Treat ment of Dependence Wthdrawal This application
clains priority to U S. Serial No. 60/490, 407, filed
wonodgiog12%, 2003. This prior application is PCT/US2004/024010
i ncorporated herein by reference. FIELD OF THE
| NVENTI ON [ 001] The present invention relates to the
treatnment of wi thdrawal synptons. In particular, the
invention relates to_treating w thdrawal in_pregnant
worren Keeatmentof Dependence Withdrawal
opi oi d dependence in the 'newborn. BACKGROUND OF THE
I NVENTI ON [ 002] Opiate withdrawal, or abstinence,
syndrone i's the constellation of dilated pupils,

coryza Lrunny. nose).. irritabjlityes_ R e /

von ¢ - RS A isR dpimisisio e (Y SR BrA00 B efed on Tty
25, 2003e STiis pmortapplisasioniinpcofpordat lsasie byrefaixseace of opioi d

dosi ng or during the introduction of an opioid

ant agoni st (e.g. Pﬂtﬂﬁ@ﬁﬁg mﬁ@m) . This
syndrone is often rd addiction,
b < . . . o
op PR R Rehof BAR, (TRSHBURALE idPRY sfigploms. In
particulannthe gnearttionfreliteas go tidatiry evithtitevab e pespnentofomen dependent upon
. .@gst' nenc sam%rome IS not the_ nost_ essential
opioids, i e mFLL o8 gPIofd dapendenes e mPWROMs " a behavi or al
pattern characterized by conpul sive use of a drug and
overwhel m ng iy ' i r QG nt and use"
despite knomwgﬂbﬁliwu ..u..TéSg.lel | man's The
P col.ogi c Basi s of Therapeutics, .J. G Har n .
(EBOAT" S g oo SR Bl SBUIIRG i 1 cOBWAIMOR of dilated
pupil)- 8§92a @iﬁypﬁbke,oﬁrﬁﬁlﬂﬁlﬁﬂ,t"rﬁhsetar e@l/oe VonRiin@ ik | @frrhea, and
_ i's the managenent of opi0id abstinence syndrone. _
piloergpiiari (goaskdileshy incthn seiting of fleqredse oanabsenee obompidsloging or during the

. herefore suffer severe and/or prol gnged abstinence .

mtrocﬁ,vﬁ%t} 8 m%%é Pﬂté§°1§§ @lgplna(ogoxg{) 81bnriﬂ g‘)ﬁne ‘o FUS Syndrome 1s often

assocHHest GGt biBidd BTN, bebhRY MBG ea@ditteNGnhcV MalREA their supply of
_.utilized to decrease or prevent opioid abstinence

opioids, et deendieds-erailaty thieirhdasinghpdeomte runninge oulpgHerug. n However the

diti . . ve bee i T
s 0T BRI 54 90 DD 34 g o o s
addicﬂglg! Bata Ob&lfgigémfcii’t&inﬂ eﬂaﬁactdr'@ﬁd ment cdngpulapd aisd of a drug and
addi cti on. At present, there are man
overwhsHPEg: InyAk eMEnnyith it Riecrismepeard gpy AP drepnoharmiul effects
) 0] 3 - ’
G°°‘E?%nno%§ﬁ]g | ng, %ugfﬁ?r%%gééglérn%%néagg gﬁlﬁgﬁﬁ{ecg’r g.;@gllala}rdman (Ed),
McGifawHilE Professiderab Pab)ishifg, UpG1t pl5es)., Capipannef pbhéﬁ(ﬂdl treatment of
il ot el Leroe oo, eher s, 23990, (366 Uliics e v

tolera®f td gﬁgtﬁis diH9ReBRYE sﬂ?éﬁv%%r%fafn%} iY@ ondRVHGiHER e @YRdrome when

al me repl aci ng net hadone
they attempt to stop their. self destructive behavior. Many medications have been utilized to

decrease or prevent opioid abstinence syndrome beginning with methadone in the 1970s. In
addition some medications have been studied to decrease the opioid “hunger” of addicts.

These medications are considered treatment for opioid addiction.

[003] At present, there are many medications being tested to treat opioid addiction,
for example: Abbott 69024, Amantidine, Bupropion, Bromocriptine, Buspirone,
Carbamazepine (Tegretol), Fluoxetine (Prozac), Flupenthixoi, Gepirone, LAAM, Mazindol,
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for opioid dependence, such as buprenorphine, however,
only limted clinical study information is avail abl e
woORudwies7et al ., N DA Research Monograph 1991, PCT/US2004/024010
105: 587-588) . [004] Cont i nuous opi oi d abuse during
Naltigxengnaiih pch@Engp2i390c@pares rﬁpmntlﬁﬁ cmeriean; Mlarck di99lepp 94-103).

t he her
Ve 0y SRR 8y b SRR B b pescon
for qpieign dBﬂien\dBImen soch hass bhixpRAbiphirepPi iviver, A6M19T Hin@dt flinical study
dellnes met hadone i s the recommended

[ nt erpati
inforiggGh Bavanaiie G ot A s A RePo IV onasER B BAEST-589)
(NAS) is observed in 60 - 80% of neonates having a
| onosr dititabil
TROR B op b B8 R o s SARRAL Bl o i
can lghd to l@smphc%ttoms Bnake 206ther 28t B&7bAS) .1t NAS raymbended practlce to
aract.er,i ze one or nore of the follow ng:, treno

mainf (DU OFRSP=RAfo Bt RETERT OriFe T FnMRBeOmAIGS. ~ According to
interrda8%841, oR@Hnes Uskihhdéhe RNde Q%Yl%éidéﬁssubgtgxgﬁ ﬁ%%%r a neonatal

studi es have investigated the safety and i cacy of
abstiggnge syrsiyemp ¢NAS) o obsetesd iinrfi) u&@%g)&ﬁbhatng bating a longer duration,
atients

;
but 16 B T 60 iy N B PR B A B hereency (ader e
al., Papdledty Peaxd 2601, i28ama7-60)r | KA SPied Mndhéraciees Wé’f&t BRfe of the

was free of continuous heroin abuse, as veri
follow¥ngp {rgPmos idiebilisn dryperterieitw wolitgy, (eering.efever, poor suckling, and
convnﬁ§1¥ﬁ§“ atr Prax 2001, 28:267-69). [006] Buprenorphine

'S a potent, partial agonist of the mopioid receptor

that has been shown to be effective to control pain in

a [W0ile R@Bgestmﬂie@ abvemwestiguedl thel safay eshdbeffidaacyusbethePkynthetic
. .different fes f adm ni stration, 1ncluding
Op1o1 %at g ssl §m@ﬁfma@nopp hing,t foxt s Arepiprens, o pregnant patients.

oo o B A B RO P, ey,

wheretheahothed was fe€bf corfinaousslmobinRbase] 9 Geriflét tho@rghlapervised urine-

rosiog ey BRERELA” Besetiite i ARPMASIRIHR ol Bl g 1085,

36: 33-40; Tauzin-Fin et al., Eur J Anaesthesiol 1998,
1%0d617 Bhgi-’e i iseh pdtent, 19&41‘1&[1 MedisRes €| fbp%c%ﬁ@ec Ip‘cor that has

10 2 @%‘ here are several types of trans erma
been ﬁhﬂwmtom tiye th GpRiEeldraphime widp tange df ipatietie when delivered by a

numblell tﬁ 4 ﬁ*irepe ¢S oql‘tes[ﬁg e@%{”ﬁsﬁ%m% %gmﬁ%l\l{%g Eﬁrf?glglg7e§pldurally,

1ntratbdca11y,%r3ublﬂ%ﬁ.1§11%\|gl bdth @6@&11@&&1 élﬂerﬁhﬂtﬁtsqtlne@akl et W1 SAnesth Analg
Pat to Chien et
1996 5530523@ ¥ Brempet ah, 1ok gln P h@mgcobgps 19@@ 16 1@.9:3 195@310‘1211& et al.,

Anaeééf?% I8, a? 1%} 13024 mﬁﬁs%;f?{ ANty b %es%?eskﬁ"gelé 2985, 36:33-40;

ranS er i VEry s
TauzibwFim ebal. pBung Ameskesiyl 199818511471 62;aNber Iy 3.2 CarrGul Bes Opin

1986, C% 25 1a£5€5)cu"lr“l{e%] taleyse%grla t}lipl?as of transdermal formulations of buprenorphine
reported in the literature. See, for example, U.S. Pat. No. 5,240,711 to Hille et al., U.S. Pat.
No. 5,225,199 to Hidaka et al., U.S. Pat. No. 5,069,909 to Sharma et al., U.S. Pat. No.
4,806,341 to Chien et al.; U.S. Pat. No. 5,026,556 to Drust et al.; U.S. Pat. No. 5,613,958 to

Kochirnke et al.; and U.S. Patent No. 5,968,547 to Reder et al. Transdermal delivery systems

of buprenorphine, made by Lohmann Therapie-Systeme GmbH & Co., are currently sold in
the European Union under the trademark name TRANSTEC®. These patches contain 20, 30,
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t he European Union under the trademark nanme
TRANSTEC(r). These patches contain 20, 30,and 40 ng of
wouprsan7phi ne, with an approxi mate delivery oPCHUSR004/024010
rate of 35, 52.5, and 70 ng/hr, respectively.
and 4f} g 9f brprghogbiney with agppprowimase delveryay (‘flukimetened 35, 52.5, and 70

10ld. ant agoni st. a commerci al.l.y availaple, e.g., .
e/ Rt Rl. SR Bl lafis 07 DY RS b BHier e RiCirtagonist, are
comrR@eR1§ APMMRbIL) cRUMRAS thOnhRe BuPAERN Opioi d antagoni st

anal gesi c not displaying the psychotom netic effects
sonetimes found with other antagonist analgesics. In

anOHal Buwgenqiphine thes bsen shgyvie iro hpmanse thhe abpasentsopseid antagonist

. ' Pl ng- i ke) .and £ norphjn .
S WY BB ASTAEDSOTRERNL D5t KMo BRI She gmaonis
analgesitgiIe Sminial amidainsanaests, buphetidBittind hadtien @6wn a6 mal¢186@ agonist
t hat _Eépéruggor phi ne does not produce significant _
(morpfye-fika ane SEOERWES 2HeEONIRE HRRHES: dloweyeprisemcdirect dependence
NS e | |
s BEEASHA0A6 o ARPERTENRDAR LS PR AP procuc
signifeesoh phygendi depeddencd and mhehporeunti) as tpraditbeqisychdlogibaln@pendence is
t he oni,;st and narcqti ¢ antagoni st_characteristics of
low g3, p}_’f@ﬁmh heA R s e%ﬁ%awa o1 ctlies ndpbytige measurement of
euph%l‘_ig%gﬁzt StfectMHShdha Rgé{pardﬁﬁ:@sr. BRI ahE i S diAE Ginli HABBtic antagonist

6 has been shown to precipitate abstinence in
charapferjeiics depeprhentphips htee dddi clemqusiesieditinngpibter addicts. Thus oral

o5 5 S U8 B ROy P e iy
deperfled otk RadioRDreseHihd 1069 daloxIHERAGD l‘Urpt!;ib lr(‘)ﬁle? lﬁHl'ldjilnbcg%tudy involving

_Substituted for nethadone with only ow | eve
subjeefs s sighiliged . on na t ralativelyt dawi ahilpugesenorfplorale nwilsadone, sublingual

i_n an.opi at.e. agoni st of. low intrinsic, .. .
bupref SR R AR RiGeAoBediny s Sy adu kU Rediscomfort. I tis
situatioutiupreaoathitt wes BHRERE N hn BPiafteiptniBNek bW thBRRacRTity.

bupr enor phi ne mai nt enance on neonatal norbidity
(i ite et al., Arch. Pediatr., 1999, 6(11):1179-85).
T Ségqst‘%d?%hém hagagssessed (g onicomg prle Aviepiensadent rmetgers and

. . . i ' t .
influil LYo TBint S En B0 B PO SRIB S BRE el , (. pedicer,
1999,f &1 &): 1 1798 5) e SEhimuihd shawed éat ithe LR0S] bufiendzpliife JuENE @Eegnancy

of act({ve ioid abuse to the fetus in the pregnant .
may Iefee ePﬁféf}oeBa%:COH’é’ FULS (o Fg &Sty indnt r igh 45 REpmaturity, growth
retarddBEB §8tal Asthas bh Fal Ae@@ns due to respiratory

depression in the nother; malnutrition in utero due to

mat ernal mal nutrition from opiate i nduced inanition or

c 0P s Tha;consnquennss ofi@ativd opleidedmiserdn thalfebust n tipipaegnant addict

. X e .durjng.devel qprent ,resulting.in down ;

includ?: HASUACEA SXyeBuioR SRR gPERkR I ARln e R s s tpafespiratory

depresifoil &l tHeainduRY, SeMALATEAL ireRXBAS Y6 Sndt@nal MAutSic from opiate
toxins, since nost illegally obtained opiates are

induced Heition 4 sanfusiopo snosmebnairaleleveloprabnt b tawpipte exposure during
develogdit rr@s%ltjin%dﬁnaao% Pefgufaﬁgn 3P Io%fa?e receptors and alternate abnormal neural

pathway development; exposure to other fetal toxins, since most illegally obtained opiates are

contaminated; exposure to other fetal toxins due to impaired judgment of the opiate
intoxicated mother; and exposure to trauma (intentional and accidental) due to impaired

judgment of the opiate intoxicated mother.



i nt oxi cated not her; and exposure to trauma

(intentional and accidental) due to inpaired judgnent
wohodsie10pi at e i nt oxi cated not her. [ 0010] | nf or PET/IUSZ008/024010

the direct and indirect effects of buprenorphine on the .

f {I006] Irforemsientonathe fivectdet énditast affedts of parrennrpline pa the fetus is

s et o GG AR Ay PR aciin,
‘therape+ﬁ&1ébak 0P BupReopAME iR didteilr @fhlatibh @edyshadveind ihligect effects (via
placenta) on the fetus (Nanovskaya et a

L J.
the plétfentajran thafgtusd(danevskayareieal., J Rjmpmacaieey)@d B, Thep2002, 300:26-

t.udy ,observed, t.hat .l ow A N
59, B PR PP AT RSP ok RSIAE e st i
may eRPER! 8t SoAbseNReRle JTe@bimiE wiidrdvil dnee limit¢dwerhberiof egports on
nunber of reports on nothers treated with Ehe druﬁiﬁﬁ
mothegy tiiepigd pridly b dyus FURES SFFEIAECY. HUSFERABIRI RRPTERQIRTRE ffeatment
appears to b I e r
sopssBE R 30l ARSFRLSHyBte SERRED, Eobapdp, eamen, o
demofis@ARdl BN 66mplidree twieh apyapyF(Fswher etedl., AAddictiuhd2@0, 9A(2):23 9-244).
2000, 95(2):239-244). rrent buprenqrphin %.r eat rrexﬂir d
Curreptobupsenerplting Hegmeik fir SAgieHoR Pé%YthS ttF%tsn%’é SATE S orhe an
n .dach o]\ I oTHla AN 1 ideBvéred via dail
oy TR S OB Rt RO o iy o

alterngk@a$ silinggalahblta ok ettdingnalsobitiongual sol ution. [0011]
VWi | e met hadone is the only opioid against currently

appr.o in the US f i nt enance_t.herapy, .
DB i metedane i abe SRR aeni SRRy sonryed in the US for
i ?ﬁ){ynﬁ ARPhiaP had BasiePene aabed chadactetistigf aitieytment for
’nm“§%?@EE§1i Ut@kga?ﬁgﬁiéres in noderatef& dependent

opiatd nidperiddne: sta) (e ehitity o | subalifute Aeih Op1aETs 8t rROdFHALY dependent
.. dr 1S Wt hdrawn,; and (c 0
o Bl LU0 B b P vy oo
safepot enti al problems of a sublingual buprenorphine

product for the treatnent of opiate addicts, such as

the requirenent for frequent dosin?ﬁFéThis limt thg1 £

- mi9012] Fpr onainiraanesd SRR AGVEYEa ?]targnlaotgqt{ai problems of a

. produc ' bpidte! h¥ equi t
s PRGN FL ROy bl by s s iemen
for frétpRhtdbsided VAR linTitsthe ntobiity af theakldiet dering weatmpatrang odign produces

for. the treatment of drug dependence. for. baoth the.. -
o pergaion A bR P S PR B 3 e sopervied
dogngregnant woman strongly suggests that novel approaches

re needed. The present invention is directed to

meeting this and other needs, and provides a nethod
di[peL]ethus othe heskpofeaffantivo theeapins dpr thedtpatraent offdrug dependence for
stinen

a e syndrome.in opi gid t n
bott 5 SeRGR PPRHALUL A AR O SR SPRRRT BFERAR WHRIRRstrongly
suggests that novel approaches are needed. The present invention is directed to meeting this
and other needs, and provides a method directed to the prevention and/or treatment of

abstinence syndrome in opioid dependent pregnant women and their fetuses.

SUMMARY OF THE INVENTION

[0014] The present invention provides a specific regimen of buprenorphine that
enables treatment of withdrawal or abstinence syndrome in a drug dependent or opioid

tolerant patient in need of such treatment.



[0014] The present invention provides a specific
regi men of buprenorphine that enabl es treatnent of
waoizbdsgnesmal or abstinence syndrone in a drug depemdennt/024010
or opioid tolerant patient in need of such
t r 9 Aehbe [i0ensipn Thievides edtethodr o itgeléng wighdrowalobr abstinence

A Y .
methbd ediipeisés tmﬁsdeﬁlzmﬁdﬁﬁﬂlsﬁmf b588 ahiouns d€ biPfenorphine effective to
adm pi stration of an anmount of buprenorphine effective

redugeowitherawal rEparsial the prpersnePreierable (hapRRent is a pregnant woman.
Th
The oRhEEAPbYadddf Rt b, & BlA A e e

can cte
heroi n. [0016] The invention also provides a

me[tOﬁb@I] ‘Blie inventiom glsuiprivddesnalmethodb$ tieniie eithyiruiad @ abstinence

b TN T e T
conteﬁlﬁfl@ufaﬁédeﬁmﬁﬂ ﬁ@sfa%éj?&hﬂﬂ)rpﬁ fik ‘iiloglﬁg Ipp};l%d st O hBR Yhan about 5

about 5 da a second bupren I ne- cont ai ni ng
days;t @A rasebeendh uprmgbmwpmaﬁmg trasssdenmd ddnsa;gen@mmefolr (acbecond dosing

peno%l 2@&115 %on%g{eg?larg al% h gg g% grgy %qsagpp S e %%ggl%zgg sagpe dosage

of bupre@bShiR asdOsARatef dbNdPE BTG éﬁd?ﬁuh@ﬁﬁn thB%irdt doSdge form; and (3)
dosage form and (3) a third buprenorphi ne-containing

a hlndrmmpe-s@g@zg@gf @mdmmal alosacgerfenucfgr aghipdrdosibgfrmriod for at

g T T e S T T

secorfdofo@&ge[ﬁﬁﬁ?] In specific errbodl ments, the first,
second, and third transdermal dosage forns,
confai.n approxi mately the anounts of

G ik R G R L L myl dosags forms,
5.
o493 BB B o ot 0

:&HOWMQnﬂgereglnen results in a plasnma buprenorphlne
profile wherein the nean plasna buprenorphine

copcentLat after—thet ('aL osage—-o+ mT1 s—aboyt—80(¢
rof . F ﬁfgﬁ)ln a pre?%? %% odi nent, HEEBod of
the inventson further conpryses 10

5 10 10

5 10 20

10 10 ‘ 20

10 20 20

[0018] Preferably, the dosing regimen results in a plasma buprenorphine profile
wherein the mean plasma buprenorphine concentration after the third dosage form is about

800 pg/ml.

[0019] In a preferred embodiment, the method of the invention further comprises

administering a fourth buprenorphine-containing transdermal dosage form for a fourth dosage



adm ni stering a fourth buprenorphi ne-cont ai ni ng
transdernmal dosage formfor a fourth dosageperi od
wahowro1i31e third dosi ng period. For exanpl e, tReTfuseoui24010
dosage form may conprise, for exanple, 10, 20, 30, or .
period4drertheothirt Wokiap pefibd.nEorf exanmpleldiss fayrthealosage form maysgpguprise, for

0020] In particul.ar enbodi nents, the do ne are
examnla by 60 Mot HERS CHRERanpnes Siv Rty 7
wi t hdrawal dissipate. [0021] The transder nal
a 01 i haticAlr GiboafndHtgdue albsise forinsamsdaperad doyat emdosage
selected froma topical gel, a lotion, an ointnent, a
amouttts enerayopserhs sf/witkdrawal dissipiitrucosal device, and an
%ontophoretE& delivery system DETAILED DESCRI PTI ONOF
NTI T resentq, | | eSS ma
ROl YBe ap it b SoRR b BYEREE DD WETAl systom
selectd o aRbENENELON 16fiorg kst dintimae, s yndson@salnsyatesy by gensmucosal
~in need thereof. In a preferred enbodi ment, the nethod
devicg, gnd pi iqanéephoreticrdsHY ¢ §YHfFMopi oi d- dependent pr egnant
wonman and reduces the abstinence syndrone in the

newbor n of s e BLRLRANEy of ¥y ARGERTIBR of he
| nven 10 Iulu-L'- et tu. Tt \,ut OT—PT CVCIIt
\Fl)ml[(é(gﬁt hdi%ﬁ%ﬁt&g?@%ﬁim&%@%g ’g@%}&d&f&é&%&%&%@%gﬁné effective
reatnjellY GRE/oP :f)r&%ﬂtigﬁa.o"f fﬁ?&rﬁcg es?ﬁ(ﬂ@ﬁfét OB MbREESE mied ithdteof. In a
or non-prescription drug before getting pregnant, or a
preferéimembbainemit,nthedpdndeist aghliednty peaipgane yopigidaizpgndeak pregnant

met hod. compri ses adm nistering to th bj
o g e et S bR e e b T IBL Pk ERgger s e
methclfcﬁé 2atchBsh BRbe AhplRd 40RO REvInaREthdRYaNEDm, e.g., heroin, in a

volves admnistering to the subject a series, of |
pregngnmwsdmnn?A proguaege Wasnars tonbe Hrepiedrasqending fqy thenpentign, gan be a
osage bupr enor.phi ne, Pr bl y
womi SBAdE o0 § TRE T e gt AErBiS e} BEEEERRARG proguans or &
womaH¥chbménd dépendeht B@SS fregnanehpi | € mi ni m zing adverse
Fgfecis gf too high an rnitial dose of buprenorphine.
024] The transdernmal dosage regi nen of .the invention
g it Seidhieh

pri603ddtheamathed conmsises sdmIMNFHEE ©F dbifch gy dhigghve Slount of
bupreggﬁﬁ]egi Iralesg)%#;ﬁ%rad&ps?g% ES AP LHE %ﬁiﬂ{ende%ﬁdg&%ge fbfm and regimen

nant ‘wonen, the present nethod
involv@thdesfistchiag Ge el subjeerd seofes abttisdemead dosage fernfisewiil incrementally

d | [ ' i
increggrindpoieer ugraeBONon ks LS bt EEHA PRSI B o s v
achiegg %ﬁic@?}% il SOoEEa Hftle!a¥ ﬁ%kb@lﬁé,\’\kﬁﬁéﬂnﬁﬂﬁﬁﬂﬁg ad@EEfots of too high
the metnod 1 ncreases the degree of patient conpliance

an inMial Bosdrofupeasphineand treatment efficacy. Indeed, in
certai n enbodi ments, the present invention

g? [%8E£]algheeotl%§rlls>c/1er?r?aqid%\slaegse gegﬁrrleenagﬁ glee’lfn{'énQ%%yprE;(/id‘é? Ath&le effective
method of administering buprenorphine for the treatment of dependence. If administered to a
pregnant woman, the present method reduces the development of abstinence in the fetus (and
later in the newborn) while treating the pregnant mother for drug dependence. In addition,
the method does not require daily supervised dosing. Therefore, the method increases the
degree of patient compliance with drug therapy and treatment efficacy. Indeed, in certain
embodiments, the present invention advantageously achieves increased efficacy of control of

withdrawal in both the pregnant woman, the fetus, and the newborn after delivery.
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wi t hdrawal in both the pregnant woman, the fetus, and

the newborn after delivery.[0025] The dosage regi nen
wofodsle1ygpesent i nvention nay alternatively bePCT/US2004/024010

described in ternms of adm nistration of a series of

t mﬁsmms?gogm'geeﬁ of ths presepsrimeqntign myralivEntixply h<egibed in
I nCcr.eas.es 0 i ! i . . .
T

dosagS #RIr&ELs oPbEpRheRhined PhieGeRnd toviieapplishiiah of aransdesmbl dosage
In nore rapidly achieving a blood level. o

: | . of . .
forms toipn eddieto swajeaiuprefasaldyin PresnaRcYeRAnAMRICE i Fesult i mere rapidly

. patient's. abst] ] . ‘s
O s S
abstinétﬁ:@@ylllclir@mgd OMe-tidatrhadtiveould Bé matigzined imtilauich timeoasl the pafient was

normal ly be initjiated duri i [ .he. .
et b eneion. S brn BB AN EASY S R awine
. . taqt i . F .
s R, B R A S PRABCA ol iR nDbanger o

the unB e ohiildf ered i n the dosage regi nen, wherein the first
dosage form contains 5ng buprenorphine, followed by

two subsequent 5 and 10 saqge f or . .
A[QO@@]EJ, Eox %@Wﬁe,@?fgga%% E@Sfl{%ﬁg 8?'5&%6 if% ! s@%y 11% adwrﬁmésrt]eged in the
dosagd CediBleP WHEAR IR firdEdosage RPmBanbURr SiRgbapiensrphine, followed by two
particul ar enbodi ments, 30 and/ or 40 ny .
subsedrllnqnt &mog phd @ nipdesgee Fays| Alireativsbe the desagq forms jagyinclude 10
erein,, "BTDS" .neans, . B ' :
ms o L0 EOTOTER 0 FURIPIBRANR, B RS Bhimdipen, 20 me
and/of)‘( Ji’(?hﬂllgzlﬁbfbnom{bsd@agd levasaferméd.dosage form cont ai ni ng

i grams of buprenorphine. Thus, "BTDS 5" contains
about’

5 nmg buprenorphi ne. Pref bly, j
bR dﬁpmeaél%mn,t RT08F means s bpagedighids Lanrdeg) poom, and
“BTD@;jl ; e%vgglj.e}ﬁ I tl%? fIIe I 1% Yt BR9Sserd, 4888k fansdermal dosage form

al gesically I've"™ anmount of an anal gesi c agent
contalf@aNX aniligmatist odfbupgmotphizpablTeuspf “BTMSr §hgrontany @heyt 5 mg

e S A R R
more?()ge‘cfgi’%lly%ﬁleolgrrﬁ%"f"a%aée\.ms) or a Likerttype scale. A VAS

straight Iine wth one end of the Iine
representing no pain and the other end of the |line
r 6POZS] ekt Tanglgebiealiyosflactiverbaynoisis b6 am anaigesivageningang ag amount of

e BB e P RS PRI T of i

expetiMcBd b9 alddGehdak veadisdaged By adesr 4 vistdlanbggchledVA)er a Likert-
P I?%i ‘?dsgal%. A Li kert-type@tcal e is arating sc

type smileal AYVAS is lestraighd dinpfwith i end %Q@C}u@r{e@@&%@g%@f pain and the
agr,e nt. or_di re t- At s | el

oer S BT SRR el e o s on

the 1ih& MRBicBeyf é@RIdBredahdiPpain snbahtsach emegeiht, Sucthe fraigth from no pain

scal es can be applied to visuali [
to the merkl candie rg](atqggg Ehealength of the lejlﬁ slcglg. %nL&le;t—%{f;?et scale i(s)fa rating scale,

usually in the range of 1 to 5, based on degrees of agreement or disagreement to statements.
A similar type of scale, although baéed on an 11 point scale (ranging from 0 to 10) can also
be used. Such pain scales can be applied to visualize an alteration of the level of pain a
patient experiencves during treatment, e.g., a reduction of the level of pain a patient or a

population of patients experiences before and after initiation of a pain therapy.



patient experiences during treatnent, e.g., a

reduction of the level of pain a patient or a
woamsloais7on of patients experiences before andpafiuseoo4/024010

initiation of a pain therapy. Buprenorphi ne [0029] The

present invention rel aBegrenorpiipe enor phine or a

phar utically. acceptabl e salt derivati :
eg)?)é"lgfﬁg‘? i RFEESY VERHGE 48 fe\s/ af})l vb&p%éﬁg{nhtnlg% rr(%sr r:’gl pﬁgpmaceuflcally

acceptq. RShf! LB Herivalies @k, deBOhtWep fapild, devivativd, \eatuetidnigy émteriomer,
Phar macol ogi cal | y, wi t hout_ bei ng_baqun

dtaq ané . d
racemptar pplyuioaph, taresoixate Fesrodn JsEnA®Igically, yithopt feing fogpd to any
.art to be a partial. ' i, Oi t . B oid
i e B L ARTLB BRI B ik o
receptblsSif U8S cenBUPRGDAIsYEERE (SONSEparmpeyiphéral tisues Hupraorphine shares
such as anal %gsi a, of full mopjoid agoni ?%’1‘% Parti al 1l
many @ threi artions, gueke papnajgesian of file €8 sts Prrtigh PEqRS, eenerally,
include“Conghontids RiR" ' ! | 8{1BaodpidedlicR™ i
inclu csoﬁmolun%egﬁtgeajf% M{ ﬁdélrgptég?%g% 3“53‘?@% Hef Fect, “even in}/y a_ s
degre@ohii@pharmpeiddien efftct; evampf artsglapwpodpapifadcdpjors e occupied by
compound. "A,",cei ing effect! to analgesi i €. 5 NO:y .
the oo/ e SR G BadP g DL8) el it inreasing
Ld R tRipRuB RhhAs ddimEBApdels. It is highly
dose)gérz%léngﬁigtﬁgg%%; Qﬂ@%ﬁg’%ﬁt&ﬁﬁ? I i_%%%%irl i cﬁglnd_ di ssoci at es
lipopliliowand fdissoriates osldwie cipmoropioid t receptorsr tihels ffwiggyhthought that

t hat . buprenorphi.ne hinds with high affinjty : :
bupreR PhEG AT SR oyt 1P Gt S Pl Bpdy P 100 i, to
recep{ro?sc. RO ftrinslO Qb hARKG ATMRI 8 tre@plorVebins ab Behdintited and most

eceptor seens to be linmted and nost evi dence
evideneeygezgbss timtbuptepomhinephrsrantigesish BEAGHNFISY TeRepiap-1 Thealack of «
K receptors. . The | ack of oRj c f imeti
sgoniBoRERBH D Hoh LB PPN, SRl ey RCARERbe 0 psychotomimeti
effecRSYRROLH B Godfidiastaotibt drugse@ihes sthdies suggest that the opioid
agoni st/ ant agoni st drugs. O her studies suggesi tha 5 opicid
antagphist effeds dfabermphkine énte besmgdialsdpriandt EWQU%W opiol
medi ated via an interaction with d opioid receptors.
recepfP$H3o] It is known in the art that buprenorphine binds
slowy with, and dissociates slowy from the m o
r OOR0]aE is Elgtﬂyrh irg tl}eazirf ittJmait go}apwhoﬂphhmé:in%qoﬁpwéy fvath, ek dipsociates
receptor and its_slq i ng,to, angd. di.ssoci at| .
slowly sy, thhs esgeiop: Bre e ERBRAIE bugiepBBEREIy e Hgttly gpd it slow
bindi%lgetop.raﬁh Ocﬁ%s%giﬁﬂblﬁ 3&?19,” 1 r&Rptoasithowid . tol Posidly .acéumt for the
e 1imted physical dependence potential observed i
prolongéd dtnfationl bfi gnalgesta hndyhingfakt, diort he dimpigdnphysiopl deregdence potential

oAU LTSkt BRI RS Rt 0 it
bupre%)n?)g%é‘}le Lot a8 Paagehjei SRBQUT o adiiESRA bpvide

ces dose-re ed anal gesia. The exact nechani sm
has not been fully explai ned, but anal gesia appe

to .
r el90B ] Eikemtberhomjbidasganists, youprenomiish BRgHFFTed9 rrefafegy gpalgesia.
The Bxac Imbelc artssrg a8 ldy Bgé:neﬁﬁlgfr&p'lﬁnédb Buf GMiEda AFHRUS result from a

high affinity of buprenorphine for p and possibly opioid receptors in the central nervous

system. The drug may also altér the pain threshold (threshold of afferent nerve endings to
noxious stimuli). On a weight basis, the analgesic potency of parenteral buprenorphine
appears to be about 25 to about 50 times that of parenteral morphine, about 200 times that of

pentazocine, and about 600 times that of meperidine.
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system The drug may also alter the pain threshold

(threshold of afferent nerve endi ngs to noxi ous
werhisniiy7y On a wei ght basis, the anal gesi c poPemag2mit/024010

par ent eral buprenorphi ne appears to be about 25 to

about 50 tines that dalfyandBesivaiivator phi ne, about 200

nlég@z] ﬁ%eﬁ’éé{?ﬁg&aﬁﬁgf(@g‘%}]ﬁ?ﬁ eagc%)}g@g]sgtr%g&gl?r &gﬁl%ﬁﬁ/fses, ester
derivARE TBGRUbESAkVYs, SGRIE R RE soRlbikty ekdtlg defivatbies veSthe active

ester derivatives, acid derivatives, and aqueous, .
compswidiblshi ary entanapassayl biethe, Breses gnvIntioRe Heg PrRECH JRpANieg further

) | so are enconpassed. b h [ ta: ] ' d oth

ol 3Be 368 RTRER 5 Rel DR REL Y ER o, s ot

isomd§ tofVile | dogtipoug@ial Tien amntehtioe aso ftichibe tieomes of all polymorphs and
racemat es, and ot her isoner s_ugf the ¢

...1h
solvajesyehias hydrases anddhersearmebwitl oTeaIcFqlY Oﬁgﬂ%?a fempgynd. Such
isom%?,ld)\éﬁxﬁg?g?, ugh sgﬁla%%( %ﬁtb%%r%%%e& DeafRiHAE MRwHih the art, such as by

vents, I's°C ound. Such isoners,
regio§RCHITRMANS enafiidsclodtivatssthasiy arierepolepar.ed by . met hods
known in the art, such as by regi ospecific and/or

g&ggtﬁg Fssgﬁégfe: I@Y‘cg p%%l%teg eSS P}dcl]glﬁ%ﬂ{}lgtglreogﬁt( ﬁ%ﬁg&g ]rt]% tacid addition
salts,| éu@?htag ‘ﬁa&s@’rﬁ?@ SitRdGhtdcanrisahidoboual REréibeie paetieric, sulfuric,
Wt y or

roc I c, hydrobrornic, hydroiodic, . . .
nitricp ihokphorics acetis, farepionicnighycolic, [kbe phewie, malauig, csuccinic, maleic,
~propionic, glycolic, lactic r-uvi.c | Qi : , :
s S O e S L) b, mhanutoni
ethaxf%ﬁﬁfdﬁii&' CRyRORYGhAANAME, NBaReticsulfomt,hanesuluboni c, sulfonic,

et

anesul foni c,” hydroxyet hanesul f oni c, . .
cyclohexmeeulfauit f sicycliop ptashinesslicdin, 2deaoxybenzoic, and 2-acetoxybenzoic

., cycl ohexanesul fam c, sal.i i = AT i j : .
i S SRR A, 101 LB s, o 398 b s sl
alkalfROSrN hldtaS 2GREaGICH; asabdicihin ARt alagaeditm, satscndasalts formed with

sodi um and potassium salts; al kaline earth metal
organig ot norganihligends Peh PRHANFY GREUEH 4T s; and salts
formed with organic or inorganic |ligands, such as

quﬁ)b?ﬁfﬁﬁ?itigﬂﬁo e alshis RR3d] sddidbonat sekiteablte, acetate,
satts 1 nclude, but are not limted to, acetate, . :
benzbeRaEnNesY banate, Hienzamate, bibiléde, bbitartrate, Hiosatef dremide, calcium

bitartrate, borate, hrom de, calcium edetat 31
ol LS SorLey iR CaeL AT RUEL g, sttt
edisﬁ&tgyg{tgﬁ{y %ﬁglg% bl %’luc%?ﬂa&y |%¥ﬁc,%nat@§tgﬁitﬁhﬂe, glycollylarsanilate,
esyl ate, funarate, gluceptate, gluconate, glutamate, oL
hexyyorainiyl neimhibitee ,hylds»bycgm@s,ﬁ hgdn@ahlénd%yhl}'@{émaﬁb’ehoate, iodide,
. hydrobr.oni de, rochl or,i de LAXYyn oa
st IaHegt b Geh adpdits, FHREYT BARRA’ mdclate, mesylae
metk@r@fn?de_, RIS AhiGratcTRIRER I fte, FRBNephAsylARY, Mittdde, Aneehylglucamine
thyl nitrate, mefhylsulfate, nucate, napsyl age, .
amnmonfunasat, oMatee PARDEE (abinate) B HAGRARAL énafs, phesphate/diphosphate,
t ) , | mtat
polygﬂggtﬁwgg ?%@%&Sﬁﬁ%ﬁe, gﬂlfa?e, Euba%@ﬂ%e?g&sﬁﬁ{e? tannate, tartrate, teoclate,

tosylate, triethiodide and valerate salts of the compound.

[0035] The present invention includes prodrugs of the compound. Prodrugs include,
but are not limited to, functional derivatives of buprenorphine that are readily convertible in

vivo into buprenorphine. Conventional procedures for the selection and preparation of



pol ygal acturonate, salicylate, stearate, sulfate,
subacet ate, succinate, tannate, tartrate, teoclate,
woasosliat®9 triethi odide and val erate salts of PO®US2004/024010
conmpound. [0035] The present invention includes
suitabjer pridogs defivatives esnpenaribed, Hooeramglei fit"Dawsn it Pradmes”, ed. H.

not mte functional derivatives of

Bund%?&fﬂ*?ﬁ‘???’ dlr?ggt hat are readily convertible in vivo
i nto buprenorphi ne. Conventional procedures for the
sel ection and prep@Fraisi@rmad Dosagealiormspr odr ug

‘ gféd}\éﬂtg!g:nes(sl@g{a? ggSG%g :félglgsga@fc%éygﬁ%}téipsag_@%gn%gr 8er11vermg many
d1ffer%{}t%n§96e{h@?a gﬁ’@c@g Fe B Dby el a%%gft@] inlh ﬁﬁiﬁg%t 1if8Ra 98 ahfbdkics, such

€ COoNnven sage fo Tor ring many
as fortixbin@leg dpiodd amalgestclse yprvat opiald gna@esxes uncﬂrtgieagemrg not limited to,

i ncl udi ng hut not I|mt dto.a esi cs
fentangl, dhpres ORI PR @8 LT Fg B%Fﬂ%‘?%?%lcsn s 6%59 el dosage
forms! P& #)éi‘q@ulaﬁ? hséfﬁlefof‘ﬁﬁleh kdlkds€dnd Sustdi®st r@RMboe of active agents.

bupt enor p et or phi nes, and ot her high potency

narcoti cs. Tr ansder nal dosage fornms are particul arl

y
u$edaT ’Ifrmsdt:m dosage fares may bssdasgified antpéra@a%m% dosage articles

t 0037 b
YRR NS M
diffusiSrRMSARr ARsd6aRAGosteanpanidetnals paéaﬂrjalsiﬁgséltm ravfinid reservoir or a

transdermal dosage article is a fusion-drive
drug-ireathesiue n'aatrlSysys@m ( tTransderaratedospen cppPostions ele, byt are not
id.res I.r (OF e
it iy SRTRI 000 AT Bor et RGeSl YR T, and
1ontolbhd%ﬁ(ﬁ(‘élefcﬁlcat dipfusioh) @ivery dysteirsn Prefeiahtyytirttsansdermal dosage form
transnucosal systens and devices, and iontophoretic
is atre@qdé@mhp@mh di ffusion) delivery systems. Preferably,
the transdermal dosage formis a transdernal patch.

[ 38(23?3& ﬂﬁ@&%ﬂ@lnﬁc}p%‘é ed?cﬁﬁﬂeuie‘ar B aW&Rdaric® with the invention

ance wt e invention preferably include a
prefefabbykinb@ldb ayr&bklmadﬂ!yemfmaaiemfarmmmquuaallwamep@bkamtémal which is

ore L A S TSR L0\ SR con
for theP¥ &f)hf‘ngeaﬁﬁ‘%a‘zgﬁ’l"s@ mrékﬁde anshippeit insorP f]mdni?iﬂesaof materials

sup ort unction anpl'es of materials suitable
suitabtakion gnalmg iz bokelgng dansr aae dilmis| efshigh #ndy ip%rﬂfnﬁ%polyethylene

po TP RS SR s g ol i

metaP ¥ils( ehdtyl e 1ahinaek adfeguchnBligble polymer Nilial téxiile fabrics, if the
| am nates of such suitable polymer filnms, texti

|
comploatnts 0§ thea lfesetrh@lr camoeb neritgteothe tipfuic @?eWb?lF PE&W?gtPIOPemGS and

abr ] t | 1
v 1S IE B Tl RPN 8 R 8 pomr
ﬁlmsb@ﬁﬁianﬂle{a@)f@ﬂ sa¢le as amrrﬁﬂlﬁlﬁSfoﬂf Thel d:)bclﬁng Yager chn Ibcsarw appropnate
a netal foil such as alumnumfoil. The .2pk|q% ayer
thickness t%grogpgp tgg ﬂﬁ%ﬁﬁﬂ ipE@tactive and support functions. A suitable thickness will be
from about 10 to about 200 microns. Desirable materials and thickness will be apparent to the

skilled artisan.

[0039] In certain preferred embodiments, the transdermal dosage forms used in
accordance with the invention contain a pharmacologically or biologically acceptable

polymer matrix layer. Generally, the polymers used to form the polymer matrix are those
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t hi ckness to provide the desired protective and
support functions. A suitable thickness will be from
wahosto1109t o about 200 nmicrons. Desirabl e mat epCalus2@md24010
thickness will be apparent to the skilled arth?n.
capable00f3 §rming dlint wills oF epatings theawgh avhigh (pharppgguticals can pass at a

nsder mal .do f L 4 i .
contrq g 3 PO MRTRE B o RBntBE B 10K RGOt bl dabfiner marix
includ@§ FS]%ﬁpleﬁe,Qsﬂlj{pTﬁjfile@d; eihylenajpespyldBerepalyingrs, ethglene/ethylacrylate

po 0

yners used orm the polynmer majrix e .. .
copolieRS B RS e RoptEe PP RIS SHETIES TP PR oOP e P homo-

| ey C ] alBlyufthanes,

co- of G ORHHREY Polyillfic AR 28 e, SR  RoL Bty fihancs

polyisoButlyleie p ohlptinatedrgtol yethyilenes, o ippdéhietidey | Wng, chloride-vinyl acetate
pol ypropyl ene, et hy] ene/ pr |.ene copol.ynmer .

copol{Fped RANGEHy s PE LTI paPFror S0 PRy NGOy poly(ethylene

e S glc8hdli uBip§Tene v triak6l Iymer,

terepl@lif/aﬁ%tﬁ}ét F@?ﬁ%w C%C%Arl ‘glﬁ’%kggmef, Bip§Tene Vith Gk ye copolymer

ono-, pol yners, polyacrylic
silicomst iacladmgdsilidoae copallyyess such he medfsilopaieynolumpthpaylate copolymers,

pol yi sobut yl ene, chl ori ed pal yet hyl.ene,
Celhﬂﬁ%ﬂ yB‘i’lW‘F’@hl 5’de?ttﬂ\3/' nf]'"%ﬁﬁ?ﬁeor ?ﬂ% Vv %gﬁpeacgit%rts )é polycarbonates,
polytéi&?fabwé‘ﬁ{_ VienROMTRIiRidedsy thefeo . P Ok yemslaynftepig® Yor inclusion in the
polyv

I nyl"i dene chl ori de, pol y(ethyl ene terephthal ate)
polynetr mydteix dayer axe sih¢ansiedastanagsd o general polydimethylsiloxane structures,

et hyl ene- vi nyl gxy.et hangl r :
e SRR, BYEUEBL R OPRRAIE ok SESR phamaceuicay o
biologEABAdceNEne: DEtey Peéfbiaed yatdrialsCop dhotnsiors in tel paljmeematrix layer
polynmers (e.g., ethyl cellulose, and cellulose .. 1 ' 4
includsst @lieyne polyyesy Beaties cropoliphiable £PPRIyFSEY HaYagedimpthyl and/or
- | Xt ures ther My . 1O Bathst. Also
aimetfyf i) EJeah® uifts o EGT8, ke R usih QfableBeroRu futhigst.
prefeirBt® a1@8R&J )0l Aty domstitigl oS iblak aopolytetchasedsn s(yeeng.and 1,3-dienes
silicone polyners), Pre%gﬁ;gd silhcone pol yner s tadienc-block
(partigylagy - | FHFRT arihT8R%ISAPEERTRIost | COOIYMGS Kol SETEgrwpdiene
LAkl f 18dcSnfi/k nicfitacHgAten i N
copo%%?%,ﬁi}g?bu%tgﬁskﬁl yg{s b?ﬁe&%%ﬁ/ silicone pol f/sarrer S
that are cross-1linkable copolyners having di methyl )
arfa040] THenpohyhari mytrixi lapsrameayuriptionalhatinelyde be pharmaceutically

e A e T -
Prefefi88 Uk SRR a DA RLrP stk @RE iRRbcokddredivaillethe methods of the present

particularly linear styrene-isoprene-block copol yners
inventibn stohndman wlhesiie dayer tsl afEix tho pesageriqray to the skin of the patient for the

. pol vi.spbut yl enes,. yArer e V) )
aesieB AP B LRS5BT TR X PRENBLE, RBEY B to provic
adheSOH ERNBE H¥kilea PO optipbait tesasiblecal thyintiic eptiadd between the dosage

crosslinking agent. Suitable crosslinkin

i en . :
formiwith thd ekindygfor magancamibpmehe dosage form, tgftgq: 13%’8! oF the patient with an

t.r ansder mal | y systens used in accordance with
mﬂw%ﬂ%aﬂ%ﬁﬂ%d%uggdﬁﬁéipresent i nvention include an

adhesive layer to affix the dosage formto the skin of
t N@OPEL TiRnkdHesive tinger peaferably nehidesi usifig adyriadhesiveaknaym in the art

If th hesi I h f ' i
that %p@%@g?ﬁicﬁﬁ'y \égmpgc}ﬁer: W?t t}tle gosgges %gr% angrprr%tfe%'biysh};p%allergenlc, such

as polyacrylic adhesive polymers, acrylate copolymers (e.g., polyacrylate) and
polyisobutylene adhesive polymers. In other preferred embodiments of the invention, the

adhesive is a hypoallergenic and pressure-sensitive contact adhesive.
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adhesion for the desired period of tinme, it is

possible to naintain contact between the dosage form
weiods/onieski n by, for instance, affixing the #0%a§2004/024010

formto the skin of the patient with an adhesive tap

e[942] The frosdermalposage0ionny thrheandehessil j aq:c&y@qnce with tle;é present
. referably incl.udes usi : i ye ' :
B
agent§@RA8EMp AN aRe BroRhdte gehytrdiopoaid/@r glesoipmtjons af thea duprenorphine
pol yacrylic adhesive polyners, acrylate copol rs .
throughethe skinpeidy e (heetleqd HreRmH Jies bRy PeRe-ERLE Jat of permeation
pol yner.s, od] akh
ennenf RS e DL B R

pressure-sensitive contact adhesive.[0042] The )
t [GOUST lEBlatidelyapeanfeation of bigtrermaphibe maydw énhanced by occlusion of

accordance with the present.inventi pt.i,onal | .
e 0 e LRSS VB 8 FAER R o oot
banda%@.h}aé}ﬁiegﬂo@ﬁﬁgtﬁsoaﬁ@ cRIAABRL B Serhbdhg BRRTRYR the application site by,

enetration and/or absorption of the buprenorphine | )
e.g. clippingighatihg os kieofmnderiilatony et bhugbiernermgstiopf cnbpecer is heat. It is

t. A. -1Jmti l.ist of ' i DG s
BN BV Wb ey PSSP Pl o
form, {$36h bé & infeR04 Bimpf) o @lﬁé”ﬁiﬁlﬂé@tﬁdh siReduiB@t dpplicstfon of the transdermal

bupr enor phi ne may 'be enhanced by occl usi on_of the

dosageofoage Otfter rmeins f eappidins Pe@ieation of dugeespbENcs iSiigh 8 the use of
. the patient with, e.qg. ,an VEYP . .
iontoprianpar g saicenre e A Steai i fiRBErene present invention.

the application site by, e.g. clipping, shaving or use

off 0eu4] eppleiéresdytragestinal Avsaihdsmptntmay bomsehirearcerdanes with the-

heat. |t is thought that perneation c%g Pe enhaﬁce Ivester:
preseplyinventiondngudrsie omrgEcably hacking layermadey oL CXAgPIg Q) Polyester; an

ey u S nhbRr a e itfAtik OBontaining the
adhesg‘l%t g‘%‘ %eﬁr ﬁ%&‘@’aéﬁ{]ié@:‘g %he(gf Iat ﬁgl,y? ‘?}glﬁ?&e?‘?ﬁf‘{ £§age s »
buprénefplineOahé roth&adssiablee phaneiagicple rivsasticbnasfsofteners, permeability

bupr enor phi ne, sugh the use of iontophoretic neans,
enhangess, &S%Qf"lté’@ﬂ?‘@ﬁﬁlll‘gfh@gﬁ‘f’o be within the scope of the

present invention. [0044] A preferred transderna

dqpaes FiRy PihvEalgeABYbubRnbiRthd, InACEOmbANEA Wi fhe ddvice in a drug

present i1nvention includes a non-perneabl e backing )
reserveiy erugmadeix dralrugxdhesive Jayst- Thay yrea pEthe patshatiikibp gount of active

I .made,. for. I f .and .
snkt S B g BB, B YESEHRL P ant e rscity
deterfi@s&d. r abl e pharmaceutical aids such as softeners,

perneabi lity enhancers, viscosity agents and the |ike.
[ 0045] The active agent, buprenorphine

. ) Yy pe .

i nOP4GleCertain prafersrs fransdermal dg],v(;‘éy ,sgggp%ggg ’mcgp%a softening agent
. Jmatrix or drug/.ad ' ’ j Of: , such
in iy dopria? b ST SERUIE SoRUfing det®s BIGRRICY il LGS, such as
dodetdiR], indetardSetand, @rees of carbdkylar yeidkiwhergin thherleahpl component

may Caallsno rbgagl pc}iygcﬁct)}glrle{?e({] ealcohol, diesters of dicarboxylic acids, such as di-n-

—
-

butyladiapate, and triglycerides, particularly medium-chain triglycerides of caprylic/capric
acids or coconut oil. Further examples of suitable softeners are, for example, multivalent
alcohols as glycerol and 1,2-propanediol, as well as softeners such as levulinic acid and

caprylic acid, which can also be esterified by polyethylene glycols.
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[0046] Certain preferred transdernmal delivery systens

al so include a softening agent in the reservoir or
woRrbesion1578ui t abl e soft eni ng agents include hi gheT/U82004/024010

al cohol s such as dodecanol, undecanol, octanol, est

of0@4 o oyprienorpbindssolvans meaynalsth de anelagest 1t HigoBArsde ydehvefy

systry SR AORIFPL MO ERereud: G TS ERDERE (& bupreporphine to &

sufﬁcﬁern't gkiae Eﬂe?&ﬁh avdidihk Gelnpldty sare d@mmtmhaAnnM-hghm@ tistdess suitable
caprylic/ capric acids or coconut oil Fur t he
solvemx amqim@stho$e ‘é’ljﬁta‘alﬂaét asrackdie gxougy Rartipgarl %ﬁ%&hl% are monoesters of

i val ent anedi ol ,
dlcaﬂ?aog(y&fé F“fld%gu ?@%@%@t@ﬁ%ﬁﬂﬂa@? evui i ni %thglg i gfaéhd
caprylic aC|d whi ch can al so be esterified by
PQOY4H] r@thenpllaginyo@ﬂtlsalmamptammmnmnqs rthatemsmhsaempluded in the

may al so, be j ncl uded | the trans del i ver
reseryyis Plematry inchide ﬁP]é(§%tﬁt oF (GFERP IO dl@%ﬁ‘é‘iha%ﬁ vOP?ﬁae“OI permeation
&ib@&%@b@%{&e {sBosttySatichtsC |sﬂd§H as cellulose
enhatﬁ:ﬂ{gegglﬂfntt% %/yg[\%)giégﬁ%g conpl et’e salvt forrréégtl on.
derivitpres) apdrbl mg;yhﬂ“nshc gims sictadd guas gimesndsthe hke.ude t hose
W|th at | east one acidic group Particularly suitable

ﬁ%@ﬁﬁ %fe H%%%&Pg car Sﬁﬁ%’ ts(% gg?%sladgg fﬁ?b]dlﬁgj]des a removable

prote‘gﬁ‘yée{eleﬁg@fagfﬁc qUk |r§1ﬁb‘1'a)b163§1©€k|@t16@ la@eﬁﬁﬁﬁﬁﬂem ﬁndnhlat appiiyation, and
be included in the reservoir or matrix jnclu

may saisistiof $he fateriak amﬁl for the batkingslayeic fesgdbeds %VSpBWSFded that it is
rend%g{)gegqaotvlﬁﬁla @n hay g ]te ?9@ %gnéHﬁgglﬁl ?exﬁgi%'ié B@tctive layers,
for eﬁlﬁﬁ}')l\é a&ﬂe\/;ﬁﬁylet@@-ﬂub@eﬂ”@[ensymédmai papeg,uaikxphsmﬂ; Ipoh)&vngy] ahloride, and

and the Iike. [0049] .In preferred enbodlne
the IithcUemail dhareamaysblsguoteiva fane 1§ & somaciafitty tha esive layer and
Lot e eheare S Bl o} fifekiv¥ g til th
prow‘%gil a congé{rﬁgxﬁcn J\l}gﬁﬁ ?fl g%éﬁ{tiagmgg i’é?g@{agﬂﬁi  Bie e 1cong§|/esrtun il the
desiréd tifnb®f Bpglizatiial. used for the backing | ayer described

above, provided that it is rendered rermvabl e, for
exa

pr @pn‘g%]t T%cq@g%itgncﬁgﬁ ir%ﬁsﬁitﬁpngaqtdgls%geh orm usEY YPRdBrdance with the

' Yy 0 @ fef St shsTIRRA critddal @phB@anethod of the
mvelﬂﬁ)}n Vi nyl‘?e yﬁeoéffgiﬁwangﬁt ﬁe i ke. SGenerzlrlll ; t he

mveﬂt&iﬁip\pﬁd}hdaedpthat ¢lt derdice dglivers ¢he activentgest &t huprprorphine, for the

hesi ve | a n vi des, a.copveni
desing PFRE PGS PP A I 31 oy e pel b En B th qoive agent
throdeh€h&l8dh bsh folivRded, R fraREéran] dfAES&mThe
conmposition of the transder nal dosage formused in
accordance with the invention and the pe of devic h th
usEW5a) Eerign neefapd draaereampk desaee demis frfé?FHBoa"B'PrdFﬁ‘ée with the
| pvent | tthat pther,d the d to LTS
prese&%tlt?vg 1%%grmc[e(§é’ﬁbde%qgl}5‘ ?eﬁ%tr ﬁﬁl ﬁ‘g%? 1% EIYI Sglajrl]e(asmgne °
LohBfd Othepdpib-8ystéhe G@bHr & (fd Y xherelie, 1ncorpsoratetihby nafeeerme Such
penetration_of the active agent t rougi]h the . skin an
buprpmtphine gansdegmal leliyerynSEETa may 8% Je [3iricd EoufpSdite Having an

impermeable backing layer containing buprenorphine, and optlonally, a permeation enhancer,

and a pressure-sensitive adhesive. A preferred transdermal dosage form in accordance with
the U.S. Patent No. 5,240,711 includes: (i) a polyester backing layer which is impermeable to
buprenorphine; (ii) a polyacrylate adhesive layer; (iii) a separating polyester layer; and (iv) a

matrix containing buprenorphine or a salt thereof, a solvent for the buprenorphine, a softener
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[0051] Certain preferred transdermal dosage forns for
use in accordance with the present invention are
wdesasroibid in U.S. Pat. No. 5,240,711 to Hil | ePCE&US2004/024010
al.; (assigned to LTS Lohmann Ther api e- Systene GwbH & .
and aGmlyacryiate sldhesine Shsdrprengrphing s¢lued fady osray not be present in the

uprenor phine. transdermal. del.i yer a ioht
et PR TR " RoE iy S iy B, AP ES B, 99y wei)
polymebGhatEi@4lf Aduk 0 18BEENDYP (Byneeight) dofxter,cmalabyyt @1 to about 30%
per meati on enhancer, and a pressur e-sgnsi ;bi ve

(by veelpley i tuprenarphies: ofr edvant Q5 JBF rRAPTA9 B5mOF Pharmaceutically
| t , _
sccenfils hanoroet lpbilog By ae AEAE D1 %ot SORYHE Feiph)

i npermeabl e to buprenorphine; (ii) a polyacrylate

aqbesi] Vel dysegs férnis Of thespresanatinveptipo|yesaksp inglpde ;one or more

and (iv) a matrix _containing byprgnorphine or salt .
inacty e e89RISa T8I G TPOHY ASHE Y EHERpR, fEorgound AP idactivates or

crossﬁrﬁ{sttﬁg Gt o8P YRAEE 16! ReRaGHAE ALYR polditiabePhe ihibime] dosage
sol vent may

or ‘may not be present in the final L.
formf oNvulliahiting. ePnefler affl pactivatingreagents inebidgd byt 58 (ot 1mited to,
t o, about 95% (.by' wej.ght o] yperic mat.eri al s
POy &Izl ASH . éltfifovﬁlfl%ﬂ{% B Ryl Easiles Py ogfliring or
yr@é}% 30%;6 b oMk liisbePipfesN pERRIARS, dAmSddsy &liélsf atols,hepoxides,
pol upr egno%p{?ﬂ necbase or phar mageuti cally acceptabl e salt

cyanddoeylaied, and{ \bectivatsduaenpmess.about 0.1 to about 30% ( by
wei ght). [0052] The dosage forns of the present

i i pn may_al.so inpekude: i ti , ’
2gUies Koy, SBYoPrii®, SR ReG v Aing iehs, PRA ddKBkd Mohms that are
knowaGARUREmal alsoibaséd Mmaloabimition matisthe methddhe theinivemion.

agent, in order to decrease the abuse potential of the
transder mal dosage_form n-1imti exanpl es of .
| rA05 it g B AT PO HEA 0s PIAOK ST TE e PGP g wsed to trat
i a efS drug AbSeridBiet | : f Okahbther preferred
w1thc%§\gﬁlpn}§gfgﬁjgggscr§%sgl}ei gw% QbSenldBitt hRleARf, wthnl O er preferre

I'ng ‘or pol ymerizing agents )
embddigbntgthedhétbat yathatpessentpiaventiodds psadi to rpreiest withdyag/al symptoms m

triols, epoxide cyanoacryl ate nd UV acti vat ed
the npr R STealDRE 8 Ihe APPSO B L R | ves,
I nactivating agents, and dosage forns that are known

i ngobbgj Bhd hENo@!cTOmBeprésdl ihvertionbprefiratdn seinigristh exdministering
met hod of the invention. [0054] In a preferr (fd . ¢
buprenviogidnerime marmer that elics® a HadialdBERdse; ipiBA Plagie) conceniration o

used .to.treat .wi thdra [ ;
o 3 B, 50y TP g i e
meth®aLegi B Npresédie inRhiiod @by the dusastedt as nisdiowsonthes mean plasma

used to prevent wi thdrawal synptons_in.the newborn
buprencephine neongntrationd afem deigiel mt@gﬁan@dlﬁ@eav@rm[wgs? %yﬁ‘é 20 mg

met had_of, t he I |: r Rliy conprises
buPrSIborﬂohlﬂflgP%tF f’eﬁ gw%glffg%gtﬁ' %ﬂ?@g&%lﬁﬁge?yng%ﬁgg that achi eves

a gradual increase in the plasma concentration of .

bﬁEIOGBPT@ﬁbﬂq)mparhﬂimlsﬁgpﬂcdm cortainza puspémtingdgent and optionally, an

enmbod

an’cifoam.ingI eugrt%?lg.' 8}1516 to%licaa r{)?epparga ifolnls ?na%fctpel ﬁé{lﬁg £¥ncthtc]se, alcoholic solutions,

Q)

topical cleansers, cleansing creams, skin gels, skin lotions, and shampoos in cream or gel

formulations (including, but not limited to aqueous solutions and suspensions).

[0057] Alternatively, buprenorphine can be administered in the form of liposome

delivery system, such as small unilamellar vesicles, large unilamellar vesicles and
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met hod of the present invention may be descri bed as
follows: the nmean plasma buprenor phi ne concentration
wahveroliswtial titration adm nistration wth arPCTWUS2®4/024010
ng buprenor phi ne patches, which results in )
multilpptlaxivesitles ythg0Maygher inclpdabeéy the pransrlerrat putiglei endransdermal
typically contai suspendi -4 O YR
compaiiRgh HBSTRRLEp L EP oy O B At BRI cholesterol,
stearylirflitk @r PREPEMESIcIRIiGENO! i ¢ sol utions, topical

cl eansers, cleansing creans, skin gels, skin |otions,
and shanpoos in creamor gel for Iaﬁio i nc

di .
biP0IRd (Theitrandsgmabdopagr Bia: T88Y bt fBRL 0% LRI OISE@PW. n in the
art aﬂdggg)ZLe 2 ﬁg&@fehvaﬁlsﬁ QAT RNRH B BatiHR P& described in U.S. Patents
admni e mte%%rmof

ster 't posonme delivery system
4,806334d h5,240,5 iyl dnd b@d8ei#EL | ar vesicl es, large unilamell ar
vesi cles andmul til anellar vesicles that may be
included in the transdenga%g@rticle or transdernma
ﬁl

conposi tion. Liposones 4 "8 ned froma variety of

pﬂ@é Ofﬂemlﬁﬁdosﬁg'@ forAs TR Bickéft Qhvensibs aky hdfiniktered to a patient,
phosphatidyl chol Tnes. [0058] The transdermal dosage
prefefabtyma iegnab defngg mﬂfmr@dg@y, ehprenentingd oRigtRwhstinerch syadrome. In a

' b I Ni, St d
TR HE e N T A —
inverBiog4Ray bd adafidlsercd6st, thd defidelnioNing Fepfimenn ih @BdR]to THehieve optimal

_unit dosage forns of the present .invention_ are hod
actividylwhilestedwaing tlee incisieneeaf any peteafialioficatyh ufite¥eiRlg, the metho

. suffering fro r ti . i ' — d
imvol§gh el D SR PRI By By SR TpRAREine in o dosage
reginfCEAHsiV® ABRriesT BE traniderrdaisdgagd foms thbt prosider & sententration-of
i nvention may be adm nistered at the defined dosing
approxaggriebnSQ0pgmlief busenosphiat e optimal activity while
reduci ng the incidence of any potential toxicity. For
ex@ﬂgﬂel“hé &%ﬂﬁeﬁe?%ﬂ JPMRE ¥RSerR hehiisn B6rhpiisck @evidrd discrete dosing
patie An ef fective amouht of buprenorphine in a )
period®s Aglsinggieried icthepimesdumipgaviser prssofdhe traasdsrnglidsage forms in the
. dosage for t hat provi a,concentrati of .. .
series, . W&B ’39 tggeatgeé]?,rﬁngglﬁe gm%wg}nb?ﬂ nguﬁ%b% 8f a,f.ﬁ)earate dosing
pericd%ot Q&angéﬂaﬁgﬂ 0P eadtN@arRA QSR HoddaY Eotink @Ntheaeried. S€Bus, for example,
severa I screte dosing periods. A dosi nqtmr;erl od is
the firsie transdtermialr dasggamitrohimile ssiries aax baveerar bvhhegpalisgk for up to 5,

pror o B RETGR, TR GBREAE et obE 4R 28 my e e
wongﬁy?itﬂag pRSdnt @6 hRSth@TFErIvdS breférbly 1@f toeaatays,rmbsdprefamibly about 2

osage formin the series. Thus, for exanpl % t he . 1
constutive daysaeditheraafter dhealyizd dosage iform ey 96 uR W pytient for at least

anot]\é\%r&g%aglét %g pg%érs&]%jﬁlgg&im%ﬁt ttl‘?ei t:%tal We@&l%'h@ﬁé oPOPHE désing regimen

removal , the secohd dosage form -~
is sixra¥yst iRl thedesired dose is attained. This dose can then be maintained indefinitely.

If an increase in dosage is required, then the dosage may be increased at an appropriate

interval, e.g., every three to seven days.

[0061] In a specific embodiment, the dosage regimen begins as soon as the potential
for opiate abstinence syndrome is discovered. In one embodiment, the initial dosage form
begins with 5 mg buprenorphine for 2 days, followed by 5 mg for 2 days, then 10 mg for at

least 2 days, preferably no more than about 10 days, most preferably no more than about 7
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worn by the patient for another period, preferably up
to 5 days, nore preferably about 2 consecutive days,
wanasther7eafter, the third dosage form may be ROTASEN4/024010
the patient for at |east another 2 days. In a
days. (nehethepembodiogintéie reginma asoalaties pn @&%ﬁ‘ﬁwoﬂ@y’i’)&&h%%ule such that

t he dosj reginen. i.s.six days..uptil i red Ho
e pi5 T - EHE N oo P ML by iR 98 o
embo&iﬁ%ﬁ'sﬁb&ghéﬁlt dobageB mayeamttinisterelly Sdfeciiler thetuaireant, higher doses
then 't he dosage nﬁé be increased at an apProprla e. el
of bupiran@pliak, aseregded lei/lbe pationt.o & 2 igrashplapma dgye! IS[aéfGBif;‘ with the initia
speci f i odi ' . LN .
comn 5 4 pFRRY Pl F 80058 8 TR AR o
indefiflits peNEd 8 tinle) cRBiRAcies®rith a tirquémiytdxaindigsfigm fontrevery 2
begins with 5 ng buprenorphine for ﬁbda s, f.o]l OV\Fd by, 1 of
days § MBOROPVEZY dLylBys CRGHEek: i Peded: [bgate b higye Plismd fevel o
r r J . |1 hl
e e e L
be achiﬁgd':drﬁﬂ adadibiaties acingle REtck ‘Withoa dighty desshed midtiplg glatches which
that the patient is at 20 to days,.aft
togeieh comTFoR IS Hov r Bar AaRRe: ot STIFY 28 GRyRi¢ BTDS 30 or 4o,
s ' ray be admi ni stered,
could%ﬁméﬁ_%feeﬁ@%%;%gﬁngﬁses of buprenor phi ne,

as needed by the patient. If a target plasma |evel _is
at[0@62) Sthevdos et dfbupranoipiinecway VAT acsprdifg (9o ¥arealy of fastors such

- treatnent regi can .be. conti nuak.l.y_adm Ri. s fo
o e S 08 SR WAL KL ! e omee
predehih 8 HRAGH] 6xFeRNdA S delcefbdahQidtor@umseywith dasietyoofafaotors including
every 7 days or weekly, as needed, In case . a

hi gher ...
specigs, ageravdigveandomedigplreonditionioh shq Ratisak dagisayrit tg%\f%%jﬁ'im to be

nd approved b i G ) ' - s ki t b hi
weat SRR ByRleyP AT Pt DB o hpronorhine
AT A ey
brescribg HiqpHiEEcBTDEISBIGHE b Iriggan i aSE0 MR SOUREE of §14sh e progress
atient at . - b1 iSIPRAESI Rt trati f
of th‘gﬁo rdgt%%l r%h‘flé‘g%rﬁaﬁ?g@g?fygggb (%Q%Pg%%é&gari ety n(%f conczn Zlonsﬂz
_drug hatioas mughtias yisdesffiyaaygwilhee deecsy atquéires atregimen based on the
. individual"s condit.ion, weight, and.age..The dosage...
kinetigs fetiendyes nivat Qléiiltyo fo F@é?trr%‘%FSi sq'g‘bsl g’é’f’}sv S {1, conisiGeration of the
abso@ﬁS&rﬂﬁﬁﬁlﬁidﬂ, ItBoMah] flaxeletibRef flfugl ncl udi ng
peci es, age, weight, and nedical condition of the
patient; the severity of the condition to be_ treated,
t HO063] Bet eanpositicnder desagddbiny exfythe jryeatipn.ayhen gdministered as a

articul ar .form of bupr.enpr phi : Si e .
s 35 o AT UL i P PO Py ordimary
skill e RN 4H. NBorS8dn1E SRS bhapdsigoredl esshiy Grampuntbeqirotitied to the arm,

rug required to prevent, counter or arrest_the
trankpibegir e shest of Hee pasisat. t b fhej prefpred, cgrbodHpent fps Bregagtgvomen, the

place‘%)einif1 Ir{% lptr%rs]%ﬁkrﬁ lag ntp'ﬁ g.lpﬁgp i iscﬁgl?;?&.n CRRbEAL] ABSesOhre dﬁfd%§ably not

yi € I'cacy W t hout toxici
adminReéd BSthe saf@l Ioetionasel tiate, bheto different locations. For example, each

placement could be rotated to different areas, allowing 1 month to pass before utilizing the

same location.

[0064] Generally, topical preparations contain from about 0.01 to about 100% by
weight and preferably from about 3 to about 80% by weight of the compound, based upon
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kinetics of the drug's availability to target sites.
This involves a consideration of the absorption,
wdaizedsroibarp i on, netabolism and excretion of a BCUWES2004/024010
[ 0063] The conposition or dosage form of the )
100% totabmteiigint ofwhe topiairpripstadiond Generallyr Brrsderal dogeaeaiyems contain

form b dt 0
from pouin Q-00) oo ERhAP 0 eaid et GOty 8 BERED Tb R 50% by
we1g}ﬁ QFRRSEdnh RAInAT bA6S apch { CUtsTEYwhighpsfotie dﬁplrehﬁrphhle farmmylation in

runk, back or chest of the patient. In the preferred

thedcsamfm‘ment for pregnant wonen, the placenent is
preferably on t he upper arm or back. Repeated doses
f er st d tdreths dnPGalé@dn may be
o 1606 e’ Bate hm BN 1} Gtk dRCMmE e S eridn may
adnnﬁ@t@fbdlflil@feﬁﬁieﬁt caabihatidrewitbtothee chctive dgdnter Eott com mtlon treatment
allowing 1 nmonth to pass, before utilizin

with TogEsa b A2 DB AR NBrRI S SoCBBEEL 21518 ST GREPES formulations
the a% gée'ﬁb{ EQ[P"b Qiﬂgmgtef‘%i LéhcaRenly, 1Q0HePaveicai headithinistered at

out to about ’80% by wei ght of the
separ@t@f?pﬂaggﬂ:redomesi mmxwm@mmmegmumd when combingfl with other

preparatijon, ner al | nsd r
active aganks 9% c%elsg}pege@geye ¥ etv8 q?e&?% %@ atlv% j> it it élosage forms
& b8 iAd® &MH %rﬁﬂed\/\ﬁidg&ﬁmlﬁﬁed teachieve a
of théyee‘taﬁéﬁ%wt %hu oﬁy 106% ot al \/\/e%?ght of the
syneﬂglsltw aesdpivhereirf ﬂwmﬂtmlogm isi yeduerd merathenibiienld bpébyither active
The dos(f;\ae fornms used in the nmethod of the present
. ageny WIENETGHO™ay be admi ni stered al one or in combination

with other active agents. For conbi nation treatnment
Wi [oh6 6Ot SRS eabotiiteentgas patisene dragnaat finvae opiate addicts

agents are in separate dosage fornul ations,
on stablermsthedonehmainimiances therapy. cBruPEHE |T§P61V&F éﬂ@aﬁ%? days in
addltbo&stgblzeradm 1 h%ﬁ rge %sgjs gé gldy a3t eﬂ%%’b@&viﬂgﬂﬁ& dlf-iFlBﬁtleS the

when “conmbi ned with ot her
physREdni ré@ oY &B’EBS fesd repﬂm:és #lvdtheBTDSdOHped dayrewhiledecreasing her

ff Al
methg@;meegy;%/e{ h?];tﬂgtéh‘vel Y t dosaggiﬁécg{]ﬁlqsy %Fﬁl’{}]’ﬁﬁc% Jemoves the
BTD?hgo %8{1]@%;?1%*65 i WAaD 90 %P@r&y%t\kfl‘ﬁler Séd%bésﬂgﬁﬁ?lem@thadone by

ogy 1s reduced nore than it would b
anotmtzs% Ot theeo ™ gayytafiee vbsarviag nal diffEcultie0be] physicaan adds a second

e L

X% Liclaf GRéCoBEMBE DRr IndtRddode day Snanages her with
Obsegglg‘%?gﬁfﬂt%gﬁﬁspﬁg 1cmst acdone dosé On tohe 3rd dag

two BI’DDS 200 applwdnglqwoa mefﬂt ifoiufhei waaindge op s PEZADYe nﬁ@e&’f eventive
(nggﬁg’nd e | aces it with BTDS 10 for 3 days
treatWﬁP'i RIWASPAYSHEY: net hadone by 25% On the 6th day
after obserV|ng no difficulties, her physician renoves
t he Kits

[0067] The present invention also provides an embodiment wherein the components

for practicing the invention can be conveniently provided in a kit form. In its simplest
embodiment, a kit of the invention prbvides a set number of buprenorphine patches at set
dosages, wherein the dosages are set according to the needs of the patient. A starter kit could,
for example, provide dosages to escalate the total dosage up to 20 mg over a 6 day period. In
a preferred embodiment, the kit will contain 2 - 5 mg, and 1 - 10 mg buprenorphine patches,
totaling 20 mg over the 6 day period. A longer term kit will include the subsequent dosage
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BTDS 10 and replaces it with BTDS 20 for 3 days while
decr easi ng her nethadone by another 25% On the 9th
wdayis/afi7er observing no difficulties, her phyBCTiUS2004/024010
adds a second BTDS 20 and decreases her nethadone to
patchds) Whirh higinchidgitiaippdogite @rsagdseto tephthg pyrticatar gatient. These may

. obser vi no difficulties, th Si.Cli i j .

oo TSR G Bt b b B E0R! 4880 comtai

patch@PB! thid BNEE Bs¥REKeihh. IA1erifiRIy) deubgiquédi@apering off kit may be
pregnancy. No preventive treatnent of the baby is

provideeldtedewerthe dosages a7l giviag pirds cREnted sturErnsnspw to apply the
id nmbodi t ' > . .
petcn et 7 SRR of BE 1R SR ACALS eyt of e

kits. in a kit form In its sinplest enbodinent, a kit of

the invention provides a set nunber of buprenorphine
pat ches at set dosages, erein _the do&age
a ®

. ( wher ei, s a e.seﬁ. .
£005RInisitiad thorEieBBRIS DISfor HE (YIS RACKIETRY gpd Bringf nstructions
. | f . ' I .
for it Clgs;éag gy bR ghe:&aggﬁtngg %Igﬁa%ééé‘?n% aﬂ@ot@%&?ﬁﬁ%@ﬁ&cﬁé@ Qvithin the kit

osag over a 6 day period.” In a )
may B eddedr(iel, estbndiumenital tyhdaykior nwinletical dryt ddse, ¢ic.) for thg patient. For

and 1 - 10 _ng buprenor phi ne, patches, .totaling 20
examplge fthet R}éntgd d%mﬁg(prilso@_ay Hef%ﬁ’ﬁgt e _tué? r?lf IH?? a%qg,g rF%lg}r%a éo treat or
prevehpﬁaﬁﬂgﬁﬁ%ﬁ%gagﬁﬁﬁ‘tgﬁﬁﬁi E&Hedtiondor afkofRYs. | ncl ude the
appropriate Sages to treat the particular patient.

These may include 5, 10, 20, 30 or 40 ng patches. In a .
prede]Med ferthadinmdiment Hbe kittwillj in¢ludg & dispessl aeutainer or device for

. tches, to taper. off .the ,dosage ' . .
dispokliod P Pupesnprohing paieg., AR P e istS By dpyipes Jenovp in the art can
be usBd E’?ﬁegmt& @B btehiid - 8asacfEe ARigowithin thé patoly. Bisriskd herein, the
Printed instructions on howto appl¥ thﬁ atch, .

term gansainerchag fits breadgstineaninge. ¢y rPeepErcls fog holdmg matsrial.
reginmen are also included in all of the kits. [0068] A
kit of the invention preferably includes packagi ng and
printed instructions for its use, e.g., on the
packagi ng or package insert. The sbuprenorphi ne patches
within the kit nay be coded (i.e., color, nunerical by
day, or nunerical by dose, etc.) for the patient. For

exanple, the printed instructions may describe the %%F .
of[007(&] Bhes ayeseniegivestiont s nelede be lniedrn geoper R¥aths, specific

t her, gast.roi pt est i C [ L - di "
ey BERBP BB Mk PRl R SEflghfepf Ahation o
thoseli<sBA5aY h&remt wilNBscofte Apuicnetd tHoseliskiledah tif amfann the foregoing

buprenorﬁhlne pat ches. Any such co talners.onﬁeg¥l%?P thin th
descrigitomrandrihe peeompenying figeregs Such mogiisgons a7 intenget to fall within the
ofential abu fot r ¢y
scopfh GR B RO Lm0 c1ig et W bficfheddobn b o bt S, and

are plovéded fBPYescaptg@t. acl e for hol ding material. [0070] The
present invention is not to be linted in scope by the

Sp[e()((:)|7];]I I(’:atents, patent applications, publications, procedures, and the like are cited
throughout this application, the disclosures of which are incorporated herein by reference in

their entireties.
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enbodi nents descri bed herein. Indeed, various
nodi fications of the invention in addition to those
wdeswsroibiegd herein will becone apparent to thosecsRiskdoed24010
in the art fromthe foregoing description and the
| lgures. Such nodifications are intended

WHAY %Mﬁ]%ilﬁ"the scope of the appended clains. It is
further to be understood that val ues are approxi mate,
and are provided for description. {0071 Pat ent s

pat ent lappl if anatlenss of Frasme withdrawal gF Gblinenes syndigogg 2 drug
e are [ ses

depengeiCpBoTiof el pARAE R el oF SBBE HegRicnb oy hicfiSmethod compri
transdegh8lr @diﬁmlsmubxh @i ran eamhdume toif mpmm&eotﬂemﬁa tS: reduceAmthdrawal

met hod of treating w thdrawal or abstinence syndrone
Symptqmsamdhwtﬁébendent or opioid tolerant patient in need

of such treatnment, which nethod conprises transder mal

adm ni stration of an anmount of buprengrphine eff ctlve

to reddee wikhedreibed olglarpt birberei e @ajign!iehprespant Fpm

nmet hod of claim 1l wherein the patient is a pregnant

woman. 3. The method of claim2, wherein the pregna

worman i3 addihstraethed ofilaispRawherein thy pEcshaRtweman 15(:?‘&#‘1"?@ to an

1 which conprises: (a) admnistering to said patient a
oPiald 'st bupr enor phi ne- cont ai ni ng transdermal dosage form

for a first dosing period that is no longer than about

5 days; (b) er i,n nt a second

bupr endt phi r@@&ﬂ%h?‘ﬁw?ﬁ al%f%ﬁ@g%r nﬁ%&%%age formfor a
second dosi ng) perddafinisieeihgits said pakgen fibabupbesiphine- containing
days, wherein the second dosage form conprises the

transéeame! dwe ggyfororfona firss dosing o Télafdﬁ g dpnesh BB RPN X 4
the first dg@?ge f rlrrxrllste%ﬂg ¢5) sﬁﬂ listerd ngecglgefﬁg enorphine-

patl ent at prenor pnl ne- cont n| ng trans

contaﬁﬁﬁglﬂﬁnsfd@frﬁalfdbﬁag% folth ek dlessbnd) dgeig petiddabatat nb dargger than about 5
g wherein the third dosage form conprises a £
days,qwhereiy thg sseqyul 6‘1’535% FoEh SPlﬁHF?Fé R SATE HIOS3%EC Ond SRplegosage ©

bupren%ggﬂmethaﬂ—ﬁl% g%eoifo gn 4, wherein the dosing

nen resul asna buprenorphlne profile
wherein the (nf;e an aﬂrmsm&nhg o esamdr petienia ¢loind bnpnemnpbme containing

transgé;{)‘l%é ggs,%gle nclgrsnt frpgté Ittgfgi( a}gl}@een%)pé'{)qﬁtjeasag ggf o% ‘c%b Ata dosage
formfcbﬁl?)hsessaeﬁgﬁgr dRagk sfupterof SIGRABe second dosage form.

5. The method of claim 4, wherein the dosing regimen results in a plasma
buprenorphine profile wherein the mean plasma buprenorphine concentration after

administration of the third dosage form is about 800 pg/ml.

6. The method of claim 4, wherein the first, second, and third transdermal

dosage forms contain the amounts of buprenorphine as set forth in one row of the following

table:
First (mg) Second (mg) Third (mg)
5 5 10
5 ' 10 10
5 10 20
10 10 20
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dosage fornms contain the anmounts of buprenorphine as

set forth in one row of the followi ng table: First
wong)sesecond (nmg) Third (ng) 5 5 10 5 10 10 5 ROTAB2/024010

10 207. The nethod of claim4, further conprising

exti®nded subsequenkZ@osrng peri ods Wﬂﬂh subseduent

dosage forns for a given tine period as needed by the

patien h|e e d re ' :
abstingnce kﬁgndgﬁ@§§or %%g%g%%%g&ﬂ%ﬁb$ﬂgmndomng
penod%redi/ft‘ﬁ’ gu&fe%ﬁén@ 'd@%a?e fdﬁﬁé’ €dra n s periwhhs desiad Ebyf the pmtient to
conpri se bupr enor phi ne. 9. The_net hod of
achievs @smwxelmﬁeom.wﬂhdwa@bgbﬁmme fers dgte dependenes Rptalgance.
20 ng of buprenorphine. 10. The nethod of claim?7,
wherei n the subsequent dosage forns conprise 30
bupr en8r phi Abe ntethodTifelaiet h scherstin Bleguhsenueniylosage Fﬁ%compnse
suhsequent .dosage forns conprise 40 ng of
& R i 12. The nethod of claim7, wherein the
subsequent dosage forms are replaced every 7 days 13.

The met hod i m r co
dosage %f or et?ha‘}ﬂie‘?fcdad red% %eﬂg%&syn‘rﬁ% a8 {8hhs 3 fomprise
# hifgd Ssi pates. 14. The nethod of claim?7,
20nu§%é$§ Wﬂﬁé dosing reginen results in a plasm
bupr enor phi ne profile wherein the nean pl asma
bupr engpphi hon vk &h nadbidgbhtalds I@hns comprlse
t he suggequgﬁf sage(%%rnrls about SOOC%g/n1 %& he
30 mgref hipderoipldhai m 1, wherein said transder mal dosage
formis selected fromthe group consisting of a
topical gel, a lotion, an ointnent, a transnucosal
systemilla t (Eesnethabal claey,oeheren daeaambsmwmpimagﬁ fogms comprise

del i very system -20-
40 mg of buprenorphine.

10m

12.  The method of claim 7, wherein the subsequent dosage forms are

replaced every 7 days.

13.  The method of claim 7, further comprising subsequent dosage forms to

taper down the dosage once symptoms of withdrawal dissipates.

14.  The method of claim 7, wherein the dosing regimeh results in a plasma
buprenorphine profile wherein the mean plasma buprenorphine concentration after

administration of the subsequent dosage form is about 800 pg/ml.

15. The method of claim 1, wherein said transdermal dosage form is
selected from the group consisting of a topical gel, a lotion, an ointment, a transmucosal

system, a transmucosal device, and an iontophoretic delivery system.
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