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. De t n e o Form Approved: OMB No. 091 0-0513
N
* PATENT |NFORMATION SUBMITTED WITH THE NDANUMBER -
Lt FILING OF AN NDA AMENDMENT, OR SUPPLEMENT 22-107
‘For Each Patent That Claims a Drug Substance - 'NAME OF APPLICANT / NDA HOLDER
(A ctive Ingredient), Drug Product (Formulation and - | Navartis Pharmaceuticals Corporation
Compos:tton) and/or Method of Use ' -' '

The followmg is provided in accordance w:th Sect:on 505(b) and (c) of the Federal Food Drug, and Cosmetlc Act

TRADE NAME {OR PROPOSED TRADE NAME)
Tekturna-HCT (proposed)

ACTIVE INGREDIENT(S) . — STRENGTH(S)
Aliskiren and Hydrochlorothiazide 8 ' 150/12.5 mg, 150/25 mg, 300/12.5 mg and 300/25 mg
(Aliskiren/HCTZ respectively)

DOSAGE FORM
Tablets

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

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

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

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

pr each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submlt all the
formation described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections § and 6

a. United States Patent Number b. Issue Date of Patent c. Expiration Date of Patent
5,559,111 9/24/1996 4/4/2015

d. Name of Patent Owner Address (of Patent Owner)
Novartis Corporation 608 Sth Avenue

City/State
New York, NY

ZIP Code FAX Number (if available)
10020 ) 212-246-0185

Telephone Number E-Mai!l Address (if available)
212-307-1122

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

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

< ZIP Code FAX Number (if available)

Telephone Number E-Mail Address (if available)

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

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

: Does the patent claim the drug substanoe ‘that is the active: mgredlent in the drug product :

7/ desciibed i in the pending NDA, amendment, orsupplement" i » o '_ o Xves _' [Ino
2.2 - Does the patent claim a drug substance that is a different ponmorph of the achve . ' o S
- mgredlent descnbed in the pendmg NDA. amendment, or supplement’) ' o S D Yes No

2.3 Ifthe answer fo questlon 2.2is "Yes," do you cerhfy that as of the date of this declaration, you have test data
: demonstrating that a drug product containing the polymorph will perform the same as the drug product

descnbed in the NDA? The type of test data requ:red is descnbed at21 CFR 314. 53(b) . L__] Yes . D No

2.4 Specify the polymorphic form(s) clalmed by the patent for wh|oh you have the test results described in 2.3.

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

2.6 Does the patent claim only an intermediate?

2.7 Ifthe patent referenced in2. 1isa product-by-process patent is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) . ‘ D Yes D No -

Does the patent daim the d‘rug orodoct, as defined in 21 CFR 354.3,
amendment, or.supplement? . E Yes D No
3.2 ' Does the patent claim only an intermediate?

‘ D Yes x No

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

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 bemg 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? : ’7 @ Yes D No
4.2 Patent Claim Number (as fisted in the patent) Does the patent claim referenced in 4.2 claim a pending method
9 ) ' of use for which approval is being sought in the pending NDA,
amendment, or supplement? & Yes D No
4.2a lf the answer to 4.2 is Use: (Submit indication or method of use information as identified specifically in the approved labeling.)

“Yes," identify with speci-
ficity the use with refer-
ence to the proposed
labeling for the drug
product.

Method of treating hypertension

5. No :Rele\')ant:"ﬁatents

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

e manufacture, use, or sale of the drug product.
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et _ ' .- @
6.1 The undersigned declares that this is an accurate and compléte submission of patent information for. the NDA,
. amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act, This time- - ... -
\: -Sensitive patent information is submitted pursuant to 21 ‘CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
{ this submission complies with the requirements of the regulation. { verify_uhder penalty of perjury that the foregoing - -

iistrueandcq:rrect.-_ Sl s R R ce T
Warniiig: A willfully.and khowingly false statement is a criminal offense under 18 U.S.C. 1001. - -

6.2 ' Autﬁorizéd Signatdre_ of NDA AppliéantiHolder or Patent Owner (Attoméy,. Agent, RéplesentaﬁVe or . Date Sigf)ed
iation below) S .

- other Authorized Official) (Provide Inforgia ' 1/4/2007 - v.

] NOTE: Only an NDA aprilicantlhélder 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.m'ay not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d)(4). S )

Check applicable box and provide inférm_ation below.

D- NDA Applicant/Holder E NDA Applicant’s/Holder's Attoméy, Agent (Representativé) or other
: .. Authorized Official ; o .
' D - Patent Owner S D Patent Owner’s Attorney, Agent (Repfesentative) or Other Authorized
Official :
Name . '
Gregory Ferraro
Address N City/State
One Health Plaza : * | East Hanover, NJ
I ZIPCode — : [ Telephone Number
. | 07936 : ] (862) 778 7831
} [ FAX Number (if available) " | E-Mail Address (if available)
(973) 781-8064 gregory.ferraro@novartis.com

The public reporting burden for this collection of information has been estimated to average 9 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

An agency may not conduct or sponsor, and a person is not required to respond to, a collection of
information unless it displays a currently valid OMB control number.
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/INFORMATION AND INSTRUCTIONS FOR FORM 3542a

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

: Genet.al'['nf()rma"tion :

OTo submxt patent mformatlon to the agency the appropnate
patent declaration form must be- used. Two forms are available
for patent submissions. The approval status of your New Drug
Appllcatlon will determme which form you should use.

e Form 3542a should 'be used when submitting patent
information with original NDA submissions, NDA amendments
-and NDA supplements prior to approval.

e Form 3542 should be used after NDA or supplemental'

approval. This form is to be submitted within 30 days after
approval of an application. ‘This form should also be used to
submit patent information relating to an approved supplement
under 21 CFR 314.53(d) to change the formulation, add a new
_ indication or other condition of use, change the strength, or to
make any other patented change regarding the drug, drug

- product, or any method of use.

-Form 3542 is also to be used for patents issued after drug

approval. Patents issued after drug approval are required to be
submitted within 30 days of patent issuance for the patent to be
constdered "tlmely filed.":

*Only information from form 3542 wdl be used for Orange

Book Publication purposes.

B

* Forms should be submitted as described in 21 CFR 314.53. An
additional copy of form 3542 to the Orange Book Staff will
expedite patent publication in the Orange-Book. The Orange
Book Staff address (as of July 2003) is: Orange Book Staff,
Office of Generic Drugs OGD/HFD-610, 7500 Standish Place,
Rockville, MD 20855.

* The receipt date is the date that the patent information is- date
stamped in the central document room. Patents are considered
listed on the date received.

¢ Additional cop'ies of these forms may be downloaded from the
Internet at: http./fforms.psc.goviforms/fdahem/{dahim.hitm).

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

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

Ic) Include patent expiration date, including any Hatch-Waxman
patent extension already granted. Do not include any
applicable pediatric exclusivity. The agency will include
pediatric exclusivities where applicable upon publication.

1d) Include full address of patent owner. [f patent owner resides
outside the U S. indicate the country in the zip code block.

’ l'ej

Answer this questlon 1f apphcable If patent owner and NDA
applicant/holder reside in the United States leave space
blank.- S

2. Drug Substance (Active Ingredient)

EC'omplete all items in this section if the patent claims the drug

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

2.4) Name the polymorphlc form of the drug 1dent1ﬁed by the

patent.

A patent for a metabolite of the approved active. ingfedient
may not be submitted. If the patent claims an approved

2.5)

method of .using the approved drug product to administer -

the metabolite, the patent may be submitted as a method of

use patent depending on the responses to section 4 of this .

form.

._2-‘7). Answer this ques'ﬁon only if the patent is a product-by-

process patent.
3. Drdg Product (Composition/Formulation)

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

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

supplement.

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

4. Method of Use

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

Identify by number each claim in the patent that claims the '
use(s) of the drug for which approval is being’ sought.
Indicate whether or not each individual claim is a claim for

4.2)

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

sought.

4.2a) Specify the part of the proposed drug labeling that is

claimed by the patent.
5. No Relevant Patents
Complete this section only if applicable.
6. Declaration Certification
Complete all items in this section.

6.2)  Authorized signature. Check onc of the four boxes that best

describes the authorized signature.

FORM FDA 3542a (7/03)
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- EXCLUSIVITY SUMMARY |

:NDA.#_22'-167 0 soen# HFD#110
Trade Name Tekturna HCT TaBléts |
Generic Name aliskiren/hydrochIOrothiazide

“Applicant Name - Novartis Pharmaceuﬁcals Corpor’étion A

Approval Date, If Known

PART i IS AN EXCLUSI_YITY “D_ETERM]NATION NEEDED;?

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

supplements. Complete PARTS M and II1 of this Exclusivity Summary only if you answer "yes" to
- one or more of the following questions about the submission.

a) Isita 505(b)(1), 505(b)(2) or efﬁCacy supplement? v v ' ’
‘ S "YES{X] No[]

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SES, SE6, SE7, SE§
505(b)(1)

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

data, answer "no.") '
YES {X] NO [ ]

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 applicarit that the study was not
simply a bioavailability study. '

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

Page 1



d) Did the applicant r’e:quest'exelusiyity?

YEsD NolZl

it the answer 10 (d) is "yes “ how many years of exclusrvrty did the applrcant request?

~e) Has. pedlatrrc exclusmty been granted for this Active M01ety‘7

YES [] NolZ]

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‘7 o

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

2. Is this drug product or indication a DESI upgrade? .
. , : S YES[ ] NO [X]
IF THE ANSWER TO QUESTION 2 IS "YES," GODIRECTLY TO THE SIGNATURE 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 mioiety, e.g., this particular ester or salt (including salts with hydrogen or
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has
not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES[ ] NO[ ]

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

Page 2



. NDA# NA

" NDA#

 NDA#

2. Combination product.

I the product contains more than one active m01ety(as defined in Part I, #1) has FDA previously V

approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active muicly, answer "yes." (An active m01ety that is marketed under an
-OTC monograph but that was never approved under an NDA, is COﬂSldCer not prev1ously

approved.) = 0
YES 'NO

It “yes," identify the approved dr'ug‘prod‘uct(s) containing the active moiety, and, if known, the NDA
#(s). ‘ R

NDA# 21-985 : Aliskiren
 NDA#
NDA#

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

IF “YES,” GO TO PART IIL

PART ﬂI— THREE—YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusw1ty an appllcatlon or supplement must contam “reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant." This section should be completed only if the answer
to PART I, Question | 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
mvestlgatlons in another application, answer "yes," then skip to question 3(a). [fthe answer to 3(a)
is "yes" for any investigation referred to in another application, do not complete remainder of
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~ summiary for that investigation. e
- 'IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.
2:°A clinical investigation is "essential to the approval".if the Agency could not have approved the
 application or supplement without relying on that investigation. Thus, the investigation is not
‘essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.c., information other than clinical trials,
- such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
' there are published reports of studies (other than those conducted or sponsored by the applicant) or
- other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application. ‘

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

YES [X Nov[l

If "_no,"‘ state the basis for your conclusion that a clinical trial is not necessary for apbroVal :
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: -

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

support approval of the application? '
YES [[] NOX

(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.

YES[] NO IX!

If yes, explain:

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

YES[ ] NO [X]

Page 4



) ) Ifyes, explain: - E

- © If the answers to (b)(l) and (b)(2) were both "no‘ " 1dent1fy the chmcal mvestlgatlons
' : submltted in the application that are essential to the approval:

, Study 0014: Effect of the combination of Aliskiren and Hydrochlorothlaz1de on

daytime systolic blood pressure measured by 24-Hour Ambulatory Blood Pressure
-Monitoring Following Once-a-Day Administration of 150mg of Aliskiren alone and
" in combination with 25 mg ‘Hydrochlorothiazide in Patients with Mild to Moderate
-Hypertensnon

Study 2204: An8—week, double-blind, multlcenter randomized, multifactorial, placebo—controlled,
- parallel-group study to evaluate. the efﬁcacy and safety of aliskiren administered alone and in -
combination with hydrochlorothiazide in patients with essential hypertension.

Studies comparing two products with the same 1ngred1ent(s) are considered to be bloavallablhty'
studies for the purpose of this section.

3. In addition to being essential, investigations must bé "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 prev1ously
approved drug, answer "no."

Investigation #1 o - YES[ ] NO X
[nvestigation #2 YES[ ] NO [X]

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 resuits of another investigation that was relied on by the agency to support the
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‘effectiveness of a pfeviously’approxfeﬂ_ drug br’odﬁct__? . 5

' _ i :In_ves‘ti'gation' #2 - ' s ' o YES[] NoX ..

If you have answered "yes" for one or more investigation, identify the NDA in which a
- similar investigation was relied on: : '

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

- Study 0014: Effect of the combination of Aliskiren and Hydrochlorothiazide on
daytime systolic blood pressure measured by 24-Hour Ambulatory Blood Pressure
Monitoring Following Once-a-Day Administration of 150mg of Aliskiren alone and
in combination with 25 mg Hydrochlorothiazide in Patients with Mild to Moderate

" Hypertension.

Study 2204: An 8-week, double-blind, multicenter, randomized, multifactorial, placebo-
controlled, parallel-group study to evaluate the efficacy and safety of aliskiren administered
alorie and in combination with hydrochlorothiazide in patients with essential hypertension.

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
‘been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. 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 # 75,176 YES [X] ' NO []
! Explain:
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. Tvestigation#2 - 1
L . . RS B | - -
" IND # YES[] tnNo[]
-1 Explain:

~ (b) For each investigation not carried out under-an IND or for which the ap'pllcant' 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? -

- Investigation #1 !
. : 1 .
YES [] ! NO []
Explain: ! ‘Explain: -
N/A
Investigation #2 B
. ! |
YES [] ' NO [ ]
Explain: !' Explain:

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

YES [] NO [

[f yes, explain:
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" “Title: RPM .

- Name of person completmg form J ohn Dav1d

© Date: 1/18/08

' 'Name of Office/Division Dlrector signing form Norman Stockbrldge M. D Ph. D
Title: Director, DlVlSlon of Cardiovascular and Renal Products

Form OGD-01 1347; Revised 05/10/2004; formatted 2/1 5/405'
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On Original
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- PEDIATRIC PAGE o
‘(Complete for all filed original applications and efficacy supplements)

: ;.;-}DA/BLA #:22-107 i Supplement Type (e.g.SE5): - ‘Supplement Number: _
Stamp Date: _3/2007 . . PDUFA Goal Date: . 1/20/08

' HFD_110__ ' Trade and generic names/dosage form: 'I‘_ékturna-HCT- (aﬁskircn/hydrochlbrothiazide[ Tablets

Applicant: __Novartis Pharmaceuticals Corp.  ~ Therapeutic Class: antihypertensive

Does this applicatiqn‘ provide for new active ingredient(s), new indication(s), new dosage form, new dosing regimen, or new
route of administration? *

XX Yes. Please proceed to the next section.
a No. PREA does not apply. Skip to signature block.

* SES, SE6, and SE7 submissions may also trigger PREA. If there are questions, please contact the Rosemary Addy or Grace Carmouze.

Indiéation(s) previously approved (please complete this section for supplements only):.
Each indication covered by current ai_:plication under review must have pediatric studies: Completed, Deferréd, and/or Waived,
Number of indications for this application(s):_1 | ‘
Indication #1: ___ Treatment of hypertension with refractory to monotherapy

Is this an orphan indication?

O Yes. PREA does not apply. Skip to signature block.
XX No. Pléase proceed to the next question.

Is there a full waiver for this indication (check one)?

XX Yes: Please proceed to Section A.
(U No: Please check all that apply: Partial Waiver Deferred Completed

NOTE: More than one may apply

Please proceed to Section B, Section C, and/or Section D and complete as necessary.

Section A: Fully Waived Studies
Reasdn(s) for full waiver: .

Products in this class for this indication have been studied/labeled for pediatric population
Disease/condition does not exist in children

Too few children with disease to study

There are safety concerns

Other:

OO0~ 00

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS,



NDA 22-107 -
Page 2

ectlon B. Partlally Walved Studles e

) Age/welght range bemg partlally walved (fill in apphcable criteria below)

. Min____ kg mo.___ - 'yr. ‘Tanner Stage_

Max___ kg mo. yr._ Tanner Stage__
Reason(s) for partlal waiver: ' :

Products in this class for this mdlcatlon have been studied/labeled for pedlatnc population
Disease/condition does not exist in children
Too few children with disease to study
There are safety concerns
Adult studies ready for approval
. Formulation needed
Other:

DDDDDDD

If studies are deferred, proceed to Sectlon C. If studies are completed, proceed to Section D. Ot,herwis,e, this Pediatric Page is
complete and should be entered into DFS. '

) Section C: Deferred Studies

Age/weight range being deferred (fill in applicable criteria below):

‘Min____ kg mo.___ o yr. - Tanner Stage
Max___ kg__ mo. yr. Tanner Stage__

o .

Reason(s) for deferral:

U Products in this class for this indication have been studied/Iabeled for pediatﬁc population
U1 Disease/condition does not exist in children

O Too few children with disease to study

0 There are safety concerns

0 Adult studies ready for approval

U Formulation needed
Qther:

Date studies are due (mm/dd/yy):

‘If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section D: Completed Studies

Age/weight range of completed studies (fill in applicable criteria below):

Min kg mo. yr. Tanner Stage
Max kg_ mo. yr. Tanner Stage
Comments:

{f there are additional indications, please proceed to Attachment A. Otherwise, this Pediatric Page is complete and should be entered
ato DFS.




o "_NDA 22-107
- Page 3

y Tlns page was completed by.. John Davnd

§ o '{See appended eIectromc s:gnature page}

"Regulatory Pro]ect Manager

cc: NDA 22-107
HFD-960/ Rosemary Addy or Grace Carmouze

"FOR' QUESTIONS ON COMPLET]NG THIS FORM CONTACT THE DIVISION OF PEDIATRIC DRUG
DEVELOPMENT, HFD-960, 301-594-7337. .
(rev;sed 6-23-2005)

- | Appears This Way
) o On Original
Appears This Way

On Originci



e Thls is a representatlon of an electromc record that was sngned electromcally and
- -this page is the /mamfestatlon of the electromc S|gnature. o

A _John David. -
1/15/2008 08:37:03 AM



" Novartis o . * Confidential - ) - Page'1
. NDANo.22-107 = - o AI|sk|ren-HydrochIorothla2|de (SPH100)
"Module 1.3. 3 Debarment Certification S

" NDA 2’2-1 07 | |
Tekturna HCT® (aliskirén—hydfOChlorothiaZide) Tablets
New Drug Application

Debarment Certif‘ cation

In comphance with the Generic Drug Enforcement act of 1992, Novartis Pharmaceuticals -

Corporation certifies that it did not and will not use in any capacity the services of any person
- debarred under section 306(a) or 306(b) of the Federal Food, Drug and Cosmetic Act in
connectlon with this apphcatlon

Q@%MQ&M | 21f/25 /2007
Kimberly Dick€rson, Pharm. D ' Date

Associate Director
Drug Regulatory Affairs

Appears This Way
On Original



| DEPARTMENTOFHEALTHAMDHUMANSERWOES -~ . Exotaton D Apet 0,008, |
_ CER“FIC,_A“ON:’IFINANC;IAL INTERESTS AND ' ’
4 ARRANGEMENTS OF .CLIVNIC-AL_' ;I,NVESTIGATVCR;S o

70 BE COMPLETED BY APPLICANT -

. With respect to all covéred clinical studies (or specific clinical studies listed below.(if appropriste)) submitted in -

| - - investigator includes the spouse and each dependent child of the investigator as defined in 21 CFR 54.2(d).

D @ As the é'pplicani who is submitting a studyvbrvs,tudiés' sponsored by a firm..or pattyother than the -

- support of this. application, | certify to one of the statements below as appropriate. ‘| understand that this
certification is made in compliance with 21 CFR part 54 and that for the purposes of this statement, a clinical

| Prease mark the appticable checksox. |

B (1) As the sponsor of the submitted studies, 1 certify-that | have not entered into any financial arrangement

with the listed clinical investigators (enter names ‘of clinical investigators below or attach list of names fo

+." . 'this form) whereby the value of compensation fo the investigator could be affected by the aiitcomie of the” © |-

. study as defined in 21 CFR 54.2(a). | also certify that each listed clinical investigator required to disclose

to the sponsor whether the investigator had a proprietary interest in this product or-a significant equity in- = { -
the sponsor as defined in 21 CFR 54.2(b) did-not disclose any such interests. I further-certify that'no =+ -

listed investigator was thie recipient of significant paymiénts of other sorts as defined in21 CFR54.2(f). =~ "+

see attached spreadsheet

Clinica! Investigators

applicant, | certify that based on. information obtained from the sponsor or from participating clinical -
investigators, the listed clinical investigators (attach list of names to this form) did riot‘participate inany -
- financial arangement with-the sponsor:of a-covered ‘study whereby the vaiue of compénsation 16-thie - - i
-investigator for conducting the study could be-affected by thé outcome of the study. (as;defined in'21 .-}
CFR 54.2(a)); ‘had no-proprietary interest in this.product or sigriificant equity interest:in.the. sponsor-of - - | -
the covered study (as defined in 21 CFR 54.2(b)); and was not the recipient of significant payments of
.other sorts (as defined in 21 CFR 54.2(R). P : o

- @) As the applicant who is. submitting -a study or studies sponsored by a firm or parfy other than the =
applicant, | certify that | have acted with due diligence to obtain from the listed clinical investigators
(attach list of names) or from the sponsor the information required under 54.4 and it was not possible to
do so. The reason why this information could not be obtained is attached. .

“NAME , e ,
Mathieu Ghadanfar, MD : _ Global Brand Medical Director, Tekturna
FIRM/ORGANIZATION. 3 o
{ Novartis Pharmaceitticals Corporation
| SIGNATURE DATE T
January 12, 2007
Paperwork Reduction Act Statement
An agency may not conduct or sponsor, and 2 person is not required to respond to, a collection of -
information unless it displays a currently valid OMB control number. Public reporting burden for this Department of Health and Human Services
collection of information is estimated to average 1 hour per response, including time for reviewing Food and Drug Admiaistration )
instructions, searching existing data sources, gathering and maintaining the necessary data, and 5600 Fishers Lane, Room 14C-03
completing and reviewing the collection of information. Send comments regarding this burden Rockville, MD 20{;57

estimate or any other aspect of this colfection of information to the address to the right:

PSC Graphics: (301) 4431090 EF

FORM FDA 3454 (4/06)



: . Form Approved OMB-No. 0910—0396
DEPARTMENT OF HEALTH AND HUMAN SERVICES . <
. Fodd'and Drug Adnunist:amn e Exmratron Date: Apnl 30, 2009 ;

DISCLOSURE FlNANClAL INTERESTS AND :
ARRANGEMENTS OF CLlNlCAL INVESTIGATORS

'  TOBE COMPLETEDBYAPPLICAN_T

The following information oonceming. S—— : L ., who participated - h(ﬁ)
. Name of clinical investigator ’ o |

1 as 2 ohnlcal mvestlgator in the submitted study SPP100A2306 I
I Name of '

,is submrtted |n accordance with 21 CFR partﬁ _',.'.The_;: [ A

"named 'ndrwdual has parhcrpated in fi nancral arrangements or holds ﬁnancrat mterests th are :}'_._"5 S
;requ d to be dlsctosed as fo!tows : : : - : S S

l .~EIMe mark the applicable checkboxes 1

d any fi nancual arrangement entered into between the sponsor of the covered study and the

' ‘clinical investigator involved in the conduct of the covered study, whereby the value. of the

" ‘compensation to the clinical mvestlgator for conducting the study could be mﬂuenced by the
outoome of the study .

' = j'i- | ‘any srgn ificaint. payme"ts of: other sorts tade on or after February 2, 1999 from the sponsor of .
. the coveréd study such as a’grant to fund ongoing research, compensation in the. form °f~ ]
S ::equlpment ‘retainer for ongolng oonsultatlon, or honorana R

R, ) , EI T any propnetary mterest in the product tested m the covered study held by the cllmcal
IR .mvestlgator ‘ . o _ S

| O any sngmﬁcant equ1ty mterest as deﬂned in 21 CFR 54 2(b}, held by the clinical mvestrgator in
the sponsorof the covered study .

Details of the individual’s dlsclosable financial arrangements and interests are attached, along with a
description of steps taken to minimize the potential bias of clinical study results by any of the
disclosed arrangements or interests.

NAME o - TITLE .
Mathlcu Ghadanfar MD . o R Global Brand Medical Dircctor )
FIRM 1 ORGANIZATION A . . . — V

Novartis Pharmaceuticals Corporation

SIGNATURE : ' ' - DATE "
é Javany (3, joof

—

Paperwork Reduction Act Statement

An agency may not conduct or sponsor, and a person is not required to respond to, a collection of information unless it displays a currently valid OMB
control number. Public reporting burden for this collection of information is estimated to average 4 hours per response, including time for reviewing
instructions, searching existing data sources, gathering and maintaining the necessary data, and completing and revicwing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information to:

Department of Health and Human Services
Food and Drug Administration

5600 Fishers Lane, Room 14-72
Rockville, MD 20857

FORM FDA 3455 (4/06) FSC Graphics: (301 43-4090 EF



'19_ DEC-04 17:49:25 CST

'fI‘oWhomItMayConcem V_ S . ” :

___l_’ursuant to 63 FR 7271, 21 CFR Patts 541--.5T‘_ 4;8. and a Form lO-B
(" Novartis / CERTIFICATION/DISCLOSURE FOR A/ Financial

o - Disclosure by Clinical Investxgators,” 'attached) completed this day by. the

- undersigned, it:is my duty to'report that; since- February 2, 1999, I'have .

o recetved “significant payments of other soits” exceeding $25,000 from

: -"~,-_-~;’.sub51d1anes andior mdepcndcnt contractors

Novartis Pharmaceutlcals Corporation. These payments were honoraria and
. travel. expenses for lectures and other educauonal activities, ﬁmded either

. indiréctly (e.g., through hospitals, medical societies or other th1rd~party
. - -vendors) or directly from Novartis Phannaceutlcals Corporatxon its asmgns

E _.}_:iIn addmon itis hkely (1f not. absolutely certam) that durmg the upcommg “ g
.. yeat; the Department of Preventive Medicine at RUSH Umversnty Med1cal '_
. Ceniter (or under its former legal name, RUSH—Presbytenan—St Luke’s ™

- Medical Ccnter) as-well as its other Departments within the 1nst1tut10n of
* whith I have no direct knowledge, will accrue grants and/or other payments
for clinical'studies: supported by Novartis, Pharinaceuticals Corporation
(including the recently reported VALUE and others) that exceeded or will
exceed $25,000 during the next calendar year.

. We trust this m_formahon is helpful to you.

~ Sincerely yours,




R

-0 CERTIFICATION/DISCLOSUREFORM *. =~ . .~
... Financial Disclosure by Clinical Investigators - " -

" Study Name: A 26 week, double-blind, randorized multicenter, parallél group, active-controfled study comparing —

aliskiren to ramipril with optional addition of hydochlorathiazide, foliowed by a4 week double-biind, randomized, placebo-

43, Investigator -

2 Protocol number: CSPP100A2306 .~

{ 4. lnvestigator/subinvestigator Name:' g

~Subinvestigator &

j5 Mdfm’ 1
16. Telephone:. emm— ) — | 7. Fax, e ‘

describe below) é‘;:i’ply to you, your spause, or dependent children:

~ 8. -Indicate by marking Yes or No if any of the financial, interests or arangements with Novartis of concem to FDA (a_dd 1

{¥es No. .

.| Financial Amangements whereby the value of the compensation could be influenced by the
- Voutcsme of the study. This could #rclude, for example, compensation that is explicitly greater

+ - ‘fora favorable outcome, or compensation to the investigator in the form of aa equity interest in
. | the sparisor or in the form of compensation tied o sales of the product Such as a royalty

sy T

. { tfyes, please descnbe

i

“

Yes... - No - - Significant payments of other sorts, exdudmg the costs of conducting the study or other clinical

o studies. This couldinclude, fof éxamplé, payments received by the investigator to support
: acfivities that have a'monetary. value:greater. than $25,000 (i.e, a grant fo the investigator or the
institution to fund origoing @%@.-cgmpe_n‘saﬁon in the fomm of equipment, or retainers for

-] engoing consultation or honcratia).

»"f_plp'eaease' ‘See #ittached letter dated 9. deC 04 17;48 CST.
. Y&s N:o'_ E 'A#mpﬁet;fy.orﬁna‘r;éiai mter%t mmetestproduct;ud\asapatem, ﬁé,d‘emrk. cbpyriéht,or
pa - Xpdx - . lio’ensir_lgagreemehts:,-‘-_»_._,'_- e e o 3

i yes, pleasedescnbe

{Yes No ‘A significant equity interest in the sponsor of the study. This would include, for example, any
a Bl | ownership interest stock options, or other financial interest whose value cannot be easily
‘ determined through reference to public prices, or any equity interest in a publicly traded
- company exceeding $50,000. : : -

{ i yes, please describe:

or

O | hereby cedify that none of the ﬁnancialt interest or arrangements listed above exist for myself, my spouse, or my dependent
children.

In accordance with 21.CFR Parts 54.1 to 54.8, | declare that the information provided on this form is, to the best of my
knowledge and belief, rue, correct, and complete. Furthermiore, if my financial interests and amangements, or those of my
spouse and dependent children, change from the infonmation provided above during the course of the study or within one year
after the fast patient has completed the study as specified in the protacol, | will notify{company name) pramptly.

9. Name: (please print)

10.Date 19 DEC 04 17:56 CST

Signature

eufdform.doc 3/5/93

e

b(6)




_ C DEPARTMENT OF HEALTH & HUMAN SERVICES

ood and Dmg Admmlstratlon :

- NDA 22-107

* . Novartis Pharmaceuticals Corporation ‘
-Attention: Kimberly D. chkerson, Phann D.
- Associate Director
Drug Regulatory Affairs
One Health Plaza _
East Hanover, New Jersey 07936-1080
'Dear Dr. Dickerson:

- We have recelved your new drug apphcatlon (NDA) submltted under section 505(b) of the S
Federal Food, Drug, and Cosmetlc Act for the followmg

Name of Drug _Product; Tekturna HCT® (ahskJren-hydrochlorotlnamde) 150/ 12. Smg,
150/25mg, 300/ 12.5mg and 300/25mg Tablets

. Review Pnonty Clasmﬁcatmn Standard (S)
Date of Apphea_tlon: March 1 _9, 2007

Date of Receipt: March 20, 2007

Our Reference Number: NDA 22-107

- Unless we notify you wuhm 60 days of the receipt date that the apphcation is not sufﬁmently
complete to permit a substantive review, we will file the apphcation on May 19, 2007, in -

- “accordance with 21°CFR 3 14 101(a) If the apphcatlon is ﬁled the user fee goal date Wlll be '

o, Fanuaty 2, 2008.

Under 21 CFR 314. 102(0) you may request a meeting w1th this Division (to be held
approximately 90 days from the above receipt date) for a brief report on the status of the review
~ but not on the ultimate approvability of the application. Alternatively, you may choose to
receive a report by telephone.

NDA ACKNOWLEDGMENT .



.Food and Drug Admmlstratlon _
~ “Center for Drug Evaluation and Research :
‘Division of Cardiovascular and Renal Products
5901-B Ammendale Road
Beltsville, MD 20705-1266 -

. If you have any questions, please contact: ‘
Quynh M Nguyen, Pharm.D.

" Regulatory Project Manager
(301) 796 - 0510. |

] S
Sincerely,
{See appended elecrronic §ignazzeré })age}' o

o o - Edward Fromm . -

N '~ Chief, Project Management Staff
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research




‘Edward Fromm. . ° .. 0 .

 }';_.4/5/200 +.08:35 IR _ : ;- S




. RIPM Overview of NDA22-107 :
Tekturna HCT (allsklren/hydrochlorothlazuie) 150/12 5 mg, 150/25 mg, 300/12 S mg, and 300/25 mg tablets
S January 22,2008 . :

_Sp’énsor: N ' Novartls Pharmaceuticals Corporatlon
“Type; 43 . |
- Receipt Date: - .March 20, 2007

User Fee Goal Date: ~ January 20, 2008

-AP Letter Issued: January 18, 2008

Final Draft Labeling:  January 18, 2008 (Enclosed in the AP letter)

Background : '

Novartis Pharmaceuticals Corporatlon submitted this NDA for Tektuma HCT
(aliskiren/hydrochlorothiazide) Tablets for the treatment of hypertension. NDA 21-985 for Tekturna
(aliskiren) Tablets was approved on March 5, 2007. The development of Tekturna HCT Tablets was
conducted under IND 62,976 (aliskiren monotherapy) and IND 75,176 (aliskiren/hydrochlorothiazide
fixed dose combination). In support of approval, the sponsor has submitted results from their preclinical,
clinical, clinical pharmacology, and CMC development program. The pivotal trial for this NDA
submission is a multifactorial study (CSPP100A2204). The proposed doses for marketmg are 150/12.5
mg, 150/25 mg, 300/12.5 mg, and 300/25 mg.

b4)

Office Director’s Memorandum

N/A

Division Director’s Memorandum

Dr. Stockbridge noted in his Division Director’s Memo dated January 20, 2008 support for the approval
of Tekturna HCT (al1sk1ren/hydrochlorothlande) Tablets for the treatment of hypertensmn

Medical ReVlew

In his review dated December 7, 2007, Dr. Xiao states that he recommends that Tektuma HCT, the
combination of aliskiren and Hydrochlorothiazide (HCTZ), be approved for the treatment of
hypertension. This combination product demonstrated clinically and statistically significant reductions in
both diastolic and systolic blood pressure compared to placebo and each respective monotherapy in one
randomized, double-blind, placebo-controlled trial and several other active-controlled trials. The
maximum antihypertensive effect was generally attained after 4 weeks of therapy.

He noted that the adverse event profile of the combination is similar to each component monotherapy.
The incidence of significant AEs identified during aliskiren monotherapy clinical development program
including angioedema, and Gl events are also similar in the aliskiren/HCTZ combination therapy.
Regarding laboratory parameters. both aliskiren and HCTZ monotherapies increased the serum level of
uric acids; the combination of aliskiren/HCTZ increased serum level of uric acid even further. There was
no difference of incidence rates of gout and kidney stones in short-term studies. In the long-term open
label study, however, the incidence rate of gout was 0.5% (4 cases) in the combination therapy and 0.1%



' NDA 22:107 Tektuma HCT - S o 2
~Project Managemcnt Overview ' o T : : Lo S

- (1 case) in the aliskiren monotherapy Difference for the m01dence of kldney stones was fiot obser_ved in .
this long-term open label study although the higher serum level of uric acid was observedinthe
combindtion therapy. Overall; AE profile is considered to be acceptable for antihypertensive therapy. -

Labeling recommendations were provided during labelirig meefings.
There are no mandatofy phase 4 studies for this NDA.
Refer to the financial disclosure is as noted on page 24 of the medical review dated December 7, 2007.

Pharmacology Review
In his review dated August 31, 2007 Dr. Jagadeesh states that this NDA is approvable from the
pharmacology/toxicology perspectlve .

He noted that although the combined administration of aliskiren hemifumarate and HCTZ did not

- augment any existing toxicities of the individual agents in the 13 week toxicology study, and although no
new toxicities were identified, we note that the highest dose used in the toxicology study, 150:12 mg
(aliskiren:HCTZ)/kg/day, was not high enough to demonstrate toxic effects that had been seen in other
studies with aliskiren hemifumarate alone. In rats, this drug increased the incidence of mucosal epithelial
hyperplasia in the small and large intestine at 250 or more mg aliskiren/kg/day and cecal erosion and'
ulceration at 750 or more mg aliskiren/kg/day. One colonic adenoma and one cecal adenocarcinoma (rare
tumors in the rat strain studied) were observed in males receiving 1500 mg/kg/day for 24 menths (see
NDA 21,985 review). In addition, systemic exposure for aliskiren at the highest dose in the combination
toxicology study was lower than the anticipated clinical exposure. This may not be a concern for humans,
based on the apparent tolerance when the combination was administered in clinical trials.

Chemistry Review

In his review dated January 7, 2008, Dr. Ysern states that from a CMC point of view this application can
be approved. He noted that all CMC pending issues have been addressed satisfactorily by the applicant
(Amendments 28-Nov-2007 and 12-Dec-2007).

There are no Phase [V Commitments.
He noted that the Environmental Assessment is acceptable.

Statistical Review

Refer to Dr. Bai’s statistical review dated October 4, 2007 in which he noted that based on Study
SPP100A-2204, the one-daily oral treatment with Aliskiren in dose of 300 mg lowers blood pressure
more eftectively than placebo in patients with essential hypertension over 8-week treatment period. [n
addition, the combinations of Aliskiren and HCTZ in 150/25 mg, 300/12.5 mg and 300/25 mg doses were
also found to be significantly superior to the component monotherapies in reducing msDBP. This
reviewer concurred with the sponsor’s findings which are: a) at least one Aliskiren monotherapy dose was
superior to placebo in reducing msDBP and b) at least one combination was significantly superior overall
to both component monotherapies in reducing msDBP.

Appears This Way
On Original



_ NDA 22-107 Tekfuma HCT -~
. Project Management Overview .. =

e .Blopharmaceutlcal Rewew

Refer to Dr. Velazquez of the Ofﬁee of Chmcal Pharmacology and Blophannaceutlcs review dated
December 13, 2007.

There are no Phase IV Commitments.
Labeling recommendations are noted in the biopharmaceutical review.

DSI :
No Division of Scientific Investigation was recommended for this application..

Pediatric Rule

The Division agreed that a waiver would be acceptable on the basis that pediatric data will not be
7 available for each of the components at- the prOJected time of submission (see 9/8/06 Pre-NDA Meeting
"Preliminary Responses).

All pediatric age group(s) are waived because studies are impossible or highly impractical.

Labeling

. The sponsor submitted the most recent draft PI/PPI labelmg on January 16 2008 as email attachments
and revised carton and container labels on' December 11, 2007. :

This NDA will be approved on draft labeling.

Advisory Committee Meeting
This application did not go before the Advisory Committee.

Project Manager’s Summary
To my knowledge, there are no issues that might prevent taking regulatory action on this NDA.

John David, BSN, MS in HRM -
Regulatory Health Project Manager



Thls isa representatlon of an electromc record that was sngned electromcally and
this page is the mamfestatlon of the electromc sngnature o _

John David
1/22/2008 09: 25 58 AM
CSO ’



;‘NDA22-107 T UL N INFORMATIONREQUESTLETTER

Publlc Health Servroe

— Food and Drug Admrmstratron =
ROOkVI"e MD 20857 R

v Novartls Pharmaceutrcals Corporatron
* Attention:’ KrmberIyD Drckerson, Pharm D

One- Health Plaza -

_ "East Hanover NJ 07936 1080

C Dear Dr Die'kersofr

: Please refér to your March 19 2007 new drug applrcatron (NDA) submrtted under section SOS(b) of the -

Federal Food, Drug, and Cosinetic Act for Tekturna HCT (ahskrren/hydrochlorothrazrde) 150/12.5: mg, ;

' 150/25 mg, 300/12 5 mg, and 300/25 mg Tablets.
A - '_iWe also refer to your- subrmssrons dated May 11 and Qctober 2,2007.

' 'We are revrewmg the cllmcal pharmacology and’ labelmg sections of your submrssron and have the '
_ following comments and information requests We request a prompt written response m order to contmue

our evaluatlon of your NDA.

CLINICAL PHARMACOLOGY

- There appears to be a higher mtersubject varrabrhty in aliskiren than in most antlhypertensrve& (The S
© intersubject variability can be as high as 75% and as low as 36% for Cmax, 50 to 31% for AUC). One - . _ b ( 4)

might conclude-that patients at the low-end of the distribution for AUC or Cmax would be untikely to.

* benefit from aliskiren. While this is not a major issue with monotherapy (they will go elsewhere), they
~ would likely continue taking an ineffective drug as part of the combination product. — mss————

«

LABELING, PACKAGING, AND SAFETY RELATED ISSUES:

A,

b




. NDA 2167 mfomauonkequestl,etter T
- Page20f3 Co o

'If you have any questlons please contact

Mr John David
Regulatory Project Manager
(301) 796-1059 -

' ]:Normm Stockbndge M, Ds Ph D
Director -

b

Sinc‘erely‘,

i {See appended elect ‘onic szgnatzire page, .

Division of Cardlovascular and Renal Products
Office of Drug Evaluation [ :
Center for Drug Evaluation and Research



. NormanStockbrldge ) R
+11/29/2007 .05:02:19 PM: "~ . -




NDA22—107 S T e DISCIPLINE REVIEW LETTER -

. Novartls Pharmaceutlcals Corporatlon
' Attention: Kimberly D. Drckerson, Phann D.
-+~ One Health Plaza .
* 'East Hanover, NJ 07936-l030

VDear Dr. Drckerson SR

h . '*APlease refer to your March 19, 2007 new drug apphcatlon (NDA) submltted under sectron 505(b) of the B B
./ Féderal Food, Drug, and Cosmetic Act for Tekturna HCT (ahslqren/hydrochlorotluazrde) 150/ 12 S mg, .

:-‘_;'T150/25 m;, 300/12.5 mg, and 300125 mg Tablets.

i We also refer to your submrssrons dated March 217, Apnl 27, May 30 and September 17, 2007

: Our review of the Chemxstry, Manufacturmg and Controls sectlon of your submlssxon is complete and we

' have 1dent1ﬁed the followmg deﬁcrencres

L

“The proposed drssolutlon acceptance crltena, Q = -—% in 60 thiriutes for HCTZ and Q= —% in
45 minutes for SPP100, is not supported by development or stability data. Developmental batch -

release data indicate that full dissolution is reached at about 30 minutes or earlier (dissolution

profile data) in both cases. Stability data (25 °C/60' % RH and 30 °C/65 % RH) indicate that
HCTZ is fully dissolved in 60 minutes (one-point testing time). In the case of SPP100, complete”
dissolution is observed at 45 minutes (one-pomt test time for SPP100). Based on the submitted

data, we recommend Q = e % in 30 minutes (0.1 M HCI, 100 rpm, 900 mL, USP apparatus 1
(basket), 37 °C) as the dissolution acceptance crltena for both active components, SPPIOO and
HCTZ. .

If the available drssolutlon proﬂle data on stablhty samples do not support the recommended -
" acceptance criterion, propose revised acceptance criterion based on the available drssolutlon o
g proﬁle data collected on stablhty samples for both SPPIOO and HCTZ." T

available data collected on stability samples. -

-—

We are providing these comments to you before we complete our review of the entire application to give
you preliminary notice of issues that we have identified. In conformance with the prescription drug user
fee reauthorization agreements, these comments do not reflect a final decision on the information
reviewed and should not be construed to do so. These comments are preliminary and subject to change as
we finalize our review of your application. In addition, we may identify other information that must be

)

L Revrse the proposed acceptance cntenon for the “Total Degradatlon Product” based on the o o

b(4)



| 'Ifyouhaveanyquestrons,please‘contae'r: L T S -.
Mr, JohnDavid . '
Regulatory PI'O_]eCt Manager

(301) 796—1059

Smcerely,
. ’See appcnded electromc szgnaa‘m'e page}

-.Norman Stockbndge M. D., Ph.D
Director .
Division of Cardxovascular and Renal Products '
o Office of Drug Evaluation I A
o Center for Drug Evaluation and Research




‘;Norman Stockbrldge S
11/21/2007 10 25 28 AM




DEPARTMENT OF HEALTH & HUMAN SERVICES

S FILING COMMUNICATION
" NDA 22107 - |

~“Novattis Pharmaceuticals Corporation. .
- Attention: Kimberly Dickerson, Pharm.D
One Health Plaza- -
Edst Hanover, New Jersey 07936—1080

~

. Dear Dr. chkerson

v Please refer to your March 19, 2007 new drug apphcatlon (NDA) subnutted under section 505(b) of the
Tederal Food, Drug, and Cosmetic Act for Tekturna HCT (aliskiren/hydrochlorothiazidé) 150/12.5 mg,
-150/25 mg, 300/12. 5 mg, and 300/25 mg Tablets.

We also refer to your subnussrons dated March 27, Apnl 16 and 27 and May 2,4, and 11 2007.

We have completed our filing review and have determined that your application is sufﬁclently complete ,
.- to permit a substantive review. Therefore, this application has-been filed under section 505(b) of the Act
- on May 19, 2007 in accordance with 21 CFR 314 101(a). :

At this time, we have not 1dent1ﬁed any potential filing review issues. Our filing review is only a
preliminary evaluation of the appllcatlon and is not mdlcatrve of deﬁcrenmes that may be 1dent1ﬁed
_ durmg Our review. : T _

All apphcatlons for new active ingredients new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and ,
effectiveness of the product in pediatric patients unless this requirement is waived or deferred. We note

* that you have not fulfilled the requlrement We are waiving the requlrement for pediatric studies for thls
-appllcatron _

o '.ffilfyOu_haveanyquestions, please,'contact: ‘

“Mr. Johni Dav1d SR
Regulatory PrOJect Manager
(301) 796-1059

Sincerely,
{See uppended electronic signatre page

Norman Stockbridge, M.D., Ph.D.

Director

Division of Cardiovascular and Renal Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



. Norman Stockbridge -
- _"5/24/200_7-'01:4’6:06 PM
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NDA REGULATORY FILING REVIEW _-
S 4(:Il:lc,ludil'lg Memo of Filing Meeting)

‘NDA # 22-107 . ‘Supplement #- - A _ _ o EfﬁéaCy S,upplemeﬁt Type SE-

' Proprietary Name: aliskiren/hydrochlorothiazide-

Established Name: Tekturna HCT Tablets

. Strengths: 150/12. 5 mg, 150125 mg, 300/12.5 me, and 300/25 mg

- Applicant: NOV&I‘tlS Pharmaceutlcals Corporatlon

Agent for Applicant (if applicable):

‘Date of Application: 3/19/07

Pate of Receipt:  3/20/07 _
Date clock started after UN: N/A

- Date of Flhng Meeting: 5/8/07

Filing Date: 5/19/07

. Action Goal Date (optlonal) . User Fee Goal Date:  1/20/08

Indlcatlon(s) requested Treatment of hypertensxon.

Type of Orlgmal NDA: ®X(1) IZ - ®»e O |
AND (if applicable) . - ' .
Type of Supplement: ®)(1) 1 (bX2) 1
- NOTE:

) Ifyou have questions about whether the application is a 505(b)(1) or 505(b)(2) app‘licdtion, ‘see
Appendix A. A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). If the application or efficacy supplement is a (b){(. 2), complete Appendix B.

Review Classification: S K P [

- Resubmission after withdrawal? 'l Resubmission after refuse to file? [ ]

Chemical Classification: (1,2,3 etc.) =~ 4

“‘Other (orphan OTC, etc.)

- Fonn3397(UserFeeCoverSheet)subnutted o . ‘. | ’ | YES . - NO- | O »v _

User Fee Status Paid . # PD30071 15 Exempt (orphan, govemment) D
' Waived (e.g., small business, public health) D

NOTE: If the NDA is a 505(b)(2) application, and the applicant did not pay a fee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Office of Regulatory Policy. The applicant is required to pay a user fee if- (1) the
product described in the 505(b)(2) application is a new molecular entity or (2) the applicant claims a new
indication for a use that that has not been approved under section 505(b). Examples of a new indication for a
use include a new indication, a new dosing regime, a new patient population, and an Rx-to-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant's
proposed labeling to labeling that has already been approved for the product described in the application.
Highlight the differences between the proposed and approved labeling. If you need assistance in determining
if the applicant is claiming a new indication for a use, please contact the User Fee staff.
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" application? © - \ :
If yes, explain: NDA 21-985 for Tektm‘na (ahsklren) Tablets was approved 3/5/07 and granted S-year B

NDA Regulatory Fllmg Revxew'

y approved (1) or (50).

Is. there any 5-year or 3-year exclusmty on thls actlve mmetyim
' YES ¢

'exclusxvuy for a NME

: Note If the drug under review is a 505(b)(2), this issue will be addressed in detail in appendlx B.

Does another drug have orphan drug exclusmty for the same indication? YES [:! o N.Q ) X

If yes, is the drug con31dered to be the same drug accordmg to the orphan drug deﬁmtlon of sameness

[21 CFR3163(GX13)?
‘yes 0 ~No [

_ If yes, consult the Dxrector DlVlSlOD of Regulatory Polxcy Il, Ofﬁce of Regulatory Pohcy (HFD—007)

Is the apphcatlon affected by the Apphcatlon Integnty Policy (AIP)" ,Y,ES_ g NO
If yes, explam _ _ - :
If yes, has OC/DMPQ been notiﬁed of the submission‘7 o V YES D . NO [
Does the submlssmn contain an accurate comprehenswe index? . YES X NoO {7 .
- Ifno, explam ' :
Was form 356h included with an authorized signature?  Yyes. X No O
If for¢ign applicant, both the applicant and the U.S. agent must sign. C '
Submlssmn complete as requlred under 21 CFR 314. 50‘7 . YES X NOo [
If no, explam :
Answer 1,2,0r3 below (do not include electronic content of labelmg as a partial electromc
submission).
This application is a paper NDA o . ' YES [
. This application is an eNDA or combined paper +eNDA YES X .
.. This application i ist . Allelectronic [ ] . Combined paper + eNDA IZ
. ThlS appllcatlon isin: * NDA format - X - CTDformat { |
— e Combmed NDA and CTD formats [
Does the eNDA, follow the guidance? o ’
(hitp://www.fda.gov/cder/guidance/2353 fal.pdf) YES [X NO (]

If an eNDA, all forms and certifications must be in paper and require a signature. -

If combined paper + eNDA, which parts of the application were submitted in electronic format?
1) Table of Contents

Cover Letter — paper copy also with original signature

Form FDA 356h — paper copy also with original signature
2) Labeling

3) Summary

4) CMC

5) Nonclinical Pharmacology and Toxicology

6) Human Pharmacology and Bioavailability/Bioequivalence
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~8) . -Clinical
110)  Stafistical
- “11) . "Case Report Tabulanons (CRTs) __
12)  CaseReport Formis (CRFs) ~ :
"13) Patent Information —paper copy also ‘with or1gmal 51gnature
14)  Patent Certification — paper copy also with original signature
16)  Debarment Certification — paper copy also with original signature.
.17) - - Field copy Certification — paper copy also with original signatare -
- 18) User Fee Cover Sheet — paper copy also with original signature
19)  Financial Dlsclosure — paper copy also with ongmal s1gnature
20) Other . .

B Additional comments: None.

3. This application is an cCCTDNDA. - = yes 01 No &
©_  Ifan eCTD NDA, all forms’ and certifications must elther be in paper and sxgned or be.
electromcally s1gned
Additional comments: _
e Patentinformation submitted on form FDA 3542a? - YES [X NO [
e Exclusw1ty requested? - : 4 YES, . . Years NO X
o INOTE: An applicant can receive exclusivity wzthout requestmg zt therefbre requesting exclusivity is
SN not required.
: - > V @ Correctly worded Debarment Certification included with authorized signature? YES No [

If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e., _
“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of

any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection

with this applzcatzon Applzcant may not use wording such as “To the best of my knowledge . . .."

“&  Arethe required pediatric assessment studles and/or deferral/pamal waiver/full waiver of pediatric
o studles (or request for deferral/parual walver/full walver of pedlatnc studies) included?
o - - ¥BS T . No. ¥ -
o Addmonal comments' Dmsxon granted waiver. of pedlatnc studles (see 9/8/06 Pre-NDA Meetmg o
) Prehmmary Résponses). '

L If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the
- application contain the certification required under FD&C Act sections 505B(2)(3)(B) and (4)(A) and
(B)? . YES [  NO
. Is this submission a partial or complete response to a pediatric Written Request?  YES [0 no X

If yes, contact PMHT in the OND-IO

. Financial Disclosure forms included with authorized signature? YES X NO []
(Forms 3454 and/or 3455 must be included and must be signed by the APPLICANT, not an
agent.)

NOTE: Financial disclosure is required for bioequivalence studies that are the basis for approval.
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PDUFA and 'Actlon Goal dates correct in tracking system?

.~ If not, have the document room staff correct them rmmedlately ‘Ihese are the dates EES1 uses for
: calculatmg mspectron 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 estabhshed name to COMIS for the supporting IND if it is-not "

already entered. _ S . S YES X - wNo [ .
Llst referenced IND numbers 62,976 and 75, 176 o

Are the trade, estabhshed/proper and appllcant names correct in COMIS? YES . - No ]

If no, have the’ Document Room make the correctrons

Enid-of-Phase 2 Meefing(s)? Date(s) 211/04. L -~ No [

. If yes, distribute minutes before filing meeting.

Pre—NDA‘ Meeting(s)? Date(s) See 9/8/06 Pre-NDA Mig Preliminary . NO 1
‘ Responses and 1/ 16/07Advice Letter
If yes, drstrrbute mmutes before filing meetmg

Any SPA agreements? - Date(s) 6/3/04 (see also 7/ 12/04 Tcon Mmutes) o ‘ No [}

If yes, distribute letter and/or re_levant minutes before filing meeting. -

Project Management

If Rx, was electronic Content of Label_ing submitted in SPL format? YES [X] No (]
If no, request in 74—day letter. . ,

-If Rx, for all new NDAs/efﬁcacy supplements. submltted on or aﬂer 6/30/06: .
, Was the PI submltted in PLR format? v B YES X NO [

If no, explam

4.

. Wasa waiver or deferral requested before the apphcatlon was recerved orin the subm1ssron‘7 If
““before, what is the status of the request: VA’ ' :

IfRx, all labeling (PI, PP1, MedGuide, carton and 1mmed1ate container labels) has been consulted to

DDMAC? : YES [X NO []
If Rx, trade name (and all labeling) consulted to OSE/DMETS? YES [X - NO [
[f Rx, MedGuide and/or PPI (plus PI) consulted to ODE/DSRCS?

PPI submitted NA [ YES NO [
Risk Management Plan consulted to OSE/[O? N/A [ YES NO (]

Note: During the 5/8/07 Filing Meeting, it was determined
that an RMP was not needed (see attached minutes of filing
meeting).
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- If a drug with abuse potent , was an Abuse Liability Assessment, 'cludmg a proposal for
schedulmg subnntted" _ , ‘N/A . YES L__I :

ap Rx—to-OTC Switch or OTC apphcatlon WA

o ] : Proprletary name, ali OTC labelmg/packagmg, and current approved PI consulted to - . b _
' OSE/DMETS? - , IR YES [ No [

e Ifthe apphcatlon was received by a clinical review division, has =~ YES Rl No [] .
" DNPCE been notified of the OTC switch application? Or, if received by :
- DNPCE, has the: clnucal review lelSlOll been notified? : .

O0ox

_’Cllmcal
'_0 Ifa controlled substance has a conisult been sent to the Controlled Substance Staﬁ‘7 : o
' NA K yes [0 No [
‘ Cb’emistrg
e  Didapplicant request categorical exclusmn for environmental assessment? YES [] NO
If no, did applicant submit a complete environmental assessment? . YES ‘NO
IfEA subnutted, consulted to EA ofﬁcer OPS? : _ ‘ YES X NO
e Establishment Evaluation Request (EER) submitted to DMPQ? YES [X
e  [Ifaparenteral product; con‘Sult‘ed to Microbiology Team? : NA :
ATTACHMENT

MEMO OF FILING MEETING

DATE: 5/8/07

NDA #: 22 107

s

v DRUG NAMES Tektuma HCT (allsklren/hydrochlorothlamde) Tablets
APPLICANT: Novartis Pharmaceuticals Corporation

‘BACKGROUND: This NDA provides for Tekturna HCT (aliskiren/hydrochlorothiazide) Tablets

for the treatment of hypertension. NDA 21-985 for Tekturna (aliskiren) Tablets was approved on
March 5, 2007. The development of Tekturna HCT Tablets was conducted under IND 62,976 (aliskiren
monotherapy) and IND 75,176 (aliskiren/hydrochlorothiazide fixed dose combination).

In support of approval, the sponsor has submitted results from their preclinical, clinical, clinical pharmacology,
and CMC development program. The pivotal trial for this NDA submission is a multifactorial study
(CSPP100A2204). The proposed doses for marketing are 150/12.5 mg, 150/25 mg, 300/12.5 mg, and

300/25 mg.

An Environment Assessment (EA) was submitted pursuant to 21 CFR Part 25.
Version 6/14/2006
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to DDMAC for review of the proposed fabeling (caxton, contamer PI, and PPI) and OSE for rev1ew of the'
‘tradename, proposed labehng (carton, contamer, PL, PPD),. and RMP on 5-7-07. Durmg the méeting, Mary
- empsey of OSE stated that the RMP consists of labeling and routine pharmacovigilance and Dr. Stockbridge -

“agreed that an RMP was not needed and therefore, an OSE review of the RMP was not needed. OSE will place )
a Memo to the File into DF S stating thlS A

ATTENDEES: Notman Stockbndge Thomas Marcmlak, Shen- Xlao Charles Res_mck, Gowra Jagadeesh,
: Lydla Velazquez, Mary Dempsey, Edward Fromm, John Dav1d, Quynh Nguyen '

-_ASSIGNED REVIEWERS (mcludmg those not present at filing meetmg):

‘I)'lsciplme/Or-galiization - . - Reviewer Expected Completlon Dat

- Medical: ' : .- Shen Xiao _ 10/31/07
Secondary Medlcal . N/A S ' '
. Statistical: . . _ : Steven Bai - 10/31/07
- Pharmacology: B : Gowra Jagadeesh - 10/31/07
. Statistical Pharmacology _ : " N/A ‘ o
-Chemistry: Xavier Ysern A 10/31/07
.. Environmental Assessment Gf needed) - .
- Biopharmaceutical: , Lydla Velazquez : 11/20/07
. Microbiology, sterility: ‘ ' N/A
S Mlcroblology, clinical (for antimicrobial products only) N/A
o © DS A N/A°
- . OPS: ‘ ' -
> : Regulatory Project Management: . John David .
/. QOther Consults: . ’ OSE, DDMAC, SEALD,
Per rev1ewers are all parts in English or Enghsh translatlon’) YES NOo [
If no, explain: .
.CLINICAL o FILE X - REFUSETOFILE []
e Clinical site audit(s) needed?. o o yes [ ‘No X
If no, explain: Per the Division Director, a DSI inspection is not needed. . ..
. Adv1soxy Committee Meetmg needed‘7 YES date 1f known . " . - NO .

e If the apphcatlon is affected by the AIP has the dmsnon made a recommendatton regardmg
whether or not an exception to the AIP should be granted to permlt review based on medical

necessity or public health 51gnlﬁcance‘7 .
‘ NA X vyes. [ No [

CLINICAL MICROBIOLOGY N/A FILE [] REFUSETOFILE []
STATISTICS NA [ FILE [X "~ REFUSETOFILE []
BIOPHARMACEUTICS NA [ FILE [ . REFUSETOFILE []

e Biopharm. study site audits(s) needed? YES [ NO [X
PHARMACOLOGY/TOX N/A [] FILE [X REFUSETOFILE [ ]
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e’ Estab 1shment(s) ready for mspectron? T N/A O : YES X]  NO

- e - Sterile product? © - ' . .- yes T - NO X
= If yes, was mrcrobrology consulted for vahdatron of sterrhzatron" S o

‘ : YES 0l NO l:l

- ELECTRONIC SUBMISSION:
Any comments: The NDA is located in the EDR at: \CDSESUB1\NONECTD\N22107\N_{ 000\2007-03 19

REGULATORY CONCLUSIONS/DEFIC_IENCIES;_
(Refer to 21 CFR 314. 10.1(d) for filing requirements )

g T The apphcatron is unsurtable for ﬁlmg Explam why
_ & | The apphcatron, on its face, appears to be well-orgamzed and mdexed_ The apphcatron
S " appears to be suitable for ﬁlmg . :
-- o o K " No ﬁlmg- 1s_sues have been identified. |
' g N Filing issues to he _communicated l)y Day 74.. List (ol-)tional):A
e ACTION ITEMS:

1.[X]  Ensure that the review and chemical classification codes, as-well as any other pertinent
classification codes (e.g.; orphan, OTC) are correctly entered into COMIS.

2.1 IfRTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

-3, O i ﬁled and the applrcatlon is under the A]P prepare a letter erther grantmg (for srgnature by Center :
Du'ector) or denying (for s1gnature by ODE Drrector) an exceptron for rev1ew ‘ ‘

- 4@ If ﬁled, complete the Pedratrlc Page at thrs trme (If paper versron, enter into- DFS )

5. D Convey document ﬁlmg issues/no filing issues to applicant by Day 74.

Quynh Nguyen _
Regulatory Project Manager
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Appendlx.A to N])A Regulatory Fllmg Rewew -{ o "' ~

NOTE: "I‘he term 'orrgmal apphcatron“ or "ongmal NDA as used in thrs appendrx denotes the NDA
. ubmrtted It does not refer to the reference drug product or "reference lrsted drug " o ‘-

A An orrgmal applrcatlon is llkely tobea 505(b)(2) apphcatron if:

.(1) it relres on published .hte_rature to meet any of the approval requirements, and the applicant
- does not have a written rrght‘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 wrll not, in

. itself, make the application a 505(b)(2) apphcatlon

(2) it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug. -
. product and the applicant does not own or have right to reference the data supporting that

~ approval, or.

- (3) it relies on what is "generally known or screntrﬁcally accepted" about aclass 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 partlcular endpoints, methods of analysrs)
causes the application to be a 505(b)(2) applrcatron ) :

Types of products for which 505(b)(2) applrcatrons are likely to be submitted mclude ﬁxed-dose
combination drug products (e.g., heart drug and diurétic (hydrochlorothiazide) combinations); OTC
_ 'monograp_h deviations(see 21 CFR 330.11); new do_sage forims; new indications; and, ne_v_v salts.

) An efﬁcacy supplement cain be either a (b)(l) ora (b)(2) regardless of whether the orrgmal NDA was
a(b)(l)ora (b)(2)

An efficacy supplement isa 505(b)(1) supplement if the supplement contains all of the information |
needed to support the approval of the change proposed in the supplement. For example, if the
: supplemental application is for a new indication, the supplement isa 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new mdrcatron (or otherwrse owns
. ‘_ or has right of reference to the data/studres)

(2) No add1t10nal mformatron beyond what is. mcluded in the supplement or was embodred in the
finding of safety anid 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, and.

(3) 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 right of reference).

An efficacy supplement is a S05(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
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_ y data and preclinica safety datato approve e higher dose. If the S

. applicant; provrded the effectiveness data, but had to rely on a different listed drug, or a new | _
- aspect of a prevrously cited listed drug, to support the safety of the new dose, the supplement .
R would bea505(b)(2), : _ ‘

“req e'chmcal efficac

(2) The applicant relies for approval of the supplement on publrshed hterature that is based on"
data that the applicant does not own or have a right to reference. If published literature is
* cited in the supplement but is not necessary for approval, the inclusion of such hterature will
- not, in itself, make the supplement a 505(b)(2) supplement or '

(3) The apphcant is relylng upon any data they do not own or to whrch they do not have right of
reference. .

. If you have questrons about whether an apphcatlon isa 505(b)(1) or 5 05(bX(2) applrcatron, consult
with your ODE’s Office of Regulatory Pohcy representatrve '

Appears This Way
- On Original

Appears This Way
On Original
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If “No L (a) slap to questzon 6. Otherwzse answer part (b and (c))

‘ . Does the app 1catlon ie'fefenee é;ﬁst'eé drug (approved dmg)? - " B o YES d

s [f “No ” slap to questzon 3.

2. ‘Name of hsted drug(s) referenced by the apphcant (if any) and NDA/ANDA #(s)

3. Isthis apphcatlon for adrug that is an “old” a.ntlblottc (as described in the draft guidance unplementmg
the 1997 FDAMA provisions? (Certam antlblotlcs are not entitled to Hatch-WaXma.n patent hstmg and

- -exclusmty benefits.)
YES . D No [

- If “Yes,” skip to question 7.

4, Is this application for a recombinant or biologically-derived prodnct‘? '

-\ YES ] NO ]

If “Yes “contact your ODE’s Office of Regulatory Policy reprgsentdﬁv_e.

5. T-he purpose of the'questioné below (questions 5 'to 6) is to determine if there is an approved drug
- product that is equivalent or very similar to the product proposed for approval that should be referenced as
. alisted drug .in the pendmg apphcatlon. .

(@) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) apphcatlon that is

: already approved? _ _ N
- YES 1 - .~No [

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
* the identical active drug ingredient, i.e., the same: salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
. tesidual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
“period; (2) do-not necessarily: contain the same inactive ingredients; and (3) meet the identical compendial or
- -iotherapplicable standard of identity, strength, quality, and purity, including potency and, where appllcable
. content umformlty, dlsmtegratlon times and/or dlssolutlon rates (21 CFR 320 l(c)) ' ) ) )

(b) Is the pharmaceutical equivalent approved for the same mdlcatlon for YES [] NO ] .
which the 505(b)(2) application is seeking approval?
(c) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES [] NO [}

If “Yes,” (c), list the pharmaceutical equivalent(s) and proceed to question 6.

If “Ne, " to (c) list the pharmaceutical equzvalent and contact your ODE s Office of Regulatory Policy
representative.
Pharmaceutical equivalent(s):
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‘(Pharmaceutical alternatives ate drug'products that contam the identical therapeutic morety, orits precursor bu
‘ 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 apphcable standard of identity,
) strength, ‘quality, and purity, including potency and, where applicable, content uniformity, drsmtegratron 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’
: unmedrate— or standard~release formulatrons of the same active ingredient.)

If “No,” to (a) skzp to questzon 7. Otherwzse answer part (b and (c))

() Isthe pharmaceuncal alternative -approved for the same mdlcatlon o - YEs. [ NO - R
_ for which the 505(b)(2) apphcatron is seekmg approval? ' . o

(c) Is the approved pharmaceutrcal altematlve(s) crted as the hsted drug(s)? YES. O nNo 1
’ If “Yes " to (c) proceed to question 7.

: NOT E: b‘ there is more than one pharmace_uﬁcal alternative approved, consult your ODE’s Office of - .
_Reguldtory Policy representative to determine if the appropn’ate pharmaceutical altematives are referenced

i » If “Ne,” to (c), list the pharmaceuttcal altemattve(s) and contact your ODE’s Oﬁice of Regulatory Polzcy
S : representattve Proceed to question 7. .

> - Pharmaceutrcal alternatlve(s)

7. (a) Does the apphcatlon rely on published literature necessary to support the proposed approval of the drug
product (i.e. is the published llterature necessary for the approval)" ,
YES [] NO []

If ;‘No " skip to question 8. Otherwise ‘answer part &)

.- (b)Does any of the published hterature crted reference a specific (e.g. brand name) product? Note that if
: yes the apphcant will be requlred to submrt patent certrﬁcatron for the product, see questlon 12

5 ‘ ';8 Descrlbe the change from the hsted drug(s) provrded for in th15 (b)(2) apphcatron (for example “Thls -
" application provides for a new indication, otrtrs media” or “Thrs apphcatron provides for a change in dosage
form, from capsules to solution™).

9. Is the application for a duplicate of a listed drug and eligible for approval under YES [ ] NO []
section 505(j) as an ANDA? (Normally, FDA may refuse-to-file such NDAs -
(see 21 CFR 314.101(d)(9)).

10. Is the application for a duplicate of a listed drug whose only difference is YES [] No []
that the extent to which the active ingredient(s) is absorbed or otherwise made
available to the site of action less than that of the reference listed drug (RLD)?
(See 314.54(b)(1)). If yes, the application may be refused for filing under
21 CFR 314.101(d)(9)).

1. Is the application for a duplicate of a listed drug whose only difference is YES [] NO [
that the rate at which the product’s active ingredient(s) is absorbed or made
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’ Book for the’ listed drug(s) referenced by the applrcant (see question #2)? -, -
(Thls is dlfferent from the patent declaratlon subrmtted on form FDA 3542 and 3542a)

1ﬁcat10ns for each 0

13 W}uch of the followmg patent cemﬁcatlons does the apphcatlon contam‘7 (Check all that apply and
identify the patents to whlch each type of certification ‘was made as appropnate )

RN} Not apphcable (e £, solely based on pubhshed literature. See questlon # 7

[l

O

" 21 CFR 314, 50(1)(1)(1)(A)(I) The patent mfomratron has not been submrtted to FDA.

(Paragraph Lcertification) -

- Patent number(s):

21 CFR 314. 50(1)(1)(1)(A)(2) The patent has exprred. (Paragraph II certrﬁcatlon)
Patent number(s)

21 CFR 314. 50(1)(1)(1)(A)(3) The date on whrch the patent will explre (Paragraph I
certlﬁcatron) ~ -

21 CFR 3 14 50(1)(1)(1)(A)(4) The paient is mvahd, unenforceable, or will not be infringed -
by the manufacture; use, or sale of the’ drug product for whlch the apphcatlon is submrtted
(Paragraph IV certification) .

- Patent number(s)

NOTE: IF FILED, and if the applicant made a “Paragraph w” certzﬁcatzon [21 CFR
314.50()(1)())(A)(4)], the applicant must subsequently submit a signed certgf‘ cation stating
that the NDA holder and patent owner(s) were notified the NDA was filed [2] CFR
314.52(b)]. The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notification {21 CFR 314. 52(e)]. OND wzll contact you to verify
that this documentation was recezved .

21 CFR 314.5031)(3): Statement that apphcant has a licensing agreement ‘with the patent

_:owner (must-also submit certlﬁcatlon under 21 CFR 314. 50(1)(1)(1)(A)(4) above)
__Patentnumber(s) ' U cL -

Written statement from patent owner that it censents to an 1mmed1ate effectrve date upon
approval of the application.
Patent number(s):

| 21 CFR 314.50(i)(1)(ii): No relevant patents.

21 CFR 314.50())(1)(iii): The patent on the listed drug is a method of use patent and the
labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section viii statement)

Patent number(s):

14. Did the applicant:
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