4 mg to about 5.0 mg. More preferably, the amount of

folic acid in these compositions is about 0.5 mg to about 4 mg. Most preferably, the
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reduced folate nmay be selected fromthe group
consi sting of (6S)-tetrahydrofolic acid,

wo-20511h¢9424 ( 6S) - t et r ahydrof ol i ¢ aci d, PCT/US2005/016500
5-fornyl-(6S)-tetrahydrofolic acid, 10-fornyl-
(6R)-tetrahydrofolic acid,
5, 10-net hyl ene- (6R) -tetrahydrofolic acid,

amowg-afdelicenyd in thew)composisiepslisabolti kmgdd dbout 3 mg. Hereinafter,
5-form m no-(6S)--tetrahydrofolic acid, and

thealsy of thicaemis fdte hsidiahd Gsdatehes dRnedwb idludepreduisors, derivatives
subject of U S Patent Nos. 5,997,915 and 6, 254, 904.

atRRtaBbLiSs BlasbogPpPl i cations cited herein are
i ncorporated by reference. The conpositions of the

Cormh SSHERL 8 1 HRE el i enlfB g petife £ SRbGHHER

calcjumis beneficjal .nutritionall and_t he cal.ci um
thabShIRRION o T setel drIReTS b Edticedfolali The geturaldsemers of
the bioavailability of folic acid when present in the
redupgsbioiate may briseleefed from the gsoupfcopsisiingeh (681 tatabydrofolic acid,
w thout limtation, calciumcarbonate, calcium
Ssudthyt(6S)-tehlahydrofodiciadil, 5datnayle(68 Jictiabydrdblicaalds I Hformyl-
apatite, calciumcitrate-nal ate, cal cium gl uconate,

(6ROlsiratipdkarsliahdid, 5; B0-GletiPIaRABR)-AtEahydiodliCacidNs, 10-methenyl-
phosphat e, trical ci um phosphate, calciumlevulinate,

PO TR oY %.&%5&“5‘?‘2’*‘2%"; EF"E%%P?%‘.‘@?E“S?@ ??#Wamyl
om cal'cl Urm _ | _
gl iTherdih oo e N bl PR PN h o TR g

include: salts of cal.cium chel ates of cal ci um
636@9&@%&%@@@#@6@%@% Fided hegein anpcerppratehRgferense-
present in a single formor in various different forns
i n c®hbetempaosiiongiof Hierpredest inwetivetsubjsnpositerinaysinclude a
Preferably, the supplement wll contain about 50.0 ng
cdleiumbouipbufd0r dgivative teedofMThd/bdditiph of enéibmyis bédficial
supplement will contain about 75 ng to about 500 ng of

n#AtEhHR ard e CORRRS bohPSmdGhinihBeP5BRAB upRY, 88 Wellls.
achi evé mai ntenance of” essential fatty acid status in
SRR pRRTABPURYEFLE AORAPE QR REE RS 1ho

ura ways. r exa

dc?rfvaaggciesdo%ialcciﬂ%: iizgch? e,sgv?tggutq}argitﬂo%}/ca?cium carbonate, calcium sulfate,
calcium oxide, calcium hydroxide, calcium apatite, calcium citrate-malate, calcium
gluconate, calcium lactate, calcium phosphate, dicalcium phosphate, tricalcium
phosphate, calcium levulinate, bone meal, oyster shell, as well as compounds formed
from calcium which are structurally distinct from calcium, but which retain the active
function of calcium. Non-limiting examples of such derivatives include: salts of
calcium, chelates of calcium, combinations thereof and the like. The calcium may be
present in a single form or in various different forms in combination within the

present compositions. Preferably, the supplement will contain about 50.0 mg to about
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significant role in the enrichnent of the breast mlKk.
Specifically, in the arachidonic acid cascade,
woiolieie4acid is converted first to ganma-| i nBCEMISE005/016500
acid and then to further netabolites such as
di hono- ganma- 1 i nol eni ¢ acid and arachi donic acid which
are precursors of 1 and 2 series prostaglandin
1,089 peg-off caddiym. Mhere prefenablyatheysupplenentomiibeonthin gbout 75 mg to
selected fromthe group consisting of a linoleic acid
abanPo0ng ofcaldiuran il lustrative, non-limting
enbodi nent the present conposition contains at | east

tWwo b b¥mP6difork UTRRUAESent InRvehEdH Schitfie InHRERAILE Bf essential
derivatives thereof and combi nations thereof hi one

i . 1 [ j referably
I SR Rednh gy Bt g Bl G ARRAUR SyP E Bl e,
to.about 5 bejng nore.preferred and about 100
e BEGH S tP e e o i 4 posdpBACaB b AG
fatty acid conmpound is selected fromthe group o
sigaispritrplegn de enrishmesiagidhe bivastanilici mecmﬁmnémm@omc
aci d conpound, an onega-3 fatty acid conmpound, an
aadegmade, liadbleic avid ¢ coangrtedrittst td gammad-linatenit heid end tlendo
conbi nations thereof. It is preferred that when the

fifribe ineta®blités 8EdHhsE@MTIABLB SIS - irofHi €hdid 8kd BraBhidénic acid which
derivative thereof and the second fatty acid conpound

alice QT &J?E%Sgﬁéﬁi& }%P?ggbe%pﬁ‘?a i ment the second

tty acid conpou I ses about 10 ny

to abpu with gbou to about 500.
pei nTERL e sebbolnd Mafissret BRmite B30 canrirEsss
. being nost preferred. Preferably,. the weight ratio
ligtleicipeidrqompounea I and|lustiagve.mondupising ermbogypont the nresent
about 1:0.001 to 50. More preferably, the weight ratio
cfpasiteonf Gongains 2 deagt s ftty eeid camgotadst lnwlede anid coérapound,
acid conpound is about 1:0.1 to 10. Even nore
derivetiessthbngof addecombigdtions eredfoin bieerhbsdiehtethé YirA€itel acid
conpound to the second fatty acid conpound i s about

c&h&lﬂd?}?efgraﬁly Mgl%ris% 950%5 86k toaBBuMRIB g, WA ol 56 B to

first fatty acid conpoun
about 500 mg being more preferred and about 100 mg to about 300 mg being most -

preferred.

The second fatty acid compound is selected from the group consisting of a
eicosapentanoic acid, docosahexaenoic acid compound, an omega-3 fatty acid
compound, an omega-2 fatty acid compound, derivatives thereof and combinations
thereof. It is preferred that when the first fatty acid compound is linoleic acid or a
derivative thereof and the second fatty acid compound is an omega-6 fatty acid. In
one embodiment the second fatty acid compound preferably comprises about 10 mg to
about 1000 mg, with about 50 mg to about 500 mg being more preferred and about

100 mg to a about 300 mg being most preferred.
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to the second fatty acid conpound is about 1:1 to 2.
The fatty acids of the present inventive subject
worbtdsarosraybe used as such or as biol ogically PCT/US2005/016500
accept abl e and physi ol ogi cally equi val ent derivatives
as, for exanple, detailed later herein. Reference to
any of the fatty acids including reference in the
cl ai Recfersblypthsovaighteatiaef the firsi dathgacié feethe seaond dattyhasid is
acids when in the formof such derivatives.
atapy iROENOS0L Mode prefisbiilaf e weyghe fdtio/of thé Grst gty acid compound
bi osynt heti c pat hways of the body as evidenced by
tchb 86dopd TRty £30 Qékﬁ*ﬂgldti@ abdtR 3. Plo 1M1EVRE hbse pREFREYVEE

or their natural glyceride esters. Thus, 1ndirect

SHI A B S b S el
o o oS! eeERET Lo Wb L e 3t Bty acid cpmpound

and on to arachidonic acid can be shown directly by
toyths sedend deftioepid pempoundds gavd 1dftodencent rati ons in
bl ood, body fat, or other tissue by standard
t echifthe) feety, acwds|df thenmresent mvpetiveoubjeof matteli may lye wdeid lak such or
the art to which the present inventive subject matter
aPsibloaidaly abeptabd Andgshysibldgidaty @l GivaehflderngtiVesad, fo ekdifiple,
present 1 nventive subject matter, include, wthout
e . . ool s : '
Aped ket Arin B Eree o9 oF iy R AR RALAR iR e
conbi nations thereaf . rivatives of l.inolenic aci.d
of0THs bt R a” el ClinroTernsRns 8 lls b4 BpA O Sucn
i ncl.ude, _wi.thout limtation, salts of |jnolenic acid,
degrvativesn Equvalance s demerisaied byentry e ths Rlogmthati prttvays of
acid, and conbi nati ons thereof. The salts and al kal i ne
thedlotly ahevidenoed byfeflects conréaponding doithmse of ths edids thyanselyenor
inorganic salts that are acceptable for pharnaceutica
theBaatui izl ydemide estgrse TRy liadiyect 1deati Bodtonadusksul degivetiees is by
gamma- | i nol eic acid and di honb-gamma-| i nol eni c aci d.

thEh@alRblie @élﬁﬁ)f‘ie effed; REtHRSAE BE tﬂerﬂ;{tl@? gé:i& ?tsél\%l _k?iuﬁgc%}ltversion, for

matter may be from any source, I ncluding,

e)lain{glé, %tfiggl%maqﬁ‘ﬁo%rﬁ(lz 280 6 Xl‘%&%t- éa?mg:ii—llﬁbleg%ta%id TR0 O"

arachidonic acid can be shown directly by gas chromatographic analysis of

concenirations in blood, body fat, or other tissue by standard techniques, well known
to persons of ordinary skill in the art to which the present inventive subject matter
pertains.

Derivatives of linoleic acid, as used in the present inventive subject matter,
include, without limitation, salts of linoleic acid, alkaline salts of linoleic acid, esters
of linoleic acid, and combinations thereof. Derivatives of linolenic acid, as used in
the present inventive subject matter, include, without limitation, salts of linolenic

acid, alkaline salts of linolenic acid, esters of linoleic acid, and combinations thereof.
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conbi nati ons thereof. Mreover, the fatty acids herein
may be derived, without [imtation, from

woaamshyganegenat ed oil s, partially hydrogenat edporius2005/016500
fully hydrogenated oils or conbinations thereof.
Non-limting exenplary sources of fatty acids include
seed oil, fish or marine oil, canola oil, vegetable

To¢ kaltssafl falkaline sajis/hersimefeoioethoss tegulady used ¢rganis eethorganic
oil, nustard seed oil, olive oil, sesane oil, soybean
salislthat@es sccopthble ferphatmaddutical aké. ONsReithitihg exdmpsieryllirditenic
oil, babassu nut oil, palmoil, |low erucic rapeseed

a8hd incRAk @axlﬁﬁfanﬁz!lolélb lagidaHRdthoRid- %alﬁﬂﬁgﬁfélenﬁ‘: doia.f | axseed
oil, evening prinrose oil, jojoba, tallow beef

tall ter, ' . : [ erf at
shea e o5l of B ESR: ko il Rk i BEELA any
non-limting .exenplary fish qQr marjne ajl .sources
SR (R FIosh Dy pton GREroF STHERETLS F3F MavesPhon
oi | , nmenhaden, anchovy, herring, trout, sardines, oils
corabingisensitheraets ddowseverotheiatiyacid hareinimnahd damyed ittt
Preferably, the source of the fatty acids is fish or
limatationg, foinh norshydegenatsd oilsy pdrtialkgshpttoginatedldilspfudlyi ¢
acid is an inportant precursor of the onega-3 famly

h@drobétatad dikiod SombliatiOR herc6f UNS R finfitihSedeMipldya6inded 6F fatty
nmake ei cosapentaenoi c acid (EPA) and docosahexaenoi c

2@ ﬁ’;cﬁl@l%'ééeid] YR R¥n BPEYrihé 8ﬁ,“cfé§ofa%‘iﬂ“ bé%tﬁ@oi@,‘b%tff@g&—r oA

I's especially inportant in e refinma and in

cerebral, cortex of the brain. l. f the DHA i.n a .
sl 85 e off s sorl it fthe ilfigmutyfif sfybean oi
and _hal f a&ﬁer birth, an indication of the ipportance .
cQIP oflapeApubRY. sotipRsepd ails aqe pran il bﬁgaw@ghwha &l lomegrucic
tothe young infant during lactation. The fatty acids .
rappseet ellppalmdierned oftplipin ¢ibeecanue ol cflaxsesdl ¢il, swering hrimrose oil,
pl ant and ani mal sources. Conbinations of both plant
jojotd, tatloivnBect @allodng Suibr, thicken Acilad, ddisy higreehi, hel butter or
because plant derived sources contain only the onega-3

cARSn MBI et KpEifie %nllin'ﬁﬁhg @ﬂk&nﬁlﬁ% fidh R Rdrfnedfil Sorces
whil e mari ne sources cont ai n” EPA 'and DHA.

include shellfish oil, tuna oil, mackerel oil, salmon oil, menhaden, anchovy, herring,

trout, sardines, oils derived from seaweed or kelp, or combinations thereof.
Preferably, the source of the fatty acids is fish or marine oil, soybean oil or flaxseed
oil.

Linolenic acid is an important precursor of the omega-3 family of fatty acids.
The body requires this fatty acid to make eicosapentaenoic acid (EPA) and
docosahexaenoic acid (DHA). Many body tissues require EPA and DHA. DHA is
especially important in the retina and in the cerebral cortex of the brain. Half of the
DHA in a fetus's body accumulates in the brain before birth, and half after birth, an

indication of the importance of fatty acids to the fetus during pregnancy and then to
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Thus, while the body transforns the plant derived
precursors for use, it utilizes the imedi ately
wavaisiiatize mari ne sources of EPA and DHA. The PCT/US2005/016500
conpositions of the present inventive subject matter
may include a vitam n E conpound or derivative
thereof. The derivatives of vitamn E include, w thout
thej yorpatifen dugng fastatiosopher ol , t ocopherol, tocotrienol,
as well as compounds formed fromvitam n E which are
st r uthe faityl agiddiis thereseht compasitaons areEderivad frof odth phnaamd
the active function of vitamn E. Non-limting

aN RN URSesO Combihhtidas b¥ Béth Pamt bChdARes seidédsof ThttyVAdidire
E, alkaline salts of vitamn E, chelates of vitamn E,

b%%!ﬁp,iap JeLRRS faH?&&Ned%B?rcEg@onltdiﬁ gnly-lzﬁgofﬁ'eé@-@ d ¥-6
e présent Pha S| ngle formor 1n various~diftferen
forns in conbination wi.thin.the present conposifi,i on
peeRS s B ERHS St fele A, hile Roarfte SRRER, EPTRIA L nd DHA.
matter. may optionally include one or nore of the .
Thig, méie tep ‘?Rdt[b)’élfﬁnﬁ@nélﬁ theanlang seriveckpresi peis for wies if Biilizes the
limtation: vitamin Bl, thiamn, thiamn
inpmediptehsphadatle maringsowcs2f ERAdefid B4, flavin
nononucl eori de, flavin adenine dinucleotide, vitanmn
B3, ThéedmpositicdQiof fheCpragentlinventdetsubiaol MetterthAcinchde de,
ni coti nam de adeni ne di nucl eoti de, tryptophan, biotin,

vitahih Gt &ﬁﬁ% A%k derivdthv@Mhdtedt] The @@RPAARL B vitamin E include,
nmet hyl cobal am n, deoxyadenosyl cobal am n, vitamn C

WRR sSR! ok B o roch BhdPlocokEhATAL wefi S bAifhSumas

C
et a- tar ot ene; am ca

chol.ecal ciferaql, . djihydroxy vitanm.n D, . .
foaad o iR s Eh ARty S oy ikeriad phich

vitam n K, nenadi one, nenaqui none, phyl | oqui none, and
refEp Ficstive fmgtion ghtanimdb siNen-bnutieg cxarmlgsrafsueh derivatives

i nventive subject matter may optionally include one or
inchide: safts bheitdnoinl By wikajinesalsrodivitaaindE othetatasod vitthmén B) s

or derivatives thereof, wthout limtation:

cAHISIR ARG WoredTRna 98 HIE8. BiY Vitdnin BQAAHHR pré@sik $24 Single form or
sodi um chl ori de, magnesi um mnagnesi um st earate,

i RORES LSRRG ComBRAAGS Wi e Bf‘esent compositions.

The compositions of the present inventive subject matter may optionally
include one or more of the following vitamins or derivatives thereof, without
limitation: vitamin B;, thiamin, thiamin pyrophosphate, vitamin B,, riboflavin, flavin
mononucleoride, flavin adenine dinucleotide, vitamin Bs, niacin, nicotinic acid,
nicotinamide, niacinamide, nicotinamide adenine dinucleotide, tryptophan, biotin,
pantothenic acid, vitamin B, cobalamin, methylcobalamin,
deoxyadenosylcobalamin, vitamin C, ascorbic acid, vitamin A, retinol, retinal,
retinoic acid, beta-carotene, vitamin D, calciferol, cholecalciferol, dihydroxy vitamin

D, 1,25-dihydroxycholecalciferol, 7-dehyrdocholesterol, vitamin K, menadione,
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magnesi um hydr oxi de, magnesi um sul fate, manganese,

copper, iodide, zinc, chromum nolybdenum fluoride,
weeb@nizesy nol ybdenum cobalt and conbi nati onspchasems/016500

and derivatives thereof, without limtation.

Non-limting exenplary derivatives of mneral

conpounds include salts, alkaline salts, esters and
mehaquanars, piylleqyinongend| napbtpguindne. The conposi tions of

the present inventive subject matter may optionally

I ncl Tde canpositiondI ¢hedfrescheinvontivewubgctimti@eraaieestioneBy

in nonteratogenic fornmulation, wthout |imtation:

iRNAI B8 bF frorsSdille FRARL AR BED or B ARIH s 6LV Rves

ant aci ds, magnesi um antaci ds, anti biotics,

i-Nj \: . Sall e non agents an he ..
ool ViR PR BeSio S Bora R g PP 0 el o,
n_gdible Qi | such as one of thefollo'ng( ) )
"IﬂBﬂ- % MASPPHYRAZSASBIR SEALF, BRENCSHER CHPPDALE, Iapgnssium oxide,
vegetable oil, safflower oil, sunflower oil, olive
mgpnesiwp hpdraxide; magnesium siilfate, swhgineagrcoppér, iodideysing, | |
soybean oil, corn oil, peanut oil, cotton seed oil,
clpraiinm)j tholybdaman, diuoride,aelznitm, mdlybdenam, setedt aidl conbinations -
kernel oil, canola oil, grape seed oil, wal nut oil,

theRRAEAR] Mrivati¢@%hbie¥ £ fwitoht litniAForR| Non-HalifilSex@inplary
mackerel oil, oils derived from seaweed and kel p, and

JGRERVEAS BSral Q&Bﬁ&f%ﬁ AR i libe EzmasF gsgéers gﬁ@ Ehelates of

present inventive subject mattér may inc
ol yner,, such as one of the following non-limting

m&&#ﬁraégpm% t hyl ene gl ycol, propylene glycol,

gl ycerin, pol yvi nyl pyrrolidone, |ecjthin, PEQ .

pol yHB¢ pempasitions 9 Hegueseptinveniiys| syiset mattmay eptienally

esters, cellulose derivatives, acrylate, hydrogenated
inghigetoadbemoid of the fallovahg drg cgiegoties, icnamwsre gamd formulation,

conbi nations thereof. The present inventive subject
withdtaimiraiynf aaldesics, such Bslgcetnsitsplna] anthcidd) ehichsn saadiddn

| auryl sulfate, synthetic ionic surfactant, a
maY PR b0 RibibtSY bh @Gk Rines alicylates, hormonal agents and the
- like.

The present inventive subject matter may include an edible oil such as one of
the following non-limiting examples: seed oil, nut oil, fish oil, vegetable oil,
safflower oil, sunflower oil, olive oil, soybean oil, corn oil, safflower oil, olive oil,
soybean oil, comn oil, peanut oil, cotton seed oil, palm oil, cocoa oil, coconut oil, flax
seed oil, palm kernel oil, canola oil, grape seed oil, walnut oil, sesame oil, cod liver
oil, tuna oil, salmon oil, mackerel oil, oils derived from seaweed and kelp, and
combinations thereof and derivatives thereof.

The present inventive subject matter may include a polymer, such as one of

the following non-limiting examples: polyethylene glycol, propylene glycol, glycerin,

30



nonsynt hetic ionic surfactant, a nonsynthetic nonionic
surfactant, polysorbate 80, polysulfated

wgloasageghycans, gl ucosam nogl ycans, PCT/US2005/016500
nmucopol ysacchari des, derivatives and m xtures thereof
and the like, without Iimtation. It is also possible
in the nutritional conposition of the present
Pelyenyipyaolidasieetecithing PEO, padymetie calbldesgesters; nopadymeric cellulose
conbi ne various fornms of rel ease, which include,
eiterbaetiulosaridratatioss, adrytaes hadie geeliabeetabld diR08Mural and
rel ease, pulse release, variable release, controlled

$yRUIRAS Svaxbd ARTCOnViBRATRs URk&Irai ned rel ease, del ayed
rel ease, |long acting, and conbi nations thereof. The

abi | i ARy | e ext ended rel ease
pul s e’h)r{eeﬁglg%eglkg?w\?gw ag: gé “t éﬁ%gérsdéjgfm’f {ﬂcfugi& arsg{fg%f such as
tijgred. rel.ease, sustained release, del ayed rel ease
JogHEn Lyl 5B %tﬁasryé@}eéw iy g fackat. aswBihste nemignicsuragnt, a
is performed using well known procedures and
RrelHbefirdenigsuripeibntea nensynthetie domianig surfadtantnpolFarbato 80,
t hese specific techni ques or procedures does not
rodysd fated tghicaroglycans; gluesampegtycads, hicspolpssediidrides, derivatives
subject matter. The methods of the present inventive
adhpeeiredihbicof aDihE ¢ilts] Wiileoud GgAGHA.0r M8 i nvol ving the
adm nistration of a nutritional conposition in a
si Ngl1ei%Frsibid W the Adtri | i iAoub
dose dbring a 24 Eoﬁ? pg??%%cgﬁﬁégﬁ%?gg%e%%?g%fﬂgﬁggg

ury n 24 hour..period of tinme. The _.
R 5085 B ks Tarntn CBC L Fors lfpleartenpin
times dependi ng.on.the prescribed dosage. The present
lflﬂvng?a M@eu%%}tg%qna ramediateslagsysxignded refrase, pulsp release,
phar maceuti cal | yacceptable carriers that may be
Vioriablg releaser eomirgllod thdeasertiyeedofel aase, enstaihed rel¥asaletaybé relepse,
limted thereto, such materials include diluents,
longateing, ariccontiisaions sherdofoThe abilisy todbash ithealaks release,
di sintegrants, colorants, bul ki ng substances,

ckteRMQT FelSe, pRIRSLIRAR! maiglrqurea&; eanmﬁrearf?lgasgsﬁlﬁl@g 'gé%a%e,

oils, polynmers and m scel l aneous material's suc
sgéa{trn]thl&?: uellcgargg, r?%gaﬁfgg ?eggﬁsg,oliﬁ%% gclgt?qeggcﬁx%r%c egqgggsra%d%ombinations‘
thereof is performed using well known procedures and techniques available to the
ordinary artisan. Each of these specific techniques or procedures does not constitute
an inventive aspect of this inventive subject matter.

The methods of the present inventive subject matter contemplate dosage forms
involving the administration of a nutritional composition in a single dose during a 24
hour period of time, a double dose during a 24 hour period of time, or more than a
double dose during a 24 hour period of time. The dosing may be taken

simultaneously or at different times depending on the prescribed dosage.

The present inventive subject matter contemplates the use of pharmaceutically
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Bi nders may be selected froma w de range of materials

such as hydroxypropyl net hyl cel | ul ose, ethyl cell ul ose,
wonoatihen4sui t abl e cel | ul ose derivatives, povi 80mAaIS2005/016500

acrylic and nethacrylic acid co-pol yners,

phar maceuti cal gl aze, gunms, m |k derivatives such as

whe starches, and derivatjves, as well as other _
a‘@éﬁéﬂﬁ’tﬁa@"ﬁ'&# that mae pe pieppTediFrama wide pags phmatekials dWithont

the art. Exenplary non-limting solvents are water,
baihg tindled thesetpy il matdriadhiotluderdilingrits béndetd awdi adbegves,

m xtures and conbi nati ons thereof. Exenplary
1ub€Barté, il dstivigerd dikinfugr 1) SHIBAGES bia ke dBstat @Rl flavorings,

| actose, gelatin, starch, and silicon dioxide. The

S - 3 .

S FAPERr S Bonlfct, SR R0 RV IR, AR D K Sh Aol

sol vent. and .add ,n. solution form Preferred oo
st Bl apa s bt od Pt R Aok B Rerte S oh Bun pponifon.

of diethyl phthal ate, diethyl sebacate, triethyl

ci t r Bidersapgnbs sekecked fom g wids rage of mptgials wigh pf

pht hal at e, di butyl sebacate, caster oil and m xtures
hydiexywaepyimethyleetiulosgriethyidetinlosporiother witithbie celluknse derivatives,

pl astici zers may be hydrophobic as well as hydrophilic
povidoref asrelic Mal methhargtit ueilllco-poysanep phlimacsulicd] @heesgums,

such as diethyl phthal ate, diethyl sebacate and caster

mAkldeAVRives SebhiR withadtalches, bed 8aPriti0ks, Watvell a8 8tHaPEshventional
vitam ns, such as vitamn B6 and vitamn C In

: bi\f,i\go%}g %ﬁtknot%q{) g&\%ﬂeé sﬁcilﬁ)é(ﬁﬁttf-lé:ﬂ.eﬁ e Wgﬂlhﬁ?@% sHlvents are

er-1nsol ub am ns are enpl oy

di ssql vi t he C ulated film. maki ng chanpel s .in,
ikt gt hobropT SRR irar FhPliaRRN MEED nd FoRbinations
rel ease. Fl avorings utilized in the nutritional )
thergph| BramplarygiontiHpitingdyldesg subsiapessincladmsusar, lagioseegelatin,

can be in the formof flavored extracts, volatile
stochgndaddoanyoxadcaer commercially avail able flavoring,
wWithout Iimtation. Nonlimting exanples of flavorings

I ncl veeplagidiRranibed én thetdiselutioR Midlifyaly dyb@neart hastbrably
pure | enobn extract, pure orange extract, pure

preﬁeﬁﬁ? W98 1vEX i Afdrgamlt s6veRSERE Thild R bhAGh foldd! Breferred

gl nger extract,
plasticizers may be selected from the group consisting of diethyl phthalate, diethyl

sebacate, triethyl citrate, cronotic acid, propyleﬁe glycol, butyl phthalate, dibutyl
sebacate, caster oil and mixtures thereof, without limitation. As is evident, the
plasticizers may be hydrophobic as well as hydrophilic in nature. Water-insoluable
hydrophobic substances, such as diethyl phthalate, diethyl sebacate and caster oil are
used to delay the release of water-soluble vitamins, such as vitamin B¢ and vitamin C.
In contrast, hydrophilic plasticizers are used when water-insoluble vitamins are
employed which aid in dissolving the encapsulated film, making channels in the

surface, which aid in nutritional composition release.
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imtation banana extract, imtation cherry extract,
imtation strawberry extract, imtation raspberry
wextrsaces24i mitati on pi neappl e extract, imtati eaTSADE016500
extract, imtation apple extract, imtation coconut

extract, vanillin, imtation guava extract, imtation
mango extract, balmoil, bay oil, berganot oil, )
ci nn&iyarisgy utilized in theaulritipabswplsmentsydghepresent imientive
spearmnt oil, cedarwood oil, cocoa oil derivatives

stifjectexdtteanah moimdthe frmorfSlavhexieatractd helateapils iahd amg othkr
the present inventive subject matter contenpl ate
chRhiBdialy SRSaBIE 61 WitHoRERBithii®S - NdH1Bni¥ing Cdfuples of
stresses in liquids arise frominternol ecul ar
r.eact ] q : r
el uRERR e, MS SR okl S Bl Sl bhe
is considered that viscosity is used as ap _index of
offg® SIS pipPOmiEt BEFEh Aot e bR eet extract
.particul ar purpose, i.e., the suitability of a
igjtefiosghapans SKiRet, inpratisy diepry exiraed eimifabian shewbarseftract,
gelatin shell. The centipoise unit is frequently used
imiatmeagspberry lestrastniantation pswepple pxtodct notiatien beaghiedtracind
is the unit basis contenplated by the present
ithhiseoit dpple extiatte fhitdtint@tonut Retrdda) valllif ghiintibh giavafextract,
viscosity is derived froma Newtonian theory, wherein
IS A dxtraftSbah AR ba! bbbt dif) Bindhesh 'oﬁﬁcl& B
I's proportional to the velocity gradient. If the force
[ each .of . ar . el
o5 RTShRBe AP gt iR, PR Saoin 3k Oy RBfPAIVRS thereor
relatjve,velocity V, and separated by a perpendi cul ar
m&‘f%‘iné]i’f%“%sldbeée enoted by F, the shearing stress is
F/ A and the velocitygradient, which will be linear for
a t r dke compositionsoithepresenh inyentiyesub) et msttendoatemplate
constant h is the viscosity coefficient or dynamc
farimtaons yf edfrionk @iscogitiesd . THéanischios stresmad' ia ligaideatikd from
Encycl opedi a, 2891 (6th Ed. 1983). Formul ati ons

iftédl dlatailarrddotion.t TRe &6iRBS: dfvidoBEityPineeRAbn 'tcf‘é(ﬂ‘%eilé’tﬁx
subject matter may b e prepared by nmet hods wel |l known

ndeBichR@SEroRhuBtbld is iirﬁpéljaa%t Hien its'ddRYbered that viscosity is used as

-

an index of the suitability of a particular formulation for a particular purpose, i.c., the
suitability of a biologically-active core for insertion into a soft gelatin shell.

The centipoise unit is frequently used to measure the dynamic viscosity of
mobile liquids and is the unit basis contemplated by the present inventive subject
matter. The formal definition of viscosity is derived from a Newtonian theory,
wherein under conditions of parallel flow, the shearing stress is prbportional to the
velocity gradient. If the force acting on each of the two planes of area A parallel each
other, moving parallel to each other with a relative velocity V, and separated by a

perpendicular distance X, be denoted by F, the shearing stress is F/A and the velocity
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limtation. For exanple, without [imtation,
formulations falling within the scope of the present
wonvenkisze subject matter may be prepared by dPepaIS2008016500
the active substance in an appropriate vehicle, such
as vegetable oil or the like, to forma high viscosity
m xture .hi e enbodi ment of .the _present jnvention the
b T wilbpespeap faragrus léq%ﬁié&(?%ﬁgy& il Ee&}.ﬁgvfterrethe
active substance in _a vehicle including a saturated
cqistant héy the vipapiily aseHevient opdynanpe afsepdty of the Heuid. Van
viscosity of the m xture would range from about 1, 000
Nostrdridfs csentiffio Bmbyalopetih 26D1 (6"bBd.A888). poi se. Even nore
preferably, the viscosity of the m xture would range

f r onFak@ubtiond fA0Rs GeiRin PRisespeloT tRdbent FReRRPe sub%"ect matter

centi poise. Preferably, the viscosity of the m xture
0 o7
i Yo SRR AL ARG kARG RAL B0 B Wl
Wth a gelatin based f.ilmusi t echno angd.
el o e, Fonpur beirte EmuRRan O P the gove of
art. The industrial units so fornmed are then dried to
thg pEesEBY IRMentiNe Subiectapaites Ay prenared Ry dispysiag thepackive
preferred enbodi nent of the present invention the soft
supetansthisl dn apgrdpoiateecthicle suelt ad egstablamolnr thd Bkglto form a high
gelatin. 175 bloom gel atin provides inproved viscosity
videosit enikivee. eeRp $Hbatingdéht PF GgE&sentinl éMonghé fivefivessubject
consi stent injection wedge tenperatures. This

m]%l{téﬂ E"ggﬁxhﬁédﬁ)%%@ﬂe?siﬂ élrb ﬁgﬁﬁé’evﬁl@stﬁﬁ&l i a%ﬁigﬁ@ﬁefﬁﬁﬂx%a saturated

i
eaka I'n yet "anot ternative enbodi ment, the

. osi tions of th esent. i nvention,may. be utiljzed
oif, 1oL gl g o Prifetebly 1he HReoi pPaie ‘%%E‘g 8 Wauld Afge
suppl enent . as .are well knaoawn_in the art._The forgoln
frp10 2Dghiol s} AR 19 ARy LoimRlishTeptipgIse. nEVSRH ARG mﬁ%ga%lya
of the inventive subject matter. Further, since
tha iykspeiysofithelimiix turetweHd Zangedoam glaant 201000 centitioise toebent
to those skilled in the art, it is not desired to
130,000 centipoibe) ViRveferatdy,Shb vBCosityaif tler mixture Meoudd fdige from about
construction and operation shown and descri bed, and

2@9@%&&@9&& to about 60,000 centipoise. This mixture is then encapsulated with

e

a gelatin based film using technology and machinery known to persons of ordinary
skill in the art. The industrial units so formed are then dried to a constant weight and
stored for future use.

In a preferred embddiment of the present invention the soft gel shell is formed
from at least about 175 bloom gelatin. 175 bloom gelatin provides improved viscosity
during the encapsulation process, allowing for more consistent injection wedge
temperatures. This ultimately results in improved seals and reduced 1eakage.

In yet another alternative embodiment, the compositions of the present

invention may be utilized in combination with at least one herbal based supplement,
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all suitable nodifications and equi val ents may be
restored to, falling within the scope of the inventive
weubjsaceszmatter. The foll ow ng exanpl es are PCT/US2005/016500
illustrative of preferred enbodi nents of the inventive
subject matter and are not to be construed as limting
the inventive subject matter thereto. AUpercentage are
aparsevelbmopmenges aént by wei ght of the final delivery
system or fornul ati on prepared unl ess otherw se
i ndi dat éatgaing isitdnsidetel 45 iHuptativd O01Yofyhevwrimgiples of the
EXAMPLES Preparation of Soft Gel Nutritional

invepRveaBct B4ASD | Mirther] BBck AlineNub thoaPioaash kh®BBandBs ill
used to prepare soft gelatin prenatal suppl enents:

R R ATITTOA D o F B i
ol R R AT AR

Vitamn D3 170 IU Vitamn E 30 U A soft gelatin_

al swiabdswmadifigationsaad sawiyalsytsmaydre regatsidipsfgllivg vethin ths scope
and

of the inventive subject matter.

The following examples are illustrative of preferred embodiments of the
inventive subject matter and are not to be construed as limiting the inventive subject
matter thereto. All percentage are based on the percent by weight of the final delivery
system or formulation prepared unless otherwise indicated and all totals equal 100%
by weight.

EXAMPLES

Preparation of Soft Gel Nutritional Supplement

Example 1

The following compositions were used to prepare soft gelatin prenatal
supplements:

Calcium Carbonate 150 mg

Omega-3 Essential Fatty Acid from fish oil 150 mg

Carbonyl Iron 27 mg

Linolenic acid 30 mg;

Linoleic acid 30 mg;

Sunflower oil 30 mg;

Vitamin C 25 mg;
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soybean oil in a first vessel and blending.it to form
a uniformoil mxture, heating the oil mxture to 45
wdegrsaees2€el si us, and then addi ng propyl ene gl pcoius2d08/016500
a second vessel preheated to 70 degrees Cel si us,
yel | ow beeswax and soybean oil were added and bl ended
until a uniformwax m xture was fornmed. The wax
m xt YilemnaB6@6ahgd to 35 degrees Cel sius and then
added to the oil mxture. To this conbined oil and wax
m Xt Hokc 4di¢ 1agg i ve ingredients |isted above were then
added and bl ended together to forma uniform
bi ol ggheal DY 1@0tiijve mi xture. The m xture was then
cooled to 30 degrees Celsius to forma viscous
biolggﬁ&ﬁﬁb%0§6tive core conposition, after which tine
t he conposition was ready for encapsulation in a soft
gelatin_shel]. A soft gelatin shell was, prepared by
heat ArgTLARAOR WA FEeR, VAt PiEpaed by oL beRd el gt ma
addi ng_175 bloomgel atin. This mater.gelatin.nixture
sappsampik dra st vesselpadddengdingiit igaformg unjlogngalonixéere, keating the
then glycerin, preservative, one or nore flavors, and
oib neExtore toptSalegodes Calsivs, avel themddtting pridplykeng elyedl. nra setatrde
was bl ended wel|l and cool ed. The shells were then

véskéllRehoatelifo 70 de SRELCASINR ORI bW Hre Mk {HArsdHbeandil were added
accordance with soft gelatin techni qgues commonly used

axﬁi'ﬂeﬁfﬂdlunlﬁﬂgpﬂif&ﬁ?%ﬁﬁﬁ%@&aéfﬂr&led.' Tgé% ﬁ{ikture:rgg cooled
resulting soft gelatins were recovere And stored }or
f re u .The ftogels.o aml es nd 3 re .
toy 5 e i S T s R o To T el ot pme
Exanpl e 2Cal cium (from tribasic cal ci um phosphate 34%
wessmixte thy aetisgagrsdicatsdistsdabops vele then Bd‘fefiraéﬁwbhnéﬁﬂ together
oil, 20% EPA/ 48% DHA) 300 ng Iron ( as carbonyl iron
too®em Beini Rrmpidlogicdl bractivaviixtugd. r Bim hixiws eed tiyin conlet t45%
l'inolenic) 30ng Linoleic acid (fromflaxseed oil NLT
délgf8es| Galaheiodforln g bidcbayEiblogidalliladtivabddre composition, after which

time the composition was ready for encapsulation in a soft gelatin shell.

A soft gelatin shell was prepared by heating purified water in a suitable vessel
and then adding 175 bloom gelatin. This water gelatin mixture was mixed until the
gelatin was fully dissolved, and then glycerin, preservative, one or more flavors, and
one or more colorants were added. This gelatin mixture was blended well and cooled.
The shells were then filled with the core composition and formed in accordance with
soft gelatin techniques commonly used and well known to persons of skill in the art.
The resulting soft gelatins were recovered and stored for future use.

The softgels of Examples 2 and 3 were formed by the same method as
described for Example 1.

Example 2
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linoleic 30 ng; Vitamin C (fromester-C 80%Vit. C 25
ng; Vitamn B6 (as pyridoxine HO) 25 ng; Folic acid
waorrskizozami n D3 (from chol ecal ci ferol | mm | U gpCctiQkdds/016500

Vitamin E (fromtocopheryl acetate 980 U g) 30-1U

Exanple 3 Calcium (fromtribasic cal ci um phosphat e)

150 Orega- 3 Essential Fatty Acid fromfish oil 150
Can&B]@H’)PI1 (frqraﬁﬂ%wamlwpéﬁwba@ca% 88) hy) mgi nol ei c

aC|d 30 ny; Sunflower oil 30 ng; Vitamn C 25 ny;

Vi t anPmeBe-32ssendial Faity Acwiqifivnifigh o, 280 BPABISYY DHA)Y 300 mg

Vitamn E 30 1U The invention being thus described, it

wi || Tren appedrbsityl iloaO8YE:) I Rg MRy bevaried in nany
ways. Such variations are not to be regarded as a

depart wofenid 10 ¢t fRkdekd oﬁﬁ\?ﬂsﬁ%el gﬁeéﬁ %0' ention,

and all such nodifications are inten Wi thin

nut e it P ARRRRCEBIRCL TRy iy éfa%lnﬁswsr oil NLT 65%

es engl al fatty acid selected fromthe group

Pgy of

Vitamin C (from ester-C 80% Vit. C) 25 mg;
Vitamin B6 (as pyridoxine HCI) 25 mg;

Folic acid 1 mg

Vitamin D3 (from cholecalciferol 1mm IU/g) 170 TU
Vitamin E (from tocopheryl acetate 980 IU/g) 30-IU
Example 3

Calcium (from tribasic calcium phosphate) 150 mg
Omega-3 Essential Fatty Acid from fish oil 150 mg
Carbonyl Iron 27 mg

Linolenic acid 30 mg;

Linoleic acid 30 mg;

Sunflower oil 30 mg;

Vitamin C 25 mg;

Vitamin B6 25 mg;

Folic acid 1 mg

Vitamin D3 170 IU

Vitamin E 30 [U

The invention being thus described, it will be apparent that the same may be
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essential fatty acids, precursors thereof, derivatives
thereof and m xtures thereof; and at |east one
wohersmaeeut i cal |y acceptabl e iron conmpound; WheC®ius2005/016500
said nutritional supplement is provided in a capsule.
2. The nutritional supplenent of claiml mherein t he
capsule is a soft gelatin shell dosage form_ 3. The
vatied ImaRayay Syck Famations akg nat &9 e yagaded As & H@parture from the
essential fatty acid includes an essential fatty acid
spieit exd swpe obthetimengjonandadlrstls tiodificafiomsrrg mtendedtto e within
acids, onega-6 fatty acids and m xtures thereof. 4.
ﬂﬁh@opybfmkbp@ﬁhe@umﬁhgnEnt of claim1l wherein said
pharmaceutically acceptable iron conmpound is
incorporated into said nutritional supplenent. 5. The
nutritional supplenent of claim1 further including at
| east one additive selected fromthe group consisting
of diluents, binders, adhesives, |ubricants,
pl asticizers, disintegrants, colorants, bulking
subst ances, flavorings, sweeteners, fragrances,
aromatics, edible oils, polynmers, buffers, adsorbents
and m xtures thereof. 6. A nutritional supplenent
conprising: at |east one essential fatty acid sel ected
fromthe group consisting of essential fatty acids,
precursors thereof, derivatives thereof and m xtures
thereof; and at | east one pharnmaceutically acceptable
iron conpound that is nonreactive with the at | east
one essential fatty acid; wherein said nutritiona
suppl enent is provided in a capsule. 7. The
nutritional supplenent of claim®6 wherein the capsule
is a softgelatin shell dosage. 8. The nutritiona
suppl enment of claim6 wherein the iron conpound is
car bonyl iron.
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9. The nutritional supplenent of claim®6 wherein the

iron conpound is an encapsul ated iron conpound. 10.
wohesnae2it i onal suppl enment of claim6 further PCT/US2005/016500

including at | east one additive selected fromthe

group consisting of diluents, binders, adhesives,

| ubri cants, plasticizers, disintegrants, colorants,
CBMSg subst ances, flavorings, sweeteners,

fragrances, aromatics, edible oils, polynmers, buffers,

adsoibent &\ mndtionat suppdanédteompfisingl. The nutriti onal

suppl ement of claim®6 wherein the essential fatty acid

i ncl udes  aflecs o8O bisahtidl fﬁttrwa&&séie&&i 8&haRe yoaﬁlcbﬁgffsu tg

group consisting of onmega-3 fatty acids, onega-6

€ fﬂ@ﬂatcg%s;(f)fé[:%??nltsgﬁ%ﬁ of de&\?atlvgshtﬁel%gf 1{118&3{@ thereolf, gnd

supple elrn the essen
id, 13 . The nutrltlonal

| ud
Iszgplueﬁ:n? R BHE RrrinaoaptisAlly feceRBbledu opigoupay o

acid is an_onega-3 fatty acid. 14. The nutritiona
suppl ementhereitsaid Aytgtigha sepplempet is prvidaddn afcgpswje. aci d
conprises; about 10 ng to 1000 ng of a first fatty

aci d2conpdbedutfitionasupplemepionfivthimel whéreth the oapstiteds a soft
group consisting of a linoleic acid conmpound, a

gdlatiosiedl dsagd fdmaonpound, a derivative thereof and a
combi nation thereof; about 10 ng to 1000 ny of a

secogd fafphy n@tﬁ'tlgn'&l %gp;ﬂeﬁi@ms&* c%eldwflér@fﬂ thé @%sgﬁt?éi Ratty acid

consi sting of doco exaenoi ¢ aci d conpoun

GIRECR 5 AR B AP

rein t e MEI%S rafio of said first fatty acid

adl 819136” Oty agids adaphrdies thepeod i d conpound i s about
1: 0.01 to 10.15. The nutriti onal | enent of claim®6

wher éi n t e pefsiinnal shpilement of @iaclmdo reiwegid plisonacemtcally
ng to 500 ng of a first fatty acid conpound for each
accoptpble ibnwepotiedlisfinanpétareddnio wpidamnsticial ngppddment.
linoleic acid conpound, a linolenic acid
5. The nutritional supplement of claim 1 further including at least one
additive selected from the group consisting of diluents, binders, adhesives, lubricants,
plasticizers, disintegrants, colorants, bulking substances, flavorings, sweeteners,
fragrances, aromatics, edible oils, polymers, buffers, adsorbents and mixtures thereof.
6. A nutritional supplement comprising:
at least one essential fatty acid selected from the group consisting of
essential fatty acids, precursors thereof, derivatives thereof and mixtures thereof; and
at least one pharmaceutically acceptable iron compound that is non-
reactive with the at least one essential fatty acid;

wherein said nutritional supplement is provided in a capsule.

7. The nutritional supplement of claim 6 wherein the capsule is a soft
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conmpound, a derivative thereof and a conbination

t hereof; about 100ng to 500 ng of a second fatty acid
woaenpaaest4 sel ected fromthe group consi sting oPC®US2005/016500
docosahexaenoi ¢ aci d conpound, an onega-3 fatty acid,

an onega-2 fatty acid, a derivative thereof and a

conbi nation thereof; and wherein the weight ratio of
gslatia shelt desagait ty aci d conpound to said second fatty

acid conpound is about 1:0.09 to 2.5. 16. The

nut r i& i onalhesmpriicnabnippleinent af clafin Givdreadin tiiehifon compound is

essential fatty acid conprises; about 100 ng to 300 ny
cafboayfirgst fatty acid conmpound for each conpound

selected fromthe group consisting of a linoleic acid

conmpeund, ] i ' ! jvatiyv .

Cherast - angeah BRI GpPritnf GBRUTE wiBr P iRy tfpoypg s an
of second fatty acid conmpound sel ected fromthe

eg?f’é’ab‘aﬁef}ﬁ%".ns?m?auﬂ- a docosahexaenoi ¢ aci d conpound,

an onega-3 fatty acid, an onega-2 fatty acid, a

der i VAt | vahemshiismabsiplemestnf ¢laim 6 furthes isdidingpfdeast one

wherein the weight ratio of said first fatty acid

additivo selectediremi the gmmp rrdndistintgyofakiluents cipdarsydhesivadoplubricants,

1:1 to 2. 17. The nutritional supplenent of claim®6

phisdcieers, dikiategtantsgasibraaiebelhiubsthnded! flavosiags svosbhidss
at | east one fatty acid selected fromthe group

28RS hfdehaRiks, it 61N, ?)_o@ﬁ{egs, buFBR! Edsspﬁﬁ{s d mixtures thereof.
derivat an

precursors thereof, Ives thereo m Xt ur es

t her gof . . . i 140 I nt .of. claimaeg .
wnor aitn” ¢ A2 R il SophleRUBL of R & MBI sl i
.a east one .essential fa aci d selected fromthe
lfgfﬁ ap GrRePURlitAy apd SFlsst o e gEAUR copRinetomsaai Llatty
aci d, eicosapentanoic acid, precursors thereof,
agids,iopaagaveBitty heide and mivdures shareads t her eof . 19. The
nutritional supplenent of claim®6 further including

fol i d2aci @hehatraional suppletiextdf olainoé witeisabibleiekntial fatty acid
thereof. 20. The nutritional supplenent of claim19
inUNRIeS b ohfeBa B ahitFadigl d, fol ate, a

13.  The nutritional supplement of claim 12 wherein the essential fatty acid
is an omega-3 fatty acid.

14.  The nutritional supplement of claim 6 wherein the essential fatty acid
comprises; about 10 mg to 1000 mg of a first fatty acid compound for each compound
selected from the group consisting of a linoleic acid compound, a linolenic acid
compound, a derivative thereof and a combination thereof; about 10 mg to 1000 mg
of a second fatty acid compound selected from the group consisting of a
docosahexaenoic acid compound, an omega-3 fatty acid, an omega-2 fatty acid, a

derivative thereof and a combination thereof; and wherein the weight ratio of said first

fatty acid compound to said second fatty acid compound is about 1:0.01 to 10.
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derivative or nmetabolite thereof is |ess than about 5

ng. 21. The nutritional supplenent of claim19 wherein
woOheosiiedsze acid, folate, a derivative or netabelTis2005/016500

thereof is fromabout 0.4 ng to about 5 ng. 22. The

nutritional supplenent of claimé6 further including

calcium 23. The nutritional supplement of claim 22

wher didn t Heheguitiations] supplement pEelam 6 vherin gheqsgential fatty acid

consi sting of cal cium carbonate, dicalcium phosphate,

comipcia¢ss abont S aspteaitd mgdf aifixt dirtasadidl eorepdund¥4r eatheompound

nutritional supplenent of claim®6 further conprising

sviettamfmnghe?&upwmsi@ﬁﬁg bt 4 Basikic &umrﬂoﬂ@nhd,cafmﬁl@ﬁé%&,

wherein said vitamn C |s conpri sed of cal cium
t
RSN Sl P ms

I 6. th
o swog?é“%agmé'gé’%ﬁw@“é% Rl i ShEP PoliPEPEact one
phar paceut.ical |y acceptable iron conpound are
dgraseRexpenoip Acig C\?@PPEPP‘E 2N oB1egai3HGa 2¢id: Ut enegp-dfatty agil. a

A nutritional supplenment conprising: about 150 ng of
devivasiveithereed andamopthusgsioattesrecth aud whogimthe ofei ghtregm- & said first
essential fatty acid fromfish oil; about 27 ng of

fatey duddydmpeumnd;to ahid ybcond gy adid bbrnpbmm' i€ ab&itd:0.09paut.530

ng of linoleic acid; about 30 ngof sunflower oil;about

25 myeof Whte%mrﬁlogal @@?E&neﬁ@of@aﬁf 6 \WHe RS the %@senﬁg’lofd&y dcid
ng of folic acid, derivative or netabo
cBHlﬁﬁ?&f about 100 mg to 300 mg of a first fatty acid compound for each compound
selected from the group consisting of a linoleic acid compound, a linolenic acid
compound, a derivative thereof and a combination thereof; about 100 mg to 300 mg
of a second fatty acid compound selected from the group consisting of a
docosahexaenoic acid compound, an omega-3 fatty acid, an omega-2 fatty acid, a
derivative thereof and a combination thereof; and wherein the weight ratio of said first
fatty acid compound to said second fatty acid compound is about 1:1 to 2.

17.  The nutritional supplement of claim 6 wherein the at least one essential
fatty acid includes at least one fatty acid selected from the group consisting of
linolenic acid, linoleic acid, precursors thereof, derivatives thereof and mixtures
thereof.

18.  The nutritional supplement of claim 6 wherein the at least one essential
fatty acid includes at least one essential fatty acid selected from the group consisting

of arachidonic acid, docosahexanoic acid, eicosapentanoic acid, precursors thereof,

derivatives thereof and mixtures thereof.
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about 170 11U of vitam n D3; and about 30 IU of vitamn
E. 29. The nutritional supplenent of claim 28 wherein
woheosclapRul e is a soft gelatin shell dosage foraw/u36005/816500
met hod of maeking a nutritional supplenent for
adm nistration to said pregnant or |actating wonan,
t he nethod conprising: dispersing at |east one . . .
essedfi al Thamuiyitipspisupplenentef qlaighe fuithegmslyting folic acid,
consi sting of essential fatty acids, precursors
folbrer £ ddrivatiee ov atetabektetthareafof and ni xtures thereof with
at | east one pharmaceutically acceptable iron conpound
i nto2p, vehinghatritnhPdupbRménte0dsinM Xvhieein thadolic acid, folate, a
encapsul ating the viscous mxture into a capsule. 31.

aLSu R nick e GURBE RTERtA achs M30 wher i n the
capsul e | |

s a Soft gelatin she dosage form 32. The

nmet h of ¢l ai m 30 erein the.es thal. . aC):

el ddes. dpeduBipetivbplotyt afrERT Ty WiPley bl CEe fotate. o
group consisting of onega-3 fatty acids, qnmega- 6
derivatiye 98 mpsabolite WPS@PG#Sé%Om AW 954 mgdo aﬁ%%ﬁ’é ‘hod of

claim 30 wherein the at |east one essential fatty acid
and tBe atTheembitiamabsypploneat efelpivaf fyrthes inoliding ealeiugn
conpound are dissolved in a vehicle including a

sat urpat ed Telnutrddbnallaipphaidnodf chine R2iwiteRih thkerkeivm iswelected
nutritional supplenent furtherincludes at |east one

f@)?l?blfgl%f@upsﬁrﬁﬁﬁﬁg of EAFuNAriInated deaRfins bhad@hatt, tricalcium

nders, adhesives, |ubricants,

AR RIS 20, colorent, bt
aroe n'%t4| ¢s ’Th%driu l't?on%} !c,usp’plépn%n gF c[,l%im g%lftl?errsébmprising vitamin C.
25.  The nutritional supplement of claim 24, wherein said vitamin C is
comprised of calciufn ascorbate and calcium threonate.
26.  The nutritional supplement of claim 6 further comprising vitamin B6.
27.  The nutritional supplement of claim 6 wherein the at least one essential
fatty acid and the at least one pharmaceutically acceptable iron compound are
dissolved in a vehicle including a saturated oil.
28. A nutritional supplement comprising:
about 150 mg of tribasic calcium phosphate;
about 300 mg of omega-3 essential fatty acid from fish oil;
about 27 mg of carbonyl iron;
about 30 mg of linolenic acid;

about 30 mg of linoleic acid;

about 30 mg of sunflower oil;

42



adsorbents and m xtures thereof. 35. A nethod of

maki ng a nutritional supplenent for adm nistration to
wealw/ipergnant or | actati ng wonman, the nethod PCT/US2005/016500

conprising: ispersing at |east one essential fatty

acid selected fromthe group consisting of essentia

fatty acids, precursors thereof, derivatives thereof

and m xt urabout 2 meef ifaphin & | east one

pharmaceutically acceptable iron conpound that is

nonr eact i vaboud 25 nighef atanlie®B$t one essential fatty acid

into a vehicle to forma viscous m xture; and

encapsul atihagt 1 g ¥f 86 WsidFordtbl Lddrivh@vorRblbSat #ldrdds:
shel | dosage. 36. The nmet hod of claim 35 wherein the

capsul e |§%?u§pﬁf @ﬁ&ﬂul Ignddosage form 37. The

nmet hod of alm 3 erel n e I'ron conpound is

car bonyl i a %a{ ¥ ﬁ od of claim 35 wherein the

i ron conp ﬂﬂt§ P @B 1 ated iron compound. 39.

The nutri t| onal l ement of claim35 further )

i ncl ¢& ng e gﬁ@P&%ﬁ“ﬁ plielaige P& wiherein therpapside is a soft

group conS|st|ng of di l uents, binders, adhesives,
gelabinisbelhdesagpfamt i ci zers, disintegrants, colorants,
bul ki ng substances, flavorings, sweeteners,

fragriancesA n&thlﬂ&iﬂn@ﬁmng&ﬂhlﬁhﬁoﬂaﬂsﬁppl@lﬁbmrfﬁf SdmBhfa61® to said
adsorbents and m xtures thereof. 40. The net hod of

pEéghafi o%ﬁaém %GW&nﬁﬁ %h@ﬁé%ﬁ'celnphélhgy acid includes an

essential fatty acid selected fromthe group

aci s and St TR TeRL ol Yot i B Retsd s e oo,

wherein t he esagntlal fatt¥ aci d |ncludes an onmega- 3

PRRTHRERL eenijal i Al PRSUTSO PsPIgEvaiER Seroatifgd mixtures
essential fatty acid is an onega-3
thereof with

at least one pharmaceutically acceptable iron compound into a vehicle
to form a viscous mixture; and
encapsulating the viscous mixture into a capsule. - -

31.  The nutritional supplement of claim 30 wherein the capsule is a soft
gelatin shell dosage form.

32.  The method of claim 30 wherein the essential fatty acid includes an
essential fatty acid selected from the group consisting of omega-3 fatty acids, omega-
6 fatty acids and mixtures thereof.

33.  The method of claim 30 wherein the at least one essential fatty acid
and the at least one pharmaceutically acceptable iron compound are dissolved in a
vehicle including a saturated oil.

34.  The method of claim 30 wherein the nutritional supplement further
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fatty acid. 43. The nethod of claim 35 wherein the
essential fatty acid conprises; about 10 ng to 1000 ny
woho@/kos2st fatty acid conpound for each conpora@/US2005/016500
selected fromthe group consisting of a linoleic acid
conmpound, a linolenic acid conpound, a derivative
.thereof and a conbi nation thereof; about 10 ng to 1000
inpdudss ablead opp additive seleatedifrertho aiotp senssgtingpidilpents,anders,
. group consi sting of a docosahexaenoi ¢ acid conpound,
adiresoves,dabiicahtst plastadzats, disintegrgia; éoldahtsybdking substances,
derivative thereof and a conbination thereof; and
06N dBeneR, BhErahddsl SoffatisQledibld 6if pbRieys, B&re:s,

conmpound to said second fatty acid conpound i s about

a&s'ogbé?ﬂs%ﬁr\eng(th%résdftheg ¢ met hod of claim 35 wherein the

essent| y acid conprises; about 50 ng to 500 ng

of a,first, fatt cid.co upd for each co und, . .
Qe edveq” Arigaetlet G THRER S Siprifnen TR Suationto said
conmpound, a linolenic acid conpound, a derivative
Progarr lagtaling WosRwh kg etiod ReErEsing:about 50 ngy to 500

ng of a second fatty acid conmpound sel ected fromthe
group consspstsingptdéastortoseadibbfattgnoidsclcted fommiwgrayp

an onega-3 fatty acid, an onega-2 fatty acid, a
codidting ol ¢ehtid TR0f adds] precaBORI thétd R Qerivigivedheredifitnd mixtures
wherein the weight ratio of said first fatty acid

TSGRl foopi SRR

TSRl 0, SR SRR AP0 TR

sel ected fromthe group consisting of a linoleic acid
MYBERY, a 1inol enic aci d conpound, a derivative
thereof and a conbination thereof; about 100 ng to 300
my of a seeewnerlatingthayisgoesomnpdundnteal seitgstatinsbell tdosage.
group consisting of a docosahexaenoic acid compound,
an ofega- IThé atethodasficthimadd whergia-tRe Eaistile iag kol gelatin shell
derivative thereof and a conbination thereof; and
dvhige edrth.t he weight ratio of said first fatty acid
compound to

37.  The method of claim 35 wherein the iron compound is carbonyl iron.

38.  The method of claim 35 wherein the iron compound is an encapsulated
iron compound.

39.  The nutritional supplement of claim 35 further including at least one
additive selected from the group consisting of diluents, binders, adhesives, lubricants,
plasticizers, disintegrants, colorants, bulking substances, flavorings, sweeteners,
fragrances, aromatics, edible oils, polymers, buffers, adsorbents and mixtures thereof.

40.  The method of claim 35 wherein the essential fatty acid includes an
essential fatty acid selected from the group consisting of omega-3 fatty acids, omega-

6 fatty acids and mixtures thereof.
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said second fatty acid conpound is about 1:1 to 2. 46.

The nethod of claim 35 wherein the at | east one
wezemnkiak fatty acid includes at | east one fartcy/uaeiodo016500

selected fromthe group consisting of linolenic acid,

linoleic acid, precursors thereof, derivatives thereof

and m xtures thereof. 47. The nethod of claim 35

wher &iln t Hdearethedet claime3 T whensin the essgntisl faity acid insludgean

at | east one essential fatty acid selected fromthe
ogregey3 fattymaeidt i ng of arachi doni ¢ aci d, docosahexanoi c

acid, eicosapentanoic acid, precursors thereof,

derivat i veaheth@hePbf Aflith 38 WhiteBsiht BEERSAI- fatﬂ;@auc’f Rean omega-3
met hod of claim 35 further including folic acid

é&?%ﬁ , a derivative or netabolite thereof. 49. The
thod of claim48 V\hereln the folic acid, folate, a

e e RS 3 b 8 e A e

folate a derivative or netabolite thereof is from
a0 1og fo POz wha firg Tty apid comppoupefpoerchicompaiund iected
further including calcium 52. The nethod of claimb51
frgiretheignouphensiatiog ofia lisolsielaeict cothponody a lelgriowupd compound, a
consi sting of dical cium phosphate and trical ci um
dptiasivealiceofahd alboebimition dhedéoft Aiubl 8 g 1600 ik 6fesecond

nutritional supplenent further conprises vitamn C

fa'r:tﬁf acﬂ‘@orfﬁ%tﬁﬁ@ef%ﬁteﬁ |fﬁ)'nﬂh'é%‘rr] o \&sils é@ a Jbdo@MidRabnoiSacid

sélected Tromthe group consrsting o C|u

oG a3 f%@é%@e“at o PR

cfHBbRBT et S GD lé%v?’«?léwér'aéé‘?r Bt ek pamagund to
fatty acid
said second fatty acid compound is about 1:0.01 to 10.

44.  The method of claim 35 wherein the essential fatty acid comprises;
about 50 mg to 500 mg of a first fatty acid compound for each compound selected
from the group consisting of a linoleic acid compound, a linolenic acid compound, a
derivative thereof and a combination thereof; about 50 mg to 500 mg of a second fatty
acid compound selected from the group consisting of a docosahexaenoic acid
compound, an omega-3 fatty acid, an omega-2 fatty acid, a derivative thereof and a
combination thereof; and wherein the weight ratio of said first fatty acid compound to
said second fatty acid compound is about 1:0.09 to 2.5.

45.  The method of claim 35 wherein the essential fatty acid comprises;
about 100 mg to 300 mg of a first fatty acid compound for each compound selected

from the group consisting of a linoleic acid compound, a linolenic acid compound, a

derivative thereof and a combination thereof; about 100 mg to 300 mg of a second
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and the at | east one pharnaceutically acceptable iron
conpound are dissolved in a vehicle including a
weavawabd oil. 57. A method of providi ng nutripCras2005/016500
support to a pregnant or |actati ng woman and her
child, which conprises adm nistering a nutritional
supplenent for adm nistration to said pregnant or . .
fatiyeacid eorapevsdealected érqnmheiarwwnmﬁ}b%fbgﬁé?ﬂosahexaenow acid
conpri sing: about 150 ng of tribasic calcium
cpipspit tie pregedtlaBPacidynaimegastyfity agisls e defivdtive ghiargof and a
acid fromfish oil; about 27 ng of carbonyl iron;

coRBiHatiS HBBeddf arld Widreinitke weight rafib @fkaid Girstdfatof adid sethpound to
aci d; about 30 ng of sunflower oil; about 25 ng of

S%ﬁidtsgmnﬁctﬁ&'g‘?g:dg?é, WisQhotirt pH N B6; about 1ng of

ol1c a a derivative or netabolite

th f; 7 .0f , V] ' X . .
et S ot a3 OSBRSS
R LR N T e

suppl enent, the nmethod conprising:orally adm nistering
linoleze gwids gmenursons thiereof, alerivajiviee Hrencaf apd pytitueesdberpef. si ng;
at | east one essential fatty acid selected fromthe
gr oug7¢conslitetrhétBoddf chim 35 wherein the at least one essential fatty acid
includes at least one essential fatty acid selected from the group consisting of
arachidonic acid, docosahexanoic acid, eicosapentanoic acid, precursors thereof,
derivatives thereof and mixtures thereof.
48. The method of claim 35 further including folic acid, folate, a derivative
or metabolite thereof.
49.  The method of claim 48 wherein the folic acid, folate, a derivative or
metabolite thereof is less than about 5 mg.
50. The method of claim 48 wherein the folic acid, folate, a derivative or
metabolite thereof is from about 0.4 mg to about 5 g.
51.  The method of claim 35 further including calcium.
52.  The method of claim 51 wherein the calcium is selected from the group
consisting of dicalcium phosphate and tricalcium phosphate.
53.  The method of claim 35, wherein the nutritional supplement further
comprises vitamin C.

54. The method of claim 53, wherein the vitamin C is selected from the

group consisting of calcium ascorbate, calcium threonate and mixtures thereof.

46



| east one essential fatty acid, at |east one essentia
fatty acid precursor, at |east one derivative of an
wezemnkiak fatty acid and m xtures thereof; an@#CatUs2005/016500
| east one pharmaceutically acceptable iron conpound;
wherein said nutritional supplenent is provided in a
soft gelatin shell dosage. 60. The nethod of claim59
wher ePn t hehegagibod ef ¢laim3§.orherejnlthe nuiritibed] suptdemen further
form 61. The nethod of claimb59 wherein the essentia
doatprigesadtatiin Bésel ect ed from the group consisting of
onega-3 fatty acids, onega-6 fatty acids and m xtures

theressl . 6Phe MBBodBE E10kh 95 whiRiiMHe %t RAR Rl RsdiBathtty acid

| east one essential fatty acid and the at | east one
AIHTRICH! Ol ABHR o b0 iR TBRMDG FAE gipotvgdina
The, net.hod of cl ai 9 wherein the nutritiona
‘@Eﬁkﬁ&ﬂ@ﬁPgﬁdPﬁﬁéng tludes at |east one additive

sel ected fromthe group consisting of diluents,

bi ndeY's, ddmstiodeaf Providing saiitionalhyuppeit &9 2 pregnant or lactating
di si ntegrants, colorants, bul king substances, ‘
wWamanoanidrigs chiddyvdtienenmsprises admnistering anwritivnal supydeiinbhtefor
oils, polynmers, buffers, adsorbents and m xtures
atlinénistedtionad said prapinheichr il dtatidih etosd, 8hé Meridondl sipgléaag!
suppl enent, the nmethod conprising: orally

cofplifhgt ering to a pregnant or l|actating woman a

capsul econprising; at |east one essential fatty acid

sel ected f consi st i of .at | east one
essenti al aF) g@)‘;ﬁgn&g éf,gtlﬁg)fa S g%lgiunbﬂgosgé%t%m ial fatty
acid prec or,..at | east ope ) )

rap ua{)g’ut 300 mg o onslega- essential fatty acid from fish oil;

about 27 mg of carbonyl iron;
about 30 mg of linolenic acid;
about 30 mg of linoleic acid;
about 30 mg of sunflower oil;
about 25 mg of vitamin C;
about 25 mg of vitamin B6;
about 1 mg of folic acid, folate, a derivative or metabolite thereof:
about 170 IU of vitamin D3; and
about 30 IU of vitamin E.
58.  The nutritional supplement of claim 57 wherein the capsule is a soft
gelatin shell dosage form.
59. A method for administering a nutritional supplement, the method
comprising:
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derivative of an essential fatty acid and m xtures

thereof; and at | east one pharmaceutically acceptable
wonrweF/ieesrpound that is nonreactive with the at PC®aASR005/016500

one essential fatty acid; wherein said nutritiona

suppl enment is provided in a soft gelatin shell dosage.

65. The nethod of claim64 wherein the capsule is a

sof t gel atorallysidaiinistéving dea pragmntes lactitimgeethada odpsule

claim 64 wherein the iron conmpound is carbonyl iron.
cbmpriding; met hod of claim 64 wherein the iron conpound

is an encapsul ated iron conpound. 68. The nmethod of

clai m 64 Whrh&iode th@nfsttihi hQ8 @ém&é@ﬁbﬁf@@%ﬁdy&nﬁgun of at

includes at | east one additive sel ected gro

lcfaggéﬂeséske{ﬁgiaﬁa tg %ﬁie@ttlﬁast gnygsgélﬁ al %.QP natm prg%lfrscgra%t lgast one

rircan Izers, drsi n edgr

buI kin substa v , sweet ene
+V§%éé§essa%3ﬁ§%¢>e 3@&4@9 igs FaFeqfofher s, buf fers,

adsorbents and ni xt ur es thereof. 69. The method of

clai m 64 whlspstione pharmasewtivelly Acdeptabie izt ebipousd! ect ed

fromthe group consisting of onega-3 fatty acids,

onmega- 6 f atheyeimedid auaitdnal sappleaent ker@dded iAQ sofifelatin shell

met hod of claim64 wherein the essential fatty acid

dbsgeudes an onega-3 fatty acid. 7 1. The nethod of

claim 64 wherein the essential fatty acid is an

omeggp3f atIth tdl of caim d@%ﬂ&%ﬁ%ﬂe Qéps 3% E]igﬁl %ﬂﬁ% Shdht

t he essentla atty acid conprises,;
1000 %ﬂBOf a first fatty acid conpound for each
8 sel ect ed

61.  The method of claim 59 wherein the essential fatty acid is selected
from the group consisting of omega-3 fatty acids, omega-6 faity acids and mixtures
thereof.

62.  The method of claim 59 wherein the at least one essential faity acid
and the at least one pharmaceutically acceptable iron compound are dissolved in a
vehicle including a saturated oil.

63.  The method of claim 59 wherein the nutritional supplement further
includes at least one additive selected from the group consisting of diluents, binders,
adhesives, lubricants, plasticizers, disintegrants, colorants, bulking substances,
flavorings, sweeteners, fragrances, aromatics, edible oils, polymers, buffers,
adsorbents and mixtures thereof.

64. A method for administering a nutritional supplement, the method
comprising:

orally administering to a pregnant or lactating woman a capsule
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fromthe group consisting of a linoleic acid conpound,
a linolenic acid conpound, a derivative thereof and a
woaodsiine2i on t hereof; about 10 ng to 1000 ng oPC&US2005/016500
second fatty acid conmpound sel ected fromthe group
consi sting of a docosahexaenoic acid conpound, an
onega-3 fatty acid, an onega-2 fatty acid, a
CeBWIYEEi ve t hereof and a conbination thereof; and
wherein the weight ratio of said first fatty acid
conmpound tableastichessseatial hay tyid ackcted Gopothe grop @hsisting of at
1:0.01 to 10. 73. The nethod of claim 64 wherein the

1e8661Y dséntiapiatty 287, 6t 16 BAE 8R8ntiARAL acRPprEBurk &, 20Rad8ne
of a first fatty acid conmpound for each conmpound

r . LSt s inoleic acid
d%%k%%%&aﬁg%%%lﬁ%% %agglﬁ (gﬂﬁ%@pés @%&?‘;fa&ad erivative
t hereof and. a conbination.thereof: about 50 to 500
o of 8 SQLlsA PREPIASPU NG i o caBp Ry Rton-
group consisting of a docosahexaenoic acid conmpound,
reactiyewh-the atdeasi ongesgentiph fattyegil 2 fatty acid, a
derivative thereof and a conbination thereof; and
wher ei n t éeven gid notitionalofuppleingnt ispsevifat inya sdi gblatin shell
conmpound to said second fatty acid conmpound i s about
ddsdge09 to 2.5. 74. The nethod of claim 64 wherein the
essential fatty acid conprises; about 100 ng to 300 ng
of agki I Strnt Mdiblod@sH hifPEP A 1RE c%%ﬁi% i?Q@szgEﬂtin shell
f alino

selected fromthe group consisting I C acl

, a linolenic acid conpound, a derivative
d?%gg%{?'gand a conbi nation thereof; about 100 ng to 300
nmg of _a second fatty acid conmpound, sel ected fromthe
gr ouf®condi quﬁﬁgﬂéggqﬂﬁéﬁﬂg$§¥é HEPR CATPY aibqayt iron.
an onega-3 fatty acid, an onega-2 fatty acid, a
deri 94t i v&be methaskofplaimb4whiremahe tan compewid is andncapsulated
wherein the weight ratio of said first fatty acid
irooepapoghd osai d second fatty acid conpound is about
1:1 to 2. 75. The nethod of claim64 wherein the at
| easggone Ths SRS At 64 WhéEiniHE ﬁﬁtﬁﬁ%nﬁtsubﬁ@ﬁ%nﬁﬂﬁher

fatty acid selected fromthe group consisting o
ilchik Gfefst 8L gdditive selected from the group consisting of diluents, binders,

adhesives, lubricants, plasticizers, disintegrants, colorants, bulking substances,
flavorings, sweeteners, fragrances, aromatics, edible oils, polymers, buffers,
adsorbents and mixtures thereof.

69.  The method of claim 64 wherein the essential fatty acid is selected
from the group consisting of omega-3 fatty acids, omega-6 fatty acids and mixtures
thereof.

70.  The method of claim 64 wherein the essential fatty acid includes an
omega-3 fatty acid.

71.  The method of claim 64 wherein the essential fatty acid is an omega-3
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linoleic acid, precursors thereof, derivatives thereof

and m xtures thereof. 76. The nethod of claim64
wohersaes2t he at | east one essential fatty aci deCnaiSdes16500

at | east one essential fatty acid selected fromthe

group consi sting of arachi donic acid, docosahexanoic

aci d, _eicosapentansic acid, precursors thereof,

fady a¢jdt i ves thereof and nixtures thereof. 77. The

met hod of claim64 further including folic acid,

fol at®, a Termethod vEclaim 64 twdibrein the esdeatigiothtty 48d coi@rises;

nmet hod of claim 77 wherein the folic acid, folate, a

dbetit MBhi Y& 1600 xfiEto@ B@rittiBy had 6@1%&%1& 08 §a&%ﬁ};ﬁﬁﬁt‘l‘ Eelgcted

ng. 79. The nethod of claim 77 erein the folic aci

: i her 4s f.rom

i Ao ﬂ%ﬁ]ﬁ‘éﬁ%B%%%lﬁ@e%,%?ﬂ*é%%ﬂﬁ%%gﬁh%ﬁ%%msfmgl°§m°g%ft a

urther.includin alciu 8 1.. The netho claims8
H RS 4 LRnitn Sl dhate aoad dmnid Hbpe ofa Seond
consi sting of cal cium carbonate, dicalcium phosphate,
fatty %%5 ePmRYPMsslorted dromm thergroup eansisting péa flocagghexmproic acid
nmet hod of claim64, further conprising vitamn C  83.
cPmponed, lan emsga-dl faityrn@d, anvrecgai-hfatyiadidy atdarivative thaeof and a
conprised of cal cium ascorbate and cal ci umthreonate.
cBbinhlien et dodrandl wikdréinthéweightifatiB &fF s£i0 FRsti Bty 8cidl cb@Pbihd to
B6. 85. The nethod of claim64 wherein the at |east

sQIAResRGRY Aid behbYurftis %«ﬁtﬁ%é.b?t@fo. | east one

phar maceuti cal ly acceptable iron conpound are g6 A
i j i . ' at ur at.ed oi.l . N
et had 1 or M AR 6t Gkl WHLBH de SRR RSy St peBiises

a Ql}thj%dmg(,: Pon%()l nsi:g ?)95 first fatty acid compound for each compound selected = -

from the group consisting of a linoleic acid compound, a linolenic acid compound, a
derivative thereof and a combination thereof; about 50 mg to 500 mg of a second fatty
acid compound selected from the group consisting of a docosahexaenoic acid
compound, an omega-3 fatty acid, an omega-2 fatty acid, a derivative thereof and a
combination thereof; and wherein the weight ratio of said first fatty acid compound to
said second fatty acid compound is about 1:0.09 to 2.5.

74.  The method of claim 64 wherein the essential fatty acid comprises;
about 100 mg to 300 mg of a first fatty acid compound for each compound selected
from the group consisting of a linoleic acid compound, a linolenic acid compound, a
derivative thereof and a combination thereof; about 100 mg to 300 mg of a second
fatty acid compound selected from the group consisting of a docosahexaenoic acid
compound, an omega-3 fatty acid, an omega-2 fatty acid, a derivative thereof and a

combination thereof; and wherein the weight ratio of said first fatty acid compound to
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orally adm nistering to a pregnant or l|actating woman
a capsul e conprising; about 150 ng of tribasic cal cium
wohosphet2e; about 300 ng of omega-3 essential Parg2005/016500

acid fromfish oil; about 27 ng of carbonyl iron; about
30 ng of linolenic acid; about 30 ng of linoleic acid,
about 30 ng of sunflower oil; about 25 ng of vitamn

sexd sgpendk fattg apig compeimdisishowsl:1 &bdut 1 ng of folic

acid, folate, a derivative or netabolite thereof;
about75170 THd méthyd dhetaim &8 whareth thbatilead®nk Hs@:htiéﬂi fadyrheid
E. 87. The nethod of claim86 wherein the capsule is a

iB6lhdesGe Ikl dheTHBY Acifl 9518484 8 the g&upghﬁsﬁﬁ{gykﬁqu@femc acid,
claim 86 wherein the nutritional supplenent” further

Hn'&félé‘gzﬁ& r{ﬁécx#rs%gsc‘ fhepe%? &ﬁ%tﬁ]\}c?é ?he?gdfglﬁh %ﬂxalrt?s%éregf group

consi st

| ubri ant pl Cjzers | si nt coI ora )

pul kiThy s ReaBeL ot s ot pirgien @%@E{leﬁ@pg essenfial faty acid

fragrances, aromatics, edible oils, olyners buffers,
%(%‘.St@é}?@%t s @sseniiel fat agif e¢leeipd from the group consisting of

arachidonic acid, docosahexanoic acid, eicosapentanoic acid, precursors thereof,
derivatives thereof and mixtures thereof.

77.  The method of claim 64 further including folic acid, folate, a derivative
or metabolite thereof.

78. The method of claim 77 wherein the folic acid, folate, a derivative or
metabolite thereof is less than about 5 mg.

79.  The method of claim 77 wherein the folic acid, folate, a derivative or
metabolite thereof is from about 0.4 mg to about 5 mg.

80.  Themethod of claim 64 further including calcium.

81.  The method of claim 80 wherein the calcium is selected from the group
consisting of calcium carbonate, dicalcium phosphate, tricalcium phosphate and
mixtures thereof.

82.  The method of claim 64, further comprising vitamin C.

83.  The method of claim 82, wherein said vitamin C is comprised of
calcium ascorbate and calcium threonate.

84.  The method of claim 64, further comprising vitamin B6.

85.  The method of claim 64 wherein the at least one essential fatty acid

and the at least one pharmaceutically acceptable iron compound are dissolved in a
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vehicle including a saturated oil.

86.

comprising;:

comprising;

87.
dosage form.

88.

A method for administering a nutritional supplement, the method

orally administering to a pregnant or lactating woman a capsule

about 150 mg of tribasic calcium phosphate;

about 300 mg of omega-3 essential fatty acid from fish oil;
about 27 mg of carbonyl iron;

about 30 mg of linolenic acid;

about 30 mg of linoleic acid;

about 30 mg of sunflower oil;

about 25 mg of vitamin C;

about 25 mg of vitamin B6;

about 1 mg of folic acid, folate, a derivative or metabolite thereof;
about 170 IU of vitamin D3; and

about 30 IU of vitamin E.

The method of claim 86 wherein the capsule is a soft gelatin shell

The method of claim 86 wherein the nutritional supplement further

includes at least one additive selected from the group consisting of diluents, binders,

adhesives, lubricants, plasticizers, disintegrants, colorants, bulking substances,

flavorings, sweeteners, fragrances, aromatics, edible oils, polymers, buffers,

adsorbents and mixtures thereof.
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