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Olmesartan medoxomil is marketed by Sankyo under the trade name of Olmetec®
or Benicar®. It is available as oral tablets in strengths of 5 mg, 10 mg, 20 mg and 40
mg. The inactive ingredients in the Olmetec® tablets include low-substituted
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Amlodipine is a calcium channel blocker developed for the treatment of

hypertension and other medical indications as disclosed in USP 4,572,909 and USP
4,879,303. Its chemical name is 3-ethyl-5-methyl-(%)-2-[(2-aminoethoxy)methyl]-4-(2-
chlorophenyl)-1,4-dihydro-6-methylpyridine-3,5-dicarboxylate, having the following

Structure:
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Pharmaceutical Development and Technology, vol. 9, No. 1, pp.15-24, 2004
discloses that mixtures of lactose, basic excipients and water induce some instability in
amlodipine besylate because of a Maillard reaction between the primary amino group

and lactose.

As amlodipine is an unstable compound, well-directed approaches are required

to formulate pharmaceutical compositions with reasonable stability.
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t herﬁ[%ele are various types of solid dosage forms that could be considered, but it
cannot be predicted which of these dosage forms combines product stability, solubility
and pharmacological efficacy in the best manner. Generally, a fixed-dose combination
of drugs intended for instant release is prepared by making a powder mixture of a co-
granulate of the two active ingredients with the necessary excipients, by keeping the
basic formulation of one of the corresponding mono-drug preparations and simply

adding the second drug component.

With a combination of olmesartan medoxomil and amlodipine, this approach
does not appear feasible due to the incompatibility of amlodipine with components of
the conventional olmesartan medoxomil formulations. When an Olmetec® based
formulation is used for the fixed dose combination drug, degradation products appear in
the dosage form because of a Maillard reaction between amlodipine and lactose in the

formulation. When a Norvasc® based formulation is used, on the other hand, solubility
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The present invention provides solid dosage forms comprising olmesartan
medoxomil and amlodipine or a pharmacologically acceptable salt thereof, which are
characterized by having less than 2.5 % concentration (w/w) of RNH-6270, less than
0.4 % concentration (w/w) of Impurity D and less than 5.1 % concentration (w/w) of
total impurities and by being substantially free of reducing sugar (particularly a dosage
form for the prophylaxis or treatment of hypertension), the use of olmesartan
medoxomil and amlodipine or a pharmacologically acceptable salt thereof to
manufacture the aforementioned solid dosage form (particularly a dosage form for the
prophylaxis or treatment of hypertension), a method for preventing or treating a disease
(particularly hypertension) in which the aforementioned solid dosage form comprising
pharmacologically effective amounts of olmesartan medoxomil and amlodipine or a

pharmacologically acceptable salt thereof is administered to warm-blooded animals
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(5) A solid dosage formaccording to (1) or (2),
further conprising hydrochl drothiazide or a
phar macol ogi cal |y acceptable salt thereof. (6) A solid
dosage formaccording to (5), having less than 7. 3%
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to (3), wherein said solid dosage formis
substantially free of reducing sugéirs. (11) A solid
dosage form accordi whereiq_said solid
dosage formis substantif ee of reducing sugars.
(12) A solid dosage for ing to (5) or (6),
wherein said solid dosage LS subgyantially free
of reduci ng sugagso,613) A dgsage form according
to any one of (7) to (12), whereinOsaid solid dosage
formhas less than 2.0 _% (w of reducjng sugars.
(14) A solid dosage fo%&@léﬁ]ﬁrﬁﬁl&m one of (7)
to (12), wherein said solid dosage formhas | ess than
0.3 % (ww of reducing sugars. (15) A solid dosage
for _ng@éiﬁ@ﬂ@,'ﬂ%ﬂlﬁseﬁﬂﬁl\f@ﬂﬁ)n‘iﬁoﬁa&s:t 0 (12), wherein said
solid dosage formhas less than 0.05 % (w w) of

(1x eddesaliy dnsgza form comprising olmesartan medoxomil and amlodipine or a

pharmacologically acceptable salt thereof, having less than 2.5 % concentration (w/w)
of 4-(1-hydroxy-1-methylethyl)-2-propyl-1-[[2’-(1 H-tetrazol-5-yl)biphenyl-4-
ylJmethyl]-1H-imidazol-5-carboxylic acid (RNH-6270).

2) A solid dosage form comprising olmesartan medoxomil and amlodipine or a
pharmacologically acceptable salt thereof, having less than 0.4 % concentration (w/w)
of 3-ethyl-5-methyl-2-[(2-aminoethoxy)methyl]-4-(2-chlorophenyl)-6-methylpyridine-
3,5-dicarboxylate (Impurity D).

3) A solid dosage form comprising olmesartan medoxomil and amlodipine or a
pharmacologically acceptable salt thereof, having less than 5.1 % concentration (w/w)
of total impurities.

4 A solid dosage form comprising olmesartan medoxomil and amlodipine or a
pharmacologically acceptable salt thereof, having less than 2.5 % concentration (w/w)
of RNH-6270 and less than 5.1 % concentration (w/w) of total impurities.

(5) A solid dosage form according to (1) or (2), further comprising
hydrochlorothiazide or a pharmacologically acceptable salt thereof.

(6) A solid dosage form according to (5), having less than 7.3% concentration (w/w)

of total impurities.



(16) The solid dosage formaccording to any one of

(1), (5 and (7) to (15 having less than 0.5 %
w@osesinati on (ww of KNH6270. (17) The sol pdI/d82@gm03933

formaccording to any one of (1), (5) and (7) to (15)

having | ess than 0.4 % concéntration (ww of

RNH- 6270. (18) The solid dosage fonn according to any

one of (2), (5) and (7) to (15), having less than 0.3

(7Y CNEAHE doRhiO i WolpriSihg loRsEaFthY mPd o ohSi aﬂ_c%‘ﬁnﬁﬁiﬁuﬁje ora

dosage form accordi n%tto any one of (2),
t

phaignacaipgicaly epesgtabbesss hfemofowbsre% m@%ﬁtdoaagafnn(lw w)

lid d f di t
St B e, 50 ) dosage Lorm e ot

(8 oncesdlidaddsage fowhwkcalling @b &), Whgein salde®lid(ddddge Foen is
sol i d _dgsage form according to any one of (4) to (15),
subsiantially fiise o1 e pedvicmesugateoncent rati on (ww) of RNH 6270

9Rnd A gs1 &Jg?gbzgonﬁ a&e&&a@gg%a&vhae SM&@ohafdog@gne%% IS,y

i mpurities he so 5age Form accor
sulmtantiofly (%} of cedficihg)yugdnavi ng | ess than 0. 4 fr’f)

of. RNH 6270 and | ess than 1.5 |

(18 oncaidtas %%&(W\%sor@rlgtt%{ﬁ Whers St solid dosagy Tapmpis

su@@in’tﬂll?%é‘ggré‘dﬁﬁﬁgﬁiga% ding to any one of (1) to (6)
and (16) to (22) wherein the concentration of said

(1Dmpy $Ct15¥1 ctﬂsagaﬁ@umamcﬁémggo thavheremssaidemlidfdoeage form is
ga%? %ted ng.of said solid dosage formfor

ey sy RET gﬂ"“ﬂ@%&‘,ga%d 75% rel ative humidity. (24)

A (12§he Asmliddio@@gea@ﬁnfa@émmg ¢ (FioRg5)! Fhaieth RNEsAHd do&algetf@nn is
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dosage form has less than 0.3 % (w/w) of reducing sugars. ‘

(15) A solid dosage form according to any one of (7) to (12), wherein said solid
dosage form has less than 0.05 % (w/w) of reducing sugars.

(16)  The solid dosage form according to any one of (1), (5) and (7) to (15) having
less than 0.5 % concentration (w/w) of RNH-6270.

(17)  The solid dosage form according to any one of (1), (5) and (7) to (15) having
less than 0.4 % concentration (w/w) of RNH-6270.

(18)  The solid dosage form according to any one of (2), (5) and (7) to (15), having
less than 0.3 % concentration (w/w) of Impurity D. k

(19)  The solid dosage form according to any one of (2), (5) and (7) to (15), having
less than 0.05 % concentration (w/w) of Impurity D.

(20)  The solid dosage form according to amy one of (3) and (5) to (15), having less
than 1.5 % concentration (w/w) of total impurities.

(21)  The solid dosage form according to any one of (4) to (15), having less than 0.5
%o concentration (w/w) of RNH-6270 and less than 1.5 % concentration (w/w) of total

Impurities.
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(27) The SO|Id dosage forn1accord|ng to (26), wherein
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(27)  The solid dosage form according to (26), wherein the excipient is silicified

im;

microcrystalline cellulose and/or mannitol.

(28)  The solid dosage form according to (26), wherein the Iubricant is magnesium
stearate.

(29)  The solid dosage form according to (26), wherein the disintegrant is
pregelatinised starch and/or croscarmellose sodium.

(30)  The solid dosage form according to any one of (1) to (29), wherein the solid
dosage form comprises a tablet.

(31)  The solid dosage form according to (30), wherein the tablet is prepared by direct
compression.

(32)  The solid dosage form according to (30) or (31) wherein the tablet is coated with
at least one elastic film.

(33)  The solid dosage form according to (32), wherein the elastic film contains at
least one hydrophilic polymer.

(34)  The solid dosage form according to (33), wherein the hydrophilic polymer is
polyvinyl alcohol and/or macrogol.

(35)  The solid dosage form according to any one of (1) to (34), comprising 20 to 40

mg of olmesartan medoxomil.
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Fig. 2 shows the results for the rates of dissolution for the formulation of Example 1 and

the formulation of Reference Example 1 as measured in Test Example 2.

[Detailed Description of the Invention]

The solid dosage form of the present invention contains olmesartan medoxomil
and amlodipine or a pharmacologically acceptable acid salt thereof as its active
ingredients, and optionally further contains hydrochlorothiazide or a pharmacologically

acceptable acid salt thereof.

Olmesartan medoxomil can easily be produced according to the methods
disclosed in the art, suitable examples including the methods disclosed in US Patent No.
5,616,599.
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salt, alginine salt, ornitine salt, glutamic acid salt or aspartic acid salt. The preferred

salts are the hydrochloride, nitrate, sulfate or phosphate and the particularly preferred
salt is hydrochloride.

In one aspect of the invention, the solid dosage form has less than 2.5 %
concentration (w/w), preferably less than 0.5 % concentration (w/w), and more
preferably less than 0.4 % concentration (w/w) of RNH-6270. In another aspect of the
invention, the solid dosage form also has less than 0.4 % concentration (w/w),
preferably less than 0.3 % concentration (w/w) and more preferably less than 0.05%
concentration (w/w) of Impurity D. In yet another aspect, the solid dosage form also
has less than 5.1 % concentration (w/w), and preferably less than 1.5 % concentration

(w/w) of total impurities.
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the term “stable” as used herein refers to chemical stability of olmesartan medoxomil
and/or amlodipine or a pharmacologically acceptable acid salt thereof in the solid
dosage forms and indicates the presence of less than 2.5 % concentration (w/w) of
RNH-6270 and/or less than 0.4 % concentration (w/w) of Impurity D and/or less than
7.3 % concentration (w/w) of total impurities. Preferably, the stability is measured
using HPLC to measure the presence of related substances after accelerated testing for
three months at 40°C and 75% relative humidity on the basis of the percentage
concentrations of the impurities relative to the active substances from which they are
derived, e.g. a 2.5% concentration (w/w) of RNH-6270 means that at the time of
measuring, the amount of RNH-6270 is 2.5% of the amount of olmesartan medoxomil

as measured at the same time. This stability data is provided below in Table 1, in terms
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The solid dosage form of the present invention can where desired additionally
contain at least one further additive such as a suitable pharmacologically acceptable

excipient, lubricant, binder, disintegrants, emulsifier, stabilizer, corrective or diluent.

Suitable “excipients” include, but are not limited to, either individually or in
combination, organic excipients including non-reducing sugar derivatives such as
sucrose, trehalose, mannitol or sorbitol; starch derivatives such as corn starch, potato
starch, o-starch or dextrin; cellulose derivatives such as microcrystalline cellulose or
silicified microcrystalline cellulose; gum Arabic; dextran; and pullulan, and inorganic

excipients including silicate derivatives such as light anhydrous silicic acid, synthetic
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carboxymethyl cellulose, calcium carboxymethyl cellulose or internally crosslinked
sodium carboxymethyl cellulose; cross-linked polyvinylpyrrolidone; and chemically
modified starches/celluloses such as carboxymethyl starch, sodium carboxymethyl

starch, sodium starch glycolate, pregelatinised starch or croscarmellose sodium. Of

these, pregelatinised starch and croscarmellose sodium are preferably used.

Suitable “emulsifiers” include, but are not limited to, either individually or in
combination, colloidal clays such as bentonite or bee gum; metal hydroxides such as
magnesium hydroxide or aluminum hydroxide; anionic surfactants such as sodium
lauryl sulfate or calcium stearate; cationic surfactants such as benzalkonium chloride;
and nonionic surfactants such as polyoxyethylene alkyl ether, polyoxyethylene sorbitan

fatty acid ester or sucrose fatty acid ester.
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used by the person skilled in the art to deliver one or more pharmacologically active
ingredients to a patient in a solid form. Suitable solid dosage forms will be well known
to the person skilled in the art, and non-limiting examples of the solid dosage form of
the present invention include tablets (including sublingual tablets and tablets that

disintegrate in the mouth), capsules (including soft capsules and microcapsules),

granules, pills and lozenges. Of these, tablets are most preferred.

A solid dosage form of the present invention may be produced using any
commonly used method well known to a person skilled in the art of pharmaceutical
formulation technology and there are no particular limitations thereon. Examples of
suitable methods include those disclosed in publications such as Powder Technology
and Pharmaceutical Processes [D. Chulia et al., Elsevier Science Pub. Co. (December 1,
1993)].
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Suitable examples of hydrophilic film coating bases include cellulose derivatives
such as hydroxypropyl cellulose, hydroxypropyl methyl cellulose (e.g., Opadry® OY S
38956 (white), commercially available from Colorcon, Inc.), hydroxyethyl cellulose,
methyl hydroxyethyl cellulose and sodium carboxymethyl cellulose; synthetic polymers
such as polyvinyl acetal diethyl aminoacetate, aminoalkyl methacrylate copolymer,
polyvinylpyrrolidone, polyvinyl alcohol (e.g., Opadry® II, commercially available from
Colorcon, Inc.), polyvinylalcol-polyethylene glycol graft-copolymers (e.g., Kollicoat®
IR, commercially available from BASF) and macrogol; and polysaccharides such as

pullulan. Of these, polyvinyl alcohol and macrogol are preferably used.

Suitable examples of enteric film coating bases include cellulose derivatives
such as hydroxypropyl methyl cellulose, phthalate hydroxypropyl methyl cellulose

acetate succinate, carboxymethyl ethyl cellulose and cellulose acetate phthalate; acrylic
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hydr oxypropyl nethyl cellul ose (e.g., Opadry(r) OY S

e L s PR & Pl SR PR P AT AC A R mer LD

and ehdthdcogles zodicapoiiinenSs andoatyrak sibstanced sugh esghellac.
synt hetic polyners such as pol yvinyl acetal diethyl
am noacet ate, am noal kyl nethacryl ate copol yner,

pol ystiifaBleRibmples @0 S\estain r}ﬂéa&yﬁh@écﬁaﬁhgbaie@ iblude cellulose
Opadry(r) Il, comercially available from Col orcon,

denﬁ@t;yes spell as\,qﬂmmcg]h@;lgq;e, pad gclg]ly}ryac@@ dergyajigos such as armnoalkyl
bR AR KR %Es%h9 e eePSRT St o PRRB b Aripton

such as puIIuIan t hese, pol yvinyl aIcohoI and
macr ogal are preferably used. Suitabl e exanpl es of

ent e MEXTFG of tFe-armReye Biffaent caatingdesessiuch pp diose above may also

vl AP AERLTHED) Bt MY R DA oSS LB
phsnnaxioﬁuﬂi@,llycaacd@d)ab}&mtdn@nlres etdlyds pladticirens exdpients dlibridanise
tate ht hal ate; acrylicacid derivatives such as
OPRGIF Y138 PETIY CHOTRR QI TBNISRRIFS £5 NHHEYRE Tyl | . aci d
copol yner LD and nethacrylic acid copolyner S; and
nat ural substances such as shellac. Suitable exanples
of sihstduisercandribé demms lfaﬁbmbdate'sargmbnmohmldnddmlodipine ora

ST .
edIF 0818l RSeo£iNIdh A6 iNd Rti®e E@E’Qﬁénts in the solid

nethacrf?ate copo] yner emul Sion. A mixture of two or

Rgieclonn Pf reaneseabial eripnbeandre daegedatepeidisg oabavesdejors such
as %es%ﬁgﬁy #? ?gch' dJt tf?e z?cllﬁ'vg %P(%eedtlérﬁg hu ﬁ' agﬁngjcotnllso Qge anlglebody weight

al n sul

of]| pi’rwamnol Aillghdi@hltb{e dwegpiabl depuiding oresmaHehs, &ge and the like, in
| asti_.ci zers, .excipients, lubricants, @ggééfyl
the:easoé oral agrginigirationy the desage pf plmesatanda }s typrepdly from 5

mg%sﬁ?%ﬁ%n&e%é?%ly 98 &J‘@Olﬁé‘bbﬁﬁayo{he AoEBIYF taﬂﬁocﬁﬁigg XPg |

odi pi ne’ or
pharmacologically acceptable salt thereof is typically equivalent to from 2.5 mg to 20

mg, preferably 5 to 10 mg per day of amlodipine, and the dosage of hydrochlorothiazide
or a pharmacologically acceptable salt thereof is typically equivalent to from 5 mg to 50
mg, preferably 12.5 to 25 mg per day of hydrochlorothiazide for a human adult. The
dosage can be administered from one to six times, preferably one time, per day

depending on the symptoms of the patients.

In addition, the dosing ratio of olmesartan medoxomil and amlodipine or a
pharmacologically acceptable salt thereof, which are the active ingredients in the solid
dosage form of the present invention, can also be changed over a wide range. For
example, the dosing ratio by weight of olmesartan medoxomil and amlodipine or a

pharmacologically acceptable salt thereof can be typically within a range of 1:50 to



phar macol ogi cal |y acceptable salt thereof and, where

appl i cabl e, hydrochl orot hi azi de or a pharnmacol ogically
w@emepsAabt e salt thereof, which are the acti vePCT/GB2007/003933

ingredients in the solid dosage form of the present

i nvention, can be changed dépendi ng on various factors

such as the activity of each of the active ingredients

and the synptons, age and body wei ght of the patient.

E}P&Hﬂblyt\bﬁluﬁ‘a% ofars £5s: ﬂepl%%ﬁtﬁ)g R SBER Bre tA08s
I"i ke e case of oral adn1n|strat|on t he

commlagl@ 4611 Congeds nmﬂ@/éa xg20/5insg, thopi Ccmp laycri] ﬂ@/érmﬁofrg f
f Q 4 d t
onlyhein rota NGl 5 E Rimloabidet Brf B Te R ntstep Slp RP ulreor

eqivareaofo dafd éxmmrﬁ af hmoﬂq&ihé/ 2dspBdtivel. TFoR Ahetripld@bniinadn
:mgg preferably 5 to 10 per day of am odi pi ne, and
&

%g@@@@g@y@wh}og@ma@dgph p ahargiacelogigally acceptable salt thereof,

typically

AP RAL DY Rl b BRAERNAPIESRL LR Ao 740 VD! T8 Y
phlagnmio gdmyly(af:cdp%ﬂd)@ﬂﬂ thér@@ﬂ’ﬁrﬁiiydﬁ)chmrotmahitﬂﬁ&)!’ﬂ aadul t.
The d sa%&ycan b adn1 |stereg@fron1one to six tines

harraacaiogfaly dResfatls ?re@fa%ﬁn petierllygyhin erangs gt Pk 50 to
5001‘c 56 'ﬁeﬁ@ﬁﬂ)hﬁ@ Hftin : nr]@? ndl'sa'?ﬂnj tgtShfal dSOSPrQQ:nﬂ?tﬂIQfeﬁfed forms are

ol mesart an I prne or
talybta compsiog |46/51I011)2 et/ 5BRS mgmo/ltaﬁzafr mgf 40/585 ahg, 20H0/12.5

nf RELBFLIAS MRBFSELERLS L0y e 2ol 0, dossde form of L1,

actepidie sdiOheR PSRRI ert l'tk?sa‘ij&&h&ﬂlt @ bhBoddyin¥eh@Rdr8éhlorothiazide
ol mesartan nmedoxom | and aml odi pine or a

or grphpivaacelogdfal s labseptablaayalidhireo fegivalenbtoatd aaentsef
thin ange of 1:50 to50:1, preferably

1%@%BR%%&Q%%§%Qeﬂx?9gdg to 5:1. Presently, preferred

forns are tablets conprising 40/10 ng, 40/5 nmg, 20/10

20/ 5 10/ 10 and 10/5 ng of ol nesartan

e d 6'3&9&?‘131 Wrighbof tBeisqlichéosage Rrpieantsries elgiesatanmedoxomil and
e ool P ot Mork et SRR o Brpts
cofitamtiinge40 @i milrsesagalln yetdoxdrhib eabimtaze H@0 @ t&300mg, preferably to

Py Rl et e R R B PR RS GRERTE or
m@oﬁbﬁ[l%& QhO&HisRE by a @Hé&ﬁﬁ%@l@gﬁaﬁ}aﬂceﬁﬁﬁl’eeﬁﬁ ffMREhS as the sole

hydr ochl or ot hi azi de or
active agents, containing 20 mg of olmesartan medoxomil amounts to 50 mg to 150mg,

preferably to about 100mg. The total weight of the triple combination solid dosage
form containing olmesartan medoxomil, amlodipine or a pharmacologically acceptable
salt thereof and hydrochlorothiazide or a pharmacologically acceptable salt thereof,
containing 40 mg of olmesartan medoxomil amounts to 100mg to 400mg, preferably to

about 300mg.

The solid dosage form of the present invention is effective for the prophylaxis or
treatment of, for example, hypertension or diseases caused by hypertension [more
specifically, hypertension, heart disease (angina pectoris, myocardial infarction,

arthythmia, cardiac insufficiency or hypercardia), kidney disease (diabetic nephropathy,



phar macol ogi cal |y acceptable salt thereof can be

typically within a range of 1:50:1-50 to 50: 1-50,
w@e@BesAbt y within a range of 1:5:1-5 to 5:1: 1IPGI/GB2007/003933

Presently, preferred forns are tablets conprising

40/ 10/12.5 ng, 40/5/12.5 nyl840/10/25 my, 40/5/25 ny,

20/ 10/ 12.5 ng and 20/5/12.5 ng of ol nesartan

medoxom |, am odi pi ne or a pharnmacol ogically
glcﬁﬁ@@l%fr ﬁ@ﬂ)lﬁitﬁ%‘r thepBEcRRbsiSUB KRRBYasb®laSd@kshsa TRk al Yhfarction

am odi pi he and hydrochl orot hi azi de or a
CHSﬁ@$ﬁ@EQMG@h%§NHWd£@t@§IabIe salt thereof equival ent

to said amount of hydrochl orothi azi de, respectively.

The total weight of the solid dosage form containing
[Eedmipiselr t an nmedoxoni | and amn odi pi ne or a

phar macol ogi cal | y acceptable salt thereof as the sole

act i N6 Pagrsht igvention Vel henlgsaivag ivrots dataihby way pb B elewing
ex%ﬁﬂ BHR it e s’c&g%g@th Br QQ%e 5&&‘%&?9@&&%&88‘” 200rmg.
e tot al e SO|I dosage form contai ni ng
olnesartan medoxom | and anl odi pi ne or a
Eghar cologlcally acceptabl e salt thereof as the sole
agents contai ning 20 ng of ol mesartan
”EdQXQkunﬁﬁQﬁﬁkﬂﬂ&P 50 ng to 150ny, preferably to
about 1'O0Omg. The total weight of the triple
conﬁmnﬁﬁmﬁnusukﬂunmbsage f or m 48A0 aighi ng ol nesart an

medoxofm |l .. odi pi ne or a pha ol ogically
accé%}lgggfpénég‘?‘s?’gﬁﬁer eof and hy%ﬁ’tgor ot hi azi de or a
pha Athiedatdryh accept abl e sah.bo hiper eof , contai ni ng

ol mesartan medoxomi | anmpunts to | OOy to
406%1161’51@@@@%91:&1@6agl&jupsesooﬁﬁﬁl mge solid dosage

for i nvention ffectlve for the
progkg%géﬁgk%rg gﬁ%nent of , f%ﬁmgxgnple hypert ensi on
or Vsgrsksm sednsied by hyperten@g@nginnre specifically,
hypertension heart disease (an%ina pectoris,
WEar di ac

|nsq%&éqﬁg y or hypercardla) @§GH‘ di sease

(di abeti ¢ hephropat hy, glonerular nephritis or

nephroscl erosis), or cerebrovascul ar dlsease (cerebra
I[ g( !eég‘jr&]fer%rprecp%ee arcgérd?nengg rtlge CO%lBJSltloncilS’[e% above Ssmg the

following steps.

The powder mixture was prepared in a tumbling blender by mixing the active
ingredients (milled olmesartan medoxomil and amlodipine besylate) with pregelatinized
starch, silicified microcrystalline cellulose and croscarmellose sodium.

The powder mixture was then screened, using a screening mill, with a 1.9 mm
screen. The screened powder mixture was blended again in a tumbling blender.

Magnesium stearate was added to the powder mix and blended in the tumbling
blender to produce the final blend. The final blend was compressed into slightly convex
tablets using a rotary press, the size and shape appropriate to the tablet strength.

The coating suspension was prepared by dispersing Opadry® Il in purified
water. The tablet cores underwent a film-coating procedure using standard coating

equipment.



The present invention will be described in nore detail

by way of the follow ng exanples, but the scope of the
wWEe@sesnioT nvention is not Iimted thereto. Exampi/eB1007/003933

Conposition of a tablet: O nesartan nmedoxom | 40.00 ng

Al odi pi ne besyl ate 13.89 ntp Pregel ati ni zed starch

70.00 ng Silicified mcrocrystalline cellul ose 65.31

ng Croscarnel |l ose sodi um 10. 00 ng Magnesi um stearate
E%Iﬁ s Qpadry(r) p 8.00 ng Total weight 208.00 ngy

abt'et’'s were prepared according to the conposition
| i stCathpabitloa ofiaitabdett he fol |l owi ng steps. The powder

m xtyre was prepared in a tunbling bl ender by m xing
t he Ojrl%’le?%nir‘%@iloé@inént s (m |1 ed*GPPB&art an medoxoni |
and gm.afiR mevhgsyl ate) w th pregghatini zed starch,
silicl foi ii)‘ldrmijrrit?n%?[ocryst alline cellul oge and

cr o$halrovhldrothéazsisdi um The povidey0 migxt ure was t hen

screened,. usi.n screening ml] |, Wwth a 1.9 nm
scr?é?ﬁeaf‘ﬁézegé%é‘ghed powder midSuqoemﬁ/as bl ended agai n
I N gifiddl hitGo Y QNURE cellVigBES i lUM43tg@r at e was added to
the powder m x and bl ended in the tunbling blender to
pr ofuescarrhalose pediubl end. The flSARImMS| end was

co essed into . slightly conv ablets using a rotary
pr gz\@?gn?ﬁlemsﬁtezaéatgnd shape app?%%%n%te to the tabl et

st r @gtih:® Mhe coating suspensi phoWvasg prepared by

di spersing Opadry(r) Il in purified water. The tabl et

cor d9tlmssEhent a fil m coati ng®9F¥®8ur e using
standard coati ng

Tablets were pfepared according to the composition listed above using the
following steps.

The powder mixture was prepared in a tumbling blender by mixing the active
ingredients (milled olmesartan medoxomil, amlodipine besylate and '
hydrochlorothiazide) with pregelatinized starch, silicified microcrystalline cellulose and
croscarmellose sodium.

The powder mixture was then screened, using a screening mill, with a 1.9 mm
screen. The screened powder mixture was blended again in a tumbling blender.

Magnesium stearate was added to the powder mix and blended in the tumbling
blender to produce the final blend. The final blend was compressed into slightly convex
tablets using a rotary press, the size and shape appropriate to the tablet strength.

The coating suspension was prepared by dispersing Opadry® II in purified
water. The tablet cores underwent a film-coating procedure using standard coating

equipment.



equi pnent . Exanpl e 2 Conposition of a tablet:
A nesartan nedoxom | 40.00 ng Anl odi pi ne besyl ate
wda 300803217 Hydr ochl or ot hi azi de 12. 50 ng Pregel ap¢iGB2@7/003933
starch 105.00 ng Silicified mcrocrystalline cellul ose
112.41 ng Croscarnel |l ose so@um 15. 00 ng Magnesi um
stearate 1.20 ng Opadrv(r) |1 10.00 m Total weight
310.00 ng Tabl ets were prepared according to the
f ] [ [ : foll owi ng steps.
R#%EH%EW% x(tﬁl}?lgte\%a@?éger&e%g?gﬁ{ll a tunbling bl ender
by rfompagitidueofageblee i ngredients (milled ol mesartan

medoxom | , am odi pi.ne besylate a

hydr%ﬂsﬁa&tlﬂ?‘%ﬁog‘éy with pregel g&oﬂin}%d star ch,

si | i ginfdddnébssyRed ystal line cel | yi g 0and

croscarnel | ose sodium The powder m xture was then

scr deavesubstigitefphwirexspeemilesgulese | 80WOmAga 1.9 nm
scregn,. TIh cr d_powder m xt was bl ended again
in gﬁ%cﬁ%ysﬁ%%m%ggpﬁl & p Magnesi umﬁg't%gé?%te was added to
t he InpwdemorbXydmd bl ended in thEtsnapi ng bl ender to
produce the final blend. The final blend was
conprxdeedronitierlgiasght | y convex tA¥0&ES using a rotary

Presgy :elgﬁ?ﬁétgaga@nd shape appropriggge .0 the tablet
n.

strengtl e coating suspension was prepared by

di spep=aliy® ONEBRYSG) 11 in purifiEdotaier. The tabl et
cor nderwent a filmcoating procedure using

sta gld”‘?}%%i ng 4?2'88111%

Tablets were prepared according to the composition listed above using the
following steps.

The powder mixture was prepared in a wet high-shear granulator by mixing the
active ingredients (milled olmesartan medoxomil, amlodipine besylate) with low-
substituted hydroxypropylcellulose, microcrystalline cellulose, lactose monohydrate and
hydroxypropylcellulose and then kneaded with purified water.

The wet granules were screened, using a screening mill, with a 9.5 mm screen,
and then dried in a fluid bed dryer.

The dried granules were screened, using a screening mill, with a 1.9 mm screen.

Magnesium stearate was added to the screened granules and blended in the
tumbling blender to produce the final blend. .

The final blend was compressed into slightly convex tablets using a rotary press,
the size and shape appropriate to the tablet strength.

The coating suspension was prepared by dispersing Opadry® OY S 38956
(white) in purified water. The tablet cores underwent a filmcoating procedure using

standard coating.



equi pnent . Reference Exanple 1 (A netec(r) based

formul ati on) Conposition of a tablet: d nesartan
woreasnsamt 40. 00 ng Aml odi pi ne besyl ate 13. 89 PgI/GB2007/003933

Low substituted hydroxypropyl cel |l ul ose 80.00 ng

M crocrystalline cellul ose 40.00 ng Lactose

nmonohydrate 232.51 ng Hydroxypropyl cel |l ul ose 10. 00 ny

Magnesi um stearate 3.60 ng Opadrv(r) OY S 38956 12.00

Tot al i ght 432.0 Tabl ets were prepared
Teg%%’mﬁﬁé@%ggﬁétagﬁ%%ﬁfgi on |isted above using the
fol |thet§b§9§mn51laq t@%W@sltedmveﬁe BOLISEDPRERA &Gvitdeiccant,

wet hi gh-shear granul ator m xing the active
anil mlgerlmiﬂ@nwe closed Bghtbi Witk a&ﬁ%ﬁﬁ sm@m dht fabledsindhe pptiles were

L) t tit cel | ul ose,
St(ﬁ?cigto@r @slingl?ll %r#é eﬁ@? %Cgéejlte a?e %{&29&%%&%% ate and
hy driapyitiepddrized fehoseranadohn beahﬂ@@mﬁde&mhumﬂm diledipine
wat er . The wet granul es _were screened, usi

mﬁtqté‘ehetswgerﬁfi@tmnw@ By &P3.G5(AaentHAsystema, AR deshwglogies
Cds.,glrtgghggéQeﬁﬁgw%feya%rfolld—\pg dried granul es were

using a screening mll, with a 1.9 nm
screen. Magnesi um stearate was added to the screened

granﬁl es nd bl ended in the tunbling blender to
proc( e final blend. The final blend was
corrpressed I Mm@ P NP ©Exhiaple 1 $ RESdrBde BxdPiAL Y
press, the size and shape appropriate tio the tablet
st r ¢ FQ¥H6270 0.57 0.38 0.46

Impurity D 0.31 0.04 0.04

Total
- 0.87 1.55
impurities

As can be seen in Table 1 and Fig. 1, the formulation of Example 1, a
formulation of the present invention demonstrated superior stability compared to
olmesartan medoxomil and amlodipine formulations commercially available as

Olmetec® and Norvasc®, respectively.

Based on the results presented in Table 1 and Fig. 1, a correlation can also be
seen between the formation of impurities and the presence or absence of reducing
sugars in the formulation. Reference Example 1, which had lactose in the formulation,
had a relatively high level of total impurities after three months. In contrast, the
formulation of Example 1 was substantially free of reducing sugars in the formulation
and consequently had a significantly lower level of total impurities relative to Reference

Example 1.

Thus, the data in Table 1 and Fig.1 indicate that the stability of dosage forms
comprising olmesartan medoxomil and amlodipine can be improved depending on the

presence or absence of reducing sugars in the formulation.



The coating suspension was prepared by di spersing

Qpadry(r) OY S 38956 (white) in purified water. The
wo a808216Dr es underwent a fi hncoati ng procedur BCUEBR@7/003933

standard coating. Test Exanple 1 Storage stability test

The tablets of Exanple 1 to2be tested were put into

HDPE bottles with desiccant, and the bottles were

closed tightly with a HDPE screw. The tablets in the

_ : at 4 QOC under 75% R H. (the

Teg[g%%@?%?g%%oest?{nq?%r 3 nonths. Inpurities derived

f r offodéigscatiadn testingfofal tal starfiBxampixdh aa MH/U8R dlissolution tester

am odipjne.in the tablets were determ ned by HPLC .
cap Rard ith & SiaB R SRABODIIPTEE, SYRtn G Agnletaggonent- Analysis
M) Jas uGBg results were as follows: (Table 1) As can

be 'seen in Table 1 and Fig. 1, the formnul ati on of
Exanple 1, a formulation of the present invention

de strated superior ability conpared to ol nesartan
rreggi%ﬁﬁe}'pﬁrﬁﬁle %?aiaﬁ)ff‘?s'lg’wfsm nul ati ons commercially

avaivehilg: as Phegjheebufefsiuie YASE ) 0.5 @R @akimye! v.

Based on the results presented in Table 1 and Fig. 1,
a corodanet i on968n/-d be seen between the formation

of impurities t hgopresence or absence of reducing
%B a%lfrg'eﬁgb?ﬁupgtl@on. Ref erence Exanple 1, which

sugars*in
had Badctypse | USHeppherwad ati on, had a relatively high
| evel of total inpurities after three nonths. In
contHESE, t he SPdPHul ¢ f¥R of Exanple 1 was
substantially free of reducing sugars in the
formul ati on and consequently had a significantly | ower
| evdheamonntsalf olmgrartart inedoxomtibsnd/amliodipRef asglatealissolved were
Exanpl . . Thus, the data.i I and Fi.g. | .
et s Nk Seondianr oy Aol e e otign
un@TBS & E@Rp ARG XA rbsRBEyARtREH RBisBR1i6AN be i nproved
dependi ng on the presence or absence of reducing
sugars in the fornul ation. Test Exanple 2 Dissol ution

(Tiigh)

Example 1 — Reference Example 1 —
Dissolution (%) Dissolution (%)
Olmesartan medoxomil 84.0 74.0
Amlodipine besylate 91.7 89.4

As can be seen in Table 2 and Fig. 2, the formulation of Example 1
demonstrated superior dissolution properties for both olmesartan medoxomil and

amlodipine besylate compared to the formulation of Reference Example 1.

Test Example 3 Storage stability test

The tablets of Example 2 to be tested were put into HDPE bottles with desiccant,
and the bottles were closed tightly with a HDPE screw. The tablets in the bottles were
stored at 40°C under 75% R.H. (the accelerated test) for 3 months.

Impurities derived from degradation of olmesartan medoxomil, amlodipine and

hydrochlorothiazide in the tablets at the end of the 3 month period were determined by



For dissolution testing of a tablet of Exanple 1, an
EP/ USP di ssol ution tester equipped with a diode array
WG p@ssaphot onet er, suitable for Milti-conponePtF/GB2007/003933
Anal ysis (MCA) was used. The key paraneters are as
foll ows: Medium Phosphate paffer solution pH 6.8 +/-
0.5 (Jap. Pharm) Volune: 900 +/- 9 niL Tenperature:
37.0 +/- 0.5 0C Bath type: USP apparatus 2 Stirrer: 50

F3 a n t '
e A e e A G S
follid4:1 - Conponent - Anal ysi s (I\/CA) of filtered portions of
the solution under test in conparison with respective
reference solutions. (Table 2) As can be seen in Table
2 anghigy 2, the formulation of Exanple 1
dennnstra?ed superior dissolution properties for both
ol m=sart an medgxOmictec@®ricdNamdso®i plliwnipéslyl at eExaomba? ed
to th arapl-atit-on—of—Reference —Test
Exanp WG\%?% age stability test Theﬂ[ abI ets o 34
ExarrpIImpantyo) be tested.stere put| i nt@04DPE bot t40e@ Wit h
desi-ccant ; -andtheb
HDPE scref#l The t abl
40C|undgfuriid® R H.  (
d

nontths—Hapuriti-es

H ht | PUER 3 =
Ut T TmC o WCIT T CTruooCcu U1 IIl.Ty VVI UTl O.
ts in the pottjes were st@g¢d at
st), for
At 1

fa F
R—o+

ol nesart an nedoxom |, Iarri

hyd r g ashietotbRas

nmont %Jél% gg%v\gfgﬁgee% gﬁnﬁﬁgﬁiﬁ%ﬁt& Eﬁ%m gilalqe n{ﬁ@&ilo% aron
fosydtgersof tAgiptaatt iTentino dagortrad. sypdriat sjabilith eompared te

olmesartan %nefd%lxlo il and gm?ocilpme }ormulatlons commercially available as

Olmetec® and Norvasc®, respectively, with significantly lower levels of RNH-6270
and Impurity D even after accelerated testing for 3 months. The friple combination
formulation of the present invention showed excellent stability; indeed, it can be seen
from the above comparison that the stability was even a little higher than that for the

double combination product of the present invention tested in Test Example 1.



As can be seen in Table 3, the fornul ati on of Exanple
2, atriple conbination fornulation of the present
WO pwensilon denonstrated superior stability conper/e#2a00/003933
ol mesartan nedoxom | and am odi pi ne fornul ati ons
commercially avail able as Opgetec(r) and Norvasc(r),
respectively, with significantly | ower |evels of
RNH- 6270 and Inmpurity D even after accelerated testing
pl e conmbi nati on formnul ati on of
T?ﬁgx%?@p @“ﬁﬂ@gﬂ?%ﬁt showed excellent stability;
| nde@s didsblu€ian tdaeing 6LMNtabled 6T EXeans16 QY e EPMUSH dislutionatster
the stability was even a little higher than that for
equiped Sty @eé%wwe@wp&p@mﬁé@ %ﬂtag}@é%%%%ﬁ@mponent—Analyms
gtested in Test Exanple 1.Test Exanple 4
(%éggl%?%on test For dissolution testing of a tabl et
of Exanple 2, an EP/USP di ssol ution tester equipped
with_a diode array s ﬁ hot oneter, suitable for
wul t o ﬁ%?ﬁeﬁVﬁﬂééﬁ’ ) was used. The key
par ageliehe ar Cpisphal B@Pf? soMﬁgh 4 6. Etmpbejaﬁ Bysher
solution pH 6.8 ar Vol unel 900 */- 9
mL T%@mﬁmaturé%XBW—enﬂl 0. 5C Bath type: USP appar at us
2 St rrer %‘P‘;Snf rpm The anounts of ol nesartan
nmedo 6 r? esyl ate and hydrochl or ot hi azi de
di sspityeﬁpewer eudptpgpdrhaed by Multi-Conponent - Anal ysis
(NCA of filtered portlons of the solution under test
Hpar i son W mom regdgeet i ve reference sol utions. The
results from Test Exanpl'e 2 above are included for
conmparison. (Table 4) As can be seen in Table 4, the
f or Mikeadrm@mtHdS dhteegtaa nZeddeomit sirmptRthebe glatoeind

di ssol ution_ properties for ol nesartan medoxom |
hygrehinrpihireideedisrolited wgseidetermined by Mult1—Component—Ana1y51s (MCA)

of filtered portions of the solution under test in comparison with respective reference

solutions. The results from Test Example 2 above are included for comparison.

(Table 4)
Reference Example 1 Example 2
Olmesartan medoxomil 74.0 84.0 82.0
Amlodipine besylate 89.4 91.7 90.0
Hydrochlorothiazide 99.0

As can be seen in Table 4, the formulation of Example 2 demonstrated excellent
dissolution properties for olmesartan medoxomil, amlodipine besylate and

hydrochlorothiazide.

On the basis of the above experiments, it can be readily determined that both the
quality and the stability of tablets of Examples 1 and 2 prepared according to the present

invention are fully satisfactory.



hydr ochl or ot hi azi de. On the basis of the above
experinments, it can be readily determ ned that both
wo b@sqseabity and the stability of tablets of BExerpBe®7/403933
and 2 prepared according to the present invention are
fully satisfactory.[Industral Applicability]
According to the present invention, a stable solid
dosage form conprising ol nesartan nedoxom | and
am odi pi ne or a pharnacol ogi cally acceptabl e salt
t hereof, and optionally conprising hydrochl orothiazi de
[Indystpbt Appleabilitl M5 1. A solid dosage form conprising

ol mesart an doxom |. and am odi pi n r a ..
har REEsRGs P g afhste L sdfidReef omopmyriviass
olthBaftar nfed¥k GO0 68N bi@ddisine 63 Marmacolo %ically acceptable salt thereof,
of 4- (| - hydr oxy4- et hyl'ethyl)-2-propyl-1-[[2'-(IHtetra

ang gptisnally)ogmpiisimg|hydrochlorothiazide is obtained.
ylJmethyl]-1 H i m dazol -5-carboxylic acid (RNH 6270).
2. A solid dosage form conprising ol nesartan nedoxomni |
and am odi pine or a pharmacol ogi cally acceptable salt
thereof, having less than 0.4 % concentration (ww) of
3- et hyl - 5- et hyl - 2-[ ( 2- ar ni noet hoxy) et hyl ] - 4- (2-chl or
ophenyl ) -6- et hyl pyri di ne- 3, 5-di carboxylate (Inpurity
D). 3. Asolid dosage form conprising ol nesartan
medoxom | and aml odi pi ne or a pharmacol ogi cal |y
acceptable salt thereof, having less than 5.1 %
concentration (ww) of total inpurities. 4. A solid
dosage form conprising ol nesartan nedoxom | and
am odi pi ne or a pharnacol ogi cally acceptabl e salt
t hereof, having less than 2.5 % concentration (ww) of
RNH 6270 and | ess than 5.1 % concentration (ww) of
total inpurities. 5. A solid dosage formaccording to
claim1 or claim?2, further conprising
hydr ochl or ot hi azi de or a pharnacol ogi cally acceptabl e
salt thereof. 6. A solid dosage formaccording to
claimb5, having |l ess than 7. 3% concentration



(Ww of total inpurities. 7. A solid dosage form
conprising ol nesartan nedoxom | and anl odi pi ne or a
Weba@shtxot ogi cal |y acceptable salt thereof, WhRCEGB2007/003933
said solid dosage formis substantially free of
reduci ng sugars. 8. A solidglosage form according to
claim1l, wherein said solid dosage formis
substantially free of a reducing sugars. 9. A solid
dosage form according toéﬁlr im 2, wherein said solid
dosage formis substanti mee of reduci ng sugars.
10. A solid dosage formaccording to claim 3, wherein
said solid dosage formis substantially free of |
1. r edciotig desaymerform ¢amprisisg binesartanaged FxopH adcanladingeras

phgiseRagieril 7o op PE F Rl NG g 4rEl 13 78 sonsspifion (v
of H9B A9 PGS RAIIIB-pkepyCil {1 (B Hopratckisnylfhiphdngt-¢i n
said solid dosage formis, substantially free of

ylmethytl- Ha-imidsae ks -carboxylicsssid RNS4d)- f or m according to
any ,one. of ¢ : i i d-s0l4

2. For i R ogle o sSb s A g] Bedficimifond fuagAtfy o

phﬂnﬁdét 121'0@%/\0%@55 ag%pfablegﬁahmlfméd]dMiﬁg)leMmm Ad %fcondeatragoriy(w/w)

0 , erein ( h .

of TSP 81 BeP g SR SR el Budif EByridine-
9 ' n f clai 7 to 12, wh i

34 B B O TBNY O0C Ol e than 0. 05 7 (wi g of

3. r educialil duger frm t6mplikiag obhésdrtansadexdnoil ardamspdiiipgor a

to any one of clains 5 d.7 to 15 vy | ess.:
heyTaniet aesep Pl o SR el b ST e SBR B)
of 49sBgHutiAEM according to any one of claims 1, 5 and 7
to 15 having |l ess than 0.4 % concentration

> on (ww . of
4. RNH-%6 25101 dobgge fhive copipriging obmesarthn mel el ans gmicsingpg or 2
phgggac%Io gcl:(!,aﬂly rgl%ce%’tab?e saaﬁltqhgregt? h;’éng E@é’ 38 2.5 % concentration (w/w)
of RNH-6270 and less than 5.1 % concentration (w/w) of total impurities.

5. A solid dosage form according to claim 1 or claim 2, further comprising
hydrochlorothiazide or a pharmacologically acceptable salt thereof.

6. A solid dosage form according to claim 5, having less than 7.3% concentration
(w/w) of total impurities.

7. A solid dosage form comprising olmesartan medoxomil and amlodipine or a
pharmacologically acceptable salt thereof, wherein said solid dosage form is
substantially free of reducing sugars.

8. A solid dosage form according to claim 1, wherein said solid dosage form is
substantially free of a reducing sugars.

9. A solid dosage form according to claim 2, wherein said solid dosage form is
substantially free of redilcing sugars.

10. A solid dosage form according to claim 3, wherein said solid dosage form is
substantially free of reducing sugars.

11. A solid dosage form according to claim 4, wherein said solid dosage form is

substantially free of reducing sugars.



| ess than 0.3 % concentration (ww of Inpurity D. 109.

The solid dosage form according to any one of clains
WwWQ@?2008/03107 7 to 15, having less than 0.05 % PCT/GB2007/003933

concentration (ww of Inmpurity D. 20. The solid

dosage form according to ang7one of clains 3 and 5 to

15, having less than 1.5 % concentration (ww of

total inmpurities. 2 1. The solid dosage form accordi ng

1., R0 SR ool Ui 0 €S8R BiMos
foﬁ’ﬁmman‘aﬂl}omee(oﬂ/wducﬂfg dugbral i npur i t| es. 22. The

sol i d dosage form accqrdi ng one of cl al ns. 4 to
1315, z‘hé@lﬂiaoaaé% TR ASROTENG t%ﬂ%ﬂ%%?ﬁ/ daimsoffo s Wheigin said solid

]&gﬁg ation (ww of
do%f@alﬁqr%ﬁ%?% F%? OtZ%§Q,4\%)e§fs e/? ﬁség{ge form accordi ng
14t o ahyolmhéosxage ol avsordirtgdo Gnpnoke dtclsionsZ2tovit2e whereirnt dagd solid
Jgonce on of [ uriti es is that
P e s ool TR iR R sl d ool 1o
15‘3'0S @Q@oﬁ@ﬂéﬁaﬁ@fmﬁ@fc@&dﬁ%‘% Ry 8he 0Gaialkd 169% wBbRY] %81 solid
hum dity. . The solid dosage formaccording to any

doeme @fmd‘lla&lqﬁz%th&nﬂ&ﬂ’@ (wiver ofirpduciveg sughedi pi ne i s
resgnt the f.orm of i.ts, besyl at .
165 sl g s PR rdib g P Cafp PeRnb - £Rig 74715 fayine
lest4harf 0I5 Phebncean@idrSivig) 6NRNBI-6ITY € phar macol ogi cal |y
accce)ft abl e add| tives. 26. The solid dosage form

17acc tdgsage dpim pxordipg foeany ot glaempt, hasde7 to 15 having
BB LR g 10 e 2o 100
18 mul 'Bidf dsotid slosak divinh haverding ttmnyemblo\fehiramﬁ, Slhddretd K5, having

27, T olid daos formaccording to claim 26,
16%%%&3 /Sﬁ%n@ﬂg?tﬁ?“e&‘f/w? LUty P ed ni crocrystal line
15ce! I len38a U8R TR ARG A o880kt 930021 £, Bhving
according to clalm 26, er el ricant

less than 0.05 % concentration (W/W) of Impurity D.
20. The solid dosage form according to any one of claims 3 and 5 to 15, having less
than 1.5 % concentration (w/w) of total impurities.
21. The solid dosage form according to any one of claims 4 to 15, having less than
0.5 % concentration (w/w) of RNH-6270 and less than 1.5 % concentration (w/w) of
total impurities.
22.  The solid dosage form according to any one of claims 4 to 15, having less than
0.4 % concentration (w/w) of RNH-6270 and less than 1.5 % concentration (w/w) of
total impurities.
23.  The solid dosage form according to any one of claims 1 to 6 and 16 to 22
wherein the concentration of said impurity or impurities is that measured after
accelerated testing of said solid dosage form for three months at 40°C and 75% relative
humidity.
24, The solid dosage form according to any one of claims 1 to 23 wherein the
amlodipine is present in the form of its besylate salt.
25. The solid dosage form according to any one of claims 1 to 24, further

comprising one or more pharmacologically acceptable additives.



magnesi um stearate. 29. The solid dosage form

according to claim26, wherein the disintegrant is
w@e@gmeBAani ni sed starch and/ or croscarnel | ose spdi/GBR007/003933

30. The solid dosage form according to any one of

claims 1 to 29, wherein theggolid dosage form

conprises a tablet. 31. The solid dosage form

according to cI aim 30, wherein the tablet is prepared

2607 b i G T Etardifie Wfut 2 whef @R i BF Hore

phefadcdth gmem adteptSASAd RS At ARl deted frdNex &BientblI@bSOANt ] binders,
dosage form according to claim32, wherein the elastic

dmmema@@n@whgﬁ% stabﬁ@prsmérentmsaﬁﬁuduhl@ntbol ymer. 34.

3 i By -
the dérogsgl:aﬁaig% 119 %/Jrgg?&iﬁ odcl.l gliéo }yfl‘l ?F%Hqﬂﬁe xeipls gs'rsﬂlclﬁed
nﬂmmﬂhneae&luldﬁhan@@ﬂmdmdﬁﬁage form accor di ng to any
one of claims 1 to 34, co s_igg:? 20 ta 40 ngqiof )
28ohn ek kA deeass:ferm pecondng G heedn e IpbEGAnt is
any one of clains 1 to 35, conprising 5
m?éh%%gﬂi éwﬂ?tgam odi pi ne or a pharmacol ogi cal |y
2%cc émeadm[hd desdge fofm audouﬂng)tméamqm watleegit theodiSntegrabOisny
of ~an. Oﬂo‘? @f 7. The s osage formaccording to
pregrlatiised sfarel} gdfer cfose OS% sing 12.5 to 25 ng of
3chyd rﬂgﬂoﬁﬁ%'é‘é%%ﬁﬁ aordnP RAdiiRERl 286k I Yo 26, Qﬂﬂ%ré!ﬁ |ﬂ?e solid

salt of hydroc Ioroth|a2|de equivalent to 12.5 t
dosggedbrmyedmpeisesor teblel. azi de. 38. A net hod for the

3o ol gl o e findle (BT A0 FMREER i efigtis prepared by

dlﬁadmm@‘éﬁdiérng to said ani mal an effectlve anmount of a

solid dosage form accordi n? to any one of clainms 1 to
3237. The solid dosage form according fo 30 or claim 31 wherein the tablet is coated

with at least one elastic film.

33.  The solid dosage form according to claim 32, wherein the elastic film contains at
least one hydrophilic polymer.

34.  The solid dosage form according to claim 33, wherein the hydrophilic polymer
is polyvinyl alcohol and/or macrogol.

35.  The solid dosage form according to any one of claims 1 to 34, comprising 20 to
40 mg of olmesartan medoxomil.

36.  The solid dosage form according to any one of claims 1 to 35, comprising 5 to
10 mg of amlodipine or a pharmacologically acceptable salt of amlodipine equivalent to
5 to 10 mg of amlodipine.

37.  The solid dosage form according to any one of claims 1 to 36, comprising 12.5
to 25 mg of hydrochlorothiazide or a pharmacologically acceptable salt of
hydrochlorothiazide equivalent to 12.5 to 25 mg of hydrochlorothiazide.

38. A method for the treatment or prophylaxis of hypertension in a warm-blooded
animal in need thereof, comprising administering to said animal an effective amount of
a solid dosage form according to any one of claims 1 to 37.

39.  Use of a solid dosage form according to any one of claims 1 to 37 in the

manufacture of a medicament for the treatment or prophylaxis of hypertension.



39. Use of a solid dosage form according to any one of
claims 1to 37 in the manufacture of a nedi canent for

wo b@sosaat ment or prophyl axi s of hypertensi on. BOI/GB2007/003933
solid dosage form according to any one of clainms 1 to
37 for use in the treatnent29or prophyl axis of
hypert ensi on.

40. A solid dosage form according to any one of claims 1 to 37 for use in the

treatment or prophylaxis of hypertension.



