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PATENT INFORMATION SUBMITTED WITH THE

NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-957
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and AstraZeneca LP
Composition) and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME) - . a
NEXIUM® Delayed-Release Granules for Oral Suspensio

ACTIVE INGREDIENT(S) - STRENGT H(S)
Esomeprazole magnesium 20 and 40 mg of Esomeprazole (22.3 mg and 44.5 mg
esomeprazole magnesiumi trihydrate)

DOSAGE FORM
oral

This patent declaration form is required fo be submitted to the Food and Drug Administration (FDA) with an NDA application, {.
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4). :
Within thirty (30) days after approval of an NDA or supplement; or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book. :

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer {i.e., one
-] that does not require a "Yes" or "No" response), please attach an additional page referencing the question number. )

FDA will not list patent information If you file an Incomplete patent declération or the patent declaration indicates the
patent is not eligible for listing. -

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, .or supplement,
complete above section and sections 5 and 6. .

1. GENERAL . _ ) N

a. United States Patent Number b. Issue Date of Patent ) ¢. Expiration Date of Patent

6,875,872 : 4/5/2005 512772014

d. Name of Patent Cwner ‘ Address (of Patent Owner)

AstraZencca AB SE-151 85
City/State
Sodertalje, Sweden
ZIP Code FAX Number (i avaitable)
SE-151 85 . .
Telephone Number E-Mail Address (if available)
01 146855326000

e. Name of agent or fegnesentativé who resides or malintains  Address (of agent or representative named in 1.e. )

a place of business within the United States authorized to | §1800 Concord Pike
receive notice of patent certification under section
505(b)(3) and (j{2)(B) of the Federa! Food, Drug, and -
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State

owner or NDA applicantfholder does not reside or have a | Wilmington, DE
ptace of business within the United States)

< Vice President, General Counsel & Compliance ?lgPsggde FAX Number (i available)
Officer » .
AstraZeneca Pharmaceuticals LP Telephona Number E-Maif Address (if available)
800-456-3669

f. Is the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? : ves X o
g. if the patent referenced above has been submitted previously for listing, is the expiration .
date a new expiration date? ’ D Yeas @ No
FORM FDA 3542a (7/03) ' : Page 1
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For the patenr referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplemenit.

2. Drug Substance (Actlve Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient ir the drug product
- described in the pending NDA, amendment, or supplement? . IZ Yes E] No

2.2 Does the patent claim a drug substance that is a different potymorph of the active
ingredient described in the pending NDA, amendment, or supplement? . . l:] Yes E No*

* Certain claims may cover at least one additional polymO(ph in addition o claiming the drug substance
of the pending NDA, amendment or supplement, but the patent is not being listed on that basis.

2.3 It the answer to question 2.2 is “Yes," do you certify thal, as of the date of this declaration, you have test data
-demonstrating that a drirg product containing the polymorph will pedorm the same as the drug product
described in the NDA? The type of tesl data required is described at 21 CFR 314.53(b). D Yes D No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the ‘palent ctaim only a metabolite of the active ingredient pending in the NDA or sdpplement"
{Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabalite.) ) D Yes & No

2.6 Does the patent claim only an interimediate?

E] Yes @ No

-2.7 lfthe patent referenced in 2.1 is a product-by-process patent, is the-product claimed in the

patent novel? (An answer is required only if the patent is a product-by-process patent.) E] Yes D No

3. Drug Product {Composition/Formulation)

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendiment, or supplement? . [:] Yes E No

3.2 Does the patent claim only an intermediate?

[ ves . @VNO'

3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer.is required only if the patent is a product-by-process patent.) D Yes D No

4. Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following lnformauon

4.1 Does the patent claim one or mare methods of use for which approval is being sought in -
the pending NDA, amendment, or supplemem"’ [:] Yes & No

4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced.in 4.2 claim a pending method
of use for which approval is being sought in the pending NDA, .
amendment, or supplement? . Yes [Ino

4.2a If the answer to 4.2 is Use: (Submit indication or method of use information as-identified specifically in the approved labeling.)
“Yes," identify with speci- > v ’
ficity the use with refer-
-ence to the proposed
labeling for the drug
product. . J

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevar)t'patents that claim the drug substance (active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to -
which a claim of patent infringement could reasonably be asserted if a persan not licensed by the owner of the patent engaged in D Yes

the manufactuce, use, or sale of the drug product.

FORM FDA 3542a (7/03) ' - : ~~ Page2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. 1 attest that | am familiar with 21 CFR 314.53 and

this submission complies with the requirements of the requlation. 1 verify under penalty of perjury that the foregoing
- is true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (A ttomey. Agent, Representative or Date Signed
other Authorized Official) (Provide Information below) . .
] - o

NOTE: Only an NDA applicant/holder may ,submit' this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4).

Check applicable box and provide information below.

D NDA Applicant/Hotder : & ‘NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official
D Patent Owner D Patent Owner's Attorney, Agenf (Representative) or Other Authorized
Official
Name

Glenn M Engelmann. Vice President. General Counsel & Compliance Officer

Address : : City/State )
1800 Concord Pike : Wilmingtan, DE
ZIP Code ' Telephone Number
19803 : (302) §86-3000
FAX Number (if available) : E-Mail Address (it available)
1 302-886-1378 ) Glenn.englemunn@astriazeneca.com

The public reparting burden for thix collection of information has been eximuted o average 9 hours per respoanse. including the time {or reviewing
instructions. scarching existing data sourees, guthering and madnciining (he data needed. and completing and reviewing the collection of informiation. Send

comments regarding this burden estimaie or any other aspéct of this collection of information., including suggestions {or reduciog this burden to:

Food and Dray Administeation
CDER (HFD-007)

3000 Fishers Lauc

Rockville, MD 20857

A ageney may not conduct or sponsor, and a person is not required o vespond o, a collection ol
information unless it displays a current(y vadid OMB controf numtber.

FORM FDA 3542a (7/03) ' ‘ Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

e To submit patent information 10 the agency the appropriate
patent declargtion form must be used. Two forms are avaitable
for parent submissions. " The approval status of vour New Drug
Application will determine which form vou shoald use.

eForm  3342u should be  used  when  submitting  patent
information with ariginal NDA submissions. NDA amendments

and NDA supplements prior to appraval.-

approval. This Jorm is to be submitted within 30 days after
approval of an application. "This Torm should also be used 1o
submit patent information relating o an approved supplement
under 21 CFR 314.53(d) to chunge the formulation. add a new
indication or ather condition of use, change the strength. or 1o
make any other paented change regarding the drug. drag
product. or any method of use. ’

Forni 3542 is also © be used for patents issued after drug
approvid. Patents issued afier drug approval are required o he
submitted within 30 days of patent issuance for the patent 0 be
considered “timely filed."

Baok Publication purposcs.

Forms should be submitted as deserihed in 28 CEFR 34,53, An
additional copy of form 3342 w0 the Orange Book Stdl will
expedite putent publication. i the Orange Book. The Orange
Book Stall address tas of July 2003} is: Orange Book Stafl.
Otfice of Generic Drugs OGD/HFD-610. 7500 Sumdish Pluce.
Rockville. MDD 20855, ' )

e The receipt date is the date that the patent information is dute
stamped -t the contrul document room. Patents are considered
tisted on the dale recetved. -

o Additional copies of these forms may be dowaloaded rom the
Internet at: ligp:Hfonms. pye.sovfoons/fdaum/idalnc lund.

First Section
Complete ad] items in this section.
1. General Section

Complete wfl items in this section with' reference to the patent
itsell ’ '

1) Include patent expiration date, including any Hatch-Waxman

S attent extension already  granted. Do not include | any

applicable  pediatric” exelusivity. The agency will include
pedimric exclusivities where applicable upon publication.

id

Il oL
Include full address of patent owner. I patent owner resides
outside the ULS. indicude the country-in the zip éode block.

Ouly infornudion from {orm 3542 will he used for Orange

{ey - Answer this question il applicable. IF putent vwner and NDA
applicant/holder reside v the” United States. {eave space
blink.

2. Drug Substance (Active Ingredient)
g tng

Complete ol ttenss in this section i the pateat claims the drug
substance that ix the subject of the pending NDAL amendment. or
supplenient.

24y Name the polymorphic frm ol the drie identified by the
patent.

2.5 A patent for a metabolite of the approved active ingredient
may not he submitted. 1 the patent claims an approved
method of using the approved drug product 1o - administer
the metabulite. the patent may be submitted as @ mcthod ol
use patent depending oa the responses (0 section 4 of this
lforn.

[

.1y Answer this question only if the paent is a product-hy-
ProCess patent.

3. Drug Product (Contposition/Formulation)
Complete all items in this section il the patent claims the drug
product that is the subject ol the pending NDA, amendment. or

supplement.

3.3 An answer to this question is required only if the referenced
patent is @ product-by-process pateat.

4. Methad of Use

Complete all items in this section il the patent claims a method of

use of the drug product that is the subject of the pending NDA,

amendment. or supplement.

4.2)  ldentify by aumber cach cluim in the patent-that cluims (he
use(s) of the drug for which approval is being sought.
Indicate whether wr not each individual claim is a claim for
a methadtsy of use of the drug tor which approval is being

sought.

4.2 Specily the purt of the proposed drug labeling that is
claimed by the patent. -

5. No Relevant Patents

Complete this section only if :q)plic‘uhlc\.
6. Declaration Certification
Complete adl items in this s\ec(ion.

6.2)  Authorized sigiature. Check one of the four boses that best
deseribes the authorized siygnature.

Page 4
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Department of Health and Human Services : Form Approved: OMB No. 0910-0513
Food and Drug Administration Expiration Date: 07/31/06

See OMB Statement on Paga 3.
PATENT INFORMATION SUBMITTED WITH THE DA NooER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT - 21-957
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER

(Active Ingredient), Drug Product (Formulation and AstraZeneca LP
: Composition) and/or Method of Use '

The following is provided In éccordance with Section 505(b) and (c) of the Federal Food, D}'ug, and Cosmaetic Act.
TRADE NAME (OR PROPOSED TRADE NAME) ] .
NEXIUM® (esomeprazole magnesium) Delayed-Release Granules for Oral Suspension

ACTIVE INGREDIENT(S) . STRENGTH(S) '
Esomeprazole magnesium 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg
esomeprazole magnesium trihydrate)
-DOSAGE FORM
QOral

This patent declaration form is required to be submitted 1o the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d}(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Baok:

For hand-written or typewriter versions (only) of this report: If additional space-is required for any narrative answer (i.e., one
that does not require a “Yes" or "No" response), please attach an additional page referencing the question number.

FDA will not list patent Information If you file an incomplete paient declaration or the patent declaration indicates the
patentis not eligible for listing. - : o .

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the

Information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
caomplete above section ond soctlons 5 and 6. ) .

a. United States Patent Number b. Issue Date of Patent " | c. Expiration Date of Patent
6,428,810 8/6/2002 i _ 11/3/2019
d. Name of Patent Owner : Address (of Patent Owner)
AstraZeneca AB | SE-15185 -
City/State
Sédertilje, Sweden _ _
1P Code T FAX Number (¥ availabls)
| SE-151 85
Telephone Number E-Mail Address (if available)
01146855326000

e. Name of agent or representative who resides or maintains ~ Address {of agent or representative named in 1.e.)
a place of business within the United States authorized to” | 1800 Concord Pike ,
receive notice of patent certification under section
505(b}(3) and (j)(2)(B) of the Federal Food, Drug, and .
Cosmetic Actand 21 CFR 314.52 and 314.95 (f patent City/State
owner or NDA applicantholder does notreside or havea | Wilmington, DE
place of business within the United States) -

i FAX Number (if available
< Vice President, General Counsel & Compliance fl;gggde AXNumber { avala fe)
Officer ' v
AstraZeneca Pharmaceuticals LP Telephone Number E-Mail Address (if available)
’ (800) 456-3669 ' -

f. Is the patent referenced above a patent that has been submitted previously for the )
approved NDA or supplement referenced abave? - ) E Yes D No

g. If the patent referenced above has been submitted previously for Iisﬁhg, Is the expiration . ]
’ - D Yes & No

date a new expiration data?
FORM FDA 3542a (7/03) , S Page 1
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For the pateht referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement,

2. Drug Substance (Active Ingredient)

2.1 Does the patent claifm the drug substance that is the active ingredient in the drug product
——-described in the pending NDA, amendmeat, or supplement? [:] Yes E No

" 2.2 Does the patent ctaim a drug substance that is a different polymorph of the active .
ingredient described in the pending NDA, amendment, or supplement? D Yes : E No

2.3 I{the answer to question 2.2 is "Yes," do you cerlify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at21 CFR 314.53(b). D Yes D No

2.4 ‘Specify the polymorphic form(s) daimed by the patent for which you have the test resuhs described in 2.3.

2.5 Does the patent claim only a metaboalite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of using the pendmg

drug product 10 administer the metabolite.) D Yes & No

2.6 Does the patent claim only an intermediate?

C]Yes ' ENO

2.7 If the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) I:]'Yes » D No

3. Drug Product (Composition/Formulation)

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? . @ Yes D No

D Yes & No

3.2 Does the patent claim only an intermediate?

3.3 Ifthe pate(.\l referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) ) D Yes D No

4, Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought, For each method of use claim referenced, provide the {ollowing information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? : i & Yes D No
4.2 Patent Claim Number (as listed in the patent) Does the patent.claim referenced in 4.2 claim a pending method
1] Lo . of use for which approval is being sought in the pending NDA,
amendment, or supplement" : - E Yes D No
4.2a (fthe answerto 4.2is -~ Use: (Submlr indication or method of use information as identified specifically in the approved labeling.) .

"Yes.” identily with speci- | goe NEXIUM Delayed Relcusé Granuies in abel at DESCRIPTION, INDICATIONS AND USAGE.

e e eaq | Information for Paticats DOSAGE AND ADMINISTRATION

labeling for the drug
product.

5. No Relevant Patents

For this pending NDA. émel1dment, or supplement, there are no relevant patents that claim the drug substance (active ingredient).
drug product {formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in D Yes

. the manufacture use, or sale of the drug product.

FORM FDA 3542a (7/03) A : : - . Page?2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pendmg under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penaity of perjury that the foregomg
is true and correct.

Warning: A willfully and kndWingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Altomey. Agent, Representative or Date Signed
other Authorized Official) (Provide Information below) . E
' L) oy

¥ - - g - -
NOTE: Only an NDA applicant/holder may submit this. declaration directly to the FDA. A patent owner who is nat the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4).

Check applicable box and provide information befow.

D NDA Applicant/Holder & NDA Applicant's/Holder's Attorney, Agent (Representative) or other
: . ) Authorized Official
D Patent Owner . D Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official
Name

Glean'M Engelmann. Vice President. General Counsel & Compliance Officer

Address City/State

1800 Concaord Pike Witmiagton, DE

ZIP Code ) Telephone Number

19803 ‘ (302) 8§6-3244

FAX Number (if available) - E-Mail Address (if available)

(302) 8806-1578 ' glennengelmann @ustrazeneci.com

The public reporting hurden for -this collection of igformation has heén exstiunated o average 9 howrs por vesponse. iocluding the Gme for revicwing
instructions. searching existing data sources, gathering and maintaining the data teeded. and completing and reviewing the collection o’ information. Seud
comments regarding this hurden estimide or any othet aspect of this coltection of information, including suggestions for reducing this burden (o:

Foud and Deug Administration

CDER (HFD-0U7) )

3000 Gishers Lane . ‘
Ruackvitic, MD 20657

A ageney nay got condner o spousar, and a peeson is sot requared to sespond 1o, a collection of
infornuaion wndess it displass a.currently valid OMB control manber.

.

FORM FDA 3542a (7/03) : , ' Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

'PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General lnformation

¢ To submit patent. informaion to the agency  the - appropriate
patent declaration form must be used. Two forms are available
for putent submissions. The approval staius of your New Drug
Application will déterimine which form you should use.

eForm  3342u should . he. wsed  when  sabmitiing  putent
information with original NDA submissions. NDA amendments
and NDA supplemears prior to approval.

oForm 3342 should be used after NDA. or  supplenmental

approvad. This form s (o he submined withine 30 days afler

~approval of an application. This form should also be used (o
submil patent infurmation selating o an approved supplement
under 21 CFR 314.535d) 10 change the formulation, add a new
indication- or other condition of use. change the sirength. or to
make any other paented change regarding the drug. drug
praduct, or any method of use.

e Form 3342 is also' 1o he used for patents issued alter drug
approval. Patents ssued afier drug approval are required 1o be
submitted within 30 duvs of patent issuance for the patent (v be
considered "timely filed.”

¢ Only information drom form 3542 will be used for Orange
Buok Pubtication purposes.

e Forms shoutd be submitied as described in 21 CEFR 31453, An
additional copy of form 3342 1o the Orange Book Stall will
cxpedite patent publication” in thé Orange Book. The Orunge
Book Stalf address {us of July 2003) is: Orange Book Srafl.
Office of Generic Drugs OGD/HFD-610. 7300 Sundish Pluce.
Rackville. MD 20853,

o The receipt dute is the date that the patent infornion is-date
stamped -in the central document room. Putents are considered
listed ou the dute reccived.

¢ Additional copies of Uiese forms may he downloaded from the
loternet at fugpHforms. pscgoforms/fdalundfdalin. hpal.

First Section
Complete all iterus ia this section.
1. General Section

Complete all items in this section with reference 10 the patent
itself.

Iey tuclude patent expiration dute. including any Hatch-Waxman
patent | exteasion atready  granted. Do ot include any
applicable pediatric exclusivity, The agency will include
pediatric exclusivities where applicuble upon publication,

1dy Include full address of patent owner. {f patent owner resides
autside the LS. indicate the country in the zip code block.

ley  Answer this question if applicable. [F patent owner and NDA
applicant/holder reside in- the. United Suates. leave space
blank.

2. Drug Substance (Active Ingredient)
Complete all ttems in s section i the patent claims the drug
substanee: that is the subject of the pending NDA. amendment. or

supplenient: :

24 Name the pulymorphic form ol the dmig identified hy the
patent.

1~
n

A patent for @ metabolite of the approved active ingredient
may not be submitied. 117 the patent claims an approved
- methud ol using the approved drug product to administer
the metabolite, the patent may he -submitted as a method of
usc .patent depending an the responses ta section 4 of this
form.

2.7 Adswer this question only i the patent is a product-by-
process patent. )

3. Drug Product (Composition/Formulation)
Complete all items-in this section if the putent claims the drug
proaduct that is the subject of the pending NDA, amendment. or

supplement.

33 An aaswer o this question is required only if the referenced
patent is a praduct-by-process patent.

4. Method of Use

Complete all dems in this section if the patent cliims a method of

use of the drug product that is the subject of the pending NDA,

amendnient, or supplement.

4.2y Adentify by nuinber eacl claim in the patent that claims the
use(s) of the diug for which approval is being sought.
Indicate whether ar not cach individual -claim is @ claim tor
a method(s) of use ol the drug foe which approval is being

sougli.

42w Specify the part of the proposed drug fabeling that is
claimed by the patent. ;

5. No Relevant Pateats

Complete this sectiononly il’upplicablc;
6. Declaration Certification
Complete «ll itéms in this section.

6.2)  Authorized signature. Check one of the four baxes that best
describes the authorized stenature.

Page 4

PRC Mol s G Jk e L

FORM FDA 3542a (7/03)




Department of Health and Human Services Form Approved: OMB No. 0910-0513

Foodand Drug Administration 500 OMB Statoment on Page 3.
~|  PATENT INFORMATION SUBMITTED WITH THE T
1 FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-957
: For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and | AstraZeneca LP

Composition) and/or Method of Use

The following is provided In accardance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.

TRADE NAME (OR PROPOSED TRADE NAME)
NEXIUM® (esomeprazole magnesium) Delayed-Release Granules

ACTIVE INGREDIENT(S) ' STRENGTH(S)

Esomeprazole magnesium 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg
esomeprazole magnesium trihydrate)

T "DOSAGE FORM
Oral

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided In 21 CFR 314.53(d)(4). ,

Within- thirty (30) days after approval of an NDA or supplement, or within thidy (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information refied
upon by FDA for listing a patent in the Orange Book. :

For hand-written or typewriter versions {only) of this report: If additional space Is required for any narrative answer (i.e., one
that does not require a "Yes" or "No" response), please attach an additional page referencing the question number.

FDA will not list patent information If you file an incomplete'patent declarétlon or the patent .declaraﬁbn indicates the
patent is not eligible for listing. ' . :

For. each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,

i
e

complete above section and sections 5 and 6.

1.GENERAL  ~. “L0. oot ST .
a. United States Patent Number b. issue Date of Patent ¢. Expiration Date of Patent
6,369,085 ' : 4/9/2002 ’ 5/25/2018
d. Name of Patent Owner Address (of Patent Owner)
AstraZeneca AB SE-151 85
City/State
Sodertélje, Sweden .
ZIP Code ) FAX Number (if available)
SE-151 85 .
Telephone Number : E-Mail Address (if available)
01146855326000 -

e. Name of agent or representative who resides or maintains ~ Address (of agent or representalive named in 1.e.)
a place of business within the United States authorized to | {800 Concord Pike
receive notice of patent certification under section )
505(b)(3) and (j}(2)(B) of the Federal Food, Drug, and

Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicantholder does not reside or have a Wilmington, DE
place of business within the United States) )

' s
T Vice President, General Counsel & Compliance fg‘gggde FAX Number (if available) _
Officer . . :
AstraZeneca Pharmaceuticals LP Telephone Number E-Mail Address (if available)
(800) 456-3669

f. Is the patent referenced above a patent that has been submitted previously for the

N

approved NDA or supplement referenced above? . ) @ Yes D No
g. !f the patent referenced above has been submitted previously for listing, is the expiration : )
date a new expiration date? : ' D»Yes ‘ ()
FORM FDA 3542a (7/03) ' , . Paget
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For the patenl referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
--described in the pending NDA, amendment, or supplement? @ Yes D No

2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment, or supplement? D Yes @ No*

* Certain claims may cover at least one additional polymorph in addition to claiming the drug substance
of the pending NDA, amendment or supplement, but the patent is not being tisted on that basis.

2.3 if the answer to question 2.2 is "Yes," do you cénify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph will perforn: the same as the drug product

described in the NDA? The type of test data required is déscribed at 21 CFR 314.53(b). D Yes [:] No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

-

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) E] Yes & No

- 2.6 Does the patent.claim only an intermediate?

[ ves X no

2.7 ifthe patent referericed in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes D No

3. Drug Product (Composition/Formulation)

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pendmg NDA, :
amendment, or supplement? Yes D No

3.2 Does the patent claim only an intermediate?

D Yes E No

33 i thebpatenl referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? {An answer is required only if the patent is a product by-process patent:) D Yes D No

4, Method of Use

Sponsors -must submit the Information in section 4 separately for each patent claim claiming a method of using the pendmg drug
product for which approval is being sought. For each method of use claim referenced, provide the lollowing information:

4.1 Does the patent claim one or more methads of use for which approval is being sought in

the pending NDA, amendment, or supplement? . . : @ Yes El No
4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending methad
12 ‘ of use for which approval is being sought in the pending NDA, .
. ) : amendment, or supplement? ) @ Yes . D No
4.2a If the answer t0 4.2is Use: (Submil indication or method of use information as identified specifically in the approved labeling.)

“Yes," identify with speci- | gop NEXIUM Delayed Release Granules in Label at DESCRIPTION, INDICATIONS AND USAGE.

ici i fer- . . R h . .
gz'é)étge‘#:?)x(&;zj r [nformation for Patients DOSAGE AND ADMINISTRAT [ON

labeling for the drug
product:

5. No Relevant Patents

For this pending NDA, amendmenf, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product (formuiation or composition) or method(s) of use, for which the apptlicant is seeking approval and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the pateat engaged in D Yes

the manufacture, use, or sale of the drug product.

FORM FDA 3542a (7/03) : R Page 2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 31 4.53 and
this submission complies with the requirements of the regulation. I verify under penalty-of perjury that the foregoing
is true and correct. )

Warning: A willfully and knowingly faise statement is a criminal offense under-18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attorney, Agent, Representative or ~~ Date Signed

other Authorized Official).(Provide Information below)
. _ , ///%;__

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4).

Check applicable box and provide information below.

[j NDA Applicant/Holder | IZI NDA Applicant's/Holder’s Attorney, Agent (Representative) or other
) Authorized Official
D Patent Owner D Patent Owner's Attorney, Agent (Répresentalive) or Otﬁer Authorized
Official :
Name

Glenn M Engelmann, Vice President. General Counsel & Compliance Officer

Address : . City/State

1800 Concord Pike Wilmingfon. DE

Z1P Code ‘ Telephone Number

19803 C (302) 886-3244-

FAX Number (if available) ) E-Mail Address (if available)

(302) 886-1578 glenn.engelmann @ astrazeneca.com

The pulic reporting burden for this collection of information has heen estimated to average 9 houes per response, including the fime for reviewing
instructions. scarching existing data sourecs, gathering and nwintaining the dma needed. aind completing and reviewing e catlection of infornition. Send
comments regrding this burdea estimate or aury othier aspect of this coltection of imformation. including suggestions Tor ceducing (his burdea to:

Foud and Drug Administrztion
CDER (HFD-0074

5600 Fishers Lane

Raockville, M1 20837

Attagency nury not coduct ar sponsor, and d pecson is not requiced o respond o] a collection of
information wnless it displaxs a currently valicd OMB control nuaber.

FORM FDA 3542a (7/03) : Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General luformation

¢ To submit patent information 10 the agency the appropriate
patent declaration form must he used. Two forms are available
far patent submissions. The approval status of your New Drug
Application will determine which form you should use.

elFfarm 354Za should  be wsed  when  submitling  patent
information with originad NDA submissions. NDA ameadments
.md NDA xupplumnl\ prioer to approval.

eForm 3342 should be used after NDA or supplemental
approval. This forny is 10 be submitted within 30 days afier
approval of an application. This form should also be used to
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) 10 change the formulution. add a new
indication or ather condition of use. chunge the strength. or 1o
make any other putented change regarding the drug. drug
product, or any method of use.

e Form 3542 s also to-be used for parents issucd sfier drug
approval. Patents issued” after drug approval are required (o he
submitied within 30 days of patent isstance lor the patent to he
considered “tmety filed.”

«Only information from . form 3342 will he used for Orange
Book Publication purposes. :

¢ Forms should he submitted as described in 21 CFR 31453, An
additional copy of form 3342 w the Orange Book Stalt will
expedite patent publication in the Orunge Book. The Orange
Bouk Swit address (as of July 2003) is: Orange Book Staff.,

Office af Generic Drugs OGD/HFD-610, 7500 Stundish Place.

Rackville, MDD 20855,

« The reccipt date is (he date that the patent information is date
stamped i the central docament room. Paluus are (.t.lﬂ\ld(.lLd
listed on the date received.

e Additional copies of these Torms may be dewnloaded from the
lterner au: hapfors. pse. genfornis/fdahtn/fdahion himl.

First Section
Complete 1l items in this section.
1. General Section

Camplete alf ifems in this section with reference o the patent
isell.

Iy dnclude patent expiration date. including any Hutch-Waxnian
patent exteasion  ahready  granted. Do not include any
applicable  pediavic exclusivity, The agency will include
pediatiic exclusivities where applicable upon pubtication.

{dy luclude full address of patent owaer. I putent owner resides
- outside the LS indicate the country in the zip code hlock.

424y Specify the part of the proposed drug

ey Answer this question il applicable. {1 patent owner and NDA
applicant/holder reside in the United Staes. deave spuce
blank.

2. Drug Substance (Active Ingredicent)

Cuomplete att frems in this section i the patent claims the dxu--
substuice that is the suhjea of the PLlldIHL NDA. amendment.
supplenent.

L4 Name the polymorphic form of the drug identified by the
patent.

19
A

A patent for a metaholite of the approved active ingredient
may not he submitted. -I{ the patent cloims an approved
method of wsing the appraved drug praduct o administer
the metabolite, the patent may bé submitted as a method of
use patent depending on the respanses o section 4 of this
form.

2.7y Answer this question only il the patens is o product-by-
process patent.

3 Drug Product (Composition/Formulation)

Complete all items in this section il the patear claims the drug
praduct that is the subject of the pcndmﬂ NDA. amcndmnnl ar
supplement.

3.3 An answer w this question is required ondy if the referenced
patent is a product-by-process patent.

4. Method of Use

Complere afl ftems in this section i the patent claims a methad of

_use ol the dimg product that is the subject of lhu pending NDA,

amendment. ar supplement.

421 Identify by number each clane i (he patent that claims the

use(s) ol the dug for which approval is being sought.

Tndicute whether ar not cach individual elaim is a chaim for

a method(s) of use of the drug for which approval is being
- sought.

laheling that is
- clained by the patent.

5. No Relevant Patents

Complete this section {mly il applicable.
6. Declaration Certification
Complete all items in this section.

().1?) Aulhuu/:d signadure. Chul\ ane of the four boxes 1lm( hest
deseribes the authorized signature.

FORM FDA 3542a (7/03)

Page 4

PIC MafinAr: G031




RN

Department of Heatth and Human Services Form Approved: OMB No. 0910-0513
Food and Drug Administration Expiration Date: 07/31/06 :

: ’ See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 21957
For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and AstraZeneca LP

Composition) and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) ‘of the Federal Foad, Drug, and Cosmetic Act.

_TRADE NAME (OR PROPOSED TRADE NAME) . )
NEXIUM® (esomeprazole magnesium) Delayed-Release Granules for Oral Suspension

ACTIVE INGREDIENT(S) STRENGTH(S)
Esomeprazole magnesium 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg
esomeprazole magnesium trihydrate)
"DOSAGE FORM

Oral

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA "application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitied upon or after approva!l will be the only information relied
upon by FDA for listing a patent in the Orange Book. .

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one
that does not require a "Yes" or "No" response), please attach an additional page referencing the question number,

FDA will not list patent Information If you file an incomplete patent declaration or the patent declaration Indicates the
patent is not eligible for listing. : : .

| For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the

Information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,

complete above sectlon and sections 5 and 6.

1. GENERAL o .
a. United States Patent Number b. Issue Date of Patent ’ ¢. Expiration Date of Patent
5,900,424 5/4/1999 5/4/2016
d. Name of Patent Owner Address {of Patant Owner)
AstraZeneca AB. : SE-151 85
City/State
Sddertilje, Sweden
ZIP Code ) FAX Number (if available)
SE-151 85
Telephone Number E-Mail Address (if available)
01146855326000

©. Name of agent ot representative who resides or maintains  Address (of agent or representative named in 1.e.)
a place of business within the United States authorized to - | 1800 Concord Pike
receive notice of patent certification under section
505(b)(3) and (j}(2)(8) of the Federal Food, Drug, and

Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicant/holder does not reside or have a | Wilmington, DE
place of business within the United States) :

. . ) ber (i ilabl
<" Vice President, General Counsel & Compliance fg’gggde FAX Number (i avalablo)
Officer v : :
AstraZeneca Pharmaceuticals LP ’ Telephone Number E-Mail AddTESS (if available)
i : (800) 456-3669

f. ls-the patent referenced above a patent that has been submitted previously for the .
approved NDA or supplement referenced above? Yes E] No

date a new expiration date?

g. If the patent referenced above has been submitted previouély for listing, is the expiration
- [ Yes. X no

FORM FDA 3542a (7/03) 7 . ' : Page 1
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For the patent referenced above, prowde the followmg information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA amendment or supplement.

2. Drug Substance (Active Ingredient)

2.1. Does the patent claim the drug substance that is the active ingredient in the drug product
“ 77 described in the pending NDA, amendment, or supplement? , . ) |Z| Yos l:l No

2.2 Does the patent claim a drug substance that is a different polymorph of the activ?e
ingredient described in the pending NDA, amendment, or supplement? D Yes No*

~ Certain claims may cover al least one additional polymorph in addition to claiming the drug substance
of the pending NDA, amendment or supplement, but the patent is not being fisted on that basis.

2.3 lf the answer to question 2.2 is "Yes," do you certify that, as of the date of this declaration, you have lest data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). [ Yes (Ine

2.4 Specify the polymbrphic form(s) claimed by the patent for wiich you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of usingthe pending

drug product to administer the metabolite:) ) . D Yes ]Z] No
2.6 Does the patent claim only an intermediate? '
i ' , [ ves X no
2.7 If the patent referenced.in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [:] Yes - D No

3. Drug Product (Corhposition/Formulation)

3.1 Doss the patent claim the drug product, as defined in 21 CFR 314.3..in the pending NDA, .
amendment or supplement? D Yes IZ] No

lj Ybes @ No .

3.2 Does the patent claim only an mlermedlate’7

3.3 If the patent referenced in 3.1 is a praduct-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) El Yes I:] No

"4, Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a methad of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being soughtin

the pending NDA, amendment, or supptement? @ Yes D No
4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method
2.0 of use for which approval is being sought in the pending NDA, .
’ amendment, or supplement? & Yes D No
4.2a lithe answer to4.2is .. Use: (Submit indication or method of use information as identified specifically in the approved labeling.)

"Yes.” identity with speci- | gee NEXIUM Deluyed Release Granules in Label at DESCRIPTION. INDICATIONS AND USAGL.

o e aaos™ | Information for Patients DOSAGE AND ADMINISTRATION.

fabeling for the drug
product.

5. No Relevant Patents

For this pending NDA, amendmient, or supplement, there are no relevant patents that claim the drug substance (active ingredient),‘
drug product {formulation or composition} or method(s) of use, for which the applicant is seeking approval and with respect to !
which a claim of patent infringement could reasonably be asserted’if a person not licensed by the owner of the patent engaged in D Yes

" the manufacture, use, or sale of the drug product.

' FORM FDA 3542a (7/03) a : : ' . Page 2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
_.this submission complies with the requirements of lhe regulation. | verify under penalty of perjury that the foregoing
is true and correct.

Warring: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attorney, Agent, Representative or Date Signed
other Authgrized Official) (Provide-Information below)

7S 50s

NOTE: Only an NDA applicant’hoider may submit this declaration directly to the FDA. A patent owner who is not the NDA applccant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)}{4) and (d)(4).

Check applicable box and provide information below.

[:] NDA Applicant/Holder ' IZI NDA Applicant's/Holder's Attorney. Agent (Representative) or other
- Authorized OﬁlClal
D Patent Owner D Patent Owner's Attorney, Agent (Represen tative) or Other Authorized
’ Official
Name

Glenn M Engelmann. Vice President. General Counsel & Compliance Ofticer

Address ’ City/State

1800 Concord Pike : Wilmington, DE

ZIP Code Telephone Number

19805 | (302) 880-3244

FAX Number (if available) ) ) E-Mait Address (if available)

(302) 880-1578 gleanengelmann@astrazenceca.com

‘The public n:punm-v burden for this collection of information h 15 been estinted 0 average 4 hmu\ per response, including the time for reviewing
instructions. Searching existing data sources. gathering and maintaining the data néeded. and completing and reviewing the collection of informiation. Send
comaents regarding this burdea eslimate or auy other aspect af this collection of information. including suggestions for reducing this burden t:

Food and Drug Administrtion
CDER(HFD-007Y -

010 Fishers Lane
Reckviffe. MD 20837

Anageney way nut conduct or sponsar. did a pecson is aot required o respond o, o cotlection of
infarmation wnlesy i disptaes a currenddy volid OMB coneol munber.

FORM FDA 3542a (7/03) ' Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

eTa submit patent information 10 the agency the appropriate
patent declaration form must be used. Two farms are availuble
for patent submissions. The approval status of your New Drag
Application will determine which form you should use.

eForm 33423 should be used when  submitting  patent
information with original NDA submissions. NDA amendments
and NDA supplemeuts prior ta approval,

eForm 3342 should be used afier NDA  or supplemental
approval. This form s o be submidted - within 30 days - afier
approval of an application. This form should also be used to
submit patent information relating © an approved supplement
under 21 CFR 3{4.53wd) to change the formulation, add a new
indication or other condition of use. change the strength. or 1o
make any other patented change regarding the drug. drug
product. ar any method of use.

eTForm 3542 is ulso (0 be used for patents issued afier drug
approval. Patems issued aller drug approval are required o he
submitied within 30 duys of patent issuance for the parent ta he
considered “timely (iled.”

« Ouly mfo:m.ntmn from form 3542 will hL used for Ol’dl]L’
Baok Publication purposes.

o-Forms should be submitted as described in 21 CFR 314.33. An
additional copy of form 3342 w0 (the Orange Book Staff will
expadite patent publication in the Orange Book. The Orange
Book Swlt addiess (as of July- 2003) is: Orange Book Staft,
Office of Generic Drugs OGD/HFD-610. 7500 Standish Place,
Rackville. M1 20855.

@ The receipt-daie is the date that the patent information is date
stamped inthe central document roam, Pateats are considered
IISlLd on the dute received.

¢ Additional copres of these forms miay be downloaded from the
lotéenet at: hup:-Hforms. pye. so/formsfdahun/fdaitnchind.

First Scction
Complete all items in this section.
1. :General Section

- Complete all items in this section wnh reference (o the paient
itself.

1) nclude pateat expiration date. mcluding any Hatch-Wasmian

o patent -extension already  granted. Do not include: any

applicuble  pediatric exclusivity. The ugency will include
pediatric exclusivitics avhicre applicable upon publication.

1dh - Include full addeess-of patent owner. I patent owner resides
outside the U.S. indicate the country in the zip code block.

ey Answer this guestion if applicable. I patent owner and NDA
“applicant/halder reside in the United Suues. leave space
blank.

2. Drug Substauce (Acﬁvc Ingredient)
g 4

Complete @l items in this section i the patent claims the dru"
substance that is the subject of the peading NDA. amendment, «
supplement.

24 Name the pul\'mmplm form of the drug identified by the
palend.

A parent for a metabolite of e approved active ingredient
may nat he submitied. [0 the putent cliims an approved
method of using the approved drug product o adatinister
the metabolite. the patent may be submitted as o method of
use patent depending on the responses o section 4 of this
form.

[
‘A
=

L7 Answer this guestion only il the patent is a product-by-
process patent.

. Drug Product (Composition/Formulation)

Complete all items in this seetion if the patent claims the dlLI"
| I

product that is the subject of the PLH(JH]“ NDA. amendment, ¢
supplement.

3.3)  Ananswer 1o this question is required only il the referenced
puatent s a product-hy-process patent.

4. Method of Use

Complete all items in this section if the patent claims a methad of
use of the drug product that is the \uhlt(l of the pending NDA.
amendment. or xuppluncnl

4.2y 1dentity by number cach claim in the patent that claims the

| use(st of the drug for which approval is being sought,
Indicate whether or nat each individual claim is a claim for
a methadis) of use of the drug for which approval is heing
sought.

420y Specify the part of the proposed drug Tubeling thar s
claimed by the patent.

5. No Relevant Patents

Complete this section only if applicabic,
6. Declaration Certification
Complete all ilt‘l-ﬂs in this section.

0.2y Autharized signature. Check one of the four h«)\u that hest
deseribes the authorized signawure.

FORM FDA 3542a (7/03)
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Department of Health and Human Services Form Approved: OMB No. 0910-0513
" Food and Drug Administration - Expiration Date: 07/31/06

See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE

NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-957
- For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and AstraZeneca LP
Composition) and/or Method of Use

The fdllowlng is provided In accardance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME) )
NEXIUM® (esomeprazole magnesium) Delayed-Release Granules for Oral Suspension

ACTIVE INGREDIENT(S) : STRENGTH(S) :
Esomeprazole magnesium ‘ 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg
: esomeprazole magnesium trihydrate) :

| DOSAGE FORM
Oral :

This patent- declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

‘Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book. : :

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one
that does not require a "Yes" or "No" response), please attach an additional page referencing the question number.

FDA will not list pateht Information If you file an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing. i

For each paleht submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described: below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections § and 6. : :

1. GENERAL ‘ . ,
a. United States Patent Number | b. Issue Date of Patent c. Expiration Date of Patent -
5,877,192 1 3/2/1999 ) 5/27/2014
d. Name of Patent Owner Address (of Pabtent Owner)
AstraZeneca AB _ SE-151 85
City/State
Sodertélje, Sweden ‘
ZIP Code ) FAX Number (if available)
SE-15185 :
Telephor_le Number . ' E-Mail Address (l_‘f available)
0t 146855326000 :

e. Name of agent or_representative who resides or maintains ~ Address (of agent or representative named in 1.e.)
a place of business within the United States authorized to | 1800 Concord Pike
receive nofice of patent certification under secfion .
§05(b)(3) and ()(2)(B) of the Federal Food, Drug, and -
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicantholder does not reside-or have a Wilmington, DE
place of business within the United States)

, _ . ‘ i avail
<7 Vice President, General Counsel & Compliance ?9?8830@ FAX Number (i availablo)
Officer -
AstraZeneca Pharmaceuticals LP Telephone Number E-Mail Address (if available)
- (800) 456-3669

f. 1s the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? ) Yes E] No
g. If the patent referenced above has been submitted previously for listing, is the expiration :
date a new expiration date? - ] ‘ [ Yes X o
FORM FDA 3542a (7/03) g B Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance (Active Ingredient) '

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
~——described in the pending NDA, amendment, or supplement? D Yes @ No

2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment. or supptement? E] Yes & No

2.3 lfthe answer 10 question 2.2 is “Yes,"” do you certify that, as of the date of fhis declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). ' : D Yes : D No

24 Specify the polymorpﬁic form(s) claimed by the patent for which you have the test résulls described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of using the pending :
drug product to administer the metabolite.) D Yes E No

2.6 Does the patent claim only an intermediate?

D VYes ' E No

2.7 If the patent referenced in 2.1 is a product-by-process patent, is the‘product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) ) D Yes [:] No

3. Drug Product (Composition/Formulation)

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? Co D Yes E No™

** This patent claims the drug substance and/or formulation/drug product insofar as it may claim the
substance or formulation/drug product in the “method of use” claims

3.2 Does the patent claitm only an intermediate?

E] Yes @ No

3.3 If the patent referenced in 3.11is a product-by;pr.ocess patent, is the broduc( claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes D No

4. Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is bein_g sought in

the pending NDA, amendment, or supplement? & Yes E] No
4:2 Patent Claim Number (as listed in the palent) Does the patent claim referenced in 4.2 claim a pending method
1,2,5.6. 10, 11 and 23 . of use for which approval is béing sought in the pending NDA, -
' . ) amendment, or supplement? . E Yes D,No
| 4.2a lf the answer to 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)

(Yes,” identily with speci- | goo NEXIUM Delayed Release Granules in Label at DESCRIPTION. INDICATIONS AND USAGE.

nce 1o the proposed | Information for Paticnts DOSAGE AND ADMINISTRATION

labeling for the drug
product.

S. No'Rele\_lant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the. drug substance (active ingredient).
drug product {formulation or composition) or method(s} of use, for which the applicant is seeking approval and with respect to »
which a claim of patent infringement could reasonably be asserted if a person notlicensed by the owner of the patent engaged in D Yes

the manufacture, use, or sale of the drug-product.

6. Declaration Certification

FORM FDA 3542a (7/03) : ; ] ' Page 2
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6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent infarmation is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing
is true and correct. : .

 Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

-

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attomey, Agent, Representative or Date Signed

other Authorized Official) (Provide information below) . ’
’/%/05 —

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is nat the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4). .

Chieck applicable box and provide information below.

D NDA Applicant/Holder E NDA Applicant's/Holder's Attorney, Agent (Represenlétive) or other
- Authorized Official

D Patent Owner E] Patent Owner's Attorney, Agent (Representative) or Other Authorized
: . Officiat

1 Name
Gienn M Engelmann, Vice President- General Counsel & Compliance Officer

Address ] ] City/State

1800 Concord. Pike Wilmingion. DE

ZIP C_bde Telephone Number

19803 - (302) §86-3244

FAX Number (if available) i : E-Mail Address {(if available)

(302) 886-1578 glenn.eagelmann @astrazeneca.com

The public reporting bunden for this collection of information has been estimated to average Y hours per cesponse. including the ime for reviewing
instructions. scarching existing data sources. gathering and waintining the dat ueeded, and completing and revicwing the collection of informmation. Seond
conunents regarding this burden estinie or any other aspect of this collection of inforntion. including suggestions for reducing this burden ta:

Foud and Deag Administation
CLER (HFD-007}

3000 Fishers Laue

Rackville. M1 20857

Al ageney may not cottduet or spontsor, qind o person is not required 1 respond o, a collection of
infovmation unless it displeys a cureendy valid OMB coutrd nawidser.

FORM FDA 35423}(7/03).' _ ' Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

 PATENT INFORMATION SUBMITTED WITH THE FILING
- ' OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

eTa submit patent information to the agency the appropriate

© patent declaration form must be used. Two forms are available
for patent submissions. The approval status of vour New Drug
Application will determiine which form vou should use.

e Form 35423 should  be  used  when  submitting  pauen
information with original NDA sibmissions. NDA amendments

and NDA supplements priar o approval,

e Furin 3542 should he used aftier NDA or supplemental
approval. This form is 10 he submitted within 30 duays after
approval of an application. This form should also he used to
submit patent information relating to an approved supplement
under 21 CFR 314.533(d} 0 change the formulation. add @ new
indication or other condition ol use. change the strength, or o
make any other patenled change regarding the drug. drug
product. or any method of use.

e Fonn 3542 s also to be used for patents issucd after drug
approval. Paents issued after drug approval are required 1o be
submitted within 30 days of patent issuance for the patent to be
considered “timely 1iled.”

e Only information from form 3342 will he used for Orange
Book Publication pumposes.

o Farms should be submitted as described in 21 CFR 314.33. An
additional “copy af form 3342 to-the Orunge Book Stafl will
expedite patent publication in the Orange Book. The Orange
Book Staff address (as of July 2003) is: Orange Book ST,
Office of Generie Drugs OGD/HED-GH0. 75300 Standish Pluce.
Rockville. MD 20833, ’

¢ The reevipt date is the date that the pateut information is daie
stamped. in the central document room. Putends are considered
listed on the date reccived.

o Additional copies of these forms muy be downloaded from the
Internet at: lutp-Honns.pye. sovforms/fdaam/fdaiim. hind.

i

First Section
Complete af items in this section.
1. General Section

Complete all items in this section with reference 1o the patent
itself.

le) Include patent expiration date. including any Hatch-Waxman

patent “extension  already granted. Do nat inclade  any
applicable  pediutric exclusivity. . The agency will include
pediatric exclusivities where applicable upon publication.

td) nclude full address of patent owaer. II patent owner resides
outside the U.S. indicate the country in the zip cade block.

ler  Answer this question il applicable. 1F patent owner and NDA
applicant/holder reside in the United States. feave spuce
hlank.

2. Drug Substance {Active Ingredient)
Complete all items in this section . if the patent cluims the drug
substance that s the subject of the pending NDA, amendment. or

supplement.

24) Name the polvaorphic form of the drug identified by the
patent.

1o
vl

A putent for a metabolite of the approved active ingredient
may nol be submiitted. (F the patent claims an approved
method of using the approved drug product o administer
the metabolite, the putent may be submitied us a method of
use patent depending on the responses to section 4 of this
form.

27)  Answer this question only il the patent is a product-by-
Process patent.

3. Drug Product (Composition/Formulation) -

Complete all items in this seetion if the patent claims the drug

product that is the subject of the pending NDA. amendment, or

supplement.

331 An answer e this question is required only if the referenced
patent is a product-hy-process patent.

4. Mcthod of Use

Complete all items in this section i1 the: patent claims a method af

use of the drug product that is the subjecr of the pending NDA,

amendment, or supplement. :

4.2y ldentify by number cach claim in the patent thyt claims the
use(s) ol the drug for which approvl s being sought.
Indicate whether or tot cach individuat claim is @ claim for
A method(s) of use of the drug for which approval is heing

soughi.

4.2u) Specify the part of the proposed deug labeling thwt s
clatmed hy the patent.

5. No Relevant Patents

Complete this section only if applicable.
6. Declaration Certification
Complete all items in this section.

6.2y Authorized signature. Check one of the four hoxes that best
describes the unthorized signature.

FORM FOA 3542a (7/03)

Page 4
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Department of Health and Human Setvices Form Approved: OMB No. 0910-0513

L - _ Expiration Date: 07/31/06
Food and Drug Administration . See OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED WITH THE N;,A NUMBER
"\ FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT " | 21.957

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
__(Active Ingredient), Drug Product (Formulation and AstraZeneca LP
Composition) and/or Method of Use

The following is provided in accordance with Section 505{ b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)
NEXIUM® (esomeprazole magnesium) Delayed-Release Granule for Oral Suspension

ACTIVE INGREDIENT(S) STRENGTH(S)
Esomeprazole magnesium ' 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg
' esomeprazole magnesium trihydrate)

DOSAGE FORM
-Oral-——

This patent declaration form is required to be submitted to the Food and Drug Administration - (FDA) W|th an NDA  application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4). .

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance -of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c){2)(ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information rehed
upon by FDA for listing a patent in the Orange Book. -

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e., one
that does not require a "Yes" or “No" response), please attach an additional page referencing the question number.

FDA will not list patent information if you file an incomplete patent declaration or the patent declaration indic(ates the

patent is not eligible for listing.

: \for each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit ali the
nformation described below. If you are not submitting any patents for this pending NDA, amendment, or supplement
'|_complete above secuon and sections 5 and 6.

1. GENERAL .
a. United States Patent Number b. {ssue Date of Patent c. Expiration Date of Patent
5,714,504 2/3/1998 2/3/2015
d. Name of Patent Owner Address (of Patent Owner)
AstraZeneca AB ‘ SE-151 85
City/State
Sddertilje, Sweden . |
ZIP Code — . FAX Number (¥ availabio)
SE-15185
Telephone Number - E-Mail Address (if available)
01146855326000

e. Name of agent or representative who resides or maintains ~ Address (of agent or representative named in 1.e.)
a place of business within the United States authorized to | -1800 Concord Pike
receive notice of patent certification under section -
505(b)(3) and (j)}(2)(B) of the Federal Food, Drug, and .
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicant/holder does not reside or have a | Wilmington, DE
place of business within the United States)

ZiP Code ’ FAX Number (i availabie)

T Vice President, General Counsel & Compliance 19803
Officer ' C
AstraZeneca Pharmaceuticals LP ‘ Telephone Number E-Mail Address (if avaifable}
’ : 1 (800) 456-3669 )
=1 f s the patent referenced above a patent that has been submitted prevlously for the -
} approved NDA or supplement referenced above? & Yes D No
'} g. If the patent referenced above has been submitted previously for hsnng, is-the expiration
date a new expiration date? ) . D Yes E No
FORM FDA 3542a (7/03) : Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of

use that is the subject of the pending NDA, amendment, or supplement.

1 2- Drug Substance (Active Ingredient)

!'2.1 Does the patent ctaim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? {:] Yes @ No

2.2 - Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NDA, amendment; or supplement? D Yes @ No

2.3 I the answer to question 2.2 is "Yes," do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). . [ ves CIne

2.4 Specify the polymorphic form({s) claimed by the patent for which you have the test results described in 2.3, <~

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of usmg the pending

drug product to administer the metabolite.) ) D Yes IZI No

2.6 Does the patent claim’only an intermediate?

DYes @No |

2.7 | the patent referenced in 2.1 is a product-by-process patent, is the product claimed in-the
patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes I___l No

3. Drug Product (Composition/Formulation)

3.1 Does the patent claim the drug product, as defined in-21 CFR 314.3, in the pending NDA,
amendment, or supplement? ) ' . & Yes D No

3.2 Does the patent claim only an intermediate?

{1 Yes X no

3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patentis a product-by-process patent.) D Yes D No

4. Method of Use

Sponsors. must submit the information in section 4 separately for each patent claim claiming a method of using the pendlng drug .
product for which approval is being sought. For each method of use claim referenced, provide lhe follow:ng information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? ' !Z} Yes D No
4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pénding method-
6.7.10 of use for which approval is being sought in the.pending NDA,
amendment, or supplement? @ Yes D No
4.2a {f the answer to 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved iabeling.)

“Yes," identily with Speci- | oo NEXIUM Delayed Release Granules in Label at DESCRIPTION. INDICATIONS AND USAGE.

ficity tt ith refer-
once 1o the proposed | Information for Patients DOSAGE AND ADMINISTRATION -

labeling for the drug
product.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance {active ingredient),
drug product (formuiation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
‘which aclaim of patent mfnngement could reasonably be asserted if a person not licensed by the owner of the patent engaged in D Yes

the manufacture, use, or sale of the drug product.

6. Declaration Certification

FORM FDA 3542a (7/03) , : Page 2
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6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,

- amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify under penalty of perjury that the foregoing
is true and correct. ’ s

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001..

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner {Altorney. Agent, Representative or Date Signed :
~mother Authorized Official) (Provide Information below)

NOTE: Only an NDA applicantholder may submit this déclaration directly to the FDA. A patent owner who is not fhe NDA applicant/

/‘%%;7 : | | ”/%f’

I

holder is authorized to sign the declaration but may not stibmit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4): :

Check applicable box and provide information below.

D NDA Applicant/Holder . ! E NDA ‘Applicant's/Holder's Attorney, Agent (Representative) or, other
: Authorized Official
77777 D Patent Owner | D Patent Owner's Attorney, Agent (Representative) orOther Authorized
Official '

Name - .
Glenn M Engelmaan. Vice President. General Counsel & Compliance Officer

R

Address : City/State
1800 Concord Pike : Wilmington. DE
ZiP Code Telephone Number
19803 (302) §86-3244
FAX Nuimber (if available) E-Mail Address (if available)
(302) 880-1378 B glenn.engelmann @ustrazeneca.com
The public reporting bueden for this collection of information has been estimated ta awrage 9 hours pec response, including the dme for reviewing
instruclions, searchiog cxisting dati sourees, gathering and utintgining the data needed. and completing and revicwing the collection of ialucnmtion. Sead
coneits regarding this burden estinite or any otlier aspect of this collection of ieforortion. including sugygestions for reducing this burden to:
FFaod and Dm;_-_ Admistration
CDER (HFD-007)
3600 Fishers Laae
Rockville, MD 20857
Mt agency may not vouduct or spowsor. and a persent is sor required o respoud (o, a collection of
inforacttion unless i displays a cureendy vadid OMB comtrol numher.
3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General fafornation

*To submit. pateat informaion to the agency the appropriate
patent declaration form must be used. Two Torms are available
for patent submissions. The approval status of vour New Druy
Application will determine which form you should use.

elForm 33420 should  be used . whea  submiting  patent
inlormation with ariginad NDA submissions. NDA amendments
and NDA supplements prior to approval. '

wForm 3342 should be uysed after NDA o supplementat

approval. This form 1s 10 be submitted within 30 days afier
approval o an application. This form should also be used 1o
submil patent infurmation: relating to an approved supplement
tnder 21 CFR 314.53(d) 1o change the formulation. add a new
indication ar othier condition of use. change the strength, or ta
make any other patented  change regarding the drug, drug
praduct. or any method of use.

o Form 3342 s also to be used for patents issued after drug
approval. Patemts issued aller dreug approval are required to be
submitted within 30 days of pateut issuaice for the patent to he
considered “tmely filed.”

« Only information from form 3342 will be used for Orange
Bouk Publication purposes.

e Forms should be submitted as described in 21 CFR 31453, An -

addional copy of form 3342 to the Orange Book Stafl will
expedite patent publication in the Orange Book. The Orange
Book St address fas of July 2003) is: Qrange Book Staif.
Office of Generic Drugs OGD/HED-61(. 7500 Standish Place.
Raockville. MD 20855, E

¢ The receipt date s the date that the patent inforncaion is date
stumped in the central document raom. Patents are considered
listed on the dare received.

o Additional copics of these forms may be downloaded from the
Intcenetat: ip:Homms. psc govforms/fdalitny/flalitn. el -

First Section

Complete al itens in this sedtion.
|

1. General Section

Complete all #ems in this section wilh reference to the paient
ftself.

L) Include patent expication date. including any Hatch-Waxman
patent  extension - alrcady  granted. Do not include any
applicable pediatric exclusivity. The  agency will include
pediatric exclusivities where applicable upon publication.

1d1 toclude full address of patent owner. 1f patent ovener resides
outside the U.S: indicute the country in the zip coade block.

te)  Answer this question il upplicable. 1T patent awner and NDA
applicantholder reside in the United States. leave space
blank. '

2. Drug Substance (Active Ingredient)
Complete all items in this section af the patent cliims te drug
substance that is the subject of the pending NDA. amendment. or

supplement.

24y Name the polymorphic form of the drug identitied by the |
paient. ‘

I
24
ol

A patent for a metabolite of the appraved active wngredient
may not he submitted. IF the patent claims an approved
micthud of using the approved drug product o administer
the metabolite. the patent may be submitted as a wethod of
use patent depending on the responses o section 4 of this
form.

2.7 Answer this question only if (he patent is u product-by-
process puent.

3. Drug Product (Composition/Formulation)
Complete all items in this section i the patent. claims the "drug
product that is the subject of the pending NDA. amendment, or
supplement. ’

3.3)  An answer to this question is required only if the referenced
patent is a product-by-process patent.

4. Method of Use

Complete all itemss in this section if the patent claims a method of

use of the drug product that is the subject of the pending NDA.

anendment. or supplement.

423 ldentify by number each chauim in the patent that claims the
usc(s) of the drug for which approval is being sought.
Indicate whether or not cach individuad claimis o claim lor
it methodisy ol use of the drug foc which approvad is being

_ sought. ’ ’ o

4.2 Specify the part of the proposed drug labeling that - is
cluimed by the patent.

5. No Iiclevant Patents

Complete this section only if upplicable.
6. Declaration Certification
Compiéte alf tems 1a this section.

6.2y Authorized signature. Check one of the four boxes that best
describes the authorized signidure.

FORM FDA 3542a (7/03)
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Form Approved: OMB No. 0910-0513
Expiration Date: 07/31/06 .
See OMB Statement on Page 3.

Department of Health and Human Services
Food and Drug Administration

PATENT INFORMATION SUBMITTED WITH THE NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 21.057
- For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and - | AstraZeneca LP

Composition) and/or Method of Use

The followmg is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetlc Act

TRADE NAME (OR PROPOSED TRADE NAME)
NEXIUM® (esomeprazole magnesium) Delayed-Release Granules for Oral Suspension

ACTIVE INGRED!ENT(S) STRENGTH(S)
Esomeprazole magnesium . 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg
. esomeprazole magnesium trihydrate)

-DOSAGE FORM
Oral

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA appllcatlon
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA -or supplement, or within thirty (30) days of issuance of a new patent a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii} with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent m the ‘Orange Book. . :

For hand-written or typewriter versions (only) of this reporst: If additional space is required for any narrative answer (1 e., one
that does not require a "Yes" or “No" response), please attach an additional page referencing the question number.

FDA will not list patent information if you file an incomplete patent declaration_or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendrent, or supplement,
complete abave section and sections 5 and 6.

1. GENERAL ‘ )
a. United States Patent Number : b. issue Date of Patent c. Expiration Date of Patent
5,690,960 11/25/1997 11/25/2014
d. Name of Patent Owner ) Address (of Patent Owner)
AstraZeneca AB . . 1 SE-151 85
City/State
Sodertilje, Sweden
ZiP Code EAX Number (i available)
SE- 151 85 »
Telephone Number - E-Mail Address (if available)
01146855326000

e. Name of agent or representative who resides or maintains  Address {of agent or representative named in 1.e.)
a place of business within the United States authorized to | 1800 Concord Pike
receive notice of patent certification under section
505(b)(3) and (j)(2)}(B) of the Federal Food, Drug, and

Cosmetic Actand 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicant/holder does not reside or havea | Wilmington, DE
place of business within the United States) -

. . . 1P Cod FAX Number (if availabl
< Vice President, General Counsel & Compliance T9803 © _um or (it available)
Officer )
AstraZeneca Pharmaceuticals LLP Telephone Number E-Mail Address (I’ available)
- (800) 456-3669 :

t. Is the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? ) iZi Yes D No
-g. If the patent referenced above has been submitted previously for listing, is the expiration E
date a new expiration date? ' [:] Yes ) Eﬂ No

-FORM FDA 3542a (7/03). o _ S ' Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient ir: the drug product
described in the pending NDA, amendment, or supplement? : . D Yes No

-2.2—Does the patent claim a drug substance that is a different polymorph of the active .
ingredient described in the pending NDA, ameridment, or supplement? D Yes @ No

2.3 If the answer to question 2.2 is "Yes," do you certify that, as of the date of this-declaration, you have test data
demonstrating that a drug product containing the polymorph will pedform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). - [dves  [no-

2.4 Specify the polymorphic form(s)_claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement? )
(Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) [Jves No

D Yé;s {Zl No

2.6 Does the patent claim only an intermediate?

2.7 It the patent referenced in 2.1 is a product-by-process patent, is the product claimed in-the o
patent novel? {An answer is required only if the patent is a product-by-process patent.) D Yes D No

3. Drug Product (Composition/Formulation)

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA, -
amendment. or supplement? . & Yes D No

D Yes @ No

3.2 Does the patent claim only an intermediate?

3.3 It the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the ;
patent novel? {(An answer is required only if the patent is a product-by-process patent.) L__J Yes D No

4. Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug

product for which approval is being sought. For each method of use claim referenced, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? Yes l:] No
4.2 Patent Claim Nurnber (as listed in the patent) Does the-patent claim referenced in 4.2 claim a pending method
17,18 of use for which approval is being sought in the pending NDA, .
) amendment, or supp.-ement? @ Yes [:] No
4.2a if the answer 1o 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.}

o :Smgi‘;gywm‘": Spect | See NEXTUM Delayed Release Granules in Label at DESCRIPTION., INDICATIONS AND USAGE.
enc:; to the proposed lhfcn'mzuidn- for Patients DOSAGE AND ADMINISTRATION : s
labeling for the drug

product.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance (active ingredient),
drug product {formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in D Yes

the manufacture, use, or sate of the drug product.

6. Declaration Cettification

FORM FDA 3542a (7/03) _ . Page 2
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6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. t attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify under penalty of petjury that the foregoing
s true and correct. ’

Warning: A willfully and khowingiy false statement is a criminal offense under 18 U.S.C. 1001.

6.2: Authorized Signature of NDA Applicant/Holder or Patert Owner (Attorney, Agent, Representative or Date Signed

other Authorized Official) (Provide Information below)
//ﬁ”’ o5

7

holder is authorized to sign the declaration but may not submitiit directly to FDA. 21 CFR 314.53(c)(4) and (dX4). :

NOTE: Only an NDA applicantholder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/

Check applicable box and provide information below.

D NDA Applicant/Holder & NDA Applicant's/Holder’s Attorney, Agent {Representative) or other
- Authorized Official

D Patent Owner ‘ [:] Patent Owner's Attorney, Agent (Represenlative) or Other Authorized
Officiat ’

Name -
Glean M Engelmann. Vice President. General Counsel & Compliance. Officer

Address ) City/State
1800 Concord Pike Wilmingion. DE

-2P Code ' Telephone Number
193803 ' (302) §86-3244

FAX Number (if available) E-Mail Address (if available) )
(302) §86-1578 ' glenaengelmann@xastrazencca.com

R

comments regarding this barden estimaiv or any other aspect of this collection of infurmation. including suggestions for reducing this burden o

Food and Drug Administiztion
CDER (HFD-007)

3600 Fishers Lane

Ruckvilke, MDD 20837

A agency may not canduct or sponsor. and a preeson s not requited wo respond to, a collection of
iformation widess it displays a currently valid OMB control wsiber.

The public repoting burden for this collection of information has been estimated o average 9 hours per sesponse, including. the time for reviewing
instructions. searching existing dita’ sources. gathering and maitaining the dat needed. and completing aud reviewing the collection of infurmition. Send

- FORM FDA 3542a (7/03)

Page 3
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td) include full address of pateut owner. If patent owner resides
outside the U.S. indicate the country in the zip code block. describes the authorized signawre.
-FORM FDA 3542a (7/03) Page 4

INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

- General Information

¢ Ta submit patent information to the agency the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval stawis of your New Druu
Application wifl determine which form you should use.

e Form 353425 should  be - used  when submitting
information” with ariginal NDA submissions, NDA amendments
and NDA supplements prior 1o approval.

Form 3342 should be used after NDA or supplemental
approval. This form is to be submiued within 30 duys afier
approval ol an application. This form should also he used to
submit patent information reluting w an approved supplement
- tinder 21 CFR 314.533(d) 1o change the formulation. add u new
indication or other condition of use. change the strength, or w
make any other patented change regarding  the drug. drug
product. or any method of use.

approval. Putents issued wlter drug approval are required to bhe
submitted within 30 days of patent issuance for the patent o be
constdered “rimely filed.”

Ounly informatien from form 3342 will be used for Ocunge
Baak Publication purposes.

Forms should he subimitied as described-in 21 CFR 314.53. An
additional copy of form 3542 (o the Orange Book Staff will
expedite patcat publication in the Orange Book. The Orange
Book Stff address (us of July 2003) is: Orange Book Staft.

~ Office of Generic Drugs OGD/HFED-610. 7500 Standish Place.

Rockville. MD 20855.

The receipt date 15 the date that the patent information 15 date
stamped in the central dacument room. Patents are considered
listed on the date received.

* Additional copies of these forms may be downloaded from the
Intemet at: fugp:/onus. psc.gov/forms/fdalunidldalim. ol

First Section
Complete all items in this section.
1. General Section

C ompluL all items in this section with reference o the patgm
tiself.

{c} Include patent expiration date. including any Hatch-Waxmian
patent extension already  granted. Do not include any
applicable pediatric exclusivity.- The agency will include
pediatric exclusivities where upphuhlc apon puhhu\lum

pateny

Form 35342 is also w0 be used lor patents issued afler drug

ley - Answer this question if applicable. I puteat owner and NDA
applicant/holder reside in the United States, leave space
blank.

2. Drug Substance (Active Ingredient)

Complete all items in this section if the patent lelm\ the drug
substance that is the subject of the pending NDA. amendment. or
supplement.

24)  Name the polymarphic form of the drug identified by the
patent.

A patent for a metabolite of the approved aclive ingredient
may net be submited. I the patent claims an approved
methad of using the approved drug product o administer
the metabolite. the patent may be submitted as » method of
use patent depending on the responses to section 4 of this
form.

1B
in

L7 Angwer this question only if the patent is a product-by-
process patent.

3. Drug Product (Composition/Formulation)

Complete all items in this section if the patent claims the drug
| I

product that is the subject of the pending NDA. amendment, or
supplement.

33 An answer o this question is required only if the referenced
' patent is a product-by-process patend.

4. Method of Use

Complete all items in this section if the patent claims o method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement.

4.2)  Identily by number each claim in the paent that claims the -

uses) of the drug for which approval is heing sounght.
lndicate whether or not cuch individual claim is a cliim for
a methad(s) of use of the drag {or which .1ppm\'.nl is being
sought.

4.24) Specify the pat of the propused drug lubeling that is
cluimed by the patent.

5. No Relevant Patents
Coniplete this section only if applicable.

6. Declaration Certification

Complete all items in this section.

6.2)  Authorized signature. Check one of the four hoxes that best

SO Rtz Auzs GO1p 443- 1000
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Food and

PATENT INFORMATI
FILING OF AN NDA, AM

Department of Heaith and Human Services

For Each Patent That Claims a Drug Substance
-~ (Active ingredient), Drug Product (Formulation and
Composition) and/or Method of Use

Form Approved: OMB No. 0910-0513
Expiration Date: 07/31/06

Drug Administration See OMB Statement on Page 3,
ON SUBMITTED WITH THE NDA NUMBER
ENDMENT, OR SUPPLEMENT 21-957

NAME OF APPLICANT / NDA HOLDER
AstraZeneca LP

The following is provided in a

ccordance with Section 5

TRADE NAME {OR PROPOSED TRADE NAME).
NEXIUM® Delayed-Release Granules for Oral Suspension

05(b) and (c) of the Federal Food, Drug, and Cosmetic Act.

ACTIVE INGREDIENT(S)
Esomeprazole magnesium

STRENGTH(S)
20 and 40 mg of Esomeprazole (22.3 mg and 44.5 mg
esomeprazole magnesium trihydrate)

DOSAGE FORM
foral -

This patent declaration form is required to be submitted to the Food a
| amendment, or supplement as required by 21 CFR 314.53 at the address provide
Within thirty (30) days after approval of an NDA or supplement, or within t
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with al
or supplement. The information submitted in the declaration form submitt
upon by FDA for listing a patent in the Orange Book.

nd Drug. Administration {FDA) with- an NDA application,
d in 21 CFR 314.53(d)(4).

hirty (30) days ‘of issuance of a riew patent, a new patent
I of the required information based on the approved NDA
ed upon or after approval will be the only information relied

that does not require a “Yes" or "No" re

For hand-written or typewriter versions (onl

y) of this report: If additional space is required for any narrative answer (i.e., one
sponse), please attach an additional page referencing the question number.

patent is not eligible for listing.

FDA will not list patent Information if yod file an incom

plete pétent declaration or the patent declaration indicates the

- CFor each patent submitted for the

-/ information described below. If yo
|_complete above section and sections 5and 6.

pending NDA, amendment, or supplenient referenced above, you must submit-all the
u are not submitting any patents for this pending NDA, amendment, or supplement,

1. GENERAL .
a. United States Patent Number b. issue Date of Patent c. Expiration Date of Patent
14,738,974 4/19/1988 4/19/2006
d. Name of Patent Owner Address {of Patent Owner)
AB Hissle SE-431 83
| CitysState
Mdlindal, Sweden
ZIP Code ' T FAX Number (7 avaiiabio)
SE-43183 .
Telephone Number E-Mail Address (if available)
001146 31 776 1000
e. Name ofv agent or representative who resides or maintains  Address (of agent or representative named inte.)
a place of business within the United States authorized to 1800 Concord Pike :
receive nofice of patent certification under section
505(b)(3) and (j)}(2)(B) of the Federal Food, Drug, and .
Cosmetic Actand 21 CFR 314.52and 314.95 (if patent | City/State
owner or NDA applicantfholder does not reside or have a | Wilmington, DE
place of business within the United States)
. . . ZIP Cod F. ber (if availabl
< Vice President, General Counsel & Compliance 19803 ¢ AX Number (if available)

Officer

AstraZeneca Pharmaceuticals LP

Telephone Number E-Mail Address (if available)

(800) 456-3669

L f Is tﬁe patent referenced above a patent that hés been subtﬁitted previously for the

. approved NDA or supplement referenced above? : @ Yes D No
1 g. !f the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date?

. FORM FDA 3542a (7/03)

D Yes & No

Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of

use that is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? @'-Yes 7 [:I No

2:2-Does the patent claim a drug substance that is a different polymorph of the active :
ingredient described in the pending NDA, amendment, or supplement? . D Yes No*

* Certain claims may cover atleast one additional polymorph in addition to claiming the drug substance
of the pending NDA, amendment or supplement, but the patent is not being listed on that basis.

2.3 If the answer to question 2.2 is "Yes," do you certity that, as of the date of this declaration, you have lest-data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). D Yes D No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent.claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) ) ) D',Yes @ No

[]ves '- K no

2.6 Does the patent claim only an intermediate?

2.7 ltthe pétent referenced in 2.1 is a product-by-process patent, is the product claimed in the -
patent novel? {An answer is required only if the patent is a product-by-process patent.) D Yes D No

3. Drug Product (Compasition/Formulation)

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
© amendment, or supplement? ' @'-Yes D No

D Yes & No

3.2 Does the patent claim only an intermediate?

3.3 - If the patent referanced in Jisa product-by-process patent, is the product cléimed in the E
patent novel? (An answer is required only if the patent is a product-by-p-ocess patent.) D Yes D No -

4. Method of Use

Sponsors must submit the information in section 4 'separalely for each patent claim claiming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the {ollowing information:- : :

4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, armendment; or supplement? ) o —YeS : D No
4.2 Patent Claim Number (as listed in the patent) - Does the patent claim referenced in 4.2 claim a pending method C
9.10. 1213, 4 and 10 of use for which -approval is being sought in the pending NDA,
] amendment, or supplement? . @ Yes , D No
4.2a if the answer 0 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)

Yes, identity with speci- | 5o NEXIUM Delayed Release Granudes in Label 1t DESCRIPTION. INDICATIONS AND USAGL,

ficity th ith refer- - . . . . — - :
e':‘;';g © the proposed | Information for Patients DOSAGE AND ADMINISTRATION.

labeling for the drug
product.

'5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance {active ing‘redient)i :
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
which a claim of patent infringement could reasonably-be asserted if-a person not licensed by the owner of the patent engaged in D Yes

1 the manufacture, use, or sale of the drug product. '

. FORM FDA 3542a (7/03) ) _ . ' o Page 2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,

_.._Is true and correct.

amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. 1 attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify under penalty of perjury that the foregoing

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attorney, Agent, Representative or

Date Signed

other Authorized Official) (Pravide Information below) |
' = : , ‘ /‘//Po 5

r A —

- - 1.
NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4).

Check applicable box and provide information below.

@ NDA Applicant's/Holder’s Attorney, Agent (Representative} or other
Authorized Official

] NDA ApplicanvFolder

D Patent Owner’s Attorney, Agent (Representative) or Other Authorized
Ofticial :

D Patent Owner

Name

Glenn M Engelmann, Vice President. Generid Counsel & Compliance Officer

Address
1800 Concord Pike

City/State
Wilmington. DE

ZiP Code
19803

Telephone Number
(302) 886-3000

FAX Number (if available)
(302) 886-1578

E-Mail Address (if available):
glenn.engelmann @astrazenecu.caom

The public reporting burden for (his collection of inforntation has been estimiated average 9 hows per response. including the time for reviewing
instructions. scarching existing data sovrces. sathering and mainaining the data uecded. and conpleting wnd revicwing the collection of information. Send
coatments regarding this burden estimate or any ather aspect of this collection of information. including suggestions Tor seducing this Durden to:

Food and Drug Aduinistration
CDER (HED-()7,

3000 Fishers Laie

Rockville. MD 208357

© Anageney may nor conduct or sponsor, and a person is ot required to respond to, 1 collection of -
information wnless it displays a carrentdy valid OMB comtrol nuntber.

FORM FDA 3542a (7/03) : ) Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

*To submit patent information 0 (he agency the appropriate
patent declaration form must he used. Two forms are available
for patent subnussions. The approval status of your New Drug
Application will determine which form you should use.

form’ 33422 should be used when  submitting  putemt
information with original NDA submissions. NDA amendments
and NDA supplements prior to approval.

Form 3542 should be used after NDA or supplementul
appraval. This form is o be submitted within 30 days after
approval of an- application. This form should also be used o
subtit pateut information selating w0 an approved supplement
under 21 CFR 314.53(d) w change the formulation. add a new
indication or ather condition of use. ¢hange the swength, or (o
muke any other patented change regurding the drug, drug
product. or any method of use.

Form 3542 is also 0 be used for patents issued alter drug
approval, Patents issucd after drug approval are required o be
submitted within 30 days of patent issuance for the patent to be
considered “tmety {iled.”

Only information from form 3542 will be -used {or Orange
Baok Publication purposes. : )

Forms should be submiued us described in 21 CUR 314.53. An
additional copy of form 3342 to the Orange Book StafT will
expedite patent publication in the Orauge Book. The Orange
Book St address (as of Tuly 2003) is: Orange Book SwlT.
Office of Generic Drugs OGD/HFD-610. 7500 Standish Place.
Ruockville, MD 20835,

e The receipt date is the date that the. patent information is date
sunqkd in the ceniral document room. Putenis are considered
listed on the date received.

* Additional copics of these forws may he downloaded from. the
Internet av LupHffonms pscsov/forms/fdabun/ldahnm. .

First Scction
. Complete all items in this section.
1. General Section

Complete all items in this section with reference to the patent
iself.

1) Include patent expiration date: meluding any Hateh-Waxman
patent extension aready  granted. Do not inclide any
applicable  pediatric exclusivity. The agency  will include
pediatric exclusivities where applicable upon publication.

Include full address of patent owner. If patent owner resides
outside the U.S. indicite the country-in the zip code block.

id

Py

ie)y. Answer this question if applicable. 1f patent owner and NDA
applicant/holder reside in the United States. leave space
blank. -

2. Drug Substance (Active Ingredient)

Camplete all items in this scection if the patent claims the diug
substunce that is the subject ul the pmdmu NDA. um(.ndmuu or
supplement.

2.4) Name the polymorphic form of the drug identified hy lhe
patent. -

'

£
o
L

A patent for o metaholite of the approved active ingredient
may- not be submitted.” Il the patent cluims an approved
method of using the approved drug product to administer
the metabolite. the patent may be submitted as 1 method of
usc patent depending on the Fesponses o section 4 of this
form.

27y Answer this question only if the patent is a product-hy-
_process patent.
3. Drug Product (Composition/Formutation)

Complete afl items in this section i the patent claims the drug
product that is the subgeet of the |)Llldlll" NDA. aendment. or
supplement..

3.3)  Aw answer to this question is required only if the referenced
patent is a product-hy-process patent.

4. Method of Use

Complete all items in this section if the paent claims 1 method of

use of the drug product that is the subject of the pending NDA.

amendment, or supplement.

4.2 Adentity by number cach claim in the patent thut claims the
use(s) of the drug’ for which approvad is heing sought.
Indicate whether Or not éach individuad claim is a chim for

a method(s) of use of the “drug for wlmh .1ppm\'.1] ts being
sought.

4.22) Specily the part of the proposed drug - tabeting  that is
claimed hy ihe patent.

5. No Relevant Patents

Complete this seetion only i applicable.
6. Decla ration Certification
Complete all items in this section.

6.2)  Authorized signature. Checek one of the four hoxes that hest
describes the authorized signature.

FORM FDA 3542a (7/03)

Page 4

PRC Mt s (M9 25000

¥



Department of Health and Human Services . Form /épp;o;ed: 8‘\;’8 N;’l-a‘:%gﬂf’”
Food and Drug Administration xpiration Date: 0

) . See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE '

) NDA NUMBER
y FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-957
' For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
-~ (Active Ingredient), Drug Product (Formulation and AstraZeneca LP

Composition) and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME) ) -
NEXTUM® (esomeprazole magnesium) Delayed-Release Granules for Oral Suspension

ACTIVE INGREDIENT(S) : STRENGTH(S) : - )
Esomeprazole magnesium 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg
esomeprazole magnesium trihydrate)

DOSAGE FORM
I Oral

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4). -
Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required inforimation based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.. :

For hand-written or typewriter versions {only) of this report: if additional spaée is required: for any narrative answer (i.e., one
that does not require a "Yes" or "No" response), please attach an additionat page referencing the qiiestion number.

FDA will not list patent information if you file an incdmplete patent declaration or the patent declaration Indicates the
patent is not eligible for listing.

’ }For each patent submitted for the pending NDA, ame_ndment, or supplement referenced- above, you must submit all the
A Information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
compléte above section and sections 5 and 6. o

1. GENERAL
a. United States Patent Number o b. Issue Date of Patent c¢. Expiration Date of Patent
4,786,505 11/22/1988 { 4/20/2007
| d. Name of Patent Owner Address (of Patent Owner)}
AB Hissle ) SE-431 83
City/State
Molndal, Sweden
ZIP-Code ) ] ] FAX Number (if available)
SE-431 83
Telephone Number ’ E-Mail Address (if available)
. 01146317761000

€. Name of agent or representative who resides or maintains _ Address {of agent or representative namedin {.e.) -
a place of business within the United States authorized to | 1800 Concord Pike ’
receive notice of patent certification under section
505(b)(3) and (j)(2)(B) of the Federal Food, Drug, and . _
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicant/holder does not reside or have a | Wilmington, DE
place of business within the United States)

ZIP Code FAX Number (if available)

T Vice President, General Counsel & Compliance 19803
Officer ’ :
AstraZeneca Pharmaceuticals LP Telephone Number : E-Mait Address (if available)
: : {800) 456-3669

I Is the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced abave? @ Yes D No
g. If the patent referenced above has been submitted previously for listing, is the expiration ‘ i
date a new expiration date? D Yes E No
FORM FDA 3542a (7/03) : : ‘ Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendmient, or supplement.

-] 2. Drug Substance {(Active Ingredient)

4 2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? L___] Yes No

—2:2—Does the patent claim a-drug substance that is a different polymorph of the active :
ingredient described in the pending NDA; amendment, or supplement? E] Yes @ No

2.3 ilthe answer to question 2.2 is "Yes," do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). : [Jves Clno

2.4 Specily the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) (:I Yes ’ IZI No

[:] Yes @ No

2:6 Does the patent claim on!y an intermediate?

2.7 Ifthe patent referenced in 2.1 is a product-by-process patent, is the product claimed in the :
patent novel? {An answer is required only if the patent is a product-by-process patent.) D Yes D No

3. Drug Product (Composition/Formulation)-

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? ’ ] lZ] Yes ) D No

D Yes No

3.2 Does the patent claim only an intermediate?

3.3 .If the paterit referenced in 3.1is a product-by-process patent, is the product claimed in the .
" patent novel? (An answer is required only if the patent is a product-by-process patent.) D Yes : E] No

4. Method of Use

Sponsors -must submit the information in section 4 -separately for each patent claim- claiming a method of using the pending drug
product for which approval is being sought. For each method of use claim referenced, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendiment, or supplement? . ' @ Yes R D No
4.2 Patent Claim Number (as listed in the patent) _ Does the patent claim referenced in 4.2 claim a pending method :
13 : of use for which approval is being sought in the-pending NDA,
amendment, or suppiement? D ves ) D No
4.2a lf the answer 10 4.2 is Use: (Submil indication or method of use information as identified specifically in the approved labeling.)

“Z gsmffg‘e‘fmg';;gfc' See NEXIUM Deluyed Release Granules in Label ar DESCRIPTION. INDICATIONS AND USAGE.
encs(la 0 the proposed {l\f()fll);llix‘)t} for Patients DOSAGE AND ADMINISTRATION ’

labeling for the drug :

product.

5. No Relevant Patents

-For this pending NDA, amendment, or supplement, there are no relevant patents that clairn the drug substance (active ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to
which a claitm of patent infringement could reasonably be asserted if a person not ficensed by the owner of the patent engaged in’ D Yes

the manufacture, use, or sale of the drug product.

6. Declaration Certification

Page 2
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is true and correct. .

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and

this submission camplies with the requirements of the requiation. | verify under penalty of perjury that the foregoing

Warning: A willfully and knowingly false stétement is a criminal offense under 18 U.S.C. 1001.

. other Authorized Official) (Provide Information below)

6.2 --Authorized Signature of NDA Applicant/Holder of Patent Owner (Attorney, Agent, Representative or

Date Signed

//%0 o5

L4

NOTE: Only an NDA applicant/holder rmay submit this declaration directly to the FDA. A patent owner who is nol the NDA applicant/'
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d){4).

Check applicable box and provide information below.

[ npa ApplicantHotder

Authorized Official.-

& NDA Applicant's/Holder's Attorney. Agent (Represeniative) or other

D Patent Owner

Official

D Patent Owner's Attorney, Agent (Representative) or Other Authorized

Name
Glenn M Engelmann. Vice President. General

Counsel & Compliance Officer

Address
1800 Concord Pike

City/State
Wilmington. DE

ZtP Code
19803

Telephone Number
(302) 886-3244

FAX Number (if available)
1 (302) 886-1578

E-Mail Address (if available)
glenn.engelmann@astrazeneca.com

The public separting burden for this collection of information has been estimated 10 avera
instructions. searching existing data sources. gathering and maintaining the dats aceded. and completing and reviewing the collection of jnformation. Send
comtitents rezarding this burden estimiate o any other aspect of this collection of infornution. mncluding suggestions for reducing this burden

Food wnd Drug Administetion
CDER (HFD-(17)

5000 Fishers Lane

Rockville. MD 20837

A agency may uot conduct or sponsor, aned @ person is not requiced o responid 10, o coflection of
inforpaaion unless it displass a currentdy valid OMB coutrel manber.

ve Y howrs por respaitse. including the time for ceviewing

N

FORM FDA 3542a (7/03)

Page 3
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l'NFORMATION AND INSTRUCTIONS FOR FORM 3542a

General Information

« To submit patent information 10 the agency the appropriate
patent declaration forin must be used. Two (ocns are available
for patent submissions. The approval statas of your New Drug
Applu.luml will determine which form you should usc.

Fornt 35421 should be used when submitting  patent
mnformation with original NDA submissions, NDA amendments
ind NDA supplements prior wr approval.

s Form 3542 should be wsed afier NDA or supplemental
approval. “This form is w be submitted “within 30 days alicr
approvat of an application. This form should also b used to

under 21 CHR 314.53(d) o change the lormulation. add a new
indication or other condition of use. change the strengih. or (o
ke any other patented  change regarding  the drug. drug
product. or any method of use. '

Form 3542 is also to be used for patents issued afier druy
approval. Patents issued after drug approval are’ required to he
submitted within 30 days of putent issuance for the patent W be
cansidered "timely filed.”

Ouly information from (orm 3342 will be used for Orange
Boak Publication purposes. )

Forms shauld be submitted as described in 21 CFR 314, 53 An
additional copy ol form 3342 to the Orange Book Stall will
expedite patent puhhulmn in the Orange Book. The ()r.m'x
Book Staff address (as of July 2003) is: Orange Book Staff.
Ollice of Generic Drugs OGD/HFD-610. 7500 Standish ‘Place.
Rockville, MD 20835,

The receipt date is the date that the patent information is date
stamped in the central document room. Putents dre considered
listed on the dute received.

* Additional copies of these forms may be downloaded from the
Internet at: hupHfforins. pse.godforms/fdatund/fdalun .

First Section
Complete afl items in this section.
1. General Section

Complete all uum in this scction - with reference to the patent
iself.

1) Include patent expiration date. inctuding any Huich-Waxman
patent extension already. granted. Do not inelude  any
applicable pediatiic. exclusivity. The agency  will include
pediatric exclusivities where applicable upon publication.

Idy Include fult address of patent owner. 11 patent owner resides
outside the U.S. indicate the country itcthe 7ip code block.

)

submit patent information relating 10 an approved supplement -

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

ey Answer this question if applicable. I patent owner and NDA
applicantholder reside in the United Sttes. leave space
blank. -

2. Prug Substance (Active lugrcdicnt’)

Complete all uems in-this section if the pateat cluims the diug
substance that is the subject of the pending NDA, amendment, or
supplement.

2.4)  Name the polymorphic forme of the drug ldumhLd hy the
patent.

i
=

A patent for a metabolite of the approvnd active ingredicn
may not he submitted. 1f the patent claims an approved
method of using the approved drug product to-administer
the metabolite. the patent may he submitied as 2 method of
use patent depending on the responses Lo section 4 of this
form.

27 Answer this question only il the patent is o praduct-by-
Process patent. '

. Drug Product (C(nmposi(ion/l?'ormuI:ltion)

Complete all items in this section if the patent claims the druv
product that is the xuhde ol the pending NDA. amendment.
supplénent. . . ,

3.3) Ananswer (0 this question is required only if the referenced
patent is a product-by-process patent.

4. Mcthod of Use

Comptete all items in this section il the patent claims a method of
usc of the drug product tha is the \lthC(.l of the pendiug NDA.
amendiment, or supplement.

4.2y Identify by number cach claim in the patent that claings the
usets) of the drug for ‘which approval is heing sought.
Indicate whether or ot cach individied claim s a clain for

a method(s) of use of the drug Ior which approval is being
sought.

4.20) Specily the part of the proposed dru" {abeling that s
cluimed by the patent. :

5. No Relesant Patents
Complete this section anly if applicable.

6. Declaration Certification

~ Complete alf itemy 1a this section.

6.2 Authorized signature. Check one of the four hoxes that best
describes the suthorized sigrature.

FORM FDA 3542a (7/03)

Page 4
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Department of Health and Human Services Form IE\pp_r °‘g.ed: gk;lq g;)/.ﬁ%g-osm
Food and Drug Administration xplation Jate:

- See OMB Statement on Page 3.
PATENT INFORMATION SUBMITTED WITH THE

NDA NUMBER

FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | ¢ gs7

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
(Active Ingredient), Drug Product (Formulation and AstraZeneca LP -
Composition) and/or Method of Use ‘

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act. i

TRADE NAME (OR PROPOSED TRADE NAME) :
NEXIUM® (esomeprazole magnesium) Delayed-Release Granules for Oral Suspension

ACTIVE INGREDIENT(S) ) T STRENGTH(S) .
Esomeprazole magnesium ' 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg
: esomeprazole magnesium trihydrate)

_DOSAGE FORM

Oral

This patent declaration. form is required 10 be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with ali of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book. ' .

For hand-written or typewriter versions (only) of this report: if additional space is required for any namative’ answer (i.e., one
that does not require a "Yes" or "No" response), please attach an additional page referencing the question number,

FDA wiil not list baten't information Iif you file an incomplete patent declaration or the patent declaration indicates the
patentis not eligible for listing. ! : . . :

For each patent submitted for the pending NDA, amendment, or supplement referenced abové, you must submit all the
Information described below. If you are not submitting any patents for this pending NDA, amendment, -or supplement,
complete abave section and sections 5 and 6.

1. GENERAL
a. United States Patent Number b. issue Date of Patent ' c. Expiration Date of Patent
- 4,853,230 8/ 1_/ 1989_ 4/20/2007

d. Name of Patent Owner : Address _(of Patent Owner}

AB Hissle SE-431 83
City/State
Moindal, Sweden 7 ‘
ZIP Code - FAX Number (i available)
SE-431 83 -
Telephone Number E-Mail Address (if available)
01146317761000 '

€. Name of agent or representative who resides or maintains - Address {of agent or representative named in 1.6.)
a place of business within the United States authorized to 1800 Concord Pike .

receive notice of patent certification under section -

S505(b}(3) and (j}(2)(B) of the Federal Foad, Drug, and

Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owmner or NDA applicant/halder does not reside or havea | Wilmington, DE
- place of business within the United States)

Z\P Code | FAX Number (if avaifable)

& Vige President, General Counsel & ‘Compliancc 19803
Officer . :
AstraZeneca Pharmaceuticals LP . | Telephone Number E-Mail Address (if available)
o . : . (800) 456-3669 . )

f. Is the patent referenced above a patent that has been submitted previously for the

approved NDA or supplement referenced above? IZ] Yes D No
g. If the patent referenced above has been submitted previously for listing, is the expitatior_\
date a new expiration dat_e? ‘ D Yeas E No
FORM FDA 3542a {7/03) Page 1.

PSC Modiz Arts(301) 443-1090  EF
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For the patent referenced above,' provide the following information on the drug substahce, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement. .

2<Eu6 Substance {(Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? D Yes E No

2.2 Does the patent claim a drug substance that is a different polymorph of the active '
ingredient described in the pending NDA, amendment, or supplement? - D Yes & No

2.3 ifthe answer to question 2.2 is “Yes," do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph will perform the same as the drug product

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). [:] Yes L__] No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
{Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) D Yes E No

D Yes E No

2.6 Does the patent claim only an intermediate?

2.7 |t the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novei? {An answer is required only if the patent is a product-by-process patent.) D Yes DrNo

3. Drug Product (Composition/Formulation) ' ,
3.1 Does the patent claim the drug praduct, as defined in 21 CFR 314.3, in the pending NDA,

amendment, or supplement? ) EI Yes D No
3.2 Does the patent ciaim only an intermediate? ' ) '
. E] Yes No

3.3 If the patent referenced in 3.1 is a product-by-process patent, is the produci claimed in the
patent niovel? (An answer is required only if the patent is a product-by-process patent.) D Yes D No

4. Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drug |
product for which approval is being sought. For each method of use claim referenced, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? E Yes L__] No
4.2 Patent Claim Number (as listed in the patent}  Does the patent claim referenced in 4.2 claim a pending method )
10 ‘of use for.which approval is being sought in the pending NDA, :

. - amendment, or supplement? ’ L IX Yes |:| No
4.2a If the answer to 4.2 is Use: (Submil indication or method of use information as identified specifically in the approved labeling.)

_Yes, identity with speci- | goe NEX1UM Delayed Release Granules in Labet at DESCRIPTION. INDICATIONS AND USAGE,

et e prapmsca | Information for Patients DOSAGE AND ADMINISTRATION.

labeling for the drug
product.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relévant patents that claim the drug substance (active ingredienty,
drug product (formulation or composition) or méthod(s) of use, for which the applicant is seeking approval and with respect to
which a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in D Yes

the manufacture, use, or sale of the drug product.

6. Declaration Certification

FORM FDA 35423 (7/03) . : ' " Page2
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6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
' sensilive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penality of perjury that the foregoing
is true and correct. ' '

Warning: A wilifully and knowingly false statement is a'criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Attorney. Agent, Representative or Date Signed

othet Authorized Official) (Provide Information below)
///? o5

NOTE: Only an NDA app(icémlholder may submit this declaration’ directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA.-21 CFR 314.53(c)(4) and (d)(4)..

Check applicable box and provide information below.

L__} NDA Applicant/Holder E NDA Applicant's/Holder's Attorney, Agent (Representative) or other
- Authorized Official ‘
D Patent Owner D Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official
Name . -

Gienn M Engelmann, Vice President, General Counsel & Compliance Officer

Address City/State
1800 Concord Pike ) Wilmington. DE

ZIP Code - v Telephone Number

19803 (302) 886-3244

FAX Number (if available) B " | E-Mail Address (if available)

{302) 886-i578 glenn.engelmann@astrazeneca.com

The pubtic reporting burden for this cotlection of information has been. estimated 10 average @4 hours per response. including the e for reviewing
istructions. searching existing data sourees. gathering and maintainiag the data needed. and completing and reviewing the callection of information. Send
comments regarding this burden estinmte or any other aspect of this collection of information. including suggestions for ceducing this burden to:

Food and-Diug Administration
CDER (HFD-0Q7)

56016 Fishers Lane

Rockville. MD 20837

A ageney may nor conduct or sponsor, and a person ix uot required o vespomd 1o, o collection of
infuriation wdess it displavs o currenily vadid OMB control number.

FORM FDA 3542a (7/03) : , ' ' " Page 3

PSC Malia Arcs 3l (43100 . GF



EXCLUSIVITY SUMMARY

NDA #21-957 SUPPL # : HFD # 180

Trade Name NEXIUM

Generic Name esomeprazole magnesium for Delayed Release Oral Suspension

Applicant Name  AstraZeneca

~ Approval Date, If Known 10/22/06 = ' .

PART 1 IS AN EXCLUSIVITY DETERM]_NATION NEEDED?

1.

An exclusivity determination will be made for all original applications, and all efficacy

supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to
one or more of the following questions about the submission.

-~ a) Isita 505(b)(1), 505(b)(2) or cfﬁbacy supplement?

YES NO[ ]

If yes, what type? Specify 505(b)(1), 505(b)(2), SEL, SE2, SE3,SE4, SES, SE6, SE7, SE8

505(b)(1)

¢) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence

data, answer "no."
YES [] NO [X]

If your answer is "no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a-bioavailability study.

Study compares bioequivaience of NEXIUM capsules (NDA 21-153) and the
proposed NEXIUM for oral suspension (NDA 21-957)

If it is a supplement requiring the review of clinical data but it is not an effectiveness

supplement, describe the change or claim that is supported by the clinical data:

Page 1



d) Did the applicant request exclusivity?

YES[ ] NO X

If the answer to (d) is "yes," how many years orf exclusivity did the applicant request?

¢)-Has pediatric exclusivity been granted for this Active Moiety?

YES[] NO[X

If the answer to the above question in YES. is this approval a result of the studies submitted in
_ response to the Pediatric Written Request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. TIs this drug product or indication a DESI upgrade?
YES[ ] NO [X]
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS

- ON PAGE 8 (even if a study was required for the upgrade).

PARTII FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has
not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES X NO[]

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s). :

Page 2



NDA# 21-153 ' NEXIUM (esomeprazole magnesium) For Delayed Release
Capsules . '
NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part IL, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for.example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously

approved.) ' B 'Z
YES NO

If "yes," identify the approved drug product(s) containing the active moiety, and, ifknown, the NDA
#(s). '

NDA#
NDA#
NDA# -

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II'IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part Il of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART II1.

PARTII  THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant." This section should be completed only if the answer
to PART II, Question 1 or 2 was "yes." '

1. Does the application contain reports of clinical investigations? (The Agency interprets “clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If
thie application contains clinical investigations only by virtue of a right of reference to clinical
- investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a)

)

Page 3



is "yes" for any investigation referred to in another application, do not complete remainder of
summary for that investigation. ' '
YES [[] NO[X -

[F "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
- there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?

YES [} \ NO [ ]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

o Sponsor conducted bioequivalency studies to show Bioequivalency to the approved
capsule formulation (NDA 21-153).

(b)Did thé applicant submit a list of published studies relevant to the safety and effectiveness
of this drug product and a statement that the publicly available data would not independently

“support approval of the application?
YES [ ] NO[]

(1) If the answer to 2(b) is "yes," do yQu personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.

YES[]  NO[]

If yes, explain:

(2) If the answer to 2(b) is "no," are yoﬁ ‘aware of published studies not conducted or.
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

Page 4



YES[ ] NO[]

If yes, explain:

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

Studies comparing two products with the same. ingredient(s) are considered to be bioavailability
studies for the purpose of this section.

3. Inaddition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
" agency considers to have been demonstrated in an already approved application.

a) For each investigation identified as "essential to the approval," has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously
approved drug, answer "no.") o

Investigation #1 | YES[] No []
Investigation #2 - YES[ ] NO []

If you have answered "yes" for one or more investigations, identify each such investigation
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?
-Investigation #1 N YES[ ] NO D

Investigation #2 : ' YES [] NO[]

Page 5



If you have answered "yes' for one or more mvestlgatlon 1dent1fy the NDA in which a
31mxlar investigation was relied on:

¢) If the answers to 3(a) and 3(b) are no, identify each “new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any
that are not "new"):

4. To be eligible for exclusivity, a new. investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
. the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordmarlly, substantial support will mean

providing 50 percent or more of the cost of the study. '

a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!
IND # YES [ ] ! NO []
: ! VEXplain:
Investigation #2 !
!
1 No []
!

IND#. - , YES []
' : ' Explain:

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in
“interest provided substantial support for the study? :

Page 6



Investigation #1

YES [] NO []
‘Explain: Explain:
Ihvestigation #2 !

1
YES [] - 1 NO []
Explain: ' _ ! Explain:

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
the applicant should not be credited with having "conducted or sponsored" the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES[]  NO[]

If yes, explain:

Name of person completing form: Marlene G. Swider
Title: Regulatory Project Manager
Date: 10/19/06

Name of Office/Division Director .signing‘ fonﬁ: Joyce A. Korvick, M.D., M.P.H.

Title: Deputy Director, Division of Gastroenterology Products

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05
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Brian Harvey
10/23/2006 05:03:54 PM :
For Dr. Joyce Korvick : )
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ITEM 16 DEBARMENT CERTIFICATION

Re: NDA 21-957

NEXIUM® ( esomeprazole magnesium) Delayed-Release estnsmmms Oral
Suspension

Debarment Certification Statement

In response to the requirements of the Generic Drug Enforcement Act of 1992, I hereby
certify on behalf of AstraZencca LP ( AstraZeneca), that we did not use and will not use in
connection with this New Drug Application for NEXIUM® (esomeprazole magnesium)
Delayed Release Granules for Oral Suspension, NDA 21-957 (Study Number D9612C00032)
the services of any person in any capacity debarred under section 306 (a) or (b).

Sincerelgs,

St s
/A 7 |

Anthony Rdgers, Vice President
Regulatory Affairs
AstraZeneca
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Public Health Service

@ DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockvilie, MD- 20857

NDA 21-957 | ,
NDA ACKNOWLEDGMENT

AstraZeneca LLP

Attention: George A. Kummeth

Director Regulatory Affairs
1800 Concord Pike, P.O. Box 8355

Wilmington, DE 19803-8355

. Dear Mr. Kummeth:

We have received your new drug applicaﬁon (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Nexium® (esomeprazole) Delayed-Releasc e Oral
Suspension '

Review Priority Classiﬁcatioﬁ: Standard (S)
Date of ~App1iéaﬁon: : December 22, 2005
Date of Receipt: December 22, 2005
Our Referenc¢ Number: NDA 21-957

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on February 20, 2006 in
accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date will be
October 22, 2006. '

- All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have not fulfilled the requirement. We are deferring submission of your
pediatric studies until INSERT DATE. However, in the interim, please submit your pediatric drug
development plans within 120 days rom the date of this letter unless you believe a waiver is
appropriate.

If you believe that thlS drug quahﬁes for a waiver of the pediatric study requirement, you should
submit a request for a waiver with supporting information and documentation in accordance with
the prowsmns of section 2 of the Pediatric Research Equlty Act (PREA) within 60 days from the
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date of this letter. We will notify you within 120 days of receipt of your response whether a
waiver is granted. If a waiver is not granted, we will ask you to submit your pediatric drug
development plans within 120 days from the date of denial of the waiver.

Pediatric studies conducted under the terms of section 505A of the Federal Food, Dfug, and
Cosmetic Act may result in additional marketing exclusivity for certain products (pediatric
exclusivity). You should refer to the Guidance for Industry on Qualifying for Pediatric
Exclusivity (available on our web site at www.fda.gov/cder/pediatric) for details. If you wish to
‘qualify for pediatric exclusivity you should submit a "Proposed Pediatric Study Request" in
addition to your plans for pediatric drug development described above. Please note that
satisfaction of the requirements in section 2 of PREA alone may not qualify you for pediatric
exclusivity. '

Please cite the NDA number listed above at the top of the first page of all submissions to.this
application. Send all submissions, electronic or paper, including those sent by overnight mail or
courier, to the following address: '

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Gastroenterology Products -
-5901-B Ammendale Road

Beltsville, MD 20705-1266

If you have any questions, call Melissa Hancock Furness, Regulatory Project Manager, at
(301) 796-0893.

Sincerely,
{See appended electronic signature page}

Melissa Hancock Furness ,

- Regulatory Health Project Manager -
‘Division of Gastroenterology Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
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/s/

Melissa Furness-
3/16/2006 04:40:01 PM




MEMORANDUM OF TELECON

DATE: "~ August 17, 2006
TIME: 11:00 am

APPLICATION NUMBER: NDA 21-957
PRODUCT: NEXIUM DELAYED-RELEASE GRANULES FOR ORAL

- PROPOSED INDICATION: Acute healing and maintenance of erosive esophagitis, and -

symptomatic gastroesophageal reflux disease risk reduction of NSAID-associated gastric ulcer

BETWEEN:

Name: George A. Kummeth, Director, Regulatory Affairs
' ., Lora Radzieta, Associate Director, Regulatory affairs CMC
Karin Malmqvist-Granlund, Analytical and Pharmaceutical Development
Gunilla I Pettersson, Analytical and Pharmaceutical Development
Eva Blychert, Pharmaceutical Project Manger ’
Mersedeh Miraliakbari, Associate Director, Regulatory Affairs

Representing:” AstraZeneca (AZ)
AND

Name: Marie Kowblansky, Ph.D., Pharmaceutical Assessment Leader,
ONDQA, Division II, Branch e
Milton Sloan, CMC, Ph.D., Chemistry Reviewer
Linda Athey, CMC Project Manager
Giuseppe Randazzo, Project Manager

‘Representing: Division of Gastroenterology Products, HFD-180 and
Office of New Drug Quality Assessment
SUBJECT: Response to our June 23,2006 CMC information request (IR) letter

Background: :
On June 23, 2006 an IR letter was sent to the sponsor listing 4 deficiencies and 3 comments. The

primary CMC reviewer Dr. Milton Sloan requested a Tcon to clarify the sponsor’s July 13, 2006

response.



- TCon dialogue:

 FDA: We reviewed your July 13, 2006 response and recommend you amend your application
‘with one of the following courses of action:. -

1. Develop alternate tests for acid stage dissolution testing of the product
2. Revise the buffer stage dissolution specification to . % or greater dissolved at
30 minutes

AZ: We understand completely and feel this is a fair reccommendation. We need to discuss this
internally and will forward a response to the agency.

AZ: Are their any other issues from a CMC perspective?

FDA: CMC stability data and labeling still need to be reviewed.

Giuseppe Randazzo

Regulatory Project Manager

Division of Gastroenterology Products
Office of Drug Evaluation Il

Center for Drug Evaluation and Research

Marie Kowblansky, Ph.D.
Pharmaceutical Assessment Lead
ONDQA, Division H,' Branch 1T



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Giuseppe Randazzo
8/21/2006 08:36:54 AM
CSsO

Marie Kowblansky
8/22/2006 11:27:09 AM
CHEMIST



NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA# 21957 Supplement # Efficacy Supplement Type SE-
Date Filing Review Completed: 2/13/06

Trade Name: Nexium for Delayed Release Oral Suspension
Established Name: esomeprazole magnesium '
Strengths: 20 and 40 mgs

Applicant: Astra Zeneca
Agent for Applicant: N/A

Date of Application: 12/22/05

Date of Receipt: 12/22/05

Date clock started after UN: N/A

Date of Filing Meeting: 2/13/06

Filing Date: 2/20/06 :
Action Goal Date (optional): User Fee Goal Date:  10/22/06

Indication(s) requested: Zollinger Ellison Syndrome

Type of Original NDA: ") X @) [
OR : o

Type of Supplement: o)1) X OEE

NOTE:

(3) . Ifyou have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). Ifthe application is a (b)(2), complete Appendix B.

4 If the application is a supplement to an NDA, please indicate whether the NDA is a (b)(1) or a (b) 2)

application: .
X: NDA is a (b)(1) application OR ‘[] NDA is a (b)2) application

Therapeutic Classification: s X : p
Resubmission after withdrawal? "N/A Resubmission after refuse to file? N/A
Chemical Classification: (1,2,3 etc.) 3 '
Other (orphan, OTC, etc.). N/A
Form 3397 (User Fee Cover Sheet) submitted: ' O YES X NO []
User Fee Status: Paid X Exémpt (orphan, government) [ ]

Waived (e.g., small business, public health) | ]

NOTE: Ifithe NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required. The applicant is
required to pay a user fee if: (1) the product described in the 505(b)(2) application is a new molecular entity
or (2) the applicant claims a new indication for a use that that has not been approved under section 505(b).
Examples of a new indication for a use include a new indication, a new dosing regime, a new patient
populatzon and an Rx-to-OTC switch. The best way fo determine if the applzcant is clazmmg anew mdzcatzon
Version: 12/15/2004

" This is a locked docanent. If you need to add a comment where there is no field to do so, unlock the document using the followzng procedure. Click the

View’ tab; drag the cursor down to "Toolbars”; click on ‘Forms.” On the forms toolbar, click the lock/unlock icon (looks like a pddiock). Thiswill
allow you to inser! text outside the prowded fields. The form must then be relocked to permit tabbing through the fields.
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for a use is to compare the applicant’s proposed labeling to labeling that has already been approved for the
product described in the application. Highlight the differences between the proposed and approved labeling.
If you need assistance in determining if the applzcant is claiming a new indication for a use, please contact the

user fee staff.

Is there any S-year or 3-year exclusivity on this active moiety in an approved (b)(1) or (b)(2)
application? . YES X NO []
If yes, explam for the NDA 21-153 (capsule formulation) :

Does another drug have orphan drug exclusivity for the same indication? YES [ ] NO X
If yes, is the drug considered to be the same drug according to the orphan drug. deﬁmtlon of sameness
[21 CFR 316.3(b)(13)]? .
YES [l NO X

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

Is the application affected by the Apphcatlon Integrity Policy (AIP)? YES [] NO X
If yes, explain:

If yes, has OC/DMPQ been notified of the submission? YES [] NO []
Does the submission contain an accurate comprehensive index? : YES X NO []
Was form 356h included with an authorized signature? YES X NO []
If foreign applicant, both the applicant and the U.S. agent must sign. 7
Submlssnon complete as required under 21 CF R 314.507 : YES X NO []
If no, explain:

If an electronic NDA, does it follow the Guidance? NA [ YES X NO []
If an electronic NDA, all forms and certifications must be in paper and require a SIgnature
Which parts of the application were submitted in electronic format?

Additional comments:
If an electronic NDA in Common Techmcal Document format, does it follow-the CTD guidance?

NA [0 YES- X NOo [
Is it an electronic CTD (eCTD)? ' NA ] YES X No [
If an electronic CTD, all forms and certifications must either be in paper and s1gned or be
electronically signed.

'Additional comments:

" Patent information submitted on form FDA 3542a? YES X NO []
Exclusmty requested? ~ -~ YES, 3 Years =~ NO -[]

- NOTE: An applicant can receive excluszvzty without requesting it; therefore, requesting exclusivity i is

not required.

Correctly worded Debarment Certification included with authorized signature? YES. X NO []

Version: 12/15/04
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If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,
“{Name of applicant] hereby certifies that it did not and will not use in any capacity the services of

* any person debarred under section 306 of the Federal Food, Drug and Cosmetic Act in connectton

with this application.” Applicant may not use wording such as “To the best of my knowledge . .

Financial Disclosure forms included with authorized signature? YES X NO D
(Forms 3454 and 3455 must be included and must be signed by the APPLICANT, not an agent.)
NOTE: Financial disclosure is required for bioequivalence studies that are the basis for approval.

Field Copy. Certification (that it is a tfue copy of the CMC technical section)? Y [] NO [

PDUFA and Action Goal dates correct in COMIS? YES X = No []
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

Drug name and applicant name correct in COMIS? If not, have the Document Room make the
corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is not
already entered.

List referenced IND numbers: 53,733

End-of-Phase 2 Mecting(s)?  Date(s) | . NO X
If yes, distribute minutes before filing meeting.

Pre-NDA Meeting(s)? Date(s) - NO X
If yes, distribute minutes before filing meeting.

Project Management

e

scheduling, submitted?

Was electronic “Content of Labeling” submitted? oo .YES X NO []
If no, request in 74-day letter. '
All labeling (P, PPI, MedGuide, carton and immediate container labels) consulted to DDMAC?
YES X NO []
Risk Management Plan consulted to ODS/I0?  NA X - YBS [ No [
Trade name (plus PI and all labels and labeling) consulted to ODS/DMETS? N/A X No [
MedGuide and/or PPI (plus PI) consulted to ODS/DSRCS? N/A X YES [] No [

If a drug with abuse potential, was an Abuse Llabxhty Assessment 1ncludmg a proposal for

NA X YES [] - NO

in

If Rx-to-OTC Switch application: N/A

OTC label comprehension studies, all OTC labeling, and current approved PI consultedto
ODS/DSRCS? NA [] YES []° No []

Has DOTCDP been notified of the OTC switch application? “YEs [] NO []

Version: 12/15/04
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Page 4
Clinical: N/A
] If a controlied substahce, has a consult been sent to the- Controlled Substance Staff?
YES [] NO []
Chemistry
e Did applicant request categorical exclusion for environmental assessment? YES X NO
If no, did applicant submit a complete environmental assessment? YES NO []
~ If EA submitted, consulted to Florian Zielinski (HFD-357)? YES [} NO
o Establishment Evaluation Request (EER) submitted to DMPQ? No EER requested YES X
need for this efficacy supp (per David Lewis, ONDQA PAL, as there were no changes to
this drugs manufacturmg facility as a result of this efficacy supplement.
® If a parenteral product, consulted to Microbiology Team (HFD-805)? NA X NO []

Version: 12/15/04
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ATTACHMENT

\

MEMO OF FILING MEETING

DATE: 02/13/06

BACKGROUND:

(Provide a brief background of the drug, e.g,, it is already approved and this NDA is for an extended-release
formulation; whether another Division is involved; foreign marketing history; etc.)

 ATTENDEES:

ASSIGNED REVIEWERS (including those not present at filing meeting) :

Discipline - : Reviewer

Medical: Nancy Snow, M.D.

Secondary Medical: , :

Statistical: , N/A

Pharmacology: ' ' : N/A

Statistical Pharmacology: “NA

Chemistry: Milton Sloan, Ph.D.

Environmental Assessment (if needed): N/A

Biopharmaceutical: .. Tapah Ghosh, Ph.D.

Microbiology, sterility: N/A

Microbiology, clinical (for antimicrobial products only): N/A

DSI: A DSI consult was determined to not be needed

Regulatory Project Management Melissa Furness

Other Consults: DDMAC and DMETS

Per reviewers, are all parts in Enghsh or English translation? YES X No []

If no, explain: . o

CLINICAL FILE X REFUSETOFILE []
¢ Clinical site inspection needed? ' YES [ NO X
¢ Advisory Committee Meeting needed? YES, date if known . NO X

o If thé application is affected by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted to permit review based on medical

necessity or public health significance? , _ - ‘
: NA X YES [ NO [

CLINICAL MICROBIOLOGY NA X FILE [] REFUSE TOFILE  []

STATISTICS | . NA X FILE o REFUSETOFILE [

BIOPHARMACEUTICS : FILE X REFUSE TOFILE []
. Biopharm;inspéctioﬁ needed? : | - _ YES [J NO X

Version: 12/15/04
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PHARMACOLOGY N/A X . FILE REFUSETOFILE []
¢  GLP inspection needed? YES [] NO X
CHEMISTRY . ' FILE X REFUSETOFILE [ ]
¢  Establishment(s) ready for inspection? No inspection needed for this L] YES X
efficacy supp (per David Lewis, ONDQA PAL, as there were no changes to -
this drugs manufacturing facility as a result of this efficacy supplement.
K l‘\[/[lizcsrobiology | YES [ NO X
ELECTRONIC SUBMISSION:

Any comments:

REGULATORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

] The application is unsuitable for filing. Explain why: o

X The application, on its face, appears to be well—organiiéd and indexed. The application
appears to be suitable for filing.

X No filing issues have beeh identified.
] ‘ Filing issues to be communicated by Day 74. List (optional):
ACTION ITEMS:

1. If RTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

2[] Iffiled and the application is under the AIP, prepare a letter either granting (for signature by Center
Director) or denying (for signature by ODE Director) an exception for review.

3.X  Convey document filing issues/no filing issues to appiicant by Day 74. Note: 74 day Letter sent to
sponsor within PDUFA timeframe.

- _Melissa Hancock Furness
Regulatory Project Manager, HFD-180

Version: 12/15/04
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Appendix A to NDA Regulatory Filing Review
An application is likely to be a 505(b)(2) application if:

(3) it relies on literature to meet any of the approval requirements (unless the applicant has a
written right of reference to the underlying data)

(4) it relies on the Agency's previous approval of another sponsor s drug product (which may be
evidenced by reference to publicly available FDA reviews, or labeling of another drug
sponsor's drug product) to meet any of the approval requirements (unless the application
includes a written right of reference to data in the other sponsor's NDA)

(5) it relies on what is “generally known" or "scientifically accepted” about a class of products to
support the safety or effectiveness of the particular drug for which the applicant is seeking
approval. (Note, however, that this does not mean any reference to general information or
knowledge (e.g., about disease etiology, support for particular endpoints, methods of analy51s)
".causes the application to be a 505(b)(2) application.)

(6) it seeks approval for a change from a product described in an OTC monograph and relies on
the monograph to establish the safety or effectiveness of one or more aspects of the drug
product for which approval is sought (see 21 CFR 330.11).

Products that may be likely to be described in a 505(b)(2) application include combination drug

products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations), OTC monograph
deviations, new dosage forms, new indications, and riew salts.

If you have quéstions about whether an application is a 505(b)(1) or 505(b)(2) application, please
consult with the Director, Division of Regulatory Policy IL, Office of Regulatory Policy (HFD-007).

Version: 12/15/04
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Appendix B to NDA Regulatory Filing Review
Questions for 505(b)(2) Applications
1. Does the application reference a listed drug (approved drug)? YES [] NO []

If “Ne,” skip to question 3.
2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s):

3. The purpose of this and the questions below (questions 3 to 5) is to determine if there is an approved drug
- product that is equivalent or very similar to the product proposed for.approval and that should be
‘referenced as a listed drug in the pending application.

' (a) Istherea pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) application that is

already approved? .
YES [] No [

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing

_ period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including poténcy and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320.1(c))

If “No,” skip to question 4. Otherwise, answer part (b).

(b) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES [] NO [
(The approved pharmaceutical equivalent(s) should be cited as the listed drug(s).)

If “Yes,” skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Director, Division of Regulatory Policy II, Office of Regulatory Policy
'(ORP) (HFD-007)? YES [ = No (]

If “No,” please contact the Director, Division of Reguldtbry Policy II, ORP. Proceed to question 6.
4. (a) Istherea phaimaceutical alternative(s) already approved? YES [l NO [

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
_not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.1(d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate- or standard-release formulations of the same active ingredient.)

if “No,” skip to question 5. Otherwise, answer part (b).

 (b) Isthe approvéd pharmaceutical alternative(s) cited as the listed drug(s)? YES [] NO []
(The approved pharmaceutical alternative(s) should be cited as the listed drug(s).)

NOTE: If there is more than one pharmaceutical alternative approved, consult the Director, Division of

Version: 12/15/04
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Regulatory Policy I, Office of Regulatory Policy (ORP) (HFD- 007) fo determine if the appropriate
pharmaceutical alternatives are referenced.
If “Yes,” skip to question 6. Otherwise, answer part (c).
“(¢) Have you conferred with the Dlrector Division of Regulatory Policy IT, YES E] ; NOo [

ORP?

If “No, " please contact the Director, Division of Regulatory Policy II, ORP. Proceed to question 6.

5. (a) Isthere an approved drug product that does not meet the definition of “pharmaceutical equivalent” or

“pharmaceutical alternative,” as provided in questlons 3(a) and 4(a), above, but that is otherwise very
similar to the proposed product?
YES |:| NO []

If “No,” skip to question 6.

If “Yes,” please describe how the approved drug product is similar to the proposed one and answer part
(b) of this question. Please also contact the Director, Division of Regulatory Policy II, Office of
Regulatory Policy (HFD-007), to further discuss.

(b) Is the approved drug product cited as-the listed drug? YES [] No [

6. Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
- application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution™).

7. Is the application for a duplicate of a listed drug and eligible for approval under YES [ ] NO [
section 505(j) as an ANDA? (Normally, FDA will refuse-to-file such NDAs
(see 21 CFR 314.101(d)(9)).

8. Is the extent to which the active ingredient(s) is absorbed or otherwise made ~ YES [} NO []

available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). Ifyes, the application should be refused for filing under
21 CFR 314.101(d)(9)).

9. Is the rate at which the product’s active ingredient(s) is absorbed or otherwise ~ YES Ij NOo [
made available to the site of action unintentionally less than that of the RLD (see
21 CFR 314.54(b)(2))? If yes, the application should be refused for filing under
21 CFR 314.101(d)(9).

" 10. Are there ce&iﬁcations for each of the patents listed for the listed drug(s)? YES [] NO. []

11. Which of the following patent certifications does the application contain? (Check all that apply and
~ identify the patents to which each type of certification was made, as appropriate.) :

] 21 CFR 314.50()(1)(i)}(A)(1): The patent information has not been submitted to FDA
(Paragraph I certification)
Patent number(s):

[1 21 CFR314.50()(1)(i)(A)(2): The patent has expired. (Paragraph Il certlﬁcatlon)
Patent number(s):

" Version: 12/15/04
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21 CFR 314.50(1)(1)()(A)(3): The date on which the patent will expire. (Paragraph Hl
certification)
Patent number(s):

21 CFR 314.50(i)(1)(1)(A)(4): The patent is invalid, unenforceable, or will not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph IV certification)

Patent number(s):

NOTE: [F FILED, and if the applicant made a Paragraph V" certification {21 CFR
314.5006)(1)()(4)(4)], the applicant must subsequently submit a signed certification stating
that the NDA holder and patent owner(s) were notified the NDA was filed [21 CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification {21 CFR 314.52(e)].

21 CFR 314.50()(1)(i): No relevant paterits.

21 CFR 314.50(i)(1)(iii): The patent on the listed drug is a method of use patent and the
labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as-described in the corresponding use code in the
Orange Book.  Applicant must provide a statement that the method of use patent does not
_claim any of the proposed indications. (Section viii statement)

Patent number(s):

21 CFR 314. 50(1)(3) Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50()(1)(D)(AX4) above)
Patent number(s):

Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.
Patent number(s):

12. Did the applicant:

Identify wilich parts of the application rely on information (e.g. literature, prior approval of
another sponsor's application) that the applicant does not own or to which the applicant does not

have a right of reference?
YES [} NO []

Submit a statement as to whether the listed drug(s) identified has received a.period of marketing

exclusivity? :
YES [] NO [

Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the

listed drug? .
NA [} YES [} NO []

Certify that it is seeking approval only for a new indication and not for the indications approved
for the listed drug if the listed drug has patent protection for the approved indications and the
apphcant is requesting only the new indication (21 CFR 314.54(a)(1)(iv).?

NA [ veES [] NO []

Version: 12{15/04
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13. If the (b)(2) apphcant 1s requesting 3-year exclusivity, did the apphcant submit the following information
required by 21 CFR 314.50()(4):

-~

J.

Certification that at least one of the investigations included meets the definition of "new clinical
investigation" as set forth at 314.108(a). -
YES [1 NO [

A list of all published studies or publicly available reports that are relevant to the conditions for

which the applicant is seeking approval.
YES [ NO []

EITHER

The number of the applicant's IND under which the studies essential to approval were conducted.

IND# : NO []

OR

A certification that the NDA sponsor provided substantial support for the clinical investigation(s)
essential to approval if it was not the sponsor of the IND under which those clinical studies were

conducted?
YES [] NO {:]

Has the Associate Director for Regulatory Affairs, OND, been notified of the existence of the (b)(2) application?

YES [] NO []

Version: 12/15/04
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INFORMATION REQUEST LETTER

NDA 21-957

~AstraZeneca LP
Attention: George A. Kummeth
1800 Concord Pike
P.O. Box 8355 '
Wilmington, DE 19803-8355

Dear Mr. Kummeth:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Nexium® (esomeprazole magnesium) Delayed-Release for
Oral Suspension, 20 and 40 mg.

We also refer to your submission dated May 23, 2006 in response to our May 18, 2006
information request.

We are reviewing the clinical pharmacology section of your submission and have the following
comments and information requests. We request a prompt written response in order to continue
our evaluation of your NDA.

In support of NDA 21-95, you submitted results o_f.the following Bioequivalence study:

“A Single-Centre, Open, Randomized, Three-way Crossover Bioequivalence Study -
Comparing a Pellets Based Sachet Formulation of Esomeprazole with a Commercial
Tablet and a Commercial Capsule of Esomeprazole 40 mg following a Single Oral Dose
under Fasting Conditions in Healthy Male and Female Subjects”

Based on the SAS trahspoxt data file you submitted for this study, the Clinical
Pharmacology reviewer’s analysis of the bioequivalencey data using WinNonlin version
5.1 differed in many instances from the results presented by you in the table below:



NDA 21-957
Page 2

Variable | Treatment | N GMR 90% CI

’ : Lower - Upper

AUC Sachet/Tablet 92 0.99 0.94 1.04
Sachet/Capsule 94 0.98 0.93 1.03

AUC, Sachet/Tablet 94 0.95 0.89 1.01
Sachet/Capsule 94 0.90 0.84 0.96

Crax Sachet/Tablet 93 0.98 0.93 1.03
Sachet/Capsule 94 0.98 0.93 1.03

. Among them, and the most notable, was the finding that the lower limit of 90% CI for
GMR for Cmax for Sachet/Capsule in the reviewer’s analysis now lies below the 90% CI
acceptance limit (0.7943). ' o

Please provide additional detail as to how the 90% CI for this study were determined, i.e.
the statistical code used, and any adjustments to the data that were done in arriving at
your results. Please be aware that as the Tablet formulation used in this study is not
approved in the US, primacy will be given on the capsule data as the appropriate
reference formulation in the determination of bioequivalency for the sachet comparison.

- Ifyou have any questions; call Giuseppe Randazzo, Regulatory Project Manager, at

(301) 796-0980.

Sincerely,

{See appended electronic signature page}

CAPT E. Dennis Bashaw, Pharm.D.

Director, Div. of Clinical Pharmacology-3
Office of Clinical Pharmacology
U.S. Food and Drug Administration
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Food and Drug Administrétion
Rockville, MD 20857

NDA 21—957 : ‘ INFORMATION REQUEST LETTER

AstraZeneca

Attention: George Kummeth
Director, Regulatory Affairs
1800 Concord Pike

P.O. Box 8355

Wilmington, DE 19803-8355 -

Dear Mr. Kummeth:

Please refer to your December 22, 2005, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Nexium (esomeprazole magnesium)
Delayed Release Granules for Oral Suspension, 20 and 40 mg.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and
have the following comments and information requests. We request a prompt written response
in order to continue our evaluation of your NDA.

Deficiencies

1. The pellets (granules) are defined as delayed release, therefore, please revise the
dissolution method to conform to USP <724> Delayed Drug Release (enteric coated)
standard.

2. Revise the analytical method for dissolution to include testing for drug release in acid
medium with an acceptance criterion.

3. Your proposal for a tolerance of essme' for the fill weight is not acceptable based on the
data you provided. Provide justification for your proposal. The filling process
tolerance is reported to conform to USP <755> minimum fill and also conform to
<905> Uniformity of Dosage unit. Accordingly, revise and validate the tolerance to a
tighter specification. :

4. Provide the holding,times for the esomeprazole pellets used in the stability batches, and
include a written statement committing not to exceed the specified holding time for the
future production batches.



Comiments

1

. Figures 3 and 4 of section 3.2.P.2.2 Pharmaceutical Development page 20 of 24, (also

2.3 Quality Overall Summary) show correlation between the different strengths and the
dosage forms seem to indicate that the finished dosage forms, the Sachet and Capsule
were tested for dissolution. Please clarify the labels for the figures.

. Please clarify Figure 1 (section P.5.6 Justification of Specification for Drug Product) to

indicate the form of the “esomeprazole” tested in the acid stage buffer (e.g., enteric
coated pellets, uncoated pellets, etc.).

. The NDA was submitted with less than the ICH recommended stability data for the drug

product. The data submitted does not support the proposed shelf life Of e
Please update the stability data to support the proposed shelf life to the NDA.

If you have any questions, call Linda Athey, Regulatory Health Project Manager, at (301) 796-

2096.

Sincerely,

Moo-Jhong Rhee, Ph.D.

Chief, Branch III

Pre-Marketing Assessment Division II
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research



Thisis a representaﬁon of an electronic record thaf was signed electronically and
— this page is the manifestation of the electronic signature. v

Moo-Jhong Rhee .
6/23/2006 03:25:52 PM
Chief, Branch III



. Page(s) Withheld

" Trade Secret / Confidential

Draft Labeling

Deliberative Process

- Withheld Track Number; Administrative—

/



This is a representation of an electronic record that was signed electronically and

. this page is the manifestation of the electronic signature.

Joyce Korvick :
6/5/2006 04:04:22 PM



Page(s) Withheld

/ "Trade Secret / Confidential

Draft Labeling

Deliberative Process

Withheld Track Number: Administrative- :,i



_Thisis a representatlon of an electronic record that was signed electromcally and
~ this. page is the mamfestatlon of the electronic signature.

Joyce Korv1ck
4/26/2006 04:50:38 PM



h,‘ 5% iiVK"q-

oF MEALT,
*‘“1 <, ,l

Public Health Service

&
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Food and Drug Administration
Rockville, MD 20857

NDA 21-957

“AstraZeneca LP
Attention: George A. Kummeth
1800 Concord Pike -
_ P.O. Box 8355
Wilmington, DE 19803-8355

Dear Mr. Kummeth:

Please refer to your New Drug Application (NDA) submitted under section 505(b). of the Federal
Food, Drug, and Cosmetic Act for Nexium® (esomeprazole magnesium) Delayed-Release for
Oral Suspension, 20 and 40 mg.

We are in the process-of reviewing the referenced material and have the following comments:

In your submission, NDA 21-957, on form 356H and in the Dosage and
Admzmstratlon section of the proposed label, you refer to the 20 and 40 mgs strengths
of the Nexium® Delayed-Release 1 'Oral Suspension. In contrast, in the
CMC section of this application, you state "all the strengths (4() 20, m
mgs) are included in the present apphcatron

These additional dosagesrsh()uld be resubmitted when applicable to new proposed

~indications or dosing strategies. At that time, the acceptability of these addrtronal

dosages will be evaluated.

If you have ény questions, call Giuseppe Randazzo, Regulatory Project Manager, at
(301) 796-0980. ‘

Sincerely,
fSee appended electronic signature pagef

Joyce Korvick, M.D., M.P.H.

Deputy Director

Division of Gastroenterology Products
Office of Drug Evaluation III

Center for Drug Evaluation and Research -



This is a-'representation of an electronic record that was signed electronically and
- -—.——this page is the manifestation of the electronic signature.

Joyce Korvick.
4/10/2006 09:56:48 AM



DEPARTMENT OF HEALTH & HUMAN SERVICES . )
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Food and Drug Administration
Rockville, MD 20857

FILING COMMUNICATION
NDA 21-957 :

AstraZeneca LLLP

Attention: George A. Kummeth
Director Regulatory Affairs

1800 Concord Pike, P.O. Box 8355
Wilmington, DE 19803-8355

Dear Mr. Kummeth:

Please refer to your December 22, 2005 supplemental new drug application submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Nexium® (esomeprazole)
Delayed-Release emmmmmmemn Oral Suspesion. :

- We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, this application has been filed under section
505(b) of the Acton February 20, 2006 in accordance with 21 CFR 314. 101(a).

At this time, we have not identiﬁed any potential filing review issues. Our filing review is only
a preliminary evaluation of the application and is not indicative of deficiencies that may be
identified during our review.

" If you have any questions, call Melissa Hancock Furness, Regulatory Health Project Manager, at
(301) 796-0893.

Sincerely,
{See appended electronic signature page}

Brian K. Strongin, R.Ph., M.B.A.

Chief, Project Management Staff
Division of Gastroenterology Products
Office of Drug Evaluation IIT

Center for Drug Evaluation and Research
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ACTION PACKAGE CHECKLIST

BLA #

BLA STN#
NDA-# 21957 NDA Supplement # I£NDA, Efficacy Supplement Type
Proprictary Name: ’
Established Name: NEXIUM Applicant: AstraZeneca
Dosage Form: Oral Suspension ‘ -
RPM: Marlene G. Swider Division: DGP | Phone # (301) 796-2104
NDAs: 505(b)(2) NDAs and 505(b)(2) NDA supplements: .

NDA Application Type: X 505(b)(1) []505(b)(2)
Efficacy Supplement: B 505(b)(1) [ 505(b)(2)

(A supplement can be either a (b)(1) or a (b)(2) regardless
of whether the original NDA was a (b)(1) or a (b)(2).
Consult page | of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug -
name(s)): : ,

Provide a brief explanation of how this producf is different from the
listed drug.

[] ifno Jisted drug, check here and explain:

Review and confirm the information previously provided in
Appendix B to the Regulatory Filing Review. Use this Checklist to
update any information (including patent certification
information) that is no longer correct.

>

- User Fee Goal Date
- Action Goal Date (if different)

)
S

o
e

[T Confirmed (] Corrected

Date:
10/22/06
10/20/06

< Actions
i ' AP
e Proposed action % ol E]]CF;A LIAE
[ 1 None

e Previous actions (specify type and date for each action taken)

% Advertising (approvals only)

Note: Ifaccelerated approval (21 CFR 314.510/601.41), ad‘)ertising must have been

submitted and reviewed (indicate dates of reviews)

XI Requested in AP letter
] Received and reviewed

Version: 7/12/06
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< Application Characteristics

Review priority:  [X] Standard [ ] Priority
Chemical classification (new NDAs only):

NDAs, BLAs and Supplements:
[] Fast Track

[} Rolling Review

[] CMA Pilot 1

"] cMAPilot 2

[j Orphz_m drug designation

NDAs: Subpart H
[Tl Accelerated approval (21 CFR 314.510)
[] Restricted distribution (21 CFR 314.520)
Subpart [
[] Approval based on animal studies

" NDAs and NDA Supplements:
] oTC drug

Other: Approval based on bioequivalency studies

Other comments:

+

BLAs: Subpart E
{71 Accelerated approval (21 CFR 601.41)
[} Restricted distribution (21 CFR 601.42)
_ . Subpart H .
[1 Approval based on animal studies

< Application Integrity Policy (AIP)

e Applicant is on the AIP O Yes X No
e  This application is on the AIP 7 Yes X No
¢ Exception for review (file Center Director’s memo in Administrative [] Yes [ No
Documents section)
e OC clearance for approval (file communication in Administrative [] Yes [] Notan AP action

Documents section)

< Public communications (abprovals only)

* Office of Executive Programs (OEP) liaison has been notified of action "1 [] Yes X No
e  Press Office notified-of action & Yes [] No
X None '

¢ Indicate what types (if any) of information dissemination are anticipated

Version: 7/12/2006

[ FDA Press Release
] FDA Talk Paper
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< Exclusivity

* ~ NDAs: Exclusivity Summary (approvals only) (file Summary in Administrative X Inclu&ed 7

o Documents section)
e Isapproval of this applieation blocked by any type of exclusivity? X No [ Yes
* NDAs/BLAs: Is there existing orphan drug exclusivity for the “same” drug
or biologic for the proposed indication(s)? Refer to 2/ CFR 316.3(b)(13) for | [ ] No [ Yes

the definition of “same drug” for an orphan drug (i.e., active moiety). This If, yes, NDA/BLA # and
definition is NOT the same as that used for NDA chemical classification. date exclusivity expires:
o NDAS: Is there remaining S-year exclusivity that would bar effective
approval of'a 505(b)(2) application? (Note that, even if exclusivity remains, [1 No {1 ves
the application may be tentatively approved if it is otherwise ready for If yes, NDA # and date
) approval,) exclusivity expires:

e  NDAs: Is there remaining 3-year exclusivity that would bar effective _
approval of a 505(b)(2) application? (Note that, even if exclusivity remains, {J No D Yes
the application may be tentatively approved if it is otherWtse ready for Ifyes, NDA # and date
approval.,) exclusivity expires:

e NDAs: Is there remaining 6-month pediatric exclusivity that would bar [ No L1 Yes
effective approval of a 505(b)(2) application? (Note that, even if exclusivity | Ifyes, NDA # and date

remains, the application may be tentatively approved if it is otherwise ready | exclusivity expires:

Jor approval.}

®,

% Patent Information (NDAs and NDA supplements only)

st

e Patent Informatlon

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. Ifthe drugis an old antibiotic, skip the Patent
Certification questions.

X verified
[1 Not applicable because drug is
an old antibiotic.

Patent Cettification [505(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent,

{505(b)(2) applications] If the application includes a paragraph HI certification,
it cannot be approved until the date that the patent to which the certification
pertains expires-(but may be tentatively approved if it is otherwise ready for
approval).

21 CFR 314.50G0)(D)(F)(A)
[ verified

21 CFR 314.50(i)(1)
O ay O b
] No paragraph Il certification

" Date patent will expire

[505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If'the application does not include
any paragraph [V certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

[505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval i is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph [V certification:

(1) Have 45 days passed since the patent owner’s receipt o f the applicant’s

[T N/A o paragraph IV certification)
[ Verified

[ Yes [] No

Version: 7/12/2006
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- notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(g))).

If “Yes, " skip to question (4) below. If “No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee)
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(£)(3)?

If “Yes, " there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. [fthere are no other
paragraph [V certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be détermined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive its
right to bring a patent infringement action or to bring such an action. After the
45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(£)(3)?

If “Yes, " there is no stay of approval based on this certification. Analyze the next

paragraph IV certification in the application, if any. [fthere are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (5).

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt o f the applicant’s notice of '
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(£)(2)). If no written notice appears in the

] Yes

1 Yes

(] Yes

] Yes

NDA file, confirm with the applicant whether'a lawsuit was commenced

[1 No

DNO

[1 No

] No

Version: 7/ 12/2006
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within the 45-day period).
If “No, " there is no stay of approval based on this certification. Analyze the

paragraph IV certifications, skip to the next section below (Summary
Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the Director, Division of Regulatory Policy I, Office
of Regulatory Policy (HFD-007) and attach a summary of the response.

% Summary Reviews (e.g.; Office Director, Division Director) (indicate date _for each
review)

E—— nextparagraph IV certification in the application, if any. If there are no other -

K0/20/06; 10/13/06

% BLA approvals only: Licensing Action Recommendation Memo (LARM) (indicate date)

Package Insert

e Most recent division-proposed labeling (only if generated after latest applicant

submission of labeling) 10717/06
¢ Most recent applicant-proposed {abeling (only if subsequent division labeling
does not show applicant version)
*  Original applicant-proposed labeling 12/33/05
. ' . Lo . PRILOSEC, PREVACID,
e Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable PROTONIX

.

Patient Package Insert

L)
S

¢  Most-recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

N/A

¢ Most recent applicant-proposed labeling (only if subsequent division labeling
does not show applicant version)

. Original applicz_mt-proposed labeiing

“e  Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

Medication Guide

®,
o

e Most recent division-proposed labeling (only if generated after latest applicant
_ submission of labeling)

N/A

e  Most recent applicant-proposed Iabelmg (only if subsequent lelsxon labeling
does not show applicant version)

e Original applicant-proposed labeling

¢ Other relevant labeling (e.g., most recent 3 in class, class labeling)

°,
0

e Labels (full color carton and immediate-container labels) '

e  Most-recent division-proposed labels (only if generated after latest applicant
submission)

e  Most recent applicant-proposed labeling

+ Labeling reviews and minutes of any labeling meetings (indicate dates of reviews and
meetings)

12/22/05

X DMETS 9/22/06

[C] DSRcS

Xl DDMAC 10/12/06; 9/26/06
1 SEALD

1 Other reviews
[C]- Memos of Mtgs

Version: 7/12/2006
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*»——Administrative Reviews (RPM Filing Review/Memo of

Filing Meeting; ADRA) (indicate
date of each review) ’

2/13/06

‘NDA and NDA supplement approvals only: Exclusivity Summary (signed by Division '

Director) :

B Included

AlP-related documents
e  Center Director’s Exception for Review memo
o If AP: OC clearance for approval

Pediatric Page.(all actions)

X Included

Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by

X} Verified, statement is

U.S. agent. (Include certification.) ‘acccptable
< Postmarketing Commitment Studies _ P4 None
*  Qutgoing Agency request -for post-marketing commitments (if located elsewhere
in package, state where locate d)
» Incoming submission documenting commitment
< X

Outgoing correspondence (letters including previous action letters, emails, faxes, telecons)

Internal memoranda, telecons, email, etc.

Minutes of Meetings

¢ Pre-Approval Safety Conference (indicate date; approvals only) N/A
e  Pre-NDA/BLA mecting (indicate date) X No mtg
o EOP2 meeting (indicate date) B Nomtg
e  Other (e.g., EOP2a, CMC pilot programs) N/A

Advisory Committee Meeting

X No AC meeting

e Date of Meeting

e .48-hour alert or minutes, if available

Federal Register Notices, DESI documents, NAS/NRC reports (if applicable)

CMC/Product review(s) (indicate date for eac h review)

10/20/06; 10/16/06

% Reviews by other disciplines/divisions/Centers requested by CMC/product reviewer None
(indicate date for each review) , ) o
< BLAs: Product subject to lot release (APs only) [J Yes [JNo

Environmental Assessment (check one) (original and supplemental applibzitions)

e X Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

See CMC Review dated 10/16/06

e [ Review & FONSI (indicate date of review) -

« [ Review & Environmental Impact Statement (indicate date of each review)

NDAs: Microbiology reviews (sterility & apyrogenicity) (indicate date of each review)

[X] Not a parenteral product

Facilities Review/Inspection

< NDAs: Facilities inspections (include EER printout)

Datecdmpl&éd:
X Acceptable
{71 withhold recommendation

Version: 7/12/2006
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% BLAs: Facility-Related Documents
o Facility review (indicate date(s))
Compliance Status Check (approvals only, both original and supplemental

[ Requested

applications) (indicate date completed, must be within 60 days prior to AP) [[] Accepted
L ' (] Hold
< NDAs: Methods Validation [[] Completed

[ ] Requested
I Not yet requested
[ Not needed

< Pharm/tox review(s), including referenced IND reviews (mdzcate date for each rewew) N/A
“¢  Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date

for each review) <] None
< Statistical review(s) of carcmogcmc1ty studies (indicate date for each review) X No carc

ECAC/CAC report/memo of meetmg

Nongclinical mspectlon review Summary (DSI)

Clinical review(s) (indicate date for each review )

None requested

9/11/06 -

Financial Disclosure reviews(s) or location/date if addressed in another review

See MO review dated 9/11/06

Clinical consult reviews from other review disciplines/divisions/Centers (indicate date of
each review)

P4 Nene

Microbiology (efficacy) reviews(s) (indicate date of each review)

Xl Not needed

Safety Update review(s) (indicate location/date if incorporated into ano ther review)

N/A

Risk Management Plan review(s) (including those by OSE) (ma’zcate location/date if
incorporated into another review)

N/A

Controlled Substance Staff review(s) and recommendation for scheduling (indicate date of
each review)

Ev Not needed

*
o

DSI Inspection Review Summary(ies) (include copies of DSI letters to investigators) :

D4 None requested

e  (Clinical Studies

*  Bioequivalence Studies

e (Clin Pharm Studies

9,
o

Statistical Review(s) (indicate date for each review)

& None-

o
e

Clinical Pharmacology review(s) (indicate date for each review)

[1 None 10/5/06. -

Version: 7/12/2006
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Appendix A to Action Package Checklist

An-NDA or NDA suppiemental application is likely to be a 505(b)(2) application if:

. (1) Tt relies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. ‘

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the
safety or effectiveness of the particular drug for which the applicant is secking approval. (Note, however, that this
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
- particular endpoints, methods of analysis) causes the application to bea 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug -
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph dev1at10ns(see 21 CFR’

330.11); new dosage forms; new indications; and, new salts.

An efficacy sUpplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2).

" An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the

approval of the change proposed in the supplement. For example, if the supplemeéntal application is for a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations if the dose(s) was/were
the same as (or lower than) the original application.

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relled upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of réference).

An efficacy supplement is a 505(b)(2) supplement if: _

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to

support our previous finding of safety and efficacy in the approval of the original application (or earlier

* supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2)
supplement.

(3) Or the applicant is relymg upon any data they do not own or to which they do not have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application,'éonsult with your ODE’s

Office of Regulatory Policy representative.
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