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proper sequential oral administration of a pharmaceutically active ingredient and accompanying

nutrients, said kit comprising:
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i nclrIGe3 istaqdan vigw efthy fr@d oL Obip@uBdad. cont ai ni ng a
nitrogen atom Nonlimting exanples of bisphosphonates

FIG. 4 is a plan view of the front of a blister card.
FIG. 5 is a plan view of the front of a blister card.
DETAILED DESCRIPTION OF THE INVENTION

The present invention relates to kits for the pharmaceutical administration of an active
ingredient and accompanying nutrients. The kits are especially useful in treatment regimens
comprising the administration of a bisphosphonate once a week and calcium and/or vitamin D on

the days in between the days the patient takes the bisphosphonate dose.

The terms “bisphosphonate” and “diphosphonate,” as used herein, include acids, salts,
esters, and derivatives thereof. The bisphosphonates of the present invention include those
preferred compounds containing a nitrogen atom. Nonlimiting examples of bisphosphonates
useful herein include the following: 1-hydroxy-2-(3-pyridinyl)-ethylidene-1,1-bisphosphonic acid
(risedronate) as described in U.S. Pat. No. 5,583,122, to Benedict et al., issued Dec. 10, 1996; 4-
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The term “unit dose” or “unit dosage” means a dosage form containing an amount of

pharmaceutical active or nutrient suitable for administration in one single dose, according to



about every fourteen to sixteen days. The term "once a
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cont ai ns about 40% el enmental cal ci um

salg farep Qhraldvp peia difEma perseniassuet clomy qlrﬁalgp@neﬂ% 57fample calcium
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can be adm nistered at
400 mg elemental calcium). In one embodiment of the invention, calcium can be administered at

doses of 400 mg to 1500 mg of elemental calcium per day, on the days in between the days when

the patient takes a unit dose of pharmaceutical active.

The term “vitamin D,” as used herein, refers to any form of vitamin D that may be
administered to a mammal as a nutrient. Vitamin D is metabolized in the body to provide what is
often referred to as “activated” forms of vitamin D. The term “vitamin D” can include activated

and non-activated forms of vitamin D, as well as precursors and metabolites of such forms.
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toﬁ&%’ Od3n& antim e ofat?ig'ilﬁf%dﬁio(ﬁr ﬁgirr if! DI &h 9& a&&ﬁm&réﬁrh @bkes of 100 TU
Inttermttent sc e totheir toxic
to ABAPRIE of VilemivR per desnonatbe dapatie betwpanath d\ays)zvhelw tlleam1qmt takes a unit
abolites may be administered in
Fﬁigﬁquggggﬂ?ﬁR% "active" forns of vitamin D on an
intermttent basis, without toxicity. In one -
enbdaiaveter esnbadiveent o ehet ingention,; the mutier isamutje dose comprising both
caﬁgﬁﬂ Qﬁcﬁ{rl Pa'frﬁtg pat Indé)mepﬁmﬂcgigninpl thd Qnit gosQOch‘tﬁ)Hs%%OO mg elemental

vitamn day, on t n between t
calgiyan aItCh@Oplgl vitamin Dafebe adrumisteredd@s@e Ghyspinchetverse iind dak when the
paftSil t2XEs thd Mhitddel iShe SEROALIRA Qe L he invention, the
nutrient I's a unit dose conprising both caIC|un1and
vitamin D. In a further enbodi nent, the unit dose _
conprhieéts ofhe Pregens insersien ate Dagtisnlarly irsefiel fovzdigninistenng pharmeaceutical
act'Rfes ts1‘:i’chbc1§ bﬁgﬁﬂsﬁﬂoﬁﬁt@sr &fla Q@ektlyﬁasgaﬂe kit %?p‘?@@ﬁ ILREoAANS dose of a
he patient takes the unit dose o
phatmﬁmfé aetiveand aidedstene umii dosei of g nyfrientna apingdehlister card. In addition,
thd ﬁYserH&}J RG] ﬁeﬁ@?&r'a‘fdﬂ?{hle Yneﬂﬁ)%f UALthfeQ: rd2 WIS i3 nb %ek of dosage

phar maceutical actives such I sphosphonat es on
unife@Ry he messiton ofp eard pndsmere e |os@caad mpybespackaged tpgﬁtherd ose
of a pharmaceutical active and at | east one unit dose
of gpBHd &htﬁ)mme‘ﬁf‘oﬁhébr@&hﬁn@n'tﬁﬁ ®e B?l%fjcarcl Eonifdidd lﬁ&ms for aiding
the kits may include neans for aiding the menory o
the memenyy Yeangfpraiding e grranofeeda lmﬂud@@%aj@notdmlteé tqmystmé of the days
of B{eev?’é%ﬁt nu?rﬁ)elq 1191@&&10@@ dr B0, %I‘Llhe Nafdhdr %ﬁfkﬁrs NRYuikr cards or other
packaged q I'n’one énbodi’ment o e present 4
mqanwmlﬁ@ﬁﬂy s¢ W@d@l}’lﬂ%ﬁtl@tler&ar d conprises a nmeans for
aiding the nmenory. Means for aiding the menmory can

inc |H‘1I dRe BHbodRhéit, riﬁkt kit biht ?f@sén@ irfrentiof kWO b tliber &Y Somprising a
of the week, nunbering | ustrations, arrows,

unf,dgsq ploa PhanmateHtgel cttwe we«.ta@le for enesdeeeklyadasing. ard §i fvait doses of a
nuifRAN B 5R8khH foh ¢ daYs RBJeRfdef theRidyd 18RRI Qs the weekly pharmaceutical

active unit dose. In another embodiment of the invention, the blister card comprises a unit dose of

a pharmaceutical active suitable for once weekly dosing and twelve unit doses of a nutrient,
wherein two doses of nutrient are taken each day on the days in between the days the patient takes
the weekly pharmaceutical active. Preferably, the pharmaceutical active is a bisphosphonate and
the nutrient is calcium, vitamin D, calcium and vitamin D, or a combined unit dose of calcium and

vitamin D.



In one enbodi ment, the kit of the present invention
provides a blister card conprising a unit dose of a
wohemrroaossit i cal active suitable for once weekl pCuas2eg/ 09595
and six unit doses of a nutn)ent to be taken on the
days in between the days the patient takes the weekly
phar maceutical active unit dose. |In another
enbodi nent of the invention, the blister card
conprises a unit dose of a pharmaceutical active ‘
sui tiat rtheyrembodimeniedithy Pt inyendion, thevblisjer cani conpisessin vertical
arﬁﬁié'i‘neﬂyﬁlr rﬁégtof thé@pﬁsreeb nit \ﬁgsed&%e a%ac@ﬁﬁcﬁf %fﬁ'iie %lﬁ)wed by six unit
en eac on the days I n between the
dogestaf @ putripatk ésanoth%em@éknept pithe weedion.itexhlistee t:ard/ eomprises, in vertical
a aﬁgé‘n%ﬁﬁgloyder E)Pl‘ﬁelp D&r Qﬁﬁ?&gsé %f‘!l éc\éﬁtldafsacﬁve sultable for once weekly

bi Sphosphonat'e and nutrieht 1s calcium Vit
doging dedlowied hy &wedveimitdesss dba nyirieat, @fbﬁbllnrmfd doges of @USEM @fe taken each

AR 0P RPNy sy g, v

twerieg alnses iof penieitars tottyealishiontthe saomrdby chagribsdlptmént of unit doses of
l’lu(Yj}?éilE éaﬁ %L‘; anﬂ{%g%%%g? It)l(':ll{l:l({g 12%%?%%0% S thFl Shé'tfg lé%y él??( Hﬁfrl%igr embodiment
ofdibs e@veotﬁona thmkut icem tcompriseagioledse twe fibissell pasdt, vdlferdilngach blister card
S
co }’1?% tdg%g ﬁltu{apﬁ fngr d%r 0¥ Sﬁﬁgatlﬁé}fg?{éeh?)g lijnnéu?)t géltélb&%lnent the kit can
comasenﬁdea;t fopmbligstoaids, whareinished iflister oard eomprdes yloses| gwifahly for one
I V t [ .
Rt YRR 5 bl AT P AE, e MELEL compri
twiorvetiisalvpobumns (o€ ulia dleses, rehepsn p@htvettlaadeslumnecmmsyone unit dose of a
thHl@a!ég@lgﬁ lﬁtcﬁ\%a;}nd @ﬁ(tdr\f\gf(lvémrﬁpdos 8F a%'trEGa\Q oﬁleaslﬁﬁfl% en‘1bodiment of the
nutrient are to be taken on the sane day, the daily
inedntiont, tigeniplistst cardicompiisse dourfvertiqaltaolvams of anit ldesesrwizangje dach vertical
t | r rj it i
A L% O ALRPE! EPhpBRAAST b0 B LS 0Bl s o
nugresmpr s et anotheragmbodimenb bf grearesertr idwention ehe blisteramhd comprises two

Veﬁrcégﬁoﬁﬁenﬁ% %F g estg%QIre nne%tzl}]gtﬁlﬁrﬁt? ogﬁjtr)lts%mnﬁ dtoggs sﬁﬁ%ﬁwff%#tw% weeks of

therapyparrangedsin ot@asﬁtheﬁouﬂe (i, .itwo @erticah demheompm first unit dose
of t?il ﬁhﬁ{'ﬂ?aceﬁ% ldacﬁxpen.%ﬂo%%é bﬁ %?{huc'mtsc% n% aogla nutfent qnlﬁchwe\ﬁeb%l gecond unit

dosmvémmham,aceuh@l bttwst ﬁnrllowad ty sxnpore S\ dosaamf\,aemttnml for a total of
foﬁ"r?eeﬁI ‘Iﬂ?l? dgsfes é}l c%lugr?Se%refera Fﬁ’le lﬁa aQ:el\lltleclé'lli ackd ¥ 1sca%iyp%sphonate and
I'ses o e uni % active
thfamdrlesnt s calciutyveitanen Dpealcido smdswtafnnaDmnarclomhtnﬁd huit dose of calcium and
.lflgrjl__'t er enbodi nent of the invention, the blister card
vitamin b.. . . .
conprises four vertical colums of unit doses, wherein
each vertical colum conprises one unit dose of a
pharlmao elitingta | endodimeat afhthe Siveniaon, theeblister waidt codpsies, of horizontal
ient. et._a iment of t
ar%;ﬁ;gq%@{ lir_)lno’rlléetr ﬁ’g rﬁbeF’ri &s? ez? 8{1:12?5 orfb nppqla ace tlcal aclﬂve ?oll%chE] %y six unit
doems| afrn gutgént. ddsmpthvm emmdnnemm thno inumuon,ofnp rbhs@s cardi domprises, in

hoggo%?a? 835{{ J{n%t% rdfelo (r)f {h%i? X\B%Klfsllt 036 o ae;;h%ﬁ')(acel]ﬁlcalaacgve suitable for
oneeawttkbmvpmg ﬁ]llngecabsf tWehte upitidosesl oﬁaanutxmént avhptear twaclesesiof abtrient are
tal%%lt c\:ﬁedag (gl hgvéﬁgs R}y %e%weenutﬂgle tda;% RE %at?ent ARy h%lv(&?e%}d‘y pharmaceutical

con
active. When two unit doses of nutrient are to be taken on the same day, the daily allotment of

unit doses of nutrient can be arranged vertically or horizontally across the blister card. In a
further embodiment of the invention, the kit can comprise at least two blister cards, wherein each

blister card comprises doses suitable for one week of treatment therapy. In another embodiment,

!



dose of a pharmaceutical active, followed by six nore
unit doses of a nutrient, for a total of fourteen
wanbd/odosgs per columm). Preferably, the phar necemSz@al09s95
active is a bi sphosphonat e an the nutrient is
calcium vitamn D, calciumand vitamn D, or a
conbi ned unit dose of calciumand vitanmin D. In an
al ternate enbodi nent of the invention, the blister
card conprises, in horizontal arrangenment in order of
the kié ran qgaprisegat @mpttfo@dglétebqsar(h whaaeingeh iptergardeqmppyises doses suitable
f t
fof Gh G ikeathchy Wiy, SESHE eribcltienl B e thlofB B biister card
comwrigasitwe diorizautal Moy efowrtitdoses; mhengineael hprizostalierw gpmprises one unit
ddsDIQkTa ﬁ%a%?ac%u&@ai betHes, doé‘lx 3 r RRALORGE Lﬁohé“sabfbé%kﬁ’ t. In a further
sui tab once wee osi ng fol y twelve
engheilimegb gk theohiventipyt the éh%ter vk cemprisesvbovg dwwaigondgl rows of unit doses,
wﬁ%&ﬁ laa%ﬁ tho ofital fo%ﬁlpﬁ?éﬁ I%ngﬁ‘ﬁ{fh 5ﬂ7§phqgﬂa%eﬁtﬁalba%f1%ﬁ six or twelve
e patient takes the weekly pharnaceuti cal
ur@tcdqssﬁeof aménertt awan el anothes embagimend; of theriresgpieinyentipe the blister card
co E% t\9 (SI‘E%HQ%S gf%!s Qﬁergﬂ 'eilc:fl é@\lv Ic #S?r:s@f 1[119{ doségk’ufﬁcwnt for two
ses o nutrient can e arranged vert
wielss pitbererl hiyanged ingader B thbir isst(be., earhgrizqntal aOWSﬂ gwhmempnsmg a first
unl?tnzﬂ)gg 'opgv\&‘h%@‘r céulﬁgal ad \?qtfélfe)@ved GOP%DJ({II'I.I%G 6P gnﬁﬂ:réﬁt g&llowed by a

I ster car wher ei n eac IS er car .
seemdpinit sless of| @srdssrr@swtlaﬁlaetnfeofolloweﬂ etk r@re uriedaseseefta nutrient, for a

R B0y U1 T B GBAATTER, g vt

anfl thernubyfentsis eqlcisrmy diamimR egalsium adotitai|n I3tos p cembiged unit dose of calcium
A VML, §S doses suitable for one week of treatnent

therapy. In another enbodi nent of the invention, the

blister card conprises two horizontal rows of unit

dosebhe miseneinveripopraddiszo kitdbr prowidasnpamines therapeuiig) regimens to

f | ni

PR o PR AL U A (SRRl it PN RGRD The fguces
@xmm@h@nombmhmgﬁbfm@p€$ﬂ¢awaﬂ@mnpr|ses four horizonta

rows of unit doses, wherein each horizontal row

CONMPRirSHae ANAIGIAI the gﬁscté? @id c%mBH&E RBGEHUL 1'0011:1l I\Vh?cﬁfltthé/ EniBies of the

six or twelve unlt doses of a nutrient. In yet
phamesceiical agtivscirmenntaingfl. Thegsperekemeturernfdlnse blister cprds is well known in

th%ﬂt S’i‘lfe'ée %rcgmpfi&rﬁpd'léﬁ %?;aé&utﬂﬁrlh Pmr@zllmflg té?fcaxqgé,Q% heat-sealed

ereln each row co OSGS Su cient for

totayoil layee kbichfinalyses a}gl;ma eir prengyethi sidesr déhe hiltstet pasdl furghee comprises
ca('ftlesell intwWiRc ﬁg {lrﬁ @55@4 of RMent @Q&té}%p rﬂfﬁ' P}Q’ (ﬁ%ﬁ%fhﬁf the individual

dose o arnaceutlc active,
bhattrmt mapyery SIae mnri rshapat depfe@dmgmedhwlza ofsghepmh @f Uﬂm tlmt dose of

phqgil%e calaacﬁt@ﬁmﬁéﬁt'r&@és lﬁ?tcbﬁ‘cﬁned‘ I%Lblleﬁl\l\eg ?% usithtsd TPERS. 2, each

unit doses of a nutrient, Tor a tota urteen
bligiei card| essprintadewitly mfv)nna@new @idibp patienhia tpking theclesasi carh information
. v, bi.sph o) '
1n§ﬁ4e'cs:ltuem 'reﬁe\lltlﬁle driddt %Sg%ai???lg r‘hregtﬂ‘%nt{s/ r@é?nﬁ%g)%’%{}%rﬁag‘ne 31 and 33, and
ingtynthing egitoriien Odhmewd#kedm dsw. and vitanmin D. The

present invention provides a kit for providing conpl ex

t her ARGk Coal £8HIB BRbddiment of the present invention, presented in FIG. 1, contains

one cavity 10 in which the unit dose of a pharmaceutical active is contained and six cavities 11 in
which the unit doses of nutrient are contained to be taken on subsequent days for one week. The
back of the blister card, FIG.2, provides memory aids 32 to reflect the appropriate information for

proper dosing.



patients in a sinplified manner, which can then | ead
to increased patient conpliance. The figures
wexenpsTd3y an enbodi ment of the present i nvent POWUS2004/009595
Referring to FIG 1, the bll§}er card conpri ses
cavities 10 in which the unit doses of the
phar maceutical active are contained. The genera
structure of these blister cards is well known in the
art._These can conprise a clear or opaque filmlayer

c ont BETFHIAg thFiCs Be Ancthey iempedimary of dhe inkensipe ds shownavhe@m the blister
cab@YSHprdtY fhir ke, Wa@S ol Eliniirind Bn@&‘a@ut? r10b@t Phishk %Sumt-r@c%e of the
bllster card further conprises cavities 11 in
phepgacepictl givels ontaingd pné i ayidies bhitawhish the wnij éoses of nutrient are

coBRREEC TRt Betidnh Bked R d.nﬁddo\!é gf‘ﬁkharﬁ’lhéeﬁﬁéﬁ BcfYand 3hoh LJalEEs six unit
si ze and shape, depending on the size of shape o

doggFiof 2 gefaient o suspaICHilery FePering Bt 9SO UHImTS ent
rel easably contained therein. As illustrated in FIG
2, eRGhrinPlo GE4, yeldndihbSenMollitleBCh\hd 1Hvénﬂ£@fs@ﬁ$\br9®hér8n the blister
a|d the patient in taking the doses. Such information
cafd sompeiess OphEavite | 440 e Cl g Rt g3se Qb e PRATPRGUFFRb AgtiTe i comtzined and
twdke chvites NN G WhlichNAETBniBdosa ¢ midienP A} contiiald UEhd &ﬁ&t%ﬁces one unit
to when or how to take the dose 34. The blister card
dogg ob perhsppRsaRtirahectye anf dhesy takesntvq Huik fopesnof pmetiept eagh day on
subfeqichfRayd for 6RWv@&kNS one cavity 10 in which the unit
dose of "a pharnaceutical active is contained and six
caV|t|es 11 in which the unit doses of nutrient are

contBafsTaee (O FEE 3 oKl mnothersemprodiprah ot theyiavengien ghghogaekherein the

bli¥BE carld 36tkiprtks tEroWNsi 8dcR o dbifainifik @ st ALY i@ %ﬁwﬁfeﬁ‘aﬁﬂnt dose of
aids 32 to.reflect the approprlate i nformation for

phameatticy] 3etivegs congsined ool oacrdysiperitigisbinay gfoungilosey of nutrient are

com@fed, rfoll'(gwédob}}: b@eco%d @ngt ein eARed dRNtoef oft f8rmaceutical active is
i nvention is wn wherein the blister card conprises

copiginpd, fofpaved @aéﬁ TP%W%’&F?F ai i ol pdt doses afyrutrisny afe gafitained. In this

enfbo@imeht, bacH ASE cifiaitsBit dBRALIMPHaRRcbRRhl R&Td M8 nhifient sufficient for two
contained and six cavities 11 in which the unit doses

wesks of heranyithen the phargreaitiprd activy frdakes on @ opce wekly besie uni t
dose of a pharnaceutical active and then takes six
unit doses of a nutrientgdveplgsequent days,
repeating this process four tines. Referring to FIG
4, yet another enbodi nent of the invention is shown
wherein the blister cardE8®peilses one cavity 10 in
whi ch the unit dose of the pharmaceutical active is

contR7Hgehr-ailfemblephtiet Gﬁg‘ﬂokécﬁslﬂﬂ-astéoﬁor‘bﬁlis Gprédagbddry \ifeekly dose of
doses ,of nutrie I are coﬁ%slne t takes

The
35,17 Doedepgals 19reomb Al LG g Fatval i o il e RgEerng which
dail\w tltbPWEekdéhE Qﬂce@ftheﬁln%fohht@ Qibse? asd OQﬂMoﬁtﬂ‘ly f‘étg*éﬁetﬂ uﬁ{ét the calcium
ays T or ne. we Referrin stil anot h

SRS R HERRS U AVRBETEBIA e SHG i heheciles fgdecatonate weekdy
dobd, kieteBY réiatits GRMNPAdSE 5F h¥Bisddedite UBAGDs, Oﬂhe%ﬂérﬁlhﬂbr%nt@d with a

first ?Vlt 10 in which a unit dose of
blister card of the present invention, which contains in horizontal arrangement a unit dose of
risedronate followed by six unit doses of 600 mg each elemental calcium. The blister card
contains printed information which instructs the patient as to how and in which order the doses
are to be taken. The patient finds that this blister card is easy to use and aids her in remembering
to take the risedronate on a weekly basis as well as the calcium supplement on the days in

between the days she takes the risedronate doses. The patient also avoids taking a calcium

supplement at the same time as she takes the risedronate unit dose, thus avoiding undesired



phar maceuti cal active is contained, followed by six
cavities 11 in which unit doses of nutrient are
woanisaisTissl, followed by a second cavity 10 in ROT@IS2@4/009595
unit dose of pharmaceuti cal i&tlve i's contained,
followed by six nore cavities 11 in which unit doses
of nutrient are contained. In this enbodi nent, each
row contains unit doses of pharnmaceutical active and
nutrient sufficient for two weeks of therapy when the
infotagliqrabbviednc e twot i Whe patient Rlenwsoincrgasoth cemplianke ywithabérsprescribed
Eg%é Exanple 1 A 75-year-old fenale patient
fr |agﬁo§§§HMAth ost eoporosis is prescribed a weekly
dose of 35 ny risedronate, in conbination with
cal cium The patient has dimped ty renenbering which
day of the week she takes the risedronate dose, and
occagkahalrlow f%fﬂﬁlg @hifent £ rf‘sl@hﬁ o§t51:§)ofb§118 ¢d BHRcriBARR) &RB Mose of 35 mg
or takeS the cal cium suppl enent at the sane tine as
risgdranateaie cembation wishis et apgeanyin Dypelemeriojs appeventative measure.

THe%gﬁthk RGréBite® ivith GaEYeard Sand br%é%?if R0&8n, UWMith &Hﬂ&lﬁls four rows in
he patient is presented wth lister card

howféléaé At aT|SARAETH @aéhlow@wntgomw d@ge 9fﬁ15ﬁ‘§PmaZ%f?!19Wed by Six unit doses

of @nu AR %Htcoﬂalﬁ ?%06{ A3&1dMental éa?&tq{l Qﬁﬁaﬁ(ﬁ) )il BHE B, @ﬁe blister card
Si X unl t doses o ng each el enental cal cium

copiping pented ifermatighwhich énsvqinthe @ationt &y iehomormdyip vdikeh order the doses

ard B tHGhS ThE Eatﬂ:ﬁ{ ﬁs%@ﬁlsao‘ilstlépca?@Wr 304 v&e@ks%ﬂ%d?thgﬁle E)glﬁ’(age aids
doses are to be taken. he patlent finds hi's

hep jnj updesptagdingiher shesgpyyand gorg@glna pth ey docknsis grcﬁ,crlbed treatment regimen.
Tﬂe%m%rhﬂlgs with 1ﬁsﬁjﬁaloﬁlb% t&ké&‘é&&ﬂa% Sncgrﬁ V@ee‘ﬁ’%ﬁg |t(y talR@S kibplement

as well as the cal cium suppl enent on days
of @elpmlewdt\h@nmaysorsthe dpysiia detveen thesdayls 9h¢a&a1§e8dbes ése.drom@ doses, in

ac&ﬁ‘&e}n%‘&nﬂ%é‘&o@c&@éﬂ a&tng a cal cium suppl ement at
he sane tinme as s takes the risedronate unit dose,
thus avoi di ng undeS|red WD 2004/ 087038
PCT/ US2004/ 009595 10 i nt dixa@pledn bet ween the two. The
patient shows increased conpliance with her prescribed

t r ead PRPSaroROfABR pakt BRLR sl KittPStdbB80sio ks%rés%fﬂ?édea weekly dose of
patient at risk for osteoporosis is prescribed a

70 RPiireng e inofompination with sdl¢ipmn die Patientlattsiifaelyormagbaing which

daf FIAEC WER @Rdtakdst @B aﬂen@oﬁeﬁ@ Rb&MeA fre@&nﬁy REEUE RS Ak iBe calcium
measure. The patient Is presented with bli ster card

supflenpene ‘Plreciatipnt it prowenterl gt aitistehcasdaf the néesernb ivertippsWhigh contains

in Q’Qﬂhb@l QRbAlenfht A0RIETER af‘eﬁ%na[t@‘ﬁﬁlﬁ%& 3y @ixn&ntaddégé &f 600 mg each
dose of risedronate followed by six unit doses

elogienie] eafpium.o Zbhblistas ﬁprﬁgnmmtw@}n@n@ﬁ@nmchdmt@m Haeamaent as to

hofOfd tldvvibh &AM DiosdNBe RIve SH1EH. PR Hitied @iﬂasathﬁsthlpf)hs@f;r %ﬁird is easy to
information which instructs the patient as to how

us¢, gndyfiatih aigp herrinremperghsgiag to takedthe alepysonatgamna wigkdy be&tm a8 n\tell as the

cal{éﬁlgrssufélléléxgelg |og ?l{eqay§ﬁrbgtvf69{ thb Q4Ys HEBKS (R WHerddtdtdR doflRL The patient
shows 1nc?reased gomphance with her prescribed treatment regimen.

Example 4

A 58-year-old female patient at risk for osteoporosis is prescribed a weekly dose of 35 mg
alendronate in combination with a calcium and vitamin D supplement, as a preventative measure.
The patient is presented with a blister card of the present invention, which contains four rows in
vertical arrangement, each row containing a unit dose of alendronate followed by six unit doses of

a nutrient, each containing 600 mg elemental calcium and 400 IU vitamin D. The blister card



her in understandi ng her therapy and conplying with
her doctor's prescribed treatnent regi nen. The
weoabimatossonpl ies with instructions to take ri BedusSz@u©09595
once a week and to take a supplenent of calcium and
vitamn D on the days in between the days she takes
the risedronate doses, in accordance wth her
doctor's instructions. Exanple 3 A 67-year-old fenal e
patient diagnosed with osteoporosis is prescribed a
copleiit myntadusréomiatmrvwhwig ingfreqitithe patieat ag o howndidriamibink axlerfihe doses
[ I
argf% te t?!@nh Qtﬁetn{ Esgg *{hgbinglssfé{ %aféél gdlll ef& rv%eﬁggtezgﬁgg élg Qmav\‘ms ‘fogckage aids
hef me'qxgienstan@mg bergherepyt ‘cmd tcatnelyma avihdier fleptr’ ssm?fpn@«iérwtment regimen.
Th-g:} 1&1@5&& fes 'W%th@ﬁsﬁﬁ téﬁée ab:nﬁro%té Sh&'a \9&%{( darﬁgfto 1R€a supplement

esent ven contalns 1n vert
ofaalrzlamg?edr@mnna Ducm tile dlayg & tsfwegh &wdierrehie éakmm dnrdgoriaie dopsg.
unit doses of 600 ng each elenental calcium The
blister card contains prin,gasienf ormation which
instructs the patient as t“‘ﬁ%ﬁﬁ and in which order
the doses are to be taken. The patient finds_that this
bl i shdp-veurodd male pafispt dipgnosed avithasigonasesis if preggriped ﬁ@fﬁelﬁlmdose of 35

mg %E@l%@fe' ngco'h%lﬂaﬁgr? whth €itahig 1slr ?H@%ﬁwﬁ@ha@ dieekityyreR@mbering which
as wel cal ci um suppl enen days in

dapeoff @t@e\ﬁeekﬁlé t@iﬁy ghegpadrengieedose, iad dpesipt éka peita@gd supphgnent. The

paB@ltiESMin profAWa Wikl BiRRL:E R %@%fam%ﬁtlhn h@ich contains in horizontal
prescrlbed treat nment reginen. A 58-year-ol d

arfapgreat pait dose offisedrpagte B@Wfasléwswwd@ﬁ@, qagh prgadnipg HOJU vitamin

Da ME Kb SRS %orﬁ&ms'sém{f&l mﬁJnﬁQt%oﬂﬁEI? 1ﬂsﬂu&@fﬂ@';ﬁﬁ$ﬂt @8 to how and in
th a calciumand vitam n D sup enen as ' a

Wlmlevrém the doses prsde be taken. THe patint 8mls that this blidertcatd iieasy ta use, and
th?tlﬂ AdsimGRL A RkankifAE HRHRSHY land RURRHERD to\Mk'e@ﬁb r50MbRHEIS a weekly

our rows in vertrcal arrangenent, each row

bagie % wlhasrige witamin D supriemest onthe fays Gratweondih dalp kes dhoxisedronate
dog{é.e tr%lﬁ ?iﬂﬁﬁt Bbws fhclkel b lranc%%ﬁl lﬁé-’}gl%&hﬂé(f%a@%t 1men

calciumand 400 U vitamn D. The blis
card WD 2004/ 087038 PCT/ US2004/ 009595 11 contalns
printed information which Exaplefcts the patient as to
how and in which order the doses are to be taken. The

pat i £Ab.ydsesd et fakibs tdﬁﬁnd‘s@d Qltﬁ @ﬁteép@f&ls\&@ﬁjééi:nﬁéﬂja weekly dose of
finds that the package ald under st andi ng

3% me rlaﬁslym%d incesrRRIAfiony Witk ﬂ%POhI@s ela@e@telrcagcub? by fi'déiad o two uni

ddsésCAtREY. TRO Fem:éﬁt hasﬂi‘fﬁmﬂ%t TeBBhbERPRI LGS dW $fhthe week she takes the
I nstructi ons o take al endronate once a week, and t

risediioeate dQtep I pEFRSionaly foraetsi antekin thevealcinm Fupplepenih e ‘he patient is

pre@iSd ivith ReiveesAd Jﬁeﬁhéﬂﬁ%éntslh%nE&k %lcthrb%nt@{ﬁ RPERRBAE arrangement a
doses Exanple 5 A 75-year- ol qA;égatlent di agnosed

unj doge @%@S@érpeﬁtgiqlbwleé by F‘@YP(‘F"E&Q?S% R e @e%éle@fmts@alclum The
twilre fub® QN0 BRL foiyrh AreCAIREARL WroWstfblld(ﬁlﬁ%fHe RinfPdost? risedronate, as
patient has difficulty renenberlng
pictured in FIG. 4. The blister card contains printed information which instructs the patient as to
how and in which order the doses are to be taken. The patient finds that this blister card is easy to
use and aids her in understanding her therapy and remembering to take the risedronate on a
weekly basis as well as the calcium supplements on the days in between the days she takes the
risedronate doses. The patient is able to understand her treatment regimen, and shows increased

compliance therewith.

Example 7



day of the week he takes the risedronate dose, and

does not take a vitamn D supplenent. The patient is
wohew/ogrssented with a blister card of the preBemtus2004/009595

i nvention, which contains in horizontal arrangenent a

unit dose of risedronate fol 'owed by six unit doses,

each containing 400 U vitamn D. The blister card
rcontains printed information which instructs the

patient as to how and in which order the doses are to

be téReéwearpikiegrleinatient fiagrpsed wih ogi¢npgropis issprescripagragweekly dose of
3Selﬁ§ )ﬁs&di‘oﬁh&em EbinatibiR tyith ta @a'lc‘iilﬁn I&h@vitﬁnﬂnﬁ QUSIERDE Nehe patient is

erapy and renenbering t he risedronate on
PT%GW@EWI‘%) Wigisr eard ef e presens lrtm@wm whwh §ORIBL FfSl W o wiih doses in
hohgrﬁltzﬁ %M%geﬁeﬁeéa\éﬁ% Jomﬁlﬂ%yasuﬂj@dogé‘gﬁ%e&@ﬁaté FoRERE i€ unit doses

doses. tient shows increased COfT'p I ance VVI hi s

of grnagrient, tﬁ‘éhp\f»teﬁl xtarsesond pai Hore of rissdaongtce fdlowed by gis aporepgjt doses of
nutr?ema |a§p19|ﬁ¥e'd%‘ FIGj isagngsae d\ﬁ’.‘setch‘ ngﬁﬁ%ﬁ{a% I6§0 elemental calcium and

prescribed a weekl y dose of risedronate, In
40@ SHyitarain 13n Thy blister od corjaiey mmdt ) on@%uoewdmhdamuyts the patient as to
hoqr' b Whl'cﬁ‘ bQet tﬂ@ éé@é dre toqﬁ% g@ﬁf use-gl?lﬁs ?sq;ér e Q'éur weeks
difficult rene ering ay o he mee she ta

ang ffiads thﬂ@b@lmhme @idg bgrem umt@émaépbﬁhamyarfdmogmy@awh her doctor’s
préséllﬁ%dtdi]:@tr&ﬁ fﬁf@ns RO IR o d)hl—g]%ltﬁ "ﬁ{s{r@afoné ﬁb take risedronate once a

presented Wth a blister car present
waekpathid take a\ﬁmpéqme@bﬂﬁ cajofisn ppd vigamin %vratheaiammd@mn the days she
taﬁé? ko rg&ﬁgna%fd és q&%ﬁﬁh %ﬂe?\ﬁ@éi’or@in% unit doses

eac enent cium The twelve unit

doses of caIC|un1are arranged in two rows follow ng

the unit dose of risedronate, as pictured in FIG 4.

The blister card contains printed information which

instructs the patient as tgg,mpew and in which order

the doses are to be taken e patient finds that this

blister card is easK use and aids her in
undet §P Ry female na %‘Féﬁﬁ“‘%ﬁ%wfﬂé REFAPOFISSES eusrepthk iking gisedronate

nra| ﬁ&ﬁfy%’s‘i% & QhbRatieRIh ¥ ceidhSusslentdt.| TIRSpatiBR iCRlsCdhbWh a blister
Qlenents on the days in bhetween the days she takes

hq‘ PIsEsat Biventionguiighscontaips i % Xertied arrpagenisntca yat dose of risedronate,

BRIt §Rdinhtedosds’ SodalBRmM. r’I@l@'U‘i@t@n cald C&o%ﬂﬁ"?mht‘%@ li§e3eMion which
onpl i"ance therew th. Exanple 7 WO 2004/ 087038 o
m%heqfﬁ Usaetar oo ity anglin avbih-ajdes thepdagestaspriel e taken; ke patient is then

shéli29 E&@&ﬂbﬁ%& Bar® ﬁse%oaraa@mae ihSriRnEP Sk AnBEiferR oM\&EEKdo¥es, wherein the
dose of ri sedronate in conbination with a

ﬁrttarpweﬂtalaﬁ enwmtaﬁiﬁSﬁ ofrisedrpppte desated imhs cgates efithe pagd, and the second

roWc6ER¢ £ Hotfdohidl ﬁraﬁkén%‘h?&f St @sed d}%alﬁfuﬁlseﬂfe second blister card also
i nventi on, whi ch contains two rows of unit doses in

COpfging Baﬁﬁﬁlnfwawg@h%tnst%ﬁe PRONE entodion a9g im wilishtorder the doses

ardlRS6e Rker. 3{?19 Qtné'ﬂ %refféPsl kRVYEek ﬂyste?'c)érdu&}e} tlﬂjzo&@émd BsteR card. She
nutrient, fol by a second unit dose of

deferrgiaefy Qﬂétﬂ@ afrmglemné dOfb‘]m% idgsepfethe st Hlggascasd would aid her in
rerHéiﬁtge'nﬁQ to taﬁ‘esbcﬁlll gl lt'fs&ﬂoﬂaf% aE\!l\@ ang- the'-:tﬁcfcg.] 1 &h}eﬂﬁ%@ oftthe correct days

nutrl ent contal ns rrdg el enent al
and in the correct manner. She also etermines that the arrangement of the doses on the first
blister card is clear and less confusing than the arrangement of the unit doses on the second blister

card.

Example 9

A 70-year-old female patient diagnosed with osteoporosis is currently taking risedronate

on a weekly basis in combination with a calcium supplement. The patient is first shown a blister



400 11U vitam n D. The blister card contains printed

i nformati on which instructs the patient as to how and
wonomusaizs or der t he doses are to be taken. ThePpatiSem/009595

uses this blister card for f&gr weeks and finds that

t he package ai ds her in understandi ng her therapy and

conplying with her doctor's prescribed treatnent

regi men. The patient conplies with instructions to

take risedronate once a week and to take a suppl ement
cagsiof &l nepsgph iavedtion, whish pontringinhhdzonte) erringerhent ameih dosk of risedronate,
foﬁ’@b’eﬁ l?}h §ix Jnﬁk(ﬁﬁest Hecalchdedrg %lgteégﬁg %ontla)g %ﬁﬁ@ﬁ @B tion which

Her doctor's instructions
mf@@C‘y éherpagprd af Enedveandan wdieh @d%@hﬂo@@@ ang torbedgkeno e pefiant is then
shédwn & Wb bilsker Ezﬁ'g hi\Gnd dnsaﬁ%gt@ "ﬁgﬁfon&p aifan! @%ﬁéﬂt %3 mlsdo§es' Q/herem the
conbi nation wt a cal cium supp enent e pa
firgtirpwtcontpipnAnaut dase of risedenete dicateiat redefehandi smrseqftthmwrd and the
seé’éﬁﬂ ch{v Q&H?atlﬁ’é %rfzﬁté’i%frﬁﬂggﬁlentq;f CQRPGIE @(‘J‘se@ot{‘l:'faic}u Oﬁ% sgéond blister
ri sedronate SiXx unit doses o
carfiplsolspiging prirded igfogrmation thchpnsmcte theipatient #reto how avmmomch order the
dobéé Std tU%%ak!eHeTH Eﬁl Xr&&ﬁ ttlQe ﬂ&%li@@g ca{r@ 01\{'@ 'tl?el'lsegd’nqq)ﬁlst%p&rd She

doses are to patient Is
detornioerd that itkg @rrangament hefvimig dasws aoft & nfrsteblistari caohtveduld 2id her in

AHREE Bke Bih HRirkedRRR S VG
recontalgs one unP@r%%se %?m?lsegﬁgﬁg%ﬂﬁ?g%gegﬁm%ﬁw?ﬁgonand%E
ang dgh thercog ot tripanera rhe alfndietehems%th@hfdje arrgngemonitofithes deses on the first
blBEY daf PR LiRh fao6R!

1The as ec ondr @P F%?%?‘EE a% c}ﬁ g Iﬂ%I gﬁaH tegfljﬁzﬁe}rn?[ndtog% ofl thTecond blister
caidnf or mat i on whi ch instructs the patient as to how and

in which order the doses are to be taken. The patient

pr ef@l’ &cﬁﬁ@ntg élfeﬁtarebln relbfint ﬁﬂ{] &?ngrateh iﬂ@reﬁ%‘giq repée' %ﬂee&tatlon of

card determ nes t afrangenent "o
anyj é@celglemls noido b¢ gapstrysd jag areadn@mcm thas il I@I pagrchrtwgith neﬁpect to the present
inveRfigbering to take both the risedronate active and

the cal ci um suppl ements on the correct days and in

the correct manner. She al so determ nes that the

ar r Aelsmprticwr pbodiaass obribe teespitr inventioh | kave rbeemrilutrgted and
de&hisdd 1@%uide§§ oﬁﬂ&fsuﬁ' ﬁﬁgset Qapedt fe uRr 5@%? %H&]lsof)tg&halanges and

unit doses on the second blister card
mopfiopiians cat de W%Wéh%tdpmngdﬁ‘ag s epiritygng ncmt@dm)mmt@n It is
thére?o& Uhtb b ey c&)%k i e 5#);%?1&1&0&@&1@ all %ﬂchac \Q‘%reg A %ﬁifﬁat ofts that are
nbination wth a calci um suppl enent he patient 1s
Wl‘fhinrthQ scgnmmhlantmt@ner 2] 2004/ 087038 PCT/ us2004/ 009595
13 card of the present invention, which contains in
hori zontal arrangenent a unit dose of risedronate,
foll owed by six unit doses of calcium The blister
card contains printed information which instructs the
patient as to how and in which order the doses are to
be taken. The patient is then shown a second blister
card having an alternate horizontal arrangenent of
unit doses, wherein the




first row contains one unit dose of risedronate

| ocated at the left-hand side of the card, and the
weeomrd7a3®w contai ns a horizontal arrangenent 8CTAS®W009595

unit doses of calcium The s$§gnd blister card also

contains printed information ich instructs the

patient as to how and in which order the doses are to

be taken. The patient prefers the first blister card

over the second blister card. She determ nes that the
Whatisaljeeeist of unit doses of the first blister card

woul d aid her in renenbering to take both the

rise I . ;
L o 1 R g e A e e Qo bREaty acitve

det dngredien a@ch@portlmwag pergumesid kip thardsterigess on t he

first Dblister card is clear and | ess confusing than

the agfang @&?@rﬁne Qlﬁut tdb& S éhaﬁ%@@tlcglnach{?@tosﬁec@o& continuously on a

blister card docunents cited are, in relevant

part, in c’quqp@wap%wﬁérvéﬂh tvpige & weaks @iife 8Very RE weakattiviss a month, or

of any dgeunRBhni S not to be construed as an

adm ssion that it is prior, art with respect to the

present invention. While particul ar enbodi nents of

the pkdsettleanensnimitoipshale mawsat (o b givemsubaedyer to the active dose

descri bedygnfifist¥ash; hnle obvious to those skilled in the

art that various other changes and nodifications can

be made w t hout departing fromthe spirit_and scope of

Che 1 ) eriBlgHer cord il iduglfehng el rnBe Be RIS | n

t he appended clains all such changes and nodifications

that  hereinWhid it db3€ oSsHAREacAItichiNictivd 4Ad @trieihre MAnged horizontally

2004/ 087038 PCT“#§28£4/009595 14 \What is clained is:

1. A Ry Yericaily 5o gt pssecigppebliss gidnt i al  or al

adm ni stration of a pharmaceutically active
2.1 Ngregikgt Cand 1aﬂﬁfemaaymmadeuﬁdai RAVSis abdpRoshdnate and the nutrient

characterlzed st one unit_dose of o

Phar R B B4 G e e GGG, WL RuGUSHY aihyigemin D, and
fre%ﬁiﬂﬁ&d@ﬁlt&ﬂ@@fc’alcw&dvﬁm&@a week, once every two
weeks, twice a nonth, or once a nont h; (b) at Ieast

one nit do nut i en |ven bseguent to
5. the Hetiod Gigwed wheh b BRterganite e HOBIT gigpp consising of
car diskddhatd, dvighdrynad) dpafnﬁﬂleﬁﬁa,bhﬂdldﬁcﬁnﬁﬁe,al diiorafee fbahdronate, and
doses: wherein said unit doses of phar maceuti ca
act iX¥IAenut rient are arranged horizontally or
vertically in order of their use across the blister

4. car dfheZit of By dfithe Clhinisl1a8 WheleinktRrbtibier dakibcopipaiseymardans fabiding the
acth&gmhﬁ a bi sphosphonate and the nutrient

5. The kit of any of the Claims 1-4 wherein the unit doses of pharmaceutical active and

nutrient are arranged horizontally in order of their use across the blister card.

6. The kit of any of the Claims 1-5 wherein the blister card is characterized by two or four
horizontal rows of unit doses, wherein each horizontal row is characterized by one unit

dose of a pharmaceutical active and six unit doses of a nutrient.

7. The kit of any of the Claims 1-4 wherein the unit doses of pharmaceutical active and

nutrient are arranged vertically in order of their use across the blister card.



is selected fromthe group consisting of calcium
vitamn D, calciumand vitamn D, and a conbined unit
wdas®/osfo3gal ci um and vitamin D. 3. The kit of EC&@iuse®4/009595
wherei n the bi sphosphonat e ii sel ected fromthe group
consi sting of risedronate, ?endronate, pam dr onat e,
tiludronate, cinmdronate, ibandronate, and
zol edronate. 4. The kit of any of the Clains 1-3
wherein the blister card conprises a nmeans for aiding
8.t he Thedikof puy & therleins k-4 e Glaim dfwhetein @ bliste card4s characterized by
wher.
Ut rtl@g %tr Hz}r? géfgéra? gﬂ&ﬁ%s% ofrnlt ang%tg aﬂ?ﬂfé?éiﬁ éa%ﬁl lv dﬁ&h c¥ﬁmﬁqg characterized
use omeusit ddseofs ph@trmcelémldwm@ anm ukit tioss$ ofzamytrigit.t he
Clainms 1-5 wherein the blister card |s characteri zed
9.bY iR 1Tof bAHET thd\ClainfOiS hd EQNE 7 Wneld the %R Sard W0 BlRlcRrized by
each horizontal rowis characterize y one unit ose
of @npHaif dase el pheamacauichlastiverad sixynii dpses dicmsriant. a
nutrient. 7. The kit of any of the Clains 1-4 wherein
10t e 1Rk 8086 ale ERRNRE Siklefiihe %ﬁtlb ¥Rardized B} Hofwo to four
are arranged vertically in order of thelir use across
t he Wypteeeeds: card. WD 2004/ 087038 PCT/ US2004/ 009595 15
8. The kit of any of the Clainms 1-4 and Caim7

11Wher2hRthbd eor Blckeatifs c&@hgndesmﬁll'@t?é%&ﬁ&[ Vtgﬁxgan b:ﬁaraét%e@ by providing
four vertical colums of unit doses, erein each

ver t3ReEPn pgeethihereef tb‘h‘ﬁ? ofonkpf Pelaimsyl-dhe unit dose of
a pharmaceutical active and six unit doses of a
nutrient. 9. The kit of any of the dains 1-5 and
Claim7 wherein the blister card is characterized by
one unit dose of a pharnaceutical active and six unit
doses of a nutrient. 10. The kit of any of the O ains
1-9 wherein the kit is characterized by fromtwo to
four blister cards. 11. A nmethod for increasing
conpliance with a treatnent regi nen characterized by
providing a person in need thereof the kit of any of
the Cains 1-10.



