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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

160/12.5 & 160/25 mg Tablets

Drug: Diovan HCT (valsartan/Hydrochlorothiazide) 80/12.5, Applicant: Novartis Pharmaceuticals Co.

RPM: E. Fromm HFD-110 Phone # 594-5332
Application Type: (X) 505(b)(1) () 505(b)(2) Reference Listed Drug (NDA #, Drug name):

> Application Classifications:

e Review priority

B

i g

X) Standard () Priority

e Chem class (NDAs only)

e  Other (e.g., orphan, OTC)

*»» User Fee Goal Dates

February 12, 2003

Jser Fee Information

¢ User Fee

(X) None
Subpart H

() 21 CFR 314.510 (accelerated
approval)
() 21 CFR 314.520
(restricted distribution)
() Fast Track
Rolling Review

() Paid

¢  User Fee waiver

() Small business

() Public heaith

() Barrier-to-Innovation
() Other

¢  User Fee exception

-¢) Orphan designation

"Reference

< Application Integrity Policy (AIP)

e  Applicant is on the AIP

() No-fee 505(b)(2)
(X ) Other-Clinical Data by

() Yes (X)No

¢  This application is on the AIP

() Yes (X)No

¢  Exception for review (Center Director’s memo)

e  OC clearance for approval

holder(s) of their certification that the patent(s) is invalid, unenforceable, or will

not be infringed (certification of notification and documentation of receipt of
notice).

% Debarment certification: verified that qualifying language (e.g., willingly, knowingly) was | () NA
not used in certification and certifications from foreign applicants are co-signed by U.S.
agent. -
< Patent
¢ Information: Verify that patent information was submitted ()NA
¢  Patent certification [505(b){2) applications]: Verify type of certifications 21 CFR 314.50(1)(1)(i)}(A)
submitted OI1°00 Om O
21 CFR 314.50(iX1)
Qi) () (i)
¢ For paragraph IV certification, verify that the applicant notified the patent () Verified
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Exclusivity (approvals only)

¢  Exclusivity summary

* Is there an existing orphan drug exclusivity protection for the active moiety for
the proposed indication(s)? Refer to 21 CFR 316.3(b)(13) for the definition of
sameness for an orphan drug (i.e., active moiety). This definition is NOT the
same as that used for NDA chemical classification!

() Yes, Application #
(X) No

Administrative Reviews (Project Manager, ADRA) (indicate date of each review)

Actions

PM-December 30, 2002

Eve—

k: 5o

e  Proposed action

X)AP ()TA ()AE ()NA

e Previous actions (specify type and date for each action taken)

e  Status of advertising (approvals only)

() Materials requested in AP letter

Public communications

Recwed for Subpart H

s  Press Office notified of action (approval only)

() Yes (X) Not applicable

() None
() Press Release
¢ Indicate what types (if any) of information dissemination are anticipated () Talk Paper ‘
() Dear Health Care Professional
- Letter _
< Labeling (package insert, patient package insert (if applicable), MedGuide (if applicable) o
e Division’s proposed labeling (only if generated after latest applicant submission NA
of labeling) '
- e  Most recent applicant-proposed labeling NA
¢  Original applicant-proposed labeling NA
e Labeling reviews (including DDMAC, Office of Drug Safety trade name review,
nomenclature reviews) and minutes of labeling meetings (indicate dates of NA
reviews and meetings) :
e Other relevant labeling (e.g., most recent 3 in class, class labeling) NA

)
.

Labels (immediate container & carton labels)

¢ Division proposed (only if generated after latest applicant submission)

¢  Applicant proposed

e Reviews

Post-marketing commitments

e Agency request for post-marketing commitments

¢ Documentation of discussions and/or agreements relating to post-marketing

commitments NA
% Outgoing correspondence (i.e., letters, E-mails, faxes) NA
* Memoranda and Telecons NA
< Minutes of Meetings —
¢ EOP2 meeting (indicate date) NA 7~ -
¢  Pre-NDA meeting (indicate date) NA
*  Pre-Approval Safety Conference (indicate date; approvals only) NA
Other (Regulatory Briefing) NA

Pre-Advisory Committee
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¢ Advisory Committee Meeting

¢ Date of Meeting

e 48-hour alert

<> Federal Register Notices, DESI documents,

«» Summary Reviews (e.g., Office Direct
(indicate date for each review,

<+ Clinical review(s) (indicate date for each review)

2002
< Microbiology (efficacy) review(s) (indicate date for each review) NA
< Safety Update review(s) (indicate date or location if incorporated in another review) NA
<» Pediatric Page(separate page for each indication addressing status of all age groups) NA
<+ Statistical review(s) (indicate date for each review) NA
<> Biopharmaceutical review(s) (indicate date for each review) NA
< Controlled Substance Staff review(s) and recommcndation_ for scheduling (indicate date NA
for each review)

<+ Clinical Inspection Review Summary (DSI) .

¢ Clinical studies / NA

¢ Bioequivalence studies

<» CMC review(s) (indicate date for each review)

+» Environmental Assessment

e Categorical Exclusion (indicate review date)

e Review & FONSI (indicate date of review)

e Review & Environmental Impact Statement (indicate date of each review)

< Micro (validation of sterilization & product sterility) review(s) (indicate date for each
review)

| NA

s Facilities inspection (provide EER report)

Date completed: NA
() Acceptable
() Withhold recommendation

< Methods validation

PO
LYoty PR civtstiaag

< Pharm/tox review(s), including referenced IND reviews (indicate date for each review)

() Completed NA
() Requested

NA

)
L34

Nonclinical inspection review summary

Statistical review(s) of carcinogenicity studies (indicate date for each review)

]

()
*

CAC/ECAC report

Version: 3/27/2002



RHPM Review of Final Printed Labeling

Application: NDA 20-818/SE8-016
Diovan HCT (valsartan/hydrochlorothiazide) Tablets

Applicant: " Novartis Pharmaceuticals Corporation
Document Date: April 11, 2002
Receipt Date: April 12, 2002

Background: Novartis submitted final printed labeling proposing an optional starting dose of
160 mg for valsartan. This change was approved for the monotherapy (NDA 21-283/S-002) on
April §, 2002. They believe that 160 mg of valsartan may be a more appropriate dose (for some
patients) due to recent guidelines that call for more aggressive treatment of hypertension. They
also note that valsartan has a relatively benign safety profile and that starting at 160 mg will save
a titration step. Apparently, the firm submitted final printed labeling because the changes are only
to the DOSAGE AND ADMINISTRATION section and are similar to those approved for NDA
21-283/8-002.

Review: When compared with the most recently approved labeling (S-006, March 1, 2000), the
following changes were noted

1. Under DESCRIPTION (last paragraph) and HOW SUPPLIED, a new dosage strength

(160/25 mg) has been added. This new strength was approved via SCM-012 on January 17, 2002.

2. Under DOSAGE AND ADMINISTRATION, the first sentence has been changed from:

The recommended starting dose of valsartan is 80 mg once daily when used as monotherapy in
patients who are not volume depleted.

to:

The recommended starting dose of valsartan is 80 mg or 160 mg once daily when used as
monotherapy in patients who are not volume depleted.

In addition, the statement “Patients requiring greater reductions may be started at the higher
dose” has been added after the above sentence.

3. Under DOSAGE AND ADMINISTRATION, Dose titration by Clinical Effect, the first
paragraph has been changed from:

Diovan HCT is available as tablets containing either valsartan 80 mg or 160 mg and
hydrochlorothiazide 12.5 mg. A patient whose blood pressure is not adequately controlled with
valsartan monotherapy (see above) may be switched to Diovan HCT, valsartan 80
mg/hydrochlorothiazide 12.5 mg once daily. If blood pressure remains uncontrolled after about
3-4 weeks of therapy, either valsartan or both components may be increase depending on clinical

response. There are no studies evaluating dose of valsartan greater than 160 mg in combination
with hydrochlorothiazide 25 mg.

to:



Diovan HCT tablets contain valsartan and hydrochlorothiazide, 80/12.5 mg, 160/12.5 mg and
160/25 mg. A patient whose blood pressure is not adequately controlled with valsartan
monotherapy (see above) may add hydrochlorothiazide by switching to Diovan HCT (valsartan
80 mg/hydrochlorothiazide 12.5 mg or valsartan 160 mg/hydrochlorothiazide 12.5 mg) once
daily. If blood pressure remains uncontroiled after about 3-4 weeks of therapy, either valsartan
or both components may be increased depending on clinical response. There are no studies

evaluating dose of valsartan greater than 160 mg in combination with hydrochlorothiazide
25 mg.

In addition, the phrase “or valsartan 160 mg/hydrochlorothiazide 12.5 mg” has been added after
“Diovan HCT (valsartan 80 mg/hydrochlorothiazide 12.5 mg...)” in the first sentence, second
paragraph of this subheading (Dose titration by Clinical Effect).

Comments/Recommendations: Dr. Throckmorton said the above changes were ac.ceptable. I will

draft an approval letter for Dr. Throckmorton’s signature.

-

st

Edward Fromm
Regulatory Health Project Manager

Ef/12-30-02



EXCLUSIVITY SUMMARY FOR NDA # 20-818 SUPPL # SE8-016

Trade Name: Diovan  Generic Name: Valsartan Dosage Form: Tablets (80/12.5, 160/12.5 & 160/25 mg)
Applicant Name: Nb\iartis Pharmaceuticals

Approval Date If Known:

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, but only for certain
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer y&s" to one or

more of the following question about the submission.

a) Is it an original NDA?
YES /I__ 1/ NO/X_/

b) Is it an effectiveness supplement?
YES /X /NO/_/
If yes, what type? (SEI, SE2, etc.) . SE8

¢) 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 applicant that the study was not simply a bioavailability study.
d) Did the applicant request exclusivity?

YES/ _/ NO/ X_/

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

¢) Has pediatric exclusivity been granted for this Active Moiety?
NO

IF YOU HAVE ANSWERED "NO" TO ALL OF THB ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS ON PAGE 8.



Y

2. Has a product with the same active ingredient(s), dosage form, strength, route of administration, and
dosing schedule, previously been approved by FDA for the same use? (Rx to OTC switches should be
answered NO-please indicate as such)
YES/ / NO/X_/
Ifyes, NDA#  Drug Name:

IF THE ANSWER TO QUESTION 2 IS "YES,” GO DIRECTLY TO THE SIGNATURE BLOCKS ON
PAGE 8.

3. Is this drug product or indication a DESI upgrade?

YES/__/ NO/X_/

IF THE ANSWER TO QUESTION 3 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).

NDA# 20-665, Diovan (valsartan) Capsules
NDA= 21-283,Diovan (valsartan) Tablets

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.)

YES/ X_/ NO/_ _/



If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA #(s).
NDA# __20-818 _ valsartan/hydrochlorothiazide

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART IIl.

PART Il THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS -

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than biocavailability 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
IT, 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 summary for that
investigation.

YES /X_/NO/_ _J/
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.e., information other than clinical trials, such as bioavailability data,
would be sufficient to provide a basis for approval as an ANDA or 505(b)(2) application because of what
is already known about a previously approved product), or 2) there are published reports of studies (other
than those conducted or sponsored by the applicant) or other publicly available data that independently

would have been sufficient to support approval of the application, without reference to the clinical
investigation submitted in the application.

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

YES/__/ NO/__/

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



(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/_ _/

I 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/__/ -

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/_ _/

If yes, explain:

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

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

3. 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/ X_/ NO/__/



Investigation #2 _ YES/__/ NO/_/

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

_@ NDA 20-665

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 eﬁ'ectweness of a
previously approved drug product?

Investigation #1 YES/ X_/ NO/__/

Investigation #2 YES/__/ NO/__/

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

IND(___J% NDA 20-665

¢) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application or

supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any that are not
"new"):

4. To be eligible for exclusivity, a new investigation that is essential to approval must aiso 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 mvestlgatlon way carried out under
an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1



IND # YES /__/ NO/__/ Explain:

Investigation #2 ‘

IND # YES/__/ NO/__/ Explain:

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

support for the study? N/A -
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 jpst studies on the drug), the applicant may be considered to have sponsored or
conducted the studies sponsored or conducted by its predecessor in interest.)

YES/__/ NO/__/

If yes, explain:

/§/

Signature Date
Title:

/S/

Signature of Office/ Date
Division Director

cc: Original NDA Division File. HFD-93 Mary Ann Holovac
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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.

/s/ .
Doug Throckmorton
1/3/03-03:10:55 PM




