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for quality of life and sexual ‘enJI oynment ' '
Men often suffer from both premature ¢jaculation and erectile dysfunction. It has

been reported that from about 25 to about 45% of men with premature ejaculation also suffer
from erectile dysfunction (Fasolo et al., J. Sex. Med., 2:376-382 (2005); Shabsigh and
Perelman, J. Sex Res., Volume 43, Number 1 (February 2006); Porst et al., European Urology
, 51(3):816-824 (March 2007; published online July 2006)), and that over half of men with
erectile dysfunction also suffer from premature ejaculation (Shabsigh and Perelman, J. Sex
Res., Volume 43, Number 1 (February 2006)). Men who suffer from both premature
¢jaculation and erectile dysfunction have lower scores for quality of life and sexual enjoyment

compared to those with either premature ejaculation or erectile dysfunction alone. /d.
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conpared to those with either premature ejacul ati on or
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Although a variety of specific criteria have been proposed for diagnosing premature

¢jaculation, no one criterion or group of criteria is yet universally accepted. Specific
proposed criteria include: (1) ejaculation prior to penetration or within ten to twenty strokes
after intromission; (i1) ¢jaculation in less than 1-2 minutes; and (iii) ejaculation 50% of the
time more rapidly than the female is able to have an orgasm if she has no orgasmic
dysfunction. See, e.g., U.S. Patent No. 6,037,360 and 5,151,448; Male Infertility and Sexual
Dysfunction, page 356 (Springer-Verlag 1997); Diagnostic and Statistical Manual of Mental
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tema% {ENCE eglfsnglc agsr?nF I((Selar%e allec?ﬁeC%%:e erectile function
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(IIEF) has been developed and validated as a patient-based questionnaire that is now widely
use for the diagnosis of erectile dysfunction. The EF domain of the IIEF has demonstrated

test reliability and validity with a high degree of sensitivity and specificity. In particular, men
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(I EF) has been devel oped and validated as a
patient - based questionnaire that is now wi dely use for
W@ b@sdimenosi s of erectil e dysfunction. The ERPPCDIS1008/053710
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derivatives. The term further includes all of the stereoisomers of any of the foregoing,
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metabolism of the second messenger nucleotides cAMP and cGMP. The PDEs have now
been classified into eleven major families, Types I-XI. The members of the families vary in

their tissue, cellular and subcellular distribution, as well as their links to the cAMP and cGMP
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andgkrchdedodbit brdh@ut@te cjaGhlatidrsdnd)ereckild dy¥funCldn, an dfective amount

treat conorbid premature ejaculation and erectile
of ¢y ypmadali materialhn ard fa@cqffwévgmﬁmmt of 8aph¢saa?h9@i©$terase inhibitor are

mat.eri al. and ,an _ef.fe Ve ano
ad‘BH%Sg%rﬁﬁé? adpaly sa eeffufeﬁth‘f%t“%% rpﬂgr éo %ed%aﬁ"i‘cs“t%t?edr hedWg Jrgsemay be
ad@higéree Gir\iearlcbi®y [ | s@fudn@aBeXblalny astiéry i They T bdadministered
drugs may be adm ni stered sinultaneously or

sewéﬁd@rhy P pam¢ or diffgreatmedes of pepiniwxatips, o drayrnast kyaggninistered in
or%gﬁg{l(% img?é’ dosgg f %mn%y% smg%ef 1;0161%3 ol%tadrrITlD nqs%sa O18n Preferred is a single

mnls

domaaaﬂug RakeR opalBj lﬁgireo g@raamnfmy rrBWn aeﬁd:dﬂlgb embamtt & meant a
of administration. Preferred is singl e dose of each

nonfpalg b isuficiangl ampupt piggack ef ﬁl@iwaldﬂastt@ drlay ciapylagien and to reduce

the 13;1{1@%0% éﬁ?ev%ﬂ%uq{ﬁ{ecgf ﬁ‘lﬁ&l(% rtﬁr Nt O‘)&fg%ﬁ‘%g}sm% is rgea[nt the range of

tin®) prou todek @d1 aativdtyt cmrfngduﬁal éalaﬁ of theirele aafgs ﬁfusﬁl&b\/&limflﬁ(te@éfd so that
erectile dysfunction. By an "effective tinme" is nmean

theyryellrbgrrgieciore fodekaypiacukitiop aséxekice dhetingifenee @ erasgle dysfunctlon
AR RS D SR HIE YR RGP LTS a0 i et

frorreboQel (g td dboutEaRg Ghore petirhble ﬁ@)&ﬁefbdﬁﬁlﬁl rﬁgl to ad0utG0 mg, given

is fromabout 1ng to about 250 ny, prefer ablxn .
orally from about 30 minutes to about 24 hours before sexual activity effective amount of

Viagra® sildenafil citrate is from about 5 mg to about 500 mg, preferably from about 25 mg

to about 100 mg, given orally from about 30 minutes to about 4 hours before sexual activity.
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from about 10ng to about 200 ngy, nore preferably from

about 25ng to about 150 ng, given orally from about 30
worRmvatiew2¢ o about 24 hours before sexual acti vPCHUSANS/053710

effectlve anmount of Viagra(r) sil denafi | citrate is

R R 0 B ST o
g”?fé'f’ér@lﬁ v iRt 5 th ngQ Wbt 06 E{% givefl 61‘4151’1%1 fﬁ‘)‘fﬁ Dot Yo Ahutes to about

fecti ve anount of Levitra var denaf
2 hbyﬂfoefdné SHXllaﬂelCtlﬂtSf rfblmzﬁ@(tlub arhognttod C&iﬁm@ttadhﬂ}ﬁﬂ isfrom about 1 mg to

P Rl SORE LR S BEUP ot aip s B oraby [jam doout 30

mlﬁ‘&tEé i afbMut PRt l%%t‘e‘é@xlﬁ[@d’m"itgoﬁoge%ﬂ f6d ﬁnd‘éﬁ%d@fy those skilled
I's fromabout 1ng to about ng, preferably from

in thbeu thab theglosageabwunt ROl gy wgh ﬁ@mamcallldrform aitraaizdat engfoyed and

m nutes to abaut 36 .haurs befor exu tivity. . ..
thagey B PR sHaSH SEBUT B Pirgsie SITH PG L ity timing
of Mé%ﬂnﬁﬁl@trﬂ%aﬂh% 1@éﬁ%’5n$f Myl otho¥ @FlYgsWefn% a'dhﬁm@t@fetd' ®dls@erity of the

form of tramadol enpl oyed and the particul ar
propirosp kpdilet o pabacitrib dpifttios mphdities, thergersoastaadspndifion of the
admnl ion, the ti e, adm nistratipn, the

PP gr s Bt DBl hg rEeemot Sp b st Sl be tha
am%ﬁl‘{ﬁ{f'tﬁé/c&ﬁ Juhl@ WHi GBI 1B wektaieu et B aNdk1 B §aéudlAtfon and reduce

ysfunctlon conditions, the age, size and condition of
thetihgdgree ioesaverigrd etdackks dyamotian wotlwh toxicityh Blomsuiérctl dosage, route

" t.abl.e d t h
of b RdiaGuen Rt e SR Fuml futibe tusEidr bR ESing orsound
mcdRlaPyid st IEHdcate dhidgd RAME EMbNE ahf Eihide BE 8drRinisHAMEH, il dosage

of erectile dysfunction Wi thout toxicity. However, the
amdosiagen be deerninéd epirinilstration, etc. , will be

det QLT OeRaDi AR GENTL A% BYR! G AN DL L DG SE0RFIC able 10

corft’p‘tﬂ%‘e Gt dtdrsoRbs BANTIPrevdnad; héﬁiﬂanoﬁmﬁr adt@fﬁél%wﬁfi@luﬂg& than that
can be determ ned enpirically. As used herein, "dela

ay
nosnaly sxpetienged baeﬁlﬁ@qlﬁ‘ahelanqtﬁqz@l\rl@g:@@e\tmgt tlvie axma@tﬂd thaf the male

wifl B ol SIS HES R B of Ry s g RarFdnGR ey completly
satlsfighis parh@! "PcryRRIcLRASETIRY nbth@cdBlbotahe Preeit e[] aculatlon
receiving treatnment. It is expected that the male wl|
be é@lt@e bersomt redhice e 1@f1d@1meaftfcﬂrgct11b¢ dydanction” megegthakerectile
dyﬁ%lfl{tl nﬁoﬁé?evggtea glcau ]te (%gcn.!?vng%t?ea){m§@tac§0r¥m§ to tthe t1nve}1t10n or that

theﬁfuﬁlb%ﬂbf 1ﬁb1€§ﬁﬂe§bf &&tllé& sfigRtioh QiR boreduéRdUGRIsEd IR rein, “reduce the
i ncidence of erectile d};/sf unction" nmeans that erectile
SeVyisF Qifrﬁf@qﬁé‘?ldwﬁllmtlﬁé peEpdRt dep sereTEy ph rrectlsclapingigon as measured
n i n th
o L TR} SRR G T R e

redage @kanﬁ&olliﬁzﬁdrleh%h& ipResphbéidsteasd ﬁh‘hﬂ:ﬁt@‘lf &faly by a@inistered by any
erectile (ﬁysf unction" neans that the severit

suigabde (oute ofyadnyinistiaton. asichdngupwdybpatahy, E@@%’d/ﬁ:’a‘ﬁ%ﬁlﬂw (e.g.
1nt§a%8ﬁoqls QIZS?‘@C%#% ggles(l% dn r&rﬂ&stcﬁﬁrlg t§ﬁagﬁ§§eor edehvery to the skin or

I ncrea

mueb@gphatidestialyage. i ddtiveiyt by passagbefaddiuy tireughd theyskamyinto the
sui tabl e route of adm nistration, including orally,

bquggtaqam) trq,négwaq)qayy (zpea,rcgﬁy@yg)lymassege @f a drug through the mucosal tissue

into the bloodstream), intracavernosally (i.e., injection into one or both corpora of the corpora

cavernosal tissues of the penis), and intarurethrally (i.e., delivery into the urethra). Highly
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I ntravenously, subcutaneously, or intranuscularly),
topically (i.e., delivery to the skin or nucosa),

W@ e@ssewedal |y (i.e., delivery by passage of aPdr/ugr008/053710
t hrough the skin into the bl oodstrean), transnuco

ally (i.e delivery by passage of a drug through the
preﬁ‘%r&%ﬁ%ﬁr%la QiUSTAHEB: t he bl oodst rean) ,

| Nt RAGRVE Ys%%ﬁbleyfo{ the@ramadbNin§fetihPihd ﬂlfo@plﬁﬂ?esfé‘ias@ @hiibitor to be
corpora of the corpora cavernosal tissues of
adipenstepd ahmd it istpaefarabtento allhynifter them (delivideally qrmm OOItlbllﬁatlon) as a
uret hra Hi ghl. eferred.is, oral adm.nistratio
phifgae e ol B S Bt oty e Fi At sy o yill comprisea
traﬁ’lta@&pﬁgféhﬁﬁ te B@&sﬁhb&l@ét&‘a;‘;eo fnhiftd? eoraISHﬁl Nis Sthe ra%ﬁv@ |11§§11@dlent(s) in
It is preférable to adm nister t hem (i ndi vi dual l'y or
adinrxtero whihrvart oompregthaemgicati crlly swedptailc ¢apmners hiat, Dptmonally, with one or

conposi tion). The pharnmaceut.ica onpasi tigns

e AT GBS iy Baer FAFTIAS. BACS RO BUTOE sbireptable” in th
seﬂs@ Brbéihg Eorﬁﬁatﬁﬂ’é RitAhd &ﬁeﬁﬁﬁﬂe&ﬁnis%f&%ﬁﬁﬁlﬁﬁén 4 not 1nJur10us to

adm xture wth one or nore pharnaceutically-acceptable
thecmarlﬁ W@D svilhrds theppinpnsitioy, Pharmirconellyracneptablotameers are well known

or ot r.mate
ggegéE‘ﬁ t%imeemu}e aﬂ&“@é‘ﬁ%@“ﬁ%&ﬁnﬁe&‘% ’Elngfﬁdéent(s) are

forMu'lah!ed e ﬁhﬁﬁﬁceuﬁ&ﬂf—‘abﬁghﬂe%sééé %'oﬁr%‘lﬁ‘éb@&e‘nﬁ@na@ﬁfétﬁ&@ﬁ known to

injurious to the ma take the conposition
thoppaf skald authic @l I%%emeﬁerawgémdd?hmrwee@zml Swedriceknown i n

t he ardl ess. of t rou t 0 mni.stratign .
sor EBbaieSHEl el i ttan B fefregB LRyt fan dnsfids pgmaking
thelhaFRe glittal @&ﬁﬁd@n@ﬁ@ﬁ@k@@b@d&%@@e SEQIeB (0. Patents Nos. 3,652,589,

conventional nethods known to those of skill in the

3 8&91934,§e2323 féllg5 D9 RéM, ﬁ@@bﬁ@ S, PR&8asceLlt. @b, 0%8@6}@9@6 156,342,
eytical i ons cont a
the SORPRET Yk & el RERERSh fRniaPoRled ARt diREGee.  Morcover,
ph&aiRagichl @%p&%\/(ﬁls%ﬁfhlﬂﬁg Granhgel atﬁfv‘EharﬁlaGeutlchllySacceptable salts
Pat ents Nos. 3,652,589, 3,830,934, 5,223,541
thegeafoare4 Hrnucanad SMIIQ sajd 79@riggsle. 6, n thoddnits Gouess@) cis-2-

PRRnbRRp Bt BRI B ErEh S BTGB oy OB ® for - ora
adRhAdtABie S 4 h&hﬁ‘l'abl"éqi’@ﬁﬂrthoomN@ﬂ IPhatriddagtidall, ANB.Y Rlari@RdNew Jersey
Ogggﬁrnaceutlcally acceptabl e salts thereof are

udsa dilirfetiMa ablefsl d | Il RAM | tpbleh gonsinse§0 Sngt €9, cis-2-

[(dE %}hﬁ%ﬁnopmethxgjl ﬁ% -?}yﬁh])xxphfgylke}/%%l%(ei}p 01 hyﬂrs)cl%:lglré e %d a nurnber of
ina@livd VAkiredibhtor icé@ k@rch9 ﬂ@ﬂro&@ﬁidib?rﬁ il 10 ull Se 2 Vebkd s8D |nﬁtgnesmm
from Ortho-MNei | Pharmaceufical, Inc., Raritan, New

stegiafes ayicrBBe e lings C@Lumwpﬁlé(mhéﬁe@e gteeoh alywRahate £19) sedium starch

gly%?@{e tlpa?]mf 1 r%r%%é + ?}? Tt l(sémde]ish 8)((1 )}% t etpﬁl mrél)?{:cllal tg)lre)palratlon of

traﬂlladdslyﬁbrﬂaahdl oidedehe @mﬂld@aﬂl@ M1 ErR ¥ 1@ichaists ¥ mik@redf tRORR and S,S
(corn_starch, hydroxypropyl nethylcellul ose, |actose,
isopggeisramadet W@‘f@orl‘i‘/ﬁ crocrystalline cellul ose,

pol )Sﬁ%,],ﬁ}i/ C&R?I %Jo}ﬁﬁ)%gltl Poloy %19%5 &o%%oﬁa%%‘réé&tﬁﬁ tor Qrtld rn%thods of

gl ycol'a anicum di OXI 'S un
malkth@tth& bearfoF®Rical @mpseioas aawmswlseehrdamdﬁh SBé l@%t eld S. Patents
under the brand nanme ULTRAM of
Nog3,3 9> R, ﬁ8%90@6g40 329,6,362,178, 6 403 597 6 469 012 6 821 975 6,943,166
and 6,943,171, the complete disclosures of which are incorporated herein by reference.

Suitable phosphosdiesterase inhibitors are also available commercially from, e.g, Pfizer
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i soners of tramadol hydrochl ori de. Pharmaceutica

conposi tions containing a phosphodi esterase inhibitor
waeastreobods of nmaki ng the pharnmaceuti cal conpPST/UB290%053710

have al so been described. See, e.g., U S. Patents hbs

(VB0 B B ) oYerint Siiehdbbuii o gy I ad Ty 1c0s

(Cﬁﬁggkggﬁﬁgjsclosyres of which are incorporated hereln
by reference. Suitable phosphosdi esterase inhibitors
ar e Fatreda@oreidf #liod iﬁvﬂmilmESnitéitbid: for ofal admigstggtion may be in the form of
z Vi agra(r S|Iden citrate Scherln 0
casplsS oD b e Hlflar Py 2rICT P12 PRISROR BF A1 Syion in an
aqﬁe%Q§B@1fldﬂ dqueb H(![ﬂl&ltdl‘%ﬁ%IIQB vtzah@r dr"Wﬁ&tthﬁl $4Ulid 8L RIS  or as an
oral admnistration may be in the formof capsul es,
elixiaohate), opad fastillasdisiet & 1np1mml§[ sich gs gelatiremd@lycagn,ar sucrose and

sol ut i en3|on in a ous o n- agueo
st g gneagh O B CRRTER el o BTN heredicnt(s).
Pr&@i‘ﬂécﬁéx@ﬂ&dmlﬁ{su@ﬁorﬁ%n%k e tﬁbl@{s andl %bﬁﬁule@f as pastilles

(using an inert base, such gelatin and glycerin, or

suc losdidatosa gedamisa)f; thealnvjetttime fbn deel, adencibtrgomt(adpsitleg, tablets, pills,

crdB e By P~ g e R Fhedike bl e LS 4 Pt & sigyone or more
ph&aResltRaHy h&eﬁﬁble@aﬁ%‘f@gﬁcﬁ( £rsB8iud cifrfi ok Hiéﬁl&ldn@ﬁhés%hate and/or
oral admnistration (capsules, tablets, pi

anyj pé@@e&ﬂlowm éhsfillgs an @k@gd@fmdsutch @s IStak@)es ltaﬁesea@mm@e, glucose,
red| ne Qr_ nore
mas b bl %fldagéﬁﬁtngsﬁs SN s Riply cqtboxypmetylcetiulose,
alg@ﬂattésatg@laﬁﬁ lstugah cma@ﬁ@ hatse aRdbPacay (8§ htiMctants, such as
| ow ng ers or extenders, such as starches,
glﬂcamtl dé)sdlsmtﬁzgr@tm aggnﬁﬁcwé as pgaTrigeblcalcam cabordte.ipptato ot tapioca

sl Joielibich s Flir e Ry Rl oo hrionsrapding ggents sueh

as PYFKH; | @PRBsorHisH ASRIAREOSuRCAL hiditerhdly AHABRTANESmpounds; (7)

such as glycerol; (4) d|S|nte ratlgg,agents such as
We&gmaga@ta,rsucle af Eqr@mr@alﬁb@mdtaéco cgyol n@ﬁpﬁ@rate (8) absorbents,
t ar,ch

suc rsg%lﬂfél% %%tbtorggel c&ﬁy 6%)61}1% carnasl, %16 a&éﬁf calacubr% r§’[%alralfle magnesium

ste@@feafs&hmpolgféthyl@b@ QIyRbIs OfbdAGE ey adudiate, afdlGlixtafes thereof; and (10)
quat er nary anmmoni um conpounds; (7) wetting agents,

01@&@& aa@ts florthegasaef eapselesytiblats @ap oillsathg p@ﬁmﬁmcal compositions

ﬁp?%e Puf?e% n(gégéﬁr bg&g %nipo%lqlo%ﬁ o}( a?éjl{né ar %ng & may;be be ernployed

as ﬁlleﬁrlﬁtsﬁft A gesusd g&l@ﬂﬁ @E}%ule%Qisirg feh )é@&lb}bln%nz% lactose or milk
gl ycols, sodium|lauryl sulfate m xt ures thereof;

suggd ag o)l ag @lg@rmwgmsl@re\mlght nohyatideneaelscads andiths likes,

t abl,e I e c y

alsé‘%%#%gﬁ B%n?@e d%é %l&éh%ﬁ%n%gﬁgggw&lons H?ornune
ac@@sSoryiihg@editytpe @mﬂprb@e@ mgvlay ethyalse picphed using Giafdr @ndexample,

hard-filled gelatin capsules usi ng such excipients as

gelptie polrety pRaTYketigkacd ulose), lwbriankgnelt difucab DEsavative, disintegrant
(foﬁ%k%@l pg&&f&hwelrapgly%h%?eo&s @gﬁhﬁl&% {odhﬁn @S})to\%?%gﬁ%ﬂgéﬂulose),

Yy conpr éssi‘on I ng optiona
sur@dccrmati€e or dispersing agent. Molded tablets may be made by molding in a suitable

machine a mixture of the powdered compound moistened with an inert liquid diluent.
The tablets, and other solid dosage forms of the pharmaceutical compositions of the

present invention, such as dragees, capsules, pills and granules, may optionally be scored or
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accessory ingredients. Conpressed tablets may be

prepared using binder (for exanple, gelatin or
whywsasoeps opyl net hyl cel |l ul ose), [ubricant, i nRET/US2008/053710

di | uent, preservative di si ntegrant (for exanple,

sodlun1starch ate or crass-1ijnked, sodi um
pre@ﬁ?@é&%ﬁ%@ﬂws ﬁi}l oSUf1 35 SHFFQEAIARY FRACIBET Rdpsry HEpown in
th. fth M?ééiqgnﬁlﬁ@tll att. "R, 4@ b0 YorRIAENG 4t de sl

eggll%t a%cee machi ne alfgtm xt uree'b(ﬁa}nfgi he poovvder ed conSpS%ﬁOVI © oW or
commilist exiede vf thh atarveumgcdlelht(sq thecbinliding fidr.exdnplet l@i_ldkced.ypropylmethyl

B RS e e R E R 4 e
hpggo‘ﬂ% QRd/of ARTMpBSres) pThéySm%nge QAU 89, fomanﬂﬂé 'fﬁfﬂ@tkdnychrough a

be scored orprepared w'th ‘coatings and S, such
bagerierdtaningdilicn gEhcan doropdsetions aayi ahsgsopmnall%mn ppacnﬁymg agents

t - f
o BT &t b S B Ryt ahaetF TeB e D1 Sl esnasfggntally.
in cheftﬁﬁ ﬁl‘)?ttiéﬂ/ 6 ’[Hégg’a@ﬁibﬁfgsﬁ@l t¥a|3f-‘ o?hﬂnd-lfy' MYa de@fyed manner. These

exanpl e, hydr oxypr opyl net hyl ulosé in varying
comp@mmrt&wlsocquf@wpdwomhen de‘élattédy refdasathe agn\cﬁlngledlent(s) only,
ynmer nmatri s an /o nlcro r
or RV BRI <5 BT 8P Bae ST b F ST ecTy and the
otheNQBIAMR, B&h! &k dmkeba Wit Wiffédeherelcald Posiles, etc) Examples of
composi ti ons may al so optional [y contain opacifying
embgdnng cempbsiteons ydidf caa beowpdiictude motymeerictsh arrce$ eabwaxes. The
I, ent referentially, in a

sotydip G o eSS e B ract,

opt Hdkagd Pors 2 baAY SEn RMABSn of'IEH@é‘&np“dﬁH@Wtﬁd ifntion include
so be of a conposition so that they rel ease the

pha’map@élcahguaewwhte(@ulmny migipeiprlsfoas.satuitigns, yuSPcmlens syrups and

eh)%ﬁ%r,é% %qutR?'lutgnt %tév ltnﬁge 1661\@]? fﬂ?%r ﬁ%l}lg 218?%%3{/1&15 {nia}(rézontam inert
dilatits d¥nhidlodll b @F 18 e Arek@ase, Bf SfanlpRs walrGr dtheEokL Solubilizing
of enbeddi ng conposi tions which can be used incl ude

agep)@q apql@muémfée;b§pdh@@ghyéh]@0b@;@@romﬂ alcahal; gthyl carbonate cthyl acetate,

d . sQ b capsu
el BRERH bl F3PaRe e RAre M FRLERERIGAVERL oM particuta
cottSHP&Y BeinBhut! &fn] AYRNbIIY) chdddi dhdBesame oils), glycerol, tetrahydrofuryl
harnaceutlcally acceptable emul si ons, m croenul si ons,

alcgmlumlmfbylee@ ghyeels ot &ttywrdﬁssermﬁmblr% iuz;i lerﬁures thereof.
addlB 518 1 1"[t cﬂf"ue%{:st Il{eeorapgor%??s? rfssc)ah also 1nc u%e adJuvan‘g such as

dosage or s uent's comonl
wetthgt Bgenai t em‘@lkiﬁ‘j?lngsandf QuispRAEAP| SreniWats@icetfiing! Iﬂal’vormg, coloring,

solvents, solubilizing agents and ermulsif ers, such as
perdumie, RIkEABE, AdgBRICHIVE 48¢6hol , et hyl car bonat e,

Str géy p%ﬁg Brgﬁt éi?ﬁﬂ)?%‘[h%l ?t? teolll%regﬁ%ﬂti% mgf gﬁ%?al{n EUSpendmg agents as,
forfsainipey) bﬁhbxyl@&ﬂtlm&@@d alo@h@l@[@ﬂ%xyeﬁ@[@lﬁe s@bito] aIQI dovitan esters,

castor and sesane oils), ycerol , tetrahydrofur
migipeypiglline ﬁ@l%%rﬁv@ﬁengn%@r@%% reRi{e, @&awge@tlérr@ga@ﬁnth, and
nu%ﬁ&%&ﬂg&ﬁ-and m xtures thereof. Besides inert

uen the oral conpositions can al so include

ad] veanilatiGiscbf ake Wakinaiguti@e ndosnpoeitiohs i dfyihaginatttion for rectal

suspendi ng agents, sweetening, flavoring, colorln% .
adGRYFRIPR gAYt IR RIRasHGas R AEPNOPERsBr Whicheayalfepiiepared Dy mixing the

active ingredient(s) with one or more suitable nonirritating excipients or carriers comprising,

for example, cocoa butter, polyethylene glycol, a suppository wax or salicylate, and which is
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Suspensions, in addition to the active ingredient(s),
may contai n suspendi ng agents as, for exanple,

w@rdwesylvas ed i sostearyl al cohol s, pol yoxyet hyl BEEUS2008/053710
sorbitol and sorbitan esters m crocrystalline

| lul ose, al um n1net drOX|de bentopite,
solig 100G MG T F oA LRI tt%ma IERirRgS anch gpegifore. will melt in the
ra%@%ﬁH&ﬂﬁ&@@ﬁw@kﬁ%@ﬁgﬁ%%&ﬂ%?eUt'Ca' conposi ti ons of the
invention for rectal” admnistrati on may be presented
as @os&g@;fosmsfor the topidat transderioal optremmdsdbydnnnxsmgom bthe active

ent(s) with one or nore
m%ﬁ%‘h?l}t %(f%us%‘tyé JPIRSHES, PastEs, 66??6?% qu%ls gdy solutions,
at%Pfé‘an’rloﬁs ar?djiﬁﬁzﬁallﬁk’t Tl?eractﬂ?@ n\é%d%ﬂt@)"ﬁ V\gbé’ f¥ed u"flder sterile conditions
suppository wax or salicylate, ich issolid at
withagiretreaepeticatiyaegepbabic daimiri amda‘tltlmw)uffmrpmmﬂmtawmch may be
therefore, will nmelt in the rectumand rel ease the
reQiiiedye i ngredient (s). Dosage forms for the topical,
tranpdefif@lenR! phitdd)SHGRS ahd 21 Mb tdoAlai@Nn fddttlR to the active
active ingredient(s) include powders, sprays,
ingnéchentent sxcippars, esch ay samsl andvdgotable @l oils, spdxgs.i ppnasfins, starch,
tra%ﬁ@@c%ufgég 8%?1%21?’6% pg@leﬁg 6618 ﬁETYQS sacliclo\\;/h% ;t?n%omges 51f1c(10 21c1d talc
andPBﬁE ORRIE W BaklrYs @ekept abl e carrier, and with any
buffers, or propellants which my be required. The
oi nPraders anpesesan eondzingn additigeloshaaryive mgtediont(s), mxmplents such

dditi n to.the acti.ve ingred exc nt.s
os (S0, s it it np oS e i S BRiPm R wtr or
migfufds©fthebd ABBGANSpa@d Eahl ATRICHSIY SdiN @&stornary propellants such as
h]atmﬁlthylene gl ycols, “silicones, bentonites, Silicic
C

orqhydeocarbeny iand vokitde unstbstifusadyhedroedibensofuch as butanc and
-Jowders and sprays can contain, in addition to the
ProPETve i ngredient(s), excipients such as |actose,
t al The sbtiveCingredfehls) Bhy Ak BEd B b QK ihehghGRd SHikliking conventional
silicates and pol yam de powder or mi xtures of these
tra@&siﬁgﬂdmi@&dehsptryasyste@an cadighsdeomall naiches ml@rqnn%lagctumngredlent(S)
o) u chl or. l.u rocar bo
arfy PR AT TnghEl BRI RSB TN SR R el yory doviee toe
affeded t® (HRRANE . Inkheh @@ﬂhhdt@rel hg eV EiRbed)enfBYard byiRcdl§ contained in a
del i vered through the skin using conventiona
layer, @n STG%qmeL" amctﬁglym anpppgr bagking Fayer. i The lamingteA dendpqmpy contain a
smt%%t % Qﬁ‘) i’ con a nehgﬂna&h itH)Ffe {re{ggrvglr% 52% gé% ?1%%$dlmen hei reservoir
corfiye s pafmttrid igridet d prarifacdendatle at @ph®lcabhiaxedhtOvd Mgterial that
skin. In such a structure, the active ingredient(s)
serypsdoafii hapysjere sriha e during drug dylsyery. oExamIéQSeqf\ﬁmw le skin contact
adkgegg%r lrﬁ’até}galsa ?Bﬁg r blblfj‘ca!%% lnlgotI Whiled 'J['ge B@d{y?etngg polysiloxanes,
€ reservoi
po@mbaﬂy[bnﬁml pdlpdoeylates epM?infeﬁlanésn amﬁethenmdl I’Pﬁfﬁ’natitvbl&}r the drug-
reservoir conprises a polynmeric matrix of a
copAPHERITqIcad singepiaptadhPevcasppigsnt adispapiganddisepgtagyers, with

the alaﬁéswe underlying the reservoir which, in this case, may be either a polymeric matrix as

described above, or it may be a liquid or hydrogel reservoir, or may take some other form.
The backing layer in these laminates, which serves as the upper surface of the device,

functions as the primary structural element of the laminated structure and provides the device

with much of'its flexibility. The material selected for the backing material should be selected
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serves to affix the systemto the skin during drug
delivery. Exanples of suitable skin contact adhesive
woreend@ke i ncl ude, but are not limted to, PCT/US2008/053710
pol yet hyl enes, pol ysil oxanes, polyisobutyl enes,
ol yacryl ate ur et hapes, .and t
so g i prsab Frt%t@y “BH@%@P%&WF&%‘WQWQ@BWQ 2Py gthar wRterials that are
pre%@rﬁt S b&@'ﬁfgﬁh e@ ér%e@ﬁﬁér%@&luﬁ%e SERAOALIBsi AL %ﬁjénafnlgrﬂ)ﬁtwhether it
layers, wth hesi ve underlying the reéservo
is ddsircd thai thet slkuns bmﬂm@ hydmeytecb dumig tewg delipalyy rilﬁrel b:aclmug fi$ mreferably

s descri bed abov e uid. dro e
ma R obE et O I P re e B et ente il ESRD RSS! polymers
thak Qﬁé%ﬁltdbme Fopﬁl%%aékﬁﬁ% lﬁ%ﬁﬁolud@ﬁoﬁi}btlﬁ%n\é lﬁﬁoﬁﬁ&leuﬁ’(ﬂ%sters and the

surface of the device, functions "as e pri
likgt ruct ural el enent of the | am nat ed structure and

o o&”?es %f?%ﬁg{?‘é{j Plfl(afr mﬁgg]lg t%fg§ t)g{ie qlgﬂg{ﬁlsda geZeease liner.
ImARUREI L HRS tbhﬁ@ this lhyr BUREIEA ﬁ@tnl the HQ@@% RaBb& the bhfd€surface

active i ngredient and any other materials that are
themoe‘saatlnter th deugrasscvaigor aagcparattwpntaet agiht$iee lager bashittbe s;ystern may

be pREREE IR LR Rt Baa0PY A arls ey p JER Sl Ripermeable

madarki ng is preferably nmade of a sheet or fllntof a
preferably flexible elastomeric material. Exanples of
p ol Ymansdertabdrugdeliwany tewpes nflebfrbetfhle;‘l@mdmsmg cbav&gmﬂonal techniques,

kn?\ﬁlé m'q[g% %19 otjﬂz &t H—é e ag@tggl %ﬁ@ﬁ u]{e (9[?0 %‘f{ftgﬁ & an({1 vehicle onto

thel LABkIAR 16, ﬁlro%ﬁ%wamﬁs:ttdﬂtﬁ%&ereedeqaée ditfl@My, the adhesive mixture
I mediately prior to use, this |layer is renoved from

mayfhe caéoiiodha igleasqlome foltawdskhyd kminatipmofthe baskingrlaycsi AKemnatively,

e R e 85 T RS P oE AR B SRR B toscea
"SO-Eﬁﬁig"ﬁiﬁéﬁ%/\}eh{&%mm@él d be made froma drug/vehicle

i npermeabl e material. Transdernmal drug delivery
dev ﬂ@eéammyteﬂéma@ﬂm@hdm iﬁé,wﬁlg/ BetPmsnmpy tiapddition contain a skin

es. the exanp casti D
per AR Bifbestrinebi: Bkl Gk gl g BBRy SR Fde aroes
rnaPQ)@ koo igw tayRsw tHeedpcamerdvEaly of @bdAatth Qﬁbs@ﬁrohﬁlﬁa fe@bddaBbK sized arca
iner. Simlarly, the adhesive m xture may be cast

of wirekantskin, & isresesskiyrie eoadngnistsve ekippemaatipnenhgpcesvithsach drugs.
er I , the drug reservoir may
&g Bﬁen mweézwe“ﬁhe 3 sen%% of drug or excipient, and
the ffhb pl@&ﬁﬁc@mcal&@ﬂgdo@ﬁoné oF the R b1t onehdycd1® B8 a)dhﬁﬁlgtered by nasal
The | am nated transdermal drug delivery systens may
acrgep) iof ingalaiierh tRich campesitipny aratsenareshrceprdtgde fechmpags wesl,l knownn
L L k
the SN Bul R E FillyeBE S ARL bt R sy s QB Bmploying
bedye sleotglt or p@’tﬁér tsattailg hp@séreasenabibyorpiige dprdf@éerdf to  enhance
unbr oken skin S necessar to coadm nister a skin
blqggelk?@gttyoprogﬁli@ﬁ%@*c vitst uosogan (mslﬁjsmtr%ﬁne apg/er other conventional

solﬁﬂlﬂéﬂl%%r %ls%&n\geigen&nom in the art.

Preferred formulations for topical drug delivery are ointments and creams. Ointments

are semisolid preparations which are typically based on petrolatum or other petroleum
derivatives. Creams containing the selected active agent(s), are, as known in the art, viscous

liquid or semisolid emulsions, either oil-in-water or water-in-oil. Cream bases are water-
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The pharmaceutical conpositions of the invention may

al so be adm ni stered by nasal aerosol or inhalation.
W@GwR/16092p0si ti ons are prepared accordi ng to tRCHOR2HOEBS3710

wel | -known in the art of pharmaceutical formul ation

nd. may be prepared as solutions jn saline, e oyi.Nn

Wag%%ﬁ @X%F%ﬁa 0 GH PEtret™ SIS 87 wwqh@&mhe oil Phase, also
soRBRREPLAIRA RE OFRLRLIS ﬁlgse,eri‘shg&fe?al@' AR deatir gieﬁ%latum and a fatty

propel l ants such as fluorocarbons or nitrogen, and/or
alcohdlenclcoregibi stoaly] dadhelithd @juegusorhask syuell s ialthowdemt secessarily,

Preferred formul gtions for tapical.dr delive are, . )
exisiefi s TGP G MY QURE. A4 SRty SoRpins adirasiang The Cmillsifier in a
crefERAh AN R g&lbﬁhy AmBnio¥iRY, ‘a‘f’ﬁbhﬂé, bazer &"én&ﬁbfeﬁ'c %h#ﬁh'éetant. The

or ot her petroleumderivatives. Creans containing th '
spedicunmitnact drecan bgent besyscd aasavill s approsited by these skilted in the art, is

ongg R YT G e SRR R,V et-o A, Wi BABCR Fgries or vehicles, an
ointhRERMARS LRI Eve RBA, FHM %ﬁnﬁﬁﬁﬁ% bn®Ph&Rensi@ngnul si fier

and an aqueous phase. The oil phase, also sonetines

cal Feunulhtorisifnt bugral 4dnphasretion mchydndstadth.ylozamgps, igsbdindfthe like.

etrol.atumand a .fatty al cohal such as cetyl or, ..

ABEFYF SiFESRarhifiof sae SR e Tt E e pcop ingw system as
kn&\Wh td@eeSSaldd M -theExeeeds the oil phase in volunme, and

general ly contains a hunectant. The enulsifier in a '

cr eBhufwcenticat compésstiaps rertab e yomparemiewghiadminasiiagiong comprise the

actﬁv{%ﬁi&n%ﬁfenﬁ%) %Tn%h tugaréllé)% \%ﬁ ggg talg g%o're g a?rw%??u%%ghﬁacceptable sterile
isoBPIX Rftlcal L8t nBY-dqheRS sslstibhedish&sioR sa§densibis endldids, or sterile
will provide for optinmumdrug delivery. As with other
powders oepdicosoliddhiny which arpydierreemmstitubeglsiatostterile ¢hjpasable solutions or
.inert, .stabl noni,r.ri tati ng and..nonsensi t.4 zi ng. )
aispF i 4] Bt aPE BRI AR AP PR Hhiefy lutes which render
thetfalth@hon kd8RGA theBlodd Nthetimendcdkesipibhi R kilplehdifth ¥r thickening
buccal admi nistration can be effected using a
agentansmucosal delivery systemas known to those skilled
i n Qe aft 'ofspiril?%lrer%ceem i lea(lnocg eolsli tai answ Uihtn?ablb% efn?rlo ed in the
par GAEBP I OLHPIE et ERLnonBAS R G AR Whik g be cmploy
pharfigic@dicenédrspositibns A deaivate) cMahbl, OB oY (sidH & glycerol, propylene
phar maceuti cal | y-acceptable sterile isotonic aqueous

glysel, polycthilsae glycelopugt the Hke), andsyyetablc ansturesikgredisvepstabésyoils, such
| st,ons, .or .sterile. r r_ other Lid, for .
s GV R A8 MG R CRES) Rl P o8 bl ety can v

masiRhibd, SbrSex@npH, Pk SkOGcohtitsd mpletiols, subh MSiesithi)ibg fheMdintenance
contain antioxidants, buffers, solutes which render
of theacquircshmagiclonze wahopase ofvidtsacrsionas.tngd byl tyF usetpd surfactants.

L R LB 2 BRTAR A SO A B s

agodtd ekl disperbigg appitoyRdndynaltdBe AbarabRCO UhElGdd isotonic agents, such as
conmpositions include water, ethanol, polyols (such as

suggiry sedivm chigridgyandrilac blrgjia dhe coganogiionsy| lermddigiop cryplongggabsorption
of %ﬂ%&%ﬂl{ﬁ%&ﬁm@@&ﬁ%ﬁ' fgﬁm Slagibé Eoycfu%ﬁt 5%% 89 fthe 1%81%?153%% ggents which
delay absorption such as aluminum monosterate and gelatin.

In some cases, in order to prolong the effect of the active ingredient(s), it is desirable
to slow the absorption of the active ingredient(s) from subcutaneous or intramuscular

injection. This may be accomplished by the use of a liquid suspension of crystalline or

13



as olive oil, and injectable organic esters, such as

ethyl oleate. Proper fluidity can be nmintained, for
we@x@sphw26 by the use of coating materials, SucPCEHES2008/053710

| ecithin, by the mai ntenance of the required particle

size in the case of dispersiqns, d by the use.of .
amQRhoyE ATl KB oo M %ql@%@tynaa@hear%% OE Ghtopiion of the active
' i M AH EifenS &S {d NG 8PERIGutGWhRh ¥ Rgn adSNH d
Hﬁ%ﬁ% d?ﬁpegggﬁgnaggﬁﬁg{ It may algé be desirable ?g épend upon
cryistat Isirdeanids atystallinc afgemt sAltsmetivadyg, delgadsabsegdionnof a parenterally-

chl.oride,.and the like in t ositions. In . .
S g R B TSP B Qg i pusbEnding the drug in an
oilRRRceuti cal fornms may be brought about by the

i nclusion of agents which delay absorption such as

al uilnjectablodpjos tfemat @c amde el fatming nhirosoeapsadasessicdsmf the active

ingPoginien B oy CPS st b P e iGuoliadvealide Mrefingon the
ratff oﬂaﬁﬁv@ﬁl@%éd?en&(@pfo%ylﬁﬁéﬂ §1%]d fhe ‘ﬁﬂﬁu?éé@lctﬁé Eﬂ%@ilﬂiﬁr gdel%mgl; employed,

intranuscular injecti'on. This may be acconplis
thet tete WS eclshscaof ithpuindisugigesdénts) obhn drey sardtollede Examples of other

bic@a Ui ARGBIER 506 PO TREHROR ML B eGP KTy Hapet hectable
forIRIPRRAS HPARo! ﬁr%pzfrg@/& @yobntfppme! the! RAvINhERdichils)t M Bposomes or

may depend upon crystal size and crystalline form
miggoeaplsamis wehigh a@@oay@tjbbbgi@la ppq'ipﬁss@lﬁ. al'he injectable materials can be

renteral |l yadm ni st.ered acti.ve ingredient(s) is
st e or ety Bt Frofo S B R ER R ar g i »
an QhtlacedhédaPinjdcib® el @rdePit by U861 A5RinFRAE alYother suitable
form ng m croencapsule matrices of the active

devipg rAneample)f 4 hypbilodegsyatigb becpldicyabithat sarche used for simultaneous

. .pol yl. i de- pol vgl l.i de. ' tio.of.

BBy BB B L S R . 27 R bl 8] g on

theP@drbirk Wrahe PONiY 59 Il &38R caY 86l thet MRdIcabah®kide&lfeask defsal vein and
the active ingredient(s) can be controlled. Exanples

insgrtingtiheaep bito degeaiperdl e pol yners i ncl ude

oy ShR SRR PR T BRI 3 EBk BB formutation s
for&fink @Rhraldirt ) Gelatky.VEhé RGHROItIBACORRINS bk o @FREBHcAEd carriers or

m cro enul sions which are conpatible with body tissue.
excipignisnjusbtagaecr nitieanicawgxesapetisdewn galiyl pelyethylsne glycol, propylene
oS TR B Lo O IR0 RS R LB R i

withypoUehydine@lyRpl AnddRriO4tivaR thefdof partiswlbil ppceratdV ity bdRlesirable to
~ exanpl e of a hypoderm c syringe useful herein, that
incegnorye ajwasurebral Perdatian sbhancehindbe pesthrphdasagsoform. Examples of

sui?a%{eq%trn?me{.h?al%gﬁr?dé’aitigﬁ gr%h:%lﬂcegs f%cluﬁ)@ aiplepﬁflsuﬁfb%iﬁg;d%mg’tﬁyl fIHI?aminde,
Injectiron I s " nmade on e orsum o e pents Yy
N, Kldee® hicctamidd) dediéethelstidotibe polydehyddncqagdol @@nsRlurate, glycerol

vein and inserting it deep into the corpora. The
mogetauieic.i dgritdn.erth§ s ) -swhsfitpled ad@rgyickobeptas 2renes,  particularly  1-n-

' KUl at | ui e f r A
s SISEREISL 0l PO AN RLIR el AU SR B Neton
Res@k@C &eDeeelop@itSCOr Irvine, Calif)), SEPA® (available from Macrochem Co.,
Lexington, Mass.), alcohols (e.g., ethanol), detergents (such as Tergitol®, Nonoxynol-9® and
TWEEN-809) and the like. Transurethral formulations may additionally include one or more

enzyme inhibitors effective to inhibit drug-degrading enzymes which may be present in the
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exci pi ents, such as water, silicone, waxes, petroleum
jelly, polyethylene glycol, propylene glycol,

WO e@8s@Yes, sugars such as mannitol and | act oSECT/HBZIO®053710
a variety of other materials, with polyethylene gl ycol

nd rivatives thereof par i cul arly preferred. It
d/ggﬁilﬂaml@p&ual %H?O&S?tétl’éhléieﬁi‘%% ??Fma%f‘ér(ﬁgaﬁrit@ﬁldams)
| r
SO AN YA O R ot
thode migtlby/insthe fudxif deng fdimelbtigr prcpamaon mdidelivery.

Dol 3 SR Jors BBy PR R P Far W 021, can

be b&¢iell rE‘)'uf‘m 4 Anlert laﬁ’fér&ﬁtv@%s RGO LREBPS AR Bl RESage forms. For
particul arly 1-ndodecyl cycl"azacycl oheptan- 2-one

exqraplai thaldinez camder intthduded adterthe kretrarfem p ffexdre Nbksameeze bottle,
Research &

Cal i f
pulelavoaﬁ?ramlépwo%ﬁag ety Contaé%%afaﬁergmﬁ @ br-duppositories
whdHCRb bsdri@; ﬁelte@&ﬂlﬁé@b&ed el S@RE Sn CSMGR cABodiments, the drug is

Tergitol (r), Nonoxynol -9 (r) and TWEEN-80(r)) and the
indlided .in Trcantng et headxtdror sutfade dirspandly issddi tDogaleliyery devices for

st ite GG GUGPaIi SATEL D BT prGEERI60 gnd PCT

appl@H6E W 81/1608H ti onal optional conponents include
exci pients, preservatives (e.g., antioxidants),

che IUai@thraé; sqgmmtcg‘y f@mmﬂdns zomlnmﬁvqlﬁthﬂe@ glycol or a polyethylene

act and the ciated b )
B ST ok R0 Sadi e SR, Boveise Harar Rish, el 6 cOveniently
forffu@Red adih@©BordRAtisRl kééﬁﬁMuesT@@n%Bﬁ%Té%&@h n§18i8g, heat molding or the
adm ni stration, as explained in P l'i cat 1 onWD

likg 19s16@0bbe appcibied dur thosdslglied imthe arts ﬂmélas gescgfibed er éret pertinent

it A1 Pl Tl Bt I R Bl S RO g T it gt Pracrice

of Pr&mayf | RxiHAl EEdstaePAS HURRZRbASKIAL €0.,19IP), YhidLdiOSSdes typical
spray. The drug may al so be contained in coatings,

mqﬁmdls ef Bremrl@nim@mebmaé gormmsetmna inethg Fyerfeecthrebiuppebiteries. Ttis
g ertain enb

asfrigeres ik sl HePh e i SROR S BIRCRRRLTe pbUls e o

no@ibnid, HLEHit RalittEiebt am&dt@lc@aﬁw@ﬁtye@@m@ fSinér@iise the solubility of the
adm nistering a drug transurethrally are described in

actiyegngrpdicatts) indhe ®loatrylesoelserl opathenpprsuseiiabyeigde.
91/ i’t6r$ ltf ff‘gi 5%' eﬁvgtptﬁéc' égt% r&P%Ls% aur% h%ﬁlgitogagg '?}¢h which
pol ye ?ﬁ' ene g yco or a et nl

préldds et do‘ﬂﬁ“oﬂ@orhﬁstldﬁl%d r@@as& BG théra%bllit(@ hﬂﬁfeﬁ QQaﬁeQ EH8 dosage form
and may be conveniently fornul ated usi n%econventl onal

typi@linioguaises @, @ocoremﬁi;b e Piodsaradebldi meferie Atpigadlyds Mipdseradable
|
rob ey PPalfet e B, JBUFR! TRERRY phASSE: THULDER sl oscriac

polBeth@d3 et nmﬂ@uihy@ﬁdie faﬂ?&hﬁn fbrin dndrstexianpk explResd gt eximple, in
The Sci ence and Practice of Phar macy, 19th Ed.
PC(TEggpltgqtlolpAWQ\/E?é{AOﬁéﬂ thens r@gdg@ther _pgbgl}ers Wianchbe used to provide

blo‘?ﬂ gr% ﬁnEr%BéI%@leﬁ %&09& f cdHiohdd g s{?&&lﬁéqi&&‘ét I‘ei%ﬁ%e in turn

ositirons I n ormof urethral Suppos orires
mmﬁu@hgmdlreqﬁledfdc&ﬁldgh’adqwﬁ@t hral suppositories contain
one or nore solubilizing agents (e.g., a . .
The method of intraurcthral” administration may involve an "active" delivery
mechanism such as iontophoresis, electroporation or phonophoresis. Devices and methods for

delivering drugs in this way are well known in the art. lontophoretically assisted drug
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noni oni ¢, anionic, cationic or anphoteric surfactant)
effective to increase the solubility of the active

WO pagsaolivent (s) in the pol yet hyl ene gl ycol or orEEDS2008/053710
transurethral vehicle. It nay be desirable to deliver

t he active ingredient(s)_ipn a urethr e for .
delpydre i pooviee ’1‘18%0“@8(5111‘% Bfif}ead?pﬁ?at@as\?’lg% %g@&%ér dgllpghe active
agdfi®) AYLES Ihroddh RYGR 1R CRNCby Mg AFSAGR R Whrrent passed from an

typically conprises a bioconpatible, biodegradable
extertabeleattqdetty pisealnldyel@trbilo degaiacthiyitbinpwlayined. to Exuaettaéprobe.

of ch pol yners include pol yester, . . .

ol JBF RYFEpAFBEal PTavIaNoTsaPSyEhe T iogin pibgss ot pi-dgse sealed
cothBBIY for cGRhAL I A, ShRLAD b1 ASr BXRY 8hfBMy b YHored in a lyophilized

exanpl e, 1n PCT application WO 96/ 40054, {hese and
comitier rquuinngeody ch abditios ed thostpribyviiqied bhwdegioadabhele water for
. .m croparticles which abl e control|l ed and.sust ai ned .
inigki0g, IPRVSRRY DIf to oty T TRTSISRY® PHSTPB RIS HBba{SRgsions may
be bF@aRaTMm stthR gD cRhulcBhARHbRISSRhe APEIIBISHERBBAR.

may i nvolve an "active" delivery nmechani'sm such as

i onflbphowestia, adoe provagor at kon compp$iogophivarealod . material and a

Devi ¢ces and. met hods, for delivering drugs in this wa .
phoyplofERP AR BIPIOR The Rkt cBrishies o Pom foplatads Shtiyor which
cotth M9 d @ iné 86 mdtSrial R a gﬁ@d@;ﬁb@iest%%ﬁlhﬂﬂgr. I 1R sfHa case, the tramadol

application WD 96/ 40054. Briefly, the active agent(s)
magareal canidv ére phesphgiicsthrasarishibitat apalfrefosabhe angtagfedam the same

oG S Sl B S B Rayt GabR%5iing n
tratha @8 1hhAbriN L AP L difftR&t PO IRBORIMIhE Ble phagpmhi@%tbﬁs@inmmop &uitable

presented in unit-dose or nulti-dose seale
cotaincriinends tibes, aaxunel eialsabptilcesfoilvitagkess.ahe willls of @rtray and the

k and nma . stored in [ yvophilized conditio .
g ARG B 9 (NSt Ton 1B Whe" Lt 8FPI g G iuctions for
ad@afidtia@bn of GE t@¥RIP! reat¥ad] @hd fhephbdhhegitétese inAIbREE BtRhdcomorbid

prior to use. Extenporaneous injection solutions and

presupdiye gisicwlagomend dsectite dpfuneton. ridmceniemic(e) wibhdelerbly be contained

. granul es and table of the type.descrihed above., The
in R SHALR BB ol e BaerhUfnt HRE RAREHISH ARG B of e
conf@in€rs| @hy BastiePOOS Pt EBEQIAP S ck MRidRItHQackabCorkhdy be attached
may conprise one or nore contalners, each of which
to erprivd¢chen theteeligdol naterial and a phosphodi est erase
i nhibitor. 1n «a case, lhe dol [ a
theﬁbsggpeéar%gﬁépd%éni%ﬁiB@?@f%gﬁgab&% %r%@ﬁ?g%ﬂmpgﬁuy For
exdiplt Aareftainert BRrSRMM R afdFacaiined] conposition,
Alternatively, the kit nm congrise a cont ai ner
hol di ng the tramadol mat BXANPEES a different
Exggﬁkginer hol di ng t he phosphodi esterase inhibitor.
| e containers include tubes, anpules, vials,

bot Al £5ycdraild hgtawketual mukevides longdiistérylof pycraaidretdi@ulation and
nol ded depressions of blister packs. The kit will also

cregiephrBactios LRI thor ualngisivdordstarpimedhiy premature
ciopUPERl T4 EF A Ol eGSRy BRGLB e o

leslytsih unainueand HiemaQrd Bjatghtich Disichbstior ot (RFRIDY) deere of 15) and
cont ai ned

co-morbid with ‘mild to moderate’ erectile dysfunction (International Index of Erectile

Function (IIEF) erectile function (EF) score of 21).

The subject was initially treated with selective serotonin reuptake inhibitor (SSRI)
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in a package, such as a box. The instructions may be
attached to, or printed on, one of the containers, may

wheoopndeseed on a separate sheet of paper insi deCT/Hg82008/053710
package, or nay be attached to or printed on the

ackage 2 be noted that
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rbid erecti dysfuncti
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urcﬁéﬁ&tshb&qﬁékﬁgft Iﬁr@%rl@g&: )ral%ﬁ&mq{@lfwﬁﬁnstrimf‘on?r Vcbd;e@icédn’ﬂ@ﬁter a
i nit 'y treéated sel ective serotonin reuptake

comhimnamn @fftrf(n@@m H@édl)@mg iand silddnefiksitrate S8®RIapprosanatelyt3 hours

eSS Tideuns PRt T sver s Tepaa oo ThE St cEes
on o%ﬁiﬁl‘diﬁﬂ&'ih &E@ss%lélpj &ahydi §ankibh el érea%?@latﬁfmﬁﬁnutes)

ue to |l ow efficacy ‘and |ntolerable side effect
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ore I tercourse so erectil
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enotional distress for the subject and his sexua
‘works drespatically Wl awiifis dentarkid cendjges of prgmafure pecdptiarhand

i nve rs.of.the ent .invention he u
creg TSR BRR i P S REER et SRS Pirlife HF FrEHT G e and
sildcafiPdifraR@BOITY KB hisRriHid B HtbRBuME. tramadol HA | OOy
and sildenafil citrate 50ng approxi mately 3 hours
before intercourse. The results have been described as
"mracul ous’ with the subject's only conplaint being
excessively del ayed ejacul ation ('nuch greater than 10
m nutes') and occasi onal anorgasm a. These noderate
adverse events of excessively del ayed ejacul ati on and
anorgasni a were not pernmanent and were no | onger
reported after reducing the tranmadol HC dose to 50ny.
The subject now reports that this conbination 'works
dramatically well' and his co-norbid condition of
premature ejacul ation and erectile dysfunction is
successfully treated with a conbi nation of tramado
HC 50ng and sildenafil citrate 50ng adm ni stered
bef ore intercourse. WE CLAI M
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1. A nethod of treating conorbid premature ejacul ation

and erectile dysfunction in a human mal e conpri si ng
waeawsnd®eeri ng an effective anount of a tranmadedT/US2008/053710

mat eri al and an effective anount of a
Wg&ﬁg‘g di esterase (PDE) inhibitor to the male an

ve time prior to sexual activity. 2. The net hod

of & ai mal WGk %mea&n@ ctoﬁmg%lrerﬂ?fﬁl% rﬁ]eﬁlula'n%ntaﬁ@&%g@ll

or a pharmaceutically-acceptable f thereof, and the
dyf#Dictionhn Ialhlmlan mlac@m&1n§Mnmterﬁ@Eﬁ eiffiebiiiNgi dnpount 8f a tramadol

The net hod Claim?2 wherein the PDE iphibitor is a
ek ) GG S OU L SO RIS SR PE) WAHEI fo T gate an
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salt thereof, and the PDE5 inhibitor is sildenafil or

a pBar madéehiottid of -Aeicep tdibieen fhertrmtadel matkrialvia trdmaddlidr a

or a ph rraceu acc er eof
PSR 61 oB bl ABa i BDF B PES A . PDE or
PDH3&LEBfter OF @ conbi nation of two or nore of the
foregoing PDES5 inhibitors. 5. The nethod of Caim4
wheBei n _{lhe ntethdenddllaimat emicelin ths PR)idindttitoo isi dRDE A ihibitor.
t he PDE5 nh| ?htor ?)W enaf
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hydfochl QRIS S VBRI ] el 5 ey remadol or

a pﬁ%c@ﬁtﬁah? aE@erp@ﬂ)‘Pé Q0 tREESE, bADHRIEDE Sinhfbitorl ﬁ%ﬂﬁ@ﬂaﬁrﬂ’ dra
of Caimb5 wherein the PDE5 inhibitor is sildenafil
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RGP W4 fRBCERtH el el Ehtie miirg: Pk corgbination of

twd BEmMeRIGTARE fdr&diss Pﬁhahﬁm&wﬁ@er ein the tramadol
material is tramadol or a pharnmaceutical |l y-acceptable

f or i t hedbomethmdd ft(HainPH hersin mettmrnadgl matPdE3s (Poi4tranadol
hi b t
o R B T B S S e

tadaRIFPOS4 térﬁshn@fﬁo&fawmo? e bEihd ﬂ)ﬂégoth PMESOhhivRbA! | al
Is (Jcistramadol or a pharmaceutical ['y-acceptable salt

t hepeof , Thaeethng HOHSNI H mhbfrenroﬂleuPsDEj mh@ﬁef 18|sﬂd¢naéil citrate.
pha nace?g i,cal m t her eq

b8 pharre et BF SR RB8Rat PR DR FRbarmipRAR bocptable
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thereof or a conbination of two or nore of the
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oy RISl S P e B P PIR b s P

PDF5ligRiBARHA | citrate, var denafl I

9. The composition of Claim 8 wherein the PDE inhibitor is a PDES inhibitor.

10. The composition of Claim 9 wherein the tramadol material is (+)cis-
tramadol or a pharmaceutically-acceptable salt thereof, and the PDES inhibitor is
sildenafil or a pharmaceutically-acceptable form thereof, vardenafil or a pharmaceutically-
acceptable form thereof, tadalafil or a pharmaceutically-acceptable form thereof, or a
combination of two or more of the foregoing PDES inhibitors.

11. The composition of Claim 10 wherein the tramadol material is (+)cis-
tramadol hydrochloride, and the PDES inhibitor is sildenafil citrate, vardenafil

hydrochloride, tadalafil or a combination of two or more of the foregoing PDES inhibitors.
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hydrochl ori de, tadalafil or a conbination of two or
nore of the foregoing PDE5 inhibitors.12. The

w@opaaioeéd on of Claim 11 wherein the PDE5 i nhi BCT/U82008053710
sildenafil citrate. 13. A kit conprising : (a) a

phodghoaBS FRPRRR RS TR BTG Iy i i sildenar

cita@nt ai ner hol ding a tramadol material and a second

cont ai ner hol di ng a phosphodi esterase (PDE) i nhibitor.

14. 1The MW kit odm@lisagn 13 wherei n t he tramadol mat eri al

Is trama or a phar euticall y-accep e form

her cof - (nd_ PREMBRE! P Grdbl BBRRbe TR potasese
(Plbﬁtlfnﬁﬂﬁtgf .orl5. The kit of Caim 14 wherein the PDE

inhibitor is a PDE5 inhibitor. 16. The kit of Caim 15

wher ei n (e t ndimstdohtamet bolidalg 4 tsarsadol matm@bindg sewond container

ho har Coglpjlthl gsiéf%!%iﬁ@%%%i?%salt t hereof, and the PDE5

phanpaceyght ¢l 1aaCEPyRELR tﬁ@frﬁenam rn%%rial Ysat&ﬂﬁ&ﬁ)fl or 4
or a pharmaceuticall y-acceptabl e formthereof

pharadatwically-aeceatapleafiorm tleancafcaid the awetphﬂvttbmﬁadﬂ}m PDE4 or
D&ger .gft or a conbination of two or nore of the
@1 Iy PDE5 inhibitors. 17. The kit of O aim 16

wherngi n tie kit 'R TRAR! 14Rh&EIndhe PDEGnhibItGMBEAPDES inhibitor.
hydrochl oride, and the PDES inhibitor is sildenafil

ci t 16t e, Thakdefh&faim lﬁlwhkrr@mhh@tram@dolmmaéﬁs () ois-teamadol or a

ph e RePE SeprabliafindtBe of] wi ADE RRERA R simimpbess
pharﬁ{alc&lttc@nyJaéce@taibc&etaﬁh ither&dft VatiShafil 8r a Emnisbéut@ml}ch@demable

3 further conprising i nstructions for using t
formr thewd6tadubald or alphamuicewtwabpEciepkibhi foom thescaly elaét cornblnatlon of

oo SERRRL B AR cppkaGHlBtden and erectile

17. The kit of Claim 16 wherein the tramadol material is (+)cis-tramadol
hydrochloride, and the PDES inhibitor is sildenafil citrate, vardenafil hydrochloride,
tadalafil or a combination of two or more of the foregoing PDES inhibitors.

18. The kit of Claim 17 wherein the PDES inhibitor is sildenafil citrate.

19. The kit of Claim 13 further comprising instructions for using the tramadol
material and the PDE inhibitor to treat comorbid premature ejaculation and erectile

dysfunction in a male.
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