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EXCLUSIVITY SUMMARY

NDA #22-217 SUPPL # HFD # 110

Trade Name Valturna

Generic Name aliskiren/valsartan

Applicant Name Novartis

Approval Date, If Known

PART | ISAN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita 505(b)(1), 505(b)(2) or efficacy supplement?
YES [ NO [ ]

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SES, SE6, SE7, SES
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.")
YESK]  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 applicant 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:
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d) Did the applicant request exclusivity?

YES[ ] NO [X]

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?

YES[ ] NO [X]

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

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

2. Is this drug product or indication a DESI upgrade?
YES [ ] NO [X]
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).
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 (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES [X] NO[ ]

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

NDA#

NDA#

2. Combination product.

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-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously

approved.) 5 -
YES NO

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

NDA# 21-985 aliskiren
NDA# 21-283 valsartan
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 IIL

PART I11 THREE-YEAR EXCLUSIVITY FOR NDAsAND SUPPLEMENTS

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

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If
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)
is "yes" for any investigation referred to in another application, do not complete remainder of
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summary for that investigation.

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

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

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

YES [X] NO[ ]

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

(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 [] NO[X

(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 [X]

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]
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If yes, explain:

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

SPP100A2327
SPP100A2203
SPP100A2331
SPV100A2301

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 #1 YES [ ] NO [X]
Investigation #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 results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Investigation #1 YES [ ] NO [X]
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Investigation #2 YES[ ] NO [X]

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

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

SPP100A2327
SPP100A2203
SPP100A2331
SPV100A2301

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 # 62,976 YES [X NO [ ]

!
!
!
! Explain:

Investigation #2

IND # 76,045 YES [X NO [ ]

Explain:

(b) For each investigation not carried out under an IND or for which the applicant was not
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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

YES [ ]
Explain:

NO [ ]

Explain:

Investigation #2

YES []
Explain:

NO [ ]

Explain:

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

YES [] NO [X]

If yes, explain:

Name of person completing form: Lori Anne Wachter, RN, BSN
Title: Regulatory Health Project Manager
Date: September 2, 2009

Name of Office/Division Director signing form: Norman Stockbridge, MD, PhD
Title: Director, Division of Cardiovascular and Renal Products
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

Lori A WACHTER
09/14/2009

NORMAN L STOCKBRIDGE
09/14/2009



PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

NDA/BLA#: 22-217 Supplement Number: NDA Supplement Type (e.g. SE5):

Division Name:CardioRenal PDUFA Goal Date: Stamp Date: 11/26/2008
September 26, 2009

Proprietary Name:  Valturna
Established/Generic Name: Aliskiren/valsartan

Dosage Form: Tablet

Applicant/Sponsor:  Novartis Pharmaceuticals

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):
1
2
() N—
(4)

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current
application under review. A Pediatric Page must be completed for each indication.

Number of indications for this pending application(s):
(Attach a completed Pediatric Page for each indication in current application.)

Indication: As initial therapy in the treatment of hypertension for patients likely to need

multiple drugs to achieve their blood pressure goals

Q1: Is this application in response to a PREA PMR? Yes [] Continue
No [X] Please proceed to Question 2.
If Yes, NDA/BLA#: Supplement #.__ PMR#._
Does the division agree that this is a complete response to the PMR?
[ ] Yes. Please proceed to Section D.
[ ] No. Please proceed to Question 2 and complete the Pediatric Page, as applicable.

Q2: Does this application provide for (If yes, please check all categories that apply and proceed to the next
guestion):

(a) NEW [X] active ingredient(s) (includes new combination); [_] indication(s); [_] dosage form; [_] dosing
regimen; or [ ] route of administration?*

(b) [_] No. PREA does not apply. Skip to signature block.
* Note for CDER: SE5, SE6, and SE7 submissions may also trigger PREA.
Q3: Does this indication have orphan designation?

[ ] Yes. PREA does not apply. Skip to signature block.

X] No. Please proceed to the next question.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700.




NDA/BLA# 22-21722-21722-21722-21722-217 Page 2

Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?

X Yes: (Complete Section A.)

[ ] No: Please check all that apply:
[ ] Partial Waiver for selected pediatric subpopulations (Complete Sections B)
[] Deferred for some or all pediatric subpopulations (Complete Sections C)
[] Completed for some or all pediatric subpopulations (Complete Sections D)
] Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[] Extrapolation in One or More Pediatric Age Groups (Complete Section F)
(Please note that Section F may be used alone or in addition to Sections C, D, and/or E.)

| Section A: Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
[ ] Necessary studies would be impossible or highly impracticable because:
[ ] Disease/condition does not exist in children
[] Too few children with disease/condition to study
[ ] Other (e.g., patients geographically dispersed):
X1 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.

[] Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

[ ] Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)

[ ] Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note: if studies are fully waived on this ground, this information must be included in
the labeling.)

X Justification attached.

If studies are fully waived, then pediatric information is complete for this indication. If there is another
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is
complete and should be signed.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700.




Justification: Valturna is a combination antihypertensive agent. There are single
agent products studied and labeled for use in pediatrics, and most pediatric patients
are not treated with combination antihypertensives (supported by The Fourth Report
on the Diagnosis, Evaluation, and Treatment of High Blood Pressure in Children
and Adolescents, Pediatrics 2004;114;555-576).



NDA/BLA# 22-21722-21722-21722-21722-217 Page
11

Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies)

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
Extrapolated from:
Population minimum maximum iatri
P Adult Studies? Other Pfadlatrlc
Studies?

[ ] | Neonate _wk.__mo. | __wk.__mo. L] L]

[ ] | Other __yr.__mo. __yr.__mo. [] []

L] | Other __yr.__mo. __yr.__mo. L] L]

[ ] | Other __yr.__mo. __yr.__mo. [] []

L] | Other __yr.__mo. __yr.__mo. L] L]

All Pediatric
[] Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. [] []
Are the indicated age ranges (above) based on weight (kg)? [ ] No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ ] No; [] Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

If there are additional indications, please copy the fields above and complete pediatric information as
directed. If there are no other indications, this Pediatric Page is complete and should be entered into DFS
or DARRTS as appropriate after clearance by PeRC.

This page was completed by:

{See appended electronic signature page}

Regulatory Project Manager
FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-0700

(Revised: 6/2008)

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda hhs.gov) OR AT 301-796-0700.




This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Lori Wachter
7/ 17/ 2009 12: 26: 20 PM



NDA/BLA REGULATORY FILING REVIEW
(Including Memo of Filing M eeting)

Application Information

NDA #22-217 NDA Supplement #:S- Efficacy Supplement Type SE-
BLA# BLA STN #

Proprietary Name: Valturna
Established/Proper Name: aliskiren/valsartan
Dosage Form: Tablets

Strengths: 150/160 mg, 300/320 mg

Applicant: Novartis
Agent for Applicant (if applicable):

Date of Application: November 25, 2008
Date of Receipt: November 26, 2008
Date clock started after UN:

PDUFA Goal Date: September 26, 2009 Action Goal Date (if different):

Filing Date: January 25, 2009
Date of Filing Meeting: January 7, 2009

Chemical Classification: (1,2,3 etc.) (original NDAs only) 4

Proposed Indication(s): For the treatment of hypertension in patients not adequately controlled on
monotherapy; as initial therapy in patients likely to need multiple drugs to achieve their blood
pressure goals.

Type of Original NDA: X 505(b)(1)
AND (if applicable) [ 1505(b)(2)
Type of NDA Supplement: [ 1505(b)(1)
[[1505(b)(2)
Refer to Appendix A for further information.
Review Classification: X Standard
[ ] Priority

If the application includes a complete response to pediatric WR,
review classification is Priority.

[] Tropical disease Priority

If atropical disease Priority review voucher was submitted, review . .
review voucher submitted

classification defaults to Priority.

Resubmission after withdrawal? [_]
Resubmission after refuse to file? [ ]

Part 3 Combination Product? [] [ | Drug/Biologic
[] Drug/Device
[ ] Biologic/Device
[ ] Fast Track ] PMC response
[ ] Rolling Review [] PMR response:
[ ] Orphan Designation [ ] FDAAA [505(0)]
[ ] PREA deferred pediatric studies [21 CFR
[] Rx-to-OTC switch, Full 314.55(b)/21 CFR 601.27(b)]
[ ] Rx-to-OTC switch, Partial [ ] Accelerated approval confirmatory studies (21
[ ] Direct-to-OTC CFR 314.510/21 CFR 601.41)
[ ] Animal rule postmarketing studies to verify
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Other: clinical benefit and safety (21 CFR 314.610/21 CFR

601.42)

Collaborative Review Division (if OTC product):

List referenced IND Number(s):

PDUFA and Action Goal dates correct in tracking system? X YES
If not, ask the document room staff to correct them immediately.
These are the dates used for calculating inspection dates.
Are the proprietary, established/proper, and applicant names | X YES
correct in tracking system?
If not, ask the document room staff to make the corrections. Also,
ask the document room staff to add the established name to the
supporting IND(s) if not already entered into tracking system.
Are all classification codes/flags (e.g. orphan, OTC drug, X YES
pediatric data) entered into tracking system?
If not, ask the document room staff to make the appropriate
entries.
Application Integrity Policy
Is the application affected by the Application Integrity Policy | X NO
(AIP)? Check the AIP list at:
http://mwww.fda.gov/ora/compliance ref/aiplist.html
If yes, explain:
[ ]YES
If yes, has OC/DMPQ been notified of the submission? [ ]NO
Comments:
User Fees
Form 3397 (User Fee Cover Sheet) submitted X YES
User Fee Status X Paid

Comments:

[] Exempt (orphan, government)
[] Waived (e.g., small business,
public health)

[ ] Not required

Note: 505(b)(2) applications are no longer exempt from user fees pursuant to the passage of FDAAA. Itis
expected that all 505(b) applications, whether 505(b)(1) or 505(b)(2), will require user fees unless
otherwise waived or exempted (e.g., business waiver, orphan exemption).

Exclusivity
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Does another product have orphan exclusivity for the same X YES
indication? Check the Electronic Orange Book at: [ ] NO
http: //mww.fda.gov/cder/ob/default.htm

If yes, is the product considered to be the same product [ ] YES
according to the orphan drug definition of sameness [21 CFR | [ ] NO
316.3(b)(13)]?

If yes, consult the Director, Division of Regulatory Policy |1,

Office of Regulatory Policy (HFD-007)

Comments:

Has the applicant requested 5-year or 3-year Waxman-Hatch | [ ] YES

exclusivity? (NDAS/NDA efficacy supplements only)

Note: An applicant can receive exclusivity without requesting it;
therefore, requesting exclusivity is not required.

Comments:

# years requested:
X NO

If the proposed product is a single enantiomer of a racemic
drug previously approved for a different therapeutic use
(NDAs only):

Did the applicant (a) elect to have the single enantiomer
(contained as an active ingredient) not be considered the
same active ingredient as that contained in an already
approved racemic drug, and/or (b) request exclusivity
pursuant to section 505(u) of the Act (per FDAAA Section
1113)?

If yes, contact Mary Ann Holovac, Director of Drug Information,
OGD/DLPS/LRB.

X Not applicable

505(b)(2) (NDAS/NDA Efficacy Supp

lements only)

1. Is the application for a duplicate of a listed drug and
eligible for approval under section 505(j) as an ANDA?

2. Is the application for a duplicate of a listed drug whose
only difference is 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 21 CFR 314.54(b)(1)).

3. Is the application for a duplicate of a listed drug whose
only difference is that the rate at which the proposed
product’s active ingredient(s) is absorbed or made
available to the site of action is unintentionally less than
that of the listed drug (see 21 CFR 314.54(b)(2))?

[] Not applicable

[ ]YES
[ ] NO

[ ]YES
[ ] NO
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Note: If you answered yes to any of the above questions, the
application may be refused for filing under 21 CFR 314.101(d)(9).
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4. Is there unexpired exclusivity on the active moiety (e.g., | [_] YES
5-year, 3-year, orphan or pediatric exclusivity)? Check [ ] NO
the Electronic Orange Book at:
http: //Amww.fda.gov/cder/ob/default.htm
If yes, please list below:
Application No. Drug Name Exclusivity Code Exclusivity Expiration

If thereis unexpired, 5-year exclusivity remaining on the active moiety for the proposed drug
product, a 505(b)(2) application cannot be submitted until the period of exclusivity expires
(unless the applicant provides paragraph |V patent certification; then an application can be
submitted four years after the date of approval.) Pediatric exclusivity will extend both of the
timeframes in this provision by 6 months. 21 CFR 108(b)(2). Unexpired, 3-year exclusivity will
only block the approval, not the submission of a 505(b)(2) application.

Format and Content

Do not check mixed submission if the only electronic component
isthe content of labeling (COL).

Comments:

] All paper (except for COL)
X All electronic
] Mixed (paper/electronic)

[ ]CTD
[ ] Non-CTD
[ ] Mixed (CTD/non-CTD)

If mixed (paper/electronic) submission, which parts of the
application are submitted in electronic format?

If electronic submission:

paper forms and certifications signed (non-CTD) or
electronic forms and certifications signed (scanned or digital
signature)(CTD)?

Formsinclude: 356h, patent information (3542a), financial
disclosure (3454/3455), user fee cover sheet (3542a), and clinical
trials (3674); Certificationsinclude: debarment certification,
patent certification(s), field copy certification, and pediatric
certification.

Comments:

X YES
[] NO

If electronic submission, does it follow the eCTD guidance?
(http://mwww.fda.gov/cder/gui dance/ 7087rev.pdf)

If not, explain (e.g., waiver granted):

X YES
[] NO
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Form 356h: Is a signed form 356h included? X YES
[ ] NO

If foreign applicant, both the applicant and the U.S. agent must

sign theform.

Are all establishments and their registration numbers listed X YES

on the form? ] NO

Comments:

Index: Does the submission contain an accurate X YES

comprehensive index? [ ] NO

Comments:

Is the submission complete as required under 21 CFR 314.50 | X YES

(NDAS/NDA €fficacy supplements) or under 21 CFR 601.2 [ ] NO

(BLAS/BLA efficacy supplements) including:

X legible

X English (or translated into English)

X pagination

X navigable hyperlinks (electronic submissions only)

If no, explain:

Controlled substance/Product with abuse potential:

X Not Applicable

Abuse Liability Assessment, including a proposal for [ ] YES
scheduling, submitted? [ ] NO
Consult sent to the Controlled Substance Staff? [ ] YES
Comments: [1No
BLASBLA efficacy supplements only:
Companion application received if a shared or divided [ ]YES
manufacturing arrangement? [ ] NO
If yes, BLA #
Patent Information (NDAS/NDA efficacy supplements only)

Patent information submitted on form FDA 3542a? X YES

[ ] NO
Comments:

Debarment Certification

Correctly worded Debarment Certification with authorized X YES
signature? [ ] NO

If foreign applicant, both the applicant and the U.S. Agent must
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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 application.” Applicant may
not use wording such as, “ To the best of my knowledge...”

Comments:

Field Copy Certification (NDAS/NDA efficacy supplementsonly)

Field Copy Certification: that it is a true copy of the CMC
technical section (appliesto paper submissions only)

X Not Applicable (electronic
submission or no CMC technical

section)
[ ] YES
. . : . . [] NO
If maroon field copy jackets from foreign applicants are received,
return them to CDR for delivery to the appropriate field office.
Financial Disclosure
Financial Disclosure forms included with authorized X YES
signature? [ ] NO

Forms 3454 and/or 3455 must be included and must be signed by
the APPLICANT, not an Agent.

Note: Financial disclosureisrequired for bioequivalence studies
that are the basis for approval.

Comments:

Pediatrics

PREA

Note: NDAS/BLASefficacy supplements for new active ingredients,
new indications, new dosage forms, new dosing regimens, or new
routes of administration trigger PREA. All waiver & deferral
requests, pediatric plans, and pediatric assessment studies must be
reviewed by PeRC prior to approval of the application/supplement.

Are the required pediatric assessment studies or a full waiver
of pediatric studies included?

If no, is a request for full waiver of pediatric studies OR a
request for partial waiver/deferral and a pediatric plan
included?

e |f no, request in 74-day letter.

o If yes, does the application contain the
certification(s) required under 21 CFR 314.55(b)(1),
(©)(2), (¢)(3)/21 CFR 601.27(b)(1), (c)(2), (c)(3)

Comments:

X Not Applicable
[] YES
[ ] NO

X YES
[] NO

X YES
[] NO
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BPCA (NDASYNDA efficacy supplements only):

Is this submission a complete response to a pediatric Written
Request?

If yes, contact PMHS (pediatric exclusivity determination by the
Pediatric Exclusivity Board is needed).

Comments:

[ ] YES
X NO

Prescription Labeling

Check all types of labeling submitted.

[] Not applicable

X Package Insert (PI)

X Patient Package Insert (PPI)
[ ] Instructions for Use

[ ] MedGuide

X Carton labels

X Immediate container labels

Comments: [] Diluent
[ ] Other (specify)
Is electronic Content of Labeling submitted in SPL format? [ ] YES
[ ] NO
If no, request in 74-day letter.
Comments:
Package insert (PI) submitted in PLR format? X YES
[ ] NO
If no, was a waiver or deferral requested before the [ ] YES
application was received or in the submission? [ ] NO
If before, what is the status of the request?
If no, request in 74-day |etter.
Comments:
All labeling (PI, PPI, MedGuide, carton and immediate X YES
container labels) consulted to DDMAC? [ ] NO

Comments:

MedGuide or PPI (plus PI) consulted to OSE/DRISK? (send

X Not Applicable

WORD version if available) [ ] YES
[ ] NO
Comments:
REMS consulted to OSE/DRISK? X Not Applicable
[ ] YES
Comments: [] NO
Carton and immediate container labels, PI, PPI, and [ ] Not Applicable
proprietary name (if any) sent to OSE/DMEDP? X YES
[ ] NO

Comments:
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OTC Labeling

Check all types of labeling submitted.

Comments:

[] Not Applicable

[ ] Outer carton label

[ ] Immediate container label

[] Blister card

[] Blister backing label

[ ] Consumer Information Leaflet
(CIL)

[] Physician sample

[] Consumer sample

[ ] Other (specify)

Is electronic content of labeling submitted? [ ] YES
[ ] NO

If no, request in 74-day letter.

Comments:

Are annotated specifications submitted for all stock keeping | [ | YES

units (SKUs)? [ ] NO

If no, request in 74-day letter.

Comments:

If representative labeling is submitted, are all represented L[] YES

SKUs defined? [] NO

If no, request in 74-day letter.

Comments:

Proprietary name, all labeling/packaging, and current [ ] YES

approved Rx PI (if switch) sent to OSE/DMEDP? [ ] NO

Comments:

M eeting Minutes/SPA Agreements

End-of Phase 2 meeting(s)? [ ] YES

If yes, distribute minutes before filing meeting. Date(s):
X NO

Comments:

Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)? X YES

If yes, distribute minutes before filing meeting. Date(s): March 23, 2007
[ ] NO

Comments:

Any Special Protocol Assessment (SPA) agreements? [ ] YES

If yes, distribute letter and/or relevant minutes beforefiling Date(s):

mesting. X NO

Comments:
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ATTACHMENT

MEMO OF FILING MEETING

DATE: January 7, 2009
NDA/BLA #: 22-217
PROPRIETARY/ESTABLISHED NAMES: Valturna (aliskiren/valsartan)

APPLICANT: Novartis

BACKGROUND:

(Provide a brief background of the drug, (e.g., molecular entity is already approved and this NDA isfor an
extended-rel ease formulation; whether another Division isinvolved; foreign marketing history; etc.)

REVIEW TEAM:

Discipline/Organization Names Present at
filing
meeting?
(Y or N)

Regulatory Project Management RPM: Lori Anne Wachter Y
CPMS/TL: | Ed Fromm Y
Cross-Discipline Team Leader (CDTL) | Tom Marciniak Y
Clinical Reviewer: | Shen Xiao Y
TL: Tom Marciniak Y
Social Scientist Review (for OTC Reviewer:
products)
TL:
Labeling Review (for OTC products) Reviewer:
TL:
OSE Reviewer:
TL:
Clinical Microbiology (for antimicrobial | Reviewer:
products)
TL:
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Clinical Pharmacology Reviewer: | Divya Menon-Anderson
TL: Angelica Dorantes
Biostatistics Reviewer: | Cherry Liu
TL: James Hung
Nonclinical Reviewer: | Jagadeesh Gowra
(Pharmacology/Toxicology)
TL: Charles Resnick
Statistics, carcinogenicity Reviewer:
TL:
Product Quality (CMC) Reviewer: | Prafull Shiromani
TL: Ramesh Sood
Facility (for BLAYBLA supplements) Reviewer:
TL:
Microbiology, sterility (for NDAS'NDA | Reviewer:
efficacy supplements)
TL:
Bioresearch Monitoring (DSI) Reviewer:
TL:

Other reviewers

OTHER ATTENDEES:

505(b)(2) filing issues?

X Not Applicable
[] YES

If yes, list issues: [] NO
Per reviewers, are all parts in English or English X YES
translation? [] NO

If no, explain:
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Electr onic Submission comments

List comments:

[] Not Applicable

CLINICAL [ ] Not Applicable
X FILE
[ ] REFUSE TO FILE
Comments: [] Review issues for 74-day letter
¢ Clinical study site(s) inspections(s) needed? [ ] YES
X NO
If no, explain:
e Advisory Committee Meeting needed? [ ] YES
Date if known:
X NO

Comments:

/f no, for an original NME or BLA application, include the
reason. For example:
o thisdrug/biologic is not thefirst in its class
o thecdlinical study design was acceptable
o theapplication did not raise significant safety
or efficacy issues
o theapplication did not raise significant public
health questions on the role of the
arug/biologic in the diagnos's, cure,
mitigation, treatment or prevention of a
disease

[ ] To be determined

Reason:

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

Comments:

X Not Applicable
[] YES
[] NO

CLINICAL MICROBIOLOGY

Comments:

X Not Applicable
[ ] FILE
[ ] REFUSE TO FILE

[] Review issues for 74-day letter

CLINICAL PHARMACOLOGY

[ ] Not Applicable
X FILE
[ ] REFUSE TO FILE
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] Review issues for 74-day letter

Comments:
e Clinical pharmacology study site(s) inspections(s) [ ] YES
needed? X NO

BIOSTATISTICS

Comments:

[ ] Not Applicable
X FILE
[ ] REFUSE TO FILE

[] Review issues for 74-day letter

NONCLINICAL
(PHARMACOLOGY/TOXICOLOGY)

Comments:

[ ] Not Applicable
X FILE
[ ] REFUSE TO FILE

[] Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments:

[ ] Not Applicable
X FILE
[ ] REFUSE TO FILE

[] Review issues for 74-day letter

e (Categorical exclusion for environmental assessment
(EA) requested?

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments:

[ ] Not Applicable
[ ]YES
X NO

X YES
[] NO

X YES
[] NO

o Establishment(s) ready for inspection?

X Not Applicable

[ ]YES
[ ] NO
* Establishment Evaluation Request (EER/TBP-EER) | X Not Applicable
submitted to DMPQ? [ ] YES
[ ] NO
Comments:
e Sterile product? [ ] YES
X NO
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If yes, was Microbiology Team consulted for
validation of sterilization? (NDAS/NDA
supplements only)

[ ] YES
[ ] NO

FACILITY (BLAsonly)

Comments:

X Not Applicable
[ ] FILE
[ ] REFUSE TO FILE

[] Review issues for 74-day letter

REGULATORY PROJECT MANAGEMENT

Signatory Authority: Division Director

GRMP Timeline Milestones:

Comments:

REGULATORY CONCLUSIONS/DEFICIENCIES

L] The application is unsuitable for filing. Explain why:

X The application, on its face, appears to be suitable for filing.

X Standard Review

[ ] Priority Review

[ ] No review issues have been identified for the 74-day letter.

[ ] Review issues have been identified for the 74-day letter. List (optional):

ACTIONSITEMS

Ensure that the review and chemical classification codes, as well as any other pertinent
classification codes (e.g., orphan, OTC) are correctly entered into tracking system.

If RTF action, notify everybody who already received a consult request, OSE PM., and
Product Quality PM. Cancel EER/TBP-EER.

If filed and the application is under AIP, prepare a letter either granting (for signature by
Center Director) or denying (for signature by ODE Director) an exception for review.

If BLA or priority review NDA, send 60-day letter.

Send review issues/no review issues by day 74

O g o o oo o

Other
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Appendix A (NDA and NDA Supplements only)

NOTE: The term "original application" or "original NDA" as used in this appendix
denotes the NDA submitted. It does not refer to the reference drug product or "reference
listed drug."

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

(1) 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 will not, in itself, make the application a 505(b)(2)
application,

(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 "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 330.11); new dosage forms; new
indications; and, new salts.

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the
original NDA was a (b)(1) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the
information needed to support the approval of the change proposed in the supplement.

For example, if the supplemental application is for a new indication, the supplement is a
505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or
otherwise owns or has right of reference to the data/studies),

(2) 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, 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
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for approval on published literature based on data to which the applicant does not
have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require
data beyond that needed to support our previous finding of safety and efficacy in
the approval of the original application (or earlier supplement), and the applicant
has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a
new indication AND a higher dose, we would likely require clinical efficacy data
and preclinical safety data to approve the higher dose. If the applicant provided
the effectiveness data, but had to rely on a different listed drug, or a new aspect of
a previously cited listed drug, to support the safety of the new dose, the
supplement would be a 505(b)(2),

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

(3) The applicant is relying upon any data they do not own or to which they do not
have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2)
application, consult with your OND ADRA or OND IO.
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Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-22217 ORIG-1 NOVARTIS ALISKIREN & VALSARTAN
PHARMACEUTICA
LS CORP

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

Lori AWACHTER
09/03/2009
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Public Health Service

C DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration

Rockville, MD 20857

NDA 22-217 INFORMATION REQUEST LETTER

Novartis Pharmaceuticals Corporation

Attention: Lily Chan, Pharm. D., Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936-1080

Dear Dr. Chan:

Please refer to your November 26, 2008 new drug application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Aliskiren/valsartan tablets.

We are reviewing your request for a bio-waiver and have the following comments and information requests. We
request a prompt written response in order to continue our evaluation of your NDA.

e Both Valsartan and Aliskiren dissolved rapidly in the proposed pH 6.8 medium, therefore, the dissolution
specifications need to be tightened. The following revisions proposed by the Agency should be
implemented:

(b)
Valsartan: Q| (4)% in 20 min
Aliskiren: Q| % in 30 min

If you have any questions, call Don Henry, Regulatory Project Manager, at 301-796-4227.
Sincerely,
{See appended electronic signature page}

Ramesh Sood, Ph.D.

Branch Chief

Division of Pre-Marketing Assessment |
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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NDA 22-217 INFORMATION REQUEST LETTER

Novartis Pharmaceuticals Corporation

Attention: Lily Chan, Pharm. D., Associate Director, Drug Regulatory Affairs
One Health Plaza
East Hanover, NJ 07936-1080

Dear Dr. Chan:

Please refer to your November 26, 2008 new drug application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Aliskiren/valsartan tablets.

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and have the following
comments and information requests. We request a prompt written response in order to continue our evaluation of

your NDA.

P.2.2.1 Formulation Devel opment

1. Since hydroxypropyl cellulose is an important component of the ®@ include

appropriate limits for attributes such as molecular weight, viscosity, etc., that can impact the final
product quality.

P.2.2.3 Physicochemical and Biological Properties

2. Provide a summary with supporting data of your development efforts to demonstrate the homogeneity
of the tabletting mixture and of the tablets, as stated, in this section.

3. Explain how the demonstration at the developmental stage is related to consistent commercial
manufacturing.

P.2.3 Manufacturing Process Devel opment
4.  Provide a summary of the design of experiments employed by you, as stated in your section
6001859 P2 M 840 1, to optimize the (0) @ parameters and the associated statistical
analyses. The statistical analysis should include the polynomial model used, the regression
coefficients for main and interacting independent variables, the standard error, the statistical method

to determine significance and information on any established design space. Describe results from the
verification of the design space at commercial scale.

P.3.3 Description of Manufacturing Process and Process Controls

5. Clarify why tablet hardness, thickness, disintegration time, and friability for the core tablets are not
included as in-process controls. Tablet hardness may affect tablet dissolution.

P.3.4 Controls of Critical Steps and Intermediates

6. Identify critical process parameters and how they will be controlled.



P.5.1 Specification

7. Provide clarification as to why a test and a limit for the valsartan related_ is not
included in the specification, as was for NDA 20-665, Diovan Capsules.

P.7. Container Closure System

8. Provide results of the USP Container Test <671> for water vapor permeation for each combination of
bottle and cap intended for commerce

P.8.1 Sability Summary and Conclusions

9.

P.8.2 Post-approval stability protocol and commitment

10. Include the first three commercial production scale batches in blister packaging into your post-
approval stability commitment.

1.14 Review of Common Technical Document-Quality (Ctd-Q) Module 1-A Labeling and Package Insert

11. Include NDC numbers (differentiated by potency and package) in the ‘How Supplied’ section.
If you have any questions, call Don Henry, Regulatory Project Manager, at 301-796-4227.
Sincerely,
{See appended electronic signature page}
Ramesh Sood, Ph.D.
Branch Chief
Division of Pre-Marketing Assessment [

Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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FILING COMMUNICATION
NDA 22-217

Novartis Pharmaceuticals Corporation
Attention: Lily Chan, Pharm.D.
Associate Director

Drug Regulatory Affairs

One Health Plaza

East Hanover, NJ 07936-1080

Dear Dr. Chan:

Please refer to your new drug application (NDA) dated November 25, 2008, received November
26, 2008, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for
Valturna (aliskiren/valsartan) 150/160 mg and 300/320 mg Tablets.

We also refer to your submissions dated November 26, 2008 and January 17, 2009.

We have completed our filing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, this application is considered filed 60 days
after the date we received your application in accordance with 21 CFR 314.101(a). The review
classification for this application is Standard. Therefore, the user fee goal date is September 26,
2009.

We are reviewing your application according to the processes described in the Guidance for
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA
Products. Therefore, we have established internal review timelines as described in the guidance,
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings). Please be aware that the timelines described in the guidance
are flexible and subject to change based on workload and other potential review issues (e.g.,
submission of amendments). We will inform you of any necessary information requests or status
updates following the milestone meetings or at other times, as needed, during the process. If
major deficiencies are not identified during the review, we plan to communicate proposed
labeling and, if necessary, any postmarketing commitment requests by September 5, 2009.

At this time, we are notifying you that, we have not identified any potential review issues.
Please note that our filing review is only a preliminary evaluation of the application and is not
indicative of deficiencies that may be identified during our review.
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We acknowledge receipt of your request for a full waiver of pediatric studies for this application.
Once we have reviewed your request, we will notify you if the full waiver request is denied and a
pediatric drug development plan is required.

If you have any questions, please call:

Lori Anne Wachter, RN, BSN
Regulatory Project Manager
(301) 796-3975

Sincerely,
{See appended €electronic signature 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
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NDA 22-217
NDA ACKNOWLEDGMENT

Novartis Pharmaceuticals Corporation
Attention: Lily Chan, Pharm.D.
Associate Director

Drug Regulatory Affairs

One Health Plaza

East Hanover, NJ 07936-1080

Dear Dr. Chan:

We have received your new drug application (NDA) submitted under section 505(b)(1) of the
Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: Valturna (aliskiren-valsartan) Tablets
Date of Application: November 25, 2008

Date of Receipt: November 26, 2008

Our Reference Number: NDA 22-217

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we will file the application on January 25, 2009 in
accordance with 21 CFR 314.101(a).

The NDA number provided above should be cited at the top of the first page of all submissions
to this application. Send all submissions, electronic or paper, including those sent by overnight
mail or courier, to the following address:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Cardiovascular and Renal Products
5901-B Ammendale Road

Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
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it may occasionally be necessary to use individual pages larger than standard paper size. Non-
standard, large pages should be folded and mounted to allow the page to be opened for review
without disassembling the jacket and refolded without damage when the volume is shelved.
Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the
submission. For additional information, please see http:www.fda.gov/cder/ddms/binders.htm.

If you have any questions, please contact:

Ms. Lori Wachter, RN, BSN
Regulatory Health Project Manager
(301) 796-3975

Sincerely,
{See appended electronic signature page}

Edward Fromm

Chief, Project Management Staff

Division of Cardiovascular and Renal Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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