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transferred via the maltol conpl ex |n§9 égs serosal contents of the sac,

t he basal uptake of iron nmeasured Pl rol experinment being substracted
i n each casene prbcediire |defPibsitidvé Waé udeb Qo abmplrd thefuplakd 6f irdn irdin bbffer Gameiniag a
3: 1 nol ardifferiagmoibi mopotfonsraf rhabtol: rrqnoTheSréshlts)obtadmedu(erprdsergwen ﬂ'm wmcftdhe«mthher
two case$meuetof m%ﬁe&feﬂiﬁsth# @P&m' %r'%?ﬂhﬁis t copteqia

orser v T L e D e e e

0 107 458 The procedure described above was used to conpare the uptake

érrlge fé éillof IrdrOibkake bEsaR/Aed bN&£34Q ratio is
condi ti Orh&nbu'b& to the proportion of the 3:1 complex {containing 13% of the total irdu\Eiirdsert uhbidrttitdsé i r on

| ron upt akeditfams| ar rati o) (nnmole) 1:1 1.6 2:1
4.0 20 L§4 30. 0 Exanple 4
In viveP test of action of iron corrpouh’a% in the rat 25 The action of
the iron conpl ex of maltol—deser-bed—r—xarple——was—conpared with that of
iron (11) sul phate, iron {111MaftéMwn(1: 1} nol aonmatkao) and iron (11)

gl uconate. Groups of ratsj(30oBEGtg) wef e andeBltleti sed with nenbut al
(0.25 M) and then with efher. d-Trnp Incisjgn wasjmade and the [err]

| abel | ed sanple [err] bechuerels 10 [erf] was passed into the |umen of the
duodenum vi a small incisipn. The:abdom npl wal |l 4was then closed with a
suture. The 30 animals wefe sacrificed 1} 2,4 and 6 howrs after the

adm' nizatration of the compound ahll the vhrious3Pgans Yere nonitored for

th [err] content. -The data Is presented as histograns in Figures 1 to 4

i relate to iron maltol, iron sulgmg,g4 i ron EDTA and iron gl uconate,

respect i ueliyo testivf action of |Edi'\&or|nﬁwah§m@fe ra-€ in cpmafter various tine

i nt erval s f Biret detioncif ftiedros complexgef nualtoitdqecﬂdut in Examréeathammarreepmemmfrrrng ]

mean of tsﬁ'eh%yar f"ﬁ EPpHA (1% E‘E’ 'P?Ril !' n ihe case he dat a
for bl ood, IRy “:rrrr oy b i d o
cpmg restﬁ\ff‘ﬁh’rb?{ 'Me d U vib Qmé\ inci&lé. Q‘ﬁe ﬁaal Yvad ltffonle sdﬁﬁénThe
count Sy ‘Ehawateavammfbscst 2) @ b Eholia witer b-eemninmﬁmh bfakebompound@ndbeveeinid ofgans €

di rect | y vweampenitatsd éor thair FGeigsatents Bhe dstetlevm@nntﬁ smramsarnﬁguzeséh@mh mlatatetthe

neutr al 3‘02'_’3:# l {oie st‘r:terv 3v A rthg eren P%an: ° iy ?lj'legaigh sere resPa ] I?r\;qlslo qlrz
sul phat e ot Hvith mslcag oﬁre&r;ta\ra@ ol Snd s aﬂ%wr’ﬁﬁemﬂwgmn
washi ngs |mrtb.wgnewwa snileklall 6thdt)casell ey arelthiCiotal Edeéouhte Vil vetous

counts f dustctgmvsrmw h}ilen ocmg%a:ﬂ pndawdsmhmﬂtwmrmm@ommtm ated w t h t he
or

1Sl ar LN R e o

s cl ear 2"02&5, Eri%loi%e
i Nt est | NGsdifei Jed\(:ﬁ )he Me»aBl B&{Dn‘i RWRnd kplded aR cf:h&b&{a K:gFﬁ{EP\{ﬁ cl the
bl ood supph\yl-”gdrd Okhat Fd:ksm&teﬁﬁdthldihltbll"xmme|rmt‘n’e()lwll(s/9wtraﬁilm fyort hremuqhout

t he 6 houefficisptlyi redovet bythe bigedaueply.irpn is denositedin thelpane mifitrew mtmr@usl\ctbmpbwt the

|
sy “’ﬁ'%?ﬁh?agﬁ'& L R bl
presunBd d aatde ating M@ed fra6 the ma-atmaea vesnaBs n tawwe

trans| ocadfthedntestineeTheddvels inche infegtinp wall andibloadiare pxtremclssnw ftitoughnirands ﬂ'anmnfed to

portions Q?Fh E"T° puSpd °“T1I'1l§ By pugeq rtep H%"‘?“Pﬂa t?‘“ r\'d‘"tﬁ‘b It
et 50 "fmrszgcfém Fefh i @ér

this i% .essd Webiine me.htm a:hthte
conpl ex. pasticelabaviarked aﬁercjuroersAn vrawaﬂthé inl.@h igheclevetsiof **py ttappet mtmeentesirfxemu mre

than the tb the mno'tcprep@mmame mmdéb@t thigl comeeHsH fad@ptss P t"PGrP"?'WQP‘h%'Pth

val | was Y&3% ’E e efvg,é oo 1 Wl SRR s L fIEPLGRTe

r ef | ec¥®ed.ginh G'?Jr helrﬂo th® Vit jafifal ﬁrrﬁcp @en
t he di ffmmeecdmabmg»epﬁmwamu barn yewpmﬁea ed frof thorumsn ofithe itestiieOf t he nuch
hrgher | evel s of [err] trapped |nthe|ntest|ne wall in the case of the

mal t o J ex, redr cte Bxamrle Ri s conpound facilitates a nore

pr ol on@ed %T&F ,Qi?? Bl ’}h gi r.%'gorfdﬁi‘o).b&'.w U, wibhompared Bkt bon
i 11 ust r at @RAYNE mivlaP RibIQH .raeutrﬁaaun ; olirrBRRly (nidkicatell @ t eapsm oRX as
conpar ed asfitiéncy aris@miaCCagwerk ynu&adusecsahmé)ﬂoealasb 080 'mgaitgk pral rhiobarsitdne sodidne (60

movenent rod/ka) lign, hawing beentkapt freg tof foef fands houss. In eagh animplthe)ireshep was qapnuiatedgn,

the iren ’ﬁ%ﬂ“?‘BP°'B%f|aﬁUan’?“‘?‘”a?ﬂstﬂ'r’?WF%H‘B\?6‘8"‘7'r’?iﬁ‘r’”c"ﬁ%‘f PeFRAN o {eftdemorelaeini ne.
Exanple 5 60 In vivo test of action. of iron conplexes in the cat The action
of the iron conplex of maltol describedoin Exanple 1, was conpared with
that of iron (111) EDTA (1:1 nolar ratio) which is one of the iron
'corrpounds currently nmarketed for the treat ment of iron deficiency anaem a.
‘Cat's were apaesthetised. i hloralase. (60 mulkg) and.pent obarbitone ...
sodr um(60 rrg/ kg) (|.p ) havr ng been kept free of food for 18 hours In

o, b o R T L . T I |




* 0 407 458 was cannul ated for the intravenous adm nistration of drugs an o

__'physr ol ogical saline solution. Arterial blood pressure was nonitored by\d
Washi ngt on pressure transducer through a cannula inserted into the fem)ral
cartery of the right hind leg. Artd it07 @M58d sanpl es were taken at

appropri ate i nterval s froma sh rt C nnu HolodicH 9alifd s@dtlod) Riddrial
~.cafotid a’“ eqn u'at% .ftﬁ?gf t%ﬂu EVE &on o ruPQ Eé:&igtgbér:raeamﬂla ihdeaechintahecr .
“Each ani em o a ° [5 svaesetalreh amavgmaemt\teemlélf'@mdﬁ'ﬂ"pnal
_-smal | angii d .,&@dhumerﬁar reaambadrtem MVnt@aPﬂatafes‘e{ﬁ Rl lg%,@gfmsof
- anaest bemeanodmeriﬂadsmuaﬂ wasbigenitepsris rrqg@w & a[}m@,ﬂa ygé

. adri ni st ereutabarbione H@Imég ir qrt:om omcﬁ vf T‘ .ﬁk@&d\ﬂﬁ&mmdﬁehm talngiddildonen

“-t0 reveal /A& en(bahﬁwasadntrhar@dmmmhsmﬂlwbut
“-such "t hayl ﬁﬁﬁ&" i m%@isﬁ% o e cdiyn oo Gthe b cts-pteﬁ'rerrgmara VaRthel] | e
duct. . ThuGra My ra;e\wcsthb Bisdomir@i wciuth;sde!!'t it Fsace and t |ro a gﬁm, qJ,th\ga;,be

~ cles ed' Wit hTretmohmhael coﬂihlex 119 T hle egféa,mn

ol ar ratemsaﬁf mpla tl a%g.pwasr jecé nto uafegﬁd@mamm obthe:- mlflﬂosh
-+ (40: 1 nol%P 1 ca pgﬂtlérr en hevra@mrear erabcedoncmuamemt zeirtn (§ ?
- experi i vf, eﬁa Bpihatsof 0 tddl extcheelivtaespaedal thegpimal be
~appar efft 'gi wm:fE?Fefchm;ma b'bmfpﬂnweéf"st?fée’(‘f lg ﬁ'cﬁ@fv&%ﬂ 2,;[, b q,t blood in
. extrapol atssenseefd o o g;ﬁﬁ i E%casle%ﬁf T Brbhdn b B4ty ih @n Bakidual caEhe
“vol ume coP
~of the a gﬁ? %3" i"ﬁ" °ratvef0 avalthut?mrd)naﬁl ih nnmaigursrremesehtséhej mgﬁ W.%reiﬁ
0 . 0 ft he

w6k ovd eg@ateerdderthd(tyﬁueinrmlwmdersh o at ° ‘:: a
_presence aaehmmmesmmémm' th \E%éa

. shous thethfé?t?;g‘af togted "‘*F,"tbﬁﬁb' d%m' 3 rﬁ nmgmnsttomemer n

. the case W! toeba atbqqaehasnaramnr ndr Vi d% cat,

- dirstr gut o Ns i r?Tca rg,rprr ,or,gy ttk@mm& sswex iefablehe dmremmn rapigl ‘ ":at'ttﬁ:

| It T AV eNOS off §Ji3H tHaEsiEh dn@xslangeloc@es as Foanas We SPriRle Vo r@faHin@bolt he
-ordi nate mgrtdmau Frsgeaeeted @rﬁrge's?érﬁ’v adevs og ?ﬂt a% r{ mamﬁwsﬂa ed

~and the 't ywijh ¥Ed. When thereds " n Al trkh rofTrbﬁbtﬂrﬁEtmtansjém lesing]to the bone
adm ni gqe yﬂsqfrﬁler ?tg%fggﬂgﬂfﬁtm tﬂan &r:erprbeéntsbe@qu@roeﬁrsthf H"Terr] or 2.2 x

- 106--cpm. METRYOBE” Seen that approxi mately 10% of the dose was | ocated in
1t he; conbr ned tissue of the heart, Irve é s)pl een. As |less than 0.2% of
the dose was | ocated in the urine, 'R0 (approxr mately 90% of the
[err] was al nost certainly directed to Fa-Fovi—arrd—extTemeEr Yy hi gh

l.evel s _Wér-e ound 1o be [ofated i-n the sternum [As indi-catled preyi ously,

"hypot'h'e-si's'ed ‘that such- an 4=xcha Cur SOQN QASnidnRE Clonpl extents
del i veed.tof t he_pl asma; ahd f’ i nirggya pI at epivd) r epr esertepsd i n|

~the mal tol .conplex is able|to dohate ron népzéar dlijy kgaéansfer hdesl s®e@d- |t is :

‘Figure 5 by p dol'*¥8 1ine) renr % g S at-uF-at-e—ef—the—pHEsTE _;&%ns §=rri n
pool with. [err] edlpem thereti s mau don trd)r91of "ilr on #%%m the pl dSta’ i gt o

- the organs of '11e animal, the bl ood | =ve|1s r ddi oag{ei vitly begsssota Hall,
' thwaJ@r r out aLivef transfer of 1q’"ron bound o trgnsferrin bking to thelbone.
marrow, . |ivef and spleen. Binding of '|Fe 6.55 trarsf sﬂ.BQOn pr pvent28078; .
‘excretion in|th®8Pine. TABLE 5 (Iron|maltol, i. g; Net Sarrp}‘.,rt—“,-1

Net S59Fe K.&mal [err]l 40 122 1.0570t g trs LPe | werght

cont entyp -content Tijssue: “1.88Mei g (g) 0o - (g) 0

(cpnig) - - Ske'etaé:ﬁﬁj"'eHeart B | 14 .91

490 LerOm0 45 —Liver] 1.2 3,200 105 : 1.3
510-- | SRSEER Saheen - 8. 4 9. 86 -
14 890 65 ' 125, 076 Ki dney o 1 12} 2 452 1. Q3,000

546: - UﬁwﬁGl‘ Skel eff al nuscl e "11. 85

0- St-er num - =2 g,"“ =
(bone marrow) e ’

3,000 60 uhdiBAlRAinonx peridroiny wﬂeﬁv RN et

(118 E TA ng’esea" mnttherrgéuys of iﬁ’? pe EE sop @drﬁﬁi&ﬁreﬁ Ithis eeriment
‘results of qumaﬁ)qegr ;en'@)g % t tx Q&n o4 tgﬂtglwveb&n(atd;nstm@prrqsp@d|tg,g\er
of the Bt aedﬁg;ramm@bnth atd 5. Imihig expp @p@t ﬁt@xm
nt. of b\ﬁéda{oaﬁtlil ri)latdau Snstoapdpgsrab rAdiopRiyity fQquTeg ab qu Lo oo

he frgures grven in the table have been adjusted to correspond to a
ge of [err] cpmin order to facilitaje conparison with Table 5). In
.experiment the radioactivity 65 in the bl ood showed no initial
J. Instead, loss of radioactivity followed at |east a two-conponent
process such that a large anount found its way to the urine - . :
. tissues, The. rate consfant O bl Buplbsaial - On-EF-0m t he-
'sé or the regressron mas 0 023/n1nute The

M .
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exchange iron with transferrin rapidly. TABLE 6 1o _
(Iron EDTA. i.v.) Net 15 Sam@
cont ent

Net [err] total [err] Total tissue wei ght
content Tissue wei ght (g (9) (cpm g)
(cpm) Heart ° 15.5 0 107 458 1 01 209

3,248 20 Liver iR 'ﬁg Gt the t # s
ocess such that a large amount found ifs way to the urine thanto the tissues. The rat tant of
19, 600 St e Biitthation from the blood of the lihear phase of the regressiofl was 0.023/minute. TheldfcebtPAidR of

mar r ow) 26di3ﬁﬂtlvm¢rln the kidney and urine, and notlrilth@ bone marrow or €pleBR) would indicate that irdhGR this
1, 814 Ki diggy does not appear to be able tg gttgrh to transferrin i the7plasma and protect itsefffrom urinary

excfetion, T T#FS"E rt, liver and spleen contained only 1% t riginal dose at the end F
21 770 gooftheexpenmenrg re urlrg ntained ov§r5 r‘r‘?‘ Thisisin accordg\ﬂ il;oeg ct that EDTA does not 95 t
Urine exchange iron with tran rnmrapldly ' F
1,180,900 35 The iron maltol conplex (100 [err] Fe) was al so admi ni stered =

to t he duodenum of the cat in the pregasEs of a 40 fold excess of naltol
fol lowdl by 5 mi of 150 nmi Tris hydfioeEPdAiidé buffer (pH 7.4). In this case
the [err] content of the blood, as shown in Figure.7, reaches a maxi num
| evel 2 hoyrs after the initial admi nifstration |(the readings start at| about
300 cpm 0.3 m which reprlesents the background Jreadi ng). The 4met
distributign of [err] in thetht%ssues f Sam%;anl maINeaT’Eeer tthe tgg{;@':eduodenal
experinment {to ch Figurle 7 F‘ M9y e gt and th i ca
results ar sh\g%sﬂen Tablle 7 et jﬂ‘ nt (81 [erlr qg%?f?m stler ed™®W t hils
experi ment |waged€rr] becquerel g4 10 [ rrhltor .[err] Mpminto a 3248 kg cat. B
It wilRobelseen that the {distributionfof the [drr] after 4 hours was
m | ar to|thbverafter intjraven®us infysi 3@ witlh | ovféfevells i n BA® kildney

- ana“(]rl ne gnd th| hl levells in both the sglzgen and marfr ow. 45 50 |55 60
66 12 0 102, g MﬁLE 7 (Iron neltgl, “per ddodentm Sample ~ - Net
[err] 2 tota err Total tissue wei ght _ contjent
content Ti §subpieen . wei ght2 (g) 0.89 182(cpnig) 1814
1705 Liver] . Keney SN TR I R RS
32, 400 38p| d€Ngyglotal muscle 12.7 259 1. 19 95 3,783
48, 047 Ki dney 14. 4 ) 0. §35 79
1, 138 St er nunirine 119 mi 2mi1. 24 62,156 795180,800
7,905 20 . (bone marriow) Bile 5 nm : 1im
2,200 a5 : 11,000 Urine 10 M. 1m
22 * The iron22dtoRDompiee (100 igcFe) wds@lsb adininisterad fd tid Juoldilir ofithe caa thhepreseadec d

duodenal-| ¢ 34 faidhexcesy R’b’“ﬂ@hfﬁl‘,‘fwedtbh 8 mbpii§erm! Tris\htirgchigride b‘éﬂ%%tﬂ'ﬂ/ "t 's Hﬁ# ey

exceeded% gazgmag L é&?{zc nﬁ}a%'f“%‘f’?ﬂé“mpb.l‘;'.‘.’ %2 1hs ‘“‘T‘L*‘é
Fi QUT €. Thtrinion bPSre e fbct of 16 ab Fn:ettissr. At Wi Ailgars’? t he
sanme duodeiats werepaestigaed antahetypital Rsilis gatsbelvrbin am Tﬁeyamtﬁ of e rrtuﬁsta-wm '
shovvn in m&bkleer@em'me 3ém)19ﬁbecqﬁerélﬂéo e A827 e A dp inta $12.8 keeoap S wilhisrseenihat
er\r{] becﬁ%é‘?‘é?’ io 3:'3_3 %;4&9‘;@%@3 ath gfafra‘trzvegow@g'f\ﬁ%an . With lovyjevgls ipghes e e
h Y A"SY ol 1vel o ELAREOOP PHRY | ow | evel s were

det ect ed in the spleen and bone marrow (sternur‘r) whereas a | arge proportion
of the dose was located in the urine. 35 TABLE 8 (lron EDTA, per duodenum
Net

55 _ ’ ) : w0

66
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ifSarrpI e Net [err] total "Fe Total tissue wei ght | \
‘cont ent content Tissue wei ght (9)- (9)
(cpm g) (cpm) 46  Heart 15.3 1.18

:188 : 2,878 Liver : 59.3 0.78

499 . 29,574 Ki dney 0 107 458 = ", 0. 90

1,762 . 19,913 Spl een . . TABLE 7 4.4 . 0.42

200 880 St er num (iron maitol, per duodenum) 0.78

917 (bone marrow) 55 Skeletal nuscle _ . 1.48

117 Urisne. ) 115 m _ 5m 36,[{306 -

‘544, 596 69 Exanpl e 6 Polyfrer formulatjon of irgn maltol Ajsol uNeon of
-ferric chlgride (concentr atl on bet weehn §alamu 5% wiNeY *Fet ogdt hdetahifFeh jral t ol o

‘in a weight| 65 _ratio of wei df§igntf It"B‘l“e't‘o 1 |par €188t wef ght  of
ferric,ghl qride ISJ)LeDa’ weiﬂt%s;gy 4. 9’1 v/ /v(TSn” / mpﬁ
0107 458 / |miméar e of chl prof oam net hlanalessat er]. Soddoum c4dr bortioe i s| added
“in a 10 nollar excess over|the iron content in drder to rerpove hX rochloric
acid and tHe ¥Yesci pi t at ed| NaCl8land il tef®d of f. °§r eppr ati on

g
f

is contacted wyih a crossplin pol yet ene dl ycgigshydrqgel sgimgeripl to
g

effect takd up of the sollution by the polynmer gnd provide(a polynmer
formul ati o] okidgheyon mal to] in taae pr xcessmonal t @l .- 51.@Bai 1. An
iron corrpl ex 'of 3-hydroxy} 4- pyrone or| of a 3-hydroxy-4- py'ﬁonejl which one.
-Or nor ¢ g‘*’I‘B’“h drogeh at o¥s att chet® o ri ng. c $Poon” 4t ons %Pe repl aced
‘by an a‘fl pr 8"%'9?1' 5"&arbon group of {1 to 6 carlbon atons, {for use in
‘therapy. 2| Asigonpl ex accprdingmio Cljai maiin whichzdohe o eadhoaal i phatic
_-hyprocar bonn group is of 1Jto 4 carbon atons. 3.] A conpl ex accor?i ng fto
‘Claim 1 or |2,Uine which the or-18&th alli phaffc hydr ocaf®bon ¢roup an
-acycl i & 15]aroup. 4. A colmplex according to ddim1 or 2 lin which the or
_each al i phati-c hydrocarbon group is a cycloal kyl or alkyl group. 5. A

conpl ex awtenrthetehelted irtih il) DA wi}aeid nmrmupaeaxuyauﬁ tha s@ndm ahnetx the flagya levess df n
whi ch- oneragjpactivitycharsily exgee d Eﬁg e feyel and ar,ehféeretocﬁ mq 'Caa?do'OrF M?mThare

repl acéti P “ﬂ%ﬁ%g%ms %’,2%1{”‘?@%2‘25““ b “m: %| ch

ethyl, n-gk R illde S4¥h aE‘Qlt o?demF entbrd
1 he or ea&bxesu it touela&elsl \sera dﬁﬁ& €4/ In ©6 Gpigen ahd ban€ @iap QXst&ﬁﬁkﬁlrdl\dﬂ@stada@ay of
‘Cl ai ns 1 propoBtioniofitheidosshwas insatediipdhd urineed 3- hydr oxy- 4- pyrone has a single -
Subst i t*ient at the 2- or -6-position. onpl ex according to any of the
.-preceding clains, being a neut r@lon% %ﬁﬁ g%gw;one iron(l1l) 25 corrpl ex.
‘9. A conpl ex according to Claim BEI ng t e neutral 3:1
‘hydr oxy- pyrprme—rontttt—gonmptex—of- hydroxy4=pyTrore;
‘3- hydr qxy- 2t.net hyl - 4- pyrone, 3- hydrox3-6 met hyl|- 4- pyrone o Net
‘2-ethyl - 3-hydroxy-4- pyrore. 10. A conplsgghpRCCqr dipggg=id C i Moda 2REI Ng t he
neutral 3: 1} hydroxypyrone: |rwt£llub§u); conpheéghtof |3- &dtent content
‘hydr oxy- 2- rret hyIT'SAuqoyr one. 11~elth(9brrpI ex Gltcordi ngleere/alcl ai ;n 1, (eprl ng| t he o
ne‘u{/ral.,s3 11 uarypyTorre T on ||7 CQIPL e Of [ Z- €Tl =3+ yc1r%>§y8 ZI-pyrone. -
12, A neutral gty conpl ex facco |ng t¢ any of ;Iaims 38 to €ei ng

substanti al ] yuiégree from cgnpl egggs contai apng otlher @e®por t onszsssfathb
hydr oxypyrope and iron(lI'l). 35 13} A pharngceutical co rp05| t| on
conpri gyng p FHAi ol ogi cal|l y efiBective afBunt qf a'dButral |3: 1199

hydr oxypyr one; “e(p.n(l 1) - cqnpl e, 4 of 3- ydpQxXy-4-|pyrongeor of a gg
‘3- hydr oxy- 4 pyrone -i-n whi-gh one or nofje of -t he {hydrogen atons attachpd to
ri ng carbon| asememar e repl aced by an I'i phdat i c [hydr @sarbonjgroup of L to 6
carbon ,ato (bpo«g@em) wi'tth a physi ol ¢gically dcceptabl e d§l uent or
carri er bu gég H'ﬁhQ&’e anyl liquid whig¢h ll§8 non-steri1l,1; andjnon-pyrogen
free. K paF raceut i cal conpgsi tTon cdnprising a physiol ogi ¢ally
effectl ve O Uhihe Of a neutlral 18ml hydjoxgpyrond: i rassos! | ) L ONpdasae Of
3- hydr gxy- 4t pyrone or of d 3-hydroxy-4-pyrone ijn which onejor nore ol the
hydrogen atons attached to ring carbon atons are replaced by an aliphatic

hydr ocarbon group of 1 to 6 Example 6
' Polymer formulation of iron maitol
A solution of ferric chloride (concentration between 1 and 5% wiv), together with maitol in a weight
65 ratio of 8 parts by weight of maltol to 1 part by weight of ferric chloride, is prepared in a 4.5:4.5:1 viviv
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ons, together with a physi ol ogi cal |y acceptable solid carrier.
A phar paceuti cal conposition according to d ai m 14, which is adapted for

oral ddm nistration. 45 16. A phﬁéﬂiﬁf %55 conposition according to
Claim15 in table form 17.. A pharn®c conposition according to

M 14 | QiR ShibrfoYminbiEhol Wter SoRRIAY dXR5BRMS isCakiect R IPOShdIirQRceBOBIF thoi i 2
Hysi ol ogi wamtedt irberad irattova Fipdisrhlotit adid areilthe a‘ecnatafedmadramyqamne:filtamd@fﬂ The
éonpl ex of rEephARptiercx yontacted with @ cross-linkedspolysthylg mmgﬂo grepel materip) to\pffestfake v ofthe
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