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[0003] One packaging concern 1is the nature of the dosage
form. Some tablets, for example, are frangible, friable or
breakable (used synonymously). Such dosage forms may be easily

damaged both during transport of the package and by a user upon
opening. The disclosures of commonly assigned U.S. Pat. Nos.
5,178,878 and 5,223,264, which are hereby incorporated by
reference herein, describe relatively soft tablets which are
susceptible to this type of damage. Tablets which fall into
this category tend to have a low hardness and high friability,
and may include very soft tablets with a hardness below about
15 Newtons.

[0004] Standard dosage forms are typically packaged in
blister packages, which are comprised of multi-layered sheets
of material having pockets, blisters or wells for containing
the dosage forms. One type of conventional blister packages

includes packages having a foil layer through which a user of



the dosage forns. One type of conventional blister

packages i ncl udes packages having a foil layer through
wobkiocl7@suser of t he package must push the tabl BCT/US2006/001189

t hereby breaking the foil. An exanple of such a

conventional blister package is shown in U S. Pat. No.

ﬁ 158,411 to Hall et al ., the disclosure of which is

er ehy |ncorporated reference rei [ hIS .
thet \RRCKFIG SRR Sl e PHENS CF%}Pljce"For 35?5 \r%f argpe foil.

An Q%%%ﬁié56ﬂ35u@§053@bﬁ9eﬁﬁlﬁhamgbbh@t@QSQQQdeéﬁisFBhown in
sucha % ckage woul d cause_damage_to the franﬁgble
8

U.Sdodade NerminAEh, ALichPt FAbLt Bopadh. | ERENAOGEROPHES Of which

is %%Egbkaiﬁborﬁg§§ﬁeayﬁgsr@te?éﬁﬁégﬁéréiﬁ a'ﬁﬁlﬂé”@h@é'ﬁype of
not child proof Anot her concern with t

packaskagi-fg wf%}fa#qﬁceéﬂrcapa%@ag@gf o‘f%nda%etq?éage forms,

r 0 or t | at
pacBeE’ ! BSULDLE SOTRIRD DR 180 sudk 8 ndthce would

CaU@f-Jt eiawq/ ‘d@sﬁh&blféfmlhﬂﬁ?e FeragR)i Agref WisIhgettempting to
pusfhorn{Eﬁet}%&ﬁﬂyth g 1C ré.‘ifé’xn Wi ?‘ﬂegév' BULALObages are

OMe 1S t poss ity of "a Chl gai ni ng
alsacgeasraélvtnotCnth@ mmﬁ@i hand, chil d-proof packages

al s it f d :
003 7L SR A Lt Gl | hnSIoPAghE ECgtmapaucion
dosagbmﬁnnmssﬂwh&ﬂheﬂfﬁhefoaee ferangeblsafdstspgendf@ase or not,

f . di ff.i . .
rerfedSEy AEAENES, CAATPSo -0k B U kL OB b ERing 5o
oftbhghwprgesﬁbahtablbn &ddi t the, pabkaghnghibd pdosfige forms.
cLegiLina honbir CORCERR den i i Safhedbied T, TR bone i

thedipd@sibifliive W eshilAneyLtamy eacm‘estﬁsﬂo ngt pr ooedthe other
st an ar%; f or achkﬁylngtthese rati.ngs i s, se

hangly ghigd-groof,»3 My 1S9 %RF?%r%ﬁgﬁ£CU1t to open

by L7k anta!Ermyeofhar{de&@be’ahamf peeplthene gxéstspaineed There
for a dosage gacka%ﬁ capabl e of

h
neefiﬁan"g? blb& a’hd B3R bl Bh%é) 3 ng gﬁ%‘”e\% cjptety and

caseAp e RASI | yadpshidd e@hét@ PFOVihELe V@iffﬂ@uﬂﬁsfgﬂschlldren to
ranglng fromextrenely child proof desi ns to de5|%
opepihathafe e§§FIye6®@P%%Ie the 'elderly a therefore highly

desirable. 1In addition, not all child proof packaging is the
same. Packaging is often rated based on the number of children
who can gain access to the drug in five minutes. One example
of testing procedure standards for achieving these ratings is
set forth in 16 C.F.R., and in particular § 1700.00 through
1700.20 thereof.

[0006] Therefore, there exists a need for a dosage package,
capable of housing both frangible and/or non-frangible dosage
forms, which can be easily modified to provide varying designs
ranging from extremely child proof designs to designs that are
easlily operable.

SUMMARY OF THE INVENTION

[0007] The packages of the invention are preferably blister

packages that require bending in order to access an unsealed
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a user upon the bending of at least a portion of the blister
sheet and/or the sheet of 1lidding material in the proximity of
the unsealed area. It is noted that if the blister sheet
and/or the sheet of lidding material is scored or perforated,
they do not technically bend. However, for purposes of the
present invention, the term bend will encompass the £folding
over of such an area. In a preferred embodiment, the bending
of at least a portion of the blister sheet and/or the sheet of
lidding material splits or forces separation of at least a
portion of the unsealed lidding material along a score line,
line of weakness or line of perforations, thus allowing access

to the unsealed areas.
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blister package to allow access of the otherwise inaccessible
unsealed area, grasping at least a portion of the 1lidding
material adjacent the unsealed area, pealing away at least a
portion of the 1lidding material to reveal at least one dosage
form disposed in the recess and removing the at least one
dosage form.

[0011] In certain preferred embodiments, the blister package
is constituted of materials and configured to retard access
through ripping, tearing, chewing, puncture, and the 1like,
especially by children too young to know better. Indeed,
because of the very adaptable design of the packages of the

present invention, it is possible to make packages which can
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[0098] cont f‘ﬁitﬁ@fﬁﬁbf& WD Lhe1yestd CBbt BthSoff thderecesses may
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vert 86885 axi® normal to the flange surrounding each of the

recesses. For example, the recesses may have a curved,
cup-like shape. Where the dosage forms are disc-shaped, they
may each have an edge which contacts the walls of the recess in
which each dosage form is disposed. The edge and walls define
an annular region of contact coaxial with the vertical axis of
the recess. The edge of such a disc-shaped dosage form may
comprise a bevel which contacts the walls of the recess. The
annular region of contact prevents shifting of the dosage form
within the blister and the damage to the dosage form associated
with such shifting.

[0014] By varying certain attributes of the various elements
of Dblister packages according to the present invention, a

package can be provided for a multitude of different uses.
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design. The fact that all are possible from the same design
speaks to the flexibility of the novel design of the present
invention.

[0015] The child proof design requires a balance of the
attributes of the elements just described and others such that
the package is sufficiently difficult to open by children.
Such a package is preferably useful for both frangible and
non-frangible dosage forms, which are dangerous to children if
ingested. The extremely child proof design requires a balance
of the attributes of the elements such that the package is
extremely difficult to open by a child. This extremely child
proof design may also house frangible and non-frangible dosage
forms, which are deadly to children if ingested. Such a

package may prove more difficult for an adult also, but the
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bending a portion of the package.

[0017] Furthermore, generally speaking, the greater the
degree of child resistance desired, the greater the degree of
distance for the placement of the recess relative to any one
edge of the card. Also, the distance X between the edge of the
recess and the closest portion of the unsealed area edge
revealed during bending will be maximized. The more child
resistant the package, generally the greater the thickness
and/or ruggedness of the material(s) used in one or more of the
layers. And also, generally the greater the degree of child
resistance desired, the more aggressive the adhesive used. Of
course, it may be possible to use very small amounts of a

relatively aggressive adhesive and still provide an easily



recess and the closest portion of the unseal ed area
edge reveal ed during bending will be nmaxi m zed. The
wOoe0e/0zdssd d resi stant the package, generally tPET/US2006/001189

greater the thickness and/or ruggedness of the

material (s) used in one or nore of the |ayers. And

al so, generally the greater the degree of child

resi stance desired, the nore ag&re33| e the adhesive

S

opepgbde @a%}@g%e i aﬁ:§§>rgén585 :bi{.]% t eusgr@éz,py Snﬁmrentlon

Slmﬁﬂﬁk‘mifs Hnd pekatdyvely Papyessiive pdhpréve antCéﬁtadﬂ | 1ayers,
provi de an easilyopenabl e package in accordance w f

whighe igr @g@qssw\?ém irgoed myesdsfanty & q kending v e ’ypplng and

relEEth%?l Hgérvﬁéﬁé'ﬁé haygh $¢ ' ¥hiRBwisge XﬁféﬁtVSEYCompletely
rugge esi stant to bending, ripping andrelatlve

adepppbevi @@é;m@h@t@mirlags i VF Rt it BENERMET R eFﬁlckneSS
The %ﬁgEQESe thgbdQigengbngeﬂﬁ§l§§hgtEMEhY thhnﬂtbﬁﬁtlcularly

ness Istance X may also be relatively smal
aggwlaealaepadheemfar iy aggdesy! wihem s eesiky uepenaple blister

pacﬁggg agseaalgxrggenabl nHEEﬁteLPg gagﬁst§n esthed. variables

€ed; “by adj usting the varia cussed herein,
distuseag beepessi blid t (malyseba rebpasikhbey umagmsﬁverelatlvely

h PLOW I esi
onafSRESHYE SAeEaPLRN J8en N Sho 51 A Bhisiine paistes
pacpRegsent Thusent itdre ipaekagerrelleyslger satd¢dmedifdote] thiee present

1nngg§8ﬁtngn$§ﬁ¥$%%i%a C%éierent enbodi nent of t he

%d as child resistant

[oomagkagwh&uqmca&gd_m@}sag@@c@mmgal tgs Iceiffefierrechtt cembod imeent of
I ndustr

they BERERE PUGLHEH (T Ro ] B PRLLS cg?%?%a?is,?%ckages
sucheLa@t pa@kbgeboweﬁaﬂalwl iréféf\ré@ntgah.ﬂ aneesadustipeas "F4"
dosa e forms housed in the pack ﬂges in a, %ertal n

"F34mount2 of o neflty RacHages -t he r "OBLEERE NPT he 9iven to

packbgebet@hs tRskhednyzaer lﬁsﬂsahié?laﬂ:itﬂ@ttd\ﬂl%ﬂ Ratgechildren
seri ous personal Inpury or serilous illness top a t Z
canf gadnpaGRESENLPItRE PREBERAOTRE RERERYI &7 bHE Bagﬁag s in a

cerES%h hewhit Wi htanBase @§p%é£1M%ChthérQﬂm&kﬁﬁlfoIE5W1ng the
orm

being to access the dosa oused i n the package
"F'THeians dienthee umbsr g?ﬁ/eﬁab%%t%aéﬁéﬁeé”%%o?ﬁ‘use serious

persBRRAUGHEARS b? 8e¢eShst RE148889801 87 BRentPefive pound child
if ingested. For example, one such test begins with a base of
fifty children, their goal being to access the dosage Zform
housed in the package. The children are £first given the
packages without instructions to access the dosage forms. The
children are given five minutes to attempt to gain access.
After the five minutes expires, the children are asked to stop,
at which point they are shown the proper steps to take in order
to gain access to the dosage forms. Thereafter, the children
are given an additional five minutes to work with the package.
According to this one test, an F1 package would be one in which
no more than five children can gain access to one pill during
the ten minute period. A package would be given the F2 label

if no more than five children can gain access to two pills.



children are given five mnutes to attenpt to gain

access . After the five mnutes expires, the children
ware@oawsesl t o stop, at which point they are shPOIUS1086/001189

proper steps to take in order to gain access to the

dosage forns. Thereafter, the children are given an

additional five mnutes to work with the package.

According to_ this one test, an F| e woul d be qne .
and) i, A RERSEE (VLA | D8 GHIG GHRn g BCEBeLTRn Eive

chi@B8eR! | dallUidiG t Beckes n&é‘Ut%LﬁefﬁﬂﬂlsA package wewl dminute
be given the F2 label if no nore than five children

perdgd - gaifridecddie EPARo JAIGEbAd Eoft AP RRK AR holiRefm test

utiR¢z88€ y ‘MHeChpQQkQQiﬁgt h@ﬂilfét\i%/‘ chthdeen Lan Q,@e@.rly many
access to four pillsTin"the ten M nut e period. Wil

diffrsenbotiestiesthpbedanebe p@ﬂ@ﬁ@t9@|%nkﬁéﬁﬁrtﬁetproperly rate
pacﬂgﬁgbze méséhﬁegegkggén chBgYsiyYaohbeis Qé@of&&ﬁééym.th 16

erent tests that can be conducted in order to
C. FpRopérlyoﬁa@@ paekates. These tests are generally done

acco W t g(gﬂ 17Q0. 29
[00F83)19] E‘:%%F%lgﬁ e d?‘?rle%l} s accor(f]O %Ot he preseﬁ present
1nvemzénn| mtaynagoeberaiae@d a@s high asst hhev\ehdalkndimwn industry
st andar nown y a For
Sta’é@ f"ﬁle @t&ﬁel?agﬁgﬁadg%roo lérr%%g mnlnet’ the extremely
chldiispmssédembodémmul diktuiesgdgaboee wovhdahikklyaganger such
nbodlnen acco to the_pres ven
an bl ARG [ edtaohy S Eimetio pERRER ey Ly iR present
1nvEnBabhy m@prthﬁrwnyﬂmrﬁements obyt higher eslesd weddnt kopw "F4"

e referred to sF8P r_easy.a
mond BT T cuFAPRY LYY nESERRLD. FRBORiReFEnEoChf cBhekBhE invention
mayagwée welfleg rleidk el beng 3tre;3l aalamn Eﬁrp askage, ade\eEé@ More
t he easy access design di scugsed above uld Ii
bartACBAS ALY an P8 TR paRkate. Srouge] o6 PatrEseq iove would
11kéQPU55 a3l e sAtdd rdesd @, el 1y Gﬂ@éﬂteawe@&CQQS design
ows the creatjon of tahlet packages which

disguepererhorai Yol st Hiedy Radratass af £f &8 PlP&r package.

[00801 | dr epst G- Qpade, aﬁhlémfokﬁﬁstpaﬁﬁég%x\wt@h.em&églé’ﬁ of the
extrenely easy for children to open. Wich package is

PregppEopnvans ioRowdteis itde freatiode fndeiRltporP¢ &s which
arel Y& 49586 fPr FRENG AGL | ¥8d thus difficult for children

to open, as well as packages which would be extremely easy for

children to open. Which package is appropriate, however, 1is
largely dependent upon the type of dosage form and active
ingredient to be packaged thereby. Tablets containing, for
example, symethacone, are relatively inert and the concern
necessary for overdosing would be relatively small. On the
other hand, opiates such as fentanyl may be extremely dangerous
if not handled properly under a doctor's care and can be
particularly dangerous to children. Accordingly, packages
which are more child resistant would be appropriate.

BRIEF DESCRIPTION OF THE DRAWINGS

[0021] FIG. 1 is a bottom plan view of the blister package

according to the present invention.



i ngredi ent to be packaged thereby. Tabl ets contai ni ng,

for exanple, synethacone, are relatively inert and the
w@oomweerassnecessary for overdosi ng woul d be rel BCT/VU81096/001189

small. On the other hand, opiates such as fentanyl may

be extrenely dangerous if not handl ed properly under a

doctor's care and can be particularly dangerous to

children. Accordingly, packages which are nore child
[00R@3i st afECwod dihed apPP 0Bl ARt ¥ieBREF thHesdr PN gckage of
rrclHE DRAWNGS [0021] FIG 1 is a bottomplan view of

the blister package according to the present | .
[00RAVent | EACL0022]1isFI & oressaSedpionah wide oFieWe of a unit

pac?:rla..gét e %ﬁkﬁ%ﬁ Ble b sder £O9R3GeFtGked i3 g 1ine A-A of

Ss-Séctio side view of “a unit package regi on of
FIGthé.bli ster package taken along line A-A of FIG 1 .

24] IS, t p. V] of za .unj.ts .
[°°%88i on E'#g;'hgl b13 s?cg‘% %g%]&a{égggf Elfil & mffltp[a%gggig%l ]Efglon of
thebbildsheer psskaget oHNEIGsi e view of a unit package

region with a_section bent about.an axis B tg.allo :
[oogg pea;ﬁ(!lI 0 of a9 adiﬁﬁoﬁf%?&a:roqa}%msédﬁ ig g?’ gt a unit
pacﬁlhget reb@@ﬁﬁ]ﬂiEhGa Getsianbbéhbnapban sheaxbEé Bheo allow for
i ster. package according to another. enbodinent of the
peagllélgeﬁff gniéﬁ??‘%ﬂ.m’fﬁ?ﬁ# ®em A iqguaﬁ_tegp SHEST vi ew of
[ookB¢ bl i strer, package BbtEbfe plan WMARZBJofflfhe Bblsstep package
plan view of a unit package regiqon of the bl,ster |,
accpgdingetor appEier empeg¢ED sf%m PHE§ Yo dsgjenkLon -

[ooRki st er phackage o0, | pogCphHang@wMdth Bk epPDsk e Nbadkage of
the present invention is shown in FIGS. 1-5. Blister
FIGpaékage 10 is configured so as to create a contai ner

[ook@] tabkgks thafsr I pesnthechend ng pii@ porkdd Plgion of
ckag

the elements of pa 10 in order to gain access to
thet héidbsagpatbage ebnfEEned. t herein. Blister package 10

peTRTEES ARLY¥RIBELYRES @

[0029] A blister package 10 in accordance with an embodiment
of the present invention is shown in FIGS. 1-5. Blister
package 10 1is configured so as to create a container for
tablets that requires the bending of a portion of the elements
of package 10 in order to gain access to the dosage forms
contained therein. Blister package 10 preferably includes a
blister sheet 12 and a sheet of 1lidding material 14. In
various embodiments of the present invention, blister package
10 may be configured and dimensioned to allow for different
levels of access to a dosage form contained therein, by varying
the attributes of the various elements. This will be further
discussed below.

[0030] In a preferred embodiment of the present invention,
as shown in FIG. 1, blister sheet 12 includes a plurality of
unit package regiomns 16, such as the four regions shown in the
figure. However, it is contemplated that a blister package 10

according to other embodiments ©f the present invention can
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blister sheet 12 and a sheet of lidding material 14 .

I n various enbodi nents of the present invention,
whlishassspackage 10 may be configured and di mnePGT/08md6/001189

to allow for different I evels of access to a dosage

formcontained therein, by varying the attributes of

t he various elenents This will be further discussed

bel ow. [0030] a preferred enbodlnent of the present
incTRdentah, SHEDSRoWRE | ROREG PACKAYH | SEBHOBfeet S 15 1nc10ding a

s1n§ﬁ]€| l%ﬂﬁst ap@ék'&@é' tr)ég@fmurlé pa@é@%e et £§ck§ge3&@glon 16
he four regions Shown in the fkgure wever

fuere!;‘oﬁ-tné%Md@lsecﬁtﬁ%?e%S bilstad fackaBBIZ0 28c CHFEHMRdiqg the
rec@EEer n_gbﬂgb Bhewaf 1f1h?1@re§enéabHV§QEé§§ Q@nhﬁchﬂﬂ@n51oned

unlt pack regions 16, including a
andspﬁgﬁéguﬁﬁd pachagéerégtéh1§6 OFadnsawet LpHBkhgeand includes
é? fag thel ipclydegqa 58 andR@c@I 3N0fs 291ay be
s roun ng the recess. As best shown in , _each

dimenséeneds ars denbhgivedd S@nda-‘éoﬂﬁq gm‘é@et@%@@@e gorms 1 of
vark#B4CL1005105806, | Ohlbds, and &:ggwﬁﬁsgﬁﬂo&m@nﬁgp 2écess 18

Recess e di nensi oned
is onrcuhargmasdshowas1notheu§egUDsageam@rh@s1aod1am¢§¢hgof one

)$L3gRpAnALOT 808peS . LByEGEE ! NRNDO0RIRALSe: | 6EFS BE more
i STCIrrcu Shown™1n gures) as a
preﬂeaablgr tdfrecmeqx@d:)temh(ambesvei &bw&mh @hi $ess, or most

r eferabl tI1r e ar (3/
preg?r§§£¥néﬁl %go FJ(‘.fp‘frmst pr%fera yggne'i %%Tllarly’
recéésaHBInEHIOVafﬁsin Sihaipeardcy, honsesdoﬁageaﬁonma/oﬁ1s1m11ar

shape house osage forns of siml var apes.
VarﬁﬁFge € re SES%ﬁ?qﬂ%?kxf?ﬁ %ﬁlgglgﬁ' s]%apé)ttl it oblong
shapeuse Lﬂlidulsél efilds @i eng cdlapey ﬂtetpfmugillmdswgh Stbﬂahna&'s shapes

are conte at ed, |ncIu pol na star shapes.
arepqJF PR FEPI3Eeq ecedlcld ﬁﬁg %gﬁ$?@%fed(?% h&ﬁ?% shapes.
AddieL&nbhayp, Oﬁ_*éc@@%agﬁa faam b[eOQfolxifllguﬁeSi codt Bmplsat etbre than

that the de3|gn of blister package 10 may al so provide
onesd@ereectPFBt ection for frangible dosage fornms by

[ooBA¢! udi Rg recesnesmpBatbAt tEROPEhAt Ge¥idA SECHLEIOE@BEpackage
10 ;%ﬁaégcp?rp%\é%gtcieShslgetéln 1cOfp:t:Qt:6e<f:tEfgr? | flo?: dforsa%'lgelble dosage
forms by including recesses 18 that cooperate with such dosage
forms to prevent shifting of the frangible dosage forms during
transport and/or cushioning in the event of impact £from the
dropping of the package. Commonly assigned U.S. Patent No.
6,155,423 to Katzner et al. ("the ‘423 patent"), the disclosure
of which is hereby incorporated by reference herein, teaches
one solution to this problem. The ‘423 patent discloses a
blister package having a peelable layer which when pealed away
allows for access to the dosage form. Therefore, the ‘423
patent provides a user accessibility to his or her frangible
dosage form without the possibility of damaging the dosage
form. The blister package of the ‘423 is also designed to help
protect the tablet during storage, shipment and use. The

present invention may utilize a similar design. For example,
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transport and/or cushioning in the event of inpact

fromthe dropping of the package. Commonly assi gned
wa®@s/0REsENt No. 6, 155,423 to Katzner et al . PCT/O82042®1189

patent”), the disclosure of which is hereby

i ncorporated by reference herein, teaches one sol ution

to this problem The 423 patent discloses a blister

. package having, a peel abl e | ayer whi ch ,when peal ed a

in MY o it R e Por PRI PeRA0Y HEPtns may

be 443pBaLANtnPEA¥HIR8cAsHSEE 8ECBISEBELI EMeb® hbSs@EhNERat the
franglble dosage form w_thout the possibility of

dosagfagiorgst [FSageaddss orrhlsTIRE At reRtkater ofndnghe walls
hol#233dSa i ztzogﬁqS'ﬂna%ayo fiedp prekeat Bdiadmbbet Ly i BEjacent

_ Sstorag€, shipnent and use. The present inveption may ,
liddingi atewmiadi | 34 - desteph Forcanddepir@tiivrcets aPgst shown in

FrcEToodi MeRLS f&%ﬁgjrpl ngbsf%#&%&éjo%ig'e 89588 "L RE housed

di sposed 1 n each recess 18 ‘of I ster Sheet 12 such
therkdn tiromdodanpod opyspeayageingeshafbingf ofadihe edesage form

l1s.h 0 0 05603
aurfl, SEEASEtE S o Shilef | AR fer L BB O e oy
useconf Fgur atkiaoplies basemphywepaaeFbetween Farh deshga form and

al so.protects, a e r ed rei.n fr. :
Lo T 2 e e RSB iR B e L SeOp faPact if and
whetlupbhogageanspbet dooppédierr nosieemmtse yjginzdd.y i npart ed

100381290 FOFPRRBOE oo BRCoBEL N, 2H0: HORFBR PP RE loeRgat Fecess

18 f@ryMd«Dind rpashapé and thkerfqarackagen 18ui Back oppedevplution,
ot herw se iarred. 0032%§£u§%h nore, the mallstf

. d
abofifoded e 15 22K HF POE Bge 4% ShErapuiilg each of

thet M@ dedgas0f188 surbacexampleyoketiegBesali@utmey Vieate cal curved,
axis normal to flan%e 20 surroung%P each of ,the

: .th
cuprddkgsediaps . Fofhekanphe, dosagss e hgvEcashaped, they

mayC Wa@d hafieP-arl |1dyes Rapioh Weiteadthe tlasageliorod ae€ess 18 in
disc -shaped, they may each have an _edge mhicg
whighnt 8ac8 t ROSRERI s TOEM cd€ssA48PPReGhi chPBacRdd6sagBd walls

pref@iBbhs dethfsedn ARautdaeragdonablscehehetabbyxdeli weth the
an annul ar regi on of contact coaxial wth the vert.ica

versirglofatigtess ¥rgcethe kge dhesrIR BfsEhaprgdisc-shaped
dos%g%ﬁgfooxgr@rmy%d%@m@% phavel wihEsh cearbaeks dile walls of
recess 18. The annular region of contact prevents shifting of
the dosage form within the blister and the damage to the dosage
form associated with such shifting.

[0033] Lidding material sheet 14 (best shown in FIG. 2) is
preferably a unitary sheet that overlies recesses 18 and is
peelably attached to flanges 20, thereby covering any dosage
forms 1 housed within recesses 18. As best shown in FIG. 2,
1idding material sheet 14 includes 1lines of weakness 26.
Essentially, lines of weakness 26 are lines of holes, scores or
perforations through 1lidding material 14 that allow the lidding
material to be more easily torn away. It should be noted that
lines of weakness 26 may extend through lidding material sheet

14 and blister sheet 12, as shown in the FIGS. In embodiments
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recess 18 . The annul ar region of contact prevents

shifting of the dosage formwi thin the blister and the
wolavages5d t he dosage form associ ated with sucPCT/US2006/001189

shifting. [0033] Lidding material sheet 14 (best shown

in FIG 2 ) is preferably a unitary sheet that

overlies recesses 18 and is peelably attached to

fl anges 20, thereby covering any dosage forns 1 hpused

thagi 1McH Uoec e31ds 3 Lol PEAL IWFbw it Raskage YegRpHy 16 may
be TRhRNeR Shgeloted Nliudesmdidtrs giaknessn 26act, lines of

Essentially, lines of weakness 26 _are |ines of holes,
weakngess 26 Pertloese | embodhreugh ApBénAagthRgt &lizg apd shape of

unittha§a@!kla§$’ t?? §6Adi ngg mat erjal 4R aQ Mg LaAPel YnbeEA  that
away. It shou 2 be noted that |ines of weakness 26 may
progidang tiHicdigly Imadimiglnetkastal 14heeth141aes A5 sveakness 26
maySNe&! dért Sggﬂﬁ?égtﬁflfnil FPoclBsggbodinRatl Shitdl to extend

i'ncl'ude such a configuration, unit package regions 16
thromghbblighevedhéebnidt her unit package regions. In

t, |i ; n ' e I me def | ;

L
sheshould absphefareidy tdiatedr boi diligtemdsingetratler.i al However,

sheet 14 with_|]ines.of ness_2 i rt.aj :
ot Hodk, Hhoa b Setile TALNEE nala YL o ReRY (Y Crgpbiister
shebki sbeareheentitplaf8834kudhcasdhagtt sebhéngy eBEnsealing and

i nvention, |jddi terial sheet 14 is preferabl .
thegﬁféﬁet o Bfist%r Tgﬁgg?glﬂat ers,:’lh%?%e *otes 58¥8tantlally
confktaeli ngol i ddiiegemat ehkat sheet thetre bkikétes shaebnnected,

12_are contenpl ated, such as heat sealing, .RF seali
unsgadefy o1 URILUGH 13 §8°d dithg rpﬂwe?ﬁ ATeAbolSHGR gin tHe FIGS.
witﬁugﬂiaamdnaliyn@@)nggﬁéeéstslengﬁiauyr aiiﬁa%t wisrd Mol tster sheet

exi sts unconnected, unseal ed or_unglued,areas 28 .

12 fRedOtaldded SFoRtheRviRE pEeachid; Hopﬂaﬁﬁaﬂm FAEgyial sheet

14 .arergsgentd@l byuakeas wheig bldsstebnshest thé i tndwitted areas
gl ued or otherw se attached to |idding material_ sheet

defipedTnb¥ tie cFHCESSSPs i n ARIISHIOWR t &1t helFhsetted and 4,

uns@heay defdiedr y atrhe HRCaTSee114 S t8 Ri@Bw Iboth easy
and 4 , unseal ed areas 28 are specifi call¥ sh,acfe,d to ,
accgpFowWwbolh WIRY abfesy hea¥eRJamlaas§Tt eardhfhwapterial

shett |1ddieRgnmderdt@ly sheet 12. For example, the shape of

unsealed areas 28 as shown in the FIGS. 1-5 is such that the

thumb and forefinger of a user can easily grasp 1lidding
material 14. However, it is contemplated that unsealed areas
28 may be of any shape including, but not limited to, circular,
semi circular, triangular, squared shaped, or other polygons.
Perforations 30 preferably extend along at least a portion of
unsealed areas 28. Perforations 30 are essentially a shorter
version of lines of weakness 26, which do not extend to any of
the edges of unit package regions 16. This important because
such a configuration reduces the tearing of any portion of a
given unit package region 16 and retards access without
bonding. Thus, the only way unsealed areas 28 can be accessed

is by the bending method discussed below. Once again, as
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sheet 14 from blister sheet 12. For exanple, the shape
of unseal ed areas 28 as shown in the FIGS. 1-5 is such

W b@b/0tdse3 t hunb and forefinger of a user can eRSI/UF2006/001189
grasp lidding material 14. However, it is contenpl ated
that unseal ed areas 28 may be of any shape including,
but not limted to, circular, sem circular,

triangul ar, squared shaped, or other paql ygons
menPéPFS%atﬁW 38%1priehier SBFFUSRLERd At oﬁrg}L | @hswegkness 26,

perBOELE 98N8 34NsRY eERIRAT EDudPerisuat 1 DBy @&Cerial sheet
essentially a shorter version of |lines of weakness 26

14 @ HiEtRt BrendiRe ampUsyethe Bffesi ¥ iimi the particular
conP2Gkagei689IPRnEE -uddl SthEPO(dAiHa teeaAMSe SEededs. It is

configuration'reduces the tearing of any portion of a
alsgi ventemplapadkbhatrpgréarablomy 3etBrYsPaceesstructed so as

to W r&gégpetpncgfnghaﬂ?gﬁert he Qnle¥ewaktURsBRIBheateaS 2Bhis may
can beaccessed I's by the bendi ng method discussed |
allpwl dier Ghikfengith, accessindneandbbiens nagheidilsdegsfppcussed

fur?ﬁe!ri rkﬁélbo we e%ﬁd%‘éioﬂ,erfﬂglﬁf&%?%ﬁ%ng?gl dENPreferably

roug h liddi ng material” shee ister .
forgphdetutk. tHeweudddime anadpadiml tdeqiart4 coemains f£lat sided.

cQnrfiguralion de S . f L Nng ,pr. .
mn HEH B0 SRS o e Y iRl ol o cdoe
creabrdt r byt egesforst ionde Meeper @myshathewer part of 1lidding
di fferent enbodi ments. Thi [ f j f e
mat%&@isisﬂ'@eegzon ?t‘i onéﬁég’wjﬁ rrgér fs%\#sesf%réltgur{:ﬁérqemoval of
liddéhgwmdterdddi t shaet panf of abm obd i30ear eslpradf efabl yabsent the
fornmed such that |idding.material. sheef. 1 enai
perFPLIEErReRE. PRAGE hETSRRIECH, Yidd HY HetheRl piow.
[o0BBRbI ehlA@ Weasp rf@lﬁb@dgﬁinCIFE[GSed dyaper Bor atliieter3arkage 10
any other part of lidding_material sheet 14. This, in
musE L b, K5 GRS P SRR O CEASFng dm B HIeh s 28 to
be &?ﬁ%@@@dbbysﬁfusﬁh iG._elt lﬁ];gis ?Sﬁﬁtpfgﬁ%ﬁiﬁbiprtﬁﬁnaﬁief extending
ot her_ steps ich w e di scusse el ow. [[0035] As .
alopgstthpoviiien PEGPULFREENS bh30st er maé’@nfd]“ﬁustbllsmr

pacR8gBenl aBNbaNsayhtatedniftdetwborlsdpitated poediod ¥ and
to be .accessed,bi_/j a user. Axis Bis preferably an axis
Z, sadEfding o ofdthRE 1518 AL pB¥LSr &-i ondR3@PYFdHon, a user

gralpRdigagt iBhsSterapackags LQtARY BRnIERMBISEHIHNT OhéMOtowards
sepafate portions, Y and
one another so as to split 1lidding material sheet 14 along
perforations 30. It is noted that blister package 10 should be
bent so that lidding material sheet 14 remains on the outside
of the bend. This bent state, with a split 1lidding material
sheet 14, is best shown in FIG. 5. Given the fact that
perforations 30 are formed through 1lidding material sheet 14
along a portion which is at 1least partially unsealed, the
splitting of 1lidding material sheet 14 along perforations 30
allows for a user to then access or grasp unsealed area 28. As
shown in FIG. 5, a user can quite easily grasp at least a
portion of unsealed area 28 when perforations 30 are split.

Essentially, the bending of blister package 10 causes lidding

material sheet 14 to move into a non-flat sided state, or one
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Z , residing on either side of axis B . |In operation,

a user grasps portions Y and Z in either hand and
whends7¢shem t owar ds one another so as to splitPCT/U82006001189

mat eri al sheet 14 al ong perforations 30. It is noted

that blister package 10 should be bent so that |idding

mat eri al sheet 14 remains on the outside of the bend

This bent state, with a spllt i ddi ng materi al %1
in Riqh BestSShold |3PH GLO5 IrasRch (RFIHER Pharthe lidding

mat@%ﬁ.fa@r%H'jQﬁéngouﬁééaﬁeaﬁﬁge&hﬁé?uﬂﬁ thddpreximt eyi ak axis 13.
sheet 147along a portion which is at |east partial

Theygséhrtd, e SR t FAG P2} d@WRY nhber i RPTHIet Oﬁ 1idding

mat@k-989 %féce‘%r a:[4 0pRa80 Rlsliews fiol ForiSEént @,t R ALCERS turn,
or “grasp unseal ed ared 28. As shown in FIG 5 , a user

eXpPOgASqUFece A s LBy grEbsraﬁoréas@Q§ﬁﬁﬁtf@ﬁmoﬂ-uﬁéémhﬁj33511Y
28 r e
rem@vea, (ﬁﬂ% #f%ﬁ té# paéﬁqu? esPlid - afr$yenibabhy, material

the ben age O causes l1ddin
sheﬁateiéaldSMQ@1814KK51noam0n95b aohbﬁrf|¢h1@g%md%§ﬁat@ode of

attgﬁgﬁﬁﬁsdfﬂp ff H%eﬁaggrﬁgieéhgeQrQQP @opQﬁFEWEfﬁ?Peet 12,

ng na Jacent unsealed area 2
thepr ohickngsof amdsrigl_dihgrecaft@he théigber cshegfeal2 and or
lid?&%é s%%e%oﬁhlo%h%féféghégl{Ege&%ggaﬁgfeéréé ﬁ@atthe amount
esrdes I n port Cwhich,  Tn turn, exposes reces
of @a&@emfeorhas dMggrésp mthecapableaga&(lgpntemweﬂ) and the

. The eff o .
aisgRugE 1tj{atatep‘glﬁ ﬁs'ﬁngp r‘?lgeg"? 3 et ﬂgé” ‘fﬁh?% provide

acce%satbachGEﬁéceésllddlng mat eri al sheet 14 to blister

[00§ﬁ$:: %%Tg%geo%hhgggsﬁsagﬂggh&ghgh%ﬁeg&Pé § blkﬁégéordlng to

theU riﬁﬁa%eeft af BPerBiol hehaﬁoti@,t aObeleC@r opechaset @1gr dsving a
he package (portion Y ). and the distance that t

dlfﬁﬁaﬁpﬁéysﬁ@€9e§4uﬁﬁ§9189 odl e ﬁﬁﬁ%ﬂg%ﬁwesﬁg?oShape of

unskBgecleaesss 10936k EhEwnbi8 @EQBCtGaB Qddshbﬁnahat the thumb
enbodi nent according to the present _invention,th

andp fgrpdigepatkage UEES KAV RGTE GPFFéVeﬂFpﬁpsH&BQang material

14,Unsedl edpaeqipgtuadt ariey 188 1ibkaishanmidriiiseakedhway from
areas 12 8 as shown in FIGS. 6-8 is such that, the

bligkgih ReY okef LHgeigeda R etneaVehoFdce &Ny efvaspt recess
18.1 1 4@ MPIRLIRY unsealed areas 128 allow for a more uniform

tear to be made over and around recess 118. The construction
and operation of blister package 110 is preferably similar to
the above described package 10, except for the guiding unsealed
areas 128.

[0037] It has ©been discovered that varying certain
attributes of the wvarious elements of blister package 10 may
provide for different types and different levels of
functionality. For example, utilizing different modes of
attaching 1idding material sheet 14 to blister sheet 12,
specifically, utilizing different amounts of different
adhesives, may vary the difficulty required in pealing apart
the two elements. As one example, the stronger the adhesive

utilized, the harder it is to peel away lidding material sheet
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14, and subsequent tearing of lidding material 14 away

fromblister sheet 12 is guided to uncover the
we@nioeadsy3 of recess 18. These gui di ng unseal edPEr/@s0d/@1189

8 allow for a nore uniformtear to be made over and

around recess 118 . The construction and operation of

bl i ster package 110 is preferably simlar to the above

descri bed package 10 except for the gujdin nseal ed
14 el DlAsher (WSSt 13- ndOBERRERR O Ghert TRbTeively Little

of LAY N0 SeFd na@ﬁééixﬁé“tﬁ&yoﬁrbbé uakiFQUS RiremBtSadf access
bl ister package 10 may provide for different types and

appyiepbient | SAREVEDGF Hhgnckensidl 9. PebFleRang| @nd 2 may also

detHihhhéi 'EQled'lfécv%rlerEf ”@ﬁ?ﬁ@ﬁl@’%t éfh'a’a'%elsbgﬂgngiosage form 1.
materi al sheet 14 to blister eet 12, specifica

Forutixlampileg digrwinent thenlangthf ofi fﬁ%ﬁtémnSad?heéndegy may make
theWeﬁ/C?_{l%/%t I%ge@&ﬁ: hbaul fyrd quq_J rﬁgﬁbn m:lélgl@,pa'bty tBBoviding

S one exanp e e stronger
smadlibespve Latideirz abriviemnshafatera i uses te m@@llpa\we- A thick

noE S a S taiers bend
lay%nggr sel yfgqgs?rlr?gt%lr}gl at TE\?; 1w%éﬂst“g]}esg-€€ndﬂa@fsﬁ%lntg to ben
bliadhespaekagy pﬁose aseftwl ﬂame%kuéusynmmﬁﬁgﬁ area 28. When

(o n Y
comBEReéil g\%l.tglet 3, H %éﬁgvyﬂﬁe s@{bq:ttf di fﬁé £y %f 130814 room to
grlpccmazisl m];amk)sag:e Haf i dul t Foto exeanpl e,pqra:liyinn@' thgd provide
jgns Y and ke_t e :
acopfarar SRarbl gy mecet A ohV B! MedRi e g oyarving
dlsFanbarger(shownl bnsries. asused 5$p fraompuhstaled dhexk28. The
er of Tigid terial ul.d al.so _make i ffi.c .
gre?ggﬁeﬁgeb%ilﬁ:gpcﬁa a élelffeg@t&getlé’ Weealdltfrg AlIHE is to
peamnw&lyemﬂ&ﬂlg?gmaﬂ\éemaborﬂhjeéed M t lepenéindg| velfy course, on
short Y_, ovi,din |l e roo gri may nake. it _.
thePPpeaE 2RBSBERE Bf: FBR FGRAL o5 oriBeRiYechséa! | Finally,
var%h.ﬁb' aﬂiélxthﬁﬁﬁﬁéséﬂ dFEfIYt?@eSIdﬁéah:ﬁ)é ]?rhalaejdzaaiy$ :’lglé:lllzed in
i stance shown .in and 5 om.unseal e
congl BHEDEIa TRE L, SaEE AT Pn ek aheoRY TR ditARiAl sheet
14 WRKe Hdidd iwdht) thel if@ipgatipway lhddighd®ifropération, as

sheet 14 dependi ng, of course, on the type of adhesjve
welhn@st Héreanbtinki Sl GHnes; PeaLisd. awﬁaraﬂﬁﬂo g I Rt sheet

14 .t hi gknesse ofyitiiPeabrdbeat @t emadls it | lkheedpbdsible ways to
construct the packages of the invention depend upon the wuse
contemplated and the interdependence of a number of elements as
discussed herein.

[0038] While blister package 10 can include many different
combinations of differing elements, three distinct embodiments
will be discussed further below. Each of the embodiments may
be configured to house frangible oxr non-frangible dosage forms.
It 1s contemplated that wvarying any or all of the above
discussed attributes may provide a Dblister package in
accordance with any of these embodiments. In other words, it
is possible to achieve a Dblister package that adheres to a
specific embodiment by providing different combinations of

element attributes.
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constructing both blister sheet 12 and |iddi ng

materi al sheet 14 may also vary the difficultly in the
whewdiongsoperati on, as well as the difficulty PeT/US2006/001189

peal ing away |idding material sheet 14. As one wl |l

appreci ate, many of the possible ways to construct the

packages of the invention depend upon the use

cont enpl at ed .and t he |nterdep ndenc of a nunber of
[008P¢dent $hgs HdirsdusIBp RNP?e bPFeFRed can best

be RRE248cH0 &AMk Id}muidepf&m/ cﬂééifgﬁ{ eRatt Ay NBé | @P$19%ed with
differing elenents, three distinct enbodi nents will be

anyqityegs §&d FaradterE Ba-ow, SEHE 1R c1e$iaR SRETRE redt sEakyexample,

kno% @'Lﬁnfthgu%ﬁg ta% hause %&@RQQE' ea@dﬂ@@usééé”ﬁb@b@ In this
dosage forns. i's con ated that varying any or

embgpfimgaty ﬁéleablcﬁf@td? s%ﬁJsB@Etthﬂrmeﬁéfsb@a rcﬁﬂsfféila while at
thebléa%%I re RRCkegerd %Oiﬂénﬁénétﬁ,‘tﬁh %nxoo%fu%e%e Shortening

ments. | n other” word possi bl e to achi eve
thea lgngshepfpaokagent Hawihbheeepeeh h%p@tti@n Z makes it more

a1£EFRATLICEY  MarbhM A0 st EETbaCRRBL DU A DB Operforn the
afowemenbaodedcbenddngastepst tHwusiemekibediss mpushidigfficult to
splgEoege idggné %tgg%a?eaﬂgﬁégé?gggkgglgﬁg 5¥p$n8fultimately

osage orn1 exa
acckrewngi madsagear foas dn F4 'Jﬂmckagngt]asnmgcuﬁseploabm. Z may

allaa tt%' > Lgl{@wﬂhgg §éh%el ecﬂ.%tth n%fe p}grtl %ls %é;sesarily also

dcrease : same tie I ncr easing
inclreageh dﬂupodnfﬁmcﬁltyShﬂrtEemoglmgeJhﬂhgmg'@map@riabn14 to

acc%r(g}cf‘iv: : re%pe %;Jg{lg}pg;f: %'fgaaﬁgf m)r % % fef:rI Cal%nlratytgnglued

areafdﬂﬁnﬁﬂtE@Dﬁdﬂﬂﬁyﬁgwﬁ$lebhethn&emmﬂﬂﬁlddlﬁmﬂe is to peal
difficult to.s I ddi ng rial, alo

awafle lf HRAD 0O S8 LAt SHREF ratel y LS S Gl Tiqn 2 also

allowdhe€okengtbesi ng 86 Bérbh.ﬂﬁaZedHai @fé@t’\éfodléh@nce from the
[ This necessarily a

anrea e of an
Varifbfes 8§St Hg 3{#115 @EI ‘ﬁkﬁgﬁe&&vu ngt ‘?%dl‘??dﬂrf%ﬂ crlig package

1es£.l;4 sh@cé@@@ﬁied(t%a gwparl acdSSLNG £ ahbya%é heofar tihersuch as
y unglued, area 28,is, fromrecess 18 e nore

by HFF%F%ulFe?¥1?% % HRBINgway |idding material sheet 14
[oosolengt hgni pgcetaRRELi opighal €Ris embodiment, it is also

contemplated, in addition to varying the lengths of portions Y
and Z, that the mode of attachment of 1lidding material sheet 14
to blister sheet 12, the materials and the thickness of the

materials utilized in blister package 10 may also be wvaried.
For example, stronger adhesive may be utilized to increase the
effort required in pealing away lidding material sheet 14. One
such adhesive is an adhesive supplied by Alcan Pharma Center of
Shelbyville, KY ("Alcan") under the number 4563 and may be
utilized to create such an F4 package according to this
embodiment. Similarly, utilizing thicker or stronger materials
may increase the difficulty in bending blister package 10. The
thicker or stronger materials are also more resistant to

biting, chewing, tearing and the like.
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allows for recess 18 to be situated a greater distance

fromthe various edges of blister package 10. Thus,
woradosgpsshe package | ess susceptible to i npropkPCT/E8966/601189

of dosage form1 , such as by biting, tearing or

ri pping. [0040] In accordance with this enbodi nent, it

is also contenplated, in addition to varying the

| engt hs of portions Y and Z_, that the
[004a4 achw@ﬁﬂléﬁ |GheHhgRRRt éRPgRds Mgy 1%1%%@?& gpmbinations

thatherly 15rSN@eB) eid18lst andph fRaddi Gneagcotdhhee w1th this
materials utilized in blister packgge 10 may al so

firgsr eabpodipensxafpréaist psRGerradne QQlWﬁg}tBea‘u‘?. FPYéaloned

Onc%o ‘irne%é\;% efiﬂrBCESE&éﬁSQ WRtRe?HiR0 AW iment, it is
ng mat er sheet . One such adhesive is an

conadmpéavedsu:}j'fﬂﬁ eﬁabylMC@mYPh@f mheeigirifputes in order to
makéheé‘gcyéfé% §SQ§AC A0rn  YNdgsrd Ny iHETRRN t4563 8N 110w  for

reat e Such an F4 package€ according
othEm ahtslbnbealnenbe Sawnbérny Omdetltpn@akﬁléﬁéﬁséing dosage

for te:lgl ngé'lkﬁrﬂat eriﬁl St gﬁcﬁga_srﬁli%]ﬁe %gbﬁé@yéé’ ELH accordance

i'ster  pac stronger
withmtterisal §inse ahlbodmeatr@saestmwm@l thngugbhew prflance of

thermﬁ fg?F Etht_gtl Kfteg 041] '|SXa fée a{dig acﬁ%ﬁ:%.%ce X 1is

|na onst at may- provi i ster
incmaakage i 8 aweakdancadhesive hinpyf i st @nbddmmdntwhlle still

certain_p nents_are enV|
PO A BB T AP £ F P AR R eI AR CITNG b Hen e bogiment .
[oom:agI cont el %te@@nah@mb\baﬁmeng a[’mtowmmebat tisbuteedi nan best
order to nmake accessin e forml nDr diffi,cult .
be (GesSIri8RE ofSot ARr &F E? %ﬁgs qq}#ﬁa A55388e that  1s
spelc@anake 3GEes8i N 0IREEe inef MhigRagi ecﬂ.angjeﬂrcmélerdosage forms

words, blister packages in accorda e th thjs_first
(e -gnb gt ment DEF&IRE hi8y EF IHIGHG 7 prbfgimest shoula

confhiff et attdhdmktes. Jer %@npbeherf shiist e, Xdl’ﬁld proof
i nCreased, a weaker adhesive may be ut,ilized

PackEOEs - pr oVPHi REAHDBET s PECKAFERaFE ST UdGoridant 1%A?Wb°dlment
sho‘ilri'ds prRRATRN co FHODAR] anddintS €6 £ NEh ET8AEH MBRbmt BBkessing the

be di scussed can best be described,as an
dOS@ﬂﬁré@@M@ cenitaipedothgesign LRap Ferpdni ampyntypfelime, as

ped Yh'PhAGuRIGNIaY dargerOHS dasadg £@EREng. In this second
embodiment, like in the first embodiment, the length of portion
Y may be decreased, while at the same time increasing the
length of portion 2. Once again, shortening the Ilength of
portion Y with respect to portion Z makes it more difficult to
manipulate blister package 10 to perform the bending step of
blister package 10 and the Ilengthening of portion 2 may
increase distance X and the situation of recess 18 from the
edges of unit package region 16. In this embodiment, the
length of portion Y should be decreased so as to make it
extremely difficult to manipulate blister package 10, and the
length of portion Z should be increased so as to make it
extremely difficult to peal away 1lidding material sheet 14.
Like that of the first embodiment, both the mode of attachment
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(e.g. FlI) . Designs in accordance with this enbodi nment
shoul d conply with standards set for other extrenely

wa@ biob@7gssD0f packages. For exanpl e, packages arPCDU8:006001189
to this enbodi ment should prevent a certain anount of
children from accessing the dosage forns contai ned
therein, in a certain anount of tinme, as per the

previously discussed Fl rating testing. In this second
of ehbddir@ntmaligndal nshretsi &t 'é‘?rb&b“ﬂn%rﬁ tsﬁ?gelteljrat hand the

mat@EiRPET 1 QM Y HTR KRR cdRGr eggetnatidii £l At 1{tha isRie thMeblister
I ncreasing the Ieng{h of portion Z . Once again,

packpget éifi nBaY helsendih BRTpedt i onStride r edpeELvVeo should be
utiE?IEEElontg n’ﬁr‘f&?eéée My diddial t deguiRBPUlat epealing away

_ bl'rster package 10 to performthe bending step of ,
1idBingt artsadiedgesiertand4t handengi e hgost Forauday materials

shol;@& iﬂﬁre@éflgéé angg %A dde shiuagieriehiegcess 18ending
r e 6. Int

omt edges of unit package region 16. is

blietbodpashegethe. | ength of portion Y should be
reased. as..t It enel § £ £ 4 t ' :
[oorgrgﬁi pul a?‘éigl’i ;hggeggﬁ%géngé%&a%r%’hgdﬁefn%ﬁtof Bombinations
thapormayn pZostdel da bdliisteeaspackagas thatmake jextremely child
extrenel ifficult to. | a k gddj mat erj.al
proffced BRefAnTa (TSR 11T or bibHen: F B TRl 2
extienelol ciilarhpeobdl éndddhgemat efi ablibeer Iphakage 10 may
. | i.ster sheet.l12.and the_materials and thickn e
inc e, FaI SVRERH - AR L0 T SLBp BAtRAGE Mo by L bo Bares, and
mostarp_ﬁéfeﬂ}i%mg&ff adhesisveinbhekd benditidd zedrermll width of
i ncrease_t effort r ired in pealing away liddin
APPREFLFREFLENENP PRI é‘ng%itﬁ c%e‘rﬂorl%cfl?%%ge?’n PRy aneferably
of zﬁm&hd bﬁfnésl | 28d x{r(@li naeeas[epbhei@hhffyi Chd¥ihd na length of
endi ng i ster package 1Q . [0Q43 ile, .there are
abopidd8dMany AFTECENE CGTBFFal gﬁJgtt?gtoﬁﬁpodﬁbv%%em%’ and a
diskhhstek packageat hahgth 6kt aBOEBREY16h3| @mprooh, this preferred
preferred enpbodi nent i s envisioned. For exanple, .
embegi PeREl y RIHigtepr 8BFSRnGdi MRt R BPPéFEngﬁgkfa‘g ppterial
sup?@le{in%wdﬁléﬁn(’\é@fcﬂ brfePad haef BEPrexcABiehY fHld material
4) inches, and nost preferably of 4.095 inches, and
spegaféoabaPn widh of2%ipr okl PRt el 72008 afRtEHAY (2Fjing 2
thikRARES. o2NdppPekiNbeleyabby ym. The 92011 material includes.
several different individual layers, for example, approximately
60 pum of PVC film, approximately 25 pum of polyamide f£ilm,
approximately 60 um of aluminum foil and approximately 60 pm of
additional PVC film, which are preferably at least Joined
together by suitable adhesives. Lidding material sheet 14, on
the other hand, may be constructed of PCS technical and
material specification nos. 15144 having a thickness of
approximately 37 um or 15127 having a thickness of
approximately 37 um. Both of these materials are also supplied
by Alcan, and preferably include a paper layer, an
approximately 12 um thick polyester £film, an approximately 25
pm thick aluminum foil layer and a heat seal coating. In

addition, this embodiment may utilize adhesive also supplied by
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of 2.577 inches, as well as a portion Y having a

| ength of about 10 nm a portion Z having a | ength of
w@b@an76¢s23 nm  and a di stance X having a | engt hpOf/Us190€001189

10.3 mm In this preferred enbodi nent, blister sheet

12 may be constructed of material supplied by Alcan

and offered as PCS technical and materi al

speci ficatigon no. 92011 ("t he 9201 eri al
Alogi cHRESE dtheapprBkPRat &P zc#@rmﬁi 1@%0&%&9{. pAterial
shelefChiudes, sevaydr diddear e, | nchyé dﬂ@élhﬁyBlﬁstéﬁfpackages in
exanpl e, approximately 60 mm of PVC f

accé’ﬁﬁﬁéfélermf"é § 28himn xR d&l'¥31]1dm PafﬁafoxieW&PéWent are

ach@@vEm ‘thx%lu "éu 'Batl%iﬂcearlfjf PR oxi PR LA 69t FRIBites. While
addi ti onal Im which are preferably at | east

thejsgi ﬁ@@ctlégéﬁhéi‘feb?@m@&@l EofidResiipgde prgdprged embodiment,

it &t efdedly %21%.@ o:l:ﬁeroﬁaﬁ:@%lgﬁgeBrhar_i‘.ﬁllengﬁbﬂngemay be utilized.
constructe CS technical and materi al

Forsgeempileat tbe medectismiafhadhrgivet Apeknesswéth this second

emb@gﬂfngﬁ!tnﬁltagl %e%h@ﬁbﬁr B?%%Zgl%@%hggaﬁ LAKEKY €é3tﬂét rovides

appr oxi mat e materials are al So
a @meqte@myswmhahhaprdbesamcat|f\@lhdbeéowaﬂé~4 g/in., as
mm t4) ck.,pol il a
bet apprOX| rmteI 22 al umfrﬁj BFO %ES;%/%{CJ m-;e bf the
idehéataieahm¢@auaﬁg IandﬂthnsﬁanHMquenbn@dneneph@gement of

sl RS 1 SR SRR S0 Ry, e

probhdeﬂeranheeF412 p&bk&gagaﬂmiéﬂ|Eh&ﬂ1mwwkagesadhes1ve 4516
éordanc§ £4th t%ls extrenely child proof enbodi nment

progﬁ SdcAlevBd tRPOUPC a bal ance of the different

[00a&lri buteave¥Belg, t hesehipecichibosiiaeatprem ded fawsigned for

single preferred enbodinent, it is noted that othe

casimALrFaPsoBr SaFkeREFONd Snfly  bECH PAFSEANEoRCERHRReto house

leskhelaggeeolisodogbgad Feginee .f orrdis gl d hisugeconfackage may
enbodi _nment ggﬁ be chosen b% sel ecting an adhgslve t@gt

be GoRAigesed nett PORS sPREKGER t R&t SotI$SFyssed above.

A Hhelsewrd A tagR. i SaRSr@hASTM iB& A Aast tiBtdogmbddiment may

one instance, use, of the identical materials and
be cBﬁ§f-%ct%n h%‘t‘r‘t’ﬂl?%ploa%eﬁt Sof CRURESTyeMegigalipps and/or

vitafhgsi ve ﬂ56§h§§| $01$UP Rineh e, Carbe pneﬁgéﬁd ofN portion Y
"F4" package whil e the use of adhe3|ve 4516
may be increased, while at the same time decreasing the length

of portion Z. Unlike the previously discussed embodiments, the
lengthening of portion Y with respect to portion Z makes it
easier to manipulate blister package 10 and the shortening of
portion Z may allow £for the decrease of distance X, thus
lessening the difficulty in removing 1lidding material 14 to
access dosage form 1. Also in this embodiment, the length of
portion Y should be decreased and the length of portion 2
should be decreased so as to make it relatively easy to bend
blister package 10 and to peal away lidding material sheet 14,
by all persons. Like that of the first and second embodiments,
both the mode of attachment of 1lidding material sheet 14 to

blister sheet 12 and the materials and material thicknesses
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provi ded an "FlI" package. [0044] Conversely, a third

enbodi nent can be designed for easy access or easy
wW@e@b/0(@&53., for packagi ng designed to house |BEEUS2006/001189

danger ous dosage forns) . For exanple, such a package

may be considered an F8 plus package, as further

di scussed above. A blister package in accordance with

this third enbodi nent may be useful in_housjng over

utifpaedouht erbhith @at iRFEELR/ di° vFPXhIﬁQSOIn FhlgaFﬁ??d In

add?H@SH'ngﬁtdﬂkﬂﬁ LR It Pokédedr YalBYshoel RRRLaSedutilized
while at the sane tine decrea5|ng the len ‘

th o e
to péecreasg . thal i RELPRE prednbi’ty HWSCB@%E away lidding

mat@@&g' NBIM S tﬂe | epgt henlng OErpoﬁﬁiﬂﬁ‘eff %éﬂ"éﬂl%?l%ecﬁ\ay be
portion Z makes it easier to manipulate blister

utlfbaéﬁdgéol@e&!ﬁ@aﬁﬁe thieodidfilsylsty par thenlingepl By package

10.for the decrease of distance X, thus |essening the
difficulty in renoving |idding material 14 to access

[00dBsage Whilel th@naaarethn@eedbmmmﬂﬂﬂlfﬁ¢ﬁ?ﬂ¢w@@ﬁbbmatlons

thaEortl Oﬁv%)x?nﬂg % Eﬁl ggq_,e ﬁ%?col fgggi%is;igned for easy

port ecre o as
acceebatlaelpreieyrEd bem@odhmsnEr packayorikicmed .t o pekt this

dd t.erial et 14, . | .per s. Lihke
i e R T
shoﬁmdehaheaknachmenalbfubeﬂdfngem@lprHablghe¢mab4pnpvides for
blister sheet 12 an t he terials ang &2 K 14
a5y hitiressest i ﬁ’%‘a’ Sn bPiSt e pddkag r%?%n Qac e °°
empYﬁKiﬁﬂsehmeadgbVéﬁﬁllihzthhés@ﬂ@@ﬂi@ﬁ@d 1m&ﬁkerembodiment of
adhesi ve e utiljzed to decrease the effaqrt .
FIG?quF?edaﬁyﬁéeaq‘?%damﬁ? F‘F‘d(ﬁ %ﬁ shg e pgain, the
attgﬂﬂut’\éék @f{a%pf%é h lfvamelédwmwhbaﬂgamrayielbeeutsuhgz athd odifficulty
crease e di iculty in bendin [ kage
Pro'[’é@ﬂ@] b&%l?%rtat%r%tBFlbﬁlﬁ%l%eH‘aﬁfa tirﬂ g‘?’én?'% Yhcttase in
dlfﬁﬂﬂﬁlﬁﬁtp@Bﬁla@@tb?HMtﬂéﬁyldeF@rbin§t§ﬁc@ﬁcgaﬂﬁléh@& package
i s desi gned for easy, access greferred enbodi nment

in ARAYIBREE VA Jflmténe%m%lab?éwe or §FYdi NGt weBRe AR ‘exfremely

weaRt t{dHBE B | S keyr TEsPackgse sthoghdkhges ahéVeiaglelrial or
user - frlendly design that provides for easy use. For

thigknaps e Ofs Ut et ipdermay¥ r pehdmpesacdkagbecygeder or decreased
all that much.

[0046] It is contemplated that, in addition to the above

discussed attributes, other attributes of other elements of
blister package 10, and blister package 110, can be varied to
provide differing packages. For example, unsealed areas 28,
128 may be configured and/or sized to provide a more difficult
or easier grasping by a user. Similarly, perforations 30, 130
may be designed such that splitting of the 1lidding material is
a more difficult or easier task. Nonetheless, blister package
10 provides an extraordinarily functional package design for
housing all sorts of dosage forms or pills.

[0047] Finally, one preferred formation method of the
aforementioned blister packages 10, 110 and the packaging

process of dosages forms 1 therein will be described. It is to
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enpl oy unseal ed covers |i ke those depicted in the
enbodi nrent of FIGS. 6-8, and referred to as el enents
wQ@2008/07658hce again, the attributes may be variPdI/E82006/001189
that decreasing the difficulty provided by certain
attributes may allow for the increase in difficulty
provi ded by others. For instance, a blister package in
accordance with this enbodi nent may ,utilize an
be adesiffigpdrebRabdiERY el EEPTRRE s SUWiePde pRERGRESST hgay be
utiTRLEHI aln Ohbirakness @ftwaield a%r&@&nﬂ‘)tirﬁ@_ﬁ:itcﬁw.,beand the
weaker or decreased all that nmuch. [0046] It is
folteviimapl dtsed PHEt, 90F adBEELBRTEd t Heeldsie di sciRsefuch a
B 0 tLEI ; e :
e e a0a 100 nd Bl oo Bobkon P bELSer sheet 12
andy drdiddd ngo watort il diL4 f erienpysliaiaddy. Foeedwedpia, roll form
and!'1REA! &fl 3688842%n b2 "BY1 BEL ORGLAYRE] ANgE 04 Siffdd that
to provide a nore difficult or easier grasplng gy a
suchswach$hes| arky wepdr-kopuni dms t3@ ar30 nelhéemaest imbdforming
: SpLI Lt f i.ddi rd al . i e ;
bll%?%?i %g?%tor%egtssi g“rgle?laéﬁ%%légjﬁgﬁ e?‘lggéfdequlasatl e?o%gc g%tatlon
whet® pecesdes 28 exeér formedainty flhmcnioenlapaekageols such as

i h [ [ f i |
forfB TP hdRal | Rl R e S ol Rt e each
openf neeawati®dneldl hlister gisekages 10, 110 and the

toofBE L BAcR] PERE2e8h. L ATk, Soth et ey it b tablets

1, iisdde pheeesses nry beent igdefeddblyacmordance wiat hsealing
e present inventi&n% and the follo

th i i s but ‘o
StapiR FRSE® WPREH, 2% SOLRT o5et Hot bl tret sTaL ke B bized to

sealt ariigdidoor horei gl bl hat ertsheplidfeand dheddi ng12. The
material 14 are freferabl received in roll form and
A fOFSUERF PR EeA HIG DPIRIST nRERTGEADTY |Wthbiae theat and

pre§86He NBG8E NERe AEEUNEE | oRN@WBeiPatihedRell Thee MpbpElét/speed)
formng blister sheet 12 is then preferably npved to a

to fsak ng SudticddeawriRes iR sdadkes HRss offiEaTiPed @heve) to
sealB8HGAhgDNA R} iRI1SULH 88 fAfRe pinas: Tabl etsubkedfiRnt to
_then p[e?erably pl.aced i nto each open recess 18 of )

thig| isgpdinghedien,2. desired perforations may be formed in the
package, and individual blister «cards 10 (with multiple
recesses 18) may be punched out. It is noted that the formed
perforations may be useful in this punch out procedure, but may
also remain in the final blister package 10 as discussed above.
Ultimately, the individual packages 10 are preferably delivered
to final packaging stations via conveyors or the like.

[0049] The dosage forms, usually tablets, which can be
packaged using the present invention are not at all limited by
the type of tablet or the type of active pharmaceutical
ingredient ("API") used therein. These API's include, without
limitation, analgesics, anti-inflammatories, antipyretics,
antibiotics, antimicrobials, anxiolytics, laxatives, anorexics,
antihistamines, antidepressants, antiasthmatics, antidiuretics,

antiflatuents, antimigraine agents, antispasmodics, sedatives,
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[0048] Wth recesses 18 each contai ning one or nore
tablets 1 , blister sheet 12 is then preferably noved

WO 0008/0%&83 | ng stati on where upper and | ower seRLT/N§2006/001189
plates may be utilized to seal lidding material 14 to
blister sheet 12 . The aforenenti oned sealing plates
preferably utilize heat and pressure over the course

of a certain dwell tine 5 cles/s ged) to heat_a
antGYDaEREL 4URBsi ve (| | RECLRUBETHEREITBRd above) LEBRGBATiZeTs,

decbhgdipgnfBl eri alpekd to bpiserersheet b%ptl@'!é@ﬁequenprotelns,
tothis sealing stegB desired perforatlons
e

oligennedephidns 9E@k9 I aREPS RGeS uak %FP%@%%C%%rﬂ%l%nr and

comﬁa%gélgﬁét 'tﬂ{éarercﬁ?esseﬁl%) dBtp1RwRehedrautshd t drtigs and
not ed at the forned perforationS may, be useful in

pharmhsepbheal byt apk bredimgredientaydesesibedain Mﬁn'f%ler U.s.
fi bg|§ggr package I SGUSsRH Ve,

Pat 1. That text of
& Ultriﬂg tel'y eglng'V|é81ﬁﬁn§th es 1%§§$e prefer%blyex °
Mandeuleerzﬁithﬁnebwal1paekagra@e@tdnfoﬁ§f¢¢&n§@nvede§’on the
for%gnh k& [ 0043 ﬂ—ge dagage ftﬂ{émfoyrﬁuakl YrkAbl &S, nydrate,

can be package usi ng t present inveéntion are
solwateat mblyhomphed dy timelivwighadf opbliselor ish@erypeand any
c armaceutical ingredient ("API") used
mlxgHE?e%h. ?ﬁgse APl's include, without Iimtation,
[o08Dal gesias, pamttiem:rﬁrl appahbeses,drauds pwsedi ¢k treat pain,

drug%glpg% EIS'L%S Y %Jgtt%r%ogolggl S%n¥ nXI EF%%@@% tI 8%61% ﬁ?EOphrenla,

sucAnta@sidlRiapdse ashddigyteitiossdc aﬂtbstda.ad:elsntas:e particularly

pre sangnfigregl §ﬁ§agent q{ne\ﬂesgas%dhségh éﬁﬁgi%sis intended to

trehtangui klaersy GQCaﬁgeﬁpanWﬁlchetathﬁékethe pept bfles, child-
pr.ot ei ns, ollgonucleotldes qg ot her Hybstan es of

prosifopagkeaﬁ:oﬁ 9i ROTr& AT oHBH AR 1 0RE t Her e SR CRAS
[oogqmtenpt@?ad A akhe dhien %@@rﬁéﬂﬁaﬁkagé&aéé&oﬁ&imgeto the

gredlen s described in Mantelle, U S. Pat
invgnpignos7ingude| umkesey ipkielgh éliugfrhatslif‘efkt g,  without

1imYRAtebhe is hereby rienegnpor at edhyneptenenee . ABxi®bridine,
the forgoing APlL's can be Used in the formof an

bengylmorRdras e, :&ﬂﬂkﬂﬁ@maﬁ@lynnrkmpr%ﬁoxnhﬁwqdua|%utorphanol,
c108RtLGBhel SOMRIG ARG any dBadiHE thehE8hnate, desomorphine,

dextromoramide, dezocine, diampromide, dihydrocodeine,

dihydrocodeinone enol acetate, dihydromorphine, dimenoxadol,

dimepheptanol, dimethylthiambutene, dioxaphetyl butyrate,
dipipanone, eptazocine, ethoheptazine, ethylmethylthiambutene,
ethylmorphine, etonitazene, fentanyl, hydrocodone,
hydromorphone, hydroxypethidine, isomethadone, ketobemidone,

levorphanol, lofentanil, meperidine, meptazinol, metazocine,
methadone, metopon, morphine, morphine hydrochloride, morphine
sulfate, myrophine, nalbuphine, narceien, nicomorphine,
norlevorphanol, normethadone, normorphine, norpipanone, opium,
oxycodone, oxymorphone, papveretum, pentazocine, phenadoxone,
phenazocine, phenoperidine, piminodine, piritramide,

proheptazine, promedol, propirm, propoxyphene, remifentanil,
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[0050] In particular, opiates, drugs used to treat
pai n, drugs used in psychiatry or in the treatnent of
W@ edvea»gshs eni a, such as cl ozapi ne and cyt ot oxi BCT/US2006/001189
substances are particularly preferred. Al so preferred
is any APl which is intended to treat the elderly or
any APl which requires the use of a child proof
package, and nore,particula

SuBaEARY §pRRfeS MARERS Moy BeC bIbR AgEdCaEEBRGN A SORBEERLLY Known

as | ByeAtéON 41 qucmﬁaégrI£n1ium¢drw&@g%ucbua§ ad t hewboin and
limtation, alfentanil, 4%§.prod|ne ani |l eridi ne

cocgéﬁgw m%aﬁ;@s E)Ez@q'%ﬁﬁ ceouUF-E or né)resent invention

1nc§ﬁt‘1@r PhaReL. thontipzede KRAei gy qrdai ngsphasphateésted as
desonor phi ne, dextronoram de , dezocine, dianprom de,

congrRydedc SHBFRBNCHF hpHEseaRE] FonaleRof -Beefalals.12. ' Opiates

are%%@EO'EBf pak %ntsdEB‘EnQX@'QQHet? gepbeptansl most frequently
I't hi anbut ene, di oxaphetyl butyrate, dipi panone,

forepaazomhégaémnh@@t@rzﬁe rreypeatqwlamqﬂﬁrt hi anbut ene,
[ooﬁﬁgy' MRPIY )ﬁtconéﬁl?sztez[lﬁ: e [ ERE AL s Qﬁgg%%%%%”eahat kills

r onor phone ydr oxypet hi di ne, 1 sonet
cel&stob@heeeneubseanpphaace gEnéealbﬁlusedepertbenéreatment of

malg‘égg.ﬁél g dydgg%%]{’orl %%as%%t hadg‘ﬂggu:‘%%opag gﬂéﬁh'tﬂ)e destroy

nor phi ne
rapmdllyupgrmlnglarcn}amc&m meddsorp?ﬂheg , hamog | eb&mphamlwn to be

mutsgﬁgaaoﬁggggiyﬁggéﬂgg c'izgirsvgg{égf:gaggfg gﬂ:ﬁg} in treatment

pent azoci ne,
dosabenadoanmaalphﬁnhzbacnerlmheaspaysdlnecypbubnmdlmmugs that

. L ritram, proned Jropi .
intBrEpbey bt O SRt 1B EoarSaa i yding, DV, RIA,
andThaotledss @jnmmwndlsa@enbéehl yokjoyatad api adwisilbddies and
|nclude§ |Iliéi% drugs such_as heroi d.coc
SUbBBALFBELY nUSERoFAANLE WATH FRE*PPEsentch ngERF oninclude, but
arel petudemt begecbdenti fi ed above as well as any Ilsted
as controlled subst ances pursuant fo 21 C.F

[0033bg. 121) ptRkescatatfid eRIEBFat | Eht §af:'?§rl%‘tﬂ\?§r| gpyorubicin

(adehahfasans. dRsorubeedant lapifeibiRdn) Mddeai@ih of zesebicin,
type’ or anot her . [0052] A cyt.otoxic, substance includes

aclahybigént PHARIMICINgel3aridimese BiRFaMdEONg e actinomycin
D, 8pReiahi¥musedifethe treatment of

[0054] ii) alkylating agents chosen from platinum
derivatives (cisplatin, carboplatin, oxaliplatin);

[0055] iii) a compound chosen from the other groups of
alkylating agents: cyclophosphamide, ifosfamide, chlormetrine,

melphalan, chlorambucil, estramustine, busulfan, mitomycin C,

nitrosoureas: BCNU (carmustine), CCNU (lomustine), fotemustine,
streptozotocin, triazines or derivatives: procarbazine,
dacarbazine, pipobroman, ethyleneimines: altretamine,

triethylene-thio-phosphoramide,

[0056] iv) a compound chosen from the other groups of anti-
metabolic agents: antifolic agents: methotrexate, raltitrexed,
antipyrimidine agents: 5-fluorouracil (5-FU), cytarabine (Ara-

C), hydroxyurea antipurine agents: purinethol, thioguanine,
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mal i gnant and ot her di seases. They are designed to
destroy rapidly growi ng cancer cells . They have been
W@ b@wt07¢563 be nut ageni ¢, carci nogeni ¢ and/ or PCT/US2006/001189
teratogenic, either in treatnent doses or aninmal and
bacterial assays. Cytotoxic drugs that interfere with
critical cellular processes including DNA, RNA, and
rote n synthesis,  have been c ugat ed t ant i_bodi es
pentRg§tatpBeque fLAFTERERSS or F¥t939% ?herﬁB? %ﬁ&ﬂedruagnthe51s

indu&@h:gdef;eﬁutitab@nept limited to: [0053] i )
intercalating agents, .in particular doxorubicin

[005Zdr i amyei np | COEBRERGDi €1 Rsedpi £EBMci hRei deFBBFci groups of
tubaqriﬂba%mma?l apybhes N, Pidd UGN oY | diA®h disrupt the
m t oxant hrone , actinomycin D, epti]inium acetate,
mitpgdss] ispindlsi ati N&nﬁgéﬁFénéhoseﬁv¥ﬁhﬁﬁ%ﬂ%ﬁqrnun1Vlnd951ner
nav@?.!:':.ﬁ@t'vs chELSPERLER, KRSAOPIaLd Nl iddlia®lion of the
55] "ii1) a conpound chosen fromthe ofher groups of
mlt@tkylatlng agepiadleycl ophosphRardétaredsf am de, docetaxel,
0 [ I I r apus

ageggguﬁggﬁh 2?Fgggc?ﬁﬂcéﬂeagabgsggbggghblﬁﬁﬁﬁ B¥StbpBisomerase
IT:(carnustine) , CI»LJQtQpQQ#deﬂ , fotenusti ne, teniposide,
top%&%gﬁggéggoc'f t'ﬂ%?ﬁf%%} %bﬂat'Vﬁﬁh e DNA . cleavage:

rocarbazi ne, dacarbazine, pipobroman yl enel m nes
topotabanetantnetecanethyIene -t hi o -phosphorani de ,

56] |v a, c oup 0 h g of
[oogﬁ? met abol i g@%htég‘gg) P% gﬁ? éHJE%%o%géﬁgfesuCh as
blevalktihr, exed, antlpyr|n1d|ne agents 5-fl uorouraci

00§ 4D 1o (B, (O MO O i, 3

aspélr-agfinbkBae, miybgthaxote ﬂt@é@)ﬂbadﬂ_rse/,nt hesi s inducers:
geHC|tab|ne, [0057] v, ) a conpound chosen fron1tQF
[0050her gVddpd o?ntLﬂﬂﬂﬁqﬁQﬂerflHF??eﬁb%ﬁ%ge tRket

progekakebds, Wakghseistupt the mitotic spindle:

vincristine, vinblastine, vi ndesi ne, navel bi ne, agents .
[00A ch bH&EK t he ¥epol ymBRtiSERERYOf t heEFHERES steroid:
dle%NX@gE§1b@§E£biaX@étrQé@&i@Mf%ostEHE&iVW”Ch i nduce

cl eavage by inhibition of topoisonerase .
[0062] X) an antiestrogen agent tamoxifen, droloxifen,

medroxy-

raloxifen, aminoglutethimide,

[0063] xil) a steroidal antiandrogenic agent (eg cyproterone)
oxr a non-steroidal antiandrogenic agent (flutamide,
nilutamide) .

[0064] In addition to the API's mentioned herein, the dosage
forms of the invention can, in addition or instead, include
vitamins, minerals and dietary supplements. As used in this
disclosure, the term "vitamin" refers to trace organic

substances that are required in the diet. For the purposes of
the present invention, the term "vitamin(s)" includes, without
limitation, thiamine, riboflavin, mnicotinic acid, pantothenic
acid, pyridoxine, biotin, folic acid, wvitamin B.sub.12, lipoic
acid, ascorbic acid, wvitamin A, vitamin D, vitamin E and

vitamin K. Also included within the term "vitamin" are the
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I1: etoposide, teniposide, topoisonerase | inhibitors
whi ch i nduce DNA cl eavage : topotecan, irinotecan,
WO 056876583 ) a DNA splitting or fragnenting agePCT/US20061001189

as bl eonycin, [0059] vii) one of the follow ng
conmpounds: plicanycin, L - asparagi nase, mtoguazone,
dacar bazine, [0060] viii) an anticancer progestative
steroi d; medroxy progestero est rol 0061

CocRRYBNE| (OO toat FORBRYSEE, i | GPECHYRG: i PhURIaR)  Forms of

vuaﬁ‘iﬁésodbaahﬁgﬁégst LAb1uf®06€himindn pyt:bpﬁbgpg@@es (TPP) ,
agent: tanoxifen, droloxifen, raloxife

flagipnygronechpatdee [(BUYE] ﬂawhns%@%%la% dinucleotide (FAD),

Nlcéﬂihéﬂgagg%e‘hl"i‘ﬂaen&lﬁ@cgl&ytpic% er(ﬁﬂﬁ% Olyi&otinamide adenine
non- st er oi dal anti androgeni c agent [utam de, nil ut

dingeigefide | (pBasPhRtaddiNARR /t 0 COREZAPE sAedfPBhed Pyridoxal
phogglélgt o drsage Eé’ﬁﬁ%g&dréml@vgeiaon c%%ari'lzynfé B.sub.12,

. ron or i‘nstead vitam ns, mnerals and
llPdYéiﬁsynsupplenentsllﬁ@sSUSQ%ﬂm¢ﬂ1hls di scl@®dre, the 1.25-

dih 8&’:81{ 31189 {)fe%] 5B, t‘i‘h[er n‘t)rg@[.ﬂl:ﬁm§ﬂl?§ an%ﬁ%& hahciudes

Fe T qU|re e dief t he purposes of
chobieeentarnMEnmeonandrnﬂphaanahaﬁmﬂnd @maj gelredeses .

[ooﬁ%ﬁ hout h?ot% Onmlhhkgﬂl'”% fel%mc L%Vln{}lof&a?ﬁ]td ngﬁbstances,

el ¢ acid ,  pyridoxine,
metamsd andtanenlBkesmhquifedlLpotheahuManadretblfhasidthe term

" mn E, a
mifbER N oae ek BERE L Per AR i EBPRY  hAiEaL ome B81cium,
(callbgumof carﬁ@ﬁmqnﬁs iaﬂ‘cm,Sp&CLII:fd C cldendain, focn@pef: iodine,
vitam ns. zynes include thlanlne phosphates .,
magpSBERN . T | RSP FESEIGET AR EHY i e AP mixtures
thedebtc| avlel dﬂax(nFA[aletaNt}Eoémpmmwdeas neseédnicdredti deans a

SUb%R$Eﬁ§ Nlpotl anlggpggg§£?g%§$ cleotldg pho§g ate. .  when
admbh@gyéted tﬂiraim&rlof ahbanes| d,Disendy MeuBpletient:2, include,

w1tnggy5L%§£gglo%} ghghrfﬁéggéleﬁQg észgee pollen, bran, wheat
germ, kelp, cod liver oil, ginseng, and fish oils, amino-acids,
proteins and mixtures thereof. As will be appreciated, dietary
supplements may incorporate vitamins and minerals.

[0066] In general, the amount of active ingredient
incorporated in each tablet or dosage form (API, wvitamin,
mineral, dietary supplement and the 1like), may be selected
according to known principles of pharmacy. An effective amount
of API is specifically contemplated. By the term "effective
amount," it is understood that, with respect, to for example, a
"pharmaceutically effective amount” is contemplated. A
"pharmaceutically effective amount" is the amount or quantity
of a drug or API which is sufficient to elicit the required or
desired therapeutic response, or in other words, the amount
which is sufficient to elicit an appreciable biological
response when administered to a patient. As used with reference

to a vitamin or mineral, the term "effective amount" means an
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di hydr oxychol ecalciferol. The term"vitamn (s)" al so
i ncl udes choline, carnitine, and al pha, beta, and

W@ 0076583 ot enes. [ 0065] The term "m neral " r ePE&r/HS1006/001189
i norgani ¢ substances, netals, and the like required in
the human diet. Thus, the term"m neral"” as used
herein includes, without limtation, calcium (calcium
carbonate) , iron, zinc, selenium coEper, i odi ne

amopagneat ukeagkospPeittus 10&hr 8fi ticandnt hed| | K@t esmgRecommended

DaifyX AN BSwd &L eQhrpAhe (o Mmhdt etfnt iTHIRE TBAgTe@Bent for a
uSed herein nmeans a substance which has an appreci apl e

pathgnEi t FoFalexamrl@, whenaBdAnkesdefedoresiait difountiemin C,

thel &harye AUARKRITBSu 1 CHEAG 1 t Wi RO WduTld BfdONideS Uk amount
I ngredi ents as bee pollen, bran, wheat germ kelp, cod

of |vit@migt | ¢ Fufdmgendndtei PogiPs, HIF neradiars Oof the RDA.
Typ.pLEQif%'nsw?% Megddresptdier eQf1udes W Wink$al or vitamin, it

—appre {ate dietary suppl ements nay incorporate
willi tlaeorpoxntentrighglrs ancdgss) Preferabdly, abmttanfifit or more

of gﬁeagébygcgg%%ﬁgﬁgpt i ncorporated in each tablet or

osag orm , vitamn, mneral, dietary suppl enment
[o0amll t heThekepmoumiy hef selacived aowretlientt o kewmdn can  vary

L nci pl of .pharmacy. An_effective u f APl ]
9re§(ﬁg¥rfi oF ;F"c‘%?ﬁeenm%}%eed.s < 1 PREY C i Hodad b, the
reqatmenentsi tof s abider stimgaetilanfswi t éind esyiect nunberor of, for

exanpl "pharmaceut i cal effective agount”.i .
exa AP onbPRIGHS RLRAaPRasEhErEsl fyobpdEerPORC S, 217 simpact
thet hgppsburtimit quant ithy oameunt ugpHr pElrmafticdlogisally active
| Cj red or desired

., sufficient to elicit the requj .
ingFAGIEPE .V TooPRsEe E4% ofREFvRbr dGeTPRE M aouritne active
ing%\'_édliiénts ilssuf f)i:@irﬁﬂédfl\ﬁ.rﬂ {b.lgi hn@ﬂn&pnijCbabeeen greater than
i ol ogi cal response en_adm_ni stered t patient. A
zerg GIed AMAHF rdterBhc¥etghh it &fitn rihedl frabll and, more
prefir-gbiof f aet iveranpuintt pRaRSeANgFeHBbrattHaeASie@DOMd about
10% of the United States Reconmmrended Dailg Al | owance

60%( " RYA" WedehEnattieRaqicul UG ngkbdi e or terPae i ehpe  active

ingFRAieX8MIM bE ahdinfemdesni ngl egdn6ht | Vi batwBef about 1
. then an effective amount of vitam n C would include an
micERELAR &P \ARQWH n2 CIKaNE; c PBAL MAFSprRye e akols opetippen about

0.02f ihe RRAutTYRbE3! | ¥i1Mksnd herabkgbagacl tsles, ai.e., per
tabr{legt.eral or vitamn, it

[0068] Although the invention herein has been described with
reference to particular embodiments, it is to be understood
that these embodiments are merely illustrative of the
principles and applications of the present invention. It is
therefore to be understood that numerous modifications may be
made to the illustrative embodiments and that other
arrangements may be devised without departing from the spirit
and scope of the present invention as defined by the appended
claims.

INDUSTRIAL APPLICABILITY

[0069] The  present invention enjoys wide  industrial

applicability including, but not 1limited to, providing
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wi Il incorporate higher amounts, preferably about 100%
or nore of the applicable RDA. [0067] The anount of
w@eaneessshgr edi ent used can vary greatly. O cPCF/E82006/001189

the size of the dosage form the requirenments of other

i ngredients, and the nunber of, for exanple, tablets

whi ch constitute a single dose will all inpact the

pper limt on the amount of pharmacol ogi call actixg
g orm and

u

packpgiedi ERE WSCdFaE4RBe GSPECLRAGWY EROSFerddy diaRlel

frafglibYe tALLEMI £5tmi s provided in an amount of between
greater than zero and about 80% by wei ght of the
finished tablet and, nore preferably, in a range of
bet ween greater than zero and about 60% by wei ght
thereof. Put in other terns, the active ingredient can
be included in an anount of between about 1 m crogram
to about 2 grams, and nore preferably between about
0.01 and about 1000 mlligranms per dosage form i.e.,
per tablet. [0068] Although the invention herein has
been described with reference to particul ar
enbodi nents, it is to be understood that these
enbodi nents are nerely illustrative of the principles
and applications of the present invention. It is
therefore to be understood that numerous nodifications
may be nade to the illustrative enbodi nents and t hat
ot her arrangenents may be devi sed wi thout departing
fromthe spirit and scope of the present invention as
defi ned by the appended cl ai ns. | NDUSTRI AL
APPLI CABI LI TY [ 0069] The present invention enjoys w de
industrial applicability including, but not limted
to, providingpackagi ng for nedications, especially
those in tablet formand frangible tablet form CLAI M5
1. Ablister package conprising: a unitary blister
sheet defining at |east one unit package region, the
at | east one unit package region including
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a recess having an open top and a flange surroundi ng
the recess; and a unitary sheet of |idding materi al
wee@bamnsys seal ed to the flanges, wherein said PCT/EEE06/001189

sheet and said sheet of lidding material further

define unseal ed areas for facilitating peeling of said

lidding material fromsaid blister sheet, said

unseal ed areas bei ng accessi ble by a user upon the
CLABMAdIi ng of at least a portion of said blister sheet

and sai g shegteef phicHdbRIcBRbRELAhg: 2 . The blister
package according'to cflaim1l , wherein said blister

sheet iacldfﬁiecsaxfyowsw@jtérpa%ége_d@ﬁimﬁ Bt . 1Zhet one unit
bl i ster package "according to claim2 , erein each

pachage paciage &g Gt il ekt RAFEAIP bFegter including

P €n The blisherrpackage Acqoring L@reban®idg th
& ,él?%?tgheravidinncq uglﬁngé}i)?nestcg? weakness, V\hdg’ei n each g ©
recesist padkage region is defined by the |ines of

weakness. 5 . The blister package according to claim1l

, Wher eBn wHithrsheshesst ¢f ddiddingt dEitgr tBprglably sealed

iLncl rforations for accessing the unseal ed
ko g%%agigégggme bl i ster package according to claim1l ,

wher el N hieH8Ce3s o BliuiRs waldet Atk Al #5801 M i dding
7 . The i ster package according to claim6 , wherein .
matardedage mtmmaydébing spusedaladt hene@sesstawn tHagilitating

peegg walld Ssgrl%l dlfdezﬁtn%ggfag%gig{dlmm égfmiﬂgs%gfsﬁeet, said

om and "adj ac ing materral s
unsehéed arears dwing spacesdithleehy eacisers agerf drhme dpending of

the ¢l osed hqattomof t A acmge sagg.
at f%‘?ﬁﬁcﬁ ngl l})é)ﬁ%:g)loé'l p%%kggégdragggf%?engdspﬁegl arm 1%%% gheet of
lidghimgahiatyrdblphar maceuti cal dosage fornms di sposed in

the recesses. 9 . The packaged dosage formclained in

cl @i.m 8 Thewhel stnet heaphkageacautdrdinglosageciaims lar ewherein

f . : : .
salde%3?2¥£r sheet includes four unit package regions.

3. The blister package according to claim 2, wherein
each unit package region is removable £from said blister

package.

4. The blister package according to claim 3, further
including lines of weakness, wherein each unit package region

is defined by the lines of weakness.

5. The blister package according to claim 1, wherein
said sheet of 1lidding material further includes perforations

for accessing the unsealed areas.

6. The blister package according to claim 1, wherein

the recess includes walls and a closed bottom.

7. The blister package according to claim 6, wherein a
dosage form may be disposed in the recess so that the walls
hold the dosage form away from the closed bottom and adjacent
said lidding material so that there is an empty space between

each dosage form and the closed bottom of the recess.
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10 . A nethod of renoving a dosage formfroma blister

package conprising: providing said blister package
whaonempsas bl i ster sheet and a sheet of |iddi ngPCT/US2006/001189

material, wherein the blister sheet and the sheet of

lidding material define at |east one unit package

region including at |east one recess and at |east one

i naccessi bl e unseal ed area; hending at. | east a porti.on
of 8sai dPbl P3CERIFCkAGETE aliodH a dng hea package as

cla¥negalief aigdn arasiing a1dRastcid 8er PrenRfcddtdcal dosage
unseal ed area; pealing away at |east a portion of the
formﬁdéFﬁQOﬁﬁ@eFPaEhﬁorﬁéﬁéﬁPSat | east one dosage form
di sposed in the recess; and renoving the at |east one ,
do8age FBenPackagdede dpsRHGd tocdbdidddad i@ £1r40, 8, wherein

thefghagaéceaﬁﬁahiiaesa 8 $bepsOhreepangbhpg.at |east one
uhi't package region fromother unit package regions .

124 gThepyngihagd pcger R tidCl &1 BbiBgeM¥es@h Nfe8ind a blister

bendi ng step includes splitting a portion of the
packpggi RGURHLEAREGl: al ong a |ine of perforations. 13. A

bli ster package conprising: a blister sheet includingb ,

at IeasPr@ﬁéd#éges§ahdvihglﬁﬁeépeﬁa?ﬁﬁgﬁndhﬁv¥nﬁng% lister

rr diyn r ecess; of 1 &eld i

Sher%gt e%lwal lai %%Iﬁél% ngcfpe%%(%%{fgoﬁg%gggﬁé'shdéﬂée?%%gl itéllgi n%llSter
sheptt @ridhl theelshibley s¥al déddsnat meggstiadpotef bre ofitt Heast one

o n finis ' Qﬁﬁg d at 1 t
unl&e?\%%gﬁggai gggloﬁistlglr%lghdeé?a;atﬁdq%%s&ns ee?peocfaé%dal nga cas
onemaneccebsibfier shsethedpartarati ons are | ocated al ong

at least a portion of the at |east one unseal ed area
and bentendiof sdi dléasst er poadkiage @f | saddf drlister package

to ?EEEF Lng.af, g@etggrﬁgggg}gas?%gg,access of the at

east one unseal ed area. € blister package

accor di gggggﬁggg%@ }aaseher gwtﬁgi&gg@' tALeinSh88td area;

i ncl ude 'ty o pac
pealing away at least a portion of the 1lidding

material to reveal at least one dosage form disposed in the

recess; and
removing the at least one dosage form.

11. The method according to claim 10, further comprising
the step of separating at least one unit package region from

other unit package regions.

12. The method according to c¢laim 10, wherein said
bending step includes splitting a portion of the 1lidding

material along a line of perforations.
13. A blister package comprising:

a blister sheet including at least one recess having

an open top and a flange surrounding the recess; and

a sheet of 1lidding material including perforationmns,

said sheet of lidding material peelably sealed to at least a
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regi ons, each unit package region including at |east

one recess and at | east one flange surroundi ng the at
WO e@si7es8e recess. 15. The blister package acchPeTURZP0E/a01189

claim 13, wherein the at |east one recess includes

wal | s and a closed bottom 16. The blister package

according to claim15, wherein a dosage form may be

di sposed iin the recess so_that, the | s hold the
Por§deRg Ot S M%rﬁ%@ﬁw aﬁ%%moo%%j gpappled area

betSleth lsiaddi B iERES sBke$0ahhakatiBEEReckes 3F AR ngP@EEerial,
bet ween each dosage form and the cl osed bottom of the

recéss yherein the perforations are located along at least
a portion of the at least one unsealed area and bending of
sald blister package allows for splitting of the perforations

and access of the at least one unsealed area.

14. The blister package according to claim 13, wherein
said blister sheet includes a plurality of unit package
regions, each wunit package region including at least one
recess and at least one flange surrounding the at least one

recess.

15. The blister package according to claim 13, wherein

the at least one recess includes walls and a closed bottom.

16. The blister package according to claim 15, wherein a
dosage form may be disposed in the recess so that the walls
hold the dosage form away from the closed bottom and adjacent
said 1lidding material so that there is an empty space between

each dosage form and the closed bottom of the recess.
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