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BPH. The extent of the improvements is limited with this therapy too, and an increase in the effect

is desirable. In addition, side effects occur during therapy with 5-a reductase inhibitors, for

20  example male sexual function.

The use of PDE 5 inhibitors for the treatment of symptoms of benign prostatic hyperplasia has also
been proposed (Forssmann et al., US application 2003/0199517 A1). According to the description
in section 0027 on page 3 of the application, however, they are administered orally in “usual
galenic preparations such as tablets, coated tablets, capsules ....”. This form of therapy has, besides

25  inadequate efficacy and too short a duration of action, the problem of mediocre tolerability.

Combinations of the said groups of medicaments have also been described in some cases. Thus,
combination of a selective a-adrenergic receptor antagonist with a cGMP PDE inhibitor has been
described for the treatment of impotence (Wyllie, US 2003/0040514 Al). However, this
combination has not come into use for the treatmerlt of impotence. The main reason for this is
30 evidently that this combination is regarded as contraindicated because of tolerability
disadvantages. Thus, the US list of drug products “Physicians’ Desk Reference” states the

following contraindications for the product Levitra® tablets (vardenafil): “Because the
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hal f-1ife 1S5ummaryefthe inventiohese preparati ons have the advantage of
distinctly inproved efficacy for bladder voiding inpairments associ ated
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t e current docinhibiter that the combinations according to the invention are
contraindicated, by the fornmulation in the preparations according to the

i nvention. %ﬁd is furthernore possible with the conbination according to the
invention of a 5-a reductase inhibitor with a cGW PDE 5 inhibitor in
controlled- release fornulation or with a cGW PDE 5 inhibitor with a |ong
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flow, smaller quantity of residual urine, reduced need for nocturnal urination, less bladder
irritation or imperative urge to urine. In addition, there is also the possibility of keeping the dosage
of each of the combihation partners rather low compared with the respective monotherapy and thus
@ 20  achieving an improved tolerability of the therapy. It has been possible to supersede the current
doctrine, that the combinations according to the invention are contraindicated, by the formulation
in the preparations according to the invention. It is furthermore possible with the combination
according to the invention of a 5-a reductase inhibitor with a cGMP PDE 5 inhibitor in controlled-
release formulation or with a ¢cGMP PDE 5 inhibitor with a long half-life to diminish the

25  disadvantageous effect of the 5-o reductase inhibitor on male sexual function.

A ternary combination of selective a-1 adrenoceptor antagonist in controlled-release formulation,
5-o. reductase inhibitors and PDE 5 inhibitor is also possible, for example tamsulosin in controlled-

release formulation, finasteride and vardenafil in controlled-release formulation.

The said compounds can be combined without restriction, for example through a combination pack
30  which comprises pharmaceutical forms of the respective substances and comprises on the pack, the

package leaflet or a label an instruction to take the pharmaceutical forms on the same day. It is
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with a PDE 5 inhibitor of long half-life, for example tadalafil, or to combine a 5-o reductase

inhibitor with a PDE 5 inhibitor of short half-life, for example vardenafil or sildenafil. In the first
case, the pharmaceutical form releases the a-1 adrenoceptor antagonist in controlled form and
comprises the tadalafil in fast-release form. In the second case, the pharmaceutical form releases
25 the PDE 5 inhibitor in controlled form and comprises the 5-o reductase inhibitor in fast-release
form. Examples of singly sustained-release pharmaceutical forms are capsules which comprise the
controlled-release combination partner in the form of pellets, minitablets or tablets, and the fast-
release combination partner in the form of a powder, compact, tablet or pellet. A further possibility
is represented by sustained-release tablets which consist of at least two different active ingredient
30 layers. One comprises the controlled-release combination partner. Its release is controlled for
example by incorporation in an insoluble matrix or erodable matrix. Another active ingredient
layer of the tablet comprises the non-controlled-release combination partner in a conventional fast-
release form. A further possibility is represented by sustained-release tablets with a monolayer

structure. These comprise the o-1 adrenoceptor antagonist in the form of diffusion pellets, and the
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G o-1 and o-1A adrenoceptor antagonists are known and are in the context of this invention
collectively termed o-1 adrenoceptor antagonist. Tamsulosin, alfuzosin, doxazosin and terazosin
are particularly preferred. The compounds can be employed as base or salt and each of these in

25  varying hydration level and modification. The preferred doses and forms are 0.2 — 0.8 mg of
tamsulosin HCI, 5 — 20 mg of alfuzosin HC], 1 — 16 mg of doxazosin mesilate and 2 — 20 mg of

terazosin HCI.

5-a reductase inhibitors are known. Finasteride and dutasteride is particularly preferred. The

preferred doses are 1 — 10 mg of finasteride and 0.2 - 1 mg of dutasteride.

30 ¢GMP PDE 5 inhibitors are known. Vardenafil, sildenafil and tadalafil are particularly preferred.
The compounds can be employed as base or salt and each of these in varying hydration level and
modification. cGMP PDE 5 inhibitors having a long half-life mean those whose half-life is more
than 8 hours. cGMP PDE 5 inhibitors having a short half-life mean those whose half-life is equal
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whi ch conprises a 5-a reductase inhibitor and delivers a PDE 5 inhibitor in
controlled fashion with an average release rate of 80% 20 in nore than 45
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ﬂ

20  in more than 45 minutes. Particularly preferred pharmaceutical formulations comprise a 5-o
reductase inhibitor and deliver a PDE 5 inhibitor in controlled fashion with an average release rate

@ of between 80% in 2 hours and 80% in 16 hours.

The invention further relates to a pharmaceutical formulation which comprises a 5-o reductase

inhibitor and a PDE 5 inhibitor with a long half-life.

25  The invention further relates to a pharmaceutical formulation which delivers an a-1 adrenoceptor
antagonist in controlled fashion with an average release rate of 80% in more than 45 minutes and a
PDE 5 inhibitor in controlled fashion with an average release rate of 80% in more than 45 minutes
and comprises a 5-a reductase inhibitor. Particularly preferred pharmaceutical formulations deliver
an -1 adrenoceptor antagonist in controlled fashion with an average release rate of between 80%
30  in 2 hours and 80% in 16 hours and a PDE 5 inhibitor in controlled fashion with an average release

rate of between 80% in 2 hours and 80% in 16 hours and comprise a 5-a reductase inhibitor.

The invention further relates to a pharmaceutical formulation which comprises an o-1
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20  Particularly suitable for formulating the -1 adrenoceptor antagonist and the PDE 5 inhibitor in
controlled-release form for subsequent packing into a capsule are diffusion-controlled pellets.
Diffusion-controlled pellets with an a-1 adrenoceptor antagonist or PDE 5 inhibitor are produced
by coating for example neutral pellets composed of sucrose or microcrystalline cellulose with a
mixture of the active ingredient, conventional binders, if necessary an acid and further

25  conventional excipients, and subsequently coating with a diffusion coating which may comprise a
plasticizer. Binders preferably used are hydroxypropylmethylcellulose or polyvinylpyrrolidone. It
is likewise possible to employ other natural, synthetic or semisynthetic polymers such as, for
example, methylcellulose, hydroxypropylcellulose, sodium carboxymethylcellulose, polyacrylic
acids, polyvinyl alcohols or gelatin. A particularly suitable diffusion coating is ethylcellulose as is

30 commercially available for example as aqueous dispersion under the name Aquacoat® or

Surelease®. However, other materials such as poly[(methacrylic acid)(ethyl acrylate)] (1:1) or
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is necessary to apply a smaller amount if the desired release rate is increased, the amount of pore
formers is reduced or, with certain plasticizers, the proportion of plasticizer is increased. The
25  diffusion pellets can be produced for example by suspending or dissolving the active ingredient in
water and thickening with a concentrated hydroxypropylmethylcellulose solution. The suspension

or solution obtained in this way is absorbed on neutral pellets in a spraying process in a fluidized

bed system. The pellets are then coated with a diffusion membrane, preferably in a fluidized bed
system by spraying on for example an aqueous ethylcellulose dispersion or organic ethylcellulose

30  solution which comprises a suitable physiologically tolerated plasticizer. The pellets are then
thermally treated at temperatures of from 50 to 125°C, preferably 60 to 110°C. In this connection,
higher temperatures in the thermal treatment lead to smaller amounts of applied coating tending to

be sufficient to achieve the release according to the invention, and the resulting pellets being more
physically stable on storage. The thickness of the diffusion membrane, type of plasticizer, amount

35  of plasticizer and pellet size are chosen so that the resulting release rate of the a-1 adrenoceptor

antagonist and of the PDE 35 inhibitor is 80% in more than 45 minutes, preferably between 80% in
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: I bitor i remgacs)ll?rte(li % lZ%%tFe%'gtﬁ%%&eoﬁlg 58 utfiocl)lr at 20°C). Examples of conventional excipients and

carriers are lactose, microcrystalline cellulose, mannitol or calcium phosphates. Conventional
25  tabletting aids are, for example, magnesium stearate, talc or colloidal silicon dioxide (Aerosil®).
They are present expediently in an amount of from 0.5 to 3% by weight in the case of magnesium
stearate, and expediently in an amount of from 0.1 to 1% by weight in the case of colloidal silicon
dioxide. Water-soluble, hydrogel-forming polymers which are preferably employed are
hydroxypropylcelluloses, hydroxypropylmethylcelluloses (HPMC), methylcelluloses,
30  carboxymethylcellulose, alginates, galactomannans, polyacrylic acids, polymethacrylic acids or
copolymers of methacrylic acid and methyl methacrylate, guar, agar, pectin, tragacanth, gum
arabic, xanthan or mixtures of these substances. The use of HPMC is particularly preferred. In this
case, the erodable tablets according to the invention should preferably comprise at least 10% by
weight, based on the mass of a tablet, of a hydroxypropylmethylcellulose type whose viscosity
35  (measured as 2% strength aqueous solution at 20°C) is at least 15, preferably at least 50 cps. The
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Formulation of each controlled-release layer is based on the principles set forth above for the
matrix formulation for subsequent packing into a capsule. To formulate each fast-release layer, the
active ingredient is mixed with suitable excipients and carriers (as described above) and
25  conventional tabletting aids (as described above) and tabletted directly. A further possibility is to
granulate the active ingredient and suitable carriers in a fluidized bed, in a mixing granulator or in
a roll compacter. The dry granules are screened, mixed with a lubricant such as, for example,
magnesium stearate, and tabletted. Suitable for the tabletting is in particular a bilayer press
provided with two charging and compression stations. The tablet is then coated where appropriate.
30 In order to prevent the initial release rate of one of the combination partners being too high, the

bilayer tablet may also be provided with a third layer free of active ingredient.
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the combinaty on PATEOSER & B PR e dRale HilON YeBY %or LARIGR! in RIthid SOMBIS S
“Osmotic Drug Delivery: A Review of the Patent Literature”, Journal of Controlled Release 35

(1995) 1-21. The pharmaceutical formulation as osmotic pharmaceutical release system preferably

consists of

@ 20 - a) acore which comprises the active ingredients, where appropriate a hydrophilic polymeric

swelling agent and where appropriate a water-soluble substance to induce osmosis, and

- b) a shell which is permeable by water and by the components of the active ingredient-

containing core

- ¢) an aperture through the shell b) for transporting the ingredients present in the core into the
25 surrounding body fluid.

This specific osmotic pharmaceutical release system is described in principle in the state of the art,
for example in DE-A-2 328 409 or US-A-3 85 770. Concerning the materials for the shell,
reference may be made to EP-A-0 277 092, and US-A-3 916 899 and US-A-3 977 404 which are

mentioned therein.

30  Concerning suitable hydrophilic polymeric swelling agents, reference may be made for example to
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agent and where appropriate a water-so I'e substance to induce nosi s,
b) a shel vxniamhlei earlpdiy dretah bush gy sygatsetc. Pnefuptjont dfenperpun énths shell aflibe ab,lpme

t @r edi ent - Laﬂepwﬂl ' fﬁtecéf @0 2fRGY tnéJ{i S oritdh %’Ig&a{ng%t iﬁg?é E@Q)ts 5985 770 and

nsportlng he “i'ngredi en resent e core I'n surroundi ng
body f1 uid. 3I'9|]65899pﬁtc|rélleasewmtadplstpdhﬁxrmh@wtt'ypralnd ambmaséthsyﬁnipmiegaldastcmailbed

in principle.in the he art, 328 409 o
US-A-3 85 770 BpHESt nl?&]}bro‘f%etflengf)ee?r}da oupt ea}m“’ :"f pBE ] cesr‘*’eeﬁ%:“ Ry WEB“’h

made to EP- As@réddf oeaﬁpropxmle ldﬁdAf&e%zﬁer&@ﬁb]ﬁﬁdbsﬂﬁed\wﬁlcﬁﬁg pfb@éhtwl‘mpﬂﬁoyﬁj’a& to
menti oned t herein. &gncer sw tablg hydrophi lic rgo rrert CuSue (g]i
agents, ref e%%é’%vs B Resghsty PEUF rospie Tmniforhen e g yRe BT o
-11- the pol wﬁ;@rmﬁ) ambﬂm;mgpmﬁwe&ndaemwa@mﬁtdnn HdP- Anfdolfed 7deli9ety asTtboDactive
96/ 40080. It oss%lbl e to .use for exanpl e ethylene oxide honop‘%llgners

(pol yet hyl en'@gréﬂlﬁlﬁtﬁlt ey iTs ngagrwlgwu@e aécgglgg%mglfcompresse toget er in one actl gredient

layer. If only one combination partner is to undergo controlled release, this can either be
20  introduced separately into the coated shell of the tablet, or the active ingredient which is not to
undergo controlled release is compressed to a separate active ingredient layer which is pumped out
of the pharmaceutical release system first, before the combination partner which is to undergo

controlled release.




' 038 Fore s e or exanpl e under the name Pol yox, having
nol ecul ar wei ghts of between 100 000 to 8 000 000, and
vinyl pyrrolidone-vinyl acetate copol ymers,;,and further 5 water-swellable
pol yners nentioned in US-A-3 865 108, US- ,61\-4 002 173 and US-A-4 207 893.
Wat er - sol ubl g _subst ances for inducing osnobsis are in principle all
wat er - sol ublggé'nnglt?r%st ances whose use is acceptable in pharmacy and which are
menti oned for exanple in the pharnmacopoeias or in "Hager's Handbuch der
Phar mazeut i sExaaplét axi s, 1990- 1995, Springer Verlag" and Remi ngton's
Phar maceuti cal Sciences as water-sol ubl e excipients. Specific water-soluble
subst ances ay. . i i j i i.oni e 0O i
subst ances v eHE by el SRR oAb TR S p3F o REIRER AR hEFR T
such as sugavaecrend 4275 gdimntthanl. dhissnlutipres sprryediontot 2360 g lh€hdutrelf petlétecdngobedtof | s

known per. se in the.state,of the art and Is,described for.ex le.,in U
patont o 3 aguieBs At BURRe bl MebofReh R Lo B B AR il g,

type and antisnod gof thehgllste rbged imethil veayrand gprayat in b dluidized bed eyssdnelvith atdisparsigh

the type and anount. of .the drophi | i.c pal ri.c swelling agent which IS
present or a‘ﬁlﬂagﬁ?lﬁsﬁ?eo,f tg%@r%wm@ﬁggrwi{f%@ggﬁgf 8o k&?{g@te&}#‘@ﬂ We?a&yég%nt
or appropri ad0e d@perkioAlUBH HDMMASE Sand TiR60 gosthiviad i'The faleds nard ofit ies @ifesent

i nvention can be intr du&:gﬂ inoéari ous ways into an osnotic pharnmaceuti cal
rel ease systBIROEAB 268 el i very of both active ingredients, they
are m xed with the excipients and conpressed together in one active

ingredi ert  14ay€6f midroritd YvaQiefafll GiyBobiabiidNtriBPdrtd &hd 1635 toOofUstei@idaart &R Ncldoark €d
réease, this can either be 20 introduced separately into the coated shell

of the tabl e¥spepfedt tedigtolicd eni hapludnnepl 13hacH veramstiotoand il §of ctifrr 6 ed
rel ease i s cQIRESS @dsgrfed S APAGALE B&L LyéRm A6 230 Rt ofl ANEAI PUMEG oimPodRlimaped
out of the pharmaceutical release systemfirst, before the conbination
partner whi ciicrss- Toe Beltpsy epatedcip i diay etr pevehiie? fipideed bed syolmL wigh aidiersion
Countries R 1@hicE IRl & t@(ﬁﬂiﬁlvﬁlg]ingrgdiéltg qu73_ é%%b'lly@ﬁlyp aéilgllate'-lﬁetﬁvl Ma&?g‘te)
together with 12.5 g of hypronellose in a mXxture of "47.5 of water and
427.5 g bY rdhdisotrsioThii® g of dale omdi B3 profywaleronfhs peble® qpatsfl widuthisdiffysion et s
conposed of ey | i cel | ul ose having an average particle

di ameter of 1 HIerr]féiageCtglé( ﬁﬁrﬁe!d ?gkgg bed system 2500 g of the pellets coated in
this way are sprayed in a fluidized bed systemw th a dispersion which
consi sts of 10Rd hglof twi ditfusienyeatipledt emsulasBy pelletsfand oI5y (neg hiy the aliffysicatcentradiedy |

et hacr yl at & ) 3860 PR 810l 3ot Yok AhGpBLapaR0 o of water  The

pel l ets coate sl on rane are then dried at 40C
Example 2
@ 20 A trilayer tablet is produced as follows: for layer 1, 75.4 kg of hypromellose, 5 kg of ethylcellulose

and 15 kg of hydrogenated castor oil are mixed and granulated with a solution consisting of 3.2 kg
of povidone K 30 and 28.8 kg of ethanol. The dried granules are then mixed with 0.5 kg of
colloidal silicon dioxide and 1kg of magnesium stearate. For layer2, 5kg of alfuzosin
hydrochloride, 15 kg of hypromellose and 75 kg of microcrystalline cellulose are granulated in a
25  fluidized bed with a solution of 3 kg of povidone K 30 and 97 kg of water. The granules are dried
and then mixed with 0.5 kg of colloidal silicon dioxide and 1.5 g of magnesium stearate . For
layer 3, 23.7 kg of vardenafil hydrochloride trihydrate, 130 kg of hypromellose and 3.1 kg of
microcrystalline cellulose are mixed and dry-granulated on a roll. The granules are then mixed
with 0.8 kg of colloidal silicon dioxide and 2.4 kg of magnesium stearate. The three granules are
30  put into the charging hopper of a trilayer tablet press in such a way that layer 2 represents the
middle tablet layer. Round trilayer tablets with a diameter of 8 mm are compressed, with layer 1

having a mass of 100 mg, layer 2 of 100 mg and layer 3 of 160 mg.



10 741 g of BHCOHHhOIRHoreizh demafied hydrochl oride trihydrate and 625 g of
ground tartaric acid are suspended or dissolved in a solution of 156 g of
hypronel | ose and 6250 g of water. This Ligpensi on is sprayed in a fluidized
bed systemonto 2500 g of neutral pellets conposed of sucrose. The pellets
coated in tg S ﬁyq are sprayed in a fluidized bed systemw th a di spersion
whi ch consi he follow ng ingredients: 1473 g of poly(ethyl

acryl ate-met hyl nethacrylate) 15 30% di spersion, 442 g of talc and 1593 g of
wat er. The phibleste tlmeoﬁtle«dlngvicblhpdshlos achi ffrédused mg*r(rfrfbiaamdeat@mg loé tadaafileth ag
40C. 103.4 of the diffus ontrlledt uI0|an ts d157

the dif1usi ol GoreorPl e PRI P BT ol BT Rl T bt & eapn et

t wo- pi ece C&pﬁ)hitte,ﬂ.ﬁmgﬂﬁ&rescﬁrnﬁﬂ]os% sbdiumay o ofﬁ;kplr@bse; Bzi)ﬁmdag@mihnﬁ&eafrﬁtblms
for layer_1,. 75 of. hypronel | ose, of et ose. and

hyr ogendk sioBLLY gEngRInE S g BRtrariR P BERST 6 RIS GbleBnotGREESs ng
of 3.2 kg QfadallHWilﬁ'&dSb@ rfondByditel RBroBrykiglliad cafuNRe @hd héﬁhalech&ﬂoaﬁk (ﬁToad%UdrﬁSIIcﬂé e
then m xed w t h 0.5 kg of colloidal silicon dioxide and 1 nesi um

stearate. FoPdirBy@e féul igeq Brdosranpiaierzidh An awalfwmﬂap o §0diym drz@e%lr sulptate and

hypr omel | 0s ey gfthsd, ohk drigd r@hﬁés%?é bhéﬁ ﬁlxluleﬂ RNt (i é&l&ﬁﬁeaﬁ‘a&@aﬂf RfptRicaGh & Pty 25
fluidized bed with a so u§|on 0 povi done K 30 and 97 kg of water.

The granul eS¢ & r@lamdetabletawhtameafwﬁr;@ganw and agnass Rigl 28 imge dhe @hlgtalareioptpd with a

di oxi de gnd cLam g:oQJlst 9?62599‘1@0? ﬁ’BﬁEl‘ﬁ)sc oF27 m Wcr ol %%070&@0ft1tamum
vardenafi| hydrochloride trihydrate, 130 kg “of hypronel |l ose” and 1 kg of

m_cr ocr yst aldi¢xide aned 01144 ogef zel Wmf%é’dldand dry-granul ated on a roll. The
ﬁnul es are then mixed wth 0.8 kg of colloidal silicon dioxide and 2.4 kg
of magnesi urﬁ,ksdl gte. The three granules are 30 put into the charging
hopper of a yer tablet press in such a way that |ayer 2 represents the
m ddl e tabl et Iayer Round trilayer tablets with a dianeter of 8 nmare

conpr essed, Injatfist|bagehy 701225 g0f] Sﬁéenaﬁhﬁg@e o%5.010 kg afymicregyxstallinesellulog ang) 3ahHe
layer 3 of %@%g@i%meﬁ&’g afPerin A F ﬁﬁlgﬁeﬁéggﬁxﬁr*uﬁor witti a SIRHER & 537 wﬁ&i}%& of

the fol l owing rrp05|t|on are produ flnasterlde
t adal af i 15, S@ellvgr ind$ 6.8 &g vbwaembhodrjed reednales 4rg R Binggl with hf kg @ﬁjna,@esamh ptepmate

cel lul ose, angf%érﬁé}gssg to r819{d‘1i£ﬂé§99ﬁﬁxldlam§%él M‘?‘gg‘? ai% Ersgo.FﬁEO fr gﬁ%%%ﬂgﬁ% L%(%l?

sodium 3 magnesi um s
granul ati ng ikyoﬁﬁmmhéq, @mrcefslp@osdlmrgmhyairae btk kgfof]mﬁrmmdsiallinn ctlhiddsetand of
finasteride,

act ose nonoh stalline .cellul ose.and

nal f the amsiitaon SrsebsiRePEin OGN f ol FbrEr S g i B S
an agqueous N623tkig@N sclfiuns Gﬁﬂebly’hsdl@hiﬁ@gﬂd By qThgpreloses 100 kg of water. The dried granules
20  are then mixed with 3.75 kg of croscarmellose sodium and 1.25 g of magnesium stearate. The

mixture was compressed to round tablets with a diameter of 7 mm and a mass of 125 mg. In each

case one tablet of the first batch and one tablet of the second batch are encapsulated in a hard

gelatin capsule of size 00.



hypr ol ose. 3 aizu|Cesntaee t hen m xed with nmagnesi um st earate and
conpressed in a rotary press to round tablets with a dianmeter of 7 nmand a
mass of 125 ng. The tablets are coated w th.a 10 coating consisting of.

2.391 g of hypronellose, 0.797 ng of rracrogol 3350, 0.653 ng of titanium

di oxi de and of yellowiron oxide. C Exanple 4 In a first batch,

70. 225 g of grt-f!'éec#gﬂrl citrate, 35.075 kg of mcrocrystalline cellul ose and
37.5 kg of hypronellose are granulated in a fluidized bed granulator with a
solution of B.7 kIglamliactlypaldorniEr qveibingtien pack fod GheBregneof ofbmbign proftatc idipemplisia
?Lﬁ‘zgl '?Z.blare'?st cme?ﬁgmgﬁgg%w lf:ast onef a—%gdrenocgﬁgr af I léllmstsi%%a%atlled-req?ase %mulaego%glgldt 0
batch, 5 kg of fatrest etid #HDE % nhigtoofin Icemtodlsereﬂmmhyﬁlnaﬁm ot 4t &B2H dag POSE 5

m cr ocryest alline ce J ul o e anq&@ 75 kg of croscarnell ose sodium are
granulated in a f‘fﬂﬂ léqrivé el ator with a solution of 0.625 kg of

sodi um dodecyl sul phate and 3 kg of hyprolose in 100 kg of water. The dried
granul es 20 are tharmasewiedl foin Becdrdidy th Tlaih Icéoampeisingalcbitdled-eddéasfonnglation2b g
of rragnesiumste r at Th m xture was co resse tor d tablets Wltha
di ameter of 7 mm AL, dREa Of ot 8 0Bl TeIgHE dprmpatioh of
first batch and ocnelehahlogtildehatiithe second batch are encapsul ated in a hard
gelatin capsul e of size 00. BHC 05 1 03 8-Foreign Countries -14- Patent

clains 1. Ph utical, formor conbinat.i on ckfor th nt .of
beni gn pr ostat i ¢ TgPECRHsel o SRsARmEaP ndei FBROEnG feotSed i oRERHIgien of
antagoni gf i n conhkh&lldsafalfigbsasRxi08iN vl Riakah, akiladaddfill east one PDE 5

ifihi bitor in controll ed-rel ease fornulation or at | east one PDE5 5

|n|b|tor with alo hal]f-]ife. 2. Pharrrac utical form.accordin aiml
conpri si ng a‘I contlr h&F‘%rSEI‘“}"%ll au o gopngtic Fask, oarhe tea et gfshewgn ar%f?%@r’ﬂv asia

doxazosin or ter %Qﬁhé‘lng ANGad: 6RNSIOtEGask thﬂ@r&ﬁ d‘n@r%{{%ﬁ% 088 PRE S\Gﬁllilﬂi%‘dﬂ%' |
or sildenafil. P

ar naceuti ca or m accor Claiml ri sing a
control | ed-r el easentrdleduelease brimplatiomaey af lgpss 9111%@?1?15 inhibitgy Wish ﬁlongggdﬁigfgg n or
terazosin, and tadalafil. 4. Pharmaceutical formor conbination pack for the
treat ment Ofs beni @i ReQicat fofm *'5369&&1%%@almqoém{;}rﬁng%ééteﬂuﬁa&t dfPREride @nd a
reductase i nhibitor and at least one PDE 5 inhibitofr in controlled-rel ease
fornul at lon or atcoptelled-relprse fpmuBbtigndfivaidemntil of silderafil. ong hal f-1i fe.

6. Pharmaceutical form according to Claim 4 comprising finasteride or dutasteride, and
tadalafil.
7. Pharmaceutical form or combination pack for the treatment of benign prostatic hyperplasia

comprising at least one a-1 adrenoceptor antagonist in controlled-release formulation and

20 at least one PDE 5 inhibitor in controlled-release formulation or at least one PDE 5

inhibitor with a long half-life and at least one 5-a reductase inhibitor.

8. Pharmaceutical form according to Claim 1, characterized in that it represents a capsule

which comprises:

an o-1 adrenoceptor antagonist in the form of pellets, granules or tablet(s) which are

25 coated with a diffusion-controlling membrane
and

a PDE 5 inhibitor in the form of pellets, granules or tablet(s) which are coated with a

diffusion-controlling membrane.

9. Pharmaceutical form according to Claim 1, characterized in that it represents a capsule



5. Phar naceuBHCab 1/088-Fo@ixa@oditfigs t 0 Cl ai m 4 conprising finasteride or
dutasteride and a 15 controlled-release fornulation of vardenafil or
sildenafil. 6. Pharnmaceuti cal forn1accordilg to Claim4 conprising
finasteride or dutasteride, and tadalafil’.”"7. Pharmaceutical form or

conbi nation pack far the treatnment of benign prostatic hyperplasia
conprising at | eatILsPIPESE. adr enocept or ant agoni st in control | ed-rel ease
formulation and C 20 at |east one PDE 5 inhibitor in controlled-rel ease
formul ati on or atanleaadremieptbidntagonist@aninbirik @4bletwiith canttoliB@relbabd oflattive ipnediioat

| east one 5-a reductase inhibitor. 8 Pharmaceutical formaccording to Caim
1, characterized in that it represents a capsule which conprises: an a-1
adrenoceptor anta8nist in the formof pellets, granules or tablet(s) which
are 25 coated with a diffusion-controlling menbrane and a PDE 5 inhibitor
in the form of pedPBE S inhipiRNsE REriotabletwitietnEplisdrtiedse f sctivOigrdiews. t h a

di ffusion-controlling nmenbrane. 9. Pharmaceutical formaccording to Claimal,
characterjzed in ghat it.represents a capsule BHC 05 1.03 8:Foreign ..
Countri o0 - °fts' " iifasetishioBrE aeeornd 1 BRI e BB AR i e b Arees a iy
tabl et with cont rableschistedogpsisesof active ingredient and a PDE 5 inhibitor
as matrix tablet with controlled rel ease of active ingredient. 5 10.

Phar maceutical formaccording to ., Claiml1, characterjzed_ in that it )
represents a bi | p&rayet ¥ihen dnhpdrnqcerion antagenistdgn dhe faym of gjcppfraligd-relepse matrix
adrenocept or ant agghiisifonl N the formof a controll ed-rel ease matrix
formulation and 10 a layer with a PDE 5 inhibitor in the formof a

control l ed-rel ease matrix fornulation. 11. Pharnmaceutical formaccording to
daim1, charactet®fzed in that it represents a capsule which conprises: an
a-1 adrenoceptor antagonist in the formof pellets, granules or tablet(s)

whi ch arg coat ed; Whdr i a®DH $12hBRorGR He 'tk dMAGoARIIRE-2Ease matrix formulation.

11. Pharmaceutical form according to Claim 1, characterized in that it represents a capsule

which comprises:

an o-1 adrenoceptor antagonist in the form of pellets, granules or tablet(s) which are

coated with a diffusion-controlling membrane
15 and

a PDE 5 inhibitor with a long half-life.

12. Pharmaceutical form according to Claim 1, characterized in that it represents a capsule

which comprises:

an o-1 adrenoceptor antagonist as matrix tablet with controlled release of active ingredient
20 and

an PDE 5 inhibitor with a long half-life.

13. Pharmaceutical form according to Claim 1, characterized in that it represents a bilayer

tablet which comprises:

one layer with an o-1 adrenoceptor antagonist in the form of a controlled-release matrix

25 formulation



15 and a PDBHE @nh@38iRongigmCoumtrEs| ong hal f-1ife. 12. Pharnaceutical form
according to Claiml, characterized in that it represents a capsule which
conprises: an a-l adrenoceptor antagonist.as matrix tablet with controlled
rel ease of active ingredient 20 and an PDE 5 inhibitor with a | ong

hal f-1ife. 13. Pharmaceutical formaccording to Claim1l, characterized in
that it represenfls a bilayer tablet which conprises: one layer with an a-1
adrenocept or antagonist in the formof a controlled-release matrix 25
formul ati on BHC @hyér Wigs2 POE éiingribiCowith pillang half-bfe. and a | ayer with a PDE 5
inhibitor wwth a long half-life. 14. Pharmaceutical formaccording to Caim
1, charact enyzedpj b 03ficd %orﬁlea%ﬁ&iﬁg{osc%n{rmﬂlﬂé‘[%zedErﬁ&%ﬁ% He}ﬁ/ﬂfk&*{b f@&%‘idy&es:
5 one layer with an a-1 adrenoceptor antagonist 1n the tormof pellets,
granul es or tabl tableshichhérgprises:e coated with a diffusion-controlling
menbrane and one layer with a PDE 5 inhibitor with a long half-life. C 15.
Phar maceyt i cal fgll'; aae(%cOlgldainnog-ltagrenccl)caitg)rrl ]h’ta (c:)r}zsitrilq‘ tee o} 5 ei,l\gatst hgﬁulgstor tablet(s)
represenfs an osno e phar Faceutt caf el edse Sys enP Wi cH conprises™an
a- 1 adrenocept or vaithagaoatsd withd dEfubD:corfirollingin@nibeme 16. Phar maceutical form
according to Claim?2, characterized in that it represents a capsule which
conprises: a 5-a rdeductase inhibitor and 15 a PDE 5 inhibitor in the form of
pel |l ets, granul e&%r tabl et(s) which are coated with a

di ffusion-controlling nenbrane. 17. Pharnaceutical formaccording to Caim
2, char act eri zedonalaydnatithiatPDEpmkibant eittea losgisalf-life. whi ch conprises: a 5-a
reduct ase i nhi bitor and

- 15.

10 pharmaceutical release system which comprises an a-1 adrenoceptor antagonist and a PDE

Pharmaceutical form according to Claim 1, characterized in that it represents an osmotic

5 inhibitor.

16. Pharmaceutical form according to Claim 2, characterized in that it represents a capsule

which comprises:
a 5-o reductase inhibitor and

15 a PDE 5 inhibitor in the form of pellets, granules or tablet(s) which are coated with a

diffusion-controlling membrane.

17. Pharmaceutical form according to Claim 2, characterized in that it represents a capsule

@ which comprises:
a 5-a reductase inhibitor and
20 a PDE 5 inhibitor as matrix tablet with controlled-release of active ingredient.

18. Pharmaceutical form according to Claim 2, characterized in that it represents a bilayer

tablet which comprises:
one layer with a 5-a reductase inhibitor
and

25 one layer with a PDE 5 inhibitor in the form of a controlled-release matrix formulation.



20 a PDE 5 iBHG ¢ t @38-BseipmCountrigssabl et with control | ed-rel ease of active
ingredient. 18. Pharmaceutical formaccording to Claim?2, characterized in
that it represents a bilayer tablet mhich7conprises: one layer with a 5-a
reductase inhibitor and 25 one |ayer mjf% a PDE 5 inhibitor in the form of
a controlled;relgase mat.ri.x fornmulation . BHC 05 1.038-Forei gn untries -17-
L0° Phar mmoddt | o S PETHER SYPUIeT Pl SO e Fh B Oy LT POy er

t epresent s a nonadbéy ehichicadprises:whi ch conpri ses: one |ayer with a PDE 5
inhibitor in the formof pellets, granules or tablet(s) which are coated
with a diffusion-coptrollin rane 5 and. one, | r wth a 5- educt ase
Mohi bitor | 20, RS ettt AHOE BmEe o Byt 6 ey ehich & Shifed R
that it representsatahwitsadiffusion-pdndbiling eiginbead el ease system whi ch conpri ses
a 5-a reductase inhibitor and a PDE 5 inhibitor. ¢ 10 21. Pharnmaceuti cal

formul ati.on according to Claim2, characterized in that it conprises a PDE
5 i nhibifor of |8Xy half-life and a 5-a reductase inhibitor.

one layer with a 5-a reductase inhibitor.
20. Pharmaceutical form according to Claim 2, characterized in that it represents an osmotic

pharmaceutical release system which comprises a 5-o reductase inhibitor and a PDE 5

inhibitor.

10 21. Pharmaceutical formulation according to Claim 2, characterized in that it comprises a

PDE 5 inhibitor of long half-life and a 5-a. reductase inhibitor.





