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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 1 NDA HOLDER

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

The following Is provided ¡naccordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)
NEXIUM(i Delayed-Release Granules for Oral Suspension

ACTIVE lNGREDIENT(S) STRENGTH(S)
Esomeprazole magnesium 20 and 40 mg of Esomeprazole (22.3 mg and 44.5 mg

esomeprazole magnesium trhydrate)

- DOSAGEFORM
oral

This patent declaration fonn is required to be submitted to the Foo and Drug Administration (FDA) with an NDA application,
amendment, or supplement as reuiredby21 CFR 314.53 at the address provided In 21 CFR 314.53(d)(4).
Within thirt (30). days after approval of an NDA or supplement, or within thirt (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 infonnation submitted in the declaration fon submitted upon or after approval wil be the only information relied
upon by FDA for listing a patent in the Orange Book.

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

FDA wil not list patent Information If you file an Incomplete patent declaraüon or the patent declaraüon 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 submittng any patents for this pending NDA, amendment, or supplement,
complete above sectIon and sections 5 and 6.
1. GEN~RA " ~.'. '.

',.

a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
6,875,872 4/5/2005 5127/2014

d. Name of Patent Ower Address (of Patent Owner)
AstraZeneca AB SE-151 85

Clty/State
Sodertlje, Sweden

zip Coe FAX Number (if available)
SE-151 85

Telephone Number E.Mail Address (iavailable)
o i 146855326000

.

e. Name of agent or representative who resides or maintains Address (of agent or reprsentative named in 1.e.)
a place of business within the United States authorzed to i 800 Concord Pike
receive notice of patent certfication under secton
505(bJ(3) and 0)(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 applicanUholder does not reside or have a Wilmington, DE
place of business within the United States)

cr Vice President, General Counsel & Compliance zip Code FAX Numbe (if available)
19803

Officer
AstraZneca Pharnceuticals LP Telephone Number E-Mail Address (if available)

800-456-3669

f. Is the patent reference above a patent that has been submited previously for the

i approved NDA or supplement reference above? Dyes t8 NoJ
g. If the patent reference above has been submitted previously for listing, is the expiration .

date a new expiration date? DYes t8 No
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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.

.I 2. Drug Substance (Active Ingredient) .

2.1 Does the patent claim the drug substance that is the active ingredient ir Ihe drug product

described in the pending NDA, amendment, or supplement? ~Ves DNo
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? DYes (8 No'

. Certin claims may cover at least one additional polymorph in addition to claiming the drug substance
of the pendinQ NDA, amendment or supplement, but the oatentis not being listed on that basis.

2.3 lithe answer to question 2.2 is -Ves: do you certify that. as of the date of this decaration, you have test data
demonstrating that a drLig product containing the polymorph wil perform the same as the drug product
described in the NDA? The iype of test data required is described at 21 CFA 314.S3(b). DYes DNo

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

2.S Does the patent claim only a metabolite of the active ingredîent 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 metabolie.) DYes (8 No

2.6 Does the palent claim only an intermediate?

DVes (8 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.) DVes DNo-

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? DVes (8 No

3.2 Does the patent claim only an intermediate? c ~

. DYes (8 No

3.3 If the palent referenced in 3.1 isa product-by-process palent, is the product claimed in the
patent novel? (An answeris required only if the patent is a producl-by-process patent.) DVes DNo

4. Method of Use

Sponsors must submit the Information in sect/on 4 separately for each patent claim claiming a method of using the pending drug
product for which approval is being sought. Foreach method of use claim ref(ùenced, 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? DVes (8 No

4.2 Patent Claim Number (as lisled in Ihe pateiit) Does the patent claim referenced in 4.2 claim a pending method

I of use for whiCh approval is being sought in the pending NDA, DNoamendment, or supplement? D Ves
4.2a If the answer to 4.2 is Use: (Submif indication or method of use informalioii asideiifified specifically in the approved labeling.)

"Yes," identify with speci.
flcity the use with refer.
€nce to the proposed

,
labeling for tte drug
product.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no rèlevant patents that claim the drug substance (active îngredient),
drug product (formulation or composition) or method(s) of use. for which the applîcant is seeking approval and with respect to .

DYeswhich a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in
the manufacture, use, or sale of the drug product.

,

)
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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-
sensitve patent information is submitted pursuant to 21 CFR 314.53. i attest that i am familar 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 wilfully 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 OateSigned
other Authorized Offcial) (Provide Information below)

~~S-~Ç7
NOTE: Only an NDA applicantlholder may submit this declaration directly to the FDA. A patent owner who is not the NDAapplicantl
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.

--_.__.- - 0 ~NDA Applicant/Holder NDA ApplicantslHolder's Attorney, Agent (Representative) or other
Authorized Offcial

.

0 Patent Owner 0 Patent Owner's Attorney, Agent (Representative) or Other Authorized
Offcial

Name
Glenn M Engelmann. ViLe Pn:,~idenl. Gem:ral C()lIn~e1 & Compliance OftiLer

Address City/State
1800 COnC(lrÚ Pike Wilmington. DE

zip Code Telephone Number
19803 (3021886-3000
FAX Number (if available) .

E-Maìl Address (if available)
~02-S86-l578 Glen Il.:ngle man n (i' astnv,èiiec a .t.',in i

Thl" public l'i"plIl'fing bUl'dl'1I fur 1hi~ cnJlçL"1it'li or iiilnrmatit.lu h~IS Ix'cn C"~liin~lh..'J tit' aVt.ragi" f) hours pt.'f fl"..ptlIlSL". includiiig the -1iIit. for n:vicwing
instructions. ~t.'~lfl"hìl1: exi:-ii'ng da(.1 ~(1l1n..'cs! g:itht.riut; ~Ild llaillt~Hniiig llit' d;.Ha n~t.'d~ù" ariJ t."l.IlJlk'lîng õlnd n.:\'i..."wiiig lhe cotkctio!l()!:¡ inl(JHu:.tinl1.

Si'nd
cnOUlltl1'i rq;.:in.ling ihis hur-dl"1l ('.slimak or ~lUy (1thl.r aSpi"t. of this l"Jlkctiuli tlf i':J~lrllaliliil..ini.;.'llIùil1g suggL'.slilJHS for r....tlul.ng lIüs hurúen 10:

H-H,d and Dru¿; Adniill¡~ir;i1inn

COER (HrD-0071
5(,00 Fjshi'r~ Lnte
Rod:v¡II.:, MD 20::57

Au (l~t:-('IJ(:.\' may 110/ 1"01l../t1(1 (II' ,\"/J(IISflJ, liiid" perso1l is th'l n'i/uin't! 10 i~('.\lJoud ia, (( I'i-'/t'rtioii -,!f

iJ!fOI'/IlIliíli, /I/less ii dixphiy.r (f (:11(1'1,111.1' i.did (1MB collroliiiiiii/.i'/.

-

, .
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENTINFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

Geiieral Iiilnnnatioii

. To :;uhmii pale'1I1iliforiialioli 10 the :.gciic)' ihe appropriaie

pali'll dcdaraiiilll lorii 1111:;\ hc uSe'J. Twil l,.rins ~rc availal:k

I,.r p:irefl slibinissil,IIlS. 'The appnw:11 slaWs of your Ncw I)rug
Apl'lie',ili.)I will JCllTllil\e whilh t,'II111 you shiiulJ usc.

. Form 3542:1 sliould ht' used whcii SUhliiiHilig paient
infoiiilatiun Wiih origin,,1 NDA suhmÎssiolis. :'DA :lil1clidliellh'
,ind i-DA slipplelltCllls priiir to appn.v,i!.'

· Form 3542 should he used aiter l\DA or siipplemental
approv:i!. This lürni is to be su!:inilteJ wiihin 30 days alkr
:ippwv:il of an applicaiioii. 'l1iis liirii i;hiiulJ :ibo hc uscJ \0
$iibmil palcni inf'lIl1:iii(l1i relaliiig 10 :111 appnllcJ supplemeii
un(kr 21 eFR :.145J(J,i to diangc ihe foriiiilaiiiin. :iJJ :1 nt'w
inuicaiioii nr other Clindilion (If lise. diange rhe strciiglh, or io
make :U1Y oiher palt'1I1cd di,uigt. rcgarding the Jrug. Jl1g
prouuc!. or :my mcihod of iiSC,

. Form 3:;42 is alsi. 10 be u.St.J Jhr patenis issued after dlUg

approval. Paients b.si"..d afier Jnig approval ¡irc rcquÎft'd lol:

siihmilled wiihiii 30 days of pah~ni isSlIiJlCC fiJI' ihc paiciii 10 be
considereu "iimely tiled."

,\

.Oiily iiifolln,ilinn from Ii) 11 II 3542 will he uscdliir Orilnge

ßook Puhlicaiion purposi's.

. hinns ,h.iiilJ h~ i;uhmillc.1 as des~rihed in 21 CFR 314,53, An
¡idditiciiial copy ul I'om! .'542 10 ihe Onuige' ßoo" Siaff wil
expcdiie p'Hem puhliralÎoli iii ihc Orangc ßook. Tlic Oriln~c
Boiik Staff aJdrcss l¡iS of Juty 2003) is: Oruiige Book Siaff.
Oflíce of GCIltrii' Drugs OGDfHFD-(iIO. 7500 Siandish Placc.
Rod,ville. \1 D 20855.

. The receipi dille is ihc dai~ ih¡il !hc patcllt iiili1t11aiinli isdillc
stamped in thc ci'lIrill uOl'umc:1l TOOllL, Paii:Hls arc l'nsi(.!rcd
¡isleu nn ihl' ualc rect'ivc'u,

· Addiiioiial copies of ihci;c forni~ may DC downloaded fmii lhe
Il1ertel al: IIIII':/II;'JlIlS"ISC. i:o";¡; Irli,\'I¡;allilil¡;a/IiI1.liilill.

First Sedion

CllllPlclC alt itciis iii 1his scdinn.

1. General Section

CiiiUPleic ~iii iicms in ihis sci'lioli \viih rcfercncc Itl ihc p,tlt'ni
itself.

ld Iiidude paieiii expiralioii d:He. induding any Hatdi-Wils-iian

p;tlC:1l extensioii already yr,anted. D(l nol include any
applicahle pediilirk exclusii'ity. 'nic agency wil inchiuc
I'cdiilllil' es-c1l1siviiics where appliralilc upon publk.iliiin,

I J i Includc 1~11l address of j)alcl1 OWIlCr. If patell owncr resides
oUbide ihc LI,S. iiidii:ale ihr l'lll1tr)'ili ('he :zip ':Hek bltie'k.

ll') Answer ihis (IUt'Slioll if ,ipplicable, If palcii Oll'lilT and NDA
applic'anl/hiilJer rcsi,k in I he.' L;niled Slates. 1c,iVC _\p;in~

hlank.

2. Drug Substancc (Adivc Ingrcdient)

Compieio: :11I ilt'lls in ihis ~ci'iìoll if thc paient daims Ihe drug
suhslal1lt' thai is ihi: sufljel'1 ,.1' thc pcnuing NDA. ill1enJmeni. ,ir
suppk11t'ltl.

2.4) Nami' ihe polyiii'rphic tiinn of ihe drug idcmified by the
paii:Ilr.

2.51 A p;1lt'1I1 li)r a lIel,II1"liic: (.f the approved ;idivc ingreuicl1
may nOI hc suflniiiicd, If ihe paicnl claims an appruved
meihou or lIsilig thc ¡¡PPl'wti drug pniJUl'1 III i1Jllinisler
ihe metaboliie. ihe pillt'll may he siihiniiied as a ilicIIl\d ..1'
usc patent Jepcnding lin tht' respoIiSCS") sceiion 4 of ihis
form,

2.7) Answer ihis lJucstion iinly if ihc pilieni Îs a prouuci-hy-
process pateil,

3, Dnig Product lConiposition/Formulation)

Coiiplete ¡ill il('IIiS iii ihis sl'ction if ihc pilleii c:aÎlUs Ihe drug
prodlllt ih¡ii is ihc siibj~cl of the' penJing I\D/\. amenumeni, or
supplenien!.

3.31 An answcr to lhis lJui'stion is n,:,1uirl'd only if thc refl'rcl1:ed
pale'1l1 is a product-hy-process pale'OI.

4. Method of lise

Ciiml'kie all items iii ihis sicrÎnn if the palel1 c1i1iins a meihod of
use of ihe' drug prc.diil' rhal' is Ihe subjt'cl of ihe penuing ?'DA.
~iiiiendmeiii. or supplemen!.

.l.2) Idciiiify liv'numbel' cadi daim in ihe paltniihat claims lhe
use\sl 'of'the' diiig 1('1' whil'h ilppni\'al is heing soughl.
liiJinlle whcther '..I' 111.1 c¡Kh iliJiviuual claim is a claim for
;i meihiidlS) e.f lise ..i' the unig I'lli' which appi\.val is being
s"lIght.

4.2;i) Sreeify (h,' pan ill ihe propllSeu unig Iahding ihal is

claimed hy Ihe pale'nl.

5. No Relevant Patents

Complete this section (.nly if applic';ihk.

6. Declaration Certiication

Complete aU items În ihis sel'ikiii.

6.2.1 Aiiihiirizct! sigii;ilurc. Chcd.: i'iie ~ll ihe f,'ul biixes ih,it bi'sl
desi:rihes ihe a\lihnrio-ed sifiiaiure.
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Departent of Health and Human Services

Food and Drug Administrtion

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

For Each Patent That Claims a Drug Substance
(Active Ingredient), Drug Product (Formulation and

, Composition) and/or Method of Use

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

See OMS Statement on Page 3.

NDANUMBER

21-957
NAME OF APPLICANT / NDA HOLDER

Astreneca LP

The following is provided In accordance with Section 505(bl and (cl of the Federal Fod, Drug, and Cosmetic Act
TRADE NAME (OR PROPOSED TRADE NAME)
NEXIUMii (esomeprazole magnesium) DelayedcRelease Granules for Oral Suspenion

ACTIVE INGREDIENT(S) STRENGTH(S)
Esomeprale magnesium 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg

esomepraole magnesium trhydrate)

-DOSAGE FORM
Oral

This patent declaration form is required to be submitted to the Foo 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(dX4).
Within thirt (30) days after approval of an NDA or supplement, or within thirt (30) days of issuance of anew patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information basedön 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 FOA 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 attch an additional page referencing the question number.

FDA wil 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 submIttd for the pending NOAr amendmen~ or supplement referenced above, you must submit all the
Information descrIbed below. If you are not submittng any patents for this pending NDAr amendment, or supplement,
complete above section and sections 5 and 6.. '. .'.
1. GENERAL .!.

.,":

a. United States Patent Number
6,428,810

b. Issue Date of Patent
8/612002

c. Expiration Date of Patent
11/312019

d. Name of Patent Ower
AstraZenecaAB

Address (of Patent Owner)
8E-15185

City/State
Södertlje, Sweden

zip Coe .
8E-15185

FAX Number (if available)

Telephone Number
01146855326000

E-Mail Address (if avaÎ1able)

e. Name of agent or representative Who resides or maintains
a place of business within the United States authored to
recive nolice of patent certfication under secon
505(b)(31 and G)(2)(B) of the Federal Foo, Drug, and
Cosetic Act and 21 CFR 314.52 and 314.95 (if patent
owner or NDA appficntlolder does not reside or have a
place of busineSs within the United States)

(r Vice President, General Counsel & Compliance

Offcer
Astrneca Phaeuticals LP

Address (Of agent or representative named in 1.e.)
i 800 Concord Pike

.

City/State
Wilmington, DE

ZIP Code
19803

FAX Number (if available)

Telephone Number

(800) 456-3669
E-Mail Address (if available)

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

approvedNOA or supplement reerenced above?

g. If the patent reference above has be sùbritted previously for listing, Is the expiration
date a new expirati9f dalé?

..

t8 Yes

Dyes

ONo

t8No

,
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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 NoA. amendment. orsupplement? DYes t8 No

2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredieni described in the pending NoA. amendment; or supplement? Dyes t8 No

2.3 I( the answer to question 2.2 is "Ves," do you certify that, as of the dale of this declaration, you have test data
demonstrating that a drug product containing the polymorph wil perform the same as the drug product
described in the NOA? The type of iesi dalarequired is described at21 CFR 314,53(b). DVes DNo

.

2.4 Specify the polymorphic fomi(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 pateiit claims a pending method of using lhe pending
drug product to administer the metabolite.) DVes t8 No

2.6 Does the patent claim only an intermediate?

DVes t8 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.) DVes , DNo

,

3. Drug Product (Composition/Formulation)
.

3.1 Does the patent claim the drug product, as defined in 21 CFR314.3, in the pending NoA, . ,

amendment. or supplement? l8 Ves DNo
. 3.2 Does the patent claim only an intermediate?¡

DVes t8 No

3.3 If the paient referenced in 3.1 is a product-by-process patent, is the product cl,aimed in the
patent novel? (Aii answer is required only if the patent is a product-by.process patent.) DVes DNa

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, pro.vide the following information:
4.1 Does the patent claim one or more meihòds of use for which approval is being sought in

the pending NDA, amendment, or supplement? ¡g Ves DNo
4.2 Patent Claim Number (as listed in the patent) Does the patentclaím referenced in 4.2 claim a pending method
l J

I of use for which 

approval is being sought in the pending NoA,
amendment, or supplement?' l8 Yes 0 No

4.23 If the answer to 4.2 is Use: (Submit indication or method of use information as identifed specifically in the approved labeling.)
"Ves.' identify with speci- See NEXIUM Delayed Release Gniiules iii I.abel .it DESCRIPTION. INDICATIONS AND USAGE.
ficity the use with refer-
ence to the proposed Inf()rniati~in for Patitnts DOSAGE AND ADMINI$TRA nON
labeling for the drug
product

5. No Relevant Patents .

For this pending NDA. amendment, or supplement, lhere are no relevant patents that claim the drug substance (active ingredient).
drug product (fomiulation o(cornposition) or method(s) of use. lor which the applicant is seeking approval and with respect to

DVeswhich a claim of patent infringement Could reasonably be asserted jf a person not licensed by the owner of the patent engaged In

the manufacture, use, or sale olthe drug product.

FORM FDA 3542a (7103) 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-
sensitve patent information is submitted pursuant to 21 CFR 314.53. I attest fliat i am familar with 21 CFR 314.53 and

i
this submission complies with the requirements of the regulation. i verify under penalty of perjury that the foregoing
is true and correct.

Warning: A wilfully 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 Sìgiied

other Aulhonzed Offcial)(Provide Information below) U/~-~??C7 L-
..

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

Check applicable box and provide information below.

0 NDA Applicant/Holder l' NDA Applicants/Holder's Attorney, Agent (Representative) or other
Authorized Official

.

,0 Palent Owner 0 Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official

Name
Glenn M Engelmann. Vice Pre::idenl. General CUlll\~c1 & Ciiiipli~ince Officer

Address City/State
J 800 C..incord Pike Wilmington. DE

"

ZIP Code Telephone Number
19803 (302) 886-3244

FAX Number (if avaìfable) E-Mail Address (if avaìfable)
i:~02) SS6-157S glcnn.engd mann (ß~a~tra7.eneca .~',)in

'l1ic' jlunlie I'crorlin;, himkn for "ihi:, t:ultt:i:if.tn (if În"fnrinall011 h~lS h...\:ii estimated h i a vi'r'IHi.~ tJ lU.HllS per n:;,llclIlS\... indlU.Jing ihe (¡ml.' for fl'vic\vil1g

instrut,lit.iiis. s~an...hing i:xisiing Jata $OUI't:t"S. gathering and mailUaÎliing iftc tlaw needed. and ('1.1Inpil'in~ :l1cJ l"l4\'i,.:wing iht' ('ullt'ctIun uf infonmniiiil. Sl"IiJ
ClJlJ~lllL"fllS' n.¡;;lrding this. hurJl'11 estiinah:' Of ;,iny oihc'--: ..ISPt"Ll ufihis c(llk~iiol1 of infnrii:.lion, iUL'lUililig ~llgscsiilinS" for reducing til!.) blin.1i.n to:

F..~)d ;iid Dnig Adiiinisti~ition
CDER iHFIHIU7)
5h(Kl rishel'S Line (

Rockville. :VlD 1()~57

Aii agei,.y ila." 1101 ('(JldlU'l iir .\l'i'/HOr. awl" JlfO',-,1i is IlOf h't(uirn/ (0 /"(",\/,(lluIIO. tl t',f1,'("lilili (~l
ÌI!/imiul/ÌlOf 11I1".l's it dÎ.l'lili'.I II I'lrr('lily ralM OM 13 miiroliil/iiba.

"

,
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

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

Gcii'nil Inliirinaliiin

. To ~iibinii pat':lIf iiillmn:ition to ihe agency tht' appropriate
paieiit decl:ir.itioii limn mll~t be used. Two tl1riliS arc avail;iblc
li.l pat.:ni sullmissioiis. The appwval staius of your New Omg
Applii:aiioii will di;tennint' whkh li.)rii you should iisc,

· Forin 3:'42a should, he useJ when subiiilling palent
inti.irmalioii wiih flligiii.ll NOA slihiiissiilll. I\D¡\ .ullc'lidnlt'lIlS
anu NOA suppkinclls priur to appn.wal.

. liirin :i:'~:: shl/ulù be used afler ,\DA or suppk'iicii;il
;,ppriwal. This liirin is to he siibiniiieu within :10 Jays alkr
;,pprol'.il of an applkation. 111is fiirin should also be used to
suhmii patcl1 inti.llii:ltioii rebting to ;,n ;IPPlOVlU suppltiiciii
unucr21 eFR :i 14.:':1ld) to di;,nge the liinmilation. add a iiew
indic;,iion'iir O1h.:r l'ondiiiiin of usc. diange ihe strcngth. or tii
make any ollltr p;iiciied dliUige lcg;lrJíng the ùnig. drug
prodiiir. or any mclll\ id of use.

. Form :i:'42 is abo in he u~cd Ii.ir p;lteni~ i~~ued alier unig
appn,l\al. l'alenlS issl./eJ ancr drug approval arc re(iuirt:d H1 he
suhmiiied wiihin :10 days of patcni is~u:lIln' for the parent III be
l'iisidi'red "tiiiely tiled."

"j
· Only inf(innal'onfroii form J:''l2 wi 11 bc u~td lèir Or:iige

Book Puhlí,.iii(in purr"s.;"

. Fnriiis ~linuld he suhiiil'cd "" desçribcù in 21 CI'R 314.53. Aii
addilion,,1 ('Ip)' of form J:,42 10 the Orange Book Staff will
i'xpcdill' 1';llel1 puhlkaiioii in th': Orangc Bouk, Thc Orange
B,iok Siaff aJdre~s las uf July 2003) is: Oraiige Book Sraff.
Office of Generi, Driigs OCiDfHFD-(iIO. 7.'00 Siandish PIa"..

Rl.,ckl'ilk. ~'ID ios:,).

· The rCl'eipt J:iti' is ihe ùaic that iht' palt'll intiinnatioJl is daie
sta'iiptd in ihe l..litral dtiniiiicii 1'l(lnl. Patents arc coiisídcred

lisleu 011 ihe d:llc received,

· Additional 'l'opics of thesc limns may he downlo;ided from ihe
Iml'fIet al: IIII(J:/I/;lrtlS./I.II'. ~ol'¡Oirll,\'¡/;¡lIlillil/tdiililll.f1/1I1,

First Scction

CUllplcte all ilenis iii this seciion.

1. GcncralScctioli

Completc all ilems in this seciion with refercnl'c ttl ihe patent
it~'l't'

kl Iiidude palCI1 expir;llion datc. induding ;,iiy Haldi-W¡ixl1an

pate'tlt i'xteiision .1 I re,ill)' granled. Do not iiidudc any
applic.lhlc pediairic- cxclusil'it)'. 11ie ¡(gency will include
pediatric t'.\du~ii'iiies ii;hcri' applicable upon piihli('atioii,

I d) Iiidude full addrcss of 'pati'ni. owilcr. I I' patel1 o\ùicr rcsides
owside the U.S. indicatc the i:uIHry iii the zip ('ode block.

I t,l Answer ihis qucstion if applkahle. If patent OWller and NDt\

.ipplicaiit/holut'l reside' iii ihe United Siates. 1e:l'C spact'
blank.

1. Onig Suhstance (Active Ingredieiit)

Complett' all itcms in ihis si'Clion il the patent claims' ihe Úllig
.~iibslaiice that is llii' suhjeci of the pt'nJinr "IDA. amenumeiit. or
'lippkment.

204) Kaiie the riilynlorphi, liirn 01' ih(' dl1g ideiiilíed hy the
¡¡.iient.

2.)) ;\ patent for a Ilciat"iliic Ilfthc approvcd ar:tive ingrt'dit'nt

may not bc ,submiiied. If the paiCn! l'aiins an ¡lppr(lI('tl
, nii'ihud 01' using, the appnlled drug prildui:i to adiiinister

the iieiaboliti:, ihe paieni may he suhniilled as a meihod or
usc patent uepending (In the rl"SpliiISe~ ttl scciion .i of this
rorii.

::. 71 ¡\n~wl' this qUt'stiiln Only if the p;, reii 1 is " prodUcl.by-

Pflll'SS paten!.

3. Drug Product (Composition/Formulation)

Complete ;,ll items in this st'eiion if ihe patel\ c1aiiis (he drili;
pniJlIcl th:11 is ihe subjel' of ihe pending :'OA. amenJml'ii. o(
supplement.

:i.31 An answcr 10 ihis qlll'stion is reljuireJ only if (he rckreiieed
pa!enr is ;, prouUl:t-liy-proc'ess paient.

4. Method of Use

Coiipleie all Ilt'ms in ihi~ seni,in if the patent claims a method 01'

USl' 01' ihe drug pwduct thai j~ ihe suhjeci of ihe rending ,\IDA.
aiimdiiieiit. or $UPPlcl1tlll.

4.2) Identify hy nlimbC'r t':idi daiii iii ihe parent that d;iim~ the
use(s) of ihe drug IiiI' \\;hith appro\'al is bt'ng söuglil.
Inuitate wheihcr ()r 11111 each iiitlil'iL!ualdaim is a claim tiir
a methodlS) of use ..1' the drug Jiir which appnllal is heing
sought.

4.2;i) Specify the pan of the PI\ljJl),ed dllg labeling thai is
claimed hy Ihe p;,icnl.

5. No Relevant Patents

Complete (his seciion only if applii:abk.

6. Declanition Certifcation

Ctiiipll'e all itcils in this section.

(i.:2) Auihorized signai lire. Chcck oiie ur the riim hoxes ih;,l bc~i
deslTihe.s the :iuihorized sign:lIurc.
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Department of Health and Human Services For Approved: OMS No. 0910-0513

Food and Drug Administrtion Expiration Date; 07131106

See OMB Statement on Page 3.

~ ~ "\ PATENT INFORMATION SUBMITIED WITH THE
NDANUMBERi FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-957

For Each Patent That Claims a ,Drug Substance NAME OF APPLICANT I NDA HOLDER

(Active Ingredient), Drug Product (Formulation and AstrZeneca LP
Composition) andlor.Method of Use

The following is provided In accordance with Section 505(b) and (c) of the Feeral Food, Drug, and Cosmetic Act
TRADE NAMË (OR PROPOSED TRADE NAME)
NEXIUMOO (esomeprale 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)

\

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 thirt (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patElnt, a new patent
declaration must be submited 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 decaration form submitted upon or after approval wil 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 additonal space Is required for any narrative answer (Le., one
that does not require a 'Yes" or "No' response), please attch an additonal page referencing the question number.

FDA wil 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
) Informat/on described below. If you are not submittng any patents for this pending NDA, amendment, or supplement,

comalete above section and sections 5 and 6.
. i. . . ~

,-i~ .1.GENt:RAl. .'- .
;

..
.,'_. ~: .

a. United Slates Patent Number b. Issue Date of Patent c. Expration Date of Patent
6,369,085 4/912002 5/25/2018

.

d. Name of Patent Ower Address (of Patent Owner)
AstraZeneca AS SE-151 85

City/Slate
Södertlilje, Sweden

.

zip Code FAX Number (if available)
SE~151 85

Telephone Number E-Mail Address (if available) ,
01146855326000

e. Name of agent or representatie who resides or maintains Address (of agent or representatie named in 1.6.)
a place of business within the United States authorized to 1800 Concord Pike
recive notice of patent certcation under secon
505(b)(3) and (j)(2)(8) of the Fedl Foo, Drug, and

City/SlateCosmetic Act and 21 CFR 314.52 and 314.95 (if patent
ower or NDA applicanlllder does not reside or have a Wilmington, DE
place of business within th United Slates)

c: Vice President, General Counsel & Compliance zip Code FAX Number (if available)
19803

Offcer
AstraZneca Pharmceuticals LP Telephone Number E-Mail Addres (if available)

(800) 456-3669

f. Is the patent reference above a patent that has been submitted previously for the
\ approved NDA or supplement referenced aboe? . I8 Yes DNa\
i

g. If the patent reference above has been submitted previously for listing, is the expiration ,./-

DYes I8 Nodate a newexplratior date?

FORM FDA 3542a (7/03) Page 1
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For the patent referenced above, provide the fo/fowing 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

des'nbed in the pending NDA, amendment. or supplement? t8 Ves DNa
2.2 Does the patent claim a drug substance that is a different polymorph of the active

ingredient described in the pending NOA, amendment. or supplement? DVes iz 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 listed on that basis,

2.3 lf the answer to question 2.2 is "Ves,"do you certify that, as of the date of this declaration, you have test data
demonstrating that a drug product containing the polymorph wil perfofl' 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 DNo

2.4 Specify Uie polymorphic fori(s) claimed by the patent for which you have the test results described in 2.3,

~
-- ..- -- -------

2,5 Does the patent claim only a metabolie 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 usìng the pending
drug product to admiiiister the metabolie.) DVes iz No

2.6 Does tiie patent claim only an intermediate?

DVes- iz 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.) DVes DNo

) 3. Drug Produc.t (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? (8 Yes DNa
3.2 Does the patent claim only an intermediate?

DVes iz No

3.3 If the patent referenced in 3.1 is a prodiict-by-process patent, is the product claimed in the ,

pàtent novel? (An answer is required only if the patent is a product-by-process patent) DVes DNo.

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? rg Ves DNo

4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method

I~
, I of use for which approval is being soughtìn the pendingNDA,amendment. or supplement? ' rg Ves D No

4.2a If the answer to 4:2 is Use: (Subniil indication or method of lise information as identified specifically in the approved labeling.)
'Ves," identify with specie See NEXIUM Delayed Release Granules in Labèl ilt DESCRIPTION, INDICATIONS AND USAGE.
ficity the use with refer-

Information for Patients OOSAGE AND ADMINISTRATfONenee to the proposed
labeling 10r the drug
product

5. No Relevant Patents

For this pending NoA, amendment,or supplement, there are no relevant patents that claim the drugslibstance (actìve ingredient).
drug product (fonnulatiòn or composition) or method(s) of use, for which the applicant is seekingapproval and with respect to

DYesw/iich a claim of patent inlriiigement could reasonably be asserted if a person not licensed by' the owner 01 the patent engaged in
the manufacture. use, or sale of the drug product.

.

FORM FDA 3542a (7/03) 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-
sensitve patent information is submited pursuant to 21 CFR 314.53. i attest that I am familar with 21 CFR 314.53 and
this submission complies wrth the requirements of the regulation. i verify under penalty of perjury that the foregoing
is true and correct.

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

6.2 Authorized Signature 01 NDA Applicant/Holder or Patent Owner (ANomey, Agent, Represenlative or Date Signed,
other Authorized Official) (Provide Information below) ý~s-~-, --./

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is not the flDA appllcant/
hotder isauthonzed to sign the declaration but may not submit it directly to FDA. 21 CFH314.53(c)(4) and (d)(4).

Check appllcable box and provldelntormatlon below.

tJ NDA Applicant/Holder rg NDA Applicants/Holder's Attorney, Agent (Representative) or other
Authorized Official

0 Patent Owner 0 Patent Owner's Attorney, Agent (Representative) or Other Authorized
Offcial

Name .

Glenn M Engelmanii, Vice Pröiclcnt. General Counsel & Ci.iipliunL'c Of1ccr

Address City/State
I SOO ConcLlrd Pikè Wilmington, DE

zip Code Telephonè Number
19803 (30::) 886-3"244

) FAX Number (if available) E-Mail Address (if available)
i3(2) 1)1)6-1578 glen n.engel lia n n 0) as rr¡¡ZeneL' ¡¡, L'( iin

111~ puhli~ rClHirtilig hurik'ii li)r this c(llliTIÎOJI of infoflnalIllU has h.:cii ,,"iiialed 10 ~y.cragl.' l) llOurs ll' rCSpOll$t.: iIH.:ludin£ the linii: flJf ftviewing
ÎIl...lruciions. ~can:liillg l'xi~tiiig tlaia ~uurù:s~:siillcriiig and IlliJiliiailiing the daia llccdi:d. aIid i:uiiplltiiig and reviewing the COllcCliol1 -of inforinaiiun. Seiid
cOJlunc:nls rcg,inliiig rlii~ hun.len c:\tlm~1h.' tif ~lly otht'f a:-pC:Cliir ihis \,)lkcIÎtlO t,lf ililürliulÎiill. iilLllIJing :-u~g.\.siiiin., li)r rt:lluc.ing ihi;. Iiun.kii tn:

FIUIÚ ailt.Dnlg Adminisrraiion

CDER lIFD.n071
5('(K) Fishers L:ii~
RlIêkl'lic. :-11 20~.'7

A" i(i;('1I4~\l1la." lI(lll'11dur( fir ",lhll.'I1". Ifui! fI j't.'tSOIl is Ilot .r'(JllÌl'(~rI ((I J''.'1'll1d 10. a l"illc'I'IÎoli IJl
ÍI¡lúmuliìiililml",\,.\, ìi dÌ.f¡JcI'y,\ l( i'/lr1"'III-" l'l(lìtl OMIII'I/II'iiliiiiiiba,

~

FORM FDA 3542a (7/03)
Page 3

f'$C~k.,li;iA.1jl.lllll-U.1.1.II'IU Ef



INFORMATION AND INSTRUCTIONS FOR FORM 3542a

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

General IlirOliiatioli

. To suhmil l'at~11l information to the ¡¡gency the appropriaii'
pareiit úedaratiuii form must hc' used. Two fòrim an: availahk
for pai~ni submissions. Thc' appwval status iif )'iiur l\ew Dni¡;
Applkati(.n wil úclt1'iiIni' whidi form ,you sl\(uld usc.

· Fnl'11 3:'41a slwuld hç used wheii siihmilliiig pali'II1
iiili"rmati(iii wiih ori~inal ;\0/\ slibmis$ioIiS. NDA amcndliieiiis
and "JDA siirpkmeiiis prior to appn)\~11.

· Form 3:'42 shoulù be used ~iner NDA or supplemental
approval. This i..mn is to be slthmilleù wiihin 30 days after
approv:il of an applîl'~ition. This form sl1luld ¡¡Iso he used to
suhmit p¡¡ient infoniniion relating to aii approved suppkmcni
iiiu.lr ~ I CrR 31453(d) tiiehange the formulation. add a ill'w
indicaliilJ or other condition of ìise. c1iangt' the strength. or 10

niakc aiiy oihc: paieiit'U dl;Ulge regarding the drug. drug

product. or ~mj' Iilethou of ust'.

. Form 3:'42 is also to be used i..,r parents issued ;iner drug
approval. Paieiiis issued alier drug appwval ~ire required 10 he
submil1ed within 30 Jays of paient issu;inci' 1'01' ihe patent to hl'
consiueri'd "timl'y file(i'''

· Only iliJi,riiiatioli from form 3:'4~ will hc used liir Orange
Book Puhlicatioii purposes.

. f'iirins shoiilil he SUlilliui'U a. uöcribeu iii 21 erR J i.l,:n, Aii
;iddiiinnal i'Opy of Ii'rm J:,'l2 Iii the Orange Bool; Siaff will
Cspt'diie palc'nt puhljcalioii iii the Orangt' 8('ok. The Orange
ßlIilk Siaff adilrelis (as ut .lillY ~003) is: Orange Book Staff.
Ol1ïll' or Geiieric Drugs OGD/H FD-(¡ i O. 7:'00 Slandish Place,
Rlllkville. MD LOÖ:':'.

. The reccipt date is ihe'datc thai ihe patent inliinnaiiuii is dale
stampl'd in the ceniral dllc'Ul1ent rooii, Patciis ;lIt' consiuereu
listed Oil the dale rt'l':ived.

. Addiiioiial cupie,s of these lilrlis may hl' downloaded from the
fiuenlt't at: 11/1/1 :III'Orliis.('st'. ,!ol'fimlisltítallillilfifahlli./IIIiII.

First Section

Ciimpkie all ¡1"lls in this section.

J. Gcucnil St'ction

CllJlpltll' all ilciis in ihis Sl'llÎlIlI wÎth referc'Jln: 10 thc p;ueii

ibcl f,

k¡ Include pate lit espiraiinn daie. including any Haidi-Wasnìaii
patent estension already gninted.Do not iiiclude :lIy
applilahle pediatric esdusÏ\;¡ty. nie agellt:Y wil indude
pcdi;llril csclusi\'iiies wheri' applkahlc upon puhlïcatioii.

lui Indud.. full :iddr.:ss of paieiit owneL If paieiit nwlll" resides

. l'lIrsiJ.: the liS. indicate the c(lunliy iu the zip c'oue hlod:.

Ie) Answl' ihis t¡ucslioii if applic:ihle, If patenr oWl1er aiid NDA
applie;int/hnltler resiùe in ihe l.:nited Slates. leave sp:ii'eblank, .

2. Dllig Sub~1aiice (ActiVl Ingredient)

Complete all itt'ms in ¡his sel'iion ir ihe patcl1 daims the drug
suh~t;uice ihai is the SUhjLl'l "I' ihi' pending "JDA. :lmcnuml'll. or
liupplenttJlt.

~A i Name the Ixilynllrphic limn uf ¡he drug identified hy ihe
p;iieiil.

2.5) A p;itenr fòr a nieiahiilile of the approved ;ictiw ingreJient
may not be suhniitted.ll ihe pareiii d;iinis :ti approved
method or iisiiig the approved 'drug pnidui,t 10 auminister
dic metabolite, ihe patell may hc' suhniilled as a nieihi'u of
usc paieiii depending un ihe reS(llllisc'S to seciiiiii 4 or this
forii.

2.7) Answt:r thisquc'stion only if the pali.nt, is ¡¡ pnidIKI-hy-
pniù'ss p;ilenl.

J. DrugProdut.t (Composition/Formulalion)

Comrleti' all items in ihis section if ihe patent claims ihi' dni¡!

product ihat is the sul,!icel of ¡he pendiiig :"OA, aml'ndmenl. or
sÌlpplcmcnt.

3.3) Aii :iiiswer to ihis t¡ueslion is rel(uiri'd oiily if lhe rel'tellL'eu
patent ili a pruduL't-hy-proi'css paien!.

4. Ml'hod of Use

Cuiiplete all items in ihili sCl'tiun if ihi' patel1 daims a method of
USt' ll ihe diig produci Ih;11 is ihe suhjcct or tlte pcnding ~Oi\.
:ul1('lidlli'lIt. or supp!tmi'lIt.

4.2) Ideniify by ii,imher c';idi daiiiin the paleiit that daims the

use!s) or the tlnig rur wltkh ;Ippnival is hciiig soughi.

lliJicate whether or not i';Il'1 individual dai1l is ;1 d:iiii for
:i method!s¡ iif lise or IlIl' drug l~ir which appr~ival is beiiig
sought.

.l.2a) Specify the p;irt of the pnirosetl drug lalieling that is
daiiicd by the paient.

5. No Relevant Patents

Compleie ihis sell¡on only if arrlictbk_

6. Declaration Ccrtitkatioii

Cumplete all ileiiš in thi~ sl'l'ioii.

6.21 Authorized signature, Check uiie of (he I¡'IUI hnxcs ih:i( hest
descrihcli thi' ;iiitlinrizc'd sigu;iturt:,

FORM FDA 3542a (7/03)
Page 4
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Departent of Healt and Human Services Form Approved: OMS No. 091()513
Food and Dru Administration Expiration Date: 07/31/06

See OMB Statement on Page 3.

)
PATENT INFORMATION SUBMITTED WITH THE

NDANUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-957

ForEach Patent That Claims a Drug Substance NAME OF APPLICANT 1 NDA HOLDER

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

The followIng is provIded In accordance wIth Section 505(b) and (c)ofthe FederafFood, Drug, and Cosmetic 
Act 

, TRADE NAME (OR PROPOSED TRADE NAME)
NEXIUMlI (esomepraole magnesium) Delayed-Release Granules for Oral Suspensìon

ACTIVE INGREDIENT(S) STRENGTH(S)
Esomeprazole magnesium 20 mg and 40 ru Esomeprazole (22.3 mg and 44.5 mg

esomepraole magnesìum trihydrate)

DOSAGE FORM 

Oral

This patent declaration form is required to. be submitted to the Foo 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 thirt (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 wil be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-wrltten 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 attch an additional page referencing the question number.

FDA wil 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 submittd 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,
comø/ete above section and sections 5 and 6.
1.GENl:RA
a. United Slates Patent Number b. Issue Date of Patent c. Expiration Dale of Patent
5,900,424 5/4/1999 5/4/2016
d. Name of Patent Ower Address (of Patent Owner)
AstraZeneca AB ' SE-15185

,

City/State
Södertlje, Sweden

zip Code FAX Number (if available)
SE-15185

Telephone Number E-Mail Addres (if available)
01 i 46855326000

e. Name of aoont or reresentative who resides or maintains Address (of agent or representative named in 1.e.) ,

a place of buiness within the United Statesauthonzed to 1800 Concord Pike
receivenollce of patentcertficaUon under secion
505(b)(3) and (j)(2)(B) of the Federal Foo" Drug. and
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State
owner or NDA applicantlolder does not reside or have a Wìlrnngton, DE
place of business within the United States)

0' Vice President, General Counel & Compliance zip Code FAX Number (if available)
19803Offcer

Astra2neca Pharmceuticals LP Telephone Number E-Mail Address (if available)

(800) 456-3669
f. Is the patent reference above a patent that has been submitted previously for the

\ approved NDA or supplement reference above? I: Yes DNo)
.' g. If the patenfreferenced above has ben subfitt previously for listing, is the expiration

date a new expiration date? Dyes t8 No

FORM FDA 3542a (7/03) Page 1
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For the patent referenced above, provide the fol/owing 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 p~nding NDA, amendment, or supplement? t8 Yes DNo

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? DYes ¡g No'

. Certin claims may cover at ¡east 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 certify that, as 01 the date 01 this declaration, yòu 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). DYes DNo

,

2.4 Specify the polymorphic fonn(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 il the patent claims a pending method of using the pending

drug product to administer the metabolite.) DYes i: No

2;6 Does the patent claim only an intørmediate?

DYes (8No
2.7 If the patent raferenced in 2.1 is a product-by-process patent, is the product claimed in 1he

patent novel? (An answer is required only if the patent is a product-by-process patent. DVes DNo
.

3. D,rug 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? DYes i: No .

3.2 Does the patent claim only an intermediate?

DYes t8 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 il the patent is a product-by-process patent.) DYes DNo

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 tieing sought in
the pending NOA, amendment. or supplement? t8 Ves DNo

4.2 Patent Claim Number (as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method

2 i. 22
I of use lor which approval is being sought in the pending NDA:amendment, or supplement? i: Ves D No .

4.23 Ii the answer to 4.2 is Use: (Submit indicatioii or methód of use iiifònnatioii as identified specifically iii tlie approved labeling.)
"Ves,. identify with speci- Se~ NEXIUM Delayed Relea~e Gf:inules in Label at DESCRiPTiON. JNDlCATJONS AND USAGE.
ficity the use with refer-

lnti.ifmation tilf Patiem~ DOSAGE AND ADMINiSTRATION.ence to the proposed
labeling for the drug
product.

.

5. No Relevant Patents

For this pending NOA, çimendiient, 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

DVeswhich a claim of patent infringement could ieasonably be asserted if a person not licensed by the owner of the patent engaged in

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

FORM FOA 3542a (7103) 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 supplementpending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitve patent information is submitted pursuant to 21 CFR 314.53. i attest that i am familar with 21CFR 314.53 and

.... ....... __this submission complies with the requirements of'he regulation. i verify under penalty of perjury that the foregoing
Is true and correct.
Warning: A wilfully 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
other Authorized Offcial) (Providelnforniation below)'. . 724~-y

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

Date Signed

//~~
is not the NDA applicantl

Check applicable box and provide Information below.

o NDA Applicant/Holder (g NDA Applicant's/Holder's Attorney. Agent (Representativelor other
Authorized Oficial

.

o Patent Owner

,

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

Official

Name
Gknn rv Engelmann. Vice President. Gi:neml Counsel & Compliance Ottìi:er

Address
I SOO Concord Pike

City/State
Wilmington, DE

zip Code
1,9803

Telephone Number

(302) S86-3244

E.Mail Address (if avaìfable)
glenn.e ngel il a 11 n (ii a Slrazcnec axi II n

FAX Number (if available)

()02) SSCi-l:'7S

'111c puhlic repo'1ing hunkn fnr this colki:ion of intc'l1llatiiin h:is bt'cn esiiniaieu II a\'lTdgc 'i hOUfS I'a response. induding the iimt fOf rc\'it'wini;
inSlillliiiJlIs.. searLhing (.'xisiini: Ja1iJ so(ln.'e~. ~athcring anu maintaining iiie daL~1 nc~dct.. ;1IU L\lniplctI.ng. and ftvicwing th\." collcLIit.1n of inforniaij()Il..'it'nú
~'(1mml.'nts ll.ganJillg this hurdeii csJÎmall' ur ;my oihi:r~~pt"ci (if ihi~ i"olk(,"IÎc.'Iii!" inJi1rli;uìnli.iiiduJing .suggc.'slioliS tiil" n:dul.:ing .hi:: hurûtn 10:

hliiJ aud DfUg Auniinisiraiion

( :DER(I-lfD-l.1071
5úlKI FislllfS Laue
RlIck',-ilk. MD 211:)57

.-lIltSI'Il("Y lIel." iiul l"tldiic'i iil' .\1'OIÚl1l". lti"" l'l'O',1I ¡.\ 1101 /"'(iii;n.:d (0 rcs¡i.iid 10, (f c"iili,,'ciitm i!f

;,!/i'n/llIÏiii ,~i/,,_,-- if (fi,IJi¡a,".Ill ('iirr"iii(y l'IiIM OM/I (:11~i1,,,1,1/~i/10:
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

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

l;riieral Iiifiirimitimi

· To suhmit paten! informatioii to the :ig:eni.y the appropriate
patt'n! drd:imiion form musl be usi.d. Two tilrllS arc available
for paieii submissions, The ~lpprov;11 SlaWs of rour New Drug
Applilalion wiI dettrminr which form )'011 shnulilusc'.

· Form .1542a slwiild bl' usnl wheii suhmilting p;J1t:ll
inli'lliiaiii:i wiih ori~ili~11 :"DA suhiiiissions. .'DA alilc'nJmenls
;IIJ t'D!\sliiiplemt:lls prim!1l ;ipprú\'al.

· Fumi J542 ShllUld hc' used ,ifit:r NDA Ilr suppkmeilal
;ipprii\';il. This fiirm is (( be suhmiìied, wiihin JQ Jays afier
;ippw\'al of an ;ipplic;itioii. This l(il111 shnlilJ :ilso he lIseJ IÖ
suhmit patent inliiriiiiion rel;l1Îiig to an appnwed suppkmel1
unúer 21 eFR 314.53itl) .10 change the forinulaiion, aJd a new
iiìdic'ation I.lr other cnndiliiiii of use, chaiige the streiigih. or to
ii;ike aiiy other pateiited ch;iiige regarding 111e tlnig. úrug

prodiic'l, nr any iieill(ú of usc.

. Form 3542 is also to he iised for p:itelJS issued alLer drug
approvaL. P;iieiiis issucJ aner drug approval are requircJ Iii he
suhmiiied Wiihiii 30 J;iys of patc'ii issuance li)r the patent to he
c'onsidered "timely likd."

· Oiily information from form 3542 will be used for Orange
Book Puhlication purposes,

. forms shouJt. be sunmiiicd :is Jescribed iii :21 CFR J 1453. An
additiiiiwi copy of 1"lln 3:'41 to ihe. Orange I:hiik Slaffwill
expcJilt' patenl punlícaüon in the Orangc 8110k. Thc Or:ingc
Rook Siaff addi:e~~ las of .Iuly 200.1) is: Or;lIge Uook 51al(
Ollkc of Gcneric Drugs OGD/HFD-(iIO. 7500 Si;uidish PI:ice.
Rockville. \11) :108.'5.

· The receipi'daie is the dali' .ilwi tht' paieiii inl'iirin~ititlll is Jalt,
siam¡ied in the cellral dücllllelii f(IOm, P:ilents are ciinsidefed

lisied i)n thc' date n:ceivet..

· Additioiial c'upies of 1 hese liirns may he t.o\Vnlo;l(kd friini the

Internet at: /tim ://(iJl'ls. /1.(', g(II.!(i,lrilJ!¡¡èllillil/(i(a(II~Il.JiIIlI.

First Section

CIJllplt'IC all items iii ihis scction.

l. Geiicntl Section

Ctiiiplete all items iii tlii.s section with referenc'c tll the paient
¡lsrll.

lcl Include patent c.\piraiion datc, indut.ing any Hatch-W;ixnlan

patentexteiision alre;idy gniilrd, Dii nO! induJe any
;ipplÍlahk pedi:iiric exclusivity. The agency will include
pedialric exdusi\'ities/wherc applicable upün piiblic:ition.

iin IlicluJe filII adJressòl palent owner. If paient owner resides
outside ihe u.s. indicaie ihe CIullr)' in ihe zip wtle block.

Ie) Answer thisl(UèSlilill il' applicable. If pateni owncr and NDA
;ipplic:ini/holder re.side in the United Statcs. k;i\'c spact
b 1;11 1..

2. Drug Substam'e (AdÎ\'c Ingredient)

Complete ;111 ittlllS in ihis section if ihe !'ateiii claims ihe drug
suh,laiice ihai is ihe suhjeci nt the pendiiigl\DA. amciidmclll,or
sup¡ikmeiii.

2.4) 1\amc the l'i,lynil.llphic (('fill (if ihe drug ideiiitkd by the
pah:nt.

2,5) A parellt for a l1claLl0liie of¡ht: appftJwu :iciivc ingrediciii
1I:i" nor hc subiiiiied. If iht' pait'ni d;iiins an "ppnivrd
tneihiid of using ihe appwwu drug prodlKI to administer
ihe 1I1"tahuliil'. the palc'l1 may be suhiiiiued a.s a nicihoJ or
usc pateiii dcpendiiig iiii the responses 10 stction 4 of 11iis

k.iii.

2.71 Answer this qUtsiion only if tht: paieii is ;1 product-by-
proccss palc'iit.

J. Drug Product (Coliposition/ForlUulation)

Complete all iieiis in ihis scciioii if ihe pati'ni d;iiiiis ihe drug
proùurl ¡hal is the subjcc'1 of rhi' peiiding 1\OA, anienúmeii. 11r '
suppleiieiit.

3,3) An ;uiswer 10 this (IUt'stioii is rL'quired only if the referenced
p:iicnt is a I'I\Kiuci-hy-proi'ess pali'ili.

4. Mcthod of Usc

Complete all iiems iii this si'ciioii il' ihe p:iieiit cl;iims a n1lhnt. of
iise of (he dnig product that is thi' suhjcci of the pending NDA.
;lmenJllieiit. or SUPPICllCIIi.

4.21
,.

IdellilY hy numbcr c'"ch cl;iiii iii thc p;ilell ihai d"iiis Ihe
usc'(s) of tlie drug Iiir wliich appnl\al is beint: snughl.

Indicatr wheiher or nul cal'i individual d"iii is " c1aiii for
a Hlcrh"d\s) of usc of iht: drug f'JI' which ;ippwv:il is heing
sought.

4,2,,) Spù'ilY the pari of Ihe propiiscd ûriig landing thar is
claimed hy the patent.

5. No Relc\'ant Patents

Ciiiil'lele this stciion "nly if apl'licahle,

6. Declaration Ccrtifcatioii

Complete "ii items in ¡his sù'iioil.

6,21 AlIlhorized sign;llln:. Chcck ,1iC of the four boxes th:ii hcst
desnibes ihe auihorizi'ù ~igiiaiure.
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Department of Health and Human Services Form Approved: OMS No. 0910-0513
Food and Drug Administration Expiration Date: 07/31/0

See OMB Statement on Page 3..", PATENT INFORMATION SUBMITIED WITH THE
NDANUMBER

FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-957 .-
-- I- ---

For Each Patent That Claims a Drug Substance NAME OF APPLICANT I NDA HOLDER

(Active Ingredient), Drug Product (Formulation and AstrZeneca 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 (ORPROPOSED TRADE NAME)
NEXIUMII (esomeprazle magnesium) Delayed-Release Granules for Oral Suspension

ACTIVE INGREDIENT(S) STRENGTH(S)
Esornepraole magnesium 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg

esomepraole magnesium trhydrate)

DOSAGE FORM 

Oral

This patent decaration form is reèuired to be submited to the Foo and Drug Administration (FDA) with an NDA application,
amendment, or supplement as require by21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).
Within thirt (30) days after approval of an NDA or supplement, or within thirt (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 wil 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: Ifa(:dllionai 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 " you file an incomplete patent declaration or the patent declaration indicates the
patent Is not eligIble for listing.

) For each patent submittd for the pending NtJA, amendment, or supplement referenced above, you must submit all the
information described, below. If you are not submittng any patents for this pending NDA. amendment, or supplement,
comø/ete above section and sectIons 5 and 6.

',' ..
1. GENERAL.

."..
~., ,."

a. United Stales Patent Number b. Issue Date of Patent c. Expiration Date of Patent
5,877,192 3/2/1999 5127/2014

d. Name of Patent Owner Address (of Patent Owner)
AstrZeneca AB SE-1S185

City/State
Södertälje, Sweden

ZIP Coe FAX Number (if available)
SE-15185

Telephone Number E.Mail Addres (if available)
0114685532600

e. Name of apenl or representative who resides or maintains Address (of agent or representaUve named in 1.e.)
a place of business within the Unite States authorze to 1800 Concord Pike
receive notice of patent certcation under secion
505(b)(3) and 0)(2)(8) of the Federal Foo, Drug, and
Coetic Ac and 21 CFR 314.52 and 314.95 (if patent City/State
ownr or NDA applicntlolder does not reside or have a Wilnungton, DE
place of busIness within the United State)

. i: zip Code FAX Number (if available)Vice President, General Counsel & Compliance
19803

Offcer
AstraZneca Pharmceuticals LP Telephone Number E-Mail Addres (if available)

(800) 456-3669
f. Is the patent referenced above a patent thaI has ben submitted previously for the .

) approved NDA or supplement referenced above? (g Yes DNo
- /

g. If the patent referenced abóe has been submitted previously for listing, is the expiration
date a new expiration date? Dyes rg 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.

, 2. Drug Substance (Active Ingredient)
"

2.1 Does the 'patent claim the drug substance that is the active ingredient in the drug product
1- -described in the pending NDA, amendment, or supplement? DVes ~N(j .

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? DYes ~No

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

.

described in the NDA? The type of test data required is described at 21 CFR 314.53(b). DYes DNo
2.4 Specify the polymorphic formes) claimed by the patent for which you have the test results described in 2.3.

- - ----- -

2.5 Does the patent claim oiily a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the infoimation in section 4 below if the patent claims a pending method of using the pending
drug product to administer the metabolite.) Dves 18 No

2.6 Does the patent claim only an intermediate?

DVes ~No
2.7 11 the patent referenced in 2.1 is a product-by-processpatent, is the product claimed in the

patent novel? (An answer is required only if the patent is a product-by-process patent.) DVes DNa
3. Drug Product -(Compositon/Formulation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 3t4,3. in the pending NDA.

amendment, or sUPPIE(ment? DVes 18 No"

I ,. This patent claims llle drug substance and/or formulation/drug product insofar as it may claim the
substance or formulation/drua oroduct in the "method of use" claims

3.2 Does the patent claim only an intermediate?

DVes t' No

3.3 11 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 productcby-process patent. DVes DNo

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 Uiepatent claim one or more meUiods'of use for which approval is being sought in

the pending NDA, amendment, or supplement? t8 Ves DNo
4,2 Patent Claim Number (as listed in thepaleiit) Does the patent claim referenced in 4.2 claim a pending method
1,:2,5. (¡. 10, II and2J

I of use for Which approval is being sought in Uie pending NDA,amendment, or supplement? . 18 Ves DNo
4.2a If the answer to 4.2 is Use: (Submit indication or method of use infomiation as identified specifically in the approved labeling.)

"Ves," identify with specì- SeeNEXlUM Delayed Rde:isc Granules in Label at DESCRIPTION. rNDICATlONS AND USAGE.
ficity the use with refer.

In!i,riialinn t\ir Paticii:; DOSAGE AND ADMINISTRATIONence to the propsed
labeling for the drug
product

,
--.

5.No Relevant Patents
,

For this pending NOA, amendment, or supplement, th'ere are no relevant patents Uiat claim the drug substance (active ingredient).
drug product (fonnulalion or composition) or methodes) of use, for which the applicant is seeking approval and With respec to

DVeswhich a claim of patent infringement could reasonably be asserted if a person not licensed by the.owner of the patent engaged in
the manufacture, use, or sale 01 the drug product. 

16. 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-
sensitve patent information Îs submited pursuânt to 21 CFR 314.53. i attest that i am familar with 21 CFR 314.53 and
this submission complies with therequirements of the regulation. i verify under penalty of perjury that the foregoing
is true and correct.

¡

,

6.2

Warning: A wilfully and knowingly false statement is a criminal offense under 10U.S.C. 1001.

Date Signed

- /t/~-
NOTE: Only an NDA appficantlholder 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 (dX4).

Check applicable box and provide information below. .

o NOA ApplicanllHotder ø NDA Applicanls/Holder'sAltorney, Agent (Representative) or other
Authorized Offcial- :--- 1--

o Patent Owner .0 Patent Ownets Attorney. Agent (Representative) or Other Authorized
Officìal

Name
Gk:nn M Engelmann, Vicc Presìdel1lc General COUJlsei & Coiipli¿illcc Oltïcer

Address
1 SOO Concord Pike

City/Slate
Wilmingtun. DE

zip Code
J9S0J

FAX Number (if available)

(30211)86-1578

Telephone Number

(302) SS6-.l~44

E-Mail Address (if available)
g'lnn.e nge I mann (ß a~trazel1el"a ,com

The putilk rcl'0rtiiig hiinlcn for this crillèciiiiii of infnriiaiii\n has b,'cii ,-stiiialed 10 ¡I\'cr,,~c I) l¡(urs reI' rcsponsc', including ihe timc for r~\'íl'wiiig

'in...irui:iì()n:-. scai:d1Íng c~'\istìl1g d;it:l SL1Un.'t-~. :;a1IH..'rilig ilnd ltiaÎùli.ínilig the data IHx"di:d. :i,id ç'(linpktÎug and rr:vi\.owiiig the L:olki:iion of in1ilnliatinli. SL'nd
CtlJlUI1è'niS n..'gõlldiiig this hurden cSliliati: nr~uiy til her ~ISPc.'~l of this i:olkL'lilin of inf(irru:.ljflll. il1dud_il1~ ~lIggC'sli(ll1s for rl'dudiig ihis hUl'dt.'n Ili:

Foiid .lld DrUg" Adniiiiisliitiflll
ClIER (IIA)-()117¡
5CillO Phli,'rs L.anc
Hiidvillc. MD 201157

.AIl cigem:r iiay 1101 nJ/.cluct fir Sf10Il\-(l/~ auc! tl p(~r.wJf ix not r('c¡uin.'d /0 F(.'s/JOlid 10, (I f",lhl('liwl al
il(/;'I'I1I1;,lilll1h-,,-, if "i,'1'llI,I-' II nirl'mily l'alM OMII ,'OlJtri! 1i1111/.,'r,

..

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

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

Gt'llll;11 11Itlll'Ualiiin

· To ~ubmii pi.llllIl ilili'iriiialÍoii 10 the ;igeiic)' the ;ippropriate
i"iteit dedaralÍoii form must be' used. Two limns are availahle
for pateii ~uhniis~ioii~. The approval ~talls t,f your ì\ew Dnig:
Applie;itinfl will dCltllnine' which liinn you shnulJ use.

. Form ~542,1 slwulJ he IiseJ whcu suhniiiiin¡! palt'HI
il1l"òrniatioli wiih original :-DA siif:mi~~ion,. :-DA ainctldllt-ni,
;iid I'DA suppltmclls' prior Iii approvaL.

. F,inn .ì;'42 shnulJ he uscd after NDA or siipplciieiiial
approvaL. This form is 10 he submiued wiihin 30 day~ alkr

approval nl aii applicai ioii. This liirn should also be used to
suhmii paieii iiilì.lfliaiioii rdaliiig to :II appro\'ed siippknli'll
IinJer 21 CFR 31453(d I 10 dimigt' the foiiiiulation. adJ ;1 new
ilidk;t1inli or üthcr l"inditi(iii of use. chaiige the strengih. Of to
make any tithtr patenitd diangc regarding the drug. drug
prodult. or any methnd of'u~t'.

· form 3542 is alst' to he u,eJ li1rixl!elliS issiied alier drug
;ll'l'l"i"al. Palc'nl, issiied ;ilier drug approval are rciiiiired to i:
siibiiiiied withiii 30 days of p;l!ent issuant": for ihc paleii to he
colisidtTnl "Iimel)' liIcJ."

· Only in!ìirinaiion from Iìiriii 3542 will he used fur Oraiige
Honk Publiciiion purposes.

. F.,inns should he suhmiHc.J 'is t1esl"ih"J in :: I CPR 314.53, ;-11
aJJit ¡,,,ial -copy of tì:irni 3541 to the Orange ßoi,k SlalT will
cxpeJlie paieiii puhlii';iiion in Ihe Orang.e Book. Thi' Oraug.i'

Bouk Siaff ¡iddrt's:; (as of July 2(03) is: Oraiige Book SlafT.
OflÏtt' of Generie Drugs OGD/f-FD-61O. 7500 Staiidish Placc.
Reich-ilk. MD 20855_

. The ft'ceipi daie is rhe Jatc ihat ilie pareiii infi"riii;iiion is Jal'i'
stampcJ in ihe ceiitral docul1ellt ltol1. Paienb arc coiisit!ered
listed on the Jate receivcú.

· Additional l"ipies of these liirns in;iy be Jowiiloaded li'oni ihe
Intcriiet at: Itliri:íl/fJ/l1l"l.a.. !i'l1/lilllilflafiulilfdafilli./IiI1I,

First Section

C\iniplcte all itt'lUs in ihis scctillH.

1. Gelieral8ectioll

COllplete ¡¡II ili'ms iii ihis StTlion wiil; relì:rciict' 1( Ihe pateii
itself.

Ili InduJe parent expiratiuii dare. induding any Hatdi-Waxiian
patent exti'iision already granted. Do not iiiclude any
;Ipfilk;ihk pediarric cxdusiviiy, The agency will inc1uJe
pediairic exclusivitieswhen: applicahle upon publicaiion.

Idi Include ftill address of p;lleiit owner. If palent owner resides
uubiJe the G.S. indicate the couiitry iii ihc zip i'odi' bluck.

.

FORM FOA3542a (7/03)

Ie) Answer ihis quesliiin if applicabk. If paH:ii owner and ND/\
applican(!holJer rCside in ihe liniied Statts. leave spacc

hhtnk.

2. Drug Substance (Adi\'' Ingredient)

Compkie all iteni, in ihis se,-,tíoii il. ihe pak'nt l'aims ihe drug
snf:siaiice thai is the siibjeci "I' ihc pending NDA, ameiidmeiii. or
sUPl'lemem.

~A) Name the )'iilyu\lirl'hic limn I,if the dnig idt'nlilleJ by the
l'ateJll.

25) ¡\ p~l!el1 liir a metaholite (If ihi' approved active ingredieii
may 11lt he submilted. If the paieni Cl;iiiis ;111 approved

methoú uf usiiig the ~IPPlOveJ dnig product to aJininislt'r
ihe meiabolite. the palell may be snhiiittcd as .1 ineihuJ uf
usc patent depeiiding on ihe fesponsi's t(i stTlion 4 of this
form.

1,7) Aiiswer this qlieSlioli only ir the fXilent is a produci-hy-
pweess paient.

J. Drug Product (COIlIJosition/Forliulation)

Complt'ie all ilems in ihis sectioii if ihe palent dainis the Jrug
rroouct ihal is (he suhjeci of ihe' pending NDA, amendment. or
supplemeiil.

J..ì i An answer to this queslion is required oiily if the referenceJ
pali'lI is ;1 prodiici-hy-pruccss paient.

-to Method of Use

Compleie 'III ill.tn.' iii (his Sl.l'tinn if ihe pale'1I1 claims a mc'ihod of
lise of ihe drug proJucl Ih:11 is (he subject of (he pending NDi\.
ameiidmeii. or suppkmi'lIt.

4.21 IJeiiify Iiy uuniht'fcacli el;iini iii Ihe pateni thai claims the

usc!s) of the drug liir which approval is hdng sought.

(nditale whether or nol each individual daimis a claim (iir
a inei!\(d(si of use ufihe drug for which approval is heing
sough\.

4.1a) Spcl'lyrhc par! (,¡'the proposed Jlllg laheling nial is
dainied by the paltl!.

5. No Rcleniit Patents

Coiipklt'ihis set"liiinltlllY if applicable.

6. Declaration Certific.'ltion

C(lllplcle all items in ihis section.

6.21 ;-uthtiized si~ii;ilUrt'. Chcck one or ihe I(IUf huxes th;1l best

tlescrihi'S ihe auihtlizeu signaturi'.

Page 4
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Department of Health and Human Services Form Approved: OMS No. 0910-513

Food and Drug Administration , Expiration Oaté07/31106
See OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED WITH THE NDANUMSER

FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-957
For Each. Patent That Claims a Drug Substance NAME OF APPLICANT / NOA HOLDER

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

The following Is provided in accordance with Secüon 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)
NEXIUMlI(esomeprazle magnesium) Delayed-Release Granule for Oral Suspensìon

ACTIVE INGREDIENT(S) STRENGTH(S)
Esomerazole magnesium 20 mg and 40 mg Esomeprazole (22.3 mg and 44.5 mg

esomeprazole magnesium trhyd.ate)

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 thirt (30) days after approval of an NDA or supplement, or within thirt (30) days of issuance of a new patent, a new. patent

declaration must be sUQmitted 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 wil 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 ftYes" or "Noft response), please attach an additional page referencing the question ntJmber.

FDA will not list patent information if you fie an incomplete patent declaraüon or the patent dec/arationindidates the
patent is not eligible for lisüng.

'tor each patent submittd for the pending HDA, amendment. or supplement referenced above, you ffUst submit ali the, nformaüon described below. If you are not submittng any paten.ts for this pending NDA amendment, or supplement,
"..~ complete above secüon and secüons 5 and 6. .,

1. GENERAL

a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
5;714,504 2/3/1998 2/3/2015

d. Name of Patent Ower Address (of Patent Owner)
AstraZeneca AB SE-151 85

City/State

Södertlje, Sweden

zip Code FAX Number (if available)
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 authonzed to 1800 Concord Pike
receive notice of patent certfication under secton
505(b)(3) and 0)(2)(8) of the Federl Foo, Drug, and
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent City/State

owner or NDA applicant/older does not reside or have a Wilmington, DE
place of business within the United States) . "

cr Vice Presìdent, General Counsel & Complìance
ZIP Code FAX Number (if available)

Offcer
19803

Astreneca Phaceutìcals LP Telephone Number E-Mail Address (if available)

(800) 456-3669

f. Is the patent reference above a patent that has ben submitted previously for the
approved NOA or supplement referenced above? rg Yes DNa

I g. If the patent referenc above has been submitted previously for listing, is the expiration
Dyes rg NoI date a new expiration date? '

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

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? DYes t8 No

2:2 Does the patent claim a drug substance that is a different polymorph of the active
ingredient described in the pending NOA, amendment; or supplement? DYes t8 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 Ulat a drug product containing the polymorph will perform the same as the drug product
described in the NOA? The týpe of test data required is described at21 CFR 31453(b).

,
DYes DNo

2.4 Specify the polymorphic fonn(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 orsupplement?
(Complete the inforination iii section 4 below if.he patent claims a peliding method of using the pending
drug product to administer the metabolite.) DYes t8 No

2.6 Does the patent c1aim'only an intennediate? .

DYes t8 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.) DYes DNo

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? t8 Yes DNo,

3.2 Does the patent claim only an intermediate?

DYes I8 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 patent is a product-by-process patent) DYes DNo

'.

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? t8 Yes DNo
4:2 Patent Claim Number (as Iìsted În the patent) Does the patent claim referenced in 4.2 claim a pending method

6, 7, io
I of use for which approval is being sought in the:pending NDA, DNoamendment, or supplement? t8 Yes ,

4.2a If the answer to 4.2 is Use: (Submit indication or method of use information as identifed specifcally iii tfie approved labeling)
"Yes," identify with speci-

See NEXIUM Delayed Release Granule in Libel;it DESCRIPTION,INDlCATIONS AND USAGE. ficity the use with refer.
Intoi'inatic.i for Paiients DOSAGE AND ADMINISTRATIONence to lhe proposed

labeling for the drug
product.

5. No Relevant Patents

For this pending NoA, amendment. or supplement, there are no relevant patents that claim the drug substance (aclive ingredient).
drug product (fonliufation or composition) ormethod(s) of use; for which the applicant is seeking approval and with respect 10

DYeswhich a claim of patent infringement could reasonably be asserted if a person not license by the owner of the patent engaged În .

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

J 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 submited pursuant to 21 CFR 314.53. I attest that i am familar wilti 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verily under penalty of perjury that the foregoing",

"- is true and correct.
" Warning: A wilfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature öf NDA Applicant/Holder or Patent Owner (Attorney. Agent. Representative or Date Signed-
--other Authorized Offcial) (Provide Information below)~¡¡ ¿;/ytr-T/, , .NOTE: Only an NDAappticantlholder may submit this declaration directly to the FDA. A patent ówner. who 15 not the NDA applicant!

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

Check applicable box and provide information below.

0 NDA Applicant/Holder lZ NDA ApplicantslHolder's Attorney, Agent (Representative) or,other
Authorized Official

-- -- 0 0 Patent Owner's Attorney, Agent (Representative) or Other Authorized
Patent Owner

Official

Name
Gleiin M Engdiiaiiii. Vice Pre;;ideiii. General C.iunsd & C\iinpiiance OftïL'er

,

Address City/State
1800 eLII\L" ird Pike Wi 11Ii ngloii. DE

zip Code Telephone Number ,

19803 (302) 8S6-3244
FAX Nuínber (if available) E-Mail Address (if available)
(302) 88(,-1578 glenii.e ngell1aiin ~i'a:;tlazeiieca,c()iii

')

Thl. Jlublic H..polling burùeii f~Jr ihis c(illt,(;tí(lll (if. infufln;11i(ui has lltTI1 i:slillafctl h.l :l\'l.I~I1;C (l hours per rcsponse: iiidudin-g the iille fi:l' r(;vi~\\illg
in.slflH..:lit.lls, sL',tn,,:hin:: t.'.~isiill~ data "Sl'lin..'i:s~ gathering' .aiid InaiJlaiuillg.- tiii" d,ltôl Heeded. and Ç(HnJlktili~alil1 n.""'i~'\\in~ lIIl' ..lIUec.lil.11l ,il' inflJrniali(Hl. ~(;"nd
,'oiiini:ii' ri:ganlin.o ihi, hiinkn ,'siimak iir "ny other asp.:( or ihis ",'Ikcliiiii ..lïl:fiinn"IÍ\II1. ìndiidin~ Sli;,);e,IiIiI1' f(ir rnlucin;; ihis hurden ¡o:

F"i,d and Dllg Admini'll:i¡jon
CDER (HFIJ.Ofl71
5(,(KI Fi,her" LIIi:
Rockville_ MO 20X57

~'\ii (isciiey Tii.rt.\' llol",.Oiir/Wï (If ,,\"f01l\"OJ: lIiid a /wrsOIl is uof rn¡uin:d If' n:s¡ifJlid 'f'. li f'"lIcc/hiil i~l
ita;/nU¡ÙùIJt "ii/t',,\',,' Î1 d; \1J/(/...... a c"1i-n',"ly l'aliclt )lfll nl"tr"lliililirr.

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

Gi'lii'r;¡1 liifuliii.ition

- To sul:inii paii:nt inlimnaiion lo ihi: ~igency the appropriaie

paieii dcdaraiion form must he used. Two limns arc availahk
for pah:nt SUI,'liissions. 11il' approval slatus of yi1ur New Drug
Application will dt:inniinc which form you should ust:.

· Forii .,542a ~hould bi: usl'd when submitting pati'ni
infónii;iti,in wiih (irigíu~il :"DA suhmissi,iiis. NDA ~lIlt'lidnitllls
;iiid ;\DA suppknieiis pri..ir to approval.

ef(llllI .'542 should bl' usi:J afler l\DA "I' supplemental

appwvaL. This fòrm is 10 hl' suliiiilled within .'0 days alìer
appmval ol aii applicaiion. This li.irm shùuld also bL' used Iii
submit pateii in tiionatioii relatiiig to aii approved supplemellt
under 21 CrR .'14,5.'(d'i 10 change the foriiiulaiion. add a new
indication or orher condilion of usc. change ihe sirength. or it

makc any other patented change regarding the drug. diiig
product. (Ii' any mdhod of usc.

- forii 3542 is also ll be used liir pah:nis issut'd alti:r drug
approvaL. Patciis issut'd alter drug ~ippl(\,~ll are required tti lil'
suhmittcd wiihin 30 days "f paieiii issuance for the pateiii to be
consideri:d "limely riled."

- Only inli.irmaliou from form .'542 wil he use..1 for Orange
Book PuhliGiiioli purposcs.

- Forms should be submitted as described iii ~l CFR 314.53,.1\11

:iddi(íon~11 cnpy or ti.)rii 3542 to thc' Oran)!c B"ok SI~\lf will

expedite patenl publicaiion in the Orange Bonk, The Orange
ßnok s¡¡rr addr..'ss I;IS or .Iuly 1003) is: Orange Book SialT
Olfice or Genaic' Drugs OGD/Hr:D-610. 750(1 Siaiidísh F'bi'...
Roc'kvilk. tvl D 20855.

· Thl' receipt dale is the d;tle ihat the patent inf'!ll1ation is date
stamped iii the lciiral documeJl room, Paieiis art' considcrl'd
listL'd on the dare rl'(l'ivClL

-Addiiional lLipies of ihöe ti)riiS may be downloaded li'om ihe
Internet;ll: 11I(l':llli !lIIIS, pst' ;;01 iIi ¡¡-,s/idali (1i/1¡lalwli,/irlil.

First Section

Complete all iteiis in this sec'ion.

i. Gencnil Section

C'-lIl1pletc all Î!c'ms in this section wiih relúl'ncl' to the patent
itsdf.

Ie' Include patent expir;lliün, date. including ~U1y Hatdi-Waxiiian

paicii eXtelisi,'n already glanted. Do nOl includc any
applicahle pl'diairic cxclusivily. Th~ agency \ViII include
pediairil exc1usivilics where applicable upon puhlication.

i,.n Include full address of patent eiwncr. If patent mvner resides
outsidt' iii.. L.S; indicate ihelountiy in the zÎp ..'ode block.

Ie) Answcr tliis question ir:.pplìrablc. Ii' paleii owner and NDA
applicaii/hl.lder reside iii the uiiiled States. leave space
I1lalil;,

2. Drug Substance (Adivc Ingredient)

Cnmplete all itel1s iii ihis sectioii tf Ihe patent claims the drug
suh~ianct' ihat is the subjn:l ohhe peiidíiig NDA. aiiendiieiil. or
SUppklil'lli.

2.41 Name ihe polyim1rphil form of thi' drug idelitilïed hy ihe
paieiil.

2.5) A patent IiiI' a Iiletabolite of ¡he ;,ppnwed actii'e ill~rcdiellt
may noi he sul:niilied.lf the p;tieni claims an approved

meihud ,-if using th.. applOvt'd drug pn.lduct to adininistt'
the iietaholit... the paienl lIay be submitted as a l\iethod l.f
use paient dependiiig on thc rt:spunsc~ 10 Sl'i'lil1u 40t this
fl.rii.

2.71 Answer this qul'slÌoii oiily if the pai..ni í, a pwduct-by-
prlless pa(l'ni.

3. Drug' Product (CompositiOlilForliulation)

Complete all items in thi:. sectii11l if the pateni. claims the drug
prodUll that is the subjn'l (If the peiiding ~DA. amendmcnt or
supplLm..iii.

.1.3) Aii answer to ihis question .is required oiily if Ihe referenled
paieiil is ~¡ producr-by-pr(lces, paii'nl.

-t. Method of Usc

Complete all iteiiis iii this \Cl'iiin if the p;itell claims a meth(id of
usc (,if the dllg produci th.tt is the subject of rhe peiiding NDA.
aiiendment. "i' suppkiienl.

4,2,1 Ideiiiify by nllllber each claim in thc pateii thai claims the

use(s, of .he drug lùr wliidi aPl'lUval is being soughl.

Indicate whcthcr "rllol each individual claim is a claim li)r
a iiethodis)of lISl' of th~ drug for which approval is being

sou~hl.

4.1al Specify ihe pan of the proposed drug lahi:iug thai is
c1ailicd hy the i'aleiil.

5. No Rclc\'a1lt r'ateiits

romplcte this scefioiioiily if ~ipplic:.ble.

6. Declaration Certification

Complete all ¡Iem, in this sel'tíoii.

(j,2i AulhorizeJ signature, Check one of the fuur hoxes thill hest
dC'lrihes the authorized sÎgn,tture,

._':J

FORM FDA 3542a(7/03) Page 4
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PATENT INFORMATION SUBMITTED WITH THE
FlUNG OF ANNDA, AMENDMENT, OR SUPPLEMENT

For Each Patent That Claims a Drug Substance
(Active Ingredient), Drug Product (Formulation and

Compositon) and/or Method of Use..

Fomi Approved: OMS No. 0910-0513
Expiration Date: 07/31/06

See OMB Statement on Page 3.

Department of Health and Human Services
Food and Drug Administration

NDANUMSER

21-957
NAME OF APPUCANT / NDA HOLDER

AstraZneca LP

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)
NEXIUMQY (esomeprazole magnesium) Delayed-Release Granules for Oral Suspension

ACTIVE INGREDIENT(S)
Esomeprazole magnesium

STRENGTH(S)
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 CFR314.53 at ttie address provided in 21 CFR 314.53(d)(4).
Within thirt (30) days after approval of an NDAorsupplement, or within thirt (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 wil 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 wil 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 submited for the pending NDA, amendment, or supplement referenced above, you must submit all the
/ information described below. if you are not submittng any patents for this pending NDA, amendment, or supplement,

comolete above se,ction and sections 5 and 6.

1. GENERAL
.

,

a. United States Palent Number
5,690,960

b. Issue Date of Patenf
1l25/1997

c. Expiralion Date of Patent
11125/2014

d. Name of Patent Owner
AstraZneca AB

Address (of Patent Owner)
SE-15185

City/State
Södertälje, Sweden

zip Code
SE-15185

FAX Number (if available)

.

Telephone Number
011468553260

E-Mail Address (if available)

e. Name of agent or representative wh resides or maintains
a place of business within theUnited States authorized to
receive notice of patent certification under section
505(b)(3) and 0)(2)(8) of the Federal Food, Drug, and
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent
owner or NDA applicant/older does not reside or have a
place of business within the United States)

(? Vice President, General Counsel & Compliance

Officer
AstraZeneca Pharmaceuticals LP

Address (of agent or representative named in 1.e.)
1800 Concord Pike

City/State
Wilmington, DE

ZiP Code
19803

FAX Number (if available)

T elephorie Number

(800) 456-3669
E-Mail Address (if available)

i

I

i

I

.

\ f. Is the patent referenced above a patent that has been submitted previously for the
,~¡ approved NDA or supplement referenced above?

'g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date?

C8Yes DNo

. ,DYes C8 No

FORM FDA 3542a (7/03)
.
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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? DYes í2 No

......c 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 suppiement? DVes (g No

2.3 If the answer to question 2.2 is -Ves," do you certify that, as of the date of thisdeclaralion, you have test data
demonstrating lhat 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 CFA 314.53(b). DVes DNo

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

c.... _cc -----

.

2.5 Does Ihe 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 c1aifns a pending method of using the pending
drûg product to administer the metabolite.) Dves ~No

2.6 Does the patent claim only an intermediate? .

DVes l8 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.) DVes DNa
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? ~Ves DNa
\ 3.2 Does the patent claim only an intermediate?
J DVes ~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 patent is a product.by-process patent. DVes DNo
4. Method of Use

Sponsors mustsiibmit the information in section 4 separately for each patent claim claiming a method of using the pending drug
product for which appro valis 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 DNo
4.2 Patent Claim Number (as listed in the patenl) Does the patent claim referenced in 4.2 claim a pending method 

17, IS

I of use for which approval is being sought in the pending NDA,amendment, or supp,ement? 18 Ves DNo4.2a If the answer to 4.2 is Use: (Submit indication or method of use inlonnalion as identified specifically in the approved labeling.)
.Ves," idei"tify with speci-

See NEXJlM Delayed Release G..'aiiules in Label at DESCRIPTION. INDICATIONS AND USAGE_ 
,

licity the use with refer-
ence to the proposed loforin.iiíöo for Patients DOSAGE AND ADMINISTRATION
labeling lor 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 (lormt.lalìon or composition) or method(s) of use, for which the applicant is seeking approval and with respect to

DVeswhich a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in
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 submited pursuant to 21 CFR 314.53. i attest that i am familar 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)

/¥ßS-¿7¿/7~.- /V 7;
..

not theNOA applicant!NOTE: Only an NOA applicantlolder may submit this declaration directly to the FDA. A patent owner who is
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.

.0 NDA ApplîcantiHolder ß1 NDA ApplicantsJHolder's Attorney, Agent (Representative) or other
Authorized Offcial

.....

0 Patent Owner 0 Patent Owner's Attorney, Agent (Representative) or Other Authorized
Official

Name
Glenn rv Engelmann. Vice President. Gcncf~li Colin~c1 8: Compliance OttìCèf

I

Address City/State
1800 COIlLord Pike Wiliningl('Il, DE

,
ZlP Code Telephone Number
19803 (302) S8ú-32.i4

FAX Number (if available) E-Mail Address (if avaitable)
(302) SSú- L57S glenn.engell1ann (i!J;istr;izi.ncca.c( lin

)
"'nil" lIuhlìc rcpùI1ing Iiui'\lcn tl1l" this: cnlkèiinl1 of iiif()l"m.;Ütin has I.1LTII c~liHl:iicd ((I :1\'er:.g~ I) huor:- per ft.SPOUS"l:= ilH.hldill~. (hl' timl." for I"l'vic\\.-iiig
ili:,lnH:tinns. .st':.rdiing existing data' soun.;'i:s. gathering and llililil;IiIlÎii~ the dai~i 1u::t'dctl. anù COil1flll.til1g ¡lit! rC\'1L\\in~ the collection iif inli.lrii;iiiuii. .scnd
(;()ml1l'll.. n.:g.anJing this hur(k.n estünaii. (11" any (Iilicl" aspi.l"t cir this Lolkcij(ill of inl\.innatioii. indudiug -,uggcsiilin~ '''If n:diicin,g this hun.h:ii tu:

FOOtl and Dni:, .-\clmini,irati"n

COER (HFO-1I1J7)
:i6fKi fj;licrs Laii,"
Ruchilk. MD 10X57

;\I! (/~('IU"Y 'liiY iwt n1llillwliir .\'p(1ll.or. diid 1l1'('l~WI/I i.r 11111 n:lju.irn/t(1 n'.,l'(iiid 10. (J -nl/lcnit,,, t~r
ÌIr/~1l;I1U1fÌ(/1i UJlll";l:S if di.\phiys Cf l1lrrelltly n¡/id OA-fU nJllfrol millbeT,

..

".

FORM FOA 3542a (7103)

I

i

i

I

I
i

i

)/

Page 3
1'Sf" ~1..li Art. l.'uli.l ~.lfl')ü Et-



INFORMATION AND INSTRUCTIONS FOR FORM 3542a

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

General Information

· Tn suhmit patent information £11 the agency the appropriate

P¡¡h~1l dedaration lì)rin must be used. Two lorms :ire av:ii lahle
lì)r palenl suhmis~ions. Thc :ippwval status of your Ne\\! Drug
AppliC:llion will dctcrmine which furií you shuuldusc.

. Form 3542a shonld be' uscù when suhiiiiiing patcJ1
iiilìirmaiion with origiiial NDA suhiibsitlll. .'lDA amciidmeJ1S
and 1,\I)A supplemen(s prior to :ippmva/.

.;'F.ill11 3542 slwuld be uscd alkr NDA or Suppkiiiental
~ipprova/. This f(¡rii is ro bc submiued withiii 30 days alia
apJ)l(lI'al of aii applicaliQll. This form should alsu he uscù to
suhmii paieiii informatioii relating to :li appro\'cd suppkmeiii
ulHJcr 21 eFR 314.53(ù¡ t\i diange ihe formulation. aùd a new
inuicaLiiin or oiher conuitiun of use. changc the sirength, or ttl
make any oiher patenll;u changc regarding ihe drug. drug
¡iroduct. or :1111' Ilethod of use.

· Form 3542 is also 10 he uscd for patems issued after driig
approval. Paicnt~ issucd aftcr dnig appriwal are re4uin~d to he
suhiiitlcd within 30 days of pateii issuance for thc patcnt tu be

consiuef(~d "rimely filed."

)

. Only infonn:iiion trnm l~mn .'154-2 will be uscd for OrangI;
Bonk Publication purposes.

. Foriis should he suhmillctl as des¡;ribetl in ~ I eFR 314.53. An
audíiional copy of form 3542 In iheOrangc Book SlatY witl
expedite patent publiniiion in the Orange Book, The Or:nge
Book Staff aùdress (as of July 2003) is: Orange Book Staff.
Oflce of Generic Drugs OGD/HFD-61O. 7500 Standish Pf¡iCI;.
Rockville. MD 20855.

· Thc receipi ùate is the daie ihal ihi' paieni Înl(ll1l1:iiion IS daie
siamped in the i'cJ1ral dOi'uliel1 mom. Patents arc considered
listcù \111 (he date received.

· Addiiional copies of these (()fiIS may bl" downloaded from the
lnieiiei at: "1I1'://I;JI1I.'-,-,(" gOlffoolis/(t(all/Jl!(aalwli.!iflll.

First Section

COlIplell' ail itcms in this section.

1. General Scdion

Completc all ¡kms in this sedion wiih rèterencc to ¡he patent
ibelf.

Icj Includi' patent cxpiration daie. including aiiy Hatch-Waxman
pateii cxrension alre:idy gr.iited. 00 not includc. any

applicable pcdiatric exclusivity.' The agency wil includc
pediatric i'xdusiviries where applicable upon puhlicatioii.

tdJ Include full aduress of paieiiOWncf. If patent owner resides

outsiúe th", l:S. indicate ihccountry iiiihe zip ,'ode block.

"'

Ie) Answer this question if applicable, If patcii owiier and NDA
applicaniJholder reside in ihl; Uiiiied Staies. leaw s¡iacc

blank,

2. Drug Substam'e (Active Iiigredîeiit)

C(iiiplete all items in this sl;clion if the patent dainis the drug
subsiancc thai is ihe sul~icci of the pCl1diiig NDA. aiiendment. or
suppkineii.

1.4) Naiic the pnlynwrphic ((1111 of iht' drug ideiiijkd by ihe
patcn!.

2.5) A patent for a mewholilt' of till :ippnwcd :!liivc ingrcdieni
may nol be ~iibmirieu, If the paieiii daiiisan approvcd
meihod of using thc applUved urug flrodtlLl to administer
the I!et:iholiie. the patent may bc siibinilled as a methoù (1f
use pateii ùcpl;llding on the reSp'IlISeS to sl;ction 4 of ihis
1(lrll.

2.7) Answer this qucsti(!I only if the pateii is a proùuct.hy-
process paten!.

3. Drug Product (ColUpositioliJFormulation)

COml)lcle all items iii ihis sL'clion if the paieiii claims ihe drug
prodiict that is iht' subject of thc pending I\I)A. aiieiidiitlt, or
supplement.

3.3) An :uiswer 10 this questinn is 1"L¡uircd only if the rC'i'rcnced

paicii is a pwtluct-by-pnicess paien!.

4. 1\ ethod of Use

Compleie all i(eiis iii ihis sccliuii if ihe patent claims a mcilwd (If
!lse ()f tilt' urug. PWdUCi th:ii i.~ ihe stihjcl't of ihe pendiiig NDA.
aiii'ndml;l1, or supplemeii.

4.2) Identify hy 1Iimbel each daiii in the patèii ihat daiiis the
use(s) of the dlUg li)f which approval is heiug sought.

Iiidicaie whl;ther or nor cach individual claim is :1 daiii lìir
:1 methoù(s)"ifuse of the drug for whicli approval is bciiigsought. '

4.2al Spedfy the p;u1 of the prupuscd unig laheliiig that is
claimed by the palcnt.

5. No Relevant Patents

Ctll1plcte this St'ctÎOIl only if applicahle.

6. Declaration Certification

Coiiplete all items in this seciio/i.

6.2) Autliorizcu signalnrc. Ch~'ck one ,if iht' liiur boxes thai best
ùcsnihcs ihc, auihorized .-Îgnawre.

FORM FDA 3542a (7/03)
Page 4
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Departent of Health and Human Services

Food and Drug Administrtion

Fonn Approved: OMB No. 0910-513
Expiration Date: 07131/06

See OMB Statement on Page 3.

NDANUMBER

21-957
NAME OF APPUCANT I NDA HOLDER

AstraZeneca LP

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

For Each Patent That Claims a Drug Substance
(Active Ingredient), Drug Product (Formulation and

Composition) and/or Method of Use
--

The fof/owing is provided in accorcance with Section 505(b) and (cl of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME),
NEXIUM~ Delayed-Release Granules for Oral Suspension

ACTIVE lNGREDIENT(S)

Esomeprazle magnesium
STRENGTH(S)
20 and 40 mg ofEsomeprazole (22.3 mg and 445 mg
esomeprazole magnesium trhydrate)

DOSAGE FORM
-- -oral

,

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NOA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).
Within thirt (30) days after approval of an NDA or supplement, or wìthin thirt (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 Qf the required information based on the approved NDA
or supplement. The infonnalion submitted in the, declaration form submitted upon or after approval wil be the only infonnation relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typwriter 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 wil not list patent Information if you fie an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

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

1. GENERAL

a. United States Patent Number
4,738,974

,
b. Issue Date of Patent
4/19/1988

c. Expiration Date of Patent
4/1912006

d. Name of Patent Owner
AB Hässle

Address (of Patent Owner)
SE-43183

City/State
Mölndal, Sweden

zip Code
SE-43 1 83

FAX Number (if available)

Telephone Number
0011463 i 7761000

E-Mail Address (if available)

e. Name of agent or representative who resides or maintains
a place of business within the United States authorized to
recive notice of patent certcation under section

505(b)(3) and (j)(2)(8) of the Federl Food. Drug, and
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent
ower or NDA appUcanllolder does not reside or havè a
place of business Within the United States)

Cr

Address (of agent or representative named in1.e.)
1800 Concord Pike

City/State
Wilmington, DE

Vice President, General Counel & Compliance
Officer
Astrneca Pharmceuticals LP

zip Code
19803

FAX Number (if available)

Telephone Number

(800) 456-3669
E-Mail Address (if available)

',ì,f. Is the patent referenced above a patent that has ben submitted previously for the
J approved NDA or supplement referenced above?,-
g. If the patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? .

~
(g Yes DNo

DYes (g 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.

.

'," 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 DNo
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? DYes (8 No'

. Certain claims may coveratleast one additional polymorph in addition to claiming the drug substance
of the pendinq NOA, amendment or supplement, but the patent is not beinq listed on that basis,

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 wil,perform the same as the drug 
product 

described in theNDA? The type oltest data required is described at21 CFR 314.53(b). D'Yes DNo
2.4 Specily the polymorphic formes) 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 informalion in section 4 below it the patent claims a pending method of using the pending
drug product to administer the metabolie.) DYes (8 No

2;6 Does the patent c1aini onlyan intermediate?

. DYes (8 No
2.7 II the patent referenced in 2.1 is a product-by-pröcess patent, is the product claimed in the

", patent novel? (An answer is required only if the patent is a product-by-process patent. DYes DNo
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, orsupplement? (8Yes DNo
3.2 Does Ihe patent claim only an intermediate? .

DYes (8 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 patent is a product-by-wocess patent. DYes DNo
4. Method of Use

Sponsors must submit the informátion in section 4 separately for each patent claim claiming a method of using the. pending drugproduct 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 NOA, amendment, o~suppJement? (gYes DNo
4.2 Patent Claim Number (as fisted in the patent) Does the patent claim referenced in 4.2 claim a pending method
9. io. (2. 13, 14 ~ind 16

I of use for whichapprovaJ is being sought in the pending NDA; DNoamendment, or supplement? ,(8 Yes
4.2a It the answer to 4.2 is Use: (Submit indica/ion or method of use information as identified specifically in the approved labeling.)

-Yes: idenli/ywith sped-
Sec NEXIUM Delayed Release Graiiiilcs in Label at DE.SCRIPTION. INDICATIONS AND USAGE,

ficitythe use with refer-

ence to the proposed lnlì:mlltiiintol 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 (formulation or composition) or method(s) of use, for Which the applicant is seeking approval and with respect to

DYeswhich a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in

i the manufacture, use, or safe of the drug product. , ,,

FORM FDA 3542a (7/03)
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-
sensitve patentinformationis submited pursuant to 21 CFR 314.53. i attest that i 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

__isJrue and correct.

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

--"-',

-- ---

6.2 Authorized Signature 01 NDA Applicant/Holder or Patent Owner (Attorney, Agent. Representative or
other Authorized Offcial) (Provide Information below)~

Date Signed

i~;:'-
,~

NOTE: Only an NDA applicantlolder 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.

-- -- - --

o NDA Applicant/Holder r: NDA Applicanl's/Holder's Attorney. Agent (Representative) or other
Authorized Official

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

Official

Name
Glenn M Engdiiann, Vicr: President. General Counsd & Compliance Ollicer

Address
I sao Conc,ird Pike

City/Staie
Wilmington. DE

ZiP Code
1980:;

Telephone Number

(302) 886-3000
FAX Number (if available)

(02) 886,1578
E-Mail Address (if available)
glenu.engelnian n 0! as(faZènèC~I.COlll

Thl" puhljc ll."pol1iug bunkn lIif ihis ..nlkciìoiiof iiifoflHaiitlil h~IS bee-ii èSlim-¡I1Cd 'hi .average l) hours pt:r n:sptlJlsc. inciiidiiig iilt: limt: for H.'viewing
ill's1I1H.-linlis. sCiHdiili~ CXiSiill~ data Sol1fn:s. ~~lllu:ril1g aiid 1I:iilli~linil1f. ihe t1;II~1 IIl"lL1L'd. aiid' C'l,)II.pklìng ;l1d n.:vicwÎllg tht: l.ollt.L,ti(11i of inJònliaiioli. Send
Cfllllll1tllb rL~an..in~ ihis hurden l.:siiiiiak or ;l1y uther ~i:=pLCI of this colkcii(ill of iiifollllalÎuli. incliidin~ :,liggcs1inlls for rtdllL'ÎIl~ 1his bunk-ii in:

Fotid ;iiid Drug A,liiiiiii';¡l'aiioli
CDER (HrD-IKJìi
5(iOU Fish"l's uiih:
ROCKl'iI". MD ~1J¡¡57

Aiiiignwy /lily wit rolidul.1 or _'poiixllr. (lml à I'crsiiii is iioi n'quin'd 10 n-S/'/111(1 If). ll clilln"liolJ (~r
ÍI!r"Ollfli,,1i iiifes.i it displays li ¡"iionl/ly valid OMlJ ("'''11'-01 /il/lilJa,

)/1

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

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

General Iiiform;itiiin

. To submii paieni inforinalion to ihe ;igeiicy rhe appropriate
pateni dedal';lion t(irn musl ht' meu, Two forms arc avaibhk
fur paicni submissions. The approval staius of your New Drug
Applicatioii will ueieniiine \\hidi form yuu shoulu usc.

. Form 3541a should bc used whcii suhmitling pateii
inforniatilHI wiih original NDA submissiuns. NDA aiicnumenls
anu NDA supplemenis prior ro appnwal.

. f'orm .,542 should bc used aflcr NDA or supplemciital

apprtivai. This I()rni is 10 be submilleu within JO days alier
approval of an applic:iiion. This l'lirii should also he used to
suhmir paicnt inti.1Illtion rdaiing (0 an approved supplemeni
under 11 CFR 314-.53Id) to diaii!!e ihe tunnulaiion. add a iiew
iiidicaiion or (iiher condition of I~SC. diange ihc.-irengih. or lo
makc any other paien led changc rcgardin); ihe drug. drug
produc\. or any meilwd of usc.

· Form 3542 is abo to hc used for paleJ1S issucu alicr drug
appnwal. Paienis issued alier drug approval arcrequileJ to be

submilted wiihin 30 days of paiclliissuance Jiir ihe paieniw be
l'(Insidered "Iimc!y tiled'"

. Only inl'llllmiiion fruii 1,)1'~i J:i4-2 will be used liir Or;iige
n....k Puhlicaiion purposes.

. Forms should be subiniiiedas Jescribed in 21 CFR 3(4.:~. An
;¡ddiiioual copy of ti-'rm .3542 to ihc Orangc Book Staff. will
expediie pateni plIhliellion in the Or;¡lIge Book. The Orange
Bouk Stall adJress (;IS of July 20031 is: Orange Book Stall.
OltÌte of Generic Drugs OGDIHFD-61O. 7500 Standish Place.
Rockville, MD 20855.

. ThL' receipi date is the Jale ihat thc pateii inforin;¡liuli is uate
siaii¡ied in ihe eenrral docuiient roo li , P;¡tenis are eonsiJered
lisied on lhe daie received.

. Additltinal copies of ihese (\.llns iiay he downloaded li.oii the
liitenict at: 11lfJ:!lu-'111S.pSc: ~oi/6mI1JI&laltil1llíJ(/II1I1,IIf/lI.

FirstScciion

Coiiplete all itcms in this sectioii.

I. General Sc(.'tion

Comiiletc all iiems in ihis seciion with rdèrence to ihe patell
¡i,dI'

Ic) Induuc paicni e.\piratiilll dale. iiiduuing any Haidi-Waxman
paleri extension alreauy granted. On' nor ilH:lüde ;lily
applii';ihle peJiairic exclusivily. The agent' will include
pcdiatric e,\clüs¡viliL's whcre applicableupoii puhlicatioii.

I u) Iiiclude full address of paient OWIiCr. If patent owncr resides

oulsidL' IhL' u.s, indicale ihe couniryin ihe zip COÙL' block.

IC) Aiiswer this t¡ueslioii if appliGlble. If patelll owner and Nf)A
appficallt/hnlder reside in ihe Uniied Stales. leave space
hlaiik.

2. Drug Substance (ActiwIngredicnt)

Compleie all items in this section ¡i' the pateii claims iht' drug
substance ih;¡t Îs the suhjei'l of ihe peiiding !'DA. amendmcnt. or
supplement.

2.4ì Naine ihe polymorphic íi.om uf ihe' drug idenlitied hy the
patcii\.

25) A paten I fur a metaholile (if ihe aPPfived active' ingredicnt

may noi he submilleJ. If thc paicll claims an approved

mcthod of using thL' appRivL'd drug prudlKt 10 administer
ihe Iletabolite. the patent may be subiniiicd as a meihod of
usc patent depending on ihe responses 10 seciion 4 of this
reilln.

2.7) Answer this quesli(lii only if thc palL'11 is a product-by-
pnin::ss palent.

J. Dnig Product (Composition/Formulation)

Compleie all iteiis in ihi.' seciion if IhL' patent claims the dnig
produll ihai is ihc SUhlcl' of ihe pcnJilig 1"DA. aiiiciiumen\. or

supplement.

3.3) An ans\\'er to this question is ret¡uired (Il1ty if tht' rdèrclK'cd
paien i is a pnidult-hy-process palt'nl.

4. Method of Use

Compleie all iiems in ihis scciion if ihe pate II daiins a method of
use til' the drug product thai is the subjeci of the pending NDA.
amCnd1leli. or supplemeni.

4.2) Identil)' hy number cadi claiii iii Ihe pateniihal daims the

usds) of lh~ dnig Ii.ir which approval is being sought.
Indicaie wheihèr ilr not each indivkhial c1aiii is a daim lor
~i nieihod(si of lise (If the drug Ii.Jr whieh approval is beiiig
sought.

4.2a) Spedfy ihe part of the proposcd drug labcfing thai is
clai mcd hy ihe paien!.

5. No RclevantPaleiits

COlll'ktL' this seeiion (Jnly if applicable,

(I. Dedaratioii Certifcatioii

Compktc all ilems in this seetioi\.

6.2) Authorized sigiialUre. Cheek \l1e or ihe four boxcs that hest
de~(,.'rihc$ the :.LlthoriZt'cJ signaturc_

FORM FDA 3542a (7/03)
Page 4
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Department of Health and Human Services
Food and Drug Administration

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

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: 07131/06

See OMB Statement on Page 3.

NDANUMBER

21-957
NAME OF APPLICANT / NDA HOLDER

AstraZeneca LP

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

.

ACTIVE INGREDIENT(S)

Esomeprazole magnesium
STRENGTH(S)
20 mg and 40 mg Esomeprazole (22.3 rug and 44.5 rug
esoruepraole magnesium,. trhydrate)

DOSAGE FORM
......Otãl

This patent deeÌaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application.
amendmént, orsuppfement as required by 21 CFR 314.53 atthe address provided in 21 CFR 314.53(d)(4).
Within thirty (30) days after approval of an NDA or supplement, or within thirt (30) days of issuance of a new patent. a new 

patentdeclaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the requiredinforiation based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval wil 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 narrtive answer (i.e., onethat does not require a ''Yes" or "NOfl response), please attch an additional page referencing the question number.

FDA will not list patent information if you fie an incomplete patent declaration or the patent declaration Indicates the
patent is not eligible for liSting.

.) For each patent submittd for the pending HDA, amendment. or supplement referenced, above, you must submit all the, information described below. If you are not submitting any patents for thIs pending HDA, amendment, or supplement,
complete above section and sections 5 and 6.
1. GENERA
a. United States Patent Number
4,786,505

b. Issue Date of Patent
i 1122/1988

c. Expiration Date of Patent
412012007

d. Name of Patent Ower
AB Hässle

Address (of Patent Owner)
SE-43183

City/State
Mölndal, Sweden

.

zip Coe
SE-43183

FAX Number (if available)

Telephone Number
01146317761000

E-Mail Addres (ifavailabfe)

e. Name of agent or representative who resides or maintains
a place of busines within the United States authonzed to
recive notice of patent certfication under secion
505(b)(3) and 0)(2)(B) of the Federal Food. Drug, and
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent
owner or NDA applicantlolder does not reside or have a
place of business within the United States)

iJ

Address (of agent or representative named in 1.e.)

i 800 Concord Pike
,

CityfState
Wilmington, DE

ZlPCode
19803

FAX Number (if available)Vice President, General Counsel & Compliance
Offcer
AstrZeneca Pharmceuticals LP Telephone Number

(800) 456-3669
E-Mail Addres (if availabfe)

\ f. Is the patent reference above a patent that has been submitted previously for the
.j approved NDA or supplement referenced above?

g, If the patent referenced above has been submitted previously for listing. is the expiration
date a new expiration date?

,~

o Yes DNo
.

Dyes t8 No

FORM FOA 3542a (7103)
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?

. DYes 0No
-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? DYes (g No
2.3 II the answer to question 2.2 is "Ves," do you certify that, as of the date of this declaration. you have test data

demonstrating that a drug product containing the polymorph wil perform the same as the drug product
described in the NDA? The type of test data required is described at 21 CFR 314.53(bJ. DYes DNo

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 peneling

DVesdrug product to administer themetabolie,)
(g No,

2;6 Does the patent claim only an intermediate?

DYes (g 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.) DVes DNo
3. Drug Product (Compositidn/Formulation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,

amendment. or supplement?
¡g Yes DNo

3.2 Does the patent claim only an intermediate?

DYes ¡g No
3.3 If the pale iit 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. DYes DNa
4. Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method of using the pending drugproduct 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 Lise for which approval is being sought in

the pending NDA. amendment, or supplement?
(8 Ves DNa. ,

4.2 Patent Claim Number (as fisted in the patent) Does the patent claim referenced in 4.2 claim a pending method
n

I of use for which approval is being souglitin the 

pending NDA,
amendment, or supp;ement? 0 Yes DNa4.2a If the answer to 4.2 is Use: (Submìl indication or method of use information as identified specifically in the approved Iiibeling.)

.Ves." identify with speci- Sce NEXIUM Delayed Release Gr;inule~ in Label ~ir DESCRIPTION. INDICAlJONS AND USAGE.
ficity the lise with refer- 

Inforinaliün t\,¡r Patiellb DOSAGE AND ADMINISTRATIONence to the proposed
labeling for the drug
product.

~

5. No Relevant Patents
,

For this pending NDA, amendment. or supplement,there are no relevant patents that c1aiti the drug substance (active ingredient),
drug product (formulation or composition) or methoçl(s) of use, for which the applicant Îs seeking approval and with respect to

DVeswhich a claim of patent infringement could reasonably be asserted if a person not license by the owner ofthe patent engaged in
the manufacture, use, or sale of the drug product.

, 6. Declaration Certification
\
!jl i

FORM FDA 35423 (7103)
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-
sensitve patent information is submited pursuant to 21 CFR 314,53. i attest that i am familar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. i verify under penalty of perjury that the foregoingis true and correct. , '
Warning: A wilfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

')

6.2 -Authorized Signature of NDA ApplicantlHolder or Patent Owner (Attorney, Agent. Representative or
other Authorized Official) (Provide Information below)

./A/L!~(Ç y
Date Signed

!ßfs~
.

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(0)(4) and (d)(4).

Check applicable box and provide information below.

o NDA Applicant/Holder l8 "lOA Applicant'slHolder's Attorney. Agent (Representative) or other

Authorized Official

o Patent Owner

.

o Patent Owner's Attorney, Agent (Aepresenlative)or Other AuIhorized
Official

.
I'

Name
Oienn M Engelmann. Vice President, General Counsel & Compliance Ollïcer .,

Address
1800CoIKord Pike

City/State
WilmIligiol1. DE

,

zip Code
19803

.

Telephone Number

(3m) 886-3244

E-Mail Address (if available)

glenn.engel malin ei'asirazeneca.c(ini

FAX Number (if available)

(30~) 886-1578

Th.. public r~Jl(lrtil1~ huft.kn t(ir tliis colli:c1iiitl III jiir(lrm~iti(iii has hi.i.ii csiiinah...d 1(1 a\'Lra,ge (l _hours pCI' IC_::iH.111~1.'_ illChldilig iht' (imi. f(u" ..cvi...win,g
ill-Sllllt:iiliIlS. sl::lrdiin~ t"xì:'ling d~ll.a StHirt.l.S. ,g:iihi:ring ;md maiiiiaiiiiiig thl" d~i(a nn."..kd_ ~ind ..:u1Iipkliii:; ~ind revil"wing thc cnlkciinu of iliiè:lfU1¿lfioo, Send
O)JlII1h.:iils n.:~~m.:li1lg this hurtle-ii i.:slimak' til' ~Ily oili(,:r ;i=-pn,:l of ihi:: cullct:lit,uJ -of id~inlI;Hi(lii. il1cludÎll~ sugg.tslil.lfh for 1\:\ll1cili~ t1lj:- hurdcn to:

r(lOÚ -anu' nni~ i\diiiiiistl':itìlllt
COER (HFf)-O(¡7)
'iú(KJ rishcrs L:iic
Hiickvilk. MD 20K'i7

Aii l(i:('JI(~v way 1101 niiidli("1 or S¡.OIl.WI/, (iiul it prH.m Î." 111/1 re(Juin.'d It' n-_,I''''liIIO. (f ni(Jt'dùm (~r

ia/iwUllfiolilili/e5s ii J,:\p/ay,\'lI ('lIffell1/y nt/it! O.\-IB f"0I11TOIIlIlIl/.'lI:

)
~j

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

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

Gcnc.."lllililllnatIiili

· Til submit pareti in(i'riiaiinii to lIw agency the apprnpriaic
patent I.lcdaralÍ,lI l~irin musi l'c used. Two forms arc av;iilabk
li)r patcii submissions. The ;ippwval staWs of your New Drug
AppJiC:llioli will deiermine which limn you should usc.

. Forii 3542a should he used when submitting paieni
in(i1lnaiion with original NDA suhmissions. :'DA aiicndmenis
;md NDAsupplements prior to approval.

~;'f;I.;I'J 354:! shouldhé used after NDA or ~upplelienl~i1
approvaL. This lcirm is 10 be SlIbiiillcd'within 30 days aftcr

approval of aii ;ipplicaiion. This liirm should also' be used II
suhiiii paleiit inliiiinaiion relating 10 an approved supplement
under 2t CrR 314.53(d) todiani:e the 1~llll1ulation. add ;1 new
indicaiion or .other niidition of ~se. diange the strengih. or to
make any oiher paicl1ed change regarding ihe drug.' drug
pn.idiiel. or any meihod of lise.

. F"nn 3542 is ab,i to he used tiil' paicnb .íssued after dnig
appnw;ii' Paieiis issucd alkr drug approval arc required t,i he
suhinilted wiihin 30 days of p;itent issuaiice for ihc paicnt II) he
ctlnsidercd "iimdy ('¡led."

"',
. Oiily inli:iriiation fr.lIll limn 3542 will b~ used liii Orange

13,)(,1; PlIhliGuion purposcs.

) .h,ri11" ,iioiild he Siiblliíii~d as d~snjb~ù iii 2 i CFR 31453. An
aùùition;i! enpy or form 3542 to the Oraiige ßook Sial)" will
cxrieùii~ Jlateii publicalion in ¡he Orang:cßook. Thc Oran~~
Boiik Staff addrcss (as of July 2003) is: Orange 13001; Stan:

oriee of Gencric Drugs OGD/I-FD-6lO. 7500 Siandish Place.
Roi;kvill~. MD 201\55.

. The receipt dale is thc dart' ihat the palel1 inliiriiaiion is d:ile
siaiiipl"d in the l..ciilral doculIent room, Patenh :ire considcrcd
listed tll the datc rccei v¿d.

. Additioiial copiö of thcse fonus may he d(iwuloadi:d froni ihe
Inleniei at: hiip: 111l/nlls, lJSl". gi/l.¡romlsl(da!ill/ltdalltll,lilllil.

First Section

Complete ;111 items ïn thissectiùlL

i. Geiieral Sed ion

Complete all Ílefls io ihis scction with refcrencc 10 the patent
i\Selt: .

Ie) IncluJc patcnt expiration Jaic. in..uJing any Haidi-\\aXlian

paleni cxtcnsioii alrc'ady ~r:intcd. Di) iini iiidiide any

arplîc.ihk pediairie exdlisivÍly. The agency willincludt'
pedi;l\tic i:xdusil'ities where applïcahlc upon publication.

1(1"1 tndude full address of pateni owneL If p:i¡..ni owner residcs
,'U1siJe dIe' C,S. illdi~ale ihe ..'lIiiry iiiihe zip eodc hlock.

)

f e¡ Aiis\\er this queslitln if arrlic:ihli. Ifpatem owner and NDA
:ipplicaiii/holder resiJ~ in ihc Uiiiicd SI;\lcs. kavc s¡iacc

blank.

2. Drug Substance (ActÎ\'e Ingredient)

COlllplek' all ilems iiiihis st'~:lioll if the paieni claims the dnig
substance rhat is thc subjcCl "fthc pending NDA, ;i11endIlCii, or
supplement.

2.4) Name the p"lyliiirphie form of ihc' dnt~ identified hy thc
paieiil.

2.5) A patent for a lIelaholili; of the :ipproved aciivc in~rcdicni
may nor he' suhiiiiiied. If the pall'1I claims aii approvcd
ineihod ol usíii~ thc appnwcd dlUg proJu(..i ioadmiiiisicr
the iietaboliie. Ihe palcii may he suhmiiied'as a meihod of
usc paiem depending on'thc respoiises 10 scciioii 4 01" this
limH.

2,7) Aiiswer ihis quesiion only if the paicnl is ;1 produCl-by-

proccss paienI'

J. Drug I).-duct (Composition/Formulation)

Coiipilie all itcms in this seciion il" the p;ileni claims ihc drug

product that is ihe SUhjL'C1 til" ih,' I'endiii!; ì\Di\. alicl1dmelil, or
supplemeiit.

3.3') Aii answer to ihis quesiioH is n::iuired only if the rcfereiiced
paleii is a prLlduci-by-l'fOCCSS l'ali'1I1.

4. Method of Use

Coiiplcie all iiems in ihis secritln il" ilie paieni claims a merhod ol
use of the drug pi'L.Juci Thai is ihe- subjeci tif ¡he pcndiug NDA.
:imeiidmcnl, or supplement.

4.2)' Ideiiity by numher eachdaiii in ihe patcnr that daiiis the
use!s) of the drug liir 'ivhidi apprl.ival is bcing sought.
Iiidi~;iie w(wiher or ¡wt c~di inJividùal daimis a d:iini t(ir
a Ileihodhl oLusc ol the Jnig Iiir whí,,:h approval is heiiig
sought.

4.1a) Spc(.'ify the part of ¡he pn,ipnscd drug labeling that is
d;iimed by ihe p:iieiit.

5. No Rele\'anl Patents

C01lpletc this scciion ouly if applicable.

6. Declaration Certification

Complete ;111 ilClilS in this sectioii.

6.21 Aurliorizcd signature. Clicck OllC ...r,rhc kiu;' hoxes thai bcst
de'scribes ih" authorized sigiiaiure.

FORM FOA 3542a (7/03)
Page 4
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Departent 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

NOANUMBER
, FlUNG 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 Astrneca LP
Compositon) and/or Method of Use

-
The fOllowing is provIded in accordance with Section S05(b) and (c) of the Feeral Food. Drug, and Cosmetic Act.

TRADE NAME (OR PROPOSED TRADE NAME)
NEXIUM~ (esomeprazle magnesium) Delayed-Release Granules for Orl Suspension

ACTIVE lNGREOIENT(S) STRENGTH(S)
Esomeprazole magnesium 20 mg and 40 mg Esomeprazole (22.3 rng and 44.5 mg

esomeprale magnesium trhydrate)

- DOSAGE FORM
Oral

This patent declaration form is required to be submitted to the Foo 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 thirt (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 informtion submitted in the declaration form submitted upon or after approval wil be the only informtion relied
upon by FDA for listing a patent in the Orange Book.

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

FDA wil 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 submittd to, the pending NDA. amendment, or supplement referenced above, you must submit all the
Information described below. If you are not submittng any patents for this. pending NDA, amendment, or supplement,
comølete above section and sections 5 and 6.
1,GENERAL

a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Palent
4,853,230 8/1/1989 4/20/2007
d. Name of Patent Ower Address (of Patent Owner)
ABHässle SE-43183

City/State
Mölndal,Sweden

zip Coe FAX Number (if available)
SE-43183

Telephone Number E-Mail Address (if available)
01146317761000

e: Name of agent or represntative who resides or maintains Address (of agent or reprsentative named În l.e.)
a place of business within the United States authorìzed to 1800 Concord Pikereceive notice of patent certcation under section
505(b)(3) and (j(2)(B) of the Federl Foo, Drug, and
Cometic Act and 21 CFR 314.52 and 314.95 (if patent City/State
ower or NDA applicant/older doe not reside or have a Wilnùngton, DE
place of busines within the Unite sttes)

C?
Vice President, General Counsel & Compliance zip Code FAx Number (if available)

19803Offcer
Astrneca Pharmceuticals LP Telephone Number E.Mail Address (if available)

(800) 456-3669
" f. Is the patent referenced above a patent that has ben submitt previously for the
Är approved NDA or supplement refeenced above? ~Yes DNo/v

g. If the patent referenced aboe has bee submitted previously for listing, is the expiration
date a new expiration date? Dyes t8 No

FORM FDA 3542a (7103)
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:;:Ug Substance (Active Ingredient)
,

. -".

~
) 2.1 Does the patent claim the drug substance that is 1he active ingredient in the drug product

described in the pending NDA, amendment, or supplement? DYes (g 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? DYes (g No
2.3 (f 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 penorm the same as the drug product
described in the NDA? The type of test data required is descnbed at 21CFR 314.53(b). DYes DNo

2.4 Specify the polymorphic formes) claimed by the patent for which you have the test resulls described in 2.3.

..

2.5 Does the patent claim only a metabolite of the active ingrediêlt 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.) DYes t8 No

2.6 Does the patent claim only an intermediate?

DYes t8 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) DYes DNo
3. Drug Produèt (Composition/Formulation)

i

3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement?

t8 Yes DNo.

) 3.2 Does the patent claim only an intermediate?

DYes t8 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 patent is a product-by-process patent) DYes DNo,

4. Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming a method or 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? (g Yes DNo.
4.2 Patent Claim Number (as listed in tiie patenf) Does the patent claim referenced in 4.2 claim a pending method
io

I 

of use for which approval is being sought in the pending NDA,
amendment, or supplement? ' ,,(g Yes 0 No

4.2a If the answer to 4.2 is Use: (Submit indication or method of use information as identified speifically in the approved labeling.)
"Yes," identiy with speci- See NEXIUM Delayed Relea:;e Granules in Label at DESCRIPTION. INDICATIONS AND USAGE,.
ficity the use with refer-
ence to the proposed Information for Patients DOSAGE AND ADMfNlSTRATION
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

DYeswhich a claim of patent infringement could reasonably be asserted if a perSOn not licensed by the owner of the patent engaged in 

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

.

)
16. Declaration Certification

FORM FDA 3542a (7/03)
Page 2

...'t.M..li:IArt"I..tit'~.i:l-I(11 GF



,

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-
sensitve patent information is submitted pursuant to 21 CFR 314.53. I attest that J am familar 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.

6.2

Warning: A wilfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.. '
Authorized Signature of NDA Applicant/Holder or Patent Ower (Attorney. Agent. Representative or
other Authon"zed Offcial) (Provide Information below)

¡f//; ?7
/ - --

Date Signed

- /:/rJ-
., ,

NOTE: Only an NDA appHcantlolder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicanU
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 ìnfonnation below.

o NDA Applicant/Holder 18 NDA Applicant's/Holder's Attorney, Agent (Representative) or other
Authorized Official

o Patent Owner o Patent Owner's Attorney, Ageni (Representative) or Other Authorized

Offcial

Name
Glenn M Engelmann. Vice Presideni. General Counsd & Compliance Ofticer

Address
(S(X) Concord Pike

City/State
Wilmington. DE

zip Code
19803

.,

Telephone Number

(302) 88(¡-:U44

FAX Number (if available)

(302) 886-1578
E.Maii Address (if available)

gIi: Iln.enge I ma iin (rl1 astrazeneca.cnni
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EXCLUSIVITY SUMMARY

NDA # 21-957 SUPPL# HFD# 180

Trade Name NEXluM

Generic Name esomeprazolemagnesium for Delayed Release Oral Suspension

ApplicantName AstraZeneca

Approval Date, If Known 10/22/06

PART I is AN EXCLUSIVITY DETERMNATION NEEDED?

1. An exclusivity determination wil be made for all original applications, and all effcacy
supplements. Complete PARTS II and II of this Exclusivity Summary only if you answer "yes" to
one or more of the following questions about the submission.

a) Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
YES !2 NoD

If yes, what tye? Specify 505(b)(1), 505(b)(2),SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(1)

c) 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 0 NO!2

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 abioavailability study.

Study compares bioequivalence of NEXIDM 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:

~'
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d) Did the applicant request exclusivity?
YEsD NO(g

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

e) Has pediatric exclusivity been granted for this Active Moiety?
YESD NO(g

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 TH ABOVE QUESTIONS, GO DIRCTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DESI upgrade?
YEsD NO(g

IFTHEANSWER TO QUESTION 2 is "YES,"GO DIRCTLY TO THE SIGNATUR BLOCKS
ON PAGE 8 (even if a study was required for the upgrade),

PART II 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 (òther than
deesterification of an esterified form of the drug) to produce an. already approved active moiety.

YES (g NoD

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

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

NDA# )

NDA#

2. Combination prodùct.

If the product contains more than one active moiety(as defined in Part II, #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-be fore-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.)

YEsD NOl2

If "yes, " identitY 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 II of the summary should
only be answered "NO" for original approvals of new molecular entities.)
IF "YES," GO TO PART II.

PART III THRE- YEAR EXCLUSIVITY FOR NDAs AN SUPPLEMENTS

To qualitY for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essentialto 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
the 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)
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is "yes" for any investigation referred to in another application, do not complete remainder of
summary for that investigation.

YES D NO~

(F tiNO," GO DIRCTLY 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 i) 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 suffcient 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 suffcientto 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?

YESD NoD

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

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

(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness
ofthis drug product and a statement that the publicly available data would not independently
support approval of the application?

YES D NoD

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

YEsD NoD

If yes, explain:

(2) If the answer to 2(b) is "no," are youaware 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?
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YEsD NoD

If yes,exp lain:

(c) If the answers to (b)(l) 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. In addition 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. ")

Investigation #2

YEsD

YEsD

NoD

NoD

Investigation # i

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 ofapreviously approved drug product?

Investigation #2

YEsD

YESD

NoD

NoD

, Investigation # 1
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If you have answered "yes" for one or more investigation, identifY the NDA in which a
similar investigation was relied on:

c) Ifthe 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, I) the applicant was the sponsor of
the IN 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. Ordinarily, 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 0 NO O.
Explain:

Investigation #2

IND# YES 0 NO 0
Explain:

(b) For each investigation not carried out under an IN 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?
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Investigation # 1

YES D
Explain:

NoD
Explain:

Investigation #2

YES D
Explain:

NoD
Explain:

(c) Notwithstanding an answer ofllyes" 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 alLrights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have

sponsored or cqnducted the studies sponsored or conducted by its predecessor in interest.)

If yes, explain:

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

YEsD NoD

NameofOffice!Division Director signing form: Joyce A. Korvick, M.D., M.P.H.
Tite: Deputy Director, Division of Gastroenterology Products

Form OGD-01l347; Revised 05/10/2004; formatted 2/15/05
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Brian Harvey
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For Dr. Joyce Korvick
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ITEM 16 DEBARMENT CERTIFICATION

Re: NDA 21-957

NEXIU~ (esomeprazole magnesium) Delayed-Release
Suspension

!Oral

Debarment Certification Statement

In response to the reqi.irements 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 NEXIUMCB (esomeprazole magnesium)
Delayed Release Granules for Oral Suspension, NDA 21-957 (Study Number D9612C00032)
the services of any pei'son in any capacity debarred under section 306 (a) or (b).

)//

G~
.

Anthony Rogers, Vice President
Regulatory A.ffairs
AstraZeneca

)
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DEPARTMENT OF HEALTH & HUN SERVICES

Public Health Service

Food and Drug Administration
Rockvile, MD 20857

NDA21-957
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 drg application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Nexium(É (esomeprazole) Delayed-Release
Suspension

-Oral

Review Priority Classification: Standard (S)

Date of Application: December 22, 2005

Date of Receipt: December 22, 2005

Our Reference Number: NDA 21-957

Unless we notify you within 60 days of the receipt date that the application is not suffciently
complete to permit a substantive review, we wil file the application on Februry 20, 2006 in
accordance with 21 CFR 314.1OI(a). Ifthe 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 pediatrc patients unless this requirement is waived or deferred.
We note that you have not fulfilled the requirement. Weare deferrng submission of your
pediatrc studies until INSERT DATE. However, in the interim, please submit your pediatrc drug
development plans within 120 days from the date of this letter unless you believe a waiver is
appropriate.

If you believe that this drug qualifies for a waiver of the pediatrc study requirement, you should
submit a request for a waiver with supportng iiiformation and documentation in accordance will
the provisions of setion 2 ofthe Pediatrc Research Equity Act (PREA) within 60 days from the



NDA21-957
Page 2

____ date of this letter. We will notify you within 120 days of receipt of your response whether a
waiveris granted. If a waiver is not granted, we wil ask you to submit your pediatrc drug
development plans within 120 days from the date of denial of the waiver.

Pediatrc studies conducted under the terms of section 505A of the Federal Food, Drug, and
Cosmetic Act may result in additional marketing exclusivity for certin products (pediatrc
exclusivity). You should refer to the Guidance for Industr on Qualifyng for Pediatrc
Exclusivity (available on our web site at ww.fda.gov/cder/pediatrc) for details. If you wish to
qualify for pediatrc exclusivity you should submit a "Proposed Pediatrc Study Request" in
addition to your plans for pediatrc drug development described above. Please note that
satisfaction of the requirements in section 2 of PREA alone may not qualify you for pediatrc
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 Inail or
courier, to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Gastroenterology Products
590 l..B Ammendale Road
Beltsvile,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
Offce of Drug Evaluation III
Center for Drug Evaluation and Research



--_.._------------------------------------------------------------------------------------------
This is a repres_entation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/s/
Melissa Furness
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MEMORANDUM OF TELECON

DATE:
TIME:

August 17, 2006
11:00 am

APPLICATION NUER: NDA 21-957
PRODUCT: NEXIM DELAYED-RELEASE GRANUES FOR ORA

PROPOSED INDICATION: Acute hèaling and maintenance of erosive esophagitis, and
symptomatic gastroesophageal reflux disease risk reduction of NSAID-associated gastrc ulcer

BETWEEN:

Name: George A. Kummeth, Director, Regulatory Affairs
Lora Radzieta, Associate Director, Regulatory affairs CMC ,
Karin Malmqvist-Granlund, Analytcal and Pharmaceutical Development
Gunila I Pettersson, Analytcal and Pharmaceutical Development
Eva Blychert, Pharmaceutical Project Manger
Mersedeh Mira1iakbari, Associate Director, Regulatory Affairs

Representing:' AstraZeneca (AZ)

AND

Name: Marie Kowblansky, Ph.D., Pharmaceutical Assessment Leader,
ONDA, Division II, Branch il
Milton Sloan, CMC, Ph.D., Chemistr Reviewer
Linda Athey, CMC Project Manager
Giuseppe Randazo, Project Manager

Representing: Division of Gastroenterology Products, HFD-180 and
OffceofNew Drug Quality Assessment

SUBJECT: Response to our June 23, 2006 CMC information request (ff) 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.

__"i



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 recommendation. We need to discuss this
internally and wil forward a response to the agency.

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

FDA: CMC stabilty data ánd labeling still need to be reviewed.

Giuseppe Randazzo
Regulatory Project Manager
Division of Gastroenterology Products
Office of Drug Evaluation il

Center for Drg Evaluation and Research

Marie Kowblansky, Ph.D.

Pharmaceutical Assessment Lead
ONDQA, Division II, Branch il

"

-)



)

---------------------------------------------------.-------------_.-------------------------------------....-_.-
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------
/s/

Giuseppe Randazzo
8/21/2006 08: 36: 54 AM
CSO

Marie Kowblansky
8/22/2006 11: 27: 09 AM
CHEMIST



NDA REGULATORY FILING REVIEW
(Including Memo of Filng Meeting)

NDA # 21-957 Supplement # Effcacy Supplement Type SE-

Date Filng Review Completed: 2/13/06

Trade Name: Nexium for Delayed Release Oral Suspension
Established Name: esomeprazole magesium
Strengths: 20 and 40 mgs

Applicant: Astra Zeneca
Agent for Applicant: NI A

Date of Application: 12/22/05

Date of Receipt: 12/22/05

Date clock started after UN: N/A
Date of Filing Meeting: 2113106

Filing Date: 2120106

Action Goal Date (optional): User Fee Goal Date: 10122/06

Indication(s) requested: Zollinger Ellison Syndrome

Type of Original NDA:
OR

Type of Supplement:

(b)(l) X

(b)(I) X

(b)(2) D

(b)(2) D

NOTE:
(3) lfyou 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)(I) or a (b)(2). If the 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)(I) application OR D NDA is a (b )(2) application

Therapeutic Classification: S

Resubmission after withdrawal?
Chemical Classification: (1,2,3 etc.)
Other (orphan, OTC, etc.)

X
N/A
3

N/A

P
Resubmission after refuse to fie? N/A

Form 3397 (User Fee Cover Sheet) submitted: YES X NO D

User Fee Statu: Paid X Exempt (orphan, government) D
Waived (e.g., small business, public health) 0

NOTE: If the NDA is a 505(b)(2) application, and the applicant did not pay afee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fèe is not required The applicant is

required to pay a user fee if: (I) the product described in the 505(b)(2) application is a new molecular entity
or(2) the applicant claims a new indicationfor a use that that has not been approved under section 505(b).

Examples of a new indication for a use includ a new indication, a new dosing regime, a new patient
population, and an Rx-to-OTC switch. The best way to determine if the applicant is claiming a new indication
Version: 12/15/2004

This is a locked docuent, if you need to add a commnt where there is no field to do so. wilockthe document using the following procedure. Click th
'View' tob; drag the cursor down to 'Toolbars'; click on 'Form. ' On th forms toolbar. click the lock/unlock icon (looks like a padlock). This wil
allow you to insert text outside the provided field. The form must then be relocked to permt tabbing through the fields.



NDA Regulatory Filing Review
Page 2

for a use is to compare the applicant's proposed labeling to labeling that has already been approved for the
product described in the applicatìon. HIghlìght the diferences between the proposed and approved labeling.
lfyou need assistance in determining tfthe applicant is claiming a new indicationfor a use, please contact the
user fee staf

· Is there any 5-year or 3-year exclusivity on this active moiety in an approved (b)(l) or (b)(2)application? YES X NO 0
If yes, explain: for the NDA 21-153 (capsule formulatìon)

. Does another drug have orphan drug exclusivity for the same indicatìon? YES o NO X

· If yes, is the drug considered to be the same drug according to the orphan drugdefinitìon of sameness
(21 CFR316.3(b)(13))?

YES 0 NO X

If yes, consult the Director, Divisìon of Regulatory Polìcy II, Office of Regulatory Polìcy (HFD-007).

· Is the application affected by the Application Integrity Policy (AlP)?
If yes, explain:

YES 0 NO X

YES 0 NO 0
YES X NO 0
YES X NO 0

YES X NO 0

. If yes, has OC/DMPQ been notified of the submission?

. Does the submission contain an accurate comprehensive index?

. Was form 356h included with an authorized sìgnature?

If foreign applicant, both the applicant a~d the u.S. agent must sign.

· Submission complete as required under 11 CFR 314.50?

If no, explain:

· If an electronic NDA, does it follow the Guidance? NI A 0 YES X NO 0
Ifanelectronic NDA, all forms and certifcations mustbe in paper and require a signature.
Which parts of the application were submitted in electronic format?

Addìtional comments:

. If an electronic NDA in Common Technical Document format, does ìt follow the CTD guidance?
N/A D YES X NO 0

. Is ìt an electronic CTD (eCTD)? NI A D YES X NO 0
If an eièctronic CTD, all forms and certifcations must either be in paper and signed or be
electronically signed.

Addìtional comments:

· Patent inforiatìon submitted on form FDA 3542a? YES X NO 0

· Exclusivity requested? YES, 3 Years NO ,0
NOTE: An applicant can receive exclusivity without requesting it; therefore, requesting exclztivity is
not required

· Correctly worded Debarment Certificatìon included with authorized signature? YES X NO 0

Version: 12115/04
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lfforeign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certifcation should use wording in FD&CAct section 306(k)(J) i.e.,
"fName ofapplicantj hereby certifes that it did not and wil not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
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 0
(Forms 3454 and 3455 must be included and must be signed byihe APPLICANT, not an agent.)
NOTE: Financial disclosure is requiredfor bioequivalence studies that are the basis for approval.

. Field Copy Certification (that it is a true copy of the CMC technical section)? Y o NO 0

o. PDUFA and Action Goal dates correct in COMIS? YES X NO
If not, have the document room staffcorrect 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 IN if it is not
already entered.

. List referenced IN numbers: 53,733

. End-of-Phase 2 Meeting(s)? Date(s)

If yes, distribute minutes before fiing meeting.
NO X

. Pre-NDA Meeting(s)? Date(s)
If yes, distribute minutes before fiing meeting.

NO X

Project Management

. Was electronic "Content of Labeling" submitted?
If no, request in 74-day letter.

NO 0YES X

. All labeling (PI, PPI, MedGuide, carton and immediate container labels) consulted to DDMAC?

YES X NO 0
. Risk Management Plan consulted to ODSIIO? Nt A X YES 0 NO 0

. Trade name (plus PI and all labels and labeling) consulted to ODSIDMETS? NtA X NO D

. MedGuide'andJor PPI (plus PI) consulted to ODSIDSRCS? NtA X YES 0 NO 0

. If a drug with abuse potential, was an Abuse Liabilty Assessment, including a proposal for

scheduling, submitted?
NtA X YES 0 NO 0

If Rx-to-OTC Switch application: NtA

. OTC label comprehension studies, all OTC labeling, and current approved PI consulted toODSIDSRCS? Nt A 0 YES 0
Has DOTCDP been notified of the OTC switch application? 'YES 0

NO 0

NO 0.

Version: 12/15104
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Clinical: N/ A

. If a controlled substance, has a consult been sent to the Controlled Substance Staff?
YES D

Chemistry

. Did applicant request èategorical exclusion for environmental assessment? YES X
Ifno, did applicant submit a complete environmental assessment? YES

, If EA submitted, consultedto Florian Zielinski (HFD-357)? YES D

. Establishment Evaluation Request (EER) submitted to DMPQ? No EER requested

need for this efficacy supp (per David Lewis, ONDQA PAL, as there were no changes to
this drugs manufacturing facility as a result of this effcacy supplement.

. If a parenteral product, consulted to Microbiology Team (HFD-805)? N/A

Version: 12/15/04

NO D

NO
NO D
NO D

YES X

X NO D
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ATTACHMENT

MEMO OF FILING MEETING

DATE: 02/13/06

BACKGROUN:
(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 fiing meeting):

Discipline (

Medical:
Secondar Medical:
Statistical:
Pharmacology:
Statistical Pharacology:
Chemistry:
Environmental Assessment (if needed):
Biopharmaceutical:
Microbiology, sterility:
Microbiology, clinical (for antimicrobial products only):
DSI:
Regulatory Project Management:
Other Consults: '

Reviewer
Nancy Snow, M.D.

N/A
N/A
NA
Milton Sloan, Ph,D.
N/A
Tapah Ghosh, Ph.D.
N/A
N/A
A DSI consult was determined to not be needed
Melissa Furness

DDMAC andDMETS

Per reviewers, are aU parts in English or English translation?
If no, explain:

YES X NO D

CLINICAL FILE X REFUSE TO FILE D

· Clinical site inspection needed? YES D NO X

· Advisory Committee Meeting needed? YES, date if known NO X

. If the application is affected by the AlP, has the division made a recommendation regarding
whether or not an exception to the AlP should be granted to permit review based on medical
necessity or public health significance?

N/A X YÈS D NO D

0
0
0

NO X

CLINICAL MICROBIOLOGY N/A X FILE D REFUSE TO FILE

STATISTICS N/A X FILE REFUSE TO FILE

BrOPHARMCEUTICS FILE X REFUSE TO FILE

· Biophar.. inspection needed? YES D
Version: 12/15/04
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PHARMCOLOGY N/A X FILE REFUSE TO FILE D

· GLP inspection needed? YES D NO X

CHEMISTRY FILE X REFUSE TO FILE D

· Establishment(s) ready for inpection? No inspection needed for this D

effcacy supp (per David Lewis, ONDQA PAL, as there were no changes to
this drugs manufacturing facility as a result of this effcacy supplement.
YES· Microbiology YES D

YES X

NO X

ELECTRONIC SUBMISSION:
Any comments:

REGULATORY CONCLUSIONSIDEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

o The application is unsuitable for fiing. Explain why:

X The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for fiing.

X No fiing issues have been identified.

D Filng issues to be communicated by Day 74. List (optional):

ACTION ITEMS:

I.D If RTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

2.0 Iffi1ed and the application is under the AlP, 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 applicant by Day 74. Note: 74 day Letter sent to
sponsor within PDUF A timeframe.

Melissa Hancock Furness
Regulatory Project Manager, HFD~180

Version: 12115/04
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Appendix A to NDA Regulatory Filng Review

An application is likely to be a 505(b )(2) application if:

(3) it relies on literature to meet any ofthe 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 analysis)

. 
causes the applicationto 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 new salts.

If you have questions about whether an application is a 505(b)( 1) or 505(b )(2) application, please
consult with the Director, Division of Regulatory Policy II, Offce of Regulatory Policy (HFD-007).

Version: 12(15(04
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Appendix B to NDA Regulatory Filng Review
Questions for 505(b)(2) Applications

1. Does the application reference a listed drug (approved drug)? YES 0 NO 0

If "No, " skip to question 3,

2. Name oflisted drug(s) referenced by the applicant (if any) and NDA/ANDA #(s):

3. The purose of this and the questions below (questions 3 to 5) is to determine if there is an approved drug
productthat 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) Is there a pharaceutical equivalent(s) to the product proposed in the 505(b)(2) application that is
already approved?

YES 0 NO 0

(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 á 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) meetthe identical compendial or
other applicable stadard of identity, strength, quality, and purity, including potency 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 0
(The approved pharmaceutical equivalent(s) should be cited as the l~sted drug(s).)

NO 0

If "Yes, "skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Director, Division of Regulatory Policy II, Offce of Regulatory Policy

(ORP)(BFD-007)? YES 0 NO 0
If "No, " please contact the Director, Division of Regulatory Policy II, ORP. Proceed to question 6.

4. (a) Is there a pharmaceutical a1temative(s) already approved? YES 0 NO 0

(Pharmautical alternatives are drug products that contain the identicàl 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, answerpart (b).

(b) Is the approved pharmaceutical alternative(s) cited as the listed drug(s)? YES 0
(The approved pharaceutical altemative(s) should be cited as the listed drug(s).)

NO 0

NOTE: If there istnore than one pharmaceutical alternative approved, consult the Director, Division of

Version: 12/15/04
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Regulatory Policy!I, Offce of Regulatory Policy (ORP) (HFD-007) to determine if the appropriate
pharmaceutical alternatives are refèrenced.

if "Yes, " skip to question 6. Otherwise, answer part (c).

(c) Have you conferred with the Director, Division of Regulatory Policy II,
ORP?

YES 0 NO 0

if "No, "please contact the Director, Division of Regulatory Policy II, ORP. Proceed to question 6.

5. (a) Is there an approved drug product that does not meet the definition of "pharmaceutical equivalent" or

"pharaceutical alternative," as provided in questions 3(a) and 4(a), above, but that is otherwise very
similar to the proposed product?

YES q NO D

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 Offce of
Regulatory Policy (HFD-007), to further discuss.

(b) Is the approved drug product cited as the listed drug? YES 0 NO 0

)

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 0
section 5050) as an ANDA? (Normally, FDA wil refue-to-fie such NDAs
(see 21 CFR 314.101(d)(9)).

NO 0

8. Is the extent to which the active ingredient(s) is absorbed or otherwise made YES 0
available to the site of action less than that of the reference listed drug (RD)?
(See 314.54(b)(1 )). If yes, the application should be refused for filing under
21 CFR314.101(d)(9)).

NO 0

9. Is the rate at which the product's active ingredient(s) is absorbed or otherwise YES 0
made available to the site of action unintentionally less than that oftheRLD (see
21 CFR 314.54(b )(2))? If yes, the application should be refued for fiing under
21 CFR314.10l(d)(9).

NO 0

, 10. Are there certifications for each of the patents listed for the listed drug(s)? YES 0 NO 0

11. Which of the following patent certifications does the application contain? (Check all that apply ang
identi1) the patents to which each tye of certification was made, as appropriate.)

o 21 CFR 314.50(i)(1)(i)(A)(I): The patent information has not been submitted to FDA.
(Paragraph I certification)

Paterit number(s):

o 21 CFR314.50(i)(I)(i)(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

Version: 12/15104
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o 21 CFR 314.50(i)(1)(i)(A)(3): The date on which the patent wil expire. (paragraph II
certification)
Patent number(s):

o 21 CFR 314.50(i)(1)(i)(A)(4): The patent is invalid, unenforceable, or wil not be infringed
by themanufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph iv certification)

Patent number(s):

NOTE: IF FILED, and if the applicant made a "Paragraph IV" certifcation (21 CFR
314.50(i)(1)(i)(A)(4)). the applicant must subsequently submit a signed certifcation statìng
that the NDA holder and patent owner(s) were notifed the NDA was filed (21 CFR
314.52(b)). The applicant must also submit documentatìon showing that the NDA holder and
patent owner(s) received the notifcation (21 CFR 31452(e)J

o 21 CFR 314.50(i)(l )(ii): N0.relevant patents.

o 21 CFR 314.50(i)(l)(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 vii statement)
Patent number(s):

o 21 CFR 314.50(i)(3): Statement that applicant has a licensing ageement with the patent
owner (must also submit certfication under 21 CFR 314.50(i)(l)(i)(A)(4) above).
Patent number(s):

o Written statement from patent owner that it consents to an immediate effective date upon

approval ofthe application.
Patent number(s):

12. Did the applicant:

· Identify which part 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 0 NO D

. Submit a statement as to whether the listed drug(s) identified has received a period of marketing
exclusivity?

YES o NO 0

. Submit a bioavailabilty/bioequivalence (BAIBE) study comparing the proposed product to the
listed drug?

N/A 0 YES D NO 0

)

· 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
applicant is requestig only the new indication (21 CFR 314.54(a)(1 )(iv).?

N/A DYES 0 NO D

Version: 12115/04
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13. If the (b)(2) applicant is requesting 3-year exclusivity, did the applicant submitthe following information
required by21 CFR314.50G)(4):

· Certification that at least one ofthe investigations included meets the definition of "new clinical
investigation" as set forth at 314.108(a).

YES 0' NO 0

· A list of all published studies or publicly available reports that are relevant to the conditions for
which the applicant is seeking approvaL.

YES 0 NO 0

. EITHER

The humber of the applicant's IND under which the studies essential to approval were conducted.

OR
NO 0IND#

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 IN under which those clinical studies were
conducted?

YES 0 NO 0

3. Has the Associate Director for Regulatory Affairs, OND, been notified of the existence of the (b)(2) application?

YES 0 NO 0

Version: 12115/04
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/'''.. DEPARTMENT OF REALTI & iiUMAN SERVICES

___ t,::~ Public Health Service

Food and Drug Administration
Rockvile, MD 20857

INFORMTION 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 NexiumtI (esomeprazo1e 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 informatÍon requests. We request a prompt written response in order to continue
our evaluation of your NDA.

In support ofNDA 21-95, you submitted results of 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 outhe SAS transport 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:



NDA21-957
Page 2

Variable Treatment N GMR 90%CI
'.

Lower Upper
AVC Sachet/Tablet 92 0.99 0.94 1.04

Sachet/Capsule 94 0.98 0.93 1.03

AVCt Sachet/Tab let 94 0.95 0.89 1.01

Sachet/Capsule 94 0.90 0.84 0.96
Cmax 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).

Please provide additional detail as to how the 90% CI for this study weredetennined, 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 ofbioequivalencyfor the sachet comparison.

If you have any questions, call Giuseppe Randazzo, Regulatory Project Manager, at
(301) 796-0980.

Sincerely,

¡See ilppeiulcd e!ectrOfJÎf: 5;i:~;natuf'c p(j~çre)

CAPT E. Dennis Bashaw, Pharm.D.
Director, Div. ofClinica1Pharmacology-3
Office of Clinical Pharmacology
U.S. Food and Drug Administration
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(4 DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service

Foo and Drug Administration
Rockvile, MD 20857

NDA21-957 INFORMTION 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 (NA) submitted under section
505(b) of the Federal Food, Drg, and Cosmetic Act for Nexium (esomeprazole magnesium)
Delayed Release Granules for Oral Suspension, 20 and 40 mg.

We are reviewing the Chemistr, Manufacturing and Controls section of your submission and
have the following comments and information requests. We request a prompt wrtten 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 ...lor the fill weight is not acceptable based on the
data you provided. Provide justification for your proposal. The fillng process
to1eranc~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 esomepràzole pellets used in the stabì1ty batches, and
include a written statement commtting not to exceed the specified holding time for the
future production batches.



Comments

1. Figures 3 and 4 of section 3.2.P.2.2 Pharmaceutical Development page 20 of24, (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.

2. 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.). '

3. The NDA was submitted with less than the ICH recommended stability data for the drug
product. The data submitted does not support the proposed she1flife of .

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-Thong Rhee, Ph.D.
Chief, Branch III
Pre-Marketing Assessment Division II
Office of New Drg Quality Assessment
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockvile, MD 20857

NDA 21-957

AstraZeneca LP
Attention: George A. Kummeth
1800 Concord Pike
P.O. Box 8355
Wilmington, DE 19803-8355

DearMr. Kummeth:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Nexium(i (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 356Hand in the Dosage and

Administration section of the proposed label, you refer to the 20 and 40 mgs strengths
of the Nexium(i Delayed-Release \ "Oral Suspension. In contrast, in the
CMC section of this application, you state "all the strengths (40, 20,
mgs) are included in the present application." \

These additional dosages should be resubmitted when applicable to new proposed
indications or dosing strategies. At that time, the acceptability of these additional
dosages wil be evaluated.

If you have any questions, call Giuseppe Randazzo, Regulatory Project Manager, at
(301) 796-0980.

Sincerely,

(S'ee appended elecfronicsig;nafure pa,ge/

Joyce Korvick, M.D., M.P.H.
Deputy Director
Division 0 f Gastroentero logy Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES

NDA21-957

AstraZeneca LLP
Attention: George A. Kummeth
Director Regulatory Affairs
1800 Concord Pike, P.O. Box 8355
Wilmington, DE 19803-8355

Dear Mr. Kummeth:

Public Health Service

Food and Drug Administration
Rockville, MD 20857

FILING COMMUNICATION

Please refer to your December 22, 2005 supplemental new drug application submitted under
section 505(b) of the Fecteral Food, Drug, and Cosmetic Act for NexiumiI (es6meprazole)
Delayed-Release Oral Suspesion.

We have completed our fiing review and have determined that your application is suffciently
complete to permit a substantive review. Therefore, this application has been fied under section

505(b) of the Act on 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 (rppended electronic signature page)

Brian K, Strongin, R.Ph., M.B.A.
Chief, Project Management Staff
Division of Gastroenterology Products
Offce ofDrug Evaluation III
Center for Drug Evaluation and Research
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ACTION PACKAGE CHECKLIST

IfNDA, Efficacy Supplement Type

Proprietary Name:
Established Name: NEXIUM
Dosage Form: Oral Suspension

RPM: Marlene G. Swider

NDAs:
NDA Application Type: 0505(b)(I) D505(b)(2)

Effcacy Supplement: ÇJ 505(b)(I) D505(b)(2)

Applicant: AstraZeneca

Division: DGP Phone # (30 i) 796-2104
505(b)(2) NDAs and 505(b)(2) NDA supplements:
Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug
name(s)):

(A supplement can be either a (b)(I) or a (b)(2) regardless
of whether the original NDA was a (b)( I) or a (b)(2).
Consult page 1 of the NDA Regulatory Filing Review for
this application or Appendix A to this Action Package
Checklist.)

Provide a brief explanation of how this product is different from the
listed drug.

o Ifno listed drug, check here and explain:

Review and confirm the information previously provided in
Appendix B to the Regulatory Filng Review. Use this Checklist to
update any information (including patent certification
information) that is no longer correct.

')/
o Confirmed
Date:

o Corrected

. Proposed action
'0 AP
DNA
o None

ø Requested inAP letter

o Received and reviewed

.:. User Fee GoalDate

.:. Action Goal Date (if different)

.:. Actions

. Previous actions (specif type and date/or each action taken)

.:. Advertising (approvals only)

Note: If accelerated appro val (21 CFR 3 14.5 i 0/60 i.4 i), advertising must have been
submitted and reviewed (indicate dates a/reviews)

..
ij

Version: 7/12/06
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.:~ Application Characteristics

__ ..___ --=-=-:=---"ït;;~ie'~'pr¡o;:iy:---i~rSt~ndäld---O-P-r¡o~¡tY-------'-'-.-----'----'----------.--'.'-

Chemical classification (new NDAs only):
/

NDAs, BLAs and Supplements:
o Fast Track

o Rolling Review

o CMAPilbt i
o CMAPilot2

o Orphan drug designation

NDAs: Subpart H
o Accelerated approval (21 CFR 314.510)

o Restricted distribution (21 CFR 314.520)

Subpart i

o Approval based on animal studies

BLAs: Subpart E
o Accelerated approval (21 CFR 601.41)

o Restricted distribution (21 CFR 601.42)
Subpart H

o Approval based on animal studies

NDAsand NDA Supplements:
o OTCdrug

Other: Approval based on bioequivalency studies

Other comments:

.:. Application Integrity Policy (AlP)__.._____._______.._..___._A____.________~.._...______._____._.___..._____...____.___.____.___.._.___._.__._~_

0 Yes cg No

0 Yes cg No

0 Yes 0 No

0 Yes 0 Not an AP action

. Applicant is on the AlP

. This app licationis on the AlP

. Exception for review (fle Center Director's memo in Administrative

Documents section)

. OC clearance for approval (fle communication in Administrative

Documents section)

_:~_~~_~i_~~?-i._~~~i~~~_~~~~:?~~~~,~~~Y) ______,_________,.,___________.-----.,--,--------

. Office of Executive Programs (OEP) liaison has been notified of action 0 Yes cg No
____..__...___~_..___.._____..___...___.__._.._._~__.___.____..,..._e..__-,...___.._.__.____...__.._...._..___.___._,_____._ _..__._..~._.._~.___".______._...____.___

. Press Offce notified of action cg Yes 0 No
----.--..----.---..-----.----,---------.----.-..--------..------.---- ~ None ------.

o FDA Press Release
. Indicate what types (if any) of information dissemination are anticipated 0 FDA Talk Paper

o CDERQ&As
o Other

Version: 7112/2006



rageJ
.:. Exclusivity

· NDAs: Exclusivity Summary (approvals only) (fle Summary in Administrative
Documents section) r8 Included

· Is approval of this application blocked by any type of exclusivity?
__~'_~"_____~"__""'______"'__W_'_'_....___.,._~__._____..__.w..__.____.__...~__.._..____._____~___._.___....____._...__..._._...._._.._..._.._..___ ___'__'_"___'__'___'_"_"'_"_"_"__"__'_'"

DYes
. NDAs/BLAs: Is there existing orphan drug exclusivity for the "same" drug

or biologic for the proposed indication(s)? Reftr to 21 CFR 316.3(b)(l3)for
the definition of "same drug "for an orphan drug (i.e., active moiety). This
definition is NOT the same as that usedfor NDA chemical classifcation.

· NDAS: Is there remaining 5-yeat exclusivity that would bar effective
approval ofa 505(b )(2) application? (Note that, even if exclusivity remains,
the application may be tentatively approved if it is otherwise readyfor
approval.)

· NDAs: Is there remaining 3-year exclusivity that would bar effective
approval of a 505(b )(2) application? (Note that, even if exclusivity remains,
the application may be tentatively approved if it is otherwise ready for
approval.)

· NDAs:ls there remaining 6-month pediatric exclusivity that would bar
effective approval of a 505(b )(2) application? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready
for approval.)

.:. Patent Information (NDAs and NDA supplements only)

)
. Patent Information:

Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

· Patent Certification (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.

r8 No

o No 0 Yes
If, yes, NDAILA #
date exclusivity expires:

and

D No DYes
If yes, NDA # and date
exclusivity expires:

D No DYes
iryes, NDA # and date
exclusivity expires:

o No DYes
If yes, NDA # and date
exclusi vity expires:

r8 Verified

D Not applicable because drug is
an old antibiotic.

21 CFR314.50(i)(I)(i)(A)
o Verified

21 CFR3l4.50(i)(I)
o (ii) 0 (iii)
D No paragraph II certification
Date patent wil expire

· (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).

--'---(š05(b)(i) applic~t¡";;~-;For ;;~-p~-rag~apb IV~rtifi¿~tion, veritY that th;-- --IT N/A (no parigraph IV ~ert¡fication)

applicant notified the NDA holder and patent owner(s) of its certification that the D Verified
patent(s) is invalid, unenforceable, or wil notbe infringed (review
documentation of notification by applicant and documentati on of receipt 0 f
notice by patent owner and NDA holder). (!jthe application does not include
any paragraph iv certifcations, ma rk "N/A" and skip to the next section below
(Summary Reviews)).

· (505(b)(2) applìcationsj For each paragraph iv certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph iv certification:

(l) Have 45 days passed since the patent owner's receipt of the applicant's DYes D No
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notice of certi fication?

(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 ofthe notice)(see 21 CF R 3l4.52(e)).

if 
U 
Yes, " skip to question (4) below. if 

uNo, "continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 0 Yes
submitted a written waiver of its right to fie a legal action for patent
infringement after receiving the applicant's notice of certification, as
provided for by 21 CFRJI4. 107(f)(3)?

if" Yes, " there is no stay of approval based on this certifcation. Analyze the next
paragraph IV certifcation in the application. ifany. if there are no other
paragraph IV certifcations, 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 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 fied 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, " the patent owner (or NDA holder. if it is an exclusive patent lice nsee)
has until the expiration of the 45-day period described in questi on (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 fie a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 3 l4.I07(f)(3)?

!f" Yes, " there is no stay of approval based on this certifcation. Analyze the next
paragraph IV certifcation in the application, if any. if there are no other
paragraph IV certifcations, skip to the next section below (Summary Reviews).

!fUNo. "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 of 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 fied 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 fied within this 45-day
period (see 21 CFR3l4.107(f)(2)). If no writtennotice appears in the
NDA file, confirm with the ap Iicant whether a lawsuit was commenced

DYes

DYes

DYes

o No

o No

o No

o No

Version: 7fl2f20q6
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within the 45-day period).

if "No, .. there is no stày of approval based on this certifcation. Analyze the
nextparagraph IV certifcation in the application, ifany. if there are no other
paragraph IV certifcations. 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 effct, consult with the Director, Division of Regulatory Policy Jl Offce
of Regu(atory Policy (HFD-007) and attach a summary of the response.

.:. Package Insert

· Most recent division-proposed labeli ng (only if generated after latest applican t 10/17/06
___,___~l!m,~~~on~~~~~L~g)____________,______________________ ___________________

. Most recent applican t-proposed labeling (only if subsequent division labeling

,_""'_____cLl?_t:~!1~~~~()_~_~PJ?,licc~l1t_\f~r~!"~I1)___"",.___ "'___"""'__""".,'___""",.,_"""" _______..,'" "_",.,.__,,... ______"__ ".______"""'__',.,'_.__'__"'_"','".______,_"____,_____"'_..,"

· Original applicant-proposed labeling

. Other relevant labeli ng (e.g., most recent 3 in class, class labeling), if applicable

12/33/05

PRILOSEC, PREY ACID,

PROTONIX

.:._ Patient Package Insert
) -'--'-----------------'--'-'-'--'----------'--,---,--,--,---

. Most-recent division-proposed labeling (only if generated after latest applicant
submission of labeling)--_.._----_._-~._-_._---,.__.._-_._---_._-_._.._---_._~"'-"-'---

. Most recent applicant-proposed labeling (only if subsequent division labeling

________cloes nl?0'J:ow _liPplicant version)______________
· Original applicant-proposed labeling ,________,____,_
. Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

.:. Medication Guide

N/A

. Most recent division-proposed labeling (only if generated after latest applicant
_________-'_ su~~~sionof~abe~~ngL___------_..-_----------

. Most recent applicant-proposed labeling (only if subsequent division labeling

__,___,,___9~es n()..~~.ow _ll.P£!ican!..._~rsi()_ril___,______,__,__________________"~
~9ri~nal applicant-~oposed labeling

. Other relevant labeling (e.g., most recent 3 in class, class labeling)

.:. Labels (full color carton and immediate-container labels)

._-_._.__..._--_._.._-_...~--------_._-_..__.._._.__.--_.'._-_.__.".__._-_.__.._-_.._-_.__._---
. Most-recent division-proposed labels (only if generated after latest applicant

___~~...._~si?E.L________________________~__
. Most recent applicant-proposed labeling

.:. Labeling reviews and minutes of any labeling meetings (indicate dates of reviews and

meetings)

N/A

12/22/05

~ DMETS 9122/06
o DSRCS
~ DDMAC 1"/12/06; 9126106
o SEALD
o Other reviews

o Memos ofMtgs
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.:---Administratìve Reviews (RPM Filing Review!Memo of Filing Meeting; ADRA) (indiCate
date ofeach review)

.:. NDA andNDAsupplementapprovals only: Exclusivity Summary (signed by Division
Director)

.:. AlP-related documents

. Center Director's Exception for Review memo

· If AP: OC clearance for approval

.:. Pediatric Page (all actions)

.:. Debannent certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are co signed by
U.S. agent. (Include certifcation.)

.:. Postmarketing Commitment Studies ,----_._-~--.--_...---- ~----
· Outgoing Agency request for post-marketing commitments (if located elsewhere

~,.._~_.i!!pC!cJ':Ç!.._!!",stare~~f!r!,locq~~d¿___" "_____"_,_,.__""'______"___,.,_""'___,._ ___".,"___",.,_,___

· Incoming submission documenting commitment

.:. Outgoing correspondence (letters including previous action letters, emaiIs, faxes, telecons)

.:. Internal memoranda, telecons, email, etc.

,.:. Minutes of Meetings-_.~-----~------~--_..._"-----~_._--._-_._-_._._--_..--.._-----_...
· Pre-Approval Safety Conference (indicate date; approvals only)

-_.__.._.-..._-_.._--~.....--------_._._--,.._.._.._---_._..~.-..__._..__.._...._-~-_._.....__._._.__.~._-_.._-_._.._._~.__...._._~..~-_.

. Pre~NDA/BLA meeting (indicate date)__...__.._~..,_..__.____....~_..___.on___...~_..._..____....~_.______..._~....______..._____..--.__.__._._.____.___
_____~__~_ EOP2 me~ing (indicate-.!.t:L_____________,___

. Other (e.g., EOP2a, CMC pilot programs)

2/13/06

¡g Included

¡g Included

¡g Verified, statement is
acceptable

¡g None

x
X

N/A-~.._~_.--.-...._--.._---
¡g No mtg_..____..._____M____.___
¡g No mtg

N/A
)

.:. Advisory Committee Meeting ¡g No AC meeting
. Date of Meeting.._-.--,,---_._-,,_....._-----_.._.._-_.__.__...._-~.__._......_..,._._....__._..._..._......__....._-_...._--_._--_..'.__..._.
· 48-hour alert or minutes, if available

Federal Register Notices, DES I documents, NASINRC reports (if applicable)

.:. CMClProduct review(s) (indicate datefor each review)

-~:. Reviews by othér disciplines/divisions/Centers requested by CMC/prûilct r~~iewer -
(indicate date for each review)

.:. BLAs: Product subject to lot release (APs only)

.:. Environmental Assessment (check one) (original and supplemental applications)

--~---;-t8 C~teg~'~icai Exclusion (indicat~-reviewdat~)(aÙ original appli~ati~;-~nd-

________ al'-e..ficacy supplemf!"!!! tha! could increaseÆ!!patient populatiQ.'!__-'_

· D Review & FONSI (indicate date of re view)-_..__..~-_.._--_...._.__._-_.._._._--_..._-_..__.__..--'~----"""--'-_.""'---"'--
· 0 Review & Environmental Impact Statement (indicate date of each rèview)

.:'NDAs: -Mierobiology reviews (sterility & apyroger~¡city) (i;"di~ate date afeach review)

10/20/06; 10/16/06

¡g None

DYes 0 No

See CMC Review dated 10/16/06

¡g
.:. Facilities ReV'iew/lnspection

.:. NDAs: Facilities inspections (include EER printout)
Date completed:
¡g Acceptable

_0__ Wj!!!~old _!~~()m~~ndatio~____
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.:. BLAs: Facility-Related Documents

· Facility review (indicate daters))
· Compliance Status Check (approvals only, both original and supplemental

applications) (indicate date completed, must be within 60 days prior taAP)
o Requested
o Accepted
o Hold

...0....-'....--..-'--'-'---..-..----Completed
o Requested
rg Not yet requested

o Notneeded

~.___A______~_._..___.__.____.___"__.______".....,,_______._____"___.~_.___...._...~.__.__...,_.__.___.~...__,,_..__.._~~.__,_._.__~.__.__.._,,__~._,,_._.,

.:. NDAs: Methods Validation

.:. Pharm/tox review(s), including referenced INO reviews (indicate date for each review) N/A
-::;-- Re""ie~;.)"by õthe~ di~ci¡;Iinesjdivisìo~s/Centers r~quested by -pif~'revi;;;r (i¡;dic~te-date-'- .------------

_.. for-'Ç!ch revie!:_.._________,__..______..,--..---....____..,__ ,rg N~i:~..___.._._.._.._
, .:. Statistical review(s) of carcinogenicity studies (indicate date for each review) rg No carc

-'---~--_._-----_._----...._---._---_.__._.__.__._._--_.'--'--_.'-~'----"'~-.:. ECAC/CAC reportmemo of meeting

.:. Nonclinical inspection review Summary (OSl)
rg None requested

.:. Clinical review(s) (indicate date for each review)_.__._--_._-_..._._--_.._---_._--_._---..-_._...__._.._..~..----_._--------------_._-.._._--

.:. Financial Disclosure reviews(s) or location/date if addressed in another review
_...___.....___._._..__~~_.___~_.__......_..A~.'_..._....___.....~._..._._..._.._....__....__._....._.__.._.___..A~_...___~....._....._..._.._._...._....____...__._~.__.~.~..__.__....__._.

.:. Clinical consult reviews from other review disciplines/divisions/Centers (indicate date of

___ß.Ç!f?~r~Y.ie.i:L_......_..__........_...._.._...._..__.._____...._____........_______........__.._
.:. Microbiology (effcacy) reviews(s) (indicate date of each review)

See MO review dated 9/1 1/06

rg None

._-~_._-_._-_._-~~-------_._-~ rg Not needed

.:. Safety Update review(s) (indicate location/date ifincorporated into another review)~._._._-----~_._~._.__._---------_._.,------

.:. Risk Management Plan review(s) (including those by OSE) (indicate location/date if
incorporated into another review) __._.______A_~____.___._._.._____..__..__

.:. Controlled Substance Staff'review(s) and recommendation for scheduling (indicate date of rg Not needed

_,_(!ach reviewL-_________._,__..____..___,_____,_.._____
.:. DSI Inspection Review Summary(ies) (include copies of DSI letters to investigators) rg None requested

---.----..--...---.--...--.--~-_...-.....---.-----.-.-...-------~.---.----_.._----......--..---...-.--.-----.._----._-~--_....--- -___._.._.._.__-..._.____A_~___._
. Clinical Studies._-_.._--_._..__..._-~--~.__...._----_._._._._-~_.._~-----------.__._._._._._.._-_..._.__..._..~- -_.._-----._---~---

_,__,_~___!3io~q!1~~ence..§tu.9ie~_......_..____..__..__.._..___....____"___,__.._..........__.."..___, _..____,__..___..______
· Clin Pharm Studies

.:. Statistical Review(s) (indicate date for each review)

.:. Clinical Pharmacology review(s) (indicate date for each review)

N/A

N/A

rg None

o None 10/5/06

'i
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Appendix A to Action Package Checklist

An-NDA or NDA supplemental application is likely to be a 505(b)(2) application if:
(I) It 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 wil 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 effcacy 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 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 analysis) causes the application to be a 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 deviations(see 21 CFR
330.1 I); new dosage forms; new indications; and,newsalts.

An effcacy supplement can be either a (b )(1) or a (b )(2) regardless of whether the original NDA was a (b)( I) or a (b )(2).

An efficacy supplement is a 505(b)(I) supplement ifth~ supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemèntal application is for a new indication,
the supplement is a 505(b)(I) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the datastudies).

(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 relied 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 rightofrèference).

An effcacy 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, ifthe change were for a new indication AND a higher
dose, we would likely require cl inical effcacy 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 asp~ct 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
necessar for approval, the inclusion of such literature wil not, in itself, make the supplement a 505(b )(2)
supplement.

(3) Or the applicant is relying upon any data they do nolown or to which they do not have right of reference.

If you have questions about whether an application is a505(b)(I) or 505(b )(2) application, consult with your ODE's
Office of Regulatory Policy representative.

). .../
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