1 Formulation of a Thienopyridine Platel et
Aggregation Inhibitor Field of the Invention The
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Summary of the Invention

According to a first aspect, there is provided a formulation comprising a

therapeutically effective amount of the compound of formula 1



HCI - | packaged in an air and noi sture inpervious
gas-inerted blister pack. According to a second
aspect, there is provided a formnulation conprising a
therapeutically effective amount of the conpound of -
formulal O N COSFHC, | packaged in an air and
noi sture i npervious gas-in@%ted bl i ster pack sel ected
fromthe group consisting of PCTFE, PCTFE-EVOH, and
col d-form al um num gas-inerted blister packs. The
present disclosure further provides @\fornulation of
conpound | conprising a tabletQscap , capsule or
ot her solid formulation of the cowpound of fornula I
packaged . in an air and noisture _inperyious
gas-inerted blisfer pae he N"eseER scl osur e
provi des an inpr i atidn of ¢onpound of
formula | ¢ 'Sy ' effective
anount of a tablet, caplet, capsufe or other solid
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an air and noisture inperviogus gas-inerted blister
pack. The present disclosure relates to a nethod of
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packaged in an air and moisture impervious gas-inerted blister pack selected from the
group cgnsisting of PCTFE, PCTFE-E‘J(_)H, and cold-form aluminum gas-inerted blister
packs. ' -

The present disclosure further provides a formulation of compound I comprising a
tablet, caplet, capsule or other solid formulation of the compound of formula I packaged
in an air and moisture impervious gas-inerted blister pack.

The present disclosure provides an improved formulation of the compound of
formula I comprising a therapeutically effective amount of a tablet, caplet, capsule ot
other solid f_ormulatiomlof the compound of formula I packaged in an air and moisture
impervious gas—inerted blister pack.

The present disclosure re}ates to a method of improving the stability and shelf life
of the compound of formula I comprising packaging tablet(s), caplet(s) or capsule(s) or

other solid formulation of the compound of formula I in gas inerted



capsul e or other solid formul ation of the conpound of

formula | which has been packaged in an air and

noi sture inpervious gas-inerted blister pack for the
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formula | conprising the steps of: a. preparing

tabl ets, caplets or capsul es of the conmpound of
formula I, and b. packaging said tablets, caplets or
capsul es of the conpound of formula |"in gas inerted
alumnum foil blister packs. According to a seventh
aspect, there is provided'ﬁ'process for the

manuf acture of a conpound of fornula | conprising
the steps of. a preparing tablets, caplets or
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b. packaging said tablets, caplets, capsules or other solid formulation
of the compound of formula I in gas inerted blister packs.

According to an eighth aspect, there is provided an article of manufacture
comprising a compound of formula [ packaged in an air and moisture impervious gas-
inerted blister pack.

The present disclosure relates to a method of treating Cardiovascular Diseases
comprising administering to a patient in need thereof a formulation of the compound of
formula I comprising a therapeutically effective amount of a tablet, caplet, capsule or
other solid formulation of the compound of formula I which has been packaged 1n an air

and moisture impervious gas-inerted blister pack.



containing a positive pressure of an inert gas for
use in the treatnent of Cardi ovascul ar D seases.
Detailed Description As used herein the term
"Prasugrel " neans the conpound of formula | as
shown. Wil e the conpound js al so nanmed CS-747HCL,
and Prasugrel HCl here and’®el sewhere, these terns
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preventi on of occurrence or recurrence, reduction in
severity or effect of cardiovascular diseases
including but not limted to restenosis, acute
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and high risk vascular diseases by the use of a compound of formula I singlyorin -
‘combination with other cardio-protective agents of as an adjunct (o an interventional |
procedure such as PCI or other interventional procedure.
The term “therapeutically effective amount” as used herein refers to the amnount
of a compound of formula Inecessary or sufficient in single or multiple units to treat

the particular Cardiovascular Disease in a treatment regimen comprised of a compound
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‘with,” “combination of a compound of formula I and stent,” and “in conjunction with a
PCI procedure” if and as used herein are synonymous and indicats that a patient who is
a candidate for a PCI procedure or other interventional procedure is administered a
therapeutically effective dose(s) of a compound of formula I or a pharmaceuticaliy
acceptable salt, prodrug, active metabolite, racernate or enantiomer thereof, optiopally
in combination with aspirin at a reasonable period of time prior to and/or after PCT or

other interventional procedure. A reasonable period of time for administering the
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. ts are shogwn.in th X les. L My’ o I -
sign PR HrBY<: P PG oL PO PR (OB A e il aware
that %%s’%hﬁ]é ﬁgieﬂib{fﬁmss Hs be Hirsaat 1o dBicvelbidiaal @b AReRoA believe

er approved or approvable solid presention of a
that the phrake tainandmoistre impédvioksT mareriel errblister packie pyad

L 5 e e eI LB
less RASEPABE o GRTRAYAG s Qe AR BiHed dndaRM ablifuiRambadionthedd is

difficult to attain. A material that is both air and moisture impervious is pieferred.

Examples of air and moisiure jmpervious materials include aluminum, PCTFE
(Aclar®) and Aclar®EVOH. Aluminum foil blister packs are most preferred.
The phrase “gas-inerted” as used herein means that a gas that is inert to the
‘tablet, capsule, caplet or other solid formulation surrounds the available cavity or space
other than that occupied by the tablet, caplet, or capsule in a blister pack. The gas may
‘be an inert gas or other pas that does not adversely affect (react with) the tablet, caplet
or capsule. Examples of gases useful as inenting gases include COz, argon, nitrogen,

neon, krypton, and CO (1n non-lethal pharmaceutically acceptable quantities). More



sai d conmpound of fornula | according to the present
i nvention. Thus a conpound of fornula I fornul ated
either as the tablet, caplet capsule, slowrelease or
fast disintegrating (dlssoIV|ng) formor other solid

form packaged .in a gFpiiargENedT pAegE num foil blister
pack is a fornul ation for t e purpose of the present
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as peagtieally postiblespmplatelyified WHoUSOgREE PHET INCH@RE o
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2% AL, In a preferred enbodr ment the present invention
- provides-a fornmul ati on of the_  conpound of fornula |
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Om@f@]dﬂlﬁh'ﬂ%ﬁd ¥ 20fe RInilitahd cEBSTsidn amhaihipds equiedant aadunts
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Efresb@rrpoaﬂwcx@mplqsrnul a | are packaged in a blister
Con i e i s Forfufitong B s3] ARl e ering,

 fast dis%bﬁ@; @a@rer@s@eﬁowr@m ok Bprovableescilidgkesernidsh of a
enbod |nent the tablets, caplets or capsules of the

dmgd@mmm@neofslﬂﬂrlmh@ﬂ are packaged in blister

f
DTS e SO A R BRI T M el o
inclmeﬂwm%mgdﬂr@ﬁparéma)ﬁ\phhﬂm formmibepl midshopackaging of
capsul es of the conpqund of fornula I, arj,hﬁgcka edm{dnof
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|
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, disiﬂﬂéﬁrﬁt@ﬁﬂdﬂsﬂ@!ﬂg@ (for@i mthmoﬂﬂlfbmpa&a@d ip acgn(-a)eﬂed n

referred enmbodi ment, .the co nd of formul a

g anot her
aluﬁlm%cfwébﬁﬂeﬂ peckns aformulafiender SeFreoshYSht PE§et invention.

- .
L RSB DB s oSt i i

siow(réﬁ@sd\@ﬂfast dRiftelaiting (dissoRNR: sfong by othtr solid form packaged ina
gas-inerted ahrminum foil blister pack is-an article of manufacture for the purpose of

the present invention.
Preferred Embodiments of the Invention

‘ One embodiment of the present invention is the provision of a pharmaceutical
formulation comprising a compound of formula I wherein individual tablets, caplets or
capsules of said compound are packaged in an zir and moisture impervions material
containing an inert gas for the purpose of improving the siability and/or extending shelf

life.



i n-conbination with other cardi o-protective agents or

as an adjunct to an interventional procedure such as

PCl or other interventional procedure. The conpound

of forrmula I, analogs, salts, solvates, and

enanti oner t her eof REBLAGEMIHELBAGE by a variety of

met hods, i ncludi ng nmet hods-&8escri bed in portrons or

all of the disclosures of U S.  Patent Nos. 5,288, 726

and 6,693, 115B2 the entire contents of which are

| Ngo4 ltst@fea:te@ dribedphdnt the preseat iomasion providasts femmulation sgf the
compgp a’mt ed(r;lf Iﬁd?mgi?gl éégrg%aﬁgégc',a%?e?f or%ggsulecslc%hgsmﬁg the compound of
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vaki mﬂleobrqﬁirmdmclmﬂhm@&lth%/mbkgc @%’?%?%%ﬁ@g?a%e‘h? gompo
wel | known.to .ane.skillegd. ] : o =FRA !
offngpum,ags.paé:;g%gegi lgﬁtbils H?‘%GBEO é‘gﬁggée‘i?sfrom e?gﬁl %F group
conslsfifig bPh#RYEA G RACARI, Sigon (dajboBidioxsdd, and uarbor moboide.
not-Irmted to mannitol, |actose npnohydrate,

- pr hgeiatd prifeesd stmibodinank the tablgls, GRRler gricapsules ¢f fheempound

REPLACEMEN] PAGE...-9 (b i S .
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s including but not Iim

ted to ., . X
caplédty dr apydeopfthe wempyunseof] formuala Igﬁcpaclpﬂgeﬁs 6&91ﬁqogﬁt§7-}nerted blister

..cel Lul ose. For .t ahl_.et ' ' I '
packfs Shea FiosbRR B dom R LE R B s, EERRkn VO ke
comy %?if&%tﬁi Fgﬁ&tagﬁd i%trﬁt@tﬁg'dﬁ-iﬁaited, aha:pi!hug'l fptidnligter pack(s).
ehenate. |f tablet is produced, it

, is ofte o .
de¥i ammidics prefertéd embediment, g6 dof forppled Ha%}caged in an air

i d h ti.cal | ' ; :

* andt ¥k amBeFipos DD dediol ASFER AR p ARAS MAAGRORAR i

| Keatﬂgpﬁtg.eﬁéswmaﬁﬂﬁnagﬁﬁﬂm (@CIWIMY Srokenand KR, singly or
prfodu

ce a variety of filmcoating ;%/?éierrs cont ai ni ng ol
in cqnibigatiomswitlpbthet cailiveproteaiive FHCGHORAS Pt Ap Ay gtervention

| XE d'ﬂﬁ ﬁts t : QRbfirihe tablets i
Pchﬁnélg‘gs &%5%%8‘%‘2'%@%%%&“ cul‘a(r—:‘l ya p?e?elr P—eg
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o peoaend Syt em (Cont o o g e SUULLAE ) 20401 ot or
. deb , i .
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Or"”"or € exci pi ents descr above

are RS pbiated ol b réfaRaLY. CB particnbarpd® psteat 6,695 1 15BE discloses and
I'n order to inprove the flow_properties, it g#?lht l%e
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4,56, 7 816 53:%&8&30?5 E%]pyﬁdine), the compound of formula 1, also known as

Prasugrel.
A solid oral dosage form can be prepared using a variety of pharmaceutically

acceptable excipients, well known to one skilled in the att. Normally, one or more
excipients would be selected from each of the following categories:

(a) Diluents such as but not limited to mannitol, lactose monohydrate,

pregelatinized starch or microcrystalline cellulose.



equi pnent to produce a nore flowable material.
Because of the stability properties of prasugre
(susceptibility to hydrolysis and oxidation),
certain excipients- nost notably povi done and

crospovi done (usual IREPIGANERIBNTBAGEace per oxi des)
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bl i ster packaging is an advantageous and attractive :

sol lltl?) Fﬁ.{fmre%aﬁg Sl 220t 13RitEdHot AR bargRNBRGO AR ok tsubstituted
ity once |

st a manuf act ured, unit dose blister
hydpaisagiyheeiluidie pakddiculserch giasolataert ed al umi num foi |

bl'i st kagi ng i . t | yt i th

or dis Bindetynendtog dubmotoraredaragremd B iR ulehe vt
hydRESBRR: ?&e‘lﬁi‘osfe%omme%}}sﬁc AchsheRbliBint GALR ANoDH 18EsHmended

SR PHkEs ackag

e cavities and es can be prepared from

sucRabsraex ligfitel td Maghaium neami seardl wid, Mubglycuyiohtsate.
blisters are prepared fromfilns gonpri a_qed

! of . PVG,
PCTIEE tabdetds produeedaitds eftspudesyatde a3t 3|f%‘i}&ltt“r$etgblet to

_cavity to be.fgrnmed ' i : '
proyigé apharircticaly e ptbic PRbAS A 1o hat LpralReLANEG
swall8sR TrhPbRA §@§fi§ié['sa_"uch g Ifeegx aatple, @bloedon nA{WTSA), phetuce a

dosage formis filled into the foaned, cavit,es,
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..cavi.ties and the [ [ I Sher; :
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propepti¢s, danigbhbaodesirable to pass these Blgndy throygh girpliar cempggtpgor other
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into the blister cavity can be - )

Unit dose blister packaging is a convenient presentation for patients and health
care providers and these cavities and packages can be prepared from a number of film
forming materials. Most commonly, blisters are prepared from films comprised of PVC,
PCTFE, and other additives designed to allow the cavity to be formed by heating and
tooling designed to create a cavity o hold the finished solid oral dosage form {capsule,
gelcap or tablet). After the dosage form is filled into the formed cavities, a foil backing

composite is applied to the top of the cavities and the backing is sealed to the blister film

by the application of appropriate amount of heat. One of skill in the art is able to effect



acconpl i shed by various neans. In one instance, a
vacuum may be used to evacuate the air fromthe
formed cavities and the tablets then filled into the
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heats up and expands, oxygen may be effectively reduced by displacement.

Demonstration of the Invention

The stability of tablets, capsules ot caplets of the compound of formula Tis
affected by factors including age (leﬁgth of storage), and storage conditions, such as for
example, temperature and refative humidity. The proper storage conditions ensure an
extended shelf life during which the potency of the 1ablets. caplets or capsules is more

likely to be within recommended and/or approved specification limits thereby ensuring
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Hydroyaie - Hd W dda Mediated) O- 11 INF H&® S| N
FI -.. NaC O A0 NOdd" OXTP Teut ormer Pnsugm
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 the diemiiaMa@ i maadysaic imegtiysd theeteiets HBpletsOudapiules

admi e patip Bt aet Sown Dt despite tk iinproveménts af¥ociated
with the ﬂCI salt of C8-747 vis-a-vis stability, etc (see U.S. Patent 6,693,11582) there
‘remains room for improvement. Specificaily, it is now known that stored tablets
containing the compound of formula I degrade by both hydrolytic and oxidative
pathways. It is also believed that there are crossovers between these degradation
pathways wherein intermediates or products of certain steps in one pathway may inter-
convert or be kinetically accelerated or hindered by the concentration of product (or
intermediate), air or moisture from the environment or the other péthway. A proposed

schematic of degradation pathways as currently postulated is shown below in Schemes

1 and 2.
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reactions 1o give a complen mixtura of late-eluiing impuritias.

The inventors have been able to individually track hydrolytic degradation
products OXTPI and OXTP2, along with the oxidative degradation products’ Diketone
and HYTP. As shown in Scheme 2, two primary degradation products, OXTP
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The inventors compared the effect of packaging materials and methods on the

stability of a drug product containing the compound of formmula I. The materials and
methods compared include (1) nitrogen inerted blisterpacks smnprised of 2.0 mil
PCT!;"E (polychlorotrifluorcethylens} containing blister material and aluminum foil
lidding; (2) nitrogen inerted blister packs comprised of 2.0 mil PCTFE/ethyl vinyl
“aleoho] (EVOH) combination blister material and aluminum foil lidding; (3) non-



chem cal analysis to assess changes in potency, total
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Table 1 shows that the potency of the tablets stored in nitrogen inerted cold

form aluminum foil blister packs was higher than that of tablets stored in the other



not been determ ned. Advantageously and unexpectedly,
the present invention (particularly, the use of cold
formnitrogen inerted alum numfoil blister packs)
results in a significant reduction of the percentage -
~of these conbined IREF_.SCEMENTPABHE ities (LEI'S) or
degradation products. The .yfrs in tablets stored in
nitrogen inerted cold formalumnumfoil blisters
were substantially |ower than for tablets stored in
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packaged under normal atmosp. enc cendnmns This was true for each of the storage

conditions (25 °C, 60%RH, 30 °C, 65%RH and 40 °C, 75%RH (not shown)).

During the execution of this study, empty blisters were produced with nitrogen inerting

using the three blister materials; 2.0 mil PCTFE, EVOH/PCTFE and cold form

‘aluminum blisters. At representative intervals, the oxygen content of these empty

blisters was measured to determinc the impact of storage time and conditions on this
parameter. chrcscntaﬁve results are presented below in figure L
Figure 1: Oxygen Content Analyses of Blister Packs
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-16 Based on the inability of the two clear blister
films (2.0 m| PCTFE and EVOH PCTFE) to nmaintain a
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As shown in Table 2, the potency of tablets stored in low oxygen environments
such as those achieved with the cold form nitrogen-inerted aluminum foil blister packs
was consistently higher than the potency for tablets packaged under normal
atmospheric conditions or at higher oxygen environments (as shown in table above).
This was true for cach of the stability (tested) conditions (25 °C, 60%RH, 30 °C,
65%RH and 40 °C, 75%RH).

The LEI resuits for tablets stored in low oxygen content foil pouches (blister

packs) were consistently lower than for tablets stored in packages containing normal
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Also as shown in Tahje 3, the LET's in tablets exposed to lower humidities prior
1o packaging and thcn nitrogen inerted when placed into cold form aluminum blisters
were consistently lower than for tablets exposed to higher humidities and then
packaged under normal atmospheric conditions. This was true for each of the stability
conditions (25 °C, 60%RH, 30 °C, 65%RH and 40 °C, 75%RH).

Diketone Peak

With respect to the assayed level of the diketone related substance peak, the
invention also demonstrates a significant, tnexpccted and advantageous improvement
over other forms of formulation. Each study (tables 1-3) illustrated that the formation
of this impurity was related to oxygen concentrations. Packages such as the cold form
nitrogen inerted aluminum foil blister packs containing and maintaining lower oxygen

environments tended to minimize the formation of this impurity.




1 sirvn MTS AY9 ois 2n RMR(R cR0O6 ud 7n.,> +vrs -
9l\/|1 un 076 - ow om DA -3531 It. YC: .IT't U%4""):
"> .:{ “:SdeAtrdd .49.+ +: :'YxB (65M J57) ':

aC | nkML As shovvn |n Tabl gwggﬁgftency of tablets
exposed to | ower o packagi ng and
then nitrogen |nerted V\,hen-l aced into cold form
alumi num bli sters was consistently higher than for

tabl ets exposed to higher hum dities and then
padNd@eiteaknder normal at nospheric conditions. This

f h
boBigt ~Shscto EESRpR o WE AYRP eyl oo Mich deRBnivrests
signifi éﬁit,&f:{%ﬁgi&&ﬁlr :{n?lr a@ﬂ)ﬁgéggﬁgﬁl nvﬁgﬁg Sfed dthaflfmrn?of
formukprlpackngiss. (iast sy bLOIS B PO bAh ARG € L
t il
impufFY e SRt Phate ARERTARAR, PR QA & RRPREAG ESpon

inertét ﬂ'ﬁﬁmﬁ%ﬂﬁﬂ kil 1S1RAek ;Iahﬁs”l@ntaﬁhhg amammmng tower asipenfcottept
stabilit conditions (25 C, 60%RH 30 C, 65a, 6RH and

tendedCto 'ndini formptiast oithis BepRrity {hadditigrs af iLITIRYEILY 15

o SRR AT A O G i s
w0 RSB B A Btk otors

1mpunkyustrated that the formation of this inpurity was
ated t {
bRt e R R O TR T R o R RARPRY iy ing e

dlSHlBﬁﬁ&?‘Of:ﬂ'iBlﬁlll& NYhafgk dTaitdRhihdited bliver paky gmnces the
environnents tended to nminimze the f ormatj on

amontgof impprtinem digmyRdmboacEimparigntyitpisotiag l@hwff‘?‘ﬁ‘ ‘?’}* ting

* the olERBRGR L b5 AR e Rlay Mol fmoliipripst f on

HyagReiisn FR8sED invafn Ibaachidved wanof) of water
Appfcq}(rrul ati on/ packagi ng. Each st udy (Tabl as 1-3)

activity bulevela e sttt 0o abontfhd.i HFFOSPPEGRS Wﬁehww was
el ated t t
redodbpd o Grveln OS50 6 FEH B A R R RS KRGS plflethan 2%

to 49packs containing and naintaining | ower oxygen content
tended to mnimze the formation of this |rrpur|ty I n
addltlon as thlﬁﬂmﬁ&fﬁgﬂ&.@’_ﬁé}féﬂﬂkd from

, r e oﬁnéélloa 8g1r od u e m(r lﬁvcﬁé&%égaﬁné Gnd WRinistering a

pharmaocﬁtical fnrmulatmn compnsmg tablets, caplets or capsules of the compound of

formula I packaged in nimgén-inerted aluminum blister packs. The blister packs may be
individual units or a pallet of multiple blister packs jnined at appropriate perforation
points for ease of dispensing or packaging for sale as appropriate or approved, The
method of the invention involves formulation of the active ingredient into a tablet, caplét

- or capsule including slow release capsule or fast disintegrating tablets packaged in gas-
inerted blister packs preferably aluminum foil blister packs. The improved formulation as
défmed berein includes the packaging of the tablet, caplet or capsule into a nitrogen
inerted blister pack, preferably aluminum foil blister packs. Typicaily, the tablet, caplet or
capsule may contain from about 1 to about 60 mg of the compound of formula 1.

Preferably the tablet, caplet or capsule may contain from about 5 mg to about 60 mg base
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capl ets or gapsules so nmade are then
230 mg, An Opadry™ [I beige film coating mixture i3 added to water and then sprayed

onto these tablets in a side vented coating pan.
The tablet is then packarged in an aluroinum foil blister pack, inerted or filled with a gas
such as nitrogen and then sealed using procedures known to one of skill in the art.
Formulation 2
CS-747 HC1 (10.98 mg equivalent t010.00 mg base) mannitol, hydroxypropyl
methylcellulose, croscarmellose sodium, microcrystalline celiniose and magnesium
stearate are blended and then roller compacted to produce a granulation. To the resulring

granulation, additional croscarmellose sodium, microcrystalline cellulose and magnesium
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resulting granulation(s), additional croscarmellose sodium, microcrystalline cellulose and

magnesium stearate are added and the material is blended and compressed to form tablets

weighing from 125-250 mg. An Opadry I® beige film coating mixture is added 10 water
and then sprayed onto these tablets in a side vented coating pan. The resulting tablet(s),
caplet(s), or capsule(s) are then packaged in a nitrogen-inerted blister pack(s) using
procedures disclosed herein and/or known to one of skill in the art or attained with
minimal experimentation by one of skill in the art. The tablct(s), caplet(s), or capsule(s)

are then placed in boxes for storage and/or shipping, -
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are added and the nmat eERERURALORD onded and conpr essed
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weighingbem 139-Bkes. At Ogvgv y?; 3&?&%&“@%&%"%&%& if added 10 Water

E | ati - 747 .HCl . yalent to 7.5
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The 165ulSSALARY kD SRpIeRe)] bitapmile(sPare\isingabliaged dreh hittogeme ireried
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. 7 I'ne’ ce 0se and ~ nmagnesi um
or calﬁh%)&&@m%h?i@ﬂd efbans fohgomape snd/alshippidgl ended and
- conpressed to formtablets  wei ghl ng from 125-250 ny.
An Qpadry |f beige fil I mi xture is added to
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conmpacted to produce nulati,on(s). To th -
“blister pack(s) using prec%dures discostd gcrc%n and/or imzywn 16 ene of skill in the art or

attained with minimal experimentation by one of skill in the art. The tablet(s), caplet(s),

or capsule(s) are then placed in boxes for storage and/or shipping.

One of skill in the art is aware that other doses of the compound of formula I such
as, for example 60 mg dose may be prepared following the procedures outlined above for

siven doses with appropriate adjustments as necessary.



resulting granul ation(s), additional croscarnell ose
sodium mcrocrystalline cellulose and nagnesium
stearate are added and the naterial is blended and
conpressed to formtablets weighing from 125-250 ng.
An Opadry O | beige filmcd@ating mixture is added to
wat er and then sprayed onto these tablets in a side
vented coating pan. The resulting tablet(s)
VVE(BQ@D@I(S) or capsul e(s) are then packaged in a
troge i ne d I
i Sci odnlpRE R camuliShE (R St ISR ARFRNFhe

clo PR qna skill 1n the
Conw%ﬁgd@{ﬁwﬁﬁﬁq1ned MAth n1n|nal experlnentatlon by one
of skill in the art. The tablet(s), caplet(s), or
capsul e(s) are then placed in boxes fotorage
and/ or shipping. Fornulation 6 CS3{47 :(32. 94 ny
equi valent to 30 ng base), nmannitol3] hydroxypropyl
met hyl cel | ul ose, croscarnel | ose sodilum
m crocryystalline c¢gl! ul d S
are bl ended and the rolﬂer onpa¢t ed
granul ation(s). ﬁ g gra on(s),
addi ti onal cro§é ose Sodium nikrocrystalline
cel lul ose and nagne3|un1stearH€b are added and the
material is blended and conpressed to formtablets
wei ghi ng from 125-250 ng. An kpadry 11(r) beige film

' coatin Jgen sprayed
packq%q? ?’r%@’é%n({ %t*r ﬁé}gfﬂ)&ﬁ gaésm@%ﬁttgde a{{ i'ng pan. The
~resulting t é}bﬁﬁh{ufﬁ:)tlon%ﬁipﬁtsx(ng)a th@ﬁpeﬂamlly affesdiveaarsount of the
then packaged in a nitrogen-inerted blister pack(s)

compesndgt forogledur es di scl osed herein and/or known to one
of skill in the art or attained wth m.ninal
experinmentation by one of skill in the‘ﬁkt.'The
tabl et(s), caplet(s), or capsule@ﬁu are then pl aced
in boxes for storage and/or shipping. One of skill in
the art is aware that other do ) npound of
formula | such as,Qfor ay be
prepared follow ng tihe ptffoceduresjoutl bove for
gi ven doses Wi tip.@ppr i ag i
necessary. 22 VWE CLAM 1. A ﬁeqnulatlon conpri sing
a therapeutically effective arount of the conpound
of formulal 0 HHCOSF .HZ

packaged in an air and moisture impervious gas-inerted blister pack selected from the
group consisting of PCTFE, PCTFE-EVOH, and cold-form aluminum gas-inerted blister
- packs.

3. A formulation according to Claim 1 wherein the therapeutically effective
amount of the compound of formula 1 is about 5 mg to about 60 mg base equivalent.

4, A formulation according to Claim I wherein the therapeutically effective
amount of the compound of formula I is about 5 mg base equivalent.

5. A formu]dtion according to Claim 1 wherein the therapeutically effective
amount of the compound of formula I is about 10 mg base equivalent.

6. A formulation according to Claim 1 wherein the therapeutically effective

amount of the compound of formula I is about 15 mg base equivalent.



packaged in an air and noi sture inpervious

gas-inerted blister pack. 2. A fornulation conprising

a therapeutically effective anount of the conpound

of formulal 0O N HCOS F .HC | packaged in an air

and noi sture inpervious gasainerted blister pack

sel ected fromthe group co% i sting of PCTFE

PCTFE- EVOH, and. col d-f.orm al.um nu as-inerted . i
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conpound of formula | is about 5 ng to about 60 ngy

base equt Verimation accordingripainad i volrerene dlor blistay pack @ @i amminum
ibﬂ%' erere'n the therapeutically effective anount of
H% cS¥Sound of formula | is about 5 ng base

equ. val epharmacetit4l ri%ﬁ@&ti@%o?gﬁ@ﬁ@ia%n{p@uﬁ &ff f8tthula I wherein

. .Wherein the therapeutically effective anount of the
indiyighg) deblets.ofaplesy prdapsules of the sampawdmy fhuada & dwire aenged in an
. . J: i aiml wherein the
att a? @é%@%ﬁg%l@ﬂgﬁ?%%{t?@eﬂs% agir(ft of the conmpound of
f orloul a Useio$ adbonitlatich otghdaseporgd oy renla I fo2e nfanuficture of a

formul ati on according to Claim 1 wherein the
medm%g&eatpgmt% Hpatyepts @@%tri%veam At thepmbens. aep somgaryt syndrome,
AC —W}J%tﬂ)kk:, ée?eb?&%gca}lﬁgan%%?nﬁﬁ aﬁﬂgi e.arjisﬁmascu%:ridééte%sres comprising

ormul at1'on accor in the
a thgrapshuticalyaaffeativeramonnt of @i thblbd, icspletr capaalk .or BtheAsolid formulation of

har maceutj.cal formnul afi on .conpr.i Si a _conpound of |
the &8 gqihw &1%% Cen; g %Cadﬁlmt%ﬁ%f&01%§5| pavigus gas-inerted

bﬁﬁ@qﬂéyLes_of the conpound of fornula | is/are packaged
in an air and noisture inpervious gas inerted
bl it&t er Apackhodlof ingweving the fseabmiiy atnd cheldflife lod the compound of

C ound of formul.a I _for the uf actur.e. of
form P ORI Pk I FRRG o PEYERY 1§ Ahs compound of
fornfuld PivDQS iSertedGUBInG R PI1i¥ted pAki(OMe, ACS-MVM  stroke,
cerebrovascul ar aneurys , and hi gh risk vascul ar

di 3ascd Bewpl PN o € liandg ctitra iogsss sicioddion the group
cons?séﬁ?%ﬁ‘ gﬁxlto %n,ga?égn?}leong @ﬁ'lbgﬁ dio%ﬂfé,séﬂdeca%onontlgneog{id%?l id
13 A method according to Claim 11 wherein the gas is nitrogen.
14, A method of minimizing impurities in a formulation of the compound of
formula I comprising packaging a tablet, caplet or capsule of a compound of formula I in a
nitrogen-inerted aluminum foil blister pack.

15. A process for the manufacture of a compound of formula I comprising the

steps of:
a preparing tablets, caplets or capsules of the compound of formula I,
and
b. packaging said tablets, caplets, capsules or other solid formulation

of the compound of formula I in gas inerted blister packs.
16. A process according to Claim 15 wherein oxygen content in the head

space of the blister pack is reduced to about less than 2% to 4.0 %, and the water



t he nmedi canent whi ch has been packaged in an air and

noi sture inpervious gas-inerted blister pack. . 11.

A nmet hod of inproving the stability and shelf life of

t he compound of formula | conprising packagi ng

tabl et (s), caplet(s) or capgul e(s) of the conmpound of

formula | in gas-inerted alum numfoil blister

pack(s). 12. A nmethod according to Claim 11l wherein
actiVif¥an AR%abISis SEHRE §LapLADIr R GhPHBnd SOBRhSLITRIcRkrolled to less

ni trogen, argon, neon, carbon dioxide, and carbon
thanrabna1.2®. 0.43. A net hod according to Claim 11 wherein

the,gas,is nitrogen.. 14. A net.hod of mnjm zin .

i ¢ eEiSle ol PR s GmPBRng A sOppLATdORpla 1 packaged in
an afr @hdHoRtlre FRPFRGIORL BEs-PRAKABIING paclt abl et , capl et or

capsul e of a conmpound of fornmula | in a

ni ttB.ogeA-uspef & Eumailaiivnrd thefasimipound eft fermyfad Kor the mappfacture of

.ocess for the uf acture..of a conpound.,of formula. ..

a e GERAP fu iR LRI B Difos? SRR wfiopy QIAY Streciive
amoGRRIf attsbley capiBUbesthef sdlidefoenimund (i niegichbba Which has been

and b. packagi ng said tablets, cagLets, capsul es  or
packagaddp am g pefl MeisEIE HepBHoubEastipated GHpermgkof formul a |

I nigas i L4 S . . '

o & MG ER EEhBARAS e oo AP SR AL EL B nd of
formafa T pekidddshen paekvibss mathiakcbrilonial ausositBgspredsar ¢X%n inert
gmi%o 4.0 % and the water -24-_activity in the tablets,

Btedt dhedreamagid ot LsrdipvasrdacBssdshd of formula | is
controlled to less than about 0.2 to 0.4. 17. An
article of manufacture conprising a conpound of
formula | packaged in an air and noi sture inpervious
gas-inerted blister pack. 18. A use of a formulation
of the conpound of fornula |I for the manufacture of
a medi canment for treating Cardi ovascul ar Di seases
conprising therapeutically effective anmount of a
tabl et, capsule, or other solid fornulation of the
nmedi canent whi ch has been packaged in an air and
noi sture inpervious gas-inerted blister pack. 19. A
met hod for the manufacture of a nedi canent conprising
a compound of fornula | packaged in an inpervious
material containing a positive pressure of an inert
gas for use in the treatnment of Cardi ovascul ar
Di seases. ‘



