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chronic NSAID users may be complex but it is thought that gastric acid, combined with a
reduction in protective mechanisms of the UGI mucosa, contribute to this pathology. UGI
mucosal injury includes petechia, erosions and ulcers. In addition, once mucosal injury occurs,
acid has the ability to impair normal hemostasis and healing. These factors, coupled with the
known anti-platelet effect of some NSAIDs, may increase the risk for gastrointestinal (GI) injury
and bleeding. UGI effects of NSAIDs also include: dyspepsia (experienced by up to 40% of
patients on NSAID therapy), erosive esophagitis (EE) (experienced by 21% of regular NSAID
users), and an increase in gastroesophageal reflux disecase symptoms. Additionally, the
concurrent use of aspirin and an NSAID increases the risk of serious GI events.

A pharmaceutical formulation comprising immediate release (IR) esomeprazole
magnesium and enteric-coated (EC) naproxen has been found to reduce the incidence of ulcers in
patients at risk for developing NSAID-associated ulcers when compared to EC-naproxen. Such a
formulation has also been found to reduce the incidence of ulcers in patients taking low dose
aspirin (LDA) who are at risk for developing NSAID-associated ulcers when compared to EC-
naproxen. Furthermore, patients taking this new formulation of IR esomeprazole and EC-

naproxen were able to continue treatment longer than patients taking EC-naproxen.
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the gastric pH of the patient to at least 3.5 upon administration of one or more of the unit dosage
forms, and (b) naproxen or pharmaceutically acceptable salt thercof, wherein the naproxen or
pharmaceutically acceptable salt thereof is surrounded by a coating that is substantially insoluble
in an aqueous medium at a pH below 3.5 and at a temperature of about 37°C; and wherein said
pharmaceutical composition in unit dose form decreases the risk of said patient developing an
ulcer.
In yet another aspect, the risk of NSAID-associated gastrointestinal ulcer in a patient may
be associated with chronic NSAID treatment, age of the patient (for example if the patient is 50
years of age or older), the administration of aspirin prior to or during NSAID treatment (short-
term or chronic treatment), or any combination thereof.
In still another aspect, the pharmaceutical composition in unit dose form disclosed herein

decreases the risk of said patient developing a gastric ulcer, duodenal ulcer (DU), gastroduodenal

ulcer, or combinations thereof.
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CONPr iph@rniPite4E BomPbsitions in unit dosage form disclosed herein may comprise naproxen, or
pharmaceutically acceptable salt thereof, in an amount of, for example, from about 200 mg to
about 600 mg, about 375 mg, or about 500 mg.
In a still further aspect, the pharmaceutical composition is formulated for administration
to a patient once daily or twice daily. In certain embodiments, the unit dosage form may be a
tablet, a sequential-delivery tablet formulation, a capsule, a capsule containing beads, or
minitablets. In one aspect, the unit dosage form is a tablet comprising a core and two or more
layers, in which (i) the naproxen or pharmaceutically acceptable salt thereof is in the core; (ii) a
first layer surrounds the core and said layer is a coating that is substantially insoluble in aqueous
medium at a pH below 3.5 and/or at a temperature of about 37°C; and (iii) at least one second
layer that surround the first layer and comprises esomeprazole or pharmaceutically acceptable
salt thereof. In some embodiments, the first layer may be, for example, an enteric coating or a
time-release coating. In other embodiments, the unit dosage form may be surrounded by a
pharmacologically inert, water soluble coating or film.
In yet still a further aspect, administering a unit dosage form disclosed herein to a patient

in need thereof reduces the risk said patient will develop an ulcer more than if said patient were
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Yet a further aspect is directed to a method of treating a disease or disorder in a patient at
risk of developing an NSAID-associated ulcer by administering to the patient a pharmaceutical
composition in unit dosage form suitable for oral administration comprising: (a) esomeprazole
or pharmaceutically acceptable salt thereof, that is immediately soluble when the dosage form is
placed in an aqueous medium, independent of pH, in an amount effective to raise the gastric pH
of the patient to at least 3.5, at least 4.0, at least 4.5, at least 5.0, or at least 5.5 upon
administration of one or more of the unit dosage forms, and (b) naproxen or pharmaceutically
acceptable salt thereof, wherein the naproxen or pharmaceutically acceptable salt thercof is
surrounded by a coating that is substantially insoluble in an aqueous medium at a pH below 3.5
and at a temperature of about 37°C; wherein the pharmaceutical composition reduces said
patient’s dyspepsia associated symptoms. In certain embodiments, administering a unit dosage

form disclosed herein to a patient in need thereof reduces said patient’s dyspepsia associated
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ECG electrocardiogram

¢CRF electronic case report form

GCP Good Clinical Practice

GERD Gastroesophageal reflux disease

Gl gastrointestinal

IRB institutional review board

ITT intent-to-treat

LSM least squares mean

MedDRA Medical Dictionary for Regulatory Activities

OTE-DP Overall Treatment Evaluation — Dyspepsia

PDS Phoenix Data Systems

PP per-protocol

PRO patient reported outcomes

AE adverse event

ALT alanine aminotransferase

SAE serious adverse event

SD standard deviation

SOC system organ class

SODA Severity of Dyspepsia Assessment

UGI upper gastrointestinal

The term “at risk patient” refers to patient(s) at risk for NSAID associated ulcer due to

age > 50 years, history of UGI ulcer or bleeding, and/or concomitant aspirin use. In one
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< 325 ng. The term "pharmaceutically acceptable", as enployed herein,

i ndi cd¢astakas 98YUbplelbe naaed epantiomer out the total amount of the two possible enantiomers
contained therein. In yet a still even further embodiment, “enantiomerically pure” refers to a
compound containing at least about 99% of the named enantiomer out the total amount of the
two possible enantiomers contained therein. In another embodiment, “enantiomerically pure”
refers to a compound containing at least about 99.9% of the named enantiomer out the total
amount of the two possible enantiomers contained therein.

The term “low dose aspirin” refers to dosages of aspirin that are < 325 mg.

The term “pharmaceutically acceptable”, as employed herein, indicates the subject matter
being identified as “pharmaceutically acceptable” is suitable and physiologically acceptable for
administration to a patient/subject. For example, the term “pharmaceutically acceptable salt(s)”
denotes suitable and physiologically acceptable salt(s).

The phrase “naproxen, or pharmaceutically acceptable salt thereof refers to the free base

of naproxen, pharmaceutically acceptable salt(s) of naproxen, and/or mixtures of the free base of

naproxen and at least one pharmaceutically acceptable salt of naproxen.
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that aMErheeAbSble within the art. Wth regard to the pH val ues and/ or
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the art.

With regard to the pH values and/or ranges recited herein, the term “about” is intended to
capture variations above and below the stated number that may achieve substantially the same
results as the stated number.

With regard to the term numerical values used in conjunction with the phrase
“substantially free”, the term is intended to capture variations above and below the stated number
that may achieve substantially the same results as the stated number.

The phrase “substantially free” means from about 95% to about 99.99% free. In one
embodiment, substantially free means about 95% free. In another embodiment, the term
substantially free means about 96% free. In still another embodiment, the term substantially free
means about 97% free. In yet another embodiment, the term substantially free means about 98%
free. In a further embodiment, the term substantially free means about 99% free. In still a
further embodiment, the term substantially free means about 99.99% free.

In the present disclosure, each of the variously stated ranges is intended to be continuous

so as to include each numerical parameter between the stated minimum and maximum value of



"substantially free", the termis intended to capture variations above and
bel ow t he stated nunber that may achi eve substantially the sane results as
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about 99.99% free. In one enbodi nent, substantially free nmeans about 95%
free. In another enbodinment, the termsubstantially free neans about 96%
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Another embodiment is directed to a method comprising: treating a disease or disorder in
a patient in need of chronic NSAID treatment and at risk of developing an NSAID-associated
ulcer by administering to said patient in need thereof a pharmaceutical composition in unit dose
form comprising (a) esomeprazole, or pharmaceutically acceptable salt thercof, in an amount
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 (b) a therapeutically effective amount of naproxen, or
pharmaceutically acceptable salt thereof; wherein said unit dose form provides for coordinated
release of the esomeprazole and the naproxen such that: (i) at least a portion of said
esomeprazole, or pharmaceutically acceptable salt thereof, is released independent of the pH of
the surrounding medium; and (ii) the naproxen, or pharmaceutically acceptable salt thereof, is
not released from said unit dose form until the pH of the surrounding medium is 3.5 or higher;
and wherein said pharmaceutical composition in unit dose form decreases the risk of said patient
developing an ulcer.
Still another embodiment, is directed to a method comprising: treating signs and

symptoms of osteoarthritis, rheumatoid arthritis and ankylosing spondylitis in a patient at risk of



Anot her enbodinment is directed to a nmethod conprising: treating a disease
or disorder in a patient in need of chronic NSAID treatnent and at risk of
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gastric pH of said patient to at least 3.5 upon administration of one or more of said unit dose
forms, and (b) a therapeutically effective amount of naproxen, or pharmaceutically acceptable
salt thereof; wherein said unit dose form provides for coordinated release of the esomeprazole
and the naproxen such that: (i) at least a portion of said esomeprazole, or pharmaceutically
acceptable salt thereof, is released independent of the pH of the surrounding medium; and (ii) the
naproxen, or pharmaceutically acceptable salt thereof, is not released from said unit dose form
until the pH of the surrounding medium is 3.5 or higher; and wherein said pharmaceutical
composition in unit dose form decreases the risk of said patient developing an ulcer.

In a further embodiment, said disease or disorder treated by the pharmaceutical
compositions disclosed herein is selected from pain and inflammation.

In yet another embodiment, said discase or disorder treated by the pharmaceutical
compositions disclosed herein is selected from osteoarthritis, theumatoid arthritis, ankylosing
spondylitis, and a combination thereof.

In yet a further embodiment, said patient at risk of developing an NSAID associated ulcer

is > 50 years old.



Still yet another enbodinent is directed to a nethod conprising: treating
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eveloping a gastric ulcér.

In still another embodiment, administering EC-naproxen to patients in need of NSAID
treatment resulted in from about 17% to about 31% of said patients developing a gastric ulcer.

In yet another embodiment, administering said pharmaceutical composition in unit dose
form to patients in need of NSAID treatment resulted in fewer patients developing a duodenal
ulcer than patients in need of NSAID treatment who were administered EC-naproxen.

In another embodiment, administering said pharmaceutical composition in unit dose form
to patients in need of NSAID treatment resulted in from about 0% to about 2% of said patients
developing a duodenal ulcer.

In still another embodiment, administering EC-naproxen to patients in need of NSAID
treatment resulted in from about 3.5% to about 8% of said patients developing a duodenal ulcer.

In yet another embodiment, administering said pharmaceutical composition in unit dose
form and low dose aspirin to patients in need of NSAID treatment resulted in fewer patients
developing a gastric ulcer than patients administered EC-naproxen and low dose aspirin.

In another embodiment, administering said pharmaceutical composition in unit dose form

and low dose aspirin to patients in need of NSAID treatment resulted in from about 0% to about

9% of said patients developing a gastric ulcer.
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decreases the risk of said patient devel oping a duodenal ulcer. In a
further enbodi nent, said pharnaceutical conposition in unit dose form
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In yet another embodiment, patient compliance with long-term treatment is improved

with the pharmaceutical compositions disclosed herein as compared to EC-naproxen.

In a yet even further embodiment, said pharmaceutical composition in unit dose form is a
multilayer tablet comprising at least one core and at least a first layer and a second layer,
wherein:

(1) said core comprises naproxen, or pharmaceutically acceptable salt thereof;

(i)  said first layer is a coating that at least begins to release the naproxen, or
pharmaceutically acceptable salt thereof, when the pH of the surrounding medium
is about 3.5 or greater; and

(iii))  said second layer is esomeprazole, or pharmaceutically acceptable salt thereof,
wherein said esomeprazole, or pharmaceutically acceptable salt thereof, is
released at a pH of from about 0 or greater.

In a further embodiment, said esomeprazole, or pharmaceutically acceptable salt thereof,

is released from said multilayer tablet at a pH of from about 1 or greater.

In a yet further embodiment, said esomeprazole, or pharmaceutically acceptable salt

thereof, is released from said multilayer tablet at a pH of from about 0 to about 2.
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in need of NSAID treatnent resulted in fromabout 20%to about 38% of said
patients devel oping a gastric ulcer. In yet another enbodi nent,
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naproxen, or pharmaceutically acceptable salt thereof, when the pH of the surrounding medium
is at about 4.0 or greater.

In a yet still even further embodiment, said first layer of said multi-layer tablet begins to
release the naproxen, or pharmaceutically acceptable salt thercof, when the pH of the
surrounding medium is at about 4.5 or greater.

In yet a further embodiment, said first layer of said multi-layer tablet begins to release the
naproxen, or pharmaceutically acceptable salt thereof, when the pH of the surrounding medium
is at about 5.0 or greater.

In a still even further embodiment, the amount of esomeprazole, or pharmaceutically
acceptable salt thereof, sufficient to raise the gastric pH is 20 mg.

In another embodiment, the esomeprazole is enantiomerically pure.

In still yet another embodiment, the therapeutically effective amount of naproxen, or
pharmaceutically acceptable salt thereof, is selected from 375 mg and 500 mg.

In a still yet further embodiment, the therapeutically effective amount of naproxen, or
pharmaceutically acceptable salt thereof, is 375 mg.

In an even still further embodiment, the therapeutically effective amount of naproxen, or
pharmaceutically acceptable salt thereof, is 500 mg.

In another embodiment, naproxen can be present as the free base.
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In a further enbodi nent, said esoneprazole, or pharnmaceutically acceptable
salt thereof, is released fromsaid nultilayer tablet at a pH of from about
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said esomeprazole, or pharmaceutically acceptable salt thereof.

In yet another embodiment, the pharmaceutical composition in unit dose form comprises
about 500 mg of said naproxen, or pharmaceutically acceptable salt thereof, and about 15mg of
said esomeprazole, or pharmaceutically acceptable salt thereof.

In still another embodiment, the pharmaceutical composition in unit dose form comprises
about 375 mg of said naproxen, or pharmaceutically acceptable salt thereof, and about 15mg of
said esomeprazole, or pharmaceutically acceptable salt thereof.

In still yet another embodiment, the pharmaceutical composition in unit dose form
comprises about 375 mg of said naproxen, or pharmaceutically acceptable salt thereof, and about
20 mg of said esomeprazole, or pharmaceutically acceptable salt thereof.

In a further embodiment, the pharmaceutical composition in unit dose form comprises
about 375 mg of said naproxen, or pharmaceutically acceptable salt thereof, and about 30 mg of
said esomeprazole, or pharmaceutically acceptable salt thereof.

In certain embodiments, the unit dosage form of the pharmaceutical compositions
disclosed herein may comprise esomeprazole, or pharmaceutically acceptable salt thereof,
naproxen, or pharmaceutically acceptable salt thereof, carnauba wax, colloidal silicon dioxide,
croscarmellose sodium, iron oxide yellow, glyceryl monostearate, hypromellose, iron oxide

black, magnesium stearate, methacrylic acid copolymer dispersion, methylparaben, polysorbate
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I n anot her enbodi nent, the esoneprazole is enantionerically pure. In stil
yet anot her enbodi nent, the therapeutically effective anmount of naproxen,
or phar reweuwvinciaiilg acceptable salt thereof, is sel ecte#Chsen18b57my and

500 ng. In a still yet further enbodinent, the therapeutically effective
anount of naproxen, or pharmaceutically acceptable salt thereof, is 375 ny.
In an even still further enbodi nent, the therapeutically effective anpunt

of naproxen,, or phar eutically acceptable salt thereof, is 500 ng.. In
anot hal: dRBE RNt PoRAfPIRRereksal PEVigPRS ohioPHng cpie%ms&@@r.agﬁmy@maﬁbt her
embodigmide, :NARIANARItRRN be present in equivalent amounts of

phar maceutical |y dcceptabl e salts of naproxen, e.g., sodiumnaproxen. In a
further enfodnmenn furtiswmegodmeén, harphbengeesahtcompositiomgnesit yoss &lrm, islyn a

further odj ment , esoneprazol e, or. pharmaceutical ly acceptabl e | t
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esonephdést 8ad hHirSttlaydr dogipriam@t hedatiagiedi ik b@SRRadAL ke n&froxen when
pharmaceutical |y acceptable salt thereof, can be present in an anount to
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A R e e

phar maceuti ereor, an

esoneRs@nirezolQr oip prarmacitichitalabyepabte phlahh@csfalit dohsugofindcdnbynat fiveric
enbodi ment, the pharmaceutical conposition in unit dose form conprises
about 88y of said naproxen, or pharnaceutical ly acceptable salt thereof,

and about 3f (o] hithoB80 z t o, I Wdntabl CGepLa SRt
thereof. In ggF %ﬁgﬁﬁef éﬁggﬁ%%e%%slt%%/gﬂggﬁggghf?cakf%éﬁpg5|tlgﬁﬁfnghnit
dose faocaptabbrgatti tbasoaboutt std@umigd bf as antdrinagatmgen, or pharmaceutical ly
acceptabl e salt ther

Phar maoeut I8 APYERCEERLATE LaPtY ChEMeRrs qirinG P PORRBl e SHBBAFHRLLY | ne
phar magguhtdttalal CORRES!i§ nBNsurfoutlBéd b Qs @nfefE FoSEHIPT SRS RS crABRIifEnOht Sai d
napr oxen, or pharmaceutically acceptable salt thereof, and about 15ng of
least about 99.5% of the esomeprazole, or pharmaceutically acceptable salt thereof, is not
surrounded by an enteric coating.
In yet another embodiment, the multilayer tablet is substantially free of sodium
bicarbonate.
In still another embodiment, the multilayer tablet is completely (i.e., 100%) free of
sodium bicarbonate.
In one embodiment, the dosing regimen of the pharmaceutical compositions disclosed
herein is twice a day.
In another embodiment, the doses can be separated by a period of at least about 10 hours.
In another embodiment, the pharmaceutical composition in unit dose form is given before
a patient ingests a meal, for example about 30-60 minutes prior to ingesting a meal.
In another embodiment, the pharmaceutical compositions of the present disclosure may
be administered therapeutically to patients either short term or over a longer period of time, for
example chronically.
In yet another embodiment, fewer patients in need of NSAID treatment discontinued

treatment with said pharmaceutical composition in unit dose form than discontinued EC-

naproxen.
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sai d esoneprazole, or pharmaceutically acceptable salt thereof. In still
yet anot her enbodi nent, the pharnaceutical conposition in unit dose form
conpri seswalouwissdsé ng of said naproxen, or pharnmaceuti eafrisy2@oosPiabl e
salt thereof, and about 20 ng of said esoneprazole, or pharmaceutically
acceptable salt thereof. In a further enbodi nent, the pharmaceuti cal
conposition in unit dose form conprises about 375 ng of said naproxen, or

phar rraceutl cal.|y acceptable salt thereof, and about sai
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pol ysor bat €80, pol ydextrose, polyethylene glycol, povidone, propylene

gl ycoIWlﬂpEGﬁlﬁplii%?Iaben titani umdioxide, and triethyl citrate. In an even
further emiﬁ ql t1 lnigurth&h gmﬁ)&ﬁ &QHP Gt fcaﬁabnc &):6819 %Astttjogltcsltlﬂaluamvgrsg %%gnt 184 If‘ljoI p a

mul tilayer ‘tabl et conprising a’cor

phar mageutt 1% & hbbuﬁ@%adiﬁﬁhi lﬁatﬁ:ﬁﬂstm h&eir@mﬁ SAHN deanfenf @tdlio@neﬁuectwmhexalmgl a
coating that at | east begins releasing the naproxen when th J
sur r oA g heErtical .Cgma%u@n 1 wnip foggy &Péﬁ“&ﬁém&l alud o FOawt é%@qu. Sé‘idng

eSOMERL AZAL fr ncRfi gPﬂl%Dﬁﬁct?éé‘EﬂlTﬁrﬁ'té Mls@&ﬁr%ﬁé ﬂ@étﬁleﬁ%wﬁz'&eﬁ Pbyentherein at | east

a portion of said esoneprazole armaceutically ac ept abl e sal t
t her eof , i dniyot amutiiar @urbabdanday, zapate:mt et 60 (yea‘SIOIﬁggc hnd edrainésttadion Kliﬁltﬁe, urat
| east abo t 95°ﬁof t he esonepr t| cal ly accept sal t

t her edPse fosmAig AhepaticBt Asedly 1Byn %ﬁp%?» relatlzs%g?l% ugpnRfh BRI %V& WEHE . at
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t hereof, is not surrounded éean enteric coating. In yet another

enbod|ptltemacemcalleas¢epaﬂlbtﬁﬁalt9 1806 of the esoneprazole, or pharmaceutically

acceptabl e In SJ[Iﬁ ye ano%? er crnbodlrncnt a patient is > 60 years of age and administration of the

unit dose form to the patient results in an 89.2% relative risk reduction of the patient developing
a gastric ulcer than a patient > 60 years of age who is treated with enteric coated naproxen, or
pharmaceutically acceptable salt thereof.

In a further embodiment, a patient is 60-69 years of age and administration of the unit
dose form to the patient results in an 86.4% relative risk reduction of the patient developing a
gastric ulcer than a patient 60-69 years of age who is treated with enteric coated naproxen, or
pharmaceutically acceptable salt thereof.

In an even further embodiment, a patient is > 70 years of age and administration of the
unit dose form to the patient results in a 100% relative risk reduction of the patient developing a
gastric ulcer than a patient > 70 years of age who is treated with enteric coated naproxen, or
pharmaceutically acceptable salt thereof.

The pharmaceutical compositions disclosed herein include, but are not limited to, for
example, tablets and capsules that can be made in accordance with methods that are standard in
the art (see, e.g., Remington’s Pharmaceutical Sciences, 16" ed., A Oslo editor, Easton, Pa.

(1980)).
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surrounded by an enteric coating. In yet another enbodiment, the nmultilayer
tablet is substantially free of sodium bicarbonate. In still another

enbodi menwo 20toeismikti | ayer tablet is conpletely (i.e., POORE2d008070f sodi um
bi carbonate. I n one enbodi nent, the dosing regi nen of the pharnaceuti cal
conpositions disclosed herein is twice a day. |In another enbodi nent, the
doses can be separat ed by a peri od of at | east about 10 hours. In another

enbodi nment phar mace in unit dose formi ve
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materials may be dissolved or dispersed in organic or aqueous solvents. The layer materials may
include, but are not limited to, for example, one or more of the following materials: methacrylic
acid copolymers, shellac, hydroxypropylmethcellulose phthalate, polyvinyl acetate phthalate,
hydroxypropylmethyl-cellulose trimellitate, carboxymethylethyl-cellulose, cellulose acetate
phthalate, and/or other suitable polymer(s). The pH at which the first layer dissolves can be
controlled by the polymer or combination of polymers selected and/or ratio of pendant groups.
For example, dissolution characteristics of the polymer film can be altered by the ratio of free
carboxyl groups to ester groups. The layers may also contain pharmaceutically acceptable
plasticizers, such as, for example, triethyl citrate, dibutyl phthalate, triacetin, polyethylene
glycols, polysorbates or other plasticizers. Additives, such as, for example, dispersants,
colorants, anti-adhering, and anti-foaming agents may also be used.

In one embodiment, the pharmaceutical compositions disclosed herein can be in the form
of a bi- or multi-layer tablet. In a bi-layer tablet, one portion/layer of the tablet contains the
esomeprazole, or pharmaceutically acceptable salt thereof, in the required dose along with
appropriate excipients, agents to aid dissolution, lubricants, fillers, etc.; and a second
portion/layer of the tablet contains the NSAID in the required dose along with other excipients,
dissolution agents, lubricants, fillers, etc.

In another embodiment, the naproxen portion/layer is surrounded by a polymeric coating

that dissolves at a pH of at least about 3.5 or greater.
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dose formto the patient results in an 70 to 100%rel ative risk reduction
of the patient developing a gastric ulcer than a patient > 60 years of age
who is trwetet/msiilth enteri c coated naproxen, or pharnaceatrisesaibpsEerept abl e
salt thereof. In still yet another enbodinent, a patient is > 60 years of
age and adm nistration of the unit dose formto the patient results in an
89.2% relative risk reduction of the patient devel oping a gastric ulcer
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Example 1

A 6-Month, Phase 3, Randomized, Double-Blind, Parallel-Group, Controlled, Multi-Center
Study to Evaluate the Incidence of Gastric Ulcers (GUs) Following Administration of
Either PN400, which is a single-tablet formulation designed to provide sequential delivery
of immediate-release (IR) esomeprazole (20 mg) and enteric-coated (EC) naproxen (500
mg), or EC- Naproxen (500mg) Alone in Subjects Who are at Risk for Developing NSAID-
Associated Ulcers

METHODOLOGY:

Two randomized, 6 month, Phase 3, double-blind, parallel group, controlled, multicenter
studies (hereinafter known as Study A and Study B) enrolled H. pylori-negative male or non-
pregnant, non-breastfeeding female subjects with osteoarthritis (OA), rheumatoid arthritis (RA),
ankylosing spondylitis or other medical condition(s) expected to require daily NSAID therapy
for at least 6 months, who were either (i) 18-49 years of age and had a history of a documented,
uncomplicated gastric or duodenal ulcer (a mucosal break of at least 3 mm in diameter with
depth, without any concurrent bleeding, clot or perforation) within the past 5 years, OR (ii) 50
years of age and older (these subjects did not require a history of a documented, uncomplicated

gastric or duodenal ulcer within the past 5 years.).
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The pharnmaceutical conpositions disclosed herein can be sterilized and, if
desired, mxed with, for exanple, auxiliary agents, such as, for exanple,
preser vatwoes1o/stabi | i zers; buffers; coloring agents; amrdTiSEamonsaTg2 agent s.
In one enbodi nent, at |east one of the |ayers conprising the pharnaceuti cal
conpositions disclosed herein may be applied using standard coati ng
techniques. The |ayer materials nmay be dissolved or dispersed in organic or

aqueous solvents. The |ayer teri I ' i ncl ude, byt ot limt to,
for exanpl EIERIS WPISRsr 8ok reny Sii G o P Bl delSraneose
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was considered to have completed the study if all scheduled assessments at the 6 month visit had
been performed, or the primary efficacy endpoint (GU confirmed by endoscopy) had been
reached prior to 6 months.

Clinical laboratory safety testing, measurement of vital signs, and endoscopy were
performed at the Screening Visit and each Follow-up Visit. In addition, subjects had
assessments for dyspepsia and related gastrointestinal (GI) symptoms using the Severity of
Dyspepsia Assessment (SODA) instrument and heartburn symptoms at baseline (the day of
randomization) and each post-baseline visit. Subjects who completed 6 months of therapy,
discontinued due to GU, or discontinued prematurely returned for a Final Visit for endoscopy
(excluding subjects with GU or DU), SODA and Overall Treatment for Dyspepsia (OTE-DP)
questionnaires and heartburn assessments.

NUMBER OF SUBJECTS (planned and analyzed):

Study A: 438 subjects were randomized, 434 subjects were treated, and 333 subjects
completed the study. The data from 434 subjects was analyzed for efficacy.

Study B: 423 subjects were randomized, 420 subjects were treated, and 304 subjects
completed the study. The data from 420 subjects was analyzed for efficacy.
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The naproxen, or pharmaceutically acceptable salt thereof, may be
granul at ed by nethods such as slugging, |ow or high- shear granul ation,
wet granweatzoovisizas fl ui di zed- bed granul ati on. O thesePprsEeEs®sy715| uggi ng
general ly produces tablets of |ess hardness and greater friability.

Low shear granul ation, high-shear granul ation, wet granul ation and

fluidi zed-bed granul ati on generally produce harder, less friable tablets.

Exanpl.e(s inv i i defined in the follow ng Exanple(s). It
shou|&ﬁﬁg%uﬁﬁgﬁgﬂ6§§f¢ﬁ§0E§§;§i§5§§ are given by way of illustration only.
From t he agﬁve di scussi on and the Exanple(s), one skilled in the art can

ascerﬂ%?ﬁy he essential characteristics of the invention, and wi thout

departing fromthe spirit and scope thereof, can make various changes and
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Control l.ed, J-Center Study to Evaluate the. |ncj ce of Gastric Ucers
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(I'R) esoneprazole (20 j?) and enteric-coated (EC) naproxen (500 ng), or EC
(o]
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the “other” indications for NSAID use were back pain, chronic back pain, low back pain (in 49
subjects). Of the LDA users, 89% in PN400 and 78% in EC-Naproxen treatment groups took an
81 mg dosage and 8% in PN400 and 20% in EC-Naproxen treatment groups took a 325 mg
dosage.

Study B:

Approximately 2/3 were female and 89% were white. The mean age was approximately
60 years, with about half of the subjects in both treatment groups being 50-59 years of age and
half being > 60 years of age; a small percentage of the subjects (approximately 3%) was < 50
years of age. The majority (approximately 82%) were non-smokers. There were no relevant
differences in demographic characteristics between treatments. The 2 treatment groups were
similar with regard to most baseline characteristics. Approximately 22% of PN400 subjects and
24% of EC-naproxen subjects were using LDA at randomization. Approximately 9% of the
PN400 treatment group and 11% of the EC-naproxen group reported an ulcer within the last 5
years. OA was the most frequently reported reason for NSAID use. There were small
differences in distribution of underlying etiologies between the two treatment groups. Most of
the “other” indications for NSAID use were back pain, chronic back pain, or low back pain (in

42 subjects). Of the LDA users, 80% in PN400 and 77% in EC-Naproxen treatment groups took
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for at least 6 nonths, who were either (i) 18-49 years of age and had a

hi story of a docunented, unconplicated gastric or duodenal ulcer (a nucosal
break of WO ®as1218 nmin dianeter with depth, w thout &oy/SEernowsi7ent

bl eedi ng, clot or perforation) within the past 5 years, OR (ii) 50 years of
age and ol der (these subjects did not require a history of a docunented,
unconplicated gastric or duodenal ulcer within the past 5 years.).Eligible

subj ects were randonmi.zed 1:1 to receive_either PNAOQ ( EC-naproxen 0
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m nut ggsef ore breakfast or first nmeal of the day and the other dose 30-60
m nut es before dinner) or ECnaproxen 500 ng bid (one dose 30-60 m nutes
bef or @IS AND MAINCRIBHREY FORINGLUSMMON: he ot her dose 30-60 mi nutes

before dinner), stratified by |owdose aspirin (LDA) use (Yes/No) at
r andoni zat iSehjekrwde mmitshe on-praghant, gasibredtfoctbmafemalesent 1¢a6DU yoms of age

fi d b . Th i . dpoi the incid f tpi
ol cer e et el apriedia Fukp ARy RSAIRHBFhEy Bicenhcted, M4 %
and 6 |§Rshan’SPRSEs HACWRRA! BEuRBRLY RisforPbf GU dOUARRGS thdpdsh yels 28U e
patients using LDA was conducted. The 1ncidence of endoscopi ¢ duodenal

ul cer spipehts “@rﬁeﬂsmwtee}dylﬂﬁmegﬂ@@midﬁ@Qih@p@éﬁléalsDU(ﬁti?@E@mei gal adver sed
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di sconti nued and the subject was discontinued fromthe study and pl aced on

appr oprdeacsumgthydeiconltk@venr eally bide ul cer. A subject was considered to have

| §448 ﬂﬁ% GGh OBEDF gﬂ“}ﬁ h visit had
gggﬁ perﬁ?)ir{#\:f‘ltgiSIE or I%‘Ie\Pglt’ |bmar y%e{?piq\gacy endpo%ﬁ“?_ coIn |£mngtj b;l stt ha
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testing, measurenent > of Vi tar ol gns, "and“endoScopy were perforne At the

Scr eer@mMygiVesotallabil. each Fol | ow-up Visit. In addition, subjects had
assessment s foro%gpepsi a and related gastrointestinal (@) synptons using

t he SXISITWINP

Visit windows used for determining the month of observed gastric or duodenal ulcer for
efficacy analysis were as follows: (1) the 1 month visit included a planned visit day at 30 = 6
days (visit window based on actual study day was 1-36 days); (2) the 3 months visit included a
planned visit day at 90 + 12 days (visit window based on actual study day was 37-108 days); and
(3) the 6 months visit included a planned visit day at 180 + 12 days (visit window based on
actual study day was > 109 days). The study windows were used to determine the month of
observation throughout the 6-month treatment period.

OBJECTIVES:
Primary:

To demonstrate that PN400 is effective in reducing the risk of GUs in subjects at risk for
developing NSAID-associated GUs.

Secondary:

(1) To determine if PN400 is effective in reducing the risk of DUs in subjects at risk
for developing NSAID-associated ulcers.

20



Dyspepsi a Assessnent (SCDA) instrunment and heartburn synptons at baseline
(the day of random zation) and each post-baseline visit. Subjects who
conpl et edw® 20omisi6of t her apy, di scontinued due to GQU, @CTEES@oNsG7MLEd
prematurely returned for a Final Visit for endoscopy (excluding subjects
with GU or DU, SODA and Overall Treatnent for Dyspepsia (OTE-DP)
questionnaires and heartburn assessnents. NUVBER OF SUBJECTS (pl anned and

anal yzed): Study A. 438 jects were random zed, .4 bj ect re
treated, att) 333 OsHBTRICE woﬁﬁlﬁ‘rpé%%mt ﬁ&w@Ewwed?ﬁ(&hﬁ@%f4&65%5?352%%@8?% s
was andhytgtted BY s@hld GASUDAShUAIMBit aftd theSOPEGSE S wer e random zed, 420

subjects were treated, and 304 subjects conpleted the study. The data from
420 subj ect(3) wasloaperthyare chehuburaf fyingzoms DEMOGRABHIGEed WithPORYOATIcENs Btudy

. Approximately 69% were femal e and 84% were white. The nean age was
appr oXi W€ty 6 1 years, with about half of the subjects in both treatnent

groups bei ng) 50-12%vwWRafcSthOfafagananélerablily ¥EPNSOcraBeEC-AasoREd. per cent age
of the subjects (< 3% were < 50 years of age. The mpjority (> 85% were

non- sfher:s. There were no relevant differences in denographic
characteristics between treatnents. The 2 treatnent groups were also
simlar w the assgrartbe cicdiad elonemmiggnanse peEDPLY (€820mahlosdhe osdeary ofPUNSAI D
use. '%Plﬁlrir?Xi At elmx{enz% of the PN4AQOO treatnment group and 6% of the

p ¥

EC- napr oxe acgr{)etaj‘p eﬁléorutl)'ed an ulcer within the last 5 years. Approxinmately

24% ofCIAIVORI & B e EVA IB0A T20%; of EC- napr oxen subj ects were using LDA at
random zation. OA was the nost frequently reported reason for NSAID use.
Ther e pfescysmal | differences in distribution of underlying etiologies
between the two treatnment groups. Mdst of the "other” indications for NSAI D

use were baFRcd Was aSc@RY CoyPasdtrodabdbnal eMddRas)y PEBErebhing 49dSHbi eTtad .6 Of
the LDA users, 89% in PNAOO and 78% i n EC- Naproxen treatnent groups t ook an

8 1 nuyneivayeitseand woBatiantrierodcd Rtcpows (AR ODanesHprnedtss threeghehthe gudiips t ook
a 325 Sr;rlgetg;lzosage.

Safety was assessed by monitoring adverse events (AEs), serious AEs (SAEs), clinical

laboratory evaluations, vital signs, and physical examinations.

STATISTICAL METHODS:

All statistical analyses and data listings were completed using the SAS® system, version
9.1 or higher. Unless otherwise specified, all statistical tests were 2-sided, and statistical
significance was tested at the 5% level.

Analysis Populations:

The following analysis populations were used:

e Intent-to-treat (ITT) population: All randomized subjects who received at least 1
dose of study drug and had no ulcer detected by endoscopy at the Screening Visit.

e Per-protocol (PP) population: All subjects in the ITT population who did not violate
the protocol in any major way that would have impacted the evaluation of efficacy
and had at least 70% overall treatment compliance. Subjects excluded from the PP
population were identified prior to unblinding of the treatment code, and the reason
for exclusion was documented.

e Safety population: All randomized subjects who received at least 1 dose of study

drug.
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Study B: Approximately 2/3 were femal e and 89% were white. The nmean age was
approxi mately 60 years, with about half of the subjects in both treatnent
groups bewvogobdiss8eyears of age and half being > 60 yeaPsToE2@g050782 snal |
percentage of the subjects (approximately 3% was < 50 years of age. The
majority (approximately 82% were non-snokers. There were no rel evant

di fferences in denographic characteristics between treatnents. The 2
treatnent groups were simlar with regard to nost baseline characteristics.
Appr o aHH{lgP‘?e‘ZZ% of PN40O subjects and 24% of EGC-naproxen subjects were

using LDA at random.zatjon. Approximately 9% of the PNAOO treafnent group
and 119% of Ihgermplesits ol syPISEE PPEFesnt SAUR PReTudy Amnd Eitﬂiv Bawas 195¢tbar s

OA wagntiRe aEMRptibh SHQRY Yr §1ﬂ’>§’é%'£§ t?@atffo?@ﬁﬁ @d-ﬁ%@% nglﬁehavg- Q%ﬁ eo‘%?f\/\%e%' !

differences in distribution of underlying etiologies between t
t r eat memthgstedypduratidostongfar¢chie 3% pheubjcditnttcaged wohPN49O. NBAIcDmpsetior needoack

ain, rani ¢ back pain, or.]qw.back pain (i subj s). OF t

Ceer s FE08 1 Srepniro Gl o7 i e REpRowEHt o it oG dpyet ooicies T

dosagqi@enck 4 enRNA QB Reh ZRCeNAOEC- Napr oxen treat ment groups took a 325

ny dosage DI AGNOSI' S AND MAIN CRI TERI A FOR | NCLUSI ON:  Subj ects were nal es
£

or norkf] @g’mtplﬂlf@hﬂilﬁyteastfeedi ng females at |east 18 years of age with a

medi cal condition expected to require daily NSAID therapy for at |least 6
nmont hs, and heiptinagy stitchenctBipoing aes th IH,OPWIDIhOﬁSLdmm@N@g@lﬂ@ Qs thyowgho®U or
DU within the.past .5 years.. Eliqgible subjects were i.copacter

oyl or 6. BB £ S35k 2ot ebri ey ik B Be RS TOLS STRSH Shnpompaths
DOSE, AN uMeREi Ak vVt STERAEEON5 /P ERIchab iftisaMECE fORBEGAGAHRE Bioup.

Pat heon Pharnmaceuticals, Inc. (G ncinnati, and contai n EC naproxen 500

ng and reAMEBIETRESAY S sompateg usine alerphraasMapteBHggnsaeld b htes! erafifigh B vsim

trihy ' - bi d. REFERENCE THERAPY, DOSE, AND MODE OF
ADM N$§$%§%%Noé%{%§gorlﬁ%§# 00 ng tabl et (nmanufactured by Patheon

Phar maceut ile aliditioh,nte prépontboma@dubjects developing GUs was estimated using the Kaplan-
Meier method. Time to GU was calculated from the first day of study drug dispensed to the date
of confirmed GU or was censored at the 6-month endoscopic assessment date or at the last
assessment date if no GU developed. The Kaplan-Meier estimate and corresponding 95% CI for
regrouped by-month data were calculated by treatment group at 1, 3, and 6 months. Kaplan-
Meier time-to-event curves for the cumulative proportion of subjects developing GUs were
plotted by treatment group. A log-rank test stratified by use of LDA (Yes/No) at randomization
was used to test the difference between treatment groups in the survival curves.

The estimated and observed proportions of subjects developing GDUs throughout 6
months of treatment with LDA use (Yes/No) at randomization were summarized between
treatment groups and within each treatment group in a similar fashion to the primary efficacy
endpoint. To obtain an adequate power to assess the effect of LDA use between treatment
groups, the statistical inference test was performed using the pooled data from Study A and
Study B.

Concomitant medications were tabulated by therapeutic drug class and generic drug name
using the World Health Organization Drug classification (March, 2007). The percentage of
subjects who took acetaminophen and/or liquid antacid was tabulated for each treatment. The
treatment difference in liquid antacid and acetaminophen use was analyzed using a Cochran-

Mantel-Haenszel (CMH) test adjusting for use of LDA (Yes/No) at randomization. The total
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OH) given orally bid. VISIT WNDOAS: Visit wi ndows used for determ ning the
nont h of observed gastric or duodenal ulcer for efficacy analysis were as
foll ows: wo)otths1zienonth visit included a pl anned vi sit PdagE2110880716 days
(visit wi ndow based on actual study day was 1-36 days); (2) the 3 nonths
visit included a planned visit day at 90 12 days (visit w ndow based on
actual study day was 37-108 days); and (3) the 6 nonths visit included a

pl anned visit day at 180 . 12 days (visit w ndow based qn actual study day
was > téﬂ@@sfaaw)s takeRecs %laﬁctvanﬁ%ﬁ@&w%éetﬂeweﬁ e e A
obser\f@ltgagﬁrﬁeja[dagg@gggregt%npg Q_th treatnment period. OBJECTIVES: Primary:
To denonstrate that PNAOO is effective in reducing the risk of GUs in

subj ect s atTheieskofune tadsudy dipigngasNSAlBtcdsyoddyatoadti@ysdruSetotmhdamper ¢fldosTo

deternmi.ne if PNAQOO is effective in reduci t he risk. of i n subjects at
ri sk E]%}?G%Pee\?éil%?tn?jldﬁ@ﬁ%&ea WELIAFR A F‘&Oéﬁtqg f?rzﬁacﬁf&“@c?ﬁtp%ﬂ%waw s in
subj egfescripti®atsRestidst NTHRINGQRLHMEHE M dFGriaRRXER s dTRASMELHABY a§ GOI @fone
SODA i nstrunment and t he OTE- DP. (11538 To conpare heartburn synptons in

subj eddayst ¥ éat eld3 vinehPKipo dagp suk0SCarg Bdx arpntlis4§dayy ~el0f) rrdetabyated et y
and t?ﬁﬁ{ kl%ﬁ% of PN4AOO versus EC-naproxen. O her: To assess the effect
of concom se of LDA (< 325 ng) on the incidence of GUs within each
treat ment gredtientCRInTERhA FEORAENALUATdrQNDj et vag definedEld thegryconage agssased

by gastroduodenal endoscopy at Screening and at 1, ar .
number of doses taken out of the scheduled number of doses between visits when the subject was
in the study. Treatment compliance over the entire duration of study drug per subject was
defined as the total number of doses taken out of the scheduled number of doses during the
treatment period. Treatment compliance for each visit and overall was categorized as < 50%,
50% to <70%, and >70% and summarized by treatment group. The overall treatment

compliance was summarized using descriptive statistics.

Key secondary efficacy and tolerability endpoints were:

1. proportion of subjects with pre-specified NSAID-associated UGI AEs or DUs;
2. proportion of subjects discontinuing from the study due to NSAID-associated
UGI AEs or DUs; and

3. proportion of subjects developing DUs throughout 6 months of study treatment.

Analyses of these endpoints were in sequential order, and the hierarchical fixed-sequence
testing approach was used to adjust for multiple comparisons. These endpoints were tested in the
specified sequence with the rule that once a p-value exceeded 0.05, endpoints further down in the
sequence were not claimed for statistical significance. Treatment comparisons of the first 2 key
secondary (tolerability) endpoints were performed using a CMH test adjusting for low-dose
aspirin use (Yes/No) at randomization. Subjects who developed both GUs and DUs were not
counted as discontinued due to DUss since subjects developing GUs were considered as
completers. The proportion of subjects developing DUs throughout 6 months was analyzed in
the same manner as the primary efficacy endpoint.

Non-key secondary efficacy and tolerability endpoints included:

e proportion of subjects with resolution of symptoms on the heartburn questionnaire;

e responses on the OTE-DP questionnaire;
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nonths visits and by Patient Reported Qutcones (PRO questionnaires

t hroughout the study. Safety: Safety was assessed by nonitoring adverse
events (AEeRoIgBIilIous AEs (SAEs), clinical |aboratory ewalrsatilonsy7iyit al
signs, and physical exam nations. STATISTI CAL METHODS: All statistical

anal yses and data listings were conpleted using the SAS(r) system version
9.1 or higher. Unless otherwi se specified, all statistical tests were
2-sided, and statistical signjficance was tested at the 5%l evel. Analysis

Popul ati ong: MR $HNEBHPABERENGA choh et PBASURESES LI KY: I ntent-to-treat

(ITT) population. Al k- SHPJ ecei . se of
study drug an%l%ﬁ% °ns féﬁﬁ%ﬁ%ﬁ?@é@ggﬂgﬁoﬁﬁh%&%p@%éqgﬁhgté@?g@%%]a% sit.
Per - pr ot oc Athe§dPRrepoplyzad iong a AMHSed) modisied Wildogoh Tahkpipu(Bdn Biteredatest] d
not vialate the protocol in any nmjor .that woul d. have i npacted. the
eval LA RV ey @%&1 ST HBGE AT oHsHICHEM, U PEPOT oM HHOMCIT BrisiaPatc e
Subj egiiSs SxPLUOEd W Amhiyh& RRhPQRHL AnRB NERE phiflRF Eddpdtht PrAIPAnd:

unbl i ndll§sng oéf) t he trseat#ent ncode, and the reagoln ?%r ggcl usi onnv%seS were
docunedjusttd forSaktef Y.Dyopukaddnoimatiol. | random zed subj ects who received at
Ieastré clg§e of study drug. Sanpl e size: The sanple size of 200 subjects per
t r eat MK group per Study A and Study B was based on the assunption that
15% of subj

ts treated with EC-naproxen uldz\gev ver the 6 nonths
Study dur athibALcHBaF B BOSYFGHOd B TS r et Peds SIeGaLh (Meab0l Diianary Tor
CONPURRLLRbY RAvAich) aliedlagiReast syk@af orghh ERs(SOG). danRhER JfitkankIch&y el
of 5% and 90% power to detect the difference between EC naproxen and PN40O.
Ef f i caxt\allamehtinohtegradsigenitt AEs, treatment-related AEs, SAEs, and AEs leading to study drug
discontinuation were prepared. Treatment-emergent AEs were also summarized by maximum
severity and by quartile of number of doses taken.
Vital signs at each visit, ECG at Screening, and physical examination findings at
Screening and any unfavorable changes at the Final Visit were summarized by treatment and
listed. Clinical laboratory values and change from baseline at each visit were summarized by
treatment group using descriptive statistics. Shifts in laboratory values from Baseline to post-
baseline (most abnormal value from any post-baseline sample) were tabulated. A separate listing

was created of clinically significant laboratory abnormalities.

RESULTS:
Overview:

Baseline demographics were similar between Study A and Study B groups.
Approximately 82% of patients had OA and 6% had RA. The cumulative observed incidence of
GUs over 6 mos was significantly lower in the PN400 groups versus the EC-naproxen groups
(P<0.001 for both studies) (See Table 2). Of the 854 subjects in Study A + Study B, 201 were
concomitant LDA users; the incidence of GUs in concomitant LDA users was lower in the
PN400 group versus the EC-naproxen group [3.0% vs 28.4%, respectively, P<0.001] (See
Table 3). Of the 201 concomitant LDA users out of the 854 total subjects in Study A + Study B,
the incidence of GDUs in concomitant LDA users was lower in the PN400 group versus the EC-
naproxen group [4.0% vs 32.4%, respectively, P<0.001] (See Table 4). The incidence of GUs in
non-LDA users (n=653) across Study A + Study B subjects (n=854) was lower in the PN400
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The primary efficacy endpoint was the proportion of subjects devel opi ng GJs
t hroughout 6 nonths of study treatnent. The observed cumnul ative incidence
of GUs atw0,208/@mi66 nont hs was sunmari zed with its assecrsEedo®597d2
confidence interval (Cl) for each treatnent group. Treatnent groups were
conpared using a Cochran-Mantel -Haenszel (CVH) test stratified by use of
LDA( Yes/ No) at random zation. In addition, the proportion of subjects
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random zation was used to test the difference between treatnent groups in
t he swivival curves. The estimated and observed proportions of subjects

devel op! G \GRE yf5 QAN Be BERIR & (LEEANTRAt b VL HORE( YaR/ . 2

random zat i on Wwere sunmar reat roups an

t r eat ReRtsigllaUugndony @easmemﬂ @buﬁs@@hﬂ mciﬁadﬂh@l AFEJsﬁﬁbMdﬁﬂ‘gf dyepepsiefSdpdiable.9 To
obtain an adeguate power to assess fect of LDA use between treatnment

gr oupdor ki @f 4 tAE%)r BEAUITCAfgss éWﬁEeDfﬂéfslfl tbs‘aBNﬂ%Q g@ﬂlﬁe&n%fin@mewé tisasdedttyat a
from Sy s%ﬂfﬁé’anﬁ agmmsf(ﬂﬂ saagg | %%umra%n{aﬂﬁlﬁg?e} %drgﬁhs of
rug c Kd

therapeutl C ass a eneric drug nane using the Wrl
O ganitwatman WiXhuBNeO@ssists Eatnaproxehvb(Sed TaRIBEY) Fo'ﬂwampke(; entthgpaiafinukifyect s

who t ook ace ophen. and/ o uid ant aci d, was. t abul at ed. f or each
t r eat HEARM ﬁgghﬁeaﬁ%lﬁfmadﬁ ?ﬁ“@ﬂ@éﬂ?ms SRSt Wtﬁaemﬁf DREF GRRONT TS ghEh use
was angh Méﬁgxéiﬁbaﬂﬂzn% &0&?15/39[?; thMantghthHAGRS 28k diffYEhcd BSLS dlaHS inddehsEPht Use

of LDA (Yes/No) at random zation. The totaltablets/ounces taken per subject
and ave¢hgebscainetvasiounicled S alcen mper seuby et O-menth (Fathrkasi pbstrvagion ecaethed

medi C%Brl'vx?a?d) M §tuc?ya1&mafng 592 BR400 group and -0.15 points in EC-naproxen group (p<0.001)
and in Study B of -2.64 in PN400 group and 0.09 points in EC-naproxen group (p=0.004). In the

case of SODA pain intensity and non-pain intensity, a negative value for LS mean change
implies improvement. In the case of SODA satisfaction, a positive value for LS mean change
implies improvement.

PN400 was also associated with significantly higher rates of heartburn resolution and
greater response in the OTE-DP scale for PN400 versus EC-naproxen (See Table 8). In the
OTE-DP questionnaire, subjects in the PN400 group showed significantly more improvement
than subjects in the EC-naproxen group, with a higher percentage of “better” response and a
lower percentage of “worse” response in the PN400 group. Resolution of heartburn at each post-
baseline visit was defined as a severity rating of “None” on the heartburn questionnaire. Only
subjects with heartburn severity at baseline and post-baseline were included in the analysis. The
comparison between treatment groups at each time point was made using a CMH test taking into
account baseline severity stratified by LDA use at baseline. Table 10 presents the heartburn
resolution by baseline symptom severity and by visit. From an early time point (month 1),
PN400 treatment demonstrated a significantly higher resolution rate than EC-naproxen. The

difference in heartburn resolution was consistent throughout the study period.

25



The exposure to study drug was eval uated by days on study drug, total
nunber of doses taken per subject and average doses taken per nonth for
each subjwotosmdimamrari zed usi ng descriptive statisti ceCT/BRERO1dOFELE ONn Of
study drug exposure was al so categorized as < 1 nonth (days < 36), 1-3
nonths (36 < days < 108), and 3-6 nonths (days > 108) and tabul ated by
treat nent group. Treat ment conpliance for each visit per subject was

defi ned as .t he perce age of total doses taken out of
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DUs throug trea ses 0 ese e dp0| n

wer e iPN4DegyaBtd BC-mapeeen, peoh2ohe hi erarchl cal fixed-sequence testing
approach was used to adjust for nultiple cogfarl sons,. These endpoints were

t est ed i n the Qaeeﬁsp?lé@daéau%gwﬁcwtkyﬁmﬁéveﬁ @l tofexbiliye as mepiied RiePaticabeded
0. 05, @h?co}x#éﬁ tds'ﬁbs dlk&nhﬂﬁatﬁ)%%faeg Qe Y@N%quﬁ asgc#cﬁétg@ finIOAEs/DUs

statis significance. ea ment conpari sons o Irst 2 key
secondﬁmpal(etiakzeh &Hii- hapry;)erencﬂw()ﬁtrﬁavaroenqmeaftmatmafdlt upting far eivikk @a;ments to

adj ust.in or irin use (Y t..random i on. Subjects who
ceve! diagr ioiert SPATERGBRE RS S8 SR BIFr o P COTT bed due to DUsS

si nce HvkisGehs devel oping GUs were considered as conpleters. The proportion
of subjects devel oping DUs t hroughout 6 nonths was anal yzed in

This study demonstrates a clinically meaningful reduction in the occurrence of GUs in
subjects taking PN400 versus EC-naproxen throughout 6 months of bid treatment in subjects
requiring chronic NSAID treatment and who are at risk for NSAID-associated ulcers. The
difference was apparent as early as 1 month into therapy and persisted throughout the study.
PN400 treatment also resulted in a significantly lower incidence of DUs than EC-naproxen
throughout 6 months of treatment.

Minimization of gastric side effects is of particular importance in chronic NSAID users
who also take LDA for cardiovascular prophylaxis. The study results show that the benefit of
PN400 over EC-naproxen was maintained in subjects who also took LDA.

PN400 was also better tolerated than EC-naproxen as demonstrated by decreased
incidence of pre-specified NSAID associated UGI AEs, increased proportion of heartburn
resolution, fewer discontinuations due to UGI AEs or DUs, improvement in patient reported
outcomes as measured by SODA and OTE-DP.

PN400 was generally safe and well-tolerated. Overall AE rates were similar between the
treatment groups. GI AE rates were lower among PN400 treated subjects compared to EC-
naproxen treated subjects. This difference was primarily due to the difference in UGI AEs.
While the mean duration of treatment for PN400 was longer than for EC-naproxen, the incidence

of AEs did not increase with increased duration of exposure. An improved safety and tolerability
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the sane manner as the primary efficacy endpoint. Non-key secondary
efficacy and tolerability endpoints included: proportion of subjects with
resol uti omoabigygmpbons on the heartburn questionnaire; PCESB0I9AS070N t he
OTE- DP questionnaire; mean change from Baseli ne on each of the SODA
subscal es; and proportion of subjects discontinuing fromthe study due to
any AE (including DU. These were analyzed using a CvH test, nodified

W coxon_rank- Van Elteren) test, COVA, and a test, tively.
In addelils r??lﬁ?ﬁu@wpé’%ﬁlts? i‘{?HmBFt%%?fﬁﬁ&?_t @ga%rv@%?ﬁlﬁa ctsaubishig ot PR R
anal y Z6fhpldlink AN TaRARHerR Syiftt BEIIBiN CRYROGTE or BU (ARALYSAS iere.

adj usted for "use of LDA at random zation. Safety: Al AEs weré coded into
pr ef emapwxere(4280)accon diGlg thap shbbRAan([BVedimakeni8¥i)onary for Regul atory

Activities), and cl,assified by sys rgan. cl ass (S . .Supmar i f..the
Aol tonce. el o 3t i o R R LR Gt BB RUORE bRl Uy
AEs | eadion DU afl Ylyvidedd BlitRe ANGT Barety PRy iiRinPEERRADRken TT RAtIEN PIRARY gent
AEs were al so summari zed by nmaxi num severity and by quartil e of nunber of

doses appgasnto by a sife andgwiell-talerated Hropinadnt optmdos sulgeqteatiskgor MadIBtassaceaed
exaniqﬁggggwggﬂﬁggngs at Screening and any unfavorabl e changes at the Final
Visit were summari zed by treatnment and listed. Cinical |aboratory val ues
and clsumg@a#y:om basel i ne at each visit were summarized by treatnment group
using descriptive statistics. Shifts in | aboratory values from Baseline to

post basel i Mhe(redush oABROS sTadicy adrbiéh straRMtiR YidRSdmbRSEith PR46@6gthEredVRy BC-
tabul ated. A separate listing was created of clinically significant
| abor aepioyemplese Mrpghoas 6 msubpgsray sk ioENS Al sesogirsg sghiressltow e

simlap 1 Study A and Study B groups. Approximately 82% of patients
had szaﬁﬁkﬁﬁﬁﬂad RA. The cunul ati ve observed i nci dence of
e The cumulative observed incidence of gastric ulcers throughout 1, 3 and 6 months

was lower with PN 400 compared to EC-naproxen alone;

e A significantly lower proportion of subjects with NSAID-associated GU(s) in
subjects with and without concomitant LDA;

e A significantly lower proportion of subjects with at least one pre-specified NSAID-
associated UGI AE or DU;

e A significantly lower proportion of subjects discontinuing due to any pre-specified
NSAID-associated UGI AE or DU;

e A significantly lower proportion of subjects with NSAID-associated DUs;

e A trend of a lower proportion of subjects with GUs regardless of LDA use, ulcer
history, age < 60 and > 60 years, gender, race or ethnicity;

e A significantly higher proportion of subjects with heartburn resolution;

e A significantly better overall treatment effect on dyspepsia as measured by OTE-DP;

e Significantly improved dyspepsia symptoms as measured by SODA domains of pain,
non-pain symptoms and subject satisfaction; and

e A significantly lower proportion of subjects discontinuing treatment due to an AE or

DU.
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GUs over 6 nos was significantly lower in the PN4AOO groups versus the

EC- napr oxen groups (P<0.001 for

both studies) (See Table 2).

o

t he 854

subj ect s wo 28toudy214 + Study B, 201 were concom tant LDAPUISES(1005T12
i nci dence of GUs in concomtant LDA users was |lower in the PN4AOO group

versus the EC naproxen group [3.0%vs 28.4%
Tabl e 3).
Study A + Study B,
in the PNAOO group versus the ECna
See Tabl e

respectively,

P<0. 001]

respectively,
O the 201 concomtant LDA users out of the 854 total
t he i nci dence of

HABLES

subj ect

P<0. 001] (See

s in

in conconitant LDA users was | ower
roup [4.0%vs 32.4%

4). The incidence of GUs in non-LDA users
(n=653) acr oss Camudytiye Obsurye Datasaibl, Scansl ¢ Negethy inddsI Popslatipm t he

PN40Qgroup versus the EC naproxen group [6.4%vs 22. 2% P<0.001] (See Table
5). A pool ed anal ysi s|of Stud¥sA and g _ { ed USAAHBEIdQ5RUs
assogi ated with a sigpi ﬂj@btl Igmer [ ,%@pca Qf Y er%y%)EC _@g{ugxen
r eganglgss of | agRaoo( SEE @kl e |ne reh@dve(Tisk re 'ucu on ((RRR) Tor| GUs
i n patihenis t|reatme) W t knRNO( W%js 4.19%0.095% ,onéggen( te i nterwval [CI ]
39.0,] 79.8) inE@atrient s2&gEed 50- g" yrs| and-89. % % Cl 75.6, |95.3) in
pati ents aged >08H0Nrs C\WAiPe It he overlal -9VAki Hence of ladverse levents |
( AESs) ,gtg‘f{n’{r;’?ggt nrenEzNj‘O%I at ed' ‘A and SAEs V\ééo% m | ar anomg treatnent groups,
pre-gpecit ed {#H.,&6s hﬂq,g#m ng~tPspepsigs()Seg Ta¥be 9 for fist of UG
AEs),| occurred less freguent)y in the PN4@Qogr pup. | ndeed, patilents trepted
with BN40O reported sigridibcantly inprioved.BCDA scores |i hi4alB) 3 pati ent
domai| A< maftser | 6pHRt hs 68947 eat mapy; Wi LhCPRADQ| vessulS F:((_4§1‘h§r‘,?r1hyen<6.@ee
Tabl e 8). For| exd =) é%z '?)e pai n mtenélié(_@;% dprmai n of |S SQudst i onnai | e,
PN4AO(Q—patients showed g gni frcantty nore rnprovement than EC naproxen
pati ents aq early as the 1-month visit. The difference in IS neans
incre%%‘ o at |ea ﬂ“og)ub‘e el yisit, wilt (0'7]? an pai n scores at| 6-nonth
(with ast o SKT- n‘éﬁb)feﬁ’ Y E’ﬂ'ldd)cu f eropar y Aef 55—+ PN400 grpup
and -0. 15 poi nt g-1:16) EC- gaprgxen group (pg(gzjgpl and in|Study Blof -2.64|in
PN4AOQ sgayaup and p84d09 poiiniss) i1 n EC naprioxeni.agroip (p=0. 004). Tn [the case| of
SODA ﬁéinnmilsnten@ﬁtl()) ahd e pai n_J gt e S|610\#34)a eggghve lvalue fdr LS nean
chang e anl i es fﬁgg’ﬁv rr}grﬁgg)l m the case %CDA satisfaction, g positive
val uesfgrptSre N40 Henges 7 ) 2(1 0) 114 (543)
0-6 months n=210 41-11.5 0.1-34 47.3-61.2
EC(-napm))(en (51(24.3)) <0.001 (12(5.7)) 0.007 (151(71.9)) <0.001
(n=210) (18.6-30.7) (3.0-9.8) (65.3-77.9)
Study A + PN400 24 (5.6) 3(0.7) 228(53.3)
Study B n=428 3.6-8.2 0.1-2.0 48.4-58.1
0.6 months EC(-napm))(en 1(01 (23.;) - (23 (5.4)) <0.001 (300 (70.4)) <0.001
(n=426) (19.7-28) (3.5-8.0) (65.8-74.7)

! p-Value for ulcer occurrence is from a CMH test stratified by low-dose aspirin use, at randomization.

TABLE 3

Cumulative Observed Incidence of GUs
for LDA Users at 1, 3 and 6 Months in ITT Population

GUs
No. (%) I
(95% CI) p-value
PN400 0
Study A (n=53) (0.0-6.7)
0-1 month EC-naproxen 6(11.8) -
(n=51) (4.4-23.9)
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i nplies inprovenent.

rates of heartburn resolution and greater

PN40O was al so associated with significantly higher

PN4A00 verwoo0tdsnapr oxen (See Tabl e 8).
subjects in the PNAOO group showed significantly nore inprovenent than

subj ects in the EC naproxen group,
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data correl at ed

study

perto

d—Basetd UH a plcllﬁiualy

bet ween OTE-DP and SCODA,

e o
ASSTOSITITTIL

t he changes from baseline in SODA

of pool ed

scores for PNAOQ were clinfcal Ipngogl evant. Anganal ysis of tolerability
reveal ed fewer pahjgenis di >cont (hoyed due tgor@rpnspe:if ed U AEs/DUs in
t he PN40OO group bg @Uﬁt EC oup (3L . 2% PN4AO0D vs 12%
EC- Napr oxen, p<0.00 gt udy (%&g%gm E%;é\ Yo EC- napr oxén, p=0.009)
(See Table 7). The—discont nuaL rat-e '*" th—a y—AE—(H-nReludi ng DU) was
significantly | ower in the N4 oup versus”EC- naproxen group (Study A:
7% PN400 vs 16% Btudydbr oxep, _p 4, Study08:7-11% PNA0Q vs 18%
EC- napr oxen, p=00620pnthpN4DO ECs-nasrgzm atled Iti@hSki ghificantly i nproved UG
tolerability, as neasured by Pdnirght Report/éd-Quf)comes (PRGOs) and
di scontinuation|rates due to N3N4DOassoci at ed43§3 AEs/ DUs, conpared with
EC- naproxen. PNAQQ,dyay proyi de @=f6eat nent (@ptsygy for at-risk patients to
inpart | onger NSHlnWhinbi At TEALRGHE&T NS When3ER/y i ntol erability is
control |l ed. Di s¢cussion: (n=51) (20.8-47.9)

swpas | poe | o0

Study B — P<0.001

0-6 months EC-naproxen 29 (28.4)

(n=102) (19.9-38.2)
TABLE 4

Cumulative Observed Incidence of GDUs
for LDA Users at 6 Months in I'TT Population

GDUs
No. (%) value
(95% CI) p-vall
PN400 1(1.9)
(n=53) (0.0-10.1) B
Study A EC-naproxen 14 (27.5)
(n=51) (15.9-41.7)
PN400 3(6.5)
(n=46) (1.4-17.9) B
Study B EC-naproxen 19 (37.3)
(n=51) (24.1-51.9)
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This study denonstrates a clinically neaningful

reduction in the occurrence

of GUs in subjects taking PN4OO versus EC naproxen throughout 6 nonths of
bi d treatwenbiosimabj ects requiring chroni c NSAI D treat memiSEa01d/05dT102 ar e at

ri sk for

NSAI D- associ at ed ul cers.

The difference was apparent as early as 1
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nthe nf

t hroughout 6 noi

trpo
L9 |

t mpnt
A2 9190 B A 2 B 1 Y

M

Y]

m-7zat i

on

ctri e~ i

i nci dence of DUs t han EC- napr oxen
de effects is

of particular il

I
EC- ni

car di ovascul ar
PN4OO over
was al so better

i nci dence of pre-specified NSAI D associ ated UG AEs,
of heartburn resol ution,
in patient

i npr ovenent

treat ment for
did not
and tolerabilit

proportion of si

wi t hout devel opi

(ii) a &J than g
PN40O si ¢

st udy,

provi ded a bett¢

appears to be a
risk for

PI
i ncr easg

NSAI D- &

Tportance i
O Axi s
apr Sively Bras
tol erated

n chrP

The(sPUdy r

NSAI

HIES%21 AN UI

b ubdt 9 wno
»sulh & /48w

./l\.)l.ll\l C=a

aI so takg

meiGrhaproedh i
[ han (EEQ08apr o

n suBj(éz#s who

?bbﬁ l

SO ¢

)

en2ag-4kenon

strated b

n

5 LDA for

penefit of

pok LDA. PN400
decr eased

i ncreased proportion
fewer discontinuations due to Ud AEs or
reported OUuttABEE ;s neasured by SODA and OTE- DP.
PN400 was generally safe and well-tolerated. Overall
bet ween t hq,tigeat
subj ects conpare
primarily due tg

DUs,

AE rates were simlar

S reated
to E%ﬁ‘gﬁﬂs@%ﬁg‘?%{%ﬁqsﬁ%ﬁgg@ SIQ |ffdé3dﬂgngglt was
T b urati on of
NAOO was | onger than for E\.,-Nlapb xeh—tthe—+nci dence of AEs
> With increased duration of sur e. pAmlugmproved safety
yprofile of PNAOQ was als i gher
ibj ects on PNAOPN4oy conpl éti & mont hs of t?eat ment
Ardy(A) a BU ofn G5 han [suldpdet )on ECnaproxen (42%, or
50bl movth on| EEGragrroxen (48%Z2.(1Based| on the results of this
yni fi cantly| redus€ldsy he iincislenge)of | both GUs|and/or DUs and
=r UGI safety prmy4goe than E@pmaproxen. As such, PN4OO
& and wel | -hgll%rsyt ed tr qpteny option for |subjects at
16530 bithed BUEEHH Bk SITTELY: N
(n=165) (13.7-26.3)
PN400 8 (4.8)
Study A (n=165) (2.1-9.3)
0-6 months EC-naproxen 38 (23.0) B
(n=165) (16.8-30.2)
PN400 4 (2.4)
Study B (n=164) (0.7-6.1)
0-1 month EC-naproxen 11(6.9) -
(n=159) (3.5-12.0)
PN400 10 (6.1)
Study B (n=164) (3.0-10.9)
0-3 months EC-naproxen 23 (14.5) B
(n=159) (9.4-20.9)
PN400 13 (7.9)
Study B (n=164) (4.3-13.2)
0-6 months EC-naproxen 34 (21.4) -
(n=159) (15.3-28.6)
Study A + PI:I4;)O 21 (6.4)
Study B (n=329) (4.0-9.6) <0.001
0-6 months EC-naproxen 72 (22.2)
(n=324) (17.8-27.7)
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The results of these studies denonstrated that bid treatnment with PN40OO
conpared to ECnaproxen al one throughout 6 nonths in subjects at risk for
NSAI D- asswoiz2atoedizibcers resulted in the foll owi ng: ThePcursEb@viosginbser ved
i nci dence of gastric ulcers throughout 1, 3 and 6 nonths was |ower with PN
400 conpared to EC-naproxen alone; A significantly |ower proportion of
subjects with NSAI D associated GJ(s) in subjects with and w t hout
concomtant LDA;, A significantly I

proportion of subjects with at
| east one pre-specified NSA Dassociﬁf\fﬁéﬁérsl AE or DU, A significantly

| ower proportion of subjects discontinuing due to any re-specified
NSAI D- associ aPe@ledJQu-mEJabVe mldemes»fg}wmg’aiﬁmn;s Y pupdlren of
subjects with NSAID associated DUs; A trend of a I ower proportion of
subj ects with GUs rlegardl ess of LDmcidence of G&fs, hi(%)5ry, age < 60 and > 60
years, dendee(ymspce or P&400i ci ty; ECAaprgydnf i ¢ant | JRIRRgher [propprtion of
subjects with heartlburn resolution; A significapioydpettgr overall
treatnent efkiggt orn q4gpAENARIPH as mgp;ugppz YV | OTE- §§27% S gnl fgaol!ly
i mproved dyspepS| a syrrptoms as|neasure by SODA 9'4?2‘37'61 pai n, non-pain
synpt oms—ang ysyhy edt ST g | T Iy y | portion of
subj ects di ?co%'?l nyi r%&!to2 g?ﬁrent %46%’(5%"621”2 AE 0 %Uf O‘Ob?) tive
Obser ved—bBata—at—1+—3—and—6_Miths—in+FTPoptd ‘g U.. a! ve—for—ul cer
occurrence i36Pr om a G &8 st A é%ﬁ@y I owd %/‘as i rli n<0981 4
randoni zation TABIE 3 Cumil ative Chserved |nci (ﬂ@hée%o?) Qls for LDA Users
at 1, 3 |and 68-6%nt hs 6/h57 I 8Popul 4V 14EhTHELE 4 86.4% <0.001
(69.0, 94.1)
>70 0/55 (0.0) 15/67 (22.4) 100% <0.001

* Cochran-Mantel-Haenszel test comparing GU rate

TABLE 7

Subjects Discontinuing from Study Due to Any Pre-Specified
NSAID-Associated UGI AE or DU in ITT Population

UGI AE and/or DU
that led to
discontinuation
No. (%) I
(95% CI) p-value
PN400 7(3.2)
(n=218) (1.3-6.5)
Study A EC-naproxen 26 (12) <0.001
(n=216) (8.0-17.1)
PN400 10 (4.8)
(n=210) (2.3-8.6)
Study B EC-naproxen 25(11.9) 0.009
(n=210) (7.9-17.1)
PN400 17 (4.0)
Study A + (n=428) (2.3-6.3) <0.001
Study B EC-naproxen 51 (12.0) '
(n=426) (9.0-15.4)
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Cunul ative Observed Incidence of GDUs for LDA Users at 6 Months in ITT
Popul ati onTABLE 5 I nci dence of GUs for Non-LDA Users at 1, 3 and 6 Months
in | TT PopolatoemidABLE 6 Pool ed Cunul ative | ncidence of PGOSERMOMBALTIENT S
Aged < 60 or > 60 yrs * Cochran-Mant el - Haenszel test conparing GU rate
TABLE 7 Subjects Discontinuing from Study Due to Any Pre-Specified

NSAI D- Associated UG AE or DU in ITT Popul ati onTABLE 8 SODA, OTE-DP, And
Heartburn Data After 6 no of Treat EEE g’th PN400 vs. EC-naproxen TABLE 9
Li st of Pre-Specifed NSAI DAssom at 8 AESTABLE 10 Resol ution of
Heartburn by Bas@DhdEED d Hearthugn Daty After 6000 G i

DYSPEPSI A ASSESSIVENT (SCDA) ALUNE HRADTOKRN | nstrunent was conpl et ed
at Baseline and at each Quhepaupnt study visit The questionnaire is a

sel f ladmi ni stered lti-dimenshtadd neasure of dvs epsi MudsBat ed heal th.
Dyspe ééqoadaawdrpew&t ed PN disnaprerer ud?'}‘fﬁ“eb r E‘:.‘Nﬂ be=|%v%§f’xem=mawr n,
bl oatH cci I n as- (an ) tast éll 21@4“5\ and ad B &at h (IB commonl v
rfe]E)or SganAﬁé?lifi;éase me tilkﬁ]g NBAI Ds laind 3i a(}'l(ibFl cant1y y [ rrpact Py eat r’rgr(??‘ty .
erred eSS - \.,uct ¢‘i"u a1y UI_ e J aptur uy,:pcp afa—f at
G sy pqglgchdg:fégﬁwa ins érlumzent wae dey eldc;%)‘éd and val i dat ed?f or usdédo?n
NSAI DbQS@f[ldeentS Concepts neasyred within the 3| scales that conprijse the
SODA [iIsoBlRRonar € dyspepsi a[pai gy Nt enskgopr Non1Ral N|[Symplons, [andos
sat i §fjaedih, omnp ol dyspepsi a-rel ated heallth. The SODA contains 17 |questipns
and camsclre conpleted|in 5 mnutes. It uses a 7rday recall period|for
quest|iadiisdh, imptdvengpai N | AYVASI t|y add8hon- pal.Wlsynpbose doneidigs The 0.017
guest|isorestirtef phamasted | as (43%ur iing €h& past 7 days,@dN averagé4...'l or,
"durildd” he past 7 days, how intense was your Worst " The satilsfactibn
domai| Rewliget 9 drebur-e | ph¥38d o 48K 1T esporft®Oht 5 ABGGE How 62121 <0.001

n (%) (79.1) (56.5) (12.3) (51.2)

Secondary end points PN400 EC-naproxen | p-value

(n=428) (n=426)

SODA pain intensity, -4.14 -0.06 <0.001

change from baseline

SODA non-pain -1.65 -0.19 <0.001

symptoms, change from

baseline

SODA satisfaction 2.65 0.69 <0.001

domain, change from

baseline

OTE-DP, improvement 172/388 115/370 <0.001

since start of treatment (44.3) (31.1)

n (%)

Resolution of heartburn, 242/318 127/236 <0.001

n (%) (76.1) (53.8)

TABLE 9

List of Pre-Specified NSAID-Associated UGI AEs

Preferred Term
Gastritis Gastrointestinal erosion Abdominal tenderness
Erosive gastritis Esophageal hemorrhage Abdominal discomfort
Esophagitis Gastric hemorrhage Abdominal pain
Duodenitis Duodenal hemorrhage Esophageal discomfort
Esophageal stenosis Gastric mucosal lesion Esophageal disorder
Esophageal ulcer Duodenal scarring Gastroesophageal reflux

disease

Reflux esophagitis Gastritis hemorrhagic Stomach discomfort
Erosive duodenitis Gastrointestinal mucosal Vomiting
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satisfied or dissatisfied they are about their "present

di sconfort.

| evel "

non- pamrrsEsMjoson} and

of abdom nal
SODA scores at Baseline and each post-baseline visit and change
f r om BasewOnelosi2iche 3 subscal es (pain intensity,

satisfaction) were tabulated by treatnment group at 1, 3 and 6 nonths using

descriptive stati

conpared between treatnent groups

stics.

usi ng an ANCOVA nodel

The nmean change from Baseline at each tinepoint was

with treatnent and

LDA yse—{Yes/Neo)—at—+andemzati as—ain—effeets—and baseline—secore—as a
covarl_ate. The | east qumrpér é@f (I QI\/h for each treatnent group and th

di f f edptiec gophapis bet ween |tAkdonyp 8DpRY al ongl Ypstiectaphaglss Cl's wer e
cal cylBEstpecthladhydriasubj ect s wlbj'spbmeh basel i ne_and |ploggadtacdis¢arefostcor es wer e
i ncl ydedtrointdstieal AbOMAagd-or| Ndiged ast assessnent dabeodeanl ybIDAenoragdan| 10
days |afdiREs ésoBhagaat dosi ng |d3iRcRitis hemewhaitlg, the SODA scores were

excluded fromthe analysis of each subscale.
| ast - observation-carried-forward i nputation approach was used. HEARTBURN

ASSESSMENT

subj ects were asked the foI I owr

Ihe

At Baseline and 1, 3 gng6 pnths during the treatnent period
q'U'E'S'l‘I‘O'n regar di ng heartburn synpt ons

wthin the 7, days ‘b[(rﬁ gb h er. thelr??(t5 ,&gﬁﬁ .easerate
your artbu]F‘FF i‘&ﬂfﬁ‘t eag ng Shyiygnd QRuiation: sy nt om
but sr y—t6 ated eraStc X' scont ortr rg—syptom sugf&c]'écnt to—eadse
i nt r‘ er-ence it norgalacti vl fes (i noludifig sheen)— saudb.
) Mont?ﬂ‘ﬂ%se‘me PWO . . %g f \ p- J N P JO
i ncapacl thSIe\% ¢ )rrplt QT W th in o)) ty tgalpeerfor @gr m mal actNr Rz ties value
(i ncfpdimMg &LEEP) 6 ST 1T Sagehymed as a rgr;r/ggrd 132) f ee|é7@g(7r4%§| My 110
t he stomadiGRr T OWeE: @éf,f Of | T (GhgST [Towar 1~°25/T49n@1%)€‘CK RBaHYrn
resol uti on vdde®@C NePO@E7 Pasel 1/ 1954)Si T (Was defijRedods a T#BROPsEe 0] " none”
for Severe 9/17 (53%) 1/5 (20%) 3/9 (33%) 1/5 (20%)
Total 127/195 (65.1%) | 77/193 (39.9%) | <0.001 | 112/180 (62.2%) | 89/184 (48.4%) | 0.003
3 None 72/80 (90%) 50/75 (67%) 70/85 (82%) 52/76 (68%)
Mild 43/62 (69%) 11/41 (27%) 22/48 (46%) 11/43 (26%)
Moderate | 16/37 (43%) 7/28 (25%) 18/28 (64%) 6/29 (21%)
Severe 13/18 (72%) 1/5 (20%) 5/7 (711%) 1/3 (33%)
Total 144/197 (73.1%) | 69/149 (46.3%) | <0.001 | 115/168 (68.5%) | 70/151 (46.4%) | <0.001
6 None 66/71 (93%) 44/59 (75%) 60/68 (88%) 43/58 (74%)
Mild 43/60 (72%) 14/31 (45%) 19/40 (48%) 13/39 (33%)
Moderate | 19/31 (61%) 7/21 (33%) 21/28 (75%) 4/21 (19%)
Severe 12/15 (80%) 0/4 (0%) 2/5 (40%) 2/3 (67%)
Total 140/177 (79.1%) | 65/115 (56%) <0.001 | 102/141 (72.3%) | 62/121 (51.2%) | <0.001

SEVERITY OF DYSPEPSIA ASSESSMENT (SODA) INSTRUMENT:

The SODA instrument was completed at Baseline and at each subsequent study wvisit.

The questionnaire is a self-administered, multi-dimensional measure of dyspepsia-related health.

Dyspepsia and related GI symptoms, including burping/belching, heartburn, bloating, passing

gas, sour taste, nausea and bad breath, are commonly reported by patients taking NSAIDs and

significantly impact treatment effectiveness, cost and quality of life.

To capture dyspepsia and

related GI symptoms, the SODA instrument was developed and validated for use in NSAID

patients.

Concepts measured within the 3 scales that comprise the SODA instrument are

dyspepsia pain intensity, non-pain symptoms, and satisfaction with dyspepsia-related health.

The SODA contains 17 questions and can be completed in 5 minutes.

It uses a

7-day

recall period for questions in the pain intensity and non-pain symptoms domains. The questions
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the heartburn severity question. The proportion of subjects with heartburn
resol ution was tabul ated by baseline severity and treatnent group at 1, 3,
and 6 nonwboilofiseatment groups were conpared using a CMACTSERo1swsEilt fi ed by
basel i ne heartburn severity and LDA use (Yes/No) at random zation. If the

nunber of subjects in a cell of cross-strata was too small, only

t heBasel i ne heartburn was stratified in the CVvH test. Subjects with both
Basel i ne and post - base| i ne re ponses were jncluded in th| anal ysis, For
the | 45 PEESKSSTeAITgADE PEY THUb{ BLFYPTHHST o DRaluABE ALl CAF. iy pisare

dosi ngy8ffr Rbrst! vdYhdidBtactibe d@ﬁ@i‘htc%E&fbﬁ Ve ke dMB asIEXShHIREs fab @I HoRe
anal ysi s "of this endpoint. OR DYSPEPSI'A (OTE-DP): The

OTE- DRatidsdlve dissadsiied dmdrebmdth@n “pemehtilevet oofsibdemes! élSdanOWfat ive work of,

L Monmar oS oEes b SRS Rh bGP e B B RENE £P ¢
St ar t agbschRS (i eerBREMOALAIC BARGEM] Bnd QUEFUHAYw RO SO aR byPRéAmandreip

di sconfort ?" Responses may be rated as "Better t he Sane™, or "Wrse".
Fol | ovit Up 3qeits Oi mastha rusingsdaseriptive ﬁ@tls’c@s poHisemican ghynasi figmoBassting aach he

Sanme” .. The e 1.8 e I an

adm n| g eg gT E‘} %Dohrﬁé)% dsb&&’g&% ﬁjeﬁg} na r0§£,&gﬂgn%%n%§t rati orﬁ&?e ﬁ)g/lgnsu ?t{an(:e t\/\/no
had annd|LEA usO(f dsrNEcht byhdontdagionpy nalin Mfsitd, aind basclibe saitt ds e eopdriie The
assessnment by phone with study staff within 48 hours follow ng the visit.

All sd%ﬁSbéﬂ%ar%ﬁiﬂa@tMaﬂ)t fx @Cho%@%mﬁﬁsgltow@ ths distepnee ft b RS t h
al | othef,as SRADUERNS v{?lf]ﬂetﬂg 959, ENGwdike ngcuﬁﬁopﬁ?é%bjga? w%[@gﬁ‘n%%’gﬁg%r}d

subj ects wt ch o possi bl e response se")
on t h@oﬁﬂlﬁsﬂﬁleq&wmslwaahcrlededainMg AWCHWAe Foo Itheoluswz;ssewmpmd;a&e dor SOPA

"Better" se r was . tab ed by tr roup. The

di T f erafied) Q\//\%é(ﬁ afterd ?ﬁﬁéﬂﬁosg%%@f’ @Shgn@- rﬁﬁfges?fe IR %Bﬁe%émwas
anal yzgd aﬁkﬁyﬁg of AR {s84c. Wﬁlﬁqéarbtfsmhuéu&arﬁé/@ﬂ)@a;@ ﬁﬁﬁ\)taﬁ&ls apprgédhamg‘ i ed
by LDA use (Yes/No) at random zation.Wiat is Cained is: 1.

conpr ius¢dhg: treat| ng a di sease or disorder in a patient at ri sk of

devel &@m&%ﬁ &Mﬁﬁed ul cer by adm nistering to said patient in

need oo prrarrtaceat ca

At Baseline and 1, 3 and 6 months during the treatment period subjects were asked the
following question regarding heartburn symptoms within the 7 days prior to the visit:

Over the last 7 days, please rate your heartburn symptoms as

e none: no symptoms

e mild: awareness of symptom, but easily tolerated

e moderate: discomforting symptom sufficient to cause interference with normal

activities (including sleep)

e severe: incapacitating symptom, with inability to perform normal activities

(including sleep)

Heartburn was defined as a burning feeling rising from the stomach or lower part of the
chest towards the neck.

Heartburn resolution at each post-baseline visit was defined as a response of “none” for
the heartburn severity question. The proportion of subjects with heartburn resolution was
tabulated by baseline severity and treatment group at 1, 3, and 6 months. Treatment groups were
compared using a CMH test stratified by baseline heartburn severity and LDA use (Yes/No) at

randomization. If the number of subjects in a cell of cross-strata was too small, only the
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conposition in unit dose formconprising a) esoneprazol e, or

phar maceutically acceptable salt thereof, in an anount sufficient to raise
t he gastrwo 2ptd/isi2isai d patient to at | east 3.5 upon adnmporsEe@bvioseTinf one

or nore of said unit dose fornms, and b) a therapeutically effective anount
of naproxen, or pharmaceutically acceptable salt thereof; wherein said unit
dose form provides for coordi nated rel ease of the esoneprazole and the

naproxen such that: (i) at ].east ortion.of saj nmeprazol e, or .

phar n@@éﬁmeﬁ*gﬁﬁgura@@éﬁ%r%ﬁ%f 54 CPHE fesbr Subjests @}tégg@%ﬁ%@pﬁwcr&%&-g%ﬁh%e pH
of the.SHhiQuWnd NIRRT ARW/Y. | PortRe1aNARIQX Bt Rfe PNRLABEEYRdEIhdY10
acceptable salt thereof, is not released fromsaid unit dose formuntil the
pH of dape afen theulasti dapingeditamfi ssudy, Brugy the Heretburmanelonine meis rexshiddd from the

phar macelut.i o kﬁcongositti on in unit dose form decreases the risk of said

pat i ertDaYEYf B FYPANtUl cer. 2. The method according to claim1, wherein

sai d @VERALL TREATRENPFOIDVEIEEPSA O TEgeeyrent . 3. The net hod accordi ng
to clainms I or 2, wherein said disease or disorder is selected from pain

and i nf | anmmaki ONE-BR hdhSechRiNdp &L 6aEMI0RYatPisCdoRkidBred OderRatiVhRbel b, 3i2d d

di sease or disorder is selected fromosteoarthritis, rheumatoid arthritis,
ankyl édgpba Bpimesy lof t CanganQuestoondimavhich wheraidinally, dvyedopadt hbdMalestedi ng
to any.one of ¢l ains 1- wher.ei n.sai d tient is,takin ow dose _aspirin.
6. The hevhbn HeQBa S AR STr® o Bt youte (R HIEH bEG) 4 chtaPh
phar mgeetiippeahbdodmpsSiald ail/sletieases? 1 R&pohssk nal bsaitdd patBatt”, deeedap’ ng a
gastroduodenal ulcer. 7. The nmethod according to any one of clainms 1-5,
wher eioh “¥aire”pFatprceutucsms dimgsbed titberegrupe by thitgothpiiianiths Specpat i ent
devel opi ng ”I‘Ehgd@?\ﬁwltaléég %ﬁ oxﬁnat 19 ﬁﬁﬁlﬁgﬁjtcﬁg&ﬁ@g{eﬂﬁu{[@ @gé{mﬂfistglje T PNE
of claims 1-5, erein sa pharnmaceuti cal conposition decveases the Ti sk
of saitohgaef the finade®BlAOpImigisarai@st Ang subje@rwho had an ulcer confirmed by endoscopy

at Visits 4 or 5 could complete the assessment by phone with study staff within 48 hours
following the visit. All subjects completing the 6-month visit were to complete the OTE-DP
with all other assessments prior to the final endoscopy.

The percentage of subjects with each of the 3 possible responses (“Better”, “Same”,
“Worse”) on the OTE-DP questionnaire, along with the follow-up response on the “Better” and
“Worse” rating, was tabulated by treatment group. The difference between treatment groups in
the distribution of responses was analyzed using a modified Wilcoxon rank-sum (Van Elteren)

test, stratified by LDA use (Yes/No) at randomization.
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9. The nethod according to any one of clains 1-8, wherein said patient is
treated | onger with said pharnaceutical conposition in unit dose formthan
wi th EC- maiprowersiZie. The net hod according to any one of PcirsEr®oAs@12 wher ei n
sai d pharmaceutical conposition in unit dose formis adm nistered to said
patient twice a day for at |east about 1 nonth. 11. The nethod according to
any one of clains 1-8, wherein said pharnmaceutical conposition in unit dose
formi adnl istered to said patient twice a day for at |east about 3

mont hd?Vh4tgs ﬁé?hod according to any one of clains 1-8, wherein said

pharnaceutlcal npositjon in . unit dose formis adm. nistered_ to

pat i erlt tw%@e&wéa&?mp&smgt treatiag a disue @ diiordesdn ai’g“enfﬁérlﬁlét)f]%’e;l?é‘}ﬁr%ﬂ ng
to any one \gA). sa&lafe&%ice%ga&hﬂns%@ﬁ& mafdrmﬁ@wlh%&d &@f&@ﬁgha&{acaﬂwuw t
dose formis a nmultilayer tablet conprising at |east one cor | east
a first | agempasitiom memomddMEyénn1WMeqmmmg @hymeamnmwMEe(mopbnm@&$ncdh/

naproxen, eut caII acce sal.t her aid firs
ayer s a ket icsTEEeaE o undmoRGRIERS f Bissabe B piPhdafon a8t
phar maceut ijgal 13y5 a%%&pécﬂﬁhﬁtrﬁ%ﬂ otfh&{ee@f mveess kg Bt Afost NBrRyr £RUBGI NY
medi umis about 3.5 or greater; and (c) said second |layer is esonepr azol e,
or a phar nﬁh@mqu@aallmfﬁa@@é@mbm@ of ahproxére vepharmapeitishlly seveptablssatt thetedd] e,
Chon "o°rGRAG S 5B AR PR RS R o Tl o
esomepr azoh@pro@én auah #afBo@uLt Rastl y paﬁmp@fahdl@ cs@htprihge, esif phdrfacaitiedsed at
a pH of from about or greater. 15. The nethod according to claim 13,
wher ei n saiaace@wﬂﬁeiﬂlté%%f igeleasqdhndepsadant pE dicin alcthe prrapind ngamedime prcbf |
Lo ! & easedsPinehiihah, b pRAROHkiC! BBl B el i BN AAGA G 1O
unit dose form until the pH of the surrounding rnedlurn 18 3 5 or higher; and wherein said

pharmaceutical composition in unit dose form decreases the risk of said patient

developing an ulcer.

2. The method according to claim 1, wherein said patient is in need of chronic NSAID
treatment.
3. The method according to claims 1 or 2, wherein said disease or disorder is selected from

pain and inflammation.
4. The method according to claims 1 or 2, wherein said disease or disorder is selected from

osteoarthritis, rheumatoid arthritis, ankylosing spondylitis, and a combination thereof.

5. The method according to any one of claims 1-4, wherein said patient is taking low dose
aspirin.
6. The method according to any one of claims 1-5, wherein said pharmaceutical

composition decreases the risk of said patient developing a gastroduodenal ulcer.

7. The method according to any one of claims 1-5, wherein said pharmaceutical
composition decreases the risk of said patient developing a duodenal ulcer.

8. The method according to any of claims one of claims 1-5, wherein said pharmaceutical
composition decreases the risk of said patient developing a gastric ulcer.

9. The method according to any one of claims 1-8, wherein said patient is treated longer

with said pharmaceutical composition in unit dose form than with EC-naproxen.
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esoneprazol e, or a pharnmaceutically acceptable salt thereof, is not coated
with an enteric coating. 17. The nethod according to any one of clains
13-16, whwoennw/saild first [ayer is an enteric coating. P8I/SEb@owst7hnd
according to any one of clainms 13-17, wherein said nulti-layer tablet is
substantially free of sodium bicarbonate.19. The met hod according to any
one of clains 13-18, wherein said first |ayer begins to rel ease the

napr oxen, a pharmaceutically acceptabl e salt thereof, en . the pH of the
sarr odfid nglrhﬁe&f)‘%}ﬂdi SCRgoin _%.YOoag ‘Strb S iﬁe.WQW_smnéﬁ odNHEREFHIAY t o
any one of gRbfRod 8r diffe dOMREE R R adRHsibiditd siié%b@ﬁer@@\giceﬁ d\%l\g 68t &A8Eathole

naproxen, or a pharmaceutically acceptable salt thereof, en the pH of the

surroundi nd methum i s at about 4.5 or greater. 21. The method according to

any o of ¢l ai - 20 erein the anpunt .of oneprazol e, of a .

o oot 57 et SnortiiE " By Rud R et ¢ PR oRBoEE” sfis hofhuoguticel; ¢
pH i's 20 mMiompdsitidh e et QiR fAeERddsteRdas ¥ai@Petidit twictiaRy For2ld leadty®ogi N
the therapeutically effective anmount of naproxen, or a pharmaceutically

acceptable3§apmh$hereof, is selected from375 ng and 500 ng. 23. The nethod
accor 4ona HheC 22 oIRE Sl 1 hOCHERES 7l Yo LERC ke B IRIRbuRl |

napr oxén, or "a pharmceu cceptabl'e salt thereof, I's

met hod accebthipogdtib®irclhii dos2 ZormnRexdgiifisteied tb Beid ppedtt ek laylag ffdres ldaveabampunt
of naproxen, or_ a pharmaceutically acceptable salt thereof, is 500 ny. 25.
A met hod cOpPitBing: treating a di sease or disorder in a patient at risk of

devel qgi ng 141 Nefldd 35&RGha! &F a‘ﬁ#rc 8455@ by %iia?%nil Siper &/H%efno Lide pRAaERticA
phar maceuti cal conposition~in unit dosage form suitable for bra

admi ni st r atcooposioomiin sningosq wymeas amapltibeyot abbt camphisingac éasti @al dore and at
acceptabl e salt .thereof, that |s i di ately sol ubl e when the dosage form
s placed %ok i REHId AR fyer. Wherein:

(a) said core comprises naproxen, or a pharmaceutically acceptable salt thereof;
(b) said first layer is a coating that at least begins to release the naproxen, or a
pharmaceutically acceptable salt thereof, when the pH of the surrounding
medium is about 3.5 or greater; and
() said second layer is esomeprazole, or a pharmaceutically acceptable salt
thereof, wherein said esomeprazole, or a pharmaceutically acceptable salt
thereof, is released at a pH of from about 0 or greater.
14.  The method according to claim 13, wherein said esomeprazole, or a pharmaceutically
acceptable salt thereof, is released at a pH of from about 1 or greater.
15. The method according to claim 13, wherein said esomeprazole, or a pharmaceutically
acceptable salt thereof, is released at a pH of from about 0 to about 2.
16. The method according to any one of claims 13-15, wherein at least a portion of said

esomeprazole, or a pharmaceutically acceptable salt thereof, is not coated with an enteric

coating.

17. The method according to any one of claims 13-16, wherein said first layer is an enteric
coating.

18. The method according to any one of claims 13-17, wherein said multi-layer tablet is

substantially free of sodium bicarbonate.
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i ndependent of pH, in an anmount effective to raise the gastric pH of the
patient to at least 3.5 upon adm nistration of one or nore of the unit
dosage fowomplearszib) naproxen or pharnaceuti cal |y accepralsEeoisabi7i1 her eof ,
wherein the naproxen or a pharmaceutically acceptable salt thereof is
surrounded by a coating that is substantially insoluble in an aqueous
medi um at a pklbelom/3 5 and at a tenperature of about 37C, and wherein

[ osition in un it.do orm decr eagses i sk of

sai d g eutl nB %
sai d ﬁ tie g tmaé]éfronez% chyjpes i@ﬂ oG 53y r%aywhé?gé%tq he
risk is assaeasattﬁg n%rb;aelmmwanh%h@carye@c@@%b s8I thol &g, WRkhad ﬁgil oFligi m

25, wherein the risk is associated with age of the patient. 28. e net hod
of claim 251,11‘rwm§hlm meding isiaskbaus 4 Qs gedastred wi t h chroni ¢ NSAI D t reat ment

and a ration,of w dose as r duri. r eat nent.

56" S0 i ocarile IP Ep P RLOL BBl T8a1se el AR B R ™ e
ri sk of thecle&euh Qﬁlﬁr@x&f o@a%ﬁhh%ﬂﬁékﬂ@adcc%tﬁlﬁé sal@%eréﬁfewll’f@ﬂ ﬂféde@fofallfe/ one
of clains 25-28, wherein the nethod decreases the risk of the occurrence of

a duodenalSWH@§MH¥®$€¢vW€S#b@ﬁwﬁ4éﬂﬁgﬁvkﬁne of claims 25-30, wherein the
patieny is Tthreerﬁ‘étﬁgd ‘;S’co fin ltoS gr%? ndbf 81?19 [ 9‘5 \%ﬁ%r&%t &d E{O%H‘ gtaés%megraéol] itis,

i nfl anmati on eoart eumn ar hrl ['0Si n

and conbi nak a@hsmd&emtﬁafly a&%pta’Bmsal’fehéieaf afffiaieyt torias@fhecglaanﬂ@HZ@ 26 nlg
wherei n the _esoneprazol e or a pharmaceutically acceptable salt thereof is

presert i n &S BBt ecErdiag e @ay o8¢ phickdmp HelGypvhseein jlee Hhegapeptacally gttgctye t he
t tt th
Dot o SafoghEaehtuto e g denpat LemUR: SYMBLSRSl dpiabion i (he

esoneprazohﬁgmmiﬂXngxnaceut|calIy acceptabl e salt thereof is present in an
anount__of f

wher eiZd- t h h&@%ﬁ&?ﬁf&?@% toy Clﬁf{gﬁ%@‘g}ﬂﬁqﬁ%h%ﬁ %erapel}{ucalny e%tect(l:\lfeaIarlrrllguI%tSOf3 2,

naproxen, or a pharmaceutically acceptable salt thereof, is 375 mg.

24.  The method according to claim 22, wherein the therapeutically effective amount of
naproxen, or a pharmaceutically acceptable salt thereof, is 500 mg.

25. A method comprising: treating a disease or disorder in a patient at risk of developing an
NSAID-associated ulcer by administering to the patient a pharmaceutical composition in
unit dosage form suitable for oral administration comprising:

(a) esomeprazole or a pharmaceutically acceptable salt thereof, that is
immediately soluble when the dosage form is placed in an aqueous medium,
independent of pH, 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

(b) naproxen or pharmaceutically acceptable salt thereof, wherein the naproxen or
a pharmaceutically acceptable salt thereof is surrounded by a coating that is
substantially insoluble in an aqueous medium at a pH below 3.5 and at a
temperature of about 37°C; and

wherein said pharmaceutical composition in unit dose form decreases the risk of said
patient developing an ulcer.

26. The method of claim 25, wherein the risk is associated with chronic NSAID treatment.

27.  The method of claim 25, wherein the risk is associated with age of the patient.
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acceptable salt thereof is present in an amount of 20 ng. 35. The nethod of
any one of clainms 25-34, wherein the anount of naproxen, or a

phar macewocaldyirecept abl e salt thereof, is from 200 npcosESQO/0mMTI2 36. The
met hod of any one of clainms 25-34, wherein the anount of naproxen, or a
pharmaceutically acceptable salt thereof, is 375 ng. 37. The nethod of any
one of clains 25-34, wherein the anount of naproxen, or a pharnmaceutically

acceptabl e salt thereof, is 500 ., 38.. The net hod .of any. f clains
25 37 Ronerdr el Bha A cRuGENT G5mBUsi i 60 PP a vy HLbaadent
admi ni st er ggq b@mehi RAkLEBE IFWHER adfitihYrioB or REInPBINOD RGAALA Ng to any one
of clains 25-38, wherein said pharnmaceutical conposition in unit dose form
i s adiPni stlhcedethod shiady pat iof rtaimpi2é € 8a whareif dre victhbd akstreasesuhe tiskwohtthe 40.

The net hod accordi ng totaﬁx (ﬁenglan clains 25-38, wherein said
phar maceut i%¢&f" T6RPoL PSR H 't dose formis adninistered to said

patienp. t Wit retdady of @hy @he loBFimaRELIS, Jyh¥RSM fise AdthodhRcRRINAH: sk QF dhd1g t O
any one of clainms 25-38, wherein said pharmaceutical composition in unit

dose form ioscyamicapEe dnedeneloledi d patient twice a day for at |east about 6

hs,, 42. f . | aims.25-4 1. - i
et e e R L
uni t dosagelidoadeMstisctad Cdpspdie, i6HMhMatibm @steeattsithl rivumiatodd heirdtis, ddkylddivgs

met hod of claim25-42, wherein the unit dosage formis a tablet conprising
a core and SPIYGES A combinetiens thareghi ch (a) the naproxen, or a

oha e GRS el oL Ry Byl e v
medi um at acqdftdbdd oalv tBerbofain ghraatntan tie mpenat adfeetiod toaboe theHCpf trggastric fluid

of the patient to at least 3.5 when the dosage form is administered orally to the patient.

33.  The method of any one of claims 25-32, wherein the esomeprazole or a pharmaceutically
acceptable salt thereof is present in an amount of from 10 mg to 50 mg.

34.  The method of any one of claims 25-32, wherein the esomeprazole or a pharmaceutically
acceptable salt thereof is present in an amount of 20 mg.

35. The method of any one of claims 25-34, wherein the amount of naproxen, or a
pharmaceutically acceptable salt thereof, is from 200 mg to 600 mg.

36. The method of any one of claims 25-34, wherein the amount of naproxen, or a
pharmaceutically acceptable salt thereof, is 375 mg.

37. The method of any one of claims 25-34, wherein the amount of naproxen, or a
pharmaceutically acceptable salt thereof, is 500 mg.

38.  The method of any one of claims 25-37, wherein the pharmaceutical composition is
formulated to be administered to a patient twice daily.

39.  The method according to any one of claims 25-38, wherein said pharmaceutical
composition in unit dose form is administered to said patient twice a day for at least about
1 month.

40. The method according to any one of claims 25-38, wherein said pharmaceutical
composition in unit dose form is administered to said patient twice a day for at least about

3 months.
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(c) at |east one second | ayer conprising the esoneprazole, or a

phar maceutically acceptable salt thereof, surrounds the coating of the

first | aywo.206151%ihe net hod of any one of clains 25-42, paimsSEo10/05¢7€2 uni t

dosage formis a nmultilayer tablet conprising a core and at |east a first

| ayer enclosing the core, and a second | ayer enclosing the first |ayer,

wherein: (a) the core conprises naproxen, or a pharnaceutically acceptable
.St layer is a.c rel eases | ess than 10%

salt thereqf; (b), the fi atin at
of thé napﬁ{%@e%e daagmrstiadeutie eﬂnﬁyofae%éfﬁﬁ Ei e Mt hoRop TR Bohour s
when test e@oh’%_bﬂgoﬁ ReudiSRsPasiedl & JNREMRGErddNo 108 Pafnt @ficO o iy i at Mast/abotiPm at

37C. + -0.5 0 and (c) the second | ayer conprises esoneprazole, or a

phar maceut ibcabitys.accept abl e salt thereof and at | east one excipient,
wherein the,second, | ayer is.at.|le 95% sol ubl e after.30.mn s when
test odusi Mg eRaness B ar BT RO h o0 e Uit §R4 18P 1 810 hours at
75 rpmsat  Jhe. mthod.0F - oftbef EhemaRELA vatferdnthO it Aossdeatorm Rda 44psule
wherein the unit dosage form further conprises a pharmacol ogically 1nert,

wat er sol ulspetagieg besgs ef mfnitapletur r oundi ng t he out ernmost | ayer of the unit
dosage,f or T hod_pf .gl.ai.mdr, wher el he | d-ng or film
conpr%ées ghﬁa %P°£§f§§FEQ§J%aP%ﬁ§? %Emﬁ% %%%521%5§j1%§%§8§8§%%?§§(?§347,
wher ei n adnrihdinsd bamoeslagdrs tihevhighi t dosage formis nore effective at
reducing the risk of ulcer than treatnment with enteric coated naproxen or a

phar maceut i caldy atbe&gPpe 0§ aphainaseirlly accepirbifetat dherefnisrin 151§ % mpr ovi ng
conpliance in pat icept I n I : or
a pharmaceuti ggl I ygl afgge%?gﬁfl{er&glg% %?%te:érhgg%%bils ggﬁtﬁ}gg?%fg ?‘ﬁgaﬁé&gﬁ’?’? ggsage
formof claiml. S5&juedunmtddionh atampt bdowg.3 sk ovitergpaetpd ofaboet 31 Caapdt | ent

100 e o2 1319 S SaL Ly oS ates, o1 DaprOXCl o2, L TREAILLSALL,
acceptable salt thereof, surrounds the coating of the first layer.

45.  The method of any one of claims 25-42, wherein the unit dosage form is a multilayer
tablet comprising a core and at least a first layer enclosing the core, and a second layer
enclosing the first layer, wherein:

(a) the core comprises naproxen, or a pharmaceutically acceptable salt thereof;

(b) the first layer is a coating that 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 HCI at 75 rpm at 37°C. + -0.5°C; and

() the second layer comprises esomeprazole, or a pharmaceutically acceptable
salt thereof and at least one excipient, wherein the second layer is at least 95%
soluble after 30 minutes when tested using the USP Paddle Method in 1000
ml of 0.1N HCI for two hours at 75 rpm at 37°C. + -0.5°C.

46.  The method of any one of claims 25-44, wherein the unit dosage form further comprises a
pharmacologically inert, water soluble coating or film surrounding the outermost layer of
the unit dosage form.

47.  The method of claim 47, wherein the inert coating or film comprises a water soluble

sugar.
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unit dosage formof claim1. 51. A method conprising: treating a disease or
disorder in a patient at risk of devel opi ng an NSAI D-associ ated ul cer by
adm ni st ewprgivid121he pati ent a pharmaceuti cal conpositi ®QTiSE2m0i0507dDSage
formsuitable for oral admnistration conprising: (a) esoneprazole, or a
pharmaceutically acceptable salt thereof, that is inmediately sol uble when
the dosage formis placed in an aqueous nedi um independent of pH, in an

amount, effective, t aise th astric pH of. the.patient to at. |east 3.5
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naproxen, or a pharmaceutically acceptable salt thereof, is surrounded by a

coati ng substahtinzckytidaly etaeplabld saltaicreefueous medi um at a pH bel ow 3.5 and
at a tenmperature of about 37C. and wherein.said pharpmaceut.ical co sition
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reduces said patient's heartburn associated synptons nore than treating
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1 or 52, wherein said pharmaceutical conmposition in unit dose formis
admi ni st er d@itdgsaggitfarmpat ¢laim 1t wi ce a day for at |east about 3 nonths. 55.
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(a) esomeprazole, or a pharmaceutically acceptable salt thereof, that is
immediately soluble when the dosage form is placed in an aqueous medium,
independent of pH, 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

(b) naproxen, or a pharmaceutically acceptable salt thereof, wherein the naproxen,
or a pharmaceutically acceptable salt thereof, is surrounded by a coating
substantially insoluble in an aqueous medium at a pH below 3.5 and at a
temperature of about 37°C; and

wherein said pharmaceutical composition in unit dose form reduces said patient’s
heartburn associated symptoms.

52.  The method of claim 51, wherein administration of the unit dosage form reduces said
patient’s heartburn associated symptoms more than treating said patient with enteric
coated naproxen, or a pharmaceutically acceptable salt thereof.

53.  The method of claims 51 or 52, wherein said pharmaceutical composition in unit dose
form is administered to said patient twice a day for at least about 1 month.

54.  The method of claims 51 or 52, wherein said pharmaceutical composition in unit dose

form is administered to said patient twice a day for at least about 3 months.
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unit dosage formsuitable for oral admnistration conprising: (a)
esoneprazol e, or a pharmaceutically acceptable salt thereof, that is
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i ndependent of pH, in an anmount effective to raise the gastric pH of the
patient to at |east 3.5 upon adm nistration of one or nore of the unit
dosage forns, and (b) naproxen, or a pharmaceutically acceptable salt
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substantially insoluble in an aqueous medium at a pH below 3.5 and at a
temperature of about 37°C; and
wherein the pharmaceutical composition reduces said patient’s dyspepsia associated
Symptoms.

57.  The method of claim 56, wherein administration of the unit dosage form to the patient
reduces the patient’s dyspepsia associated symptoms more than treating said patient with
enteric coated naproxen, or a pharmaceutically acceptable salt thereof.

58.  The method of claims 55 or 56, wherein said pharmaceutical composition in unit dose
form is administered to said patient twice a day for at least about 1 month.

59.  The method of claims 55 or 56, wherein said pharmaceutical composition in unit dose
form is administered to said patient twice a day for at least about 3 months.

60.  The method of claims 55 or 56, wherein said pharmaceutical composition in unit dose
form is administered to said patient twice a day for at least about 6 months.

61. The method according to claim 1, wherein said ulcer is a gastric ulcer, said patient is > 60
years of age, and administration of said unit dose form to said patient results in an 70 to
100% relative risk reduction of said patient developing a gastric ulcer than a patient > 60
years of age who is treated with enteric coated naproxen, or a pharmaceutically

acceptable salt thereof.
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acceptabl e salt thereof.62. The nethod according to 25, wherein said ulcer
is a gastric ulcer, said patient is > 60 years of age, and adm nistration
of said uwotonosage formto said patient results in an POTISB20100%71El ati ve
ri sk reduction of said patient devel oping a gastric ulcer than a patient >
60 years of age who is treated with enteric coated naproxen, or a

phar maceutically acceptable salt thereof. 63. The nethod according to
claing 6 1 gr 62 erei.n the _adm ni stration of said‘ﬁnit d .forn1t&)said
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with enteri'’c coated naproxen, or a pharmacedtically acceptable salt
t her eof . 100% relative risk reduction of said patient developing a gastric ulcer than a patient > 60
years of age who is treated with enteric coated naproxen, or a pharmaceutically
acceptable salt thereof.
63. The method according to claims 61 or 62, wherein the administration of said unit dose
form to said patient results in an 89.2% relative risk reduction of said patient developing

a gastric ulcer than a patient > 60 years of age who is treated with enteric coated

naproxen, or a pharmaceutically acceptable salt thereof.
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