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pofymiehénselabfe in saliva. US 2002/0002172 describes a drug formulation of the cGMP

phosphodiesterase inhibitor sildenafil which disintegrates in the mouth and which contains the
active compound as a poorly water-soluble free base. Such drug formulations which disintegrate in
the mouth have the advantage of being easy to take by the patient since the drug formulation
already disintegrates in the mouth. However, they neither increase bioavailability nor provide

longer retention of plasma concentrations. Since the patient swallows the disintegrated drug
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hosphodi est erase i nhi bitor sildenafil which

i02%0pe/8Y28T es in the nmouth and whi ch contai ns t RET/EP2006/001393
active conpound as a poorly waer-soluble free base.
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vardenaf i n
PEFS SRR PIRZER T 1 IR SR | 1ty of the form of

vardenafil enployed in a small anmount of aqueous

A 'flﬁmhialdasb&t sfitht iibieednl iy tHei agplicaneh b dhtissRl WetHoB of adrBinistration for
of the fornula i on di.si nt.eg ratlp in the nnufh i S.

TR ATFRAERUGRAT 1S7OTERSI Y the) PVRE- hsuallvE BRiEdEdrisiogmylgtions are brought
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t he substance form enployed, for exanple the sal

SHHE RTREUF O PRE AN doid T mucefp 9§ g veosthaf tis e qorwdemewr not possible,

et PR SERLOGI sGallowkdl Wife. Aid 11%@ Nt B;ﬁeerl? ko%f’i@ fhaf @Jt}?plfoEé?ﬂ}es have a

the drug formulation in 90 of physi ol ogi cal
nggaftivh effeqt ORithe ettangble @pa\!allahllﬁmoégandgmaﬁt I eergtast7 pbioavailability of

vér:ggrgtr’f;ll Hgi’?ebe plﬁgrgzls@d %Heﬁ Mifed pgtpeplﬁ gatcé'lssthescg'ug %Xr%uﬁ%or? a%cordmg to the
invention into the oral cavity, waits until it has disintegrated in the mouth and subsequently

swallows the resulting solution or suspension. Accordingly, the drug formulations according to the
invention are packed in a primary packaging, for example a plastic bottle or a blister pack, and
provided with a label or an information leaflet in which the administration procedure mentioned is

described.
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A further aspect of the invention is the application
VWIO24R6/8%%20 i zed net hod of administration for 2BCGIHEP2006/001393
preparations according to the-3nvention. Usually,

transnucosal drug fornulations are brought into
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B£1R0 b NPhbPhérite acidNViedibtieiic | ) fhienier &lid,C aMihtidienesulphonic  acid,

%é t|| it ha d|S|nte9rated in the nouth and

ey lﬁflp'gpmcs PolRicpruPheuti REif A 28 PRSPIBIS: BHteratively, it is also
FousSFIe 'ftSd)lQ:ﬂn fAGRESHsHEding REHE ﬁdi/gntfogr%l)lﬁﬁ}lf fA8&rporating vardenafil and
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safseanadsSwhifto pwimoteedisiMepratichatah eisy w1lht fuftﬁeraiuﬁl(harle@()&ﬁ:h btls 8urfactants,
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1 f 10 ich r 2P

Gk, PO Rt 0 TH AL D SR gy gt v

salncht 25e/411ni prboatat wihg asltetde b ﬁﬁ’tnhlabr&&f}/)fterltl’i& Iearadibn, the films are

cut1 tokpe%\e/vn roce Set%anm %gﬁoesgafil salt is converted
nt o ’a dgr PO AT O :



10

20

8]
w

30

6$|dbé di sintegrates in the nouth. Here, drug
YS522009/89328As which rapidly disintegrate in the H§UyEP2006/001393
are to be understood as neani nfj-drug fornul ati ons
wher e the d|S|ntegrat|on time (nmethod of the 20
opoeia) is less than 3 m nutes,
preferably less than 1 mnute. To achieve this, the
9&\13 hl’{cﬁsl&p APQRHMn 0B \égélﬁﬁpﬂl})ﬁr&h%ﬁge Wb RO R -Rula ?HAIBF administration
al cohol s, disintegrants or other substances mﬁlch
yi# Bedrueosdios thamseythat i on, and al so with furt her
aUX|I|ar|es such as surfactants, Ilubricants, flow

%l &t Q«Iréenaﬁll ﬁ}y&&ﬁlloplg§ 5£ mgo&agllgt%%'loﬁarg I%JB c)I%F"t?e’nzcg%d 6 mg of propyl

conpacting the mxture in a
Rradfy drowyberzoptis apd ¥ @nf $verose are digsilved msab@arang Qfomarsrhegpahh adjusted to
| 5 parti ular
Con!ﬁ?%?dr ); ?+% g{h lgcglscle% 1td%ol’u grp L%mlg” ve er ? m%))imrf )15 tgef‘n 1?1ade up to a total of
O ten D & c;(ldetlér9ﬁ o Oﬁﬂéis}splutleE(COKtaﬂde&haé io nigaiﬂwaﬂﬁyampare applied
ous.solvent to

sol an ue
mbf a%& |aPP%§8%uc§‘mL§m§ﬁ ﬁ% Ongﬂﬁﬁ?‘b?fgﬁﬁ mbktWhWhlsmlm
pallywet svithr wstar faad t @nipsisesathe foh&wﬁ@l ¢timpoRen®s 11. 832 mg of vardenafil

SRRl SES T 10 Pt 51 heEhb ST e of oo
canmefenansmg of, créddenke@peigtialibyrradbie, oRY ntgeoftboﬂ&ailvsﬂ@a 1.25 mg of
or suspended an o anlc sol vent together wt
TR e s e S P ool wk OB agoreiobyuss3 me of ttanium

dib:ad0 0B NG eMetlIeoliRhaRic® A0d.00¢ R erRe SR dxnifeqs @dministered by the
film Also possible is a _solvent-free fi
PrseT atgthod Ugﬁ TRGU YR paypilability F%t#eoﬁuhlmga%llya#@m%«rrtstéfolutlon obtained
ih BempYBRAo it AhdatdBo1dtistig 3% §ref&é’l{ce bR Rigeges

corresponding to an individual dose. WZ2006/ 092207
PCT/EP2006/001393 - 4- Cbnparative Exanple 1 Low and

2 of vardenafil hydrochloride froma

drug forrmulation for adm nistration via the nucosa of

IdReandBLENab36phigh Hfvarienae fiamid drily Hraehi & fofl &imiRdird8n fa the mucosa
t hyl parahydroxybenzoate, 6 ng of propyl 5

‘ggFéHV oxybenzoate and 9 g of sucrose are dissol ved

in about 20 g of water. The pHis adjusted to 3.9

%bﬂ%r@e@n%ilsb NeRILLIRCHIGiAE] s §%lf 'dt tb%her&ﬁdnﬁ@ gl\gto? frometamol are

e mxture iS then made up to
dpsrﬁolé%ﬂclﬁ 269 sef Palygprbay 28,1400 g of ls2mrmmle@n g(ye@‘lr Efé)gmrd@nol% %, 35.8 g

o%q ﬁghﬁf'oc}ﬂ%ﬁgga@ h!l )52 %rgeofa\pptlzrj %qnl (?‘futh ) slaﬂlﬂglllé rresgj nci]S to 10 mg of

m nutes to vol unteers. For conparison

verlohadt) edai aﬂmmlgter[ec_l) thel 0 Sﬂ?/lmttea)w@@b ety wat 6 namdes In the Ccross-over
nt 11..85
0891 ([:S%Iz? 1? Ml]rgg Qgé T or @;B??e,ﬁ G PR ei:%’?ar %eplo Sgichigswallowed

vx_’u@l Wgeroﬁs mhmdletnaﬂnb )the m&t@%asmg rdférerms CTixcrelesivablobvislability of the
s&ﬁlnﬁuallosﬁr’mmster | sqtiig 0,490 1581 %ngl i nked

rYor ng of colloidal silica,
1.25 ng of nagne5|un1stearate, 2.391 ng of
GoygraearblelExample® 797 ng of Macrogol 400, 0.653 ng of
titanium dioxide, 0.133 ng of yeIIOM/iron oxi de and

3 B RS BT B Ly s i

nivaesastfileinogthal | y adm ni st ered sol uti on obt ai ned

For in each case 15 minutes, a tablet consisting of 2.39 mg of vardenafil monomesilate, 0.0986 mg
of methane sulphonic acid, 20 mg of mannitol, 2 mg of croscarmellose sodium, 25.3 mg of
microcrystalline cellulose, 1 mg of magnesium stearate and 0.25 mg of finely divided silica is

administered sublingually to 10 volunteers. The disintegration time of the tablet is 4 minutes. In
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15 in conparison to this standard tabl et servin%
WO8@0307 s only 24.6 % Conparative Exanple 2 @WP2006/001393
and sl ow absorption of vardena$il froma drug
formul ation for adm nistration via the nucosa of the
o grass- Qveg cofopyrzpaieaf i0mg @ardepadt tabbee glessyibedoal Fpmnparasive Example 1,
I f, t

‘gkll gns %l §\}Ve @w&P %@gh%{t%f 1534?1%}%1%?%%{9 %jvgggem a ?Jf%enc% The relative
qymdﬁflvyitjemfehgislyhngual 25, gorohlizet hariod d096615%3 S% 8 g of 1
M hydrochl oric acid and 52.6 g of water. 5 m of this

' responds to 10 ng of vardenafil) are
éﬁﬁ#ﬁ?éﬁiﬁéﬁ'lgflo vol unteers sublingually for 15
m nutes. In the cross-over conparison, the 10 ny
hegk dEmarferded babyaelabitiesio thexase pfna @awpmnat'q Mblea(hml’pfa@ldly disintegrates
M’{i}ie%uit}? swal lowed wth water, is admnistered to the
volunteers as a reference. The relative
bi oavailability of the 25 sublingually adm nistered
Yovalwiteers fash Tcedveds tz@@mﬂnm iavidlyEdemteS ihake anodthsindweonsists of

@ rﬁ%ﬁ aorgen(a)lfll Xlﬂ%ﬁ%&etn Igso r?alzlol g0 ﬁ é/ar%?ﬁjligsgél%# mgﬁ)é yellow iron

axoigt D.O6® g of Iedicﬂonaﬁsie 15 mg Iﬂb}ﬁﬁ:lpt aa\toabl4849 r8ri6gCU’desﬁdt18ﬂlg 6.6 mg of
fi t : 20,

e P e ep e RS T TR AT g e & i from SPD.

Thisomablat; Waichas@dls aéhinderatébin I3nd@owh, is AbEHOETtYS tiatd, aNB5°C, only about

ceI [ ul 0se nesi ym stearate and 0. 25 of = _
e, Rl hufre TS ondin HPot B 8 AT RGEAT Kiect gisolves in
10GnI\0 briRicBRcE] saliheg aﬁh &t Blegn@RtcHRAok biie Qivé sngdoakd @Im employed is
S 4 minutes. I n W2006/ 092207 PCT/ EP2006/ 001393 -
Ll?en?fr’B%‘s&rb\?é"r COSTP'AT I8 BPRTISPTH &V othR e FEPERe RIS |hsiesup dfomparative

mesplkil PadrddivEempaiasiiyes &xagpl e 1,  which is
swal lowed with water; is adm ni stered to the

olunteers as a reference. The relative availability
ME%I tablet, normalized for the dose, is

43. 9% Conparative Exanple 4 5 Lack of increased
Ihtloavatleabd biohyailebilifyne tease: &fa @niprniivivientd wiScH APIdBA disintegrates
Wg’FCh rapidly disintegrates in the nmouth 11
BEEMers each receive a tablet which rapidly

disintegrates in the nmouth and consists of 10.7 ng of

IV afollefRfs ¢ach ekt al &b(eﬁ%[dﬂsxﬁﬁlﬁg'sdlﬁlﬁte&r@teﬂgn @fe mouth and consists of
vardenafll) yellow iron_ oxide, 0.066

18¢/ meeff Y%f%a%lx‘ih@éhatn?cfnﬁﬁ’obqls apl0i By ! viTdesliD, > mept @ound succinic
20, B5RhE 8 el1Bw GrolBxRE, (ldk6cFRONES] MoR SdRal bk cfi‘ggncot flavour, 4.4 mg
196. 65 of Pharmabur’st (r) (conmercial m xt urqg
Oéasaanmrgg%@gqu GRS steag andy 9Bi68 me ofifhetmaberpi” dpgmmercial mixture
oflaStilMRY rﬁ%?rte§PI% nl"lﬁ@@ib@ l4}$}""ch Ilaﬁldﬂlo(ﬂmhl@élr%g lmvﬁ"le %(ﬂghe 1s f?t;n-mventlve

25C, only abou
since the release of active compound in 900ml of physiological saline at 37°C and 50 rotations per

minute in the USP paddle stirrer apparatus is only 40% in 5 minutes, and the dissolution rate
criterion according to the invention is thus not met. In the cross-over comparison with the

reference tablet listed in Comparative Example 1, the relative bioavailability is 101.8 %.

Example 6

Demonstration of increased bioavailability for an inventive tablet which rapidly disintegrates in

the mouth

12 volunteers each receive a tablet which rapidly disintegrates in the mouth and consists of

11.85 mg of vardenafil hydrochloride trihydrate, 0.55 mg of yellow iron oxide, 0.075 mg of red
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0.1 ng;} of vardenafil dihydrate (corresponds to ab
WER2896/992€0%0dni ni st ered dose) dissolves in 10 nPCJfEP2006/001393
physi ol ogi cal saline, and the" §D|ubl|lty criterion of

the active conpound formenployed is thus not net. In
ifmenxidep 85 meer! PHAYdlavaBn0-hey FEtoh @cehssnstidin déhydepshaleone, 2.50 mg of

dsh AR, 06‘2;@9@%@%&1& \eﬁvldeﬁiuﬁéaﬁmsemg oftrﬁ%]crsﬁl-nasttéa\[a@e and 105.4 mg of
bi oaval | abl . 3% Conparatrve Exanpl e ck

Riﬁnnabeﬁséaééw@s @i@uhlq ‘hmg (¢origsponds the8.&cmg ef efdenafil) and thus 88% of the
e t. 1. d]y [

QRE o SHERUR Eo i enblth EN MY | ChELBERLRRL e, The active
qoappldidyeldass im0 gl af BS'SIOiDgtChkasahmnm R7%hahd G0 netatgns payfmin@®in the USP
p% d]s é’ eerg%f)gr? 9 %% m% r (1)1 lj:rs_] dﬁéu%g@E %g@g?gd tc?lfjso 4’@‘5‘1’:’ rate criteria
dafg)rd)lﬁg yethe @menmmmmm G',he Del166 bmgvzﬁfablqu cbrﬁ@ﬂed)%ltﬁi@reference tablet

.1 .of, apricot_fl artam
itp eGP AT arat and 1577 B 5 b wopRaK RETFQRYC parametrs
dn@ ORFBiie@h qjlasmamoufearramfn p’:tldﬁld 4rarshesn fih Gmc&@Marativd Hhainer in Table 1
tabI idly disintegrates in the nmouth, is

“?jﬁ\‘)/@%{}ll%el MPER lﬂ’@sﬁ’eép\éeg’ée of active conmpound in
900n1 of physiol ogical saline at 37C and 50 rotations
fn mnute in the USP paddle stirrer apparatus is
only 40/, in 5 mnutes, and the dissolution rate

rlterlon ccordl to,the invention is thus no . .
FPEHEET SE0 N DB ol TReORE SiErSnehguidy disintegrates i

th@]lab@h listed in Conparative Exanple 1, the relative
bi oavail ability is 101.8 % Exanple 6 Denpnstration of

|nc ease oavai | tg) or.an i nventive ta

Wteregpeiagl Vca SR ée téh%/c ﬂl{egrgtﬁs m?mhﬁmgfonsmts of 5.93 mg of
\Mﬂiehﬁfﬂ eediSciiade tipaedts]®.332 ngbblfelvRiifR JxaR] oib4/8 mg of red iron oxide,
dj si ntfieg?r at %s in t@e rm¢1th and consi sts of ny
(S P ERORAT P41t GORF By TSP cBocheiCans. 18 BF of Spartame, 0.40
i Ebt TNy diPBeDHAC2 nig. I Aaghaivef sté‘a@ﬁe MQIZ@OIQ/ Si2hArmaburst®. At 25°C,

PCT/ EP2006/ 001393 -6 iron_oxi de, apricot
*Pa0bthe acam%nmﬁndo?mﬂemﬁ*e@ﬁe}vmw1Qjmh98pb>@wéﬂg¢cahéalme The active

cgm?gmﬁgorq%leas@%p a6 NS phsidle@cdl¥al Rt af 377€la¥d @(i) Ydtzgl%gs per minute in the
ica . ng of nagnesi um st earate and 105.4 ng of

EPonad el st @pparatag 1s I8, In 3 weititest Bhus. thy splubilipesp disepdution rate criteria
ag’cogdlﬁ@toq{]e M@ém@lgﬁ] Qrfe 'rrhe)t F%p&)ﬂdaH&n8§&?sgtnay\%Ietg? 8& S\’Qafllo&’p(? with water

active conpound enpl oyed di'ssolVve In
comying | efgtheafollgwingneompphentsct-P2le n ©bmpoignadil r eldemblerifie) trihydrate

hysi S t r
(st 2 L OBt =L F e A0 URLIEN s s o
crasslked inthyleﬁuanQnet hé3$ olgudfi d0illt>1ylalaanld:ad0 83 otgudfi Im{gnesmm stearate,
u ecrterla d|n oth n

8 G BRI M MRplasC el bR PlfulBhonadt G092 meor
yebdl ébn oxids and GV inp oCmdpamactxndees Edeainjsteezdlin theScrdsd-b%r method. The

The correspgondin har macokj.neti c. par.a rs
relatlvecbloaval?a%qlty, coglpgre ton’Rus re}‘erence tabE:t, is rlrEgg’/o Even up to 12 hours after
administration of the tablet according to the invention, the plasma concentrations are higher than

those following administration of the standard tablet.

Example 8

Demonstration of increased bioavailability for an inventive tablet which rapidly disintegrates in

the mouth
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and the nmean plasma concentration profile are shown in
WO804%2287 ve nmanner in Table 1 10 (Appendi x) 89&’EP2006/001393
Figure 1 (Appendix), respectivéty. Exanpl e 7

Denonstration of increased bioavailability for an

ThevieHewipe compnents il Bikef apiadiiguegishsrenmixgr: 0@ pnmicrdnéged vardenafil
l'ggf‘&ﬂoﬂ‘ée ﬁ’]ﬂycﬁlﬁé 286 E o?@gJioxﬁx?c%?é i€ cbhs sﬁlpé §itq Ml)gﬂllow 1ro]p oxide, 0.6%

I sintegrates I n the nout consi sts of
of 5red arogeprads randn?éf%o@fhPhﬁnmd@rit hi mdcvfamlcotoﬂa&zr ny gocbf neohesperidin
%{l}gjdl'o?mal&{ng 21 (g)tg)éloqg \ParQarQe4 dggl %ofg I?‘tgrl;]xéapg resgﬁg"ie(}ke pc?'wder mlx%re is mixed in
wltiuhﬂvhtr otth &5 apolefinely. éi0idadysibfa asipdavtdieough.adD5 mnysiefe. This mixture is
finely di idica, 2 of nesi u stear ai
P G B b S e o R DR G R F G G e Fished
p@@ﬂﬁﬂﬂlﬁﬁhrﬁmbrﬁy&t&dd& saod wektsihavida massadf 1phyng) Odiogéeteddf 8 mm and a

alin ound for rel eas 00 of .
PR Gieng SRR SR DR ary sty Tiohy Bt g s be Swallowed with
watdtUin@ wiich dvasigd ot/aR ma&dlhg cShbd’rfeﬁtE PAI84 US vir@enhBPMydrochloride
flflgpf 5 m nutes.. Thus, the sol ubil ﬁ/and di ssol uti on

e epresppigs (o Ligp o] HsoaB H! 7R ET BiTosPstEieE celpgse, §.55 me

oF QRN EDFbLIyvany Iy o RAGRE YO. g%%?&f Joﬂm’éﬂ s‘?ﬂ’é@l 1.908d o%ﬁ%esmm stearate,
water consisting of the follow n onents: 5.926

Cﬁﬁe‘bf"ltk’/aﬁﬁr%ﬁéﬁ% ] hyﬁr}pa}eg%sm bl28qre ¢fr W eHoAHQD, 0.925 mg .of titanium dioxide,
o RRHALSPRANGS ifol RideUnb. 0Y§E@Qﬁ"§‘éd fran o @lﬁmf'ﬁ%te%d a' the cross-over

m crocrystalline cellulose, 4.3 of crosslinke
oy TRAEIBY Yo e AvaiREiDy. GommBety ﬂm regepincd gl 1ssi2Bi2¢%4.,
0.87 ng of magnesium stearate, 25 1.664 ny of
MR el | ose, 0.555 ng of Macrogol 400, 0.455 ng of
't_t_aam_um di oxi de, 0.092 ng of yellow iron oxide and
007 nmg of red iron oxide is admnistered in the
TchF dQliovwangesonpapaREpre TiEd apd thep syheccsidde ¢a grayiatipe gn a roll: 18.96 kg of

VarRIERA Bpdrb@hidriak Sriyafa8Y ensLKd @pxlnr%];ocry'stﬁlh%égelﬁl%se @0@(@ dfBrospovidone
to 12 hours after administration of

aaé 8Brgih gakcwrrt HBeatenJop Eraghles eisehe @9‘#?@1 “G@’inéé(ﬁtqf dinelyrivided silica,
Jf 'sgc!?ﬁf)s b ﬁ%‘of ﬂuﬁ\%ﬁﬁenft Qliahé%vﬂ;ﬂguraaqm Iﬂ%%% Jlaleh ?ﬂgx%fsiuhlr}?earate. The

st andard ta e 8 Denonstration
finfsbemsdute i @mpawhhm Ma}'> prges targivertelders hyang ablaseter of 7 mm and a
%42%11 idly disintegrates in the nouth
é 2207 PCT/ EP2006/ 001393 -7 The foll owi ng
conmponents are mixed in a ploughshare mixer: 697 g of
Expmplerdi0zed var denafi | hydrochl oride trihydrate, 500 g
of a colorant prem x consisting of 4.4%of yellow iron
i 0

g@%‘?’l{)ﬁ & pog?éntsr ﬁg rﬂl%qu% fr)ff '(l:(g%f ?{}gf\:/ngélr/ 819)édrate 6f0 kg of ground succinic

anléoh tkpef wﬂraﬂvse mm%ﬂdrldcghél%mburiﬁ(BZglbi kglsbamdmgmsnim stearate

r The owder m
a?c? %‘2 kg fﬂu n%ﬁnﬁer% atnﬁg’ gévohr 1s com Eeedg Zab:le'?s }gvglﬁ F diameter of
9sh@\uad atdmsmu@tﬁOamQ(@nmposdseme do?dwotsmmg,(bﬂvaiddnsﬁl). At 25°C, 10 mg of
vardenafil and 30 mg of succinic acid dissolve completely in 10 ml of physiological saline. The
dissolution rate of the tablets is 90% in 5 minutes in the USP paddle stirrer apparatus with 900 ml

of physiological saline, at 37°C and 50 rotations per minute.



mxed in a tunbler wwth 125 g of nagnesium stearate
YVOr08/08220t es. In a tablet press, the finished PpdviER3006/001393
m xture is conpacted to round-8abl ets having a mass of

170 ng, a dianeter of 8 Mmand a fracture strength of

Eabiat 35 N. For conparison, a customary tablet which
is to be swallowed with water and whi ch consi sts of

the fol | owi ng conpQR&ALinedd

hydrochl ori de 10 t
vardenafil),
8.85 ng of crossl
of col | oi dal

coated with: 3.385

enafi |
rihydrate E%%??gggg%ﬁ%ﬁ?g 20 nyg of
141. 797 nmg of mcrocrystalline cellul ose,
i nked pol yvnyl pyrrolifone, 0.88B ny
siligqa, 1.77 of magnesi um st ear at e,
"ﬁ@le@ficcp{fgygmﬁ]eﬁ@get’ionl 128 ugigmery tablet to be
Macr ogol 400, 0. 925Vkgh Bpidhidigwpanaedinge ge, swollaed! wih water

of yellow iron oxi

de and 0. 0®8thngy of red

admi ni stered by tHe gaoassn gwe’e C\EY hd2).

bicavailability

onpared to this refere

igeomeamgeoléo C¥ (N =12)
The rel ative
nce tablet, is

AUQ. 2 % [ashEtanpl

m xed and then subjected to dry
var denaf i 11409 dF20ehi 16p 2de tr

f18A9B) kg 6]

e 9 The a1 B>dW ng conp
gr anul at

76.54 kg of mcrogrystalline cellul ose,

Grospovi dewegd.] and
granul es are then
tsix| i ca, (5 kg of
orange flavour and
tithe 20 fi Milshed mi
to give tablets hg

80 kg of7-dadh&Pumsilic

mxed with: 1 kg of fi
sucr d&-93d0-58- 2R of pu
2 kg of sieved magnes

xture i s-Edipakted in

\ving a dianeter of 7 nj

of 125 ng. Exanpl €
m xed: 21.4 kg of

10 The fol l owi ng conp
vardenafil di hydrate,

bnent s 22.8(38.2)
on on a roll:
hydr at e,

20 kg of

at e. Thé35(39.5)
nely divided
ver ul0git(0.50-2.00)
um st ear at e.
A rotar §0ptéds
m and a mass
pnents are

60 kg of

tgr GYREdiFUEENATUE-MadngN) 1. 1 kg of sucral ose and 342.1
kg of Pharmaburst(r) B2, 13.2 kg of sieved nagnesi um
ot ARt &timdR (80U cénfekd iffvAYl verul ent orange flavour.
The m xture is conpacted to tablets having a di aneter
of 9 mmand a nmass of 220 ng (corresponds to a dose of

10 ng of vardenafi

). At 25C, 10 ng of

vardenafi |

and

30 ng of succinic acid dissolve conpletely in 10 nm of

physi ol ogi cal sal

ne. The

di ssolution rate of the

tablets is 90%in 5 mnutes in the USP paddle stirrer

apparatus with 900 n
and 50 rotations per m nute.

PCT/ EP2006/ 001393

paraneters of vardenafil

i nventi on Customar

of physi ol ogi ca
-8- Table 1 Pharnmacok

y tablet to be which

sal i ne,
WD2006/ 092207

at 37C

i netic

A B Tablet according to the

rapidly

di sintegrates in the swall owed wth water
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nout h o rrean geo. % CV (N = 12) geo.nean geo. % CV 19
WOXPO/RIET g*h/ L] 32.2 (32.0) 22.8 (38.2) frei @&TEFP2006/001393
[94 140. 9(120. 2-165.2) COX [gt®} 7.51 (43.9) 7.35

39.5) t rMX [h] 0.875 (0.50-2.50) 0.75 (0.50-2.00)
IQ_EMC_MM{ZZ. 1) 4.08 (24.0) 1 t,,,aX as nedian

(m ni num maximunm) fret as point estimate (90%

Ponf | ]gl% Cf%rrﬁ gt%;l \alilh g&%@e%feftquéﬁuglg P CtI/ E'Ecg.lh(?fpgéé) Qgrgl%?’ses vardenafil,

-9- Pat a| s ormu on vvh

di si mhegpfan@ in dptk lyaSI ﬁO%h)é thmmtd@na”ﬂ dlown'phq sibgance form employed
xg; ggcﬁa ivlfs %foéSgé Iﬁrﬁ @ ] SUE%S%OQ%ca a(l)lp?n aré %I%tratgo(f)/re?efaset E’gm the drug
di ssoﬁomﬂatajn 12 3@ ihoflfhysiblogital phys |vnih0guhe atst sahmum i@ USP paddie

the rate of r e fromthe d n in 900
' or R Spar B Rl R Tirb e e FIPST O nut oo
in the USP paddle stirrer apparatus at 50 rotations
per nbiygtfematatidy acﬁoﬂdﬁqgadi Clag$f corfpPsing var8¥nkifil in the form of a salt with an
formul ati on ac ng to Claim1, conprising
var deff (Trvardﬁ“""?ﬁ t#‘%‘??ﬁl f asalt with an acid or
vardenafil with an acid. 3. Drug formulation accordi ng
1.0 O Biupf@dmut€opsidcesiding v alaiie daddntpribiyig b aedlatr hyd&cBloride or vardenafil
var den fl%‘ %O E{(grochl oride trihydrate. 4. Drug
f or MR ORTSCEBY G g to O ai m 3, conpri sing
vardenafil hydrochl oride or vardenafil hydrochloride
4ri hyldnnglf@xﬂumnaﬂ sdcomding el Cfairh B) stintphisiag MEadha ARty dtochiBride or vardenafil

si ze of n.20. m rmul ati on accordin

to arWd‘éS*f’h sk ydiatmrawme&#r%.%ﬁ SFHGRPES 16 Yot Gen 20 um.
sugar al cohols. 15 6. Drug formul ation according to

any dT)rquc&fn[IEtldn do0ordinig o #nyChT WG inmsalCHealQ tdrebriding Miroth 4088 ® 99% of sugar
on t a;? |1nformat| on leaflet, |abel or packagi ng box

t hat 3998°rug formulation is to be inserted into the

oral cavity and, after its disintegration, to be

ewal |[0m@tﬂormulation according to any of Claims 1 to 5 in a drug packaging with a note on the

information leaflet, label or packaging box that the drug formulation is to be inserted into

the oral cavity and, after its disintegration, to be swallowed.



