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The present invention relates to oral fornulations of risedronate and their
nmet hods of use in the treatnment and prevention of diseases related to bone
renodel i ng or bone di.sorders such as, for exanple, osteoporosis. The

nmet hods of the present invention conprise admnistering to a hunman or

ot her manmmal in need thereof a pharnmaceutical conposition conprising from
about 65%to about 110% of the cunul ative effective dose of risedronate
according to a continuous dosing schedule of one, two, of three
consecuti ve days per nmonth. The present invention also relates to

phar maceuti cal conpPRESEDRONATI COMPOSIIONEANINEHRIR MEAHODSAF Y$Ihg out t hese
met hods. BACKGROUND OF THE | NVENTI ON The nost common net abol i ¢ bone

di sorder is osteoporosis. Osteoporosis can be generally defined as the
reduction in the quantity of bone, or the atrophy of skeletal tissue due to
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of the American Society for Bone and Mineral Research, Murray J. Favus, M.D. Editor, Dept of

Medicine, The University of Chicago Medical Center, Chicago, Illinois. Approximately 85% of
all’ osteoporosis is primary osteoporosis. See, for example, Magjorie M. Luckey, M.D,,
“Evaluation of Postmenopausal Osteoporosis,” Primer on the Metabolic Bone Diseases and
Disorders of Mineral Metabolism, 4th Bd. 273-77, Murray J. Favus, M.D. Editor, Dept of
Medicine, The University of Chicago Medical Center, Chicago, Illinois; and “Osteoporosis
Prevention, Diagnosis, and Therapy,” JAMA, Vol. 285(6): 785-95 (Feb. 14, 2001). Such prir‘naly
osteoporosis includes postmenopausal osteoporosis, age-associated osteoporosis (affecting a
majority of individuals over the age of 70 to 80) and idiopathic osteoporosis.

For some osteoporotic individuals, the loss of bone tissue is sufficiently great so as to
cause mechanical failure of the bone structure. Bone fractures often occur, for example, in the hip

and spine of women suffering from postmenopausal osteoporosis. Kyphosis (abnormally




and spine of wonmen suffering from postnmenopausal osteoporosis. Kyphosis
(abnormally 1 increased curvature of the thoracic spine) may also result.
Al though its etiology is not fully wunderstood, there are many risk factors
t hought to be associated with osteoporosis. These include |ow body weight,
| ow cal ci um i ntake, physical inactivity, and estrogen deficiency. Muny
conpositions and nethods are described for the "treatnent” of osteoporosis.
Many of these include the use of bisphosphonates or other bone-active
phosphonat es. See, for exanples, J.Y. Reginster et at., "Random zed Tri al
of the Effects of Risedronate on V@rtebral Fractures in Wnen with
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Randomized controlled Trial,” JAMA, Vol. 282 (14): 1344-52 (Oct. 13, 1999).
Adverse gastrointestinal effects have been associated with bisphosphonates as a class.
Further, although calcium supplements are recommended for those at risk or suffering from
osteoporosis, calciumn-containing foods or supplements interfere with the absorption, and thus the
efficacy, of bisphosphonates if taken simultancously. To overcome these effects, patients taking
bisphosphonates are instructed to take their medication with water and without food. Patients are
further instructed to remain upright for thirty minutes after taking a bisphosphonate, and to take a
calcium supplement. at a different time of the day, or on a day when the patient is not taking a
dose of a BiSphosphonate. _
These instructions ean prove burdensome or difficult to remember for a patient who
regularly takes a bisphosphonate. Thus, a less frequent dosing regimen would enhance patient
~ convenience, which could lead to greater patient comphance with complicated treatment regimens

. associated with bisphosphonates.




dose of a bisphosphonate. These instructions can prove burdensone or
difficult to renenber for a patient who regularly takes a bi sphosphonate.
Thus, a | ess frequent dosing regi men woul d enhance patient convenience,
which could lead to greater patient conpliance with conplicated treatnent
regi nens associated with bi sphosphonates. 2 Daily and weekly oral dosing
of bi sphosphonates is known in the art. See, for exanple, Harris, S T. et

al ., "Two-year efficacy and tolerability of risedronate once a week for the
treatment of wonen with postnenopausal osteoporosis,” Curr. Med. Res. Opin.
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a 110% of the cumulative effective dose of risedronate according to a continuous dosing schedule

of one, two, or three consecutive days per month provides comparable efficacy as that seen with

daily or weekly oral dosing of risedronate. Such intermittent dosing regimens can increase patient

satisfaction, thus leading to increased patient compliance with prescribed risedronate therapies,

SUMMARY OF THE INVENTION
The present invention relates to a method for treating or preventing a bone disorder in a

human or other mammal in need thereof comprising orally administering to said mammal a

pharmaceutical composition comprising from about 65% to about 110% of the cumulative

effective dose of risedronate or a pharmaceutically acceptable acid, salt, ester, solvate, or

polymorph thereof according to a continuous dosing schedule of one, two, or three consecutive

days per month. The invention further relates to pharmaceutical compositions and kits suitable

for use with the methods of the present invention.




human or other mammal in need thereof conprising orally admnistering to
said manmal a pharnmaceutical conposition conprising fromabout 65%to
about 110% of the cunul ative effective dose of risedronate or a
pharmaceutically acceptable acid, salt, ester, solvate, or pol ynorph

t hereof according to a continuous dosing schedule of one, two, or three
consecutive days per nonth. The invention further relates to
pharmaceutical conpositions and kits suitable for use with the nethods of
t he present invention. 3 DETAI LED DESCRI PTI ON OF THE | NVENTI ON R sedronat e,
or 1-hydroxy-2-(3-pyridinyl)-ethylidene-1, 1-bi sphosphonic acid, is a
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of the i nvention, the sodlun1salt formis sgb)ﬁ&xifron1the group

consi sting of henipentahydrate, hyd d m xtures thereof.
Reference to a specific weight of ¢4 sedronate in the present
invention is on an anhydrous osodi umpSal trbasi s, unl ess ot herw se

i ndi cated herein. For exanple, a rnaceubf\ai conposition that
"conprises about 150 ny risedronat cont ai s e-equi val ent of about 150
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One embodiment of the invention comprises a method for treating or preventing a bone

disorder in 2 mammal in need thereof comprising orally administering to said mammal a
pharmaceutical composition comprising from about 65% to about 110% of the cumulative
effective dose of risedronate or a pharinacentically acceptable acid, salt, ester, solvate, or
polymorph thereof according to a continuous dosing schedule of one, two, or three consecutive
days per month. In another embodiment of the invention, the pharmaceutical composition
comprises from about 65% to about 100% of the cumulative effective dose of risedronate. In still
another embodiment of the invention, the pharmaceutical composition comprises about 100% of
the cumulative effective dose of ﬁsedronatc.

A “pharmaceutically-acceptable sali” is a cationic salt formed at any acidic (e.g.,
hydroxamic or carboxylic acid) group, or an anionic salt formed at any basic (e.g., amino)
group. Many such salis are known in the art, as described in WO 87/05297, by Johnston et
al., published Sept. 11, 1987. Preferred cationic salts include the alkali metal salis (such as
sodium and potassium), and alkaline earth metal salts (such as magnesiuin and caleium} and
organic salts. Preferred anionic salts include the halides (such as chloride salts), suifonates,

carboxylates, phosphates, and the like.




the cunul ative effective dose of risedronate. A

"pharmaceutical |l y-acceptable salt” is a cationic salt forned at any acidic
(e.g., hydroxam c or carboxylic acid) group, or an anionic salt formed at
any basic (e.g., amno) group. Many such salts are known in the art, as
described in WO 87/05297, by Johnston et al., published Sept. 11, 1987.
Preferred cationic salts include the alkali netal salts (such as sodium
and potassiun), and al kaline earth nmetal salts (such as nagnesi um and
calciunm) and organic salts. Preferred anionic salts include the halides
(such as chloride salts), sulfonates, carboxylates, phosphates, and the
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time or for »Ahih@RGuAtew 6ORS WBIRY arkiSanGRRESAr Y. The term "month” is used in
accordance wi th t"lt?qg t(g'glgl ch,o%tlullu%usgagc? contmuousfj‘y?l n%seadshe?ém mean at regular specified
intervals. For example, a continuous frequency of once a month means that the active is given
once a month for an unspecified period of time or for as long as treatment is necessary.

The term “month™ is used in accordance with the generally accepted meaning as a
measure of time amouniing to approximately four weeks, approximately 30 days, or
approximately 1/12 of a calendar year.

The terms “once a month,” “monthly,” or “once monthly,” as used herein, mean that a
unit dose is administered once, i.e., one time, during a monthly period. Non-limiting examples of
once monthly schedules include the following: (a} a unit dose is administered once daily the first
day of each calendar month; (b) a unit dose is administered once daily every four weeks; and (c) a
unit dose is administered once daily the first day of every 30-day period. In one embodiment of
the invention, each unit dose of risedronate suitable for administration on a once monthly regimen
compﬁses from about 97.5 to about 165 mg risedronate. In another embodiment of the invention,
cach unit dose suitable for administration on a once monthly regimen comprises from about 100
to about 150 mg risedronate. In yet another embodiment of the invention, each unit dose suitable

for administration on a once monthly regimen comprises about 150 mg risedronate.
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measure of tinme amounting to approximately four weeks, approximtely 30
days, or approximately 1/12 of a calendar year. The terns "once a nonth,"
"nmonthly," or "once nonthly," as used herein, nmean that a unit dose is
adm ni stered once, i.e., one tinme, during a nonthly period. Non-limting
exanples of once nonthly schedul es include the followng: (a) a unit dose
is adm nistered once daily the first day of each cal endar nonth; (b) a
unit dose is admnistered once daily every four weeks; and (c) a unit dose
is adm nistered once daily the first day of every 30-day period. In one
enbodi nent of the invention, each unit dose of risedronate suitable for
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nit dose SuiTSRIe parniey i Y AL pBI 0 TRR Hlerl RebBl S i e B0
from about 1Ggminisired vaitvo 19ascREve Hayed ridndinting| gxapples aﬁwbm%emomib@dxemqat of

the inventi OnpchRB G fmawtngd@gﬁuﬁua&s@ﬁla@nmfs@fed %mdmysthé @:Ef.' t% daya ofta QI Gar
m)nthly reglman cmrlses ml)aﬁtrlse ronat e. terms "twi ce a

mont h*~ or "t VOB (bt et dpse ixadmpynistprad th Iaghday ofpge éal‘?néaré‘&ﬂ?{hrﬁ% the fgsgdayofifhe o
i.e., two ti rml‘ﬁwmgualbmlg: raommmd)laluynt 65t lisddminlisteredl dnvd Ealy R Th-dd loyo d5QbMREy t he

unit doses ar m _ni ter nsec ut.i ve m tin anpl es
of tw ce m)ntf schec ulaélg |ar1113]f Ei(()jge 1stalgmm%s feﬁggﬁendd&y%gfr[\sg&l? n“Jia¥S 058‘5629'?8(
adm ni stered d@nB@lOdialhll yne ¢reboflimestt oft the ingdenjign, Ghchaunitadoen dfarisednomate fujtaldjora uni t
dose s adn Qi rth bhS bR mS yzécg}n% oAARNUSH ABAAAN G bl 8k day

t dose Is a e

of the follow ng cal en m ni st er

daily the fi Fedropis Iaagpéhebﬁmbeéwvo fhe v enfijene Rach Bif doge subighty forpdministrption oglose i s
admi ni st er ed a GHcEmBRALY Yeglntd chinprisks fr&ﬁ’a@ﬂﬁfﬁ) t@fab&lveﬁ QQedraﬁbé ﬁ@?&t‘lﬁ’othel‘ n one
enbodi nent of ,tt)ge 'nvﬁr}t' on, eaclg‘)1 unl dose of ri se ronate sui

admi ni strati SACS Phae SVRIREHTRER Py %ﬁmt&‘e}ﬁﬁ% adminisfration, %’E‘b%)ﬂ‘f“:%@o“ﬂﬂyt 0
about 82.5 ngagnrensmnj;nieﬂaamcmt75|mgﬁnadrbﬁw enbodi nent of the invention, each
unit dose suitabl.g f i.strati 0 t Wi cer mont hl y, regi nen _canpri ses
from about 50 to %b t%ﬁnsagﬁ]eé‘ tl?}egsgadrgrﬁléte t?}rnce m?n ﬂot fer tnal L o 8l ﬁ%sﬁt *of the
i nvention, e#dnnigerpd theessie. sﬂeneQ tihsedufring amdmthlmmstﬁaﬁn othncﬂrm@thlwm‘mluhdm hly
regi nen Conpﬁﬂitscﬁﬁes RQhin#kRreliof tHrdeIBHEQRM Bys. TRA- Iﬁlﬁtﬁr{&xaﬁﬂﬂ'{ %?h bm&ﬂﬁy mont h”

or "thrice nmonthly"” mean that a unit dose is admnister ec‘?
three tinmes, Scaiﬁu}eﬁ@dad%@m‘wqaeﬁa) et doge inadmipistered epgindiay| for tbe:ﬁréfdhne@dan he
uni t .doses asfer ARMaNINGHIENHh @R dbslariﬁﬁnﬁa@gf@@qw la¥ Baychiioge cald@fir IndoBdh ehd\@ich

exanpl es of t e .rmont hl S|nc the fol | owi n uni t
Gose’i o agn i B0 Bt s PIPBIE et ot ohp et dry s Sl abis oty

nont h; (b) athefist thd@saefs pieverst rfoun instkareaall; tahéd (d) astit dhayisalmahersd aherdarthdront h
and each

{irst three days of every 30 day period. In one embodiment of the invention, each unit dose of
risedronate suitable for adminisiration on a thrice monthly regimen comprises from about 32.5 to
about 55 mg risedronate. In another embodiment of the invention, each unit dose suitable for
administration on a thrice monthly regimen comprises from about 33 to about 50 mg risedronate.
In yet another embodiment of the invention, each unit dose suitable for administration on a thrice
monthly regimen comprises about 50 mg risedronate.

The term “unit dose™ or “unit dosage™ means one or more dosage forms containing an
amount of pharmaceutical active or nutrient suitable for administration in one single dose,
according to sound medical practice. The present invention is particularly useful for the
administration of unit doses in the form of tablets and capsules.

The term “cumulative effective dose” means the effective daily dose multiplied by the

- approximate number of days in the treatment period. For example, if a bisphosphonate is dosed at
a level of 5 mg per day, the cumulative effective dose for a seven day period is (5 mg) x (7 days),

or35 mg. The cumulative effective dose for a monthly period is (5 mg) x (30 days), or 150 mg.
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of the first two days of the follow ng cal endar nonth; (c) a unit dose is
adm ni stered once daily the first three days of every four week period;
and (d) a unit dose is adm nistered once daily the first three days of
every 30 day period. In one enbodi nent of the invention, each unit dose of
ri sedronate suitable for admnistration on a thrice nonthly regi nen
conprises fromabout 32.5 to about 55 ng risedronate. In another

enbodi nent of the invention, each unit dose suitable for adm nistration on
a thrice nmonthly regi nen conprises fromabout 33 to about 50 ng
risedronate. 1In yet another enbodi nent of the invention, each unit dose
sui tabl e for adm Mhestematconbingiunt déshpf @Riummnd vidmin PEgE ned hganmensasinglbout 50
Ty 1| sedr onat gy ol DG oSG bialendlORE vl DUNI L dosage” means one or more
dosage forns contalnrng an anoun 011 phar maceutical active or nutrient

sui tabl e for adm AksternilUors ned berein.ghaaey loterigiional Unife cORdinpgees o6 BiRdr Bedi cal

practice. Thes RresieRkylsl WRGAHiON Usispar ticul arly useful for the
adm nistration of unit doses in the formof tablets and capsules. The term

"cunul ative ef f ecTe &1 odBtrens A 5used dereifr Weans \vaY duirifionalj 95 sy cvplered by
t he approxi nei@ingwibest Rhiteday Svithind, MEndral€ adnmii@Nicide hérbor Hbdr waidlb,er 1T a

bi sphosphonate i s dose a level of 5 er.da the cumul ati ve

ef Tective doSerBreareevdily fEf sirerd o SRt YEncfyy . or 35 my. The
cumul ative effect Theprefos® fugients totpriindnjsteppdrin G bisghofBionaty) treetnfeBOregiangs yre or
150 nmg. 6 Thegligh ga&}ﬂqgminsﬁ k&mg&%aciﬁﬁl.sﬁéh%&"df%%e?gﬁ;g}éfe!é&%gbnﬁ%ﬁ'm&fde used

herein, neans a sing uni t dose conprising bot ciumand vitamn D.
The term "| Ucapsies. aayeresprdr tellels: chevuhls bt ephiedikal Tupictlssalt Gres of e¥dgRam of
vitamn D i ui@BprR ¥ TR pdschPint i ifddde 8iate deflithifed td AfeinEéaBondlLatignt , " as
used herein, neans any nutritional or diet ar!ﬁ fugggl enent |1ncl udlag but not
limted to viFiEHR R NaRE. splgum gizais malats, galciug o e YPHB SNSRI, CAGMR | or
concent r at es glutahiab@lcivbreBctate Glitaie talaih Bhoshstel AEltifhasidrcalcinlhbghitonk @E t he
sane. The preferred trients t.o be admnister int bi sph honat e
Croat ment T egr it of W I GRGE LR SR GIAHASLER dollo b S 8 BISDRDENE

sui tabl e f or calgen par dehelnpnebe nibddinestafiterinveniiinudéiunt ep e kéminisieodpriess ed
tablets, chemb%g%@gﬁgh%ofmrﬁ{;@ aky, Kfthe a-a\frplnlci;@ééveéghé ey QAR tl&?:fplaﬁ;e%l Gk ™M

suitable for use I'n present 1nvention rnclude but are not I1m

A > . ) ) Iimted to
cal ci um car bangit dese phphamisaqutieal pqtixe. elf 2 calpiem avapiemeaiiiad rieegropstefre dpsed o e
mal ate, cal Cidui¥agy, wRipaiat Bonl€akhd WRpBdspioaRt MdChe nRfiefiatdiiferglt UBENAUR deycal Ci um

lactate, dib gri Cc ca}l chum _phoszg,ht?]{be, angﬁt ri baa}%qﬁ cal %i um hog{gﬁatae[\.. rrIln one
enbodi ment  of Ot FETHIE PR, Mk LRCI BErRARIHT & B S LIS 400
to 1500 ny ofupplement 4 hours later.
The term “vitamin D.,” as used herein, refers to any form of vitamin D that may be
administered to a mammal as a nuirient, 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.
Precursors of these activated forms include vitamin D, (ergocalciferol, produced in plants) and
vitamin Ds (cholecalciferol, produced in skin and found in animal sources and used to fortify
foods). Vitamins D, and D; have similar biological efficacy in humans. Non-activated
metabolites of vitamins D); and D include hydroxylated forms of vitamins D, and Ds. Activated
vitamin D analogs cannot be administered in large doses on an intermittent schedule, due to their
toxicity in mammals. However, non-activated vitamin Ds, vitamin D, and their metabolites may
be administered in larger doses than “active” forms of vitamin D on an intermittent basis, without
toxieity. In one embodiment of the invention, vitamin D can be administered at doses of 100 IU

to 10,000 IU of vitamin D per day. In another embodiment of the invention, vitamin D can be




cal cium per day. In another enbodi nent of the invention, calciumcan be
adm ni stered at doses of 400 ng to 1500 ng of cal cium per day, on the days
in between the days when the patient takes a unit dose of pharnmaceuti cal
active. If a cal cium supplenent and risedronate are dosed on the sane day,
the patient should take the bi sphosphonate and the nutrient at different
times of the day. For exanple, the patient nay take a unit dose of
risedronate in the norning, and a cal cium supplenent 4 hours |ater. The
term"vitamn D," as used herein, refers to any formof vitamn D that may
be admnistered to a mammal as a nutrient. Vitamn Dis netabolized in the
body to proviadeiniseal af dbsesof 1 @MUrte ll@000ad df eitasin Daet dayatredld ddye imntetvabn et anmi n
D. The term'agist m;tge [g{iengggesiaqxgiwo% catan%g 'r(y ed and non-activated forns of
vitamin D, as™Rel T as precursors and netapolites of such forms. ~ Precursors
of these activat eth fnothersenibadimgal el \thet mmintiorDhe( ritrigbicia | acimitedosst conprigiaibeil i n
plants) and olib@Bhdyifdinls Nl BeahitliRhOh, uhf QUUEASLD sk Soantabarnddi n

ani mal sources and used to fortify oods). Vitam.ns_ D2 and have sim | ar
bi ol ogi cal efbquEHRYUitnabepfdh LU vikgiin Belp be afmigsterpiiatpyofn & fushep emRpdiment, the  pp
and D3 i ncl udgt Mselesmpyibaatabsht 5o s cafiuny bddabbt 200ORT @ntloddd40 AL titawdt Boko bei t ani n

D anal ogs cannot. be adm nistered in |l ar se an i nterm ttent

schedul e, duéQIP‘B‘StFW%P? the % igepRre tﬁe ﬂgﬁ%’ﬁ?‘%ﬁe Hﬂg‘\:ﬁgpe?s&an“gﬁﬁgs&omsae "CHi t ami n
D2, vitani n D3 calano-dheihing mpbladbol kdeBedmnyte alpalowd o the sinerdey] therpaticat thevld doses
t ha.” . actl Ve“éakg S ﬁ%g hXﬁaEeaEmi?he%%nt%?difﬁ%lﬁrﬁmeé bt ¢ .a%blsexaﬁﬂ%lg, atient
toxicity. In one enbodi ment of the Inventron, vitamn D can be adm ni stered
at doses of m@Dtaker unitglogepf Gigrgropaty ivfthosnqreipg, Andy ispmyeeptaining sunRlstuRE ¢ hours
enbodi ment ofyxd.he invention, vitamin D can be 7 adm nistered at doses of
100 1ii to 10,000 IU of vitamn D per day, on the days in between the days
when the patient takes a unit dose of risedronate. In another enbodi nent of
t he inventi OBharhireutiosliCompdittionss a unit dose conprising both cal cium and

vitamn D. In one_.enbodinent.,. the unit. dose conprises about. 500. | ci um
and about 40011 S HESH: mﬁ%oq\lg“\ﬁhfrarﬁ#%“ ([)50 % BB E Al ‘r:rr‘i“slnclms][1 (ﬁh@g Sg%tglis?y.%?l n a
further emboeduieisitaiort dveordingiiota aduidwowsalngirs segule bbene, BO00r Higecchstuling avel about
400 N to abogérm%ﬁg sgdiphi\ﬂngc%lmcac ?J“'ﬁﬁp&’n}l’ﬂ%:m stered on the days in

e

bet ween the days when't pat1ent” takes e unit dose of risedronate. If a
cal ci um cont ai ni N@ supiereAbEF65%riel alpous H@Yior dhecumplativg sEesdvo fse Arissdmetcay |
the patient glyould take the bi sphosphonate and the nutrient at different
times of the day. _ For exanple, the ahi ent .t.ake a unit dose of
risedronate in tH& rmroﬁ??fgg’red?li‘ffﬂﬁcet‘} ‘& Y’El‘i’f?%ﬁ?%‘f‘ﬁ‘i?rﬁsg suppl enent 4 hours

| ater. The term “pharmaceutically-acceptable excipient,” as used herein, means any

physiologically inert, pharmacologically inactive material known to one skilled in the art, which
is compatible with thé physical and chemical characteristics of risedronate. Pharmaceutically-
acceptable excipients include, but are not limited to, polymers, resins, plasticizers, fillers,
lubricants, diluents, binders, disintegrants, solvents, co-solvents, surfactants, preservatives,
sweetening agents, flavoring agents, pharmaceutical grade dyes or pigments, and viscosity agents.
Flavoring agents and dyes and pigmenis among those useful herein include those
described in Handbook of Pharmaceutical Excipients (4th ed., Pharmaceutical Press 2003).

Suitable co-solvents include, but are not limited fe, ethanol, isopropanol, and acetone.

Suitable surfactants include, but are not limited to, polyoxyethylene sorbitan fatty acid
esters, polyoxyethylene monoalky] ethers, sucrose monoesters, sodium lauryl sulfate, Tween 80®,
and lanolin esters and ethers.

Suitable preservatives inciude, but are not limited to, phenol, alkyl esters of
parahydroxybenzoic acid, benzoic acid and the salts thereof, beric acid and the salis thereof,

sorbic acid and the salts thereof, chlorbutanol, benzyl alcohol, thimerosal, phenylmercuric acetate
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Phar maceuti cal Conpositions The present invention further relates to a
phar maceuti cal conposition suitable for admnistration according to a
conti nuous dosi ng schedul e of one, two, or three consecutive days per
nont h, sai d pharmaceutical conposition conprising: (a) fromabout 65%to
about 110% of the cumul ative effective dose of risedronate; and (b) one or
nore pharnmaceuti cal |l y-acceptabl e excipients. The term
"pharmaceuti cal | y-accept abl e excipient,” as used herein, nmeans any
physi ol ogically inert, pharmacol ogically inactive material known to one
skilled in the art, which 1is conpatible with the physical and chem cal
char act eri st irdsitefe, ritrsraehol ai=alkodiina citedde Litetydgtidiviemablosds alpthel mprbérpasnt s

i ncl ude, but ar e limted to, polyners, resins, plasticizers, fillers,
| ubricants, ¥ bi nders, disintegrants, solvents co-sol vent s,
surfactants, presaitabistiillpssuclds hukare it higitedyentiasch, faptasporariae, Byexn, and

pharnaceutlc&kﬂg&QQQWQMEQBQr pigments, and viscosity agents. Flavoring
agents and dyes an

i gnents anong t hose usef ul rei.n |nc t hps
described in anéﬁ@@% h?%ﬁﬂﬂﬁ%%ﬁ@?&%kayﬁﬁﬁ“bﬂFﬁnkﬁFﬁméayag@WﬁﬁﬁEQEUtica
Press 2003) . proppitné gliaioﬁ dmyﬁmihwe@tcssmrmn ddélfatedrbiinogly@rideefand trimmd to,

et hanol , isoprop acet Sui t s in nocdllll are
not linited to, S%F§%&9@?ﬂ@ﬁ§ﬁ@a%&wﬁﬁﬁ W%ngcé%aC| lmﬂpow « H)gljeeax%ethylene
monoal kyl et tieeliiates hgdrogpropyimoigtolinlese sigbhlaen delilosy| acstatef altt@latel' VeeBIngo(r ) |
and | anolin a‘%ﬁrgt%ﬁthﬁé}? a‘ﬁ{l '%ﬁ&r§g1t®SH'3 g Ie8aR @Erﬂéé‘%ﬁ V28 Fuladitd € 100 dikonas © not

limted to, esters o par ahydr oxybenzoi ¢ _aci d, benzoi ¢ aci d
and the sal t@axnﬁéirézﬁ andts*@r K€, Bermpfadir(rrmntie): o Ay ifERupA Surcleri®((@laorg and
the salts thgte@ls psiftl mnbut anol benzyl al cohol , thinerosal, phenylnercurlc
acetate 8 and nltrag ni tromersol zalgonlun1chlo |t tcet r|d|n|um
chloride, methyl Sy&P H‘é‘??cané‘;rfacmdﬁf'ﬂ‘bﬁ”ﬁ mEgHepIp S 198V i de,

but are not ﬁ%ﬁited to, starch, Iactose sucrose, . mal t odextrin, and

m crocrystalline ulos Sui t stici t ot
Ty ol e b 25 i M APlF B A5 DG B Spnlly ol e

di butyl pht hakblating, aganaéfh@ rterrof‘(chelammgwt,émauedﬂmugW@epm@sule mﬁlﬂ%’lt‘é{%@t in.

Sui tabl e pol yier ﬁc&oﬂ(&oﬁ&%tong%at 5L s teodddillet B&hat & a §1§1£l¥ lnced hiddl OBR, term
cel lul ose acetate trinmellitate, hydroxypropyl methylcellul ose p 0}h%late

cel | ul ose ac@&keatiag pgpp’h dF ag@rstog@, It‘XI\WCWQ? fhe chelating agent as well as salts there

example, the term “chelating agent™ includes citric acid as well as its salt forms.

%arzi% 1.

The most common and widely used chelating agents coordinate to metal atoms through
oxygen or nitrogen donor atomé, or both. Other less common chelating agents coordinate through
sulfur in the form of —SH (thiol or mercapto) groups. After the first coordinate bond is formed,

- each successive donor atom that binds creates a ring containing the metal atom. A chelating agent
may be bidentate, tridentate, tetradentate, ctc., depending upon whether it contains two, three,
four, or more donor atoms capable of binding to the metal atom. See Kirk-Othmer Encyclopedia
of Chemical Technology (4th ed. 2001).

Chelating agents suitable for use in the present invention include any pharmaceutically-
acceptable chelating agent. Non-limiting examples of chelating agents suitable for use in the
present invention include EDTA, citric acid, malic acid, tartaric acid, lactic acid, aspartic acid,
glutamic acid, lysine, sodium hexametaphosphate, and combinations thereof. In one embodiment
of the present invention, the chelating agent is EDTA, citric acid, or sodium hexametaphosphate.

In another embodiment of the invention, a monodentate complexing agent may be used in
place of a polydentate chelating agent. Suitable monodentate complexing agents include, but are

not limited to, phosphates (e.g., sodium phosphate, sodium aluminum phosphate, sodium acid




acetate phthalate, and Eudragit(r) L 30-D, Eudragit(r) L 100-55, and
Eudragit(r) S 100 (Rohm Pharma GrbH and Co. KG Darnstadt, Gernmany), and
Acryl - EZE(r) and Sureteric(r) (Colorcon, 1Inc., Wst Point, Pa.). Suitable
| ubricants include, but are not limted to, nagnesium stearate, stearic
acid, and talc. The pharnmaceutical conpositions of the present invention
may optionally conprise a chelating agent. The term "chel ati ng agent," as
used herein, nmeans a nol ecul e containing two or nore el ectron donor atons
that can form coordi nate bonds to a single netal ion. The term "chelating
agent" is understood to include the chelating agent as well as salts

t her eof . For ph@;ﬂ&mp H@otas‘sﬂaﬁ dhedphate, Ghediah pRgplagembnobisity hﬁlﬂ@ﬂaoﬁjﬁb rabids @@i,d as

well as its %umanca 15 anfezc)lc acnﬁh{,\ (}))rcg' 2 gonogg%iteocr()mﬁ%{el#%ggrﬁ is ace Q%mg ting agents

coordinate to neta onor ~—atonms, or both:
Qt her | ess corrrmnTkmh@moann qﬁgh@@glemgmqmsmd iimtet erat dnsegedgbrm ofuhed preseiitinveRtnf or m

of - SH (thi Oly;Phe R AR B%ucﬂfaf’l:i{%ﬁm?%ﬁg&ﬁ selbdi shd iR LmGRR bALGAbHhRR AotdvE

formed, each successive donor binds creates a ring contalning
the netal at dHFedisnichespaitin fy aeelopase Ay Hecnpriallie theatrd dogaep derme 3{ ghe present

t et radent at e inveltieon wﬂd@aﬁmm SBE ahtP&TRctWE BIbRE of d chEIHoREMS siitiile fob EUhﬁemg tnkour,
or nore donor | e of bi n @g; net.al ataom_. Se rk- thner

Ency ol oped: a desitd BRRTHRARRLTICn GFg Yt oeLioRo G e b fog e
sui tabl e foramgeuwmn@hEaammﬁmn@mupmemt&am Inngdibed emboilyment) e et dasdedatnk v -

accept abl e chel at wlg%lﬁgﬁatm pl Aok oD HRILES A LbRSL A AERLD

suitable for ‘use In esent 1 nv ric acl
aci d, tart ar egengig EBTA] th@mrp@n@crme isgfepppabpitd 0 angitel aboulyf Ot menpreferably drom| abeyit ne

sodi um hexang ﬂ%hQ%@Jﬁ@bﬁ) mgrbgr mg‘a%%ﬁle tcﬂé?z{tﬁ% agent B QRE aﬁmpgly%

the present invention, the chelatin ent is EDTA, citric_acid, or sodlum
hexamet aphos PIF{es 22 %‘?ﬁ?fﬁ‘&d f@%tﬁéﬁo}‘i’é qut &F mg tocabptH 0imzy Preferebly B AaH at e

conpl exi ng ag@mgunmmnb@nm§ﬁﬂumnmgplace of a polydentate chelat|ng agent
Sui t abl e nonodentate. co

agent inclu ut _are
phosphates (e.g., SHVﬂg?Eﬁﬁéﬁ%% o &FBﬁ?aﬂﬂﬁ?ﬁ EBW@?BH f@m@¥%8?F th aci d
9 phosphat e, cdiigniras shitnin @hidep tmmm,entsjswdﬂw tmnq@hmsp‘ihatca,tmgrmnbﬂmbutca)e wond
carboxylic a o1b) ;@Fg
nonodent at e g%ﬂ%fggvanngm%ﬂﬁs$g93@gqu@g%ﬁ%&&*% Jﬁ?p%? é%ggyhg agent
present in t kKeosy miye@abaegéyqobrtah oficrednestafling gdbiglos, mdewﬂxvml algghel} Ggeipi®isl on

the particul ainidel akingh R8P LR i8R bua e nbieniRIRY el LisPharmpanat e

active |ngred|ent present_in the oral dosage form Generally, the oral
dosage forns Woxm@ymeggrg;ﬁlﬂulose phthalate cellulose acétate phthalate, polyvinyl acetate phthalate,

Eudragit® L 30-D, BEudragit® L 100-55, Eudragit® S 100 (Réhm Pharma GmbH and Co. KG,
Darmstadt, Germany), Acryl-EZE® and Sureteric® (Colorcon, Inc., West Point, Pa.), triethyl
citrate, polyethylene glycol, propylene glycol, dibutyl phthalate, castor oil, acetylated

monoglycerides, triacetin, and talc.

The kits of the present invention are particularly useful for administering risedronate
according to a continuous dosing schedule of one, two, or three consecutive days per month.
Such kits comprise one or more unit doses of risedronate and a means for facilitating compliance
with methods of this invention. The kits of the invention provide a convenient and effective
means for assuring that the subject to be treated takes the appropriate active in the correct dosage
in the correct manner. The compliance means of such kits includes any means which facilitates
administering the actives according to a method of this invention. Such compliance means
includes instructions, packaging, and dispensing means, and combinations thereof. The kits can

also comprise a means for aiding the memory, including but not limited to a listing of the days of
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invention will contain a safe and effective ambunt of a chel ati ng agent
suitable for achieving the desired chelating effect. In one enbodi nent,

the oral dosage formcontains fromabout 10 ng to about 1000 ng of a

chel ating agent per unit dose. In another enbodinent, the oral dosage forns
contain fromabout 10 ng to about 500 ng of a chel ati ng agent per unit
dose. When the chelating agent is EDTA, the preferred range is from about
10 ng to about 500 ng, preferably fromabout 25 ng to about 250 ng per
unit dose. Wien the chelating agent is citric acid or any other chelating
agent, the preferred range is fromabout 25 ng to about 1000 ng, preferably
fromabout 5 vkt @mnbaoig] illbdGidNg Jpews, Biiille, dal&ar sEhleerspIt‘eaﬁmmsj Gradther
conpositions _qof the. sen nentlon op n e a fil

coating or amea“ﬁts%cftfga@cﬁegt“tmﬁ &Eﬁ%tte%% il ﬁha%%”tgmg% g dpRistnd Tedhs plo il
coating incl mtavn i the agrieclylog ﬂmbd describal it G,S. P@tdfoo%%ﬁ;@@;ﬂfmtthyIltﬁ@ﬂdlA}lEo?se,

hydr oxypr opyk aﬁq O%2 ol Ao B1L Ft%ha@atnjxtupa/mplmd%t@ Etaﬂ@te%ppamcular

pol yet hyl ene talc, mcroér Tine cellul ose, and n

al cohol . ExcP‘fﬁ?“é‘Tﬂ‘eé‘tS of upit dassnglude th?%ﬁ‘edquii‘b%néJrﬁ e 61312,10%?51?% |1 %PZ by but
are not |im t:@\dthtagaetatpeﬁlbdﬂeg@e Aogtate trinellitate,

hydr oxypr opyl nmet h Cel ul ose ht hal ate, cellul ose I at e,

pol yvi nyl acet ate et 4e & s & aREATIPEE 4 lopst Ope Wit dase &dfsﬁ%?“tag lTﬁtd’n%S
Eudragit(r) &iﬂ@@ac(ﬂamhmfmﬂihajmumm—l and Co. KG  Darnstadt, Germany)
Acryl - EZE(r) and r t | . triethyl
citrate, polyethy ér@ 0g f%%lnzm’ C% %X%%%S f{%%% dﬂ%ﬁga@%@%ﬂ?ﬁg{ngﬂé’ castor
oil, acetylated nonoglycerides, tr| acetin, and talc. Kits The kits of the
present invention are particul arl y uig(fmltlgg adm ni stering risedronate
according to a continuous dosing schedule_of one, two, or three consecutive
days per nonth. Such kits conprise o Core unit doses of risedronate
and a neans for fAcéed igatbigh UEEREIANGE pobinteRopaihin @etsopbiosit hik Spresaitat & on.
The kits of the in uaEtlon ﬁrow de a ﬁg veni ent antd effective 1]g@ansrfor
assuring tha? af’?f‘¢53§ jaRpostign fomarising, {2 ME ARELP RO TR RE: BN VB i n the
correct dosappsentitaked the owbdosae tformuimniist. dail hiteaclocairniaa npethm@alrispsp b Siacdreski t s

i ncl udes any i i di ng
to a mot hod BPepragEd ARGkt @K RS ncREilhah Sl AL oAl T GRIASER

i nstruct i onssomparek@dierigselistidordi-spensi ng neans, and conbi nations t hereof .
The kits can also conprise a neans fggnaid ng t he menory, including but
not limted to a |isting of the days o t he week, nunberin .

il lustrations, artdh&8 mgp diagroged ‘t&‘g’l SteaREFosEti pregsriaed %%‘HF??&@%“"B&;&T?’H@FIUB‘? ot her
means Speci f&o&@hélgg 126 npaiseibnbty, th Beetalpa oh@ MonthizX TBPpatisnt GkespiRcdta gosage farmd

di spensi ng 0s d%[ & e\al\cﬁlclalendar month. A biopsy of iliac crest bone is taken at two years and reveals

an increase in mean wall thickness of the remodeling units compared to his baseline biopsy.
Example 3
A 62 kg woman diagnosed with postmenopausal osteoporosis is prescribed a
pharmaceutical composition to be taken twice monthly. Each unit dose of the pharmaceutical
composition comprises 75 mg risedronate, The patient takes a unit dose of the pharmaceutical
composition once per day on the Saturday and Sunday of the first weekend of each calendar
ntonth. A biopsy of iliac crest bone is taken at two years and reveals an increase in mean wall
thickness of the remodeling units compared to her baseline biopsy.
. Example 4
A 72 kg man diagnosed with osteoporosis is prescribed a pharmaceutical composition to
be taken thrice monthly. Each unit dose of the pharmaceutical composition comprises 50 mg
risedronate. The patient takes a unit dose of the pharmaceutical composition once per day on the

Friday, Saturday, and Sunday of the first weekend of each calendar month. A biopsy of iliac crest
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known in the art, including those described in U S. Pat. No. 4,761, 406,
Flora et al., issued Aug. 2, 1988; and U S. Patent 4,812,311, Ucht man,

i ssued Mar. 14, 1989. Exanples of particular arrangenents of unit doses

i nclude those described in U S. Pat. Appl. Serial No. 10/789525, by

Cawt hray et al., filed Feb. 27, 2004. Optionally, the kits can conprise at
| east one unit dose of a risedronate and at | east one unit dose of an
acconpanying nutrient. | The following are non-limting exanples of

enbodi nents of the present invention. EXAMPLES Exanple 1 A 65 kg wonan
di agnosed wi th post nenopausal osteoporosis is prescribed a pharnmaceutical
conposi ti on dompk takénragiwbSGarsmgndirevsdeanoinatass, in trearbea!l thiklewssofithe rampdtling ynits The
patient take%oﬁl&@edqgﬁgbqggﬁggigpsp_ormthe first day of each calendar nmonth. A
bi opsy of iliac crest one Is"taken at two years and reveal s an increase
in nmean wall thickness of the renodel ilgmeledts conpared to her baseline
bih0psy- E?arm: e ZAAoz&tml, Hﬁﬂ‘tic@ﬁtﬁrgﬁﬁcﬁﬁﬁlzfg\ﬁ 11&%&&95ﬂa§assitp%rfin§m@g@&{&rph@ed a
phar maceuti c conposition conprisin risedronate, to be taken once
mont hl y. The?‘ﬁ‘gﬂ e bpaacpger %%S%@dgaaﬁwm“ SPai%&nSa%wnaberea@a

cal endar nontitr. thiée Bingptive dhysipet AGtE Ffo@ Six nAME with phréilipmtsatbkiig®D my @Rédsonam d
reveal s an increase in.nme | thicknes f the,rempdeling upl

conpar ed 1o 18 BESEm e ESEUE bo R Al tosted G S R e, Bk Bt
post nenopaus aselysrebpopwhy aier teapreats gttitivedd of thairamraigetied. paticipotmpdaetPon to
be taken twi g& ORI YachEAG for Wibbd ol @SRV bayk E& R HBE Shbcfedle in EOEMBSLTT ON

conprises 75 ng risedronate. The patient takes a unit dose of the
phar maceut i c&MPHES D BEFIEIPEIHE @cpsuiementy,  Bithet e SpresseiayL UMD Serrdetl v t he
fi rk st weekengarfdipa ClikifA |5€ ek kisedroRE achAdd EPSMed)f';oﬂséoﬁ?@ @d%@ﬁ)%r BRRe i]IES ]
taken at two year nd rev an. j ncrease i n. nean t hi ckness of the
remodel i ng uﬁ%/“fp?a@(?ﬁbtgﬂiée&mg%l fﬁré"lamﬁlagrﬁﬁ tiRe yre g%f’na%wbﬁoés”hm%t kg man
di agnosed with osteoporosis is prescr igkeaples phar maceuti cal conposition to
be taken thrice . i ' f. 1 ' ition
conpri 65 50 g | p e ERGe Rloben 0B el 1B AP HRFSHL & SRR
phar maceut i céfinecknrp agherdl ol dESHEP) duyardripaphdakingr [ Waype, Bl we.dery300amel
Sunday of t hggefiiohd oneReKER thorth fRAKMdnAL QAL PAidARRE Rkind sRhPRI¥oRle daliy RE CT eSt

six months. LSBMD is measured by dual energy X-ray absorptiometry (DXA) at baseline and 6

months after freatment. At the end of the treatment period, participants taking 100 mg, 150 mg,

or 200 mg doses of risedronate once monthly show an increase in LSBMD as compared to

baseline LSBMD measurements. Further, the increase in LSBMD recorded for participants

. taking 100 mg, 150 mg, or 200 mg doses of risedronate once monthly for six months is

comparable to that recorded for participants taking 5 mg risedronate daily for six months.
Example 7

A blinded, multicenter, randomized, parallel group study is performed to compare lumbar
spine bone minerai density (LSBMD) in participants taking 100 mg, 150 mg, or 200 mg
. tisedronate one day per month for one year with participants taking 5 mg risedronate daily for one
.year. LSBMD is measured by dual energy X-ray absorptiometry (DXA) at baseline and one year
- after treatment. At the end of the treatment period, participants taking 100 mg, 150 mg, or 200
mg doses of risedronate once monthly show an increase in LSBMD as compared to baseline
LSBMD measurements. Further, the increase in LSBMD recorded for participants taking 100
mg, 150 mg, or 200 mg doses of risedronate once monthly for one year is comparable to that

recorded for participants taking 5 mg risedronate daily for one year.
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11 bone is taken at two years and reveals an increase in nean wall

t hi ckness of the renodeling units conpared to his baseline biopsy. Exanple
5 An open | abel, multicenter, random zed, parallel group study is perfornmed
to conpare |unbar spine bone mneral density (LSBVD) in participants
taking 50 ng risedronate each day for three consecutive days per nonth for
six nonths with participants taking 5 ng risedronate daily for six nonths.
LSBMVMD i s neasured by dual energy X-ray absorptionetry (DXA) at baseline
and 6 nonths after treatnent. At the end of the treatnment period,
participants taking 50 ng risedronate each day for three consecutive days
per nont h show an Allldlotugaste citer ale SBMDBvas par Gingapirael Heeiigsetbiene; thSBMEon of
nmeasur enent s. corded f r ts
Faki ng 50 mg Pl Sedral o8tk AEEERE b s R Rl SRGLEPR LR e BRI SRR S
conpar abl e t VERBR. r ecorded for participants taking 5 ng ri sedronate da| I y
for six nonths. | Whﬁé%l:ﬁ@erﬁbo@hﬂeﬂ@e# th%lrésén?%%ﬁfm FRRARE ZREGatRALG! | el

group study is formed to cqonpare EI ne bone mneral density
(LSBMD) in pdft Wp%in‘f’"éﬂdt Bfkloh‘ﬂwidﬁ t]i‘f’@e S@%@ e grt hdoraneps ¢thes shrsitat"d one
day per nont hnolificat®hXcaibB id8e Witliddt PphitiheCirdda fHe Spitidndope oftheliheREbhoNak e

daily for six ponths SBMD | s, neas ener X-ray .

absor pti onet iy ﬁﬁs(%endetdl-t pELE llnfldé Hﬁl%%ieg%%?lﬂiu P es%%g'f’ﬁgf‘g%?fmsﬁat #fie end
of the treat mathinthyepdpodf thipavention.pant s t aki ng 100 ng, 150 ngy, or 200 ny
doses of risedronate once nonthly show an increase in LSBMD as conpared to
basel i ne LSBVMD neasurenents. Further, the increase in LSBMD recorded for
participants taking 100 ng, 150 ng, or 200 ng doses of risedronate once
nonthly for six nonths is conparable to that recorded for participants
taking 5 ng risedronate daily for six nonths. Exanple 7 A blinded,

mul ticenter, random zed, parallel group study is perfornmed to conpare

| unbar spine bone mneral density (LSBMD) in participants taking 100 ng,
150 ng, or 200 ng risedronate one day per nonth for one year with
participants taking 5 ng risedronate daily for one year. LSBMD is neasured
by dual energy X-ray absorptionetry (DXA) at baseline and one year after
treatment. At the end of the treatnment period, participants taking 100 ng,
150 ng, or 200 ng doses of risedronate once nonthly show an increase in
LSBMD as conpared to baseline
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LSBMD neasurenents. Further, the increase in LSBMD recorded for
participants taking 100 ng, 150 ng, or 200 ng doses of risedronate once
nonthly for one year is conparable to that recorded for participants
taking 5 ng risedronate daily for one year. 12 Al docunments cited are, in
rel evant part, incorporated herein by reference; the citation of any
docunent is not to be construed as an admi ssion that it is prior art with
respect to the present invention. Wile particular enbodi nents of the
present invention have been illustrated and described, it would be obvious
to those skilled in the art that various other changes and nodifications
can be made WEASBH CIPERShg fromthe spirit and scope of the invention.

It is therefiore Anhetivded tRing OVREvehtig b BoheARPRARIEH nimha oM Bth@ lnlamIYUCH nGiANTES
and .nodi fi catjons that.are 1V\nthl_n the sqggg@of this invention. 13 WHAT | S
CLAIMED | 'S; fofeRT Supmise oty Admasisrige & s #t Phathe Bewealh Blsrseuticd a
human or ot heempmaitiom bonmmising &dm dbbie re8%f to bEGD il @ Y R @bt MRAive tdedei g7y t O
sai d human or; ar eutical onposi tion conpr.i sing from
about 659t o Spnrt 11B5HBr FrBRRLIRREN ifup LT OR G8E GRD Ut biat o
accordi ng to™®onti nuous dosing schedul e of one, two, or three consecutive
days per nonth. 2. The nethod of Claiml wherein the pharnaceuti cal
conposition is adm nistered one day per nonth in the formof a unit dose
conpri sing f fom a Jretbpg of tlaionbwharein s phagmacrusied] cempesition is péraitisierathbre dapout
150 ng ri sedpamaint. in $he SiCoMaintaidsedomBisdgfroln MRET B0No tHd6: RPBHIBEGU AL

conposition |s.adm ni red. t consecutive days per nonth, wherein each
of the two u %%ﬂ%%§§?§%§§ggﬁgﬁﬁm?ron1about 50 to about 82.5 ngy

ri sedronate, preferably about 75 ng risedronate. 4. The nethod of Claim!]l
wher ei n the phar mag el Gak 0S4tk of i mnistered.three . consecutive
days per month, wherein g)aga%gﬁ Vt§4 egé"% ﬁlf?' gm%%?eFtlc Izcsoénémsé%)&ﬁ f%@’@’sﬂﬂ‘i About
33 to about “*B5Cyye fys Bt month veherepreashenf isltwo wrtitalates B@nprisps fibse@bruosEb eboub. The

met hod of an&aymgﬁﬁ@m&kgbﬁﬁméwﬁhmhﬁﬂﬁ%%mhaﬁmpone di sorder is osteoporosis.
6. A pharmaceutical conposition suitable for adm nistration according to a
t

continuous dosing schedule of one, two, or three consecutive days per
mont h, sai d $har e ewthod af Claim 1 wherein the pharmaceutical composition is administered three

consecutive days per month, wherein each of the three unit doses comprises from about 33 to

about 55 mg risedronate, preferably about 50 mg risedronate.
5. The method of any of the Claims 1-4 wherein the bone disorder is osteoporosis.

6. A pharmaceutical composition suitable for administration according to a continuous
dosing schedule of one, two, or three consecutive days per month, said pharmaceutical
composition comprising: '

{a) from about 65% to about 110% of the curmulative effective dose of risedronate;

and
(b) one or more pharmaceutically-acceptable exbipients.
1
7. - The pharmaceutical composition of Claim 6 wherein the dosage form is a tablet.
8. The pharmaceutical composition of Claim 7 further comprising a film coating,
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conposition conprising: (a) from about 65%to about 110% of the cumul ative
effective dose of risedronate; and (b) one or nore

pharmaceutical | y-accept abl e exci pients. 7. The pharnaceutical conposition
of Claim6 wherein the dosage formis a tablet. 8. The pharmaceuti cal
conposition of Claim?7 further conprising a filmcoating. 14 9. A kit for
facilitating conpliance with a risedronate treatnent regi men conpri sing
one, two, or three unit doses of risedronate to be given according to a
conti nuous dosing schedule of one, two, or three consecutive days per
nmont h, respectively. 10. The kit of Caim9, further conprising at |east
one unit dos® of Aakinfr ficditdting wivelieicn withe risedidnaic dreetmpry regithescomgrifizeomes he
group consi Stgonr% e lﬁlﬁldg%ﬁiyg? iYAS AR 0 b Paiv @ acBr &R B 2 RE itk o SHRS6he@fle o€l Ci um
and vitamn D.” f A met hod for treati g or_ preventing osteoporosis in a
human or ot hese, te.prriee consesaiig days Resreosth, @@RPTEIEi ng orally administering to
said human or other manmmal a pharnmaceutical conposition conprising about
ég? gn{ Ih_se(]j_g)onatT%e ?{ft: %IQ {Zgllmng, fBr(t)hera co(r:n%:q;[,izllgng‘,qgagt o?lg %u!up goses 8Ih ae gu%e%t, (\)Jheregr%hee day

nutrient is selected from the group consisting of calcium, vitamin D, or a combined unit dose of

calcium and vitamin D,

11. A method for treating or preventing osteoporosis in a human or other mammal in need
thereof comprising orally administering to said human or other mammal a pharmaceutical
composition comprising about 150 mg risedronate according to a continuous dosing schedule of

one day per mouth.
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