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VIl. Ground 1: Plachetka in view of Graham and Goldstein Renders

Obvious Claims 1-16

A.
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A POSA Would Have Combined Plachetka, Graham, and

GOLASERIN ...t 10
CLaIM 12 ottt st 13
1. A method of reducing the incidence of NSAID-

associated gastric ulcers in patients taking low dose

aspirin who are at risk of developing such ulcers,................

wherein the method comprises administering to said
patient in need thereof a pharmaceutical composition in

unit dose form CoOmMPriSING: .....c..eeeevveeercrieeeirieeeiieeeeieee e

(a) 20 mg of esomeprazole, or pharmaceutically

acceptable salt thereof,.........ccccoooviiieiiiiice e,

in a form and route sufficient to raise the gastric pH of
said patient to at least 3.5 upon administration of one or

more of said unit dose forms and.........coeevvveeeeeeeeieieeeeeeennnnn..

(b) 500 mg of naproxen, or pharmaceutically acceptable

SAIt thETCOT, .. e

wherein said unit dose form provides for coordinated

release of the esomeprazole and the naproxen,.....................

wherein at least a portion of said esomeprazole, or
pharmaceutically acceptable salt thereof, is released

independent of the pH of the surrounding medium, .............

wherein the unit dosage form releases less than 10% of
the naproxen or a pharmaceutically acceptable salt

thereof after 2 hours when tested using the USP Paddle
Method in 1000 ml of 0.1N HCl at 75 rpm at 37° C. +/-

0.5 C.’ ...................................................................................
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0. wherein said pharmaceutical composition in unit dose
form reduces the incidence of NSAID-associated ulcers
in said patient and .........ccccevieriiiiiieie 17

10. wherein administration of the unit dose form is more
effective at reducing the incidence of the NSAID-
associated ulcers in patients taking LDA than in patients
not taking LDA who are administered the unit dose form. ...... 17

Claim 2: The method according to claim 1, wherein the risk is
associated with chronic NSAID treatment. ..........ccccveeeevieeecieeeeinennns 20

Claim 3: The method according to claim 1, wherein said patient
is treated for a disease or disorder selected from pain and
INFlAMMAION. ..eiiiiiiiiiiii e 20

Claim 4: The method according to claim 1, wherein said patient

is treated for a disease or disorder selected from osteoarthritis,
rheumatoid arthritis, ankylosing spondylitis, and a combination

1111S] 40 ST P SRS 20

Claim 5: The method according to claim 1, wherein said unit
dose form 1s at least about 95% free of sodium bicarbonate. ............. 21

Claim 6: The method according to claim 1, wherein said unit

dose form begins to release said naproxen, or a

pharmaceutically acceptable salt thereof, when the pH of the
surrounding medium is at about 4.0 or greater. ...........cccceeeeveeernreens 21

Claim 7: The method according to claim 1, wherein said unit

dose form begins to release said naproxen, or a

pharmaceutically acceptable salt thereof, when the pH of the
surrounding medium is at about 4.5 or greater. ...........ccceeeveerieernnnne 22

Claim 8: ..o 22

1. A method of reducing the incidence of NSAID-
associated gastric ulcers in patients taking low dose
aspirin who are at risk of developing such ulcers,.................... 22
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2. wherein the method comprises administering to the
patient a pharmaceutical composition in unit dosage form
suitable for oral administration comprising:.......................

3. (a) 20 mg of esomeprazole or a pharmaceutically
acceptable salt thereof,.........ccccoeviiieriiiii e,

4. that 1s immediately soluble when the dosage form is
placed in an aqueous medium, independent of pH, ............

5. in an amount effective to raise the gastric pH of the
patient to at least 3.5 upon administration of one or more
of the unit dosage forms, and............ccccceeeveveienciieeeiieeeee,

6. (b) 500 mg of naproxen or pharmaceutically acceptable
SAIt thETEOTL, ...t aaaaaaaeas

7. wherein the unit dosage form releases less than 10% of
the naproxen or a pharmaceutically acceptable salt
thereof after 2 hours when tested using the USP Paddle
Method in 1000ml of 0.1N HCl at 75 rpm at 37° C. +/-
0.5 Gt

8. wherein said pharmaceutical composition in unit dose
form reduces the incidence of NSAID-related ulcers in
said patient and..........cceccvveeeriiieeeiiie e

0. wherein administration of the unit dose form is more
effective at reducing the incidence of the NSAID-
associated ulcers in patients taking LDA than in patients
not taking LDA who are administered the unit dose form.

Claim 9: The method of claim 8, wherein the risk is associated
with chronic NSAID treatment. .........cccooveeiieeviinieeieeiiieeee e,

Claim 10: The method of claim 8, wherein the patient is treated
for a disease or disorder selected from pain, inflammation,
osteoarthritis, rheumatoid arthritis, ankylosing spondylitis, and
combinations thereof. ...........cocoviiiiiiniiinee
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