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The present invention relates to the use of an indazol enet hoxyal kanoi ¢ aci d

to prepare a pharnaceutical conposition for reducing the bl ood

triglyceride, cholesterol and/or glucose |evels. PRI OR ART Docunent EP-B1-0
382 276 describes a conpound of fornmula (I): R 0 0 (I) in which Rand R,
whi ch nmay be the sanme or different, are Hor Cl-5 alkyl, and R" is Hor Cl4
alkyl, optionally, when R is H, inthdformof a salt thereof with a '
pharmaceutically acceptabl e organic or mneral base. The abovenenti oned
docunent al so points out that the conpound of formula (1) has anal gesic

activity. USE OF AN INDAZOLEMETHOXYALKANOIC ACID FOR REDUCING TRIGLYCERIDE,
CHOLESTEROL AND GLUCOSE LEVELS
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FIELD OF THE INVENTION
The present invention relates to the use of an indazolemethoxy-
alkanoic acid to prepare a pharmaceutical composition for reducing the.
blood triglyceride, cholesterol and/or glucose levels.
PRIOR ART

Document EP-B1-0 382 276 describes a compound of formula (1):
R

)

in which

R and R’, which may be the same or different, are H or C15 alkyl, and
R"is H or C14 alkyl,

optionally, when R” is H, in the form of é salt thereof with a
pharmaceutically acceptable organic or mineral base.

The abovementioned document also points out that the compound
of formula (I) has analgesic activity.

For the sake of brevity, the abovementioned compound of formula (1)
in which R, R’ and R” have the abovementioned meanings will be
referred to hereinbelow as the compound of formula (I). Thus, in the
course of the present description, the expression “compound of formula
() in which R and R’, which may be the same or different, are H or C15
alkyl, and R” is H or C14 alkyl, optionally, when R” is H, in the form of a
salt thereof with a pharmaceutically acceptable organic or mineral base”
and the expression “compound of formula (I)” are equivalent.



For the sake of brevity, the abovenentioned conpound of formula (I) in
which R, R and R' have the abovenentioned neanings will be referred to
her ei nbel ow as the conpound of forrmula (I). Thus, in the course of the
present description, the expression "conpound of forrmula (I) in which R and
R, which may be the sane or different, are Hor Cl-5 alkyl, and R" is H or
Cl4 alkyl, optionally, when R" is H in the formof a salt thereof with a
pharmaceutically acceptabl e organic or mneral base" and the expression

"conpound of formula (1)" are equival ed: - 2 - Docunment EP-B1-0 510
748 describes the use of a conpound of fornula (I) to prepare a drug that
is active in the treatnent of autoi mmune di seases. In addition, docunent

EP-B1- 0 858 337 dedflachmest kPR &'Orﬂ&em& describeaihrsuse ofa compeurd A a
conpound of for 1) 4nd an

I mmunosuppr essam&ﬁu{a ;bﬁ?/ﬁr@ ocu %UEBE@% @Qgsgeggré reports that the
conpound of forﬁﬂ@ﬁ"@”?eﬂéﬁ?@é@% t he production of the protein MCP-1. Mire
particularly, the Iﬁﬁhéltlgﬁ%&ﬂferﬁﬁ'ﬁéh tbeéséﬁ'ﬁo rfBEs% koG formula

(1) to prepare a pharnmaceutica osition ea [ a I Sease chosen
fromthe group @Qiﬁpw%@mgoraph%n@gcqommng offerrura (1) in whlchlﬁng RiFseases, and

post - operative gpRhHFRd ANSnd Bn'i6 ranspl ants, organ or tissue
repl acenents, orpﬂglraost hesi s ? anﬂi&fno%%ﬁgan&]: THE | NVENTI ON It has

now been found, suﬂﬁﬂ‘Vs‘i"?ﬁj!"%"ttﬁ%ﬁ“th@%é&%&mﬂtsdhaﬂbﬁmmwn? of educes the
bl ood tri gl ycerfd?rﬂulac(@qjeéééé‘sr Bdu ’oH Bn%‘(%h?VICP1 Miger €ason for this

activity has no@%% een entl r vmthout t hereby w shing
tolimt the pr ﬁwlaﬂh\ﬁ%ﬁa@mowmqrédewmﬁtthe Hge of aicompeund obe rel ated to

the capacity offoq-,hmac(gr{gg,@%rgf &?Hrmé'c@uﬁéa\ cBﬁ’ﬁ b&hb:@g&ﬁé&%ngépr essi on of

I L-12. As is known, - I's a cytokine y nonoCytes,
macr ophages, ne@iﬁ?%ﬁ%ﬁﬂ@end@%ﬁhqQf@uééﬂon@"ém atheroselglosis. dﬂi@@m@j B cel | s,

and al so by kerghhney b I (epi derm)l d
car ci noma) . I L912 rr%gﬁl at es&gﬁg@g@#&gﬁpﬁﬁﬁfﬁk 'ﬁ%bﬁggura "killer" (NK)

cel I's and T cel ¥anspiafis.tdigan petisauegerigeements: PEP@sthasifRIamsL y) . which is

a cytokine that participates SUWVIW@F'WE"INVENW@NG response. DETAI LED
DESCRI PTI ON OF THE | NVENTI ON In a first asFect the present | nvention

rel ates to the usé h§s novebegibiavadosurpgsinglyathet she CQmEPU"d of formula (1)
reduces the blood triglyceride, cholesterol and glucose levels.

The reason for this activity has not yet been entirely elucidated, but,
without thereby wishing to limit the present invention, it is thought that
this could be related to the capacity of the compound of formula (I) to
inhibit the expression of IL-12.

As is known, IL-12 is a cytokine produced by monocytes,
macrophages, neutrophils, dendritic cells and antibody-producing B
cells, and also by keratinocytes and a number of tumoral cell lines
(epidermoid carcinoma).

IL-12 modulates the activation of the “natural killer” (NK) celis and T
cells, and the induction of interferon-gamma (IFN-y), which is a cytokine
that participates in regulating the immune response.

DETAILED DESCRIPTION OF THE INVENTION

In a first aspect, the present invention relates to the use df a

compound of formula (1):



in which Rand R, which may be the sane or different, are Hor Cl1_5 alkyl,
and R" is Hor Cl4 alkyl, optionally, when R" is H in the formof a salt

thereof with a pharnaceutically acceptable organic or mneral base, to
prepare a pharnmaceutical conposition for reducing the blood triglyceride,
chol esterol and gl ucose | evels In a second aspect, the present invention

relates to a nethod of treatnent for reducing the blood triglyceride,

chol esterol and/or glucose levels in a human patient in whomthe bl ood
triglyceride, cholesterol and/or glucose | evels are higher than normal, the
said nethod conprising the adm nistration of an effective dose of a

conpound of forrmula (l1): in which Rand IT, which. my be the sane or
different, are Hor C1 5 alkyl, and R" is H%r Cr4 alkyl, - 4 -
optionally, when R" is H, in the formof aR thereof with a

base. A preferred

pharmaceutical |y acceptabl e orgaphg or phopepélp
conpound of formula (1) is thatlh R is Hand R= R = CH3. This
conmpound is known as "bindarit": Ny virtue of their capacity to

normal i ze the blood triglyceride, chql esterol and glucose |levels, the
pharmaceutical conpositions and, respe er, t he nethod of treatnent

according to the present invention wll usefuldfor treating diseases or
pat hol ogi cal conditions such as, for exawfl e, obesity, netabolic syndrone,
car di ovascul ar .di ses, diabetes, insulin resistance and cancer.
Qhesity may be considered as a chronic pathol ogical condition resulting
from conpl ex i iR andif¥ivdieh beyecthecaame oadiffereny,crelHgi Caé alayidanenet i ¢
fact'ors. I'n theR,,Ii ﬁtort&l ripgyears, there has been a great increase in
interest in the pharnadéol othaI control of obesity and related health
pr 03! ens, rmMrJe@pG'Or_!aily, when Ritis bl irt the feoua iofih samrgesr_eafswmaqme_dnﬁi th t th
condi ti on. c trat. ei ng overwei ght or obese
substantially increases € rskK o ed by various conditions

b il | Qeﬁﬂéﬂg%%g?ﬂgﬁleq&ggni? o&@i{ﬁ%ralg#se d b ; diti
i ncl udit ng dihabet ef_s,prega]!r_erg phesiraceuticed chpipoaijﬁu?éortr_educingltlée blaodi opat hi es, f
congestive heakgt pnfection, and even certain o
fornms of cancertﬁgl*ér&{g%d#rﬁlgﬁgydéaﬁyéﬁ%;og%(?édfﬁei ght is also associated with
i ncreased nort al i nya secogdraspectt, the présest inyerdiod relatesd iora methxt afnce share a
conplex rel ati i ; var,i es of
met abol i ¢ di sor é?ﬁ&?ttggﬁjegli"ﬁiggﬁ 9%@[0%1'&3{@@%&@%?gﬁﬁlést‘aég?lggg{ﬂ?gu ({g\égurrul ate
triglycerides #gvelsiplachigroan patientin whoatthdshloadhtriglycaride atholasterel ol
precursors, th j . i lpoqﬁent and
progressi on of %hfig)gg{%é%héyé{ét_ésmgéé@égﬁgérghgrddi]és}’oéhggsragf%%lt i gh | evel s of
circul ating |i gpapriging the adméinisteationpfancaffestive doseaba pamipoling bt al
conditions or, férfhutlé‘(lﬂ’ may be the cause of specific diseases.

in which
R and R’, which may be the same or different, are H or C4.s alkyl, and
R”is H or C14 alkyl,



- 5 - Di sorders commonly related with high levels of |ipids
(hyperli pi daem a) include cardiovascul ar di seases or conditions including
coronary di sorders, hypertension, thronbosis, ischaem c events, for

i nstance infarction, strokes and organ insufficiency. In addition, for
certain individuals, the sinultaneous presence of the synptons descri bed
above, which include hypertension, hyperlipidaem a and obesity, may
indicate a particular predisposition to diabetes and to cardi ovascul ar

di sorders, a condition currently indi csted as nmetabolic syndrone. In
recent decades, the preval ence of obesity and rel ated di sorders has

i ncreased exponentially, reaching epidemc proportions in the United States

and Europe. Recehtiogally, wheasRsigdhdr the foam, of gesgil theredhwitb@npharmed ef fort s
made by the pUb'd:éé.utiE?l? %Méélepféiﬁé‘b?g%wid)&%interﬁ blggg_lth probl ens of obese and

overwei ght i ndivi dua conti'nue to Increase. ~Consequently, the
targeted and ef f eétpreteradeeampsindosf fomaglat(l) is thakinwhieh R/ inbjant RFe of t he

phar maceut i cal hngl@q‘..taryhis conPo%Bﬁr'é‘P}xé{wnE? iRGairaceuti cal conpositions of
ion r d g%ﬁe cf

the present invention are prepared In suite osage forns conprising an
ef fective dose of Bytvirtuesefitheincapasifydameroalizesthellileod Iriglysaddat | east one

phar maceuti cal | i l i ; " it abl e
dosage forns ar??ﬁ%ﬁ@z gml §1’$§§% ‘ees\),ei%?)%%@}%naagﬁgtt'@egﬁ?ﬁ%‘ﬁlgés, ag%fl utions and
syrups for or al regaastively; the methodfdreséiment agcesdieg to theawresent investine and
ointnents for tgakedaeis! ,qﬁé?% hSHi Ralpk m' j al

adm ni stration gﬂd st ee'rﬁiﬂlf% SO t@pﬁ;ﬂé;’és'feg;brggm ni S%%I%?b@ﬁoéféu«{fﬁ%,i nj ection
‘or aerosol routfer example,ebesityamstabpligrsysdiomsscardienasgular disegses.e t hose with

sust ai ned rel eaggp&tBe iRSARteSitdr e%ﬂ%céﬁr adm ni stration via either the
oral or injection route. The gosa e forns may al so contain other

conventional i ngr EXpesit maytercanst as prabsenic patholagieal sonditiemi | i zer s,
surfactants, bukkgilifg freﬁ{%mﬁlexintérac]gi?ﬁé Séﬁtéfeﬁ-cfugg l,ﬁﬁg@ﬁ@@ikélﬁam

emul sifiers, sweeteners, colorants, flavourings €. In addition,
when required fasneyafagtersi Ky therastdbiryyeatss thgse hesdeentd argpt 668 t i on

according to thR iMERSEIM thBH8RhhOGogRl nt®) S8 aRl et dRRCO! oai cal |y
active ingredients whose sinultaneols admnistration 1s useful.

problems, moreover on account of the social costs associated with this

condition. Much evidence has demonstrated that being overweight or

obese substantially increases the risk of death caused by various

conditions including diabetes, hypertension, dyslipidaemia, coronary

cardiopathies, congestive heart insufficiency, myocardial infection, and

even certain of forms of cancer. In addition, a higher body weight is also

associated with increased mortality in general.

Obesity and insulin resistance share a complex relationship that
leads to the development of various types of metabolic disorder,
including type-2 diabetes. The adipocytes accumulate triglycerides and
release free fatty acids, which are cholesterol precursors, that can play
an important role in the development and progression of diabetes and
its associated disorders.

High levels of circulating lipids may be the consequence of various
pathological conditions or, in turn, may be the cause of specific
diseases.



The amount of compound of formula (1) in the pharmaceutical conposition
according to the present invention may vary within a wide range as a
function of known factors, for instance the type of disease to be treated,
the severity of the disease, the body weight of the patient, the dosage
form the selected route of adm nistration, the nunber of daily
adm nistrations and the efficacy of the selected conpound of formula (1).
However, a person skilled in the art nay determi ne the opti numanount in a
sinple and routine manner. Typically, the anount of conpound of fornula (1)
in the pharmaceutical conposition according to the present invention wll
be such that it provides a |evel of adm nistration of between 0.0001 and
100 ny/ kg/ day. Pr efisqigers comyaoniyyelptask withi righilevalsof linids s bet ween 0. 05 and
50 my/ kg/ day andgﬁysnﬁmaéﬁuanﬁasa?ééaa.a/%%&asndﬁeés@swg cthdfink 9/ day. The
dosage forns of arnmaceut 1 cal conposition accor to the present
i nventi on may b@cbﬂé}ﬂﬁ%@n%@dﬁﬂﬁﬁg h@&"tﬁf‘ﬁmqﬁé@mbﬁ%!ﬁ, '§¢@%FI known to
pharmaceutical ghsi ression,
di ssol uti on, Stgl‘l |§gt§'r‘8{r?“g%§%ﬁﬁoﬁq %?H]&s &%1%;5%@;188?{03'/&% t he corrpound of
fornula (1) was e\}'&?d@*t'@@l fphcsmmmdiwdwﬁdhe@ﬁn@ltqne@yswmﬁ@me gene
expressi on anal yahsto mﬁb@@aHé\'{@gvht&?m%Ea @Flgnél@n vivo in Zucker rats,
ar

an experinmental ‘nodel type-2 di abetes ¢ erlze 'by gl ucose

i ntol erance and yneéhnldaﬁm'éﬁ@t%hﬂ,séya@ammﬂt@a payticwlarrglispesitiomtoand
hyper|i pi daem adlaﬁéteb%nme‘é’ar&l&és@fé?gE'&dér@da tbnd ﬁ’fh Nr?entl}rhﬁdlcated

abovenentioned - - experinental nodels are pre ictive of activity in
man. Test 1 An@$ [gtabalie syndrogieae expressi on in hunan nonocytes (GeneChip

Technol ogy) Thén Féi‘iéﬁ?&ééédéfs @ief}ﬁjré{}élénéfof mslﬁytanhhéla?éﬂ%%ﬁe%“ of IL-12

by human rmnocyt es stinmulated W th saccharide (LPS) was eval uat ed.
Human nonocyt es Qﬁe'lnéf%@@exm%ﬁ'aﬂbr@aﬂ%ﬂmt’@&m@ BraPREiansHy thidnor s by

centrifugation gpjtey §ta@&1 éncgEﬁFBp%”Re%@Ht é&!ﬁﬂd‘té@gu@ésﬁ WHat Sd’e?s%ﬂé%é/ e

centrifugation steps, fo i sol a means of an

i munomagnet i ¢ eSndinead Gﬁo'ﬁ%ﬁme\ié’ t&‘élﬂ“"ﬁ@bﬁ?'&h Pm”(zl@ﬁ@i‘? the heallyi Bi ot ech),
usi ng specific gableptdbfsbese andverRbinht BIVRILRIY WilllcBhitueMd iRcledse ( 100

ng/m) for 4 hours in the presence or "absence of bindarit (300 pM. The
product was test e@Oﬂﬁeqq?é‘ﬂf/otlhﬁlté'fgei%a%foﬁ‘PHV%TQa“BBE‘h‘PfrF&?SB\y iss@| i fication

with equi mol ar seanyBOREIEBE R shitnbebafcH Mus@y! ution in the medi um used.
The total RNA was extracted fromcells using TRizol (lnvitrogen Life

Technol ogi es) acchrefefab thehrimaceytieal C@m%ﬁ'PU%Pf ieprestdnetioPanscr i bed
and prepared byarspnesdred ihy¥dbitdbit d8dddeforms comprising an effective dose of

at least one compound of formula (I) and at least one pharmaceutically
acceptable inert ingredient.

Examples of suitable dosage forms are tablets, capsules, coated
tablets, granules, solutions and syrups for oral administration,
medicated plasters, pastes, creams and ointments for transdermal
administration; suppositories for rectal administration and sterile
solutions for administration via the injection or aerosol route.

Other examples of suitable dosage forms are those with sustained
release and based on liposomes for administration via either the oral or
injection route.

The dosage forms may also contain other conventional ingredients,
for instance preserving agents, stabilizers, surfactants, buffers, osmotic



As shown by the results obtained given in Figure 1, bindarit is capable of
significantly inhibiting the expression of [PS-induced IL-12 in human
nonocyt es, reducing the |evels of specific nmRNA by about 100- fold.

Simlar results were obtained using bindarit in acid formdissolved in
DMSO. - Test 2 Effect of bindarit on circulating levels of triglycerides,

chol esterol and glucose in Zucker rats The activity of bindarit was tested
in an experinmental nodel in rats. The study was performed on rats 5 weeks
old on arrival, of the Zucker strain h‘o@mzygous for the "fa" allele
(fa/fa), insulin-resistant, 8 - hyperinsulinaem c and obese, and on rats
of the sane age of the heterozygous Zucker control strain (fal+),

phenot ypi cal | y nBiesayre-regyiating saks smylsifiergngweeteners, colafanis.x weeks ol d, the
obese Zucker r atfiayfiRgsaMl gediikd)t 0 two groups, one of which was fed with a
standard rodent diet, and the other with a standard rodent diet

suppl enent ed wi t h '® addifign.when required farparticylarAierasies, 18 of the same age

were used as COBﬁér%a%eﬁﬂéalfc%ﬂ\dUsftl ndce W(e%é‘b‘?@é@n%mv%ton ma&eo‘)d sanpl es

wer e taken fromthe animal s peri Ogl cal 8 an eks ol d)
for enzymatic n@§@¢eBRAMPther Phasnagaledicallyiachve masedients whasgl yceri des,

chol esterol andsigduraResus ddrfinisttdlibhds as&ul ! | ustrated in Figures 2, 3 and 4.
Figures 2 and 3 show that the admnistration of bindarit induces a

si gni fi cant reductlin§rameuntief cempeund of fRsmuta d) is the pharmagsasticaldes and
cholesterol.  céhpssifortaddiriimgitd e pieft |ﬁ@é}§%ﬂ4ﬁ§f€a@fwﬁ aWigeose

i ntol erance and the insulin reSistance characteristic e strain of rats
used, the obese289eRs &TunROn ahknoywt @&&84 er stangerthe typeref diseasedent with

bi ndari t Inducese&eaieantrfe'é‘e@@tr.tyr&dHéhis%Bséﬁh&%dgk»&@ﬁ@me atiehfe di abetic
syndrone characterlstlc of the ‘obese Zucker rats’ shows many simlarities

with human typeth® qpsagefes, é’P@S?'@C@FjsT@U@dlfcﬁﬁﬂHﬁisgét'% the prebensf e

hyper | i pi daem adaily administrations and the efficacy of the selected compound of
formula (I). However, a person skilled in the art may determine the
optimum amount in a simple and routine manner.

Typically, the amount of compound of formula (l) in the
pharmaceutical composition according to the present invention will be
such that it provides a level of administration of between 0.0001 and
100 mg/kg/day. Preferably, the leve! of administration is between 0.05
and 50 mg/kg/day and even more preferably between 0.1 and
10 mg/kg/day.

The dosage forms of the pharmaceutical composition according to
the present invention may be prepared according to techniques that are
well known to pharmaceutical chemists, including mixing, granulation,
compression, dissolution, sterilization and the like.

The activity of the compound of formula (l) was evaluated in vitro in
human monocytes by means of gene expression analysis techniques
using “GeneChip” and in vivo in Zucker rats, an experimental model of
type-2 diabetes characterized by glucose intolerance and insulin
resistance accompanied by hyperglycaemia and hyperlipidaemia.

As is known to those skilled in the art, the abovementioned



The foll ow ng exanpl es of pharnmaceutical conpositions are given to
illustrate the invention in greater detail w thout, however, limting it.
Exanple 1 Tablets Each tablet contains: a) Active substance: Bindarit300
ng - 9 - b) Excipients: Mcrocrystalline cellulose66 ng Corn starch50 ng
Sodi um starch gl ycol atel9 ng Povi donel8 ng Col | oidal silicon dioxidel4.5 ny
Magnesi um stearate4.5 ng Exanple 2

-7-

experimental models are predictive of activity in man.
Test1
Analysis of the gene expression in human monocytes
(GeneChip Technology)

The capacity of bindarit to inhibit the expression of IL-12 by human
monocytes stimulated with lipopolysaccharide (LPS) was evaluated.

Human monocytes were used, which were isolated from healthy
donors by centrifugation on a Ficoll gradient and purified by two
successive centrifugation steps, followed by a step of isolation by
means of an immunomagnetic system of negative cell separation
(MACS, Miltenyi Biotech), using specific antibodies.

The cells were stimulated with LPS (100 ng/ml) for 4 hours in the
presence or absence of bindarit (300 uM). The product was tested in
the form of the sodium salt obtained by salification with equimolar
sodium hydroxide and subsequent dilution in the medium used. The
total RNA was extracted from cells using TRizol (Invitrogen Life
Technologies) according to manufacturer's instructions, reverse-
transcribed and prepared by GeneChip hybridization.

As shown by the results obtained given in Figure 1, bindarit is
capable of significantly inhibiting the expression of LPS-induced IL-12 in
human monocytes, reducing the levels of specific mMRNA by about 100-
fold.

Similar results were obtained using bindarit in acid form dissolved in
DMSO.

Test2
Effect of bindarit on circulating levels of triglycerides, cholesterol and
glucose in Zucker rats

The activity of bindarit was tested in an experimental model in rats.

The study was performed on rats 5 weeks old on arrival, of the
Zucker strain homozygous for the “fa” allele (fa/fa), insulin-resistant,



Li posonmes for adm nistration via the oral and/or injection route a) Active
substance: Bindarit4 ng/m b) Liposone conposition (w we:

Phosphati dyl chol i ne94 Lysophosphati dyl chol i ne3 N-Acyl et hanol am nel

Phosphat i dyl et hanol am ne0. 1 Tri gl yceridesl Free fatty aci ds0.75

DL- a-t ocopherol 0. 15 Exanple 3 Granulate Fornula A Each sachet contains: a)

Acti ve substance:
-8-

hyperinsulinaemic and obese, and on rats of the same age of the
heterozygous Zucker control strain (fa/+), phenotypically normal,
insulin-sensitive and slim.

At six weeks old, the obese Zucker rats were divided into two
groups, one of which was fed with a standard rodent diet, and the other
with a standard rodent diet supplemented with 0.5% bindarit.

The slim Zucker rats of the same age were used as controls and fed
with a standard rodent diet.

Blood samples were taken from the animals periodically (at 6, 16, 28
and 40 weeks old) for enzymatic measurement of the circulating levels
of triglycerides, cholesterol and glucose.

The results are illustrated in Figures 2, 3 and 4.

Figures 2 and 3 show that the administration of bindarit induces a
significant reduction in the circulating levels of triglycerides and
cholesterol.

Figure 4 shows that, as a consequence of the glucose intolerance
and the insulin resistance characteristic of the strain of rats used, the
obese animals show an increase in glycaemia. The treatment with
bindarit induces a significant reduction in the glycaemia.

The diabetic syndrome characteristic of the obese Zucker rats
shows many similarities with human type-2 diabetes and is also
accompanied by appreciable hyperlipidaemia.

The following examples of pharmaceutical compositions are given to
illustrate the invention in greater detail without, however, limiting it.

Example 1
Tablets
Each tablet contains:
a) Active substance:
Bindarit 300 mg



Bi ndari t300 ng b) Excipients: Tronetanol 230 ng Maltitol1 850 ny

Manni t ol 1600 ng K- Acesul fame30 ng - 10 - Sucral o0se30 ng Fl avourings100 ny
Forrmul a B Each sachet contains: a) Active substance: Bindarit sodium
salt309.25 ng (equal to 300 ng of free acid) b) Excipients:

-9-
b) Excipients:

Microcrystalline cellulose 66 mg
Corn starch 50 mg
Sodium starch glycolate 19 mg
Povidone 18 mg
Colloidal silicon dioxide 14.5 mg
Magnesium stearate 45mg

Example 2

Liposomes for administration via the oral and/or injection route
a) Active substance:

Bindarit 4 mg/ml
b) Liposome composition (wiw%):
Phosphatidylcholine 94
Lysophosphatidylcholine 3
N-Acylethanolamine 1
Phosphatidylethanolamine 0.1
Triglycerides 1
Free fatty acids 0.75
DL-a-tocopherol 0.15
Example 3
Granulate
Formula A

Each sachet contains:
a) Active substance:

Bindarit 300 mg
b) Excipients:

Trometamol 230 mg

Maltitol 1850 mg

Mannitol 1600 mg

K-Acesulfame 30 mg



Pot assi um bi car bonat e300 ng Sucr0se2500 ng Fl avourings70 ng K- Acesul f ane50
ng Aspartanme20 ng Exanple 4 Oal drops a) Active substance: Bindarit20 g
b) Excipients: Potassium hydroxide7 g Sucrose20 g Sucrel ose0.5 g

Pol ysor bat e- 200. 2 g Met hyl p-hydroxybenzoat e0. 0189 Propyl

p- hydr oxybenzoat e0. 011 g

-10 -
Sucralose 30 mg
Flavourings 100 mg
Formula B
Each sachet contains:
a) Active substance:
Bindarit sodium salt 309.25 mg
(equal to 300 mg of free acid)
b) Excipients:
Potassium bicarbonate 300 mg
Sucrose 2500 mg
Flavourings 70 mg
K-Acesulfame 50 mg
Aspartame 20 mg
Example 4
Oral drops
a) Active substance:
Bindarit 20g
b) Excipients:
Potassium hydroxide 79
Sucrose 20g
Sucralose 05g¢g
Polysorbate-20 02g
Methyl p-hydroxybenzoate 0.018¢g
Propyl p-hydroxybenzoate 0.011g
Disodium edetate 0.01g
Glycerol 15¢g
Flavourings 69
Purified water gs 100 ml
Example 5

Injectable solutions



D sodi um edetate0.01 g d ycerol 15g Flavourings6 g Purified waterqs 100 mi
Exanple 5 Injectable solutions Each vial contains: a) Active substance:
Bindarit0.3 g b) Excipients: Trometanol 0.24 g Pol oxanmer0.01 g Sodi um

edetate0.001 g Water for injectiongs 10 m
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Each vial contains:
a) Active substance:
Bindarit 03¢
b) Excipients:
Trometamol 0.24¢
Poloxamer 0.01¢g
Sodium edetate 0.001g

Water for injection gs 10ml



- 12 - CLAIMS 1. Use of a conpound of fornula (1): in which Rand R,
whi ch may be the sane or different, are Hor Cl..5 alkyl, and R" is H or
Cl4 al kyl, optionally, when R" is H, in the formof a salt thereof with a
pharmaceutically acceptabl e organic or mneral base, to prepare a

phar maceuti cal conposition for reducing the blood triglyceride, chol esterol
and glucose levels. 2. Use of a conpound of fornmula (I) according to Claim
1, inwhich R" is Hand R=R = CH3. 3. Use of a conmpound of forrmula (I)
according to Caim1, inwiich R is Nat2and R= R = CH3. 4. Method of
treatnment for reducing the blood triglyceride, cholesterol and/or glucose
|l evels in a human patient in whomthe bl ood triglyceride, cholesterol

and/ or glucose |evels are higher than @bAMS the said nethod conprising
the adm nistration of an effective dose of a conmpound of formula (I):

1.  Use of a compound of formula (l):

(1

in which

R and R’, which may be the same or different, are H or C1.s alkyl,
and

R”is H or C14 alkyl,

optionally, when R” is H, in the form of a salt thereof with a
pharmaceutically acceptable organic or mineral base,

to prepare a pharmaceutical composition for reducing the blood
triglyceride, cholesterol and glucose levels.

2. Use of a compound of formula (I) according to Claim 1, in which R”
is Hand R = R’ = CHs.

3. Use of a compound of formula () according to Claim 1, in which R”
is Naand R=R’=CH;.

4. Method of treatment for reducing the blood triglyceride, cholesterol
and/or glucose levels in a human patient in whom the blood
triglyceride, cholesterol and/or glucose levels are higher than
normal, the said method comprising the administration of an
effective dose of a compound of formula (l):



- 13- O in which Rand R, which may be the same or different, are H or
ClL 5 alkyl, and R" is Hor Cl4 alkyl, optionally, when R" is H, in the form
of a salt thereof with a pharmaceutically acceptable organic or mneral
base. 5. Method of treatnment according to Claim4, in which R" is Hand R =
R = CH3. 6. Method of treatnment according to Claim4, in which R is Na
and R = R = CH3.
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in which
R and R’, which may be the same or different, are H or C;_s alkyl,
and

R” is H or C44 alkyl,
optionally, when R” is H, in the form of a salt thereof with a
pharmaceutically acceptable organic or mineral base.

5. Method of treatment according to Claim 4, in which R”is H and R
=R’ = CHas.

6. Method of treatment according to Claim 4, in which R” is Na and R
=R’ = CHas.



