10

15

20

25

30

W)2006/ 108519 - 1 - PCT/ EP2006/ 002941 Therapeutic
conbi nation in case of benign prostate hvper pl asi a

wbebgk/efssihe i nvention PCT/EP2006/002941
||~~|||||||||||||||||||||||||||~|||||||| *| 59| 59%

ﬁﬂgkaehg%SHMhQQHQQES%%§gh§"asso%%% € m?g fg;nfgﬁ
;Pr ostatic hyperplasia. This entails concur rent usemmm“m“‘““u\“‘“\“\
Eield of thgjnventiolydr enocept or ant agoni st i n
controlled-rel ease formulation or a 5-a reductase
Thmh@ntl&{ refid t<§ £hoR] &%d FRPheRreh Alth D4 g syh%é)ms associated with benign
controll ed-rel ease formul ati on or a cGW 5
proskitibi typerplakie. hTls leowds kerchrrént fuse oBadityewwntl adfenedaptor antagonist in
cg?t\r/cglgmr%%asep i g;ela{ui)r%/ orharl;geoy gcst%:sgrl L hEbr rrecg éﬁal C_I_é &WS inhibitor in
coraldd-enecefpinilatintong ecwmm)mammgoﬂm ardhg half-life.
selectivity. Their effect is based on a rel axation of

0. t he L h nq§cles of the prostate, resulting in a

et ment in an existing inpedinment to

outflowin the urethra due to an enlarged prostate.

Guxanp) @fplefed arthempdod ititghpy ©0 b@oiNEestAicybapibid BFH) are o-1 and a-
al fuzosi n, doxazosjn.and tera203|n

B LR CHREo G BT POV BHeHE T gY EEPROFEd on a relaxaton of

thd BhbRK MAReled BERR bBstateS BRNIGR; fiiDh Bapsntie 1M§&Serﬁkfnt in an existing
further increasing the peak flow rate of urine and

iprimeEy o eudierny thharethay .dafaéﬂ an, eplprged, BIogiA: Examples of corresponding
cBME&Jﬁ@f aRao%‘?AsQl'o.L,lht Hlﬂiz%sﬁl h%}@@dém%x‘id" tRasih EHYGERS Cthe extent of the
ibitors, for ex%%p finasteride or dutasteride.
SYRPISMathingTevsmenieot BIAL et lirpiednd thase it exetselor possible ways of further
19&&‘51‘3& %%\%émﬁxfa@b@‘um@ﬁdff&%r Fed@xflﬁaetﬁe reRidRd QRGE lume.
therapy is a reduction in the prostate volune and an
rovenent in the synptons of BPH. The extent of the

A sy epenibiStyi & HHerPY evithitth refHcEse Hlrlifpys. t b examrle dinasteride or
dluﬁgtgﬁ&s thsnmfniaﬁs ﬁ'refI%&:JCUOljl of q%t%'st@t%m % dthOdr@gQBsttérQﬂ‘b The result after
I'de effects occur during therapy with 5-a reductase
prrcrtmgbd thrapy if Dreduon e theprestatmidusesdadn inpreothon in Tihgymptoms of
e o the T 1 1 ted. with thi o n crease in the effect
ggén fé'%l? ? pﬂ Qt Eé J agh\g hhﬁ‘%‘%lielr § ‘; d%ﬁ”}? OllB;
1@ﬂﬂm@medh(EMH&ﬁﬁaﬂﬂeﬁhdﬁbmmrUSnﬂpﬂhnmﬁhhdﬂ52@ﬂﬁhﬁﬁggﬂnbmxs for
é‘l 1@ to the description in section 0027
eéﬁmﬂ% aleseypl PpREO8hh i cation, however, they are
adm nistered orally in "usual galenic preparations
Tat @k @PDEADInRbRors 60 dteatbaindit @ts$mptomp SLbe@fn prostatic hypbipSasia has also

e e PG CAPPDT R 0 DG o th description

i#1REbtes 10021 oh @haH b thy . apfladabbd) oivents, BEy bldeadsiddislerdd @ramg in “usual
of nedi canents have al so been described in sone ca

EFIRTIS PrePRGHAIS SUAN 20 FROIHS. o2l |tahiets Gapsulenidr e Rigs fr@ of therapy has, besides
ifRERREQER AR AAWY Sbrt Widlitiéh &%n Frdahzhmlvtn%mb@so 1086iMty.

described for the treatnent of inpotence (WI I

2003/ 0040514 Al ). However, this conbination has not
Coprinaiiensef iresaidogropmet medisemenit haye ajsapetredre@ibed tresqme qases. Thus,
cBr%ﬁi%&fbnfoq’ fa sElQétﬁfe'aS‘adrenergic receptor antagonist with a cGMP PDE inhibitor has been

described for the treatment of impotence (Wyllie, US 2003/0040514 Al). However, this

*159159*

combination has not come into use for the treatment of impotence. The main reason for this is
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

*G00002*
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30 evidently that this conbination is regarded as
contrai ndi cated because of tolerability

wosaoy ankages. Thus, the US 1jsr of drug productgT/Ep2006/002941
"Physi ci ans' Desk Reference" states the follow ng

c@%@ﬁlrn%hggérp%;”'a%% bidkert N8d pmdxtm 'cglv fwdaég }lyﬁo@é%lsl%sLvarRA is
(vardenafil): "Because the IIHO I 10 11

cpptraindi@Ed o o W%DG#MSl@pmﬁOCW/ Eﬂgoa@ﬁm@zgmme US application
29@3/@(%@1511! &t fe%ésqg Qltera% @Jlar R%}ng& K/ﬁlrcﬁ 1@39—3&@6' a-ER& Sé’?@md as opposed

produce hypoten3|on contral ndi cat ed

tpae¢drg & bakikny CIaIIOph@ll}bl @@Ihslaeh 002P renaplage 2) eng ptdﬁfafaﬂlLS “fast acting”
| i ates to a th

c?ﬁlglln%rggo%ts \kﬁ%&gﬁ%ggiﬂ%% ?el % ﬁﬂs maf(e;stthe PIOPROS osed %ma flon unsulaable for the

tmwmneeﬂwngrmanhesnakemmmmh@nmmabh qﬂ@aragraph 0023 on

page 2) and preferably "fast acting” 5 conbinations

araqr 0024 on page 2). This nmakes the proposed
SufASPR itTon table for the treatnent of other
di sorders such as benign prostatic hyperpl asi a.
ISbmrm)wybe@ﬁ found that\eantnpoived thehpautia @ffettean bk auiielvet imtheatfeatment of

L q Hneragegt%c effect can be achieved in the
anéposaF oP“PBeni"gi’ prostatic hyperplasia when 10 an

a-1 adrenoceptor antagonist in controlled-rel ease

f or mah at-il oxairednCEptod -aatagedit Cinas@trollddhtlbast Oformailsliod &GVB-o. reductase
PDE 5 .,inhibitor in controlled-release formulation or a
CGVWPBBES inhibitor with a long half-life 15 are

conmbi ned. These preparations have the advantage of

afd stinctly inproved efficacy for bladder voiding

i mpai rments associated with benign prostatic

e T DF oS AP B FRES s BERts doTRIIOF oF & toRGPRG| intibior

ur i natith@nenglagdifbl adder irritation or inperative urge
to urine. In addition, there is also the possibility

S IR RN TR T SN

vmﬁfm(gtlhﬁmﬁ'@tyltsaﬁb%cﬁd'ﬁuswﬁﬁ) baifi eroktaGe BypelplERIa03el as 1mproved peak urine
t ol er |I|t of the.therapy. /It has been possi bl et

g PRI (i Fafte) Bet AR TRGeon AP E AT HAE o bladder

i13i€2i0h i Petatvd dige tomfeetm QA idInetheRNE 418 e p&AbREY ofR¥efifithe dosage
forpulation  in the &aratlons according to the

of RSB AL 16 ROMUIFAOR PHEICHAPRIPY cPRAEThYEh hF FeRPeche monotherapy and thus
a QR8I AL inﬁﬁove@@&%ﬁllﬂ’gofttge m&%m’ et Ee@ﬁ‘ pQImb@e & @persede the current

reductase inhibitor with inhibitor in
deghnes g3t Big copbinaipse agegrding tatﬂvedﬁvqarloww: lgorragCigpreify the formulation

1ﬂ Hﬁ'ﬂ%ﬂaf’a‘imw 1o qughehﬂllvgntlohfﬁ' id Rurhlb R g&sﬁage\x tl‘?éle comb1nat10n
di sadvant ageous effect of the 5-a reducta i'nhi b

agnordyg te thearvyeatiorf ofract-it ogdluctase inhibitor with a cGMP PDE 5 1nh1b1tor n controlled-

release formulation or with a ¢cGMP PDE 5 inhibitor with a long half-life to diminish the

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

A ternary combination of selective a-1 adrenoceptor antagonist in controlled-release formulation,
5-a 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
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

possible 1in this connection for the individual pharmaceutical forms to be taken at approximately
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A ternary conbi nati on of selective a-1 adrenoceptor
antagoni st in controlled-release fornmulation, 5-a

wedwot/ass 1o nhi bi tors and PDE 531 nhi bitor is al s@cT/EP2006/002941
possi bl e, for exanple tanmsulosin in controll ed-

tﬁ@ia%@si%efo%mff@ftam%es finfasiayi de_and vardenafil in

control |l ed-rel ease fornulati on. The said conpounds can

be conbi ned without restriction, for exanple through a o
HOyvesFin dXed reopRERtionso 1 ahPhavmesstinal o e@nSpWéWEa@@WFF%a the medicinal

' sLertzméesqg b S@nlﬁr?eﬁpﬁg bxleYe?re§ %g'stllﬁ@ 9}&%13?6@ q}?gﬁ%% lta%?e%s, 44 gelatin or soft

the pack, the package leaflet or
gehgnearstleon to take the pharmaceutical forms on the
same day. It is possible in this connection for the

B e T I

vsiarre RDETé mhlbmbr ofi fHoetr h!ﬁf-hf@; foe sexamiplie nxgrd&md'ﬂyor slr]dmﬂbrl'hese forms

i.nati o [ har naceut.i c fornms whic
TRUSHP} SEORTTPh ! AR oLER At DT Hrcebenet g ol Hagrion with a
odfiteol )Rl €dl€s¢ POE SRHakibitdd portx asiaBis ekdnan@abs tﬂfsﬁauﬁ:ﬁm £¢ 8apsules which
hard gelatin or SOftaF%ﬁ%atln capsul es. 5 Dual

BT e drrerisliespu BRI FRes. npmelinghosg for a@@ay%dorelease of the oc-1
ag{%ﬂpdeﬁ@r Qﬂtaéon]st agll enoceRt QBntﬂﬂlte@ggl@és%tof ¥k tbhia 5 I1-‘?!;"1b§or A further
i nhibitor of short half-life, for exanple vardenafil
ropsiityde ﬁ@rqSFntedThseg@taﬁ@ﬁﬁeleaSF dhiass egnsisanecofnddi lerat fvondifferent active
I o o
SABLERILES, DRSPSl (A pLIOER ) 000 Plmson,
apothéri on theSEDEabIlrénbewan@llmes»os‘srbﬁe td’]ackhtpmrzpe)&emaroeelease tablets. These

rise two types .of

C%%ﬁg#at% Wbmr&tl egs’ m r%}}f naé v F’ﬁ%glgmfl o¥er Cfgrh {)?tlorl:ia é)&SSlblll'fy 1s als
anebmasellphctivhew dhﬂg kQerafcheant @Ctﬁfatlﬁxfrecaﬂ{t.afgﬁﬁbﬁﬂtm@m(ibnolayer or bilayer
t?bleq i sncoaQed F\)ngs%lgt Batf:r 1?19011§b§e ?@S rgrerr(ls)efé‘thl% Igcgatng% or exampiebclo}ngosed %f cellulose
asﬁstt aand @cbvidell eage atcti‘h:l iegredieorshisihinggidefwitkiat le@@he halo to release the

t f.erent active ingredient |layers. One of themis
aFS@I@% Wt'761 | ed-rel ease of the a-1 adrenoceptor

ant agoni st, and another for the PDE 5 inhibitor. Also
PassdublaRed-felastditaimiteaics fOSI0kd Ged &) RaBMe bR Bl 184dfenoceptor antagonist
These _conpri se both combi nati on gartners in the

vt 3 YRE| hg}hg}&pre Ak lqna>hé]rf hfeAr{oro?jqa]ng drdalpdid.sorpp | comping @ 5-a reductase

ifiSiRr bAnarpras shhive) nyshéﬁfhhl‘i fireS W lekdrifle LAYREAITdr € ﬁdeﬂiﬁl In the first
active ingredient. The resultlng monol ayer or

cagb thet phamnagodicd dfomi tﬁeaaeMt @r ! adrsmicarbbreartnagbmpremrmaibcblbd form and

L L T -

thd PIDE atmﬂllﬁaﬁtm osrgrolied &rthand eblﬁiﬁ&'?sfés tH&& o aédube 1nh1b1t0r in fast-release

| ngﬁgdnéyﬁees qf §@a slag/t%lmﬂs; I@in)g\ar%q%g_eeugg:? égfg}? égtacggs%els C\:V%llch comprise the
camtolg@l&te cotfbindtibh patrRPE e ifdH d¥i deDéts, Afiina®NEs or tablets, and the fast-
hal f-life, for exaggle tadal afil, or to combine a 5-a

rleade eqmahination AT nghe /TR BT BPYOIET. Sompat iibico pr Reflcts A drher possibility

1411%brfeselnteﬁ%y shMin@% AR fatYA! F8RREIsisO8f 8 1dadleRa ki therent &tl\e ingredient
the first™ case, the pharnmaceutical formrel eases the

layerp. QEf pORESSS dhe eavtralipsiielsese] qpmbitiono phrgnr. fltﬁrlmeafwdls controlled for
e%?ﬁﬁ?é 'o§ %oya?aut)ﬁ%hﬁﬁﬂsl)lublg Jla%%% glloggtﬁ@ erxmAn!nHert Jztgve ingredient

second’ cas armaceuti ca orm rel eases
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 a-1 adrenoceptor antagonist in the form of diffusion pellets, and the

PDE 5 inhibitor of long half-life or 5-a reductase inhibitor to be combined. Alternatively, they
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the PDE 5 inhibitor in controlled formand conprises
the 5-a reductase inhibitor in fast-rel ease 25 form
Wo2ops/esesed si ngly sust ai ned-rgl ease phar maceut ifgal/EP2006/002941
fornms are capsul es which conprise the
c%ﬁkl'ﬂt;ﬁeo ik &t 6l 1ﬁﬁ§§orc&fnﬁnbﬂ &al 1QiFe Pr@'tﬂen%f'm'o@ cﬁﬁ%l(}‘noﬁe‘%t@f and the 5-a
lets, mnitablets or tablets, and the fast- rel ease
re@wt@smlatmbﬁ@r tphe t:m*etrmtidnBt%s f}mmpmotla-rfeim @bletsmrmm@ble These have
y t [ [
S AP st N RirrBREE P IS R s greggled ceas
cofbaiktigne pgtnet, wo sch'om éaryentwﬂacthr: wentrcptgtdedcaentcomblaytmnsparmer and an
ses. t nbi nat i or :
osmottlcaﬂ?r{rpeaf: e swedlin e ?aé/erl téeecoof 2 rv(_s:lnl'l% dps ¢ Cﬂﬁdesgﬁlgﬁ%lﬂgy% >t/ablet is coated
wlncmmpmratsbmbleihmt aermwtﬂelcodmlng, fdiﬁtekarm:l@borﬂ;ﬁcﬂdhhﬁ ellulose acetate, and
. Anot her . act.i ve i ngr.edi g ayer of @ﬁe taQIet h
p&%‘r\% | Yo e I5HVG BIRTEIAE “r°8 - ! Té‘é@e CEAThPHalfipAC Telease the active
ipgediegr in a conventional fast- release form A
further possibility is represented by
sust ai.ned-rel ease tablets Wit h nonol ayer _structure.
M BRI RTSTET thaT SPmPIniRg R NGIEPCERe ah@a@fo‘w%% PR, Syipfbitor of long
Ha@11178, @br éjdalfnﬁléstéda&ﬁl)%té @blsts oaeﬂ)sﬁlgﬁwhlapgorﬁprlsﬁ BbRichb@bin@fion partners
long half-11fe or 5-a reductase inhibitor to be
e SpThese form é’tlﬁé%hl%w be preguapd Siros £PDES OF @ powder mixture already
RptiEZ 006/ 008 4don GRARE.I SRrddtiCelF DEarulds R IpBIEQE whfch each comprise
short half-life inthe formof diffusion pellets, and
anheoms: af theeudInaEen PHHICH t9rbe BiNsE 208 fMnnexmPraess @agher. Also the
&Jﬁﬁﬁ@t’ureq;\f%'ilh&r 'ta%le?ﬁsﬁnél@tlﬂ!: &liRe ﬁfg?ed%gé%bﬂhlﬁ sep-gpa?e?}em the two layers.
have for exanple a trilayer structure and conprise a
It is passibilcaanalogustyo einelon & meoviaetutingendpyuis eepgeate powders, granules, pellets
I
U ER} AR s, pBURCERC IHELy bbbl ot combination parters
Softrestalie aaplswle femulaiions wiihdiothi qqglbtnaWpafm@earefalsamsisibe- These comprise
a ﬂ?g{eﬁgbr?m SOIUTiQr? of 0%%%&14&@19&1%1[1 ELI%%FS 1 taf?%ll %E w%t%r-l%ggi%%%ehicles such as
Wi a wat er-1nsol uble but rmeabl e coa or
rekatipleee gwivposed of ceIIquse acetate, and provided
on the active i ngredi ent-containing side with at | east
Rs eﬁ%le @0k }&a%evetl 1e active ingredient. Very
or conbining a 5-a reductase
inhibitor with a PDE 5 inhibitor of long 10
ohalafhdld 14, adfdmbce@boam]ntagomaﬂateahidwn afdeafe abltke¢ somaext of this invention
sul.es which conprise both co t|o$ partners .in

1Yele [ERER O o FIOTIRE PABRRES: ulpginp? Bt dor et and terazosin

agar W&L@aly%et@nmwﬂe Eorposhdl @ndelcaPbyed SOPHIE bStaMGinBRLIh of these in
combi nation partners. Alternatively granules or

VBB tEehEIrakRy dﬁvebé%meeﬁm*togeTh%metﬁnsémé‘ow apgh gorms are 0.2 — 0.8 mg of

RIS AT CI08 _PAY ef S84 P N Xednand dbResifAPRERSSEY — 20 mg of

together. Also t manuf acture of a bilayer tablet in

topdosh HHe acti ve | ngredi ents contain separately in the

two layers. 15 It is possible anal ogously to enpl oy

5ch JRAW AR ”aqe GRS | 5.5 RERALA M&g}%@f@, aﬁ{cé‘iQM glse'ferred. The

'Tets or tablet s; or powders, granules, r?e ets” or

nrcafbtreeltcbmalareeladw 09 nf)ﬁnasuen@;: dnd 0 -dondofntatasendepar t ner s.

Soft gelatin capsule formulations with both

%tmb a r 856,09
Sugﬁgnsllg%}’)]{?%é gsgﬁréwr? o\ﬁar(?)l f‘gf@o? ﬁd%f?ag}? n’SllldntaagH are ]I;at cu arlv preferred.

"Ifhn cannpcmnﬂs ain bt.vah'@ioye‘d schalsd er sabhnd bas of thete 1aS/arymg hydratlon level and

rr?o%lé/cagl c&pﬁ’ 19159;/% 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
to or less than & hours. A preferred cGMP PDE 5 inhibitor having a long half-life is tadalafil. The
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20 Detail ed description of the invention a-1 and a-1A
adrenocept or antagoni sts are known and are in the
wonvestossto this invention caldectively termed 2ck/EP2006/002941
adrenocept or ant agoni st. Tansul osin, al fuzosin,

PN AZOS | e faRG a@s%azaa&fema@l% nafd%haqwh%wmeﬁ@e‘ &f a/@lqte 5 — 30mg
The conpounds can be enpl oyed as base ‘or sal each

(¢pfculairdsis vpidenafiy yldﬁ@afmwfﬁtzboﬂ 5I0é1%£eqcalalﬁﬁe¢wﬂfi¢r@ﬁﬂ|a@<htadalaﬁ1 5-

30 preferred doses and forms are 0.2 - 0.8 ng of 25

tamsul osin HCl, 5 - 20 ng of alfuzosin HCl, 1 - 16 ngy

of doxazosin nesilate and 2 - 20 ng of tera205| n HC .

The ginyeatior trelates ith s bharprasutigab fgmetion Fimebs delhvedearad! adrenoceptor

gﬂé ‘?’stt ﬁ”oggoﬂeﬁ f%ﬁ{ohlv&?;la?!‘zilfééa rglc H:a?éj%f 8§B’emnp {hgﬁ‘ Ef minutes and a
es are - ng o i nas erl ng o

Pilit Saishibitorde contrGER fRfdEorbwithndm dyetage sleasegatk O8R4 in more than 45 mintues.

Var dena denafi | dal a are par i cul ar .

e S T e N P S SRR

coritroSiad fashibfl weeh a0fragdRRsel Mte\AbYiwRen BYd @b hows ke &% in 16 hours

di fj.cation, PDE 5 inhibitors having a |l o
aﬂ(g? PDFPARNGORH R Eﬂ%% Sibyap 57 TElgeSRERO! tEhsgAn K% in 2 hours
2ah@805 in IA¥EsPDE 5 i nhibitors having a short half-life
rrean those whose half-life is equal to or less than 8
preferred cGW PDE 5 inhibitor having a | ong
Tﬁa F‘V?“i“f"é PRuEhera A 19 .2 PHU™APO0H/ POBPAN. Siich comprites an -1
ag)lgécgﬁgro%a{g@ﬁ)@tgﬂ]contﬁ)@feﬁ'f%loﬁr\blﬁl B 8lRl Eﬁéjeagé)%ﬁé%@gv% in more than

fornms are: vardenafil hydrochloride trihydrate -
4hgninytesaindud APEP abibitar sethaf 1dny halilife) disgifoularly inreferres plgrmaceutical
formh Yoo eyl al-ed | @hldh Wit
% B ng? c(nﬁfl?lﬁventq% i d?ez‘lf)csé%) o?'%ﬂégémsl Hg:&g%%og%? f%sfg}on élth an average
rﬁcﬁsmteoﬂ oatwerh i 80Pk thed horer @da%"/amll densmnd @PRE 5 ifhibitor with a long
hg@? onist in controlled fashion with an average
release rate of 80%in nore than 45 mnutes and a PDE
5 inhibitor in controlled fashion with an average
Thelirefast@nrfattkieroélatSQ% ] mthB@utiMrﬁorﬁﬁlat'rbmWh'&h.comprises a 5-a reductase
SR B S50 D58 BB AL bRl L VBl Bt or s
Hf amhd ¢HanWisthinaes. waem@gay r;ﬂki@ﬁ&ﬁ pﬁﬁh@ce@ﬁcab%ﬁﬁ@ﬁﬁo&o%mﬂ%se a 5-a

hours and 80%in 16 hours and a PDE 5 inhibitor in
rf‘éiaﬁﬁedw*@@r Pofserliyer afRh® phibigensqurqlisd fglien pah an gyerage release rate

oPBINRER0AAND hBurd aki08eESin 15Go@ed 80% in 16 hours. The
invention further relates to a pharnaceuti cal

formul ati on whi ch conprises an a-1 adrenoceptor
Tantwgoimsiirther relaiat iot Peampeeshsad formileomwhish eprigrises a S-o reductase

n{hﬁJlt%faéﬁ TS %lbﬁgr%wtma Flf-(”@- 45 mnutes and a PDE
inhibitor wth a | ong aaf- ife. Particularly

pr eferred pharmaceutical fornulations conprise an a-1
Th@l Mo ftrdher @#ﬂt@g@ﬁipé@nﬁawumﬂhtfmmaém ashidelivessi anw- hadrenoceptor

5%91% féérﬁd’ll%h €3%i6n (’vﬂh %b%f/eéﬁg felcage rt‘a§oo/8b? hlr% m%?el{gan A?Snrginutes and a

our s and
PDEISmeanﬁ(E in controlled fashlon 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 o-1 adrenoceptor antagonist in controlled fashion with an average release rate of between 80%
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 a-1

adrenoceptor antagonist in controlled fashion with an average release rate of 80% in more than
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The invention further relates to a pharnmaceuti cal
formul ati on which conprises a 5-a reductase inhibitor

wododehossess a PDE 5 inhibitorgin controll ed fasitiomr2006/002941
with an average release rate of 80% in nore than 45
@rﬁﬁH&t@sSandpﬁprojuinﬂﬂtyr @ﬁ}?toﬁﬁ rh@l‘#h@é”d@@ %Lurteh&@else inhibitor. dParticularly
formul ations conprise a 5-a 20 reductase inhibitor an
miefkiredephaanaeEcd fomividtiotodeliver ag @mlt adpdnoeptar asthgonist inicbirolled fashion
Vélﬁ'b ary gxrea gﬁ%lgellsge}gtgﬁré%fztr\%v\?%nn%(l)"% nm f u??ﬁso(gréé)lg}oa negéol?oglrsaan% comprise a
RIS mm&uﬁwmallong kel Plife ahd Of-abductascCiahipitdrses a 5- a
reductase inhibitor and a PDE 5 inhibitor with a | ong
alf-life. The ention furth rela}QFe fto_a e i .
é*FﬁH%‘%%ttP%é‘lverf‘%ﬁ fa3% iTB AGPL H‘gd&ﬂ dgfingtiony off the invention, the
PREMeRatIeAfBrnulion A tRGPRkeHE inkEhtioH altert@Jtédelel B@iﬁma”% thla USP (The
an average release rate of _80%in nore th

UHigd atatgsiiiamacgpgiah g fest mediynmpcsh i €9 Wa%fmhewha\ﬁe leff%frPf PH 6.8 with

RAUBHLAGL0 Bl BB 153Y1SuPhat8OPfel sPeddDf SothtRABI AR SQI}TGIUITS es revolutlons per
and conprises a 5-a reductase inhibitor. Particularl
TBRRIF e SABRICH RET AEMBUTTREh FoB il AltPored dkdin wetive meregdient content is
&Q&Frﬁﬂ@d: ek anoatﬁt(@gi@s@él%d a{cﬂvé: %@{eﬁgh @é#er&%%ﬁ“n@ ﬁué’\@vs}hls%nverted into
average rel ease rate of between 80% i1n 2 hours and

B0%Nt by 1eLHefiths ampent af woFe Hgiedisntsinpéyed.n control | ed
fashion with an average rel ease 30 rate of between
B éhhrﬂ]ageuhgal{' rf&nﬁﬁ@o&oc%éérﬁeé- gb(h/@ UfeSin quoprg wréx% G} 05 a %apsule This

ctase inhibitor. The invention further rel aIt)
canpia forgsennls elglydes ngslaiiniaod colpiagts, @fdnpmmégseawllalam or of the other
t in controlled fashion with an

@géﬁgﬁ%ﬁ% rﬁ{éﬁ ggegf 80% in nore than W2006/ 108519
- 6- PCT/ EP2006/ 002941 45 m nutes and a PDE 5
i nhi Bnek adminotepta Agtagralst | dohteolrdelers&foamr educt ase
inhibitor. Particularly preferred pharnmaceuti cal
f or Mgty SRS h ol Archagignocept or _antagonist in
controll an average rel ease rate of
bet ween 80%| n 2 hours and 80%in 16 hours and
conpriFRE anhipe vgith lakd lktlde, fol aexhmplomrgfabiatieaseifdrm and a
5-a reductase inhibitor. 5 To determ ne the average
rele of the
[ nve%f5 [ O%QE&?]S@%%Q# 2%5%%?1?1%%&%6%1%% got%?ons of the
present invention are tested in "apparatus 2" of the
RaBfeulail euitablei fore thriBtlatiresthélalr arhﬁKDpﬂit(a)anta?gdﬂﬁ'st taed therf2li 6inmhibitor in

used, i.s 900 f hat e, buf.f er 6.8 Wth
SR P S0 OB BT BUFVE 0 prizrDe o hbtengeted pellers
Digthasi-enuneledtfaBets With a8 fu-1 Sdrdfcép@iAntabéBASr PBE 5 ifiBitdr@re produced
Sanpl es are drawn through an 8 mfilter and their

byerting fongreatcehfttraloist! %tﬁfomgosqcbofa%le@ﬁwqw@tfrocwt@llalﬁ@almlose with a

kot $8 QEé/eaQtl\?bCHgY&hénﬂg&%dén@l@ﬁal dﬁh@e&m fretkckdary NirS aWa8Yand further
is converted into E%r cent wei ght of the anount of

caetepijanal grgivealsernd e nwéﬁcoann@wﬁh ardifisentcoatg which may comprise a
pflag{la%lr %1h@er?§prg§§a%w 1%@81 a@th?/}ﬁ%x gpy’lrﬂetltx)P@ellthEe% n‘ppf% eyv1n1ylpyn011done It

exarrp e of a capsu e. consiI'sts OI‘_ exa
ig) lijevaseopossigisl tatqmpltafn@lh@ma@rdnsbsltheot ohypmem}lleltlgwlmers such as, for

eg%né)lyl %Qh}qgelﬁ osé h%/dr%g(ppq'opyl&ﬂglvﬂ ngél rb%x;argecith%ulose polyacrylic

acids, polyvmyl alcohols or gelatin. A particularly suitable diffusion coating is ethylcellulose as is
commercially available for example as aqueous dispersion under the name Aquacoat® or
Surelease®. However, other materials such as poly[(methacry.lic acid)(ethyl acrylate)] (1:1) or
other acrylates (Eudragit®), cellulose acetate or cellulose acetate butyrate can also be used.

Examples of suitable plasticizers are phthalic acid derivatives (e.g. dimethyl phthalate, diethyl
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15 an a-1 adrenoceptor antagonist in
controlled-release form a PDE 5 inhibitor in

woroelds3ds r el ease forma PDE b.inhibitor wth [F@NGEP2006/002941
half-1ife, for exanple in fast-release form a 5-a

ﬂhﬁﬁh&fet ISR 'ﬂ)'ﬂ’[hbla{e()" r01tr1t QfcidE XAt Vs | (g ftﬁ&‘hylr &%rﬁ@steibflt?f Bitrate, acetyl
Part|cularlx suitable for formulating the a-1

Heth W rfdedpt Pherenierdedi dethdrfgbactie. POENB), faifyiapids end denivatp@s (glycerol
rRRbEQhek egcefy@Jt&iaﬁiﬁy fa@fdnéltl&hdéu Qmuﬁﬂﬁn@@&gﬂ ngurhlngl@s %1glyol oil),

capsul e are "di ffusion-controlled

moiyefsuglyesole éﬁtm@ﬂah@dolpmlj’eﬁtﬁﬁnwﬁmolaﬁ varyingadhewrlogpt braddition, the
t?;ﬂ:t ﬁg%moﬁtﬁt oPlthe ﬁfstl?lzérq]t% il Bt B %g?\%ec%ﬁne%yrel%gs% acpcgdmg to the
or exanple nedtral pellets conposed sucro
1meon@ewlsthfahdci:snay cebili) efske illets aze achiex¢duAdjustinebthe the above-defined
ease urt ga e? Itrj%f%througconr\q}reorll ime othea ltl))longsg%esc?f th{ g?ﬁgﬁ%%&{t%g and/or its
tBlubEGasq lH’Gﬂ:t ﬂopmc{roa’lhlch gamibt lemalogitd foucinaol t(h@@bﬂel’@zeVﬂﬂé @Mere appropriate

| ast nde s preferably ysed
sgﬁxﬁle n'prelﬁslg}lc p?ﬁl r{:grt ast ! gei, |p8{y8t§ Ierber glrycolg) poﬁyvmy py%/thciones hydroxy-
Payyndtinydeflyioses) |odﬂ>neymdt}tylceuslo§es kew tB@r PARST Be@ylcBlluloses, dextrins,

I th t nthetic or. sem synthetic
PUPYTEIS Stiagerens e i s Solihle RGPRGPILFgEES for cxample, salts
(EﬁﬂmnOKMQﬁ&p){)bﬁﬁshdnU Icﬂﬁﬁde %ﬂﬂ‘loHM&ﬁ@%y&@t teh Cﬁkelry |(Q§(§)se sucrose,
fp yacrylic _acids ol yvi nyl al cohaol s or el ati n.
BJQF"F? distosp i) sHer éi:ﬂogola Wﬂgqlowﬂe@étli\%@ol jete). The praportion of the pore

feintdy i@l bmb@s 81 8uiihSis i€ HIRECfrath lo%o YA (kvﬂ@l & : Rhass). It is particularly
exanpl e as aqueous di spersion under the nane

1@13%51&%? §asg pf pdlets e éqeeaa%eg(lecbwelgﬁwmf actyeljagredient-coated pellets to
d{'ﬁfs%'lﬁen?orﬁl‘écﬁdﬁsdeﬁ%&%&m dacsiod éoﬁtn?gct'o@ngﬁﬁtm{%lastlclzer Parts of the
crylate)] or other acrylates (Eudragit(r))
Plasti¢igar 6@ oaebtnar evappraeeduring dheecoaitet wdesubigyanhitherneed reatment. If the
lf%lﬁrﬁg RBdiUsRAre a]@‘e{am}% ek o?&{ffﬁﬁm @oaf?tllgazﬁ%h rﬁt%'E Be é{aﬁqed Thus, for
phthalic acid derivatives (e di net hy
e@ar@tlhy] 1S WEEZe0 6/ 10 0BEY 9 larger am@qﬂt H:!ﬁ@@ﬁjr@b@@ﬂ,$ rate is reduced the amount
r Ves
SRR AR b, AP Bl b gAML B
1§ n4cessty Ito @ppﬂy atmjller embert ifeke @S'B’ec( @legse ralie &t ilnydeased the amount of pore
f?l%}tf):%cgtrgciluce nIBﬁg“s%{hle‘ge)F%%“ epqasEa%% y’I tg? Q?Pr}])gran?){? ;;)f v S dclzer is increased. The
d@]ﬁ;&&ﬁfpleﬂi@&;andﬁﬁiddlﬁcddl fbr aanipletblh etsperating aldisedlVigg thlagtiveGhgredient in
cero .2- propanedi ol | _ .
oyt HREEE §ic) dab e R o TReRRTRS Pufdge soyfon. The suspension
oadtdhtﬁdn(lfbtalﬁehen thid ypeis abdriason Atutf pdiles iPhk 3shyid gr@Eesﬁl’rBa fluidized
g uste hat the above- deflged rel ease accordi
CED R TP pelh o MKk Het 84 5Py METEBRF.PreTely g Muidized bed
spsdrh 8% §pr@ﬁ1@g Sehi exedic MdgusduremticQfuldsh @1sﬁ@ﬁb’r@o%édn‘f@ghylcellulose
rel ease further takes place through controlling t
spiglien whish omPritfe adiuitells inhysideiealln golarsesd arlastipiger. The pelless are then
tﬁe%ﬁbﬁ?e%&d aPREBehQF LB oMo ¢h1£28 }Q@feﬁwl6@¥@ did @ I[gn this connection,
control the pore size are where appropriate solu
hpﬂéaprytﬁ@pegatsm: h the thefngst tregtmendllead tpehaliet dnpuaisef gwg}@@ b@tmg tendmg to
[
SRS IHLIRSPER: SR i g vemg mor
physaially stablt sn stoghyllhe ditkmb o€ the ddfé)stomimfsnbrane type of plasticizer, amount
toodextrin cl odextri dext rans ot her
OB € EEMBEITE ETE e b/ AT BEsa e o e g adhenoceotor
afiBg st BiR, oY IS b tHRitGHl RIIGEN nREIBE 4GRS, rﬂréi'@ralﬁp Gtiveen 80% in
urea, sugars_(glucose, sucrose,

2 hours to T6 Hours. The’amount of pellets corresponding to a daily dose of, for example, 0.4 mg of
tamsulosin HCL and 10 mg of vardenafil HCI trihydrate is packed into a hard gelatin capsule.

Besides the described coating of neutral pellets, other methods of pellet production are also
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fructose, lactose etc), sugar al cohols (mannitol,

sorbitol, lactitol etc). The proportion of the pore
Wworawes/108319 he anount of coating-is in this case HIORP006/002941
to 50% (ww) (w=nmass). It is particularly 15

sz[!;IBM tsacﬂi ad Wetl dx@uE@s endfoufk@hd, @b5r b@nUSDNANGEIZENBE agglomeration or
ratiQ of active ingredient-coated pellets to

tB‘?"f“Ph@ﬁ”Hﬁo?réh‘B PHABAOVE POgH! Her FHRPTPRET BTIRDIES ey bAiameter of 1 -

£RAL TRGactiGe APRYRA-RhtaRirdHel&l 86hinith¥Ad! Sre Hbsédd€ntly coated as described

pl asticizer enpl oyed may evaporate during the coating

vl dffbdeyueniatther mal treatnent. If the linmiting

conditions are altered, the anmount of diffusion

GRat1k R} LRshdist opﬁqe %hﬁﬂﬁ@e@tlca_fmmafl@rf acc@rﬁf'ﬁgm) e invention for

it is necessary to apply a larger anount if

fdegilatiad theed-badenqeenter anrgpragidoéthe PDIES inhibiortin Q@ntrofleqsmleese form for
[s I I ze

sﬁiﬁ%glgelp z!c]su g‘%& g ?ﬁ)@ﬂag{elt%b:ﬁ\éztge ghllglg (%‘ngpgﬂe B %2? mgrec{len’t in a matrix of a

mcress»sba’c&e paziyragp rrye aize whlHesr tahlesum tsudhf thathtberd as spae@l for one or more

tflbﬁ!}t?"gms ﬁdé:re € caplsuleI {[lﬁr gigfe aciaﬁtbglepac lgﬁg:’]tzl.le?gatcaofﬁrem S thee capsule or be

Ipmmp@wmbaaiwﬂhpb@ﬁhgd@z&mnMSabmnmgaﬁedMeTh@mndmeUS|on

pellets can be produced for exanp!e by suspendi ng or

olving the a tlve |n |n..ma%er qu .
']?ahls iskéghfql?geq\ﬁrtt I};l)ac m(golﬂ comprlsmg the o-1 adrenoceptor antagonist or
RIS axyopoopy mhatinyt é:ﬁ&tkrbﬂ“@ﬂﬁﬂé@dljdﬁér@l‘b prardheecsas&plmi DRese so-called
25 or so%utlon obt ined in thi é J § absorbed on .
TGt o papTs drRed Gt ¥ CUPrE iRy @.1 3R é%% byveasht Ristgrbly -2 to 60% by
ot tSM&h@HdthhlﬁjT&ﬂnlt etne ﬂé&ﬁtdﬁ@t@ aeRaitest tMd Fbirif of the water-swellable
di ff usi on nenbr ane, referablﬁ%ln a fluidized bed

@%qeémebgpdgeﬁplégpmd 0(5%9}"/0];>y wRig pr@fegﬁlyg&d% 6Q7g by weight. Pharmaceutical
R AYkGR! zlc%r%ﬁ 182 Refti NinQhe REIRNLGIGINNbER kLS i1arly preferred.
sol uti on whic nprises a suitable physiologically
%Feeﬁa@?téd‘rep%?é‘icfeé‘?%m thath Besgsles caitventipnal expi@isntstane camiersy as well as
dyi&aie @xaﬁleﬁ@ nm@ AoHbeS 0f defih @MapBurt Cofl &2Cr-swIBHIE TRl oYel-forming
60 to 110C. is connection, 30 higher tenperatures
riolynerfe Wﬂlhrértheép ppkyémsmt hivszdvisesisned 4t deastalfp wrefasatdy at Jeast S0 cps
(ﬁlﬁ:%meg das ng/atstjré?lgtht agqlﬂgdug g;,oliilg%n QGZOS@T fEfxg’rlnﬁQJ ofI Qongé:fllﬁ A %xc1p1ents and
e release according to t nventi on,

cpeswl Uk reciprel metrecriseilling mﬂul@se phapsitd arl cyilcsmalphcsphmes Conventional
tz?t}lg{ullggal s %Q?fé)tf Q)I\a%'l( essagx?efs?.x'fnhﬁeaglt% I:talldcg Ié)? (r:]oellfge 51 Oéltd1%)¥§ee(Aeros1l®)
Taee ax@-tmsan espiedtehﬂlﬂ 1ntdneln’roel$tLdf tfiom0.§ & Babde we&hten oe dakreof magnesium

s%a%?feg?r{deer}(ggfgr@é(yl anaaml a onfJ fsogh@ﬂgo %ﬁ)ﬁtxxgéﬁPE Igef @S %flcgllmdal silicon
dilﬁ(ﬁdl&eeWa&O%IHMC,Bﬁy(ﬂoWrSurtbo p]:@'rdaﬁ;u I‘véh.lchThﬁe aﬁﬁblrlﬁblyOfemployed are

gllets onding to a se of, exa
oG O ST flob et oyt ot L s rhar T T Thefviceliloses,
ctaxrbbhyyﬁiaﬂ@n@lwlssepa;gm&sl iR tomabiddng Gffaatli aslapﬁiebmaethacryhc acids or
Besi des the described coating of neutral pellets,

COPHBERETHOL FosdRacytic ﬁé‘ldl ad lﬁ?tbﬂu@?th%’?ﬁ'lﬁ? eSUaT, JgaT, pectin, tragacanth, gum
am?cOQQ{t};laQ%xS%l%(turgs offthelé ﬁﬁ)gtgl%éé 09 Adlor Iﬁ%@@ llstﬂaﬁlcuﬁfw Bre?c?red In this

wet extrusion and roundi ng, rotor granul ation,

cpgey fhdiezasgblp éablesyericontme de ithsringantion fhepideairefenbly goinprse af feast 10% by
V](]e‘f’%}l@lﬁagerdnﬁ{ glgngrltlaésr 9%? %Jbﬂ:lt %aaln}_??{% &F%%Bgﬁg&%%cmumsé %l%l %h%se viscosity
(mn@;ped iag Ato- stromgtia pqvic o Spblltlbretats206€) imenletsabf, ereeralle at least 50 cps. The
p%yﬁégeu%gaqtf%%gﬁlgsﬁ %ﬁlcﬁgonql)erlssgr eé Eri(glé /e nqraﬁl&egt 1d fn];a t)hofn a water-swellable
polyatermisc protiuced by fromxing | thd hoive acgaiicht, e palyinbrearidnanésiilé @xcipients and

cgr(r){ers (as described above) and conventional tabletting aids (as described above) and tabletting
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formul ating the a-1 adrenoceptor antagoni st and the
PDE 5 inhibitor in controlled-rel ease formfor
wobeegueto packing into a capsyl e are tabl ets WrIEP2006/002941
conprise the active ingredient in a matrix of a
MR8 rSVlinaioe RRLYRRS grathgie SheZR i @f inflReeH, thaMaRt-Swdifible polymer
such that there is space for one or nore tablets
e Spigpdle FETIETaPS @ Bidigaiebedaht Stis cisanthpemespkay Yiprosity of the water-
Iy

T it SV SR (RS P (L REBK RASI g of e o
aldwngfastor argagonisc@. PDEabinéfogoﬁdyscr@cmmqm dit dpagriiuteg aierstrgened, mixed
an aggﬁélag% s%rc]}g asC %g%&%gﬁﬂl %nagn?eslu%l g[%a%gg %Q? ?a%f%ttgdr: The tablet is then coated
wb&teeappmmlaﬂeaﬁfoéaqnm trapieey with @ qharoderce dfras 3 roml tO\NSmmThespeeferred for
so-caléed. na%{ix ﬂ&énulations expedi ently conprise
SPRSAYR! PRCBE PR BP°Wei ght , preferably 0.2 to 60% by
wei ght, of the active ingredient. The proportionate
TABTRDE 5ahhibife wigt £ longafalftiife onetiees-ose@lctaad ihibldr pal bHTEltroduced as
IS expedlentl from10 to 95% b y i ght,, referabl¥
PRy B0 HBY e%/\/é%eéﬁtor Bl e Bt Gersye Ve%F‘éﬁB‘BP if¥sfiglease formulations are
At @f g Juspokdle i nvention in the form of erodable
tablets are particularly preferred. These tablets are

3r cterized in that, besjdes conventional excipients

f gpRopumentaf thephairaceuticaliprpylatgg, ta%qn}?er@ﬂ?%pa@ﬁéﬁre present in

aClﬂmpéri tafletd THE fdonds anMNNEon@bl1cMatIesse IWREs| 8Db® controlled- and one fast-
hydrogel -form ng. pol yners, where these pol yners nust
rﬁ&VékﬁﬂVF§%%§¥%Vk6*l%@mlE@%ﬁmTBe preferably at | east
50 cps 20 (neasured as 2% strength aqueous sol ution at
200) .on AR hes HlonOMNEREICNALr BXEI1RRALRp@PShtagonist or a fast-release
carriers are lactose, mcrocrystalline ceFIu | ose,
nannﬂ@@tEOPGd&h@ﬁ&ﬂﬂbh@@phates Convent i ona
tabletting aids are, for exanple, nagnesium stearate,
talc,9f colloidal silicon dioxide (Aerosil(r)). They
are present expediently in an anount of fromO0.5 to 3%
by weight in the case of magnesium stearate, and
expedp bt ¢therihandam cenpliertrelspscrlaysion PRE blnm%t@ryorwépsgmlease layer for
|0t Bprcanginel: Gl bl alysi | icon 25 di oxide,
Wat er - sol ubl e, hydrogel -form ng polyners which are
preferably enpl oyed are hydroxypropylcell ul oses,
Heyrawlapoppriogegh eentieliedrsicrssl logesgs pagiMop the principles set forth above for the
n%ji)b%l'rﬁﬁLtllo%l fgrss%ﬁse e%@EaQ {ﬁx RS IQXA QBL l”H)l eyt t@!:a%h [Pa%t feRase layer, the
gal act omannans, ya ryl'tc acids, pol ynet %acr
aamedmgmdlent@qwhwdewgh oefuitatét hzac;lplyhts candc¢aujruan dasrrétdqylbed above) and
crorr?\teg ona ! E%H%gl%arr(ds £ &{1&?%@?%)'3?% teato[ee%gcﬁ é CEIIY’I E:Ae g) mirhpos&blhty 1s to
guslelata:fthdﬂd@e mgrepal‘llt and lshltalble)capresf 1emﬂedhzeﬂ bed, i $m3<ﬁhg granulator or in

the e ble tabl ets acc | ng to the. inventio
<R PRI CPadrys BB &G AL YOI oS or exampte
nﬁ@ﬁ@dmﬁlteir’ﬁl@ B @bleftedd Juabthietfor Ok t%lemng is in partlcular a bilayer press

X yl met hyl cel | ul ose type_wh e Vi SCOSI _
P(Oﬁg%@ d‘%@ §§ hasging ‘}dé:HE‘PP?S%%[Lr‘é%‘SES §8T feby thep CQ?G whege appropriate.
IR brde£RShrevkas thPiBfiRaBlsY rad of 8R! tROcdeidnatidiBartmers being too high, the

pharmaceutical fornul ati on which conprises the active
bilgF ebicemey 317 b Rretidadevitra thirday s fies leactiybipgredipsl ymer
is produced by m xing the active ingredient, the
R kIR erndddinsett §rakd ;ﬁuaﬁﬁ%@kﬂﬂcﬁ%ﬁm@aﬂ% 31'5_% &%fna@&rﬁpa(ﬁés are present in
descri bed above) and conventional tabletting aids (as
adrosieleydyéableiblvedomerieest abl et ti ng W2006/ 108519 - 9-
PCT/ EP2006/ 002941

on the one hand an a-1 adrenoceptor antagonisten or PDE 5 inhibitor of short half-life in

controlled release formulation
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directly. It is furthernore possible to granulate the

active ingredient, the water-swellable polyner and

woidoabieesearriers in a fluidized bed. In this caggyEP2006/002941

the amount and viscosity of the water- swell able

polyngy is chosen so that the resulting tablets have

the average release rates of the a-1 adrenoceptor

antagoni st or PDE 5 inhibitor described above. The dry

gran anethe ather banderePlal 5 indukiser vithwlopg half{ifebiforcepmbingtierhwith an a-1A

as, lum st earate.. | e iy

The s EEPIEn uslRHER bR Wil S LRk S Gppe 5 sibicr

t abl eif shom Half-1de)dh Savetehseddbrnfi rom 3 nmto 7 mm are

preferred for subsequent packing into a capsule. The

'lrpg (ﬂigils&nhco%hﬁl?e& ?ellfrts ﬁc 8(9 E(%a\F];a_&% 8%‘% %grly E)%&R@g as controlled-release

fgfnaﬂldﬂoﬁﬁ"or ﬁ@kdq&ént Glfcofpﬂﬂ]tleﬂi 111 mmnblhﬁzr(tﬂ)ﬂl%unﬁy are mlxed with the active
ent i onal st-rel tion

1gkaf3€i/ %’Bl“é‘ tholr“« tqf § gonblﬂ? dg ast eaée R 2R PV“QSPHBHF fﬁé:mlenésr, carriers and

thhatiphasdmeedinpeaded tod ﬂibhhcﬂztyeﬂﬁblei BeanGRAabi s¥ahd @Et-release excipient and
partners arefpresent in a bilayer tablet. This

SBBSSQ‘I‘%E aie ARy BT ioRPsT¥fease | ayers, of one

controlled- and one fast- release |ayer or two

A agtief 6he@SBer dY BeSpharkhR& ficMBYrmBatiod D f tkkepresRs: RAMoRis an osmotic

control |l ed-rel ease |l ayer for a-1 adrenoceptor
PQW@%WF@tTCBFseaSYF%’g& Spel aspaqtic @gmpa&%palf@ asg_systems are in principle

KnBeH Gh AResthiBYfRhd Gkt ABGre 001 PEL & B&SI BNaRple in Richard W. Baker,
controll ed-rel ease | ayer for PDE 5 inhibitor or a

Cagets Bragadiveay ér Reaiw obthe Patepinhitasteisy. I afSrpgtrolled Release 35

(IT'@J 11k fﬁw%@ﬁ%'c@ﬂh‘cﬁﬁoﬂfula%@ﬁ Bs GAkE Eﬁérﬁ%eﬁ@éa?ﬁﬁ:@sel S?M@I{:l preferably

is based on the principles set forth above for the

oetisis & f ornul ati on for subsequent packing into a

capsule. To formulate each fast-rel ease |ayer, the

-agt i Vot \Ihie E&RristSthihtRd i 4d|ﬂ:n§su{vt1@}p bSor&ptaleld I%Jal;cﬁhlhc polymeric

and carriers (as described above) and conventi dna

t abl éwhhnga%?mj@d(vd@re@@gr@pﬂ%@@jW&l@biﬂé}bleawbstarabroetld%osmosw and

directly. A further possibility is to granulate the

-%Bt | iesHe N anedi {%nﬁenﬁ&@lesw hat enLay 'iHeeEo%np'oHen?s b Wk Ab#Ringredient-
bed, in a m xing granulator or in a roll conpacter.

The deyiaigingsaices are screened, m xed Mﬁth a |l ubricant

such as, for exanple 25 magnesi um st earate, and

-t bl %Btaﬁg'tureilﬁ}d:u sflgfb)tfglren'atn?ﬂ%lr ﬁ'%tthenlggﬂeélerlltppresent in the core into the

partlcu ar a ayer press provided with two chargi ng

and comnpmdwgibody B4idt i ons. The tablet is then coated

where appropriate. |In order to prevent the initia

TH ﬁ‘&%’i%fl &ulifal FGsCONPL Rtk QR PRI HABLR iR Bl Wit of the art,

tgés%ﬁa 11 ‘ 08 abr&f}auerEl tapl 5? may aeroe(ge ptpr)r og;f%olleglelg te of the art

fou t?hﬂmlet fri DE Aay382|8 4Q9e@ U8-Aatt85VE0i Agnatiienthe mhaterals for the shell,

r%fﬁren&er eﬁ@’@?&gﬁ‘é Ltfgr/t?frq ezr72 %%?235 Eﬁ%‘i@%‘l&%% %%rlgglk%t P04 which are

manotedylereit.abl et. This conprises: on the one hand an

a-1 adrenoceptor antagoni sten or PDE 5 inhibitor of

(?oqgerr}ling g‘tlli{al_)lleihfygroli)hr}lic polymeric swelling agents, reference may be made for example to
the polymeric swelling agents mentioned in EP-A-0 277 092 and WO 96/40080. It is possible to
use for example ethylene oxide homopoiymers (polyethylene glycol) with various degrees of
polymerization, which are known for example under the name Polyox, having molecular weights
of between 100 000 to & 000 000, and vinylpyrrolidone-vinyl acetate copolymers, and further
water-swellable polymers mentioned in US-A-3 865 108, US-A-4 002 173 and US-A-4 207 893.

Water-soluble substances for inducing osmosis are in principle all water-soluble substances whose
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controll ed rel ease fornul ati on WO 2006/ 1085 19 - 10 -

PCT/ EP2006/ 002941 and on the other hand a PDE 5

wolrobs/ti@ssism th | ong half-1ife1tfor conbi nati on MATERIV06/002941
a-1 A adrenoceptor antagonist) or a 5-a reductase

usé i d2bdp@ible(ih PhargREDANIAN i Hare meRibned fd')rrﬁi'hljﬁﬂ)lte @ the @harmacopoeias or in
short half-life) in fast-release formb5

GRET USTORD T Bharserepchen lga e s &rY- b %IHW%‘ e’ and Remington’s

IafhdcSlicArdeen&ddial IReLsADICARE Bls! e iieWaRS Soluble substances are salts of
formul ati on for_ subsequent incorporation in a

1wg@1ca9reqrgatn&qu§%s orTlﬁglymapégamc)éégptqﬁpqshwﬁm}émla@ﬁev@plublhty such as, for
éxﬁ‘rgﬁlgdda%hyd&\‘g}bscﬁch 3s E&ark%eetcc @lelu&ﬁ)q df Rn aﬁé{uré' 1%' tf@siell of the tablet is
formand with further “excipients, carriers and

knawh @et senig the dgteanidbe @rm@n@&@acrtbed dorrasaroplaye St rekrngst 3 485 770 and
B P oS PR TS L SR A seppermgagie mateia
mmmmuﬁh@hdbﬁbmdhMEnmxvmdmmemphéﬂwﬁuéppmhawﬂﬁunwuhaﬂmgagﬂﬁ“hwh
19f ]'eté%ng é)P r@%}%?p@latel %I\{CF ﬁft 127, #e% sauwg?s%%:algg }.&E]g rlsrr}%lce:s%% é)rca%)lproprlate to
18&&& @srsosisr &he norpinnemon mhﬁnerd(mfot%ﬂ presertt reesttoatoan bé ittfoduced in various
art apd are g q . g tailtfog:exa HFdin. both activ
‘RPEHAP WO ll%eprhamacﬁ%’ﬁ%t Tl GBI Fiof &PYOAL BEUYeEy b both active
1hbed18*a£t e}n:ty akd inexed twithahe ext@iknnadndabmpetded ddgkdel iReheastre ingredient
1 ? 1-21, . The pharnmaceuti cal fornﬂ(gtlon as.

%Fm WOHI0AF FETRBIRY Rabarng] &ale URSFLEO PBteFaHPS thigscan either be
1ﬁt@dlﬁbe&lt Spaftelydptoahd dadWhEIC Bf G0 MIHIdS@Shd Aivaedgkedent w hlch is not to

redlen wher e aoproprlate a hydrophilic_polyneri

5geey F%&O@@éﬁ%ﬁ%ﬁ%%?@%@ AP PO AR N At g JE) Hibphls ‘umped ou
FURShRRGR eltRal RIHACEsYREHDSIsE be@Rdthe RpmBinSRAl fartidti WHcH & to undergo
per neabl e by water and by the conponents of the active
ORI rdse containing core 20 c¢) an aperture through
the shell b) for transporting the ingredients present
in the core into the surrounding body fluid. This
speci fic osnotic pharnmaceutical rel ease systemis
described in principle in the state of the art, for
exanple in DE-A-2 328 409 or US-A-3 85 770. Concerning
the materials for the shell, reference may be nmade to
EP-A-0 277 092, and US-A-3 916 899 and US-A-3 977 404
which are 25 nentioned therein. Concerning suitable
hydrophilic polyneric swelling agents, reference may
be made for exanple to the polyneric swelling agents
mentioned in EP-A-0 277 092 and WO 96/40080. It is
possible to use for exanple ethyl ene oxide
honopol ynmers (pol yet hyl ene glycol) with various
degrees of pol ynerization, which are known for
exanpl e under the name Pol yox, having nol ecul ar
wei ght s
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30 of between 100 000 to 8 000 000, and
vi nyl pyrrolidone-vinyl acetate copolynmers, and further
wetene/seeshd abl e pol ymers ment-iloned in US- A-3 86PCIMBR2006/002941
US-A-4 002 173 and US-A-4 207 893. Water-sol uble
BKdafplances for inducing osnosis are in principle al
wat er - sol ubl e substances whose WO 2006/ 108519 - 11 -
ECT/EP§006/002941 use is acceptable in pharmacy and

re nentioned for exanple in the pharnmacopoei as
or in "Halter's Handbuch der Pharnmazeuti schen Praxis,
IIMoﬂ%&losﬁﬂﬂdjlng essoved tagthewith Resrg Bglﬁ)fpﬂirﬁellose in a mixture of 47.5 of

Phar u Sci ences as water - oI u i pi

veﬁe@rr}? i3 etEﬁ&Ph 3RS eligeyamraed gre §§9 §4 ‘l’if‘“'ﬁ pelfets composed of
rthibREGaBlliGe &ﬂlu%ﬁegm{r@ af @ VelSye PhrtiBR i@t o PT2BUM & a fluidized bed system.
substances _w th hi gh water SO|ubI|It§ such as, for 5

BRUASf &e RebFth SPRIY 1§tt@§ ol aFF $p5eYed it duidized bt gygiget wigha dispersion

WicH2Pon@RE o Wiefol1BwinB §nghfdiks: Al 61 Q@f bablealr éé}(}lat@ %‘M}‘/l methacrylate)
per se in the state of the art and I s deScr

Mianispesiph U8 gat ekt end 14652 of ovaigid Thg msligs goged Wnﬂe this diffusion
Iﬁghﬁﬁ&%“hﬂ&ﬁkkgaggj@Sted through the type and anount

of the sem perneable material form ng the shel

t hrough the type and anmount of the hydrophilic

b1 8y plemiceonsagg | VRiderp 1A Gedrochigiidg Hrihydsatg peds 64t g f ground tartaric acid are
PR RRT dradiSovRMdn QF sdififon VEH B, Q)!f %ﬁﬁﬁ&%tﬁﬁ%w{y 6P water. This
I'S present or appropriate to i nduce osnosis. The

sugpabiieratsi ipmyp@rnt Aeltuidipdd bddesypueesm 254y e rof ingnirad apallgge composed of
sbﬁggeoq}’fg ggle o4k |1r9 Hits w It%esh]ﬁgl%o%nd Hél?g&i ﬁ yste w1th a dispersion

armaceutical release s I con
Vdflclbmnhlsta@tf itheefollpwige exbratxnss; 1#Hey Ofaptéy(mhxlea:brwlmtt#netﬂye methacrylate)

BI%ar%C Irdg ergll‘es &Q%Cpr’gﬂ{ T%%(?%S%I o%)gt%ao%hﬁ%t B geﬁg%éart dew1th téus diffusion
lt@mmnﬁeﬁgmﬁnbnﬁanﬁféd reIease, this can either be

introduced separately into the coated shell of the

1%?.3' of B c{tt?l?s %Cct ht\r/(?l dqgms ols%npgell cs ang 15’7$ nOtf tBe dl:H:L)lSl n-controlled
un er 0 con [ ease {6 E1i

vagitnaf pélegragdpaekdd 1htay1e1ard\@a]anﬂnt\wmp1mmmdleout of t he
pharnaceutical rel ease systemfirst, before the

ggg HQ?tlon partner which is to undergo controlled
' . WD2006/ 108519 - 12 - PCT/ EP2006/ 002941

Exanpl es Exanple 1 12.5 g of tansulosin HO is
Adirgset wkledt i p@émd&é Bs fNillb‘hs I&.l&/eg 1,06 .4k pif byredthdbee, b kg af ethylcellulose

%)g kl%%q }mifogﬁnagag cgsﬁ? %1/ eaae gtﬁ{e]g a%%@%éag%]?\fnﬁgﬁ%o?%gg Icc'msisting of 3.2 kg
o;ﬁcplokletm Koopodexd. g obetardi. Olteydiied| drirues ced kieh afiRed with 0.5 kg of

LNg .an a article dianmeter of 125 i a :
PR 3B b0 Sl KESBOTETBI I hEBU Eits Wbk o ¢f altwosi
hyfiioSh1Wvade, asleg 5@@@5@@%.@ aad 76 W @F ﬂﬁdo@%@hllﬁl\é&%ﬁﬂbs\éﬂ drdgr@nulated in a
di spersion consi sts of the follow

ﬂuwﬂé&%mt& 2 5‘11%071 o 30fe Yaryigerery O &g k§t0é Sigist. iy granules are dried

ARERAGHNEALA) 0.53Q%0iHBRESHRMN BRGddrf1 § 2lo¢ nﬁ&sﬂes&%@earatc . For
g of water. The pellets coated with this dlf usi on

]%%r@rﬂekgap%\Qrﬁ@qﬁhhyc@@ph@ldqo@ydrate 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
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.
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10 741 g of mcronized vardenafil hydrochl oride
trihydrate and 625 g of ground tartaric acid are
wWopeadess 19r di ssol ved in a saBution of 156 g OfPCT/EP2006/002941
hypronel | ose and 6250 g of water. This suspension is

€gl in a fluidized bed systemonto 2500 g of
neut r al pel |l ets conposed of sucrose. The pellets

B e R SR R Do e ZE B e, 50 mg
drahdtexel ghohytite di Bgps g dAh&rer@talpR! (@b 10.625 mg of sodlum dodecyl
acryl ate-net hyl nethacryl ate) 15 30% di spersion, 442
S&%thta e maaf ‘3?8@3”‘&“8*6 iy 3 gieghypeslpssy 525 ofdnaghesiyne ﬁearate This is
dollé §¥ %kafnﬁlumgome B, %eﬁesasﬁduggwm ﬁa&ahe@k B mﬂf?& tabfes; 61f finasteride,
n% the diffusion-contr t amsul osi n pel l ets and
tadsiafipplagipse oy drfte; Snigtecyealling ¢ ldpse wad Bdh B jamops| df srascarmellose
R mPRAGK R diz O BedPoritfiforOGhRLl Ba¥R BLEGH of q
Exlarr{rlp e 21 0 A t?%T aye?r t abl etql S pro uc(Ez)détglhgﬁhltJ P?eC%SUIphate and
l'fyglfolqsgyTélp dgged grgmdes}ege BeEn mycpﬂ m|magg®1unﬁst¢@gat@ﬁnd compressed in a rotary
r c r

p%slé]ycl r%%lxci tgl!)l %tpgﬁgﬁni'eﬁer 597 %hﬂéqsngﬁgggﬁtgﬁgn oﬁ}zei tS lets are c]pated with a
deatmgkgansmtﬁngpoﬁuZjlﬂ‘leng<0301yand1m<8c 80Kg of «t hamadol 3‘55(13 0.653 mg of
il gLanul & Are, SheRMxedi th 0.5 kg of

col't Al con e Ahd kg of nmagnesi um
st ear at e. For | ayer 2, 5 kg of alfuzosin
Ewadipdech| ori de, 15 kg of hypronel |l ose and 75 kg of
m crocrystalline cellul ose are granul ated in a 25

L Ui di hedsw teh. I ldon 30 ..
Ig ﬁltﬁrg{#&g’ A 5 tOtefE}lg)e'Fa@ cgtﬁ'zg%ulbggba 0 1croc§ysta 1 celhuzor?e and 37.5kg
afihypdmelldsh a@. Sadadptalf incoflbidizabbedsdraniutaom w.ithoa(saﬂlmoamﬂ 51.¥g of hypro-
r%eél?)]; elﬁ?g ?E%Ht‘&??%ch o?ﬁ}rgze g{am(i)l aa‘lF g{eg’rmi)%gdvzlguél?%l?ggof%agnesium stearate
any mm@séd}seo@ddab&tslw k}ga drfametm mfr70mmytsd ahhisré 1 §ehg.uh @seond batch,

re nul_at e he es
k8ot il ﬁterrlngex ggcﬂ q%c? € gncwa yéirat% a/J|7 62P é(alo-g 1Fr%8r8ﬂglllme cellulose and
3disagi deramimellcte kglinoh areagmneddtddn it Radiaddebed BR@ulatdf 86th a solution of

anul s are. 30 into .t h er of a
2R k5ot il et BRI DD Figfaretes The aried granules
akbe e Seddswitin 8. 75 Iy Al ceost aRkiRise |s@d¢hﬂﬁ an®QURG §fr r’nz{gﬂé’sﬂfm stearate. The
tablets with a dianeter of 8 nmare conpressed, wth

“I“é&‘/‘éerwaf COH‘QKFFﬁ‘?Q tyrorpd teblsts wWighe HEmetPrRfeymm apd 2 1PEF ¢y 25 me. In each
cBtoreaNé: oF f ﬁ%ﬁ@at&gand\/@ea%@/ kAB5ord Padth are encapsulated in a hard
PCT/ EP2006/ 002941 Exanple 3 Tablets of the follow ng

s BHP EPFYLE BF51281%8- produced: 5 ng of finasteride, 10 ny

of tadalafil, 50 ng of |actose nonohydrate, 47.625 ng

of mcr ocryst alline cellul ose, 0.625 ng of sodium

dodecyl sul phate, 7.5 ng of croscarnellose sodium 3

nmg of hyprol ose, 1.25 of magnesium stearate. This is 5

done by granul ati ng the anounts, corresponding to a

batch of 1.6 mllion tablets, of finasteride,

tadal afil, |actose nonohydrate, mcrocrystalline

cellul ose and half the anmount of croscarnell ose

sodiumin a fluidized bed granul ator with an aqueous

sol uti on of sodi um dodecyl sul phate and
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hyprol ose. The dried granules are then mxed with

magnesi um stearate and conpressed in a rotary press

WO 2006/meBstiabl ets with a dianetier of 7 nmm and a rRSSERF006/002941
125 ng. The tablets are coated with a 10 coating

EAaRicRim$g of : 2.391 ng of hypronellose, 0.797 ng of

rracrogol 3350, 0.653 ng of titaniumdioxide and 0.144

170 22’%1%18%%?&%%1]%%%?&0%%@? nEkFogéneBPr;gt?qggtl : emgnalt)rgstatlc hyperplasia
m cr aohyséiad hilast &R!d- Ub&&ﬁ)céﬁﬁ&' éﬁ?ag&nl‘tgn c&ftrolled-release formulation and
hypronel | ose are granulated in_a fluidized bed

y

gr anift 388t One PRE & dBitifes gh cqgrroBedrrelegseoforylpfiqy. or1af least one PDE 5
mel | Qs8bitdd wiB @ 1&MA1f9fe Wat er. The dried granul es are

then m xed with fS kg of magnesi um st earate and

conpressed to round tablets with a dianmeter of 7 nm

and Fhagreseydeal foqn ﬁ;@ord]n,g tey Clarg d rr@mpeEsinh2 corgroﬂg:l -isfease formulation of
fi nasiehide, 280058, AbxaaGt le@er%ﬂghyrgir th%ntro‘hzd B4k ormulation of
of microcrystalline cellul ose and . 75 kg of

cr oscvardeedfll gswldemdii.um are granul at ed in a fluidized

bed granulator with a solution of 0.625 kg of sodium
ﬂOde%lam%%@x@ﬁtf&T@Mor%mﬁgo @ﬁanm‘f Rb ?Hﬁﬁg 4 @orﬂ'rgﬁechﬁlegge formulation of
wat er. The dried granul es are then m xed 3.75

kg oftamyusswarlfnepdin dexazexdi Qr‘rf?rammlar@FSaC@M@ magnesi um
stearate. The m xt ure was conpressed to round tablets

A N 13, HRORER Tord] or ColBInAi BclRS fhe Yearhm 19 sagh

case oﬁe at abl etoofortcﬁe T rstﬁ%atchear?ad one telb%mpr ﬁ‘% hyperplasia
t he sewondndat Ehstamme epcapstdsatmubiion aad hardst gel BPENS inhibitor in

(F:’?IEI)'/S E@%ﬁ%?-ﬁ%@éﬁ%%lﬁ%ﬂ%ooq/ %?%%%%E fpﬁlﬂlbltor \ntl} a lorégf half-life.

form or conbination pack for the treatnent of benign

Ppr ostraringcdwipdrfofrage@rdind rpLiagn Agoatritivadinasomee ar Hutasteride and a
adr e [ I el ease

for r&?&‘fd?ltggl}eé%gé 1%9—?&1 t?o‘n f(‘arﬁé}ﬂfggﬁ gé?e‘}laﬁl bitor in

control | ed-rel ease for rrul ation or at | east one PDE 5

% i nHhkintaggutipalt forma alccm@'nbad) fClaiimf4e corgprisPigafimmacede oc dlbtasteride, and
formgq%ﬁ;[dl ng to aim1l conprising a

controlf’ed-rel ease formul ati on of tansul osi n,

al fuzosi n, doxazosin or terazosin, and a

Tont rPthlarintademtledl émrfcomhmktamlpack fof the waztohemaf bémpfprostatlc hyperplasia
T conprPaiiRy® A=goner ol Tt ISRt o S g B e Jytaton and
t ans wk (b&BtnoneaPlﬁIEJEOBlhfb;tord@D(étmﬁﬁlleﬁ eleadcefoamO&ion, oradddeast one PDE 5

t adal. 4. Ph t f mbi nat k
For ERELF oAb ALE PR B G DRt BRI R 0

conprising at | east one 5-a reductase inhibitor and at

8. eas tPharecdBEal Foinh bdcbidimr toi Glainc o ndhaattbesdd rie k@@ serepresents a capsule
f or mul athfon or at |east one PDE 5 inhibitor with a

| ong YUGhCOMPEES: 5 phar maceuti cal form according to

Caim4 conprising finasteride or dutasteride and a

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

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
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15 controll ed-rel ease fornmul ati on of vardenafil or

sildenafil. 6. Pharmaceutical formaccording to Caim
WOocwnpnOsilhg finasteride or dutasteride, and PCT/EP2006/002941
tadal afil. 7. Pharmaceutical form or conbination pack

for tiiech doastisent of beni gn prostatic hyperplasia

conprising at |east one a-1 adrenoceptor antagonist in
control |l ed-rel ease fornul ati an d 20 at |east one = _
PDE 5“i%ﬁ?‘i§?‘t°6?pt‘?rr?“@é?ﬂ‘%‘6? X @Teégg ceryionEr matepss ot agtive ingredient
at least one PDE 5 inhibitor with a long half-life

and aihdl east one 5-a reductase inhibitor. 8.

Phar maceutical formaccording to Caiml,

char ac fzed.in that it represents capsul e  which

conpri égsg "’gﬂ’”ﬁr- %P Wﬂ’é‘i‘}@&%‘ﬁ‘ﬁb‘?ﬂgﬁ‘ieﬁdgﬁﬁsg PfsarCHV"t Rgredightim

of pellets, granules or tablet(s) which are 25 coated

M. t h Rhahiacéusishlofors abdordhd tongla@ D ERR ARl indthROEr&resents a bilayer
inhibitor in the formof pellets, granules or

t abl StIE)VIHiCORPHeE coated with a

di ffusion-control li ng nenbrane. 9. Pharnmaceutical form
accorgdk Myet Ritklaiion ;drerfbt!%ﬁ&qh% bra&Gn kiR LBALS 4 bontrolled-release matrix
represents a capsule WO 2006/ 108519 - 15 -

PCT/ EPPOUBIP002941  whi ch conprises: an a-1

adrenocept or antagoni st as matrix tablet with

contrgll ed rel ease of active ingredient and a PDE 5
inhibitor as matrix tablet with controlled rel ease of

active ingredient. 5 10. Pharmaceutical form according

to Cladpysr vithe RRExCRPIY drithe forepde cprtrofledyredeagsnagrig formulation.

bil ayer tablet which conprises: one layer with an a-1

adr ernpeeptaiicantbag atiording 18 ¢ikén | 0dHRa0kri2d in that it represents a capsule
controll ed-rel ease matrix formulation and 10 a Fayer

wi t h “ioE™Briseshi bitor in the formof a

control l ed-rel ease matrix formulation. 11.

Phar nceytdifdbeehRF Th@smtk G RG fofn Frdefid: granules or tablet(s) which are
characterized in that it represents a capsule which
conprepaied with p digugiongeranbine pieawraant agoni st in the form

of pellets, granules or tablet(s) which are coated

W t h ,gqdi ffusion-controlling menbrane 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 a-1 adrenoceptor antagonist as matrix tablet with controlled release of active ingredient
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 -1 adrenoceptor antagonist in the form of a controlled-release matrix

formulation
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a PDE 5 inhibitor with a long half-life. 12.

Phar maceutical formaccording to Claiml,

Ehaoawt®sized in that it représents a capsul e \BAITEP2006/002941
conprises: an a-1 adrenoceptor antagoni st as matrix

tabl ehdwi th controll ed rel ease of active ingredient

20 and an PDE 5 inhibitor with a long half-life. 13.

Phar mgceut i ca rm.accordi ng to aiml1l,
charg?@@?ngaEP%%fﬁgﬁ%¥Fﬂﬁéﬁggg%H§¥°a bi | ayer tabl et

whi ch conprises: one layer with an a-1 adrenoceptor

1ant aghaingteutical tftven fcosrtiing o Elacwnf dhatabtedzed el easie repedsé¢ntsa monolayer
25 f rqullt%on WD 2006/ 108519 - 16- PCT/ EP2006/ 002941

and ableé;‘/@}c WPTH8 PDE 5 inhibitor with a | ong

hal f-1ife. 14. Pharmaceutical formaccording to Claim

1, chat agtevitz@dell ndtehedeptot antePhESANRS ot FPPAleBY Bhnules or tablet(s)
tabl et which conprises: 5 one |ayer with an a-1
adr efEEEEF oo 5A MG 8 i s ioprortrpllinggpembge pel | et s,
granul es or tablet(s) which are coated with a
di ffusd on-control li ng nenbrane and one |ayer with a
PDE 5 inhibitor with a long half-life. 15.
Phar maceutical form according to Claiml1,
char 4B¢ BYF260 5 1% hisprorier Vbt lég%lf‘ﬂg%hfﬁn osnotic 10
phar maceuti cal rel ease system which conprises an a-1
1adr errag@fataricaféragnobding a0 dlaam RDEhardterindd i thAit red@sents an osmotic
Phar maceutical form according to Caim 2, .
char ZBUBRTePHER! FoieshyplemWiisoBRaHe a0 & lcdpraaseator yifpgoRist and a PDE
cCoNprisiisiesiiora 5-a reductase inhibitor and 15 a PDE 5
inhibitor in the formof pellets, granules or
tabl et (s) which are coated with a S .
1§i  f GEFBRCHFAL oM r99grdRenBrEpiEn 2. Tharaghprizedrie B\t jtgepresents a capsule
f or myagaQbebiagsto G aim2, characterized in that it
represents a capsule which conprises: a 5-a reductase
inhibitor and 20 a PDE 5 inhibitor as matrix tabl et
Wi t hacontedeiseihibéPesde of active ingredient.
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
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-o reductase inhibitor

and

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

19. Pharmaceutical form according to Claim 2, characterized in that it represents a monolayer



18. Pharmaceutical formaccording to Caim 2,

characterized in that it represents a bilayer tablet

Wi 20n6/cerspP i ses: one | ayer wi-tli-a 5-a reduct ase PCT/EP2006/002941
inhibitor and 25 one layer with a PDE 5 inhibitor in

t he fralenvafichaomprides:ol | ed-rel ease matri x formul ati on.

19. Pharmaceutical formaccording to Caim 2,

characterized, i at. i.t. represents.a nol ayer :
5006/ b g 76 <1 £ D Beibiss OB AR 53674 P i P hprelet) which ar
conprdoses vith A aiffugigetontollhganelBEn®d | nhibitor in the
formof pellets, granules or tablet(s) which are
coated with a diffusion-controlling nenbrane and 5
one 18Yer with a 5-a reductase inhibitor. 20.
Phar maceutical formaccording to Caim 2,

5  char agt efezgith 4 NolrfRttaidinkiBgresent s an osnoti c
pharmaceutical rel ease system which conprises a 5-a
reductase inhibitor and a PDE 5 jnhibitor. 21. _
Bnar HRESFCTLSH 1PEH ATPRINEIA QEBor AMS I geOnalh$h ibrepresents an osmotic
char g efabd@ithli rBedBalstbrh HUIPEIDESes® 5-b0rebkdRmse inhibitor and a PDE 5
inhibitor of long half-life and a 5-a reductase
i nhi bitigor.

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

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



