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the }{enteric coating surrounds essentially all of the antiplatelet agent. In still other
}{\expnd1\expndtw7\cgrid embodiments, the enteric coating su rrounds essentially all of both the acid
inhibitor }{\expnd1\expndtw8\cgrid and the antiplatelet agent in the oral dosage form. In other
embodiments, the oral }{\expnd1\expndtw9\cgrid dosage form does not include an enteric coating. In
other embodiments,  



the oral }{\expnd0\expndtw4\cgrid dosage form is substantially free of an enteric coating. \par }\pard
\s6\li72\sb468\sl280\slmult1\nowidctlpar\tqr\tx8079\aspalpha\aspnum\nocwrap\adjustright
\expnd-4\expndtw-20\cgrid {100091\tab }{\expnd1\expndtw5\cgrid The invention also relates to
methods of protecting the gastrointestinal tract 



\par }\pard \s11\li72\ri216\sb108\sl360\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\expnd1\expndtw5\cgrid {from side effects associated with antiplatelet therapy using the oral dosage
forms }{\expnd1\expndtw7\cgrid described herein. The inven tion also relates to methods of protecting
the }{\expnd1\expndtw6\cgrid gastrointestinal tract from side effects associated with antiplatelet
therapy by co-administering an antiplateiet agent and an acid inhibitor. These and other features of
}{the presen 



t teachings are set forth herein. \par }\pard
\s2\qc\sb360\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs3\fs22\expnd2\expndtw14\cgrid {DETAILED DESCRIPTION OF THE INVENTION 



\par }\pard \s6\li72\sb216\sl280\slmult1\nowidctlpar\tqr\tx7438\aspalpha\aspnum\nocwrap\adjustright
\plain \cs7\fs22\expnd-4\expndtw-24\cgrid {100101\tab }{\expnd1\expndtw7\cgrid As used herein, the
singular forms "a," "an", and "the include plural \par }\pard
\s2\li72\ri144\sb108\sl360\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs3\fs22\expnd0\expndtw4\cgrid {references unless the context clearly dictates otherwise. For
example, reference to "an }{\expnd1\expndtw7\cgrid active  



agent" includes a single active agent as well as two or more different active }{\expnd0\expndtw2\cgrid
agents in combination. It is to be understood that present teaching is not limited to the
}{\expnd1\expndtw5\cgrid specific dosage forms, carriers, or t he like, disclosed herein and as such
may vary. 



\par
}\pard\plain\sect\sectd\stextflow0\marglsxn1819\margrsxn1759\margtsxn1634\margbsxn924\linex0\sec
tdefaultcl{\shp{\*\shpinst\shpbxcolumn\shpbxignore\shpbypara\shpbyignore\shpleft0\shptop13966\shpr
ight8280\shpbottom14183\shpfhdr0\shpwr2\shpwrk0 \shpfblwtxt1\shpz4\shplid1030{\sp{\sn
shapeType}{\sv 202}}{\sp{\sn fFlipH}{\sv 0}}{\sp{\sn fFlipV}{\sv 0}}{\sp{\sn posrelh}{\sv 2}}{\sp{\sn
posrelv}{\sv 2}}{\sp{\sn dxTextLeft}{\sv 0}}{\sp{\sn dyTextTop}{\sv 0}}{\sp{\sn dxTextRight}{\sv 0}}{\sp{ 



\sn dyTextBottom}{\sv 0}}{\sp{\sn dxWrapDistLeft}{\sv 0}}{\sp{\sn dyWrapDistTop}{\sv 0}}{\sp{\sn
dxWrapDistRight}{\sv 0}}{\sp{\sn dyWrapDistBottom}{\sv 0}}{\sp{\sn pWrapPolygonVertices}{\sv 8;5;
(-62,0);(-62,21600);(21662,21600);(21662,0);(-62,0)}}{\sp{ \sn fEditedWrap}{\sv 0}}{\sp{\sn fLine}{\sv
0}}{\sp{\sn fillColor}{\sv 16777215}}{\sp{\sn fillOpacity}{\sv 0}}{\sp{\sn fBehindDocument}{\sv 0}}{\sp{\sn
lTxid}{\sv 2734660470}}{\shptxt \pard\plain\pard\plain \s2\li3960\sl206\slmult1\nowidctlpar\aspalpha 



\aspnum\nocwrap\adjustright \cs3\fs22\expnd2\expndtw10\cgrid {4 \par }}}}\pard\plain
\s2\li216\sl208\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\cs3\f10\fs21\expnd-1\expndtw-8\b\ul\cgrid {Definitions  



\par }\pard \s6\li216\sb144\sl285\slmult1\nowidctlpar\tqr\tx7286\aspalpha\aspnum\nocwrap\adjustright
\plain \cs7\f10\fs22\expnd-9\expndtw-46\b\cgrid {[0011]\tab }{\f0\expnd0\expndtw-3\b0\cgrid As
}{\f0\expnd1\expndtw7\b0\cgrid used herein, the following t erms have the followingmeanings: 



\par }\pard \s6\li216\sb288\sl290\slmult1\nowidctlpar\tqr\tx7423\aspalpha\aspnum\nocwrap\adjustright
\expnd-11\expndtw-58\cgrid {100121\tab }{\f0\expnd1\expndtw6\b0\cgrid The phrase "acid inhibitor"
means an agent capable of inhibiting or \par }\pard
\s2\qj\li216\ri72\sb72\sl360\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs3\fs22\expnd0\expndtw3\cgrid {decreasing gastric acid secretion and includes the decreasing or
neutralizing of gastric }{\expnd0\expndtw2\cgrid acid 



. The term 'acid inhibitor" includes, but is not limited to, proton pump inhibitors,
}{\expnd1\expndtw5\cgrid including reversible proton pump inhibitors and irreversible proton pump
inhibitors, \par }\pard \s6\li504\sb108\sl266\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\plain \cs7\fs22\expnd0\expndtw4\cgrid {blockers, and alkalizing agents. 



\par }\pard \s6\li216\sb216\sl278\slmult1\nowidctlpar\tqr\tx7452\aspalpha\aspnum\nocwrap\adjustright
\f10\expnd-6\expndtw-30\b\cgrid {[0013]\tab }{\f0\expnd1\expndtw7\b0\cgrid The phrase alkalizing
agent", means a pharmaceutically acceptable \par }\pard
\s2\li144\ri504\sb108\sl360\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs3\fs22\expnd0\expndtw4\cgrid {excipient, which includes antacids, which will raise the pH in a
subject's stomach }{\expnd1\expndtw5\cgrid after being 



orally administered to the subject. \par }\pard
\s6\li144\sb216\sl278\slmult1\nowidctlpar\tqr\tx7956\aspalpha\aspnum\nocwrap\adjustright \plain
\cs7\f10\fs22\expnd-8\expndtw-44\b\cgrid {[00141\tab }{\f0\expnd1\expndtw6\b0\cgrid The terms
"effective amount" or a "therapeutically effective am 



ount" of a \par }\pard
\s2\fi72\li72\ri72\sb108\sl360\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs3\fs22\expnd1\expndtw7\cgrid {drug or pharmacologically active agent refers to a nontoxic but
sufficient amount of }{\expnd0\expndtw2\cgrid the dr 



ug or agent to provide the desired effect. In the oral dosage forms of the present
}{\expnd1\expndtw8\cgrid disclosure, an "effective amount" of one active of the combination is the
amount of that active that is effective to provide the desired effect whe n used in combination
}{\expnd1\expndtw9\cgrid with the other active of the combination. The amount that is
}{\f10\expnd0\expndtw-1\super\cgrid -}{\expnd1\expndtw9\cgrid effective" will vary
}{\expnd1\expndtw6\cgrid from subject to subject, depending on t 



he age and general condition of the individual, the particular active agent or agents, and the
appropriate "effective" amount in any individual case may be determined by one of ordinary skill in the
art using routine }{\expnd2\expndtw11\cgrid experimentat ion. For antiplatelet agents (e.g., clopidogrel)
or aspirin, a }{\expnd1\expndtw6\cgrid therapeutically effective amount is the amount sufficient to
reduce atherothrombotic }{\expnd1\expndtw8\cgrid events in a patient (e.g. to an extent similar to the
red 



uction caused by clopidogrel), }{\expnd1\expndtw6\cgrid For a proton pump inhibitor (PPI), a
therapeutically effective amount is the amount }{\expnd1\expndtw5\cgrid considered to be
therapeutically useful for known PHs, e.g. omeprazole, typically an amoun t sufficient to reduce gastric
acid output by an average of at least 20%, at peak effect of the PPI, across a patient population. 



\par }\pard \s6\li72\sb468\sl285\slmult1\nowidctlpar\tqr\tx7200\aspalpha\aspnum\nocwrap\adjustright
\plain \cs7\f10\fs22\expnd-8\expndtw-44\b\cgrid {[00151\tab }{\f0\expnd1\expndtw6\b0\cgrid The
phrase "antiplatelet agent" refers to any compound, other th an 



\par }\pard \s2\li72\ri432\sb108\sl360\slmult1\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs3\fs22\expnd1\expndtw6\cgrid {nonsteroidal anti-inflammatory agents (NSAIDs) such as aspirin,
which inhibits }{\expnd0\expndtw2\cgrid activation, aggr egation, and/or adhesion of platelets, and is
intended to include all }{\expnd0\expndtw0\cgrid pharmaceutically acceptable salts, proclrugs e.g.,
esters and solvate forms, including }{hydrates, of compounds which have the activity, compounds
having one or 



more }{\expnd1\expndtw5\cgrid chiral centers may occur as racernates, racernic mixtures and as
individual \par
}\pard\plain\sect\sectd\stextflow0\marglsxn1807\margrsxn1771\margtsxn1614\margbsxn1750\linex0\s
ectdefaultcl\pard\plain \s2\li216\ri72\sl-345\slmult0\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\cs3\fs23\expnd0\expndtw-3\cgrid {diastereomers or en 



antiomers with all such isomeric forms and mixtures thereof being }{\expnd1\expndtw5\cgrid included,
any crystalline polymorphs, co-crystals and the amorphous form are }{\expnd0\expndtw0\cgrid
intended to be included. \par }\pard
\s10\li216\sb216\sl-295\slmult0\nowidctlpar\tqr\tx7920\aspalpha\aspnum\nocwrap\adjustright \plain
\cs9\f16\fs24\expnd-4\expndtw-22\cgrid {100161\tab }{\f0\fs23\expnd0\expndtw1\cgrid The phrase
"pharmaceutically acceptable" means moieties or co 



mpounds \par }\pard
\s10\fi72\li144\ri432\sb108\sl-360\slmult0\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\f0\fs23\expnd0\expndtw-3\cgrid {that are, within the scope of medical judament, suitable for use in
humans without }{\expnd0\expndtw2\cgrid causing und 



esirable biological effects such as undue toxicity, irritation, allergic }{\expnd0\expndtw1\cgrid response,
and the like, for example. \par }\pard
\s2\fi72\li144\ri72\sb180\sl-389\slmult0\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs3\f16\fs24\expnd0\expndtw-4\cgrid {100171 }{\f0\fs23\expnd1\expndtw6\cgrid The phrase "oral
dosage form" means any pharmaceutical composition }{ 



\f0\fs23\expnd0\expndtw2\cgrid administered to a subject via the oral cavity, in which one or more
antiplatelet agents }{\f0\fs23\expnd0\expndtw4\cgrid and one or more acid inhibitors are administered
concurrently in combination, }{\f0\fs23\expnd0 \expndtw1\cgrid optionally with one or more additional
drugs. Exemplary oral dosage forms include }{\f0\fs23\expnd0\expndtw-1\cgrid tablets, capsules, films,
powders, sachets, granules, solutions, solids, suspensions or as }{\f0\fs23\expnd1\expndtw7 



\cgrid more than one distinct unit }{\f10\fs21\expnd0\expndtw-3\i\cgrid (e.g.,
}{\f0\fs23\expnd1\expndtw7\cgrid granules, tablets, and/or capsules containing
}{\f0\fs23\expnd0\expndtw3\cgrid different actives) packaged together for co-administration, and  other
formulations }{\f0\fs23\expnd0\expndtw2\cgrid known in the art. An oral dosage form can be one, two,
three, four, live or six units. When the oral dosage form has multiple units, all of the units are contained
within a }{\f0\fs23\expnd0\expndtw1 



\cgrid single package, (e.g. a bottle or other form of packaging such as a blister pack). \par }\pard
\s10\li144\ri288\sb108\sl-357\slmult0\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs9\fs23\cgrid {When the oral dosage form is a single unit, it may or may not be in a single package.
}{\expnd0\expndtw2\cgrid In a preferred embodim 



ent, the oral dosage form is one, two or three units, In a particularly preferred embodiment, the oral
dosage form is one unit. \par }\pard
\s10\li144\sb216\sl-296\slmult0\nowidctlpar\tqr\tx8107\aspalpha\aspnum\nocwrap\adjustright
\f16\fs24\expnd-1\expndtw-6\cgrid {[0018]\tab }{\f0\fs23\expnd0\expndtw1\cgrid The phrase
"unit}{\f10\fs23\expnd-1\expndtw-9\super\cgrid -}{\f0\fs23 



\expnd0\expndtw1\cgrid , as used herein, refers to the number of discrete objects to \par }\pard
\s2\fi72\li72\ri216\sb108\sl-387\slmult0\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs3\fs23\expnd0\expndtw2\cgrid {be ingested which comprise the oral dosage form. In some
embodiments, the oral }{\expnd0\expndtw-2\cgrid dosage fo 



rm includes an antiplatelet agent and an acid inhibitor contained within one }{\expnd0\expndtw4\cgrid
capsule. This is a single unit, whether or not the interior of the capsule includes
}{\expnd0\expndtw3\cgrid multiple discrete granules of active ingredi ent. For example, in some
embodiments, }{\expnd0\expndtw0\cgrid the oral dosage form includes an antiplatelet agent, an acid
inhibitor and, optionally, }{\expnd1\expndtw6\cgrid aspirin contained within one capsule. This is also a
single unit. In some }{ 



\expnd0\expndtw0\cgrid embodiments, the oral dosage form includes an antiplatelet agent and aspirin
in one capsule, and an acid inhibitor in a second capsule. 'Phis is also a two unit oral dosage }{form,
such as two capsules or tablets, and so such units  are contained in a single }{\expnd0\expndtw0\cgrid
package. Thus the term 'unit' refers to the object which the patient ingests, not to the }{interior
components }{\f10\fs21\expnd-1\expndtw-8\i\cgrid of }{the object. 
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}\pard\plain\sect\sectd\stextflow0\marglsxn1773\margrsxn1805\margtsxn1634\margbsxn895\linex0\sec
tdefaultcl{\shp{\*\shpinst\shpbxcolumn\shpbxignore\shpbypara\shpbyig 








