- If “Yes,’ what is the Izsted dmg product(s) and whtck sectzons of the 505()(2) appltcatzon rely dn tite f ndmg
: of safety and e]fectzveness oron publtshed literature about that listed drug? »
Was this lzstea' drug product(s) referenced by the applzcant? (see questlon # 2) .
_ YES D - NO. D
. Submlt a bloavallabﬂlty/bloequlvalence (BA/BE) study comparing the proposed product to the

hsted drug(s)‘7 o
N/A O ves [] - No [

o 15 (a) Is there unpxplred exclusnvxty on thlS listed drug (for example 5 year 3 year, orphan or pedlatnc ‘
o exclus1v1ty)’? Note: this information is ‘available in the Orange Book
vyEs [ w~No [1

If "‘Ye's,* please list:

Applicatidn No. Pro’duét No. - Exclusivity Code L _Exclusivfty EXpiraitibn'

" Appears This Way ©
On Original

Version 6/14/2006
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DEPARTMENT OF MEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD ANDDRUG ADMINISTRA'I'ION

' REQUEST FOR CONSULTATION'

0 {DMstOﬂ/Oﬁice)

isa Hubbard, RPh, Regulatory Review Ofﬁcer Division of Drug

‘M arketmg, Advertismg, and Commumcatlon (DDMAC)

| rromt
-Quynh Nguycn Project Manager

OND/Division of Cardlovascular and Renal Products (DCRP)

Ph: (301) 796-0510

DATE - 1 mowo. | noano. 1 TvPE OF DoCUMENT | DATE OF DOCUMENT -
g > | 22107 NDA submission { March 19,2007
. NAME OF PRUG PRIORITY CONSID_ERATI_ON ' .CI.ASSIFICATION?(IF DRI._IG ' # DESIRED C_OMPLETION:DATE .
-} Tektuna HCT (ahsklren/HCTZ) “Standard - Anti-hypertensive: | November 1,:2007,
Y- Tablets - s
NAME OF FIRM. Novartis e
' REASON FOR REQUEST 3
i
~LGENERAL i

.: |

‘03 PRE-NDA MEETING

- [1 END OF PHASE Il MEETING
. O RESUBMISSION

1 SAFETY/EFFICACY
O PAPERNDA

3 CONTROL SUPPLEMENT

00 'NEWPROTOCOL

[0 PROGRESS REPORT

1 :NEW CORRESPONDENCE

O DRUG ADVERTISING

3 -ADVERSE REACTION REPORT .
0 MANUFACTURING CHANGE/ADDITION

: T
{0 RESPONSE $0.DEFICIENCY LETTER -
O FINAL PRINTED LABELING ~ :

1 LABELING REVISION . :
01 ORIGINAL NEWC@RRESPONDENCE
1 1 FORMULATIVEREVIEW . i~ #
" XX OTHER (SPECIEY BELOW):

00 MEETING PLANNED BY

" II. BIOMETRICS

STATISTICAL EVALUATION BRANCH '

,STA'I’ISI’ICAL_APELICAT_ION BRANCH o o "0 v ws )

D TYPE A ORB NDA REVIEW

-1 END OF PHASE 1t MEEHNG

J| O CONTROLLED STUDIES -~

“PROTOCOL REVIEW:

. 3 OTHER (SPECIFY BELOW):

a CHEMISTRYREVIEW_
.00 PHARMACOLOGY-
O BIOPHARMACEUTICS: -

‘OTHER (SPECIFY BELOW):

1. BIOPHARMACEUTICS

00 DiSSOLUTION -

O BIOAVAILABILTY STUDIES
O PHASE IV STUDIES :

1 DEFICIENCY LETTERRESPONSE =+ & %"
1 PROTOCOL-BIOPHARMACEUTICS ~ *
[T IN-VIVO WAIVER REQUEST

V. DRUG EXPERIENCE

L1 PHASE [V SURVEILLANCE/EPIDEMIOLOGY PROTOCOL .

3 DRUGUSE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
03 CASE REPORTS OF SPECIFIC REACTIONS {List below) :
0 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

-0 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
00 SUMMARY OF ADVERSE EXPERIENCE -
{J POISON RISK ANALYSIS

LN

V. SCIENTIFIC INVESTIGATIONS

1 CLINICAL -

o PRECLINICAL -

COMMENT. SISPECIAL INSTRUGTIONS:

Novartis has submitted a new NDA for Tekturna HCT, a fixed combination of aliskiren/HCTZ tablets for the treatment of hypertension.

Please review the proposed labeling (carton, container, P1, and PPI) for this new NDA. The submission is located in the EDR at:

\CDSESUBI\NONECTD\N22107\N_000\2007-03-19 in the labeling folder. Please contact John David, RPM, if you have any questions.
Thanks!

PDUFA goal date: January 20, 2008
Labeling meetings: Lisa, John David will invite you to the mid-cycle and labeling meetmgs once they are scheduled.

METHOD OF DELIVERY (Check one}

SIGNATURE OF REQUESTER Quynh Nguyen, RPM

0O MAIL XX DFS

{GNATURE OF RECEIVER

S

SIGNATURE OF DELIVERER




Thls ls a representatlon ‘of an electromc record that was S|gned electromcally and
thls page is the mamfestahon of the electromc sugnature. : -

? Quynh Nguyen
: 5/7/2007 ll 22:58 AM




. i DEPARTMENT OF HEALTH AND HUMAN SERVICES ;

PUBLIC HEALTH SERVICE 1 ' REQUEST FOR CONSULTATION

o FOOD AND DRUG ADMINISTRATION
(DivisionyOffice): : : o _ FROM:
».Jffice of Surveillance and Epldemlology (OSE) ' Quynh Nguyen, Project Manager
"Attention: Tanya Clayton, RPM = OND/Division of Cardiovascular and Renal Products (DCRP)
Mary Dempsey, Pl'()ject Management Officer 1 Ph:(301) 796-0510
foae , NDNO. - NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT
3-7-07 : i : 22-107 | NDA submission ' March 19, 2007-
1 NAMEOFDRUG- - PRIORITY CONSIDERATION | ‘CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
-Tekturna HCT (aliskiren/HHCTZ) | Standard - Aanti-hypertensive © . | Névember 1, 2007
Tablets 47 =
"NAME OF FIRM: Novartis - L LT
' REASON FOR REQUEST -
1. GENERAL - )
O NEW PROTOCOL O PRE--NDA MEETING . - 1 RESPONSE TODEFfCIENCY LETI"E.R
{1 PROGRESSREPORT . .- O END OF PHASE Hl MEETING 3 FINAL PRINTED LABEUNG Cne
O NEW CORRESPONDENCE 1 RESUBMISSION O LABELING REVISION - R
{ O DRUG ADVERTISING - O SAFETY/EFFICACY L. 1 ORIGINAL NEW CORRESPONDENCE
01 ADVERSE REACTION REPORT . 0 PAPER NDA ' [ FORMULATIVE REVIEW .
{1 MANUFACTURING CHANGE/ADDITION . O CONTROL SUPPLEMENT . XX OTHER (SPECIFY BELOM
1 MEETING PLANNED BY :
it. BIOMETRICS
STAT!ST(CAL EVALUATION BRANCH ’ ‘ STATISTICAL APPLICATION BRANCH

3 TYPE A OR B NDA REVIEW
[ END OF PHASE fl MEETING
01 CONTROLLED STUDIES
3 PROTOCOL REVIEW

'Y OTHER (SPECIFY BELOW):

| 0. CHEMISTRY REVIEW

0 PHARMACOLOGY

O BIOPHARMACEUTICS

0O OTHER (SPECIFY BELOW):

B /

lll. BIOPHARMACEUTICS
0 DISSOLUTION 1 DEFICIENCY LETTER RESPONSE
1 BIOAVAILABILTY STUDIES {0 PROTOCOL-BIOPHARMACEUTICS
O PHASE IV STUDIES 0O IN-VIVO WAIVER REQUEST

V. DRUG EXPERIENCE

0O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 0 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
{0 DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES [0 SUMMARY OF ADVERSE EXPERIENCE
] CASE REPORTS OF SPECIFIC REACTIONS (List below) O POISON RISK ANALYSIS

[0 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

0 CUNICAL ' 00 PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS:

Novartis has submitted a new NDA for Tekturna HCT, a fixed combination of aliskiren/HCTZ tablets for the treatment of hypertension.
Please review the proposed RMP for this new NDA. The RMP submission is located in the EDR at:
WCDSESUBI\NONECTD\N22107\N_00012007-03-19 in the Other folder. Please contact John David, RPM. if you have any questions.
Thanks!

PDUFA goal date: January 20, 2008
Labeling meetings: Pleasc let John David know who the OSE reviewers will be 50 they can be invited to the mid-cycle and labeling
meetings once they are scheduled.

SIGNATURE OF REQUESTER Quynh Nguyen, RPM METHOD OF DELIVERY (Check one)
O MaL XX OFS

JAGNATURE OF RECEIVER SIGNATURE OF DELIVERER




N\
}
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Thisis a representatlon of an electromc record that was sngned electromcally and

- this page. is the mamfestatlon of the electromc sngnature
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~5/7/2007 11:18:03 AM




e e

" DEPARTMENT OF HEALTH AND HUMAN SERVICES

REQUEST FOR chsquTATION., R

o - fice of Survelliance and Epldemlology (OSE)
] ' Attentloxr Tanya Clayton, RPM .

PUBLIC HEALTH SERVICE
_ FOOD AND BRUG ADMINISTRATION
'(Dmswn/Oﬂioer i EROM

.| Quynh Nguyen Projéct Manager ' :
: ‘OND/Division of Cardlovasculat and Renal Products (DCRP) -
| Ph: (301)796-0510

cofowe - fono: | noaro. | TYPE OF DOCUMENT - | DATE OF DOCUMENT
Sl | 22-107- | NDA submission March 19,2007
A nave OFDRUG - | PRIORITY CONSIDERATION | cLassiFicaTion oF bRUG- . .| DESIRED'COMPLETIONBATE
i Tekturna HCT (ahsklren/HCT Z)v - Standard | Anti-hypertensive - -4 November1,2007"
[:Tablets - S S -
' NAME QF FIRM: ‘Novartis o
| - REASON FOR REQUEST- : !

" LGENERAL . - o

-0 NewPROTOCOL
4 O PROGRESS REPORT
“C1 NEW CORRESPONDENCE

L1 DRUG ADVERTISING

- . ‘O ADVERSE REACTION REPORT -

" E1-RESUBMISSION - -
“:£3 SAFETY/EFFICACY -

O PRE-NDAMEETING ** : - :
~.[3. END OF PHASE Il MEETING O FINALPRINTED' LABEUNG
O LABELINGREVISION *

{1 ORIGINAL NEW: CORRESPOND'ENOE

O PAPER NDA ) [0 FORMULATIVEREVIEW = = -7 " 1.
.3 MANUFACTURING CHANGE/ADDITION 0O CONTROL SUPPLEMENT XX OTHER (SPECIEY BELOW): - - -
a MEEI’INGPLANNEDBY - : R SNV
. BIOMETRICS
; STATISTICAL EVAI.UATION BRANCH ' STATISTICALAPPUCATIONBRANCH § e Al 0w

W a TYPE A OR B NDA REVIEW
§ 0 ENDOF-PHASE 1t _MEETING
| (3"CONTROLLED.STUDIES

3 PROTOCOL REVIEW

-1 0 CHEMISIRY REVIEW

-« | O PHARMACOLOGY .

- & BIOPHARMACEUTICS

- [ OTHER (SPECIFY BELOW):

" QTHER (SPECIFY BELOW):

- . :
g e BIOPHARMACEUTICS §
3 DISSOLUTION .0 DEFICIENCY LETTERRESPONSE ~ © ™% .0 "
-1 BIOAVAILABILTY STUDIES : _ 01 PROTOCOL-BIOPHARMACEUTICS e

il O PHASE IV STUDIES : © " ON-VIVOWAIVER REQUEST

. DRUG ‘EXPERIENCE

O PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
0] .DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
_J| O CASE REPQRTS OF SPECIFIC REACTIONS (List below)

1 O COMPARATIVE RiSK ASSESSMENT ON GENERIC DRUG GROUP

3 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
- O SUMMARY QF ADVERSE EXPERIENCE
£1 POISON RISK ANALYSIS _

v. SCIENTIFIC INVESTIGATIONS

-~ T CLINICAL

EI PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS:

Thanks!

meetings once they are scheduled.

PDUFA goal date: January 20, 2008
Labeling meetings: Please let John David know who the OSE reviewers will be so they can be invited to the mid- -cycle and labeling

Novartis has submitted-a new NDA for Tekturna HCT, a fixed combination of aliskiren/HCTZ tablets for the treatment of hypettensnon
Please review the proposed tradename and labeling (carton, container, PL, and PPI) for this new NDA. (There is also an RMP, but I will
send a separate consult request for the RMP per your instructions.) The submission is located in the EDR at:
\CDSESUB1\NONECTD\N22107\N_000\2007-03-19 in the labeling folder. Please contact John David, RPM, if you have any questions.

I SIGNATURE OF REQUESTER Quynh Nguyen, RPM

METHOD OF DELIVERY (Check one)
J MAIL XX DFS

. AGNATURE OF RECEIVER

SIGNATURE OF DELIVERER
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Novartts Pharmaceuticals Corporatlon :

o »VNDA No. 22-107

.. SPH100 =

2 (ahsklren/hydrochlorothlamde)
Film-Coated Tablets ,

. Field Copy Certlf' cat|on Statement 21 CFR 314 50(k)(3)

Novartis Pharmaceutlcals Corporatlon hereby certifies that the field copy of this submlsswn 1s' _
“a true copy of the Chem1stry, Manufacturing and Controls technical section; apphcatlon form; -
~and summary (as applicable) contained in the electronic. archival copy of the same apphcatlon o
- The field submission copy is being prov1ded to the -appropriate Pre-Approval Inspectlon "
" coordinator, concurrent with the NDA, through notlﬁcatlon of electromc access by copy of the
- NDA cover letter and F 1eld Copy Certlﬁcatlon Statement '

‘_Name:. ' Femando Marcella Date: 09-Mar:2007
Sgatwe Al

Title: " Associate Director

Depafttnent: Global Regulatory CMC

(‘) ._ NOVARTI S ,. S .East Hanover NewJersey



m Approved: OMB No. 0910 - 0 Expxrat(on Date: December 31, 2006 See instructions for OMB Statement:

- DEPARTMENT OF HEALTH AND HUMAN  |PRESCRIPTION DRUG U SER FEE =
: SERVICES - |COVERSHEET

FOOD AND DRUG ADMINISTRATIO
5 apleted form must be signed and accompany each new drug or bnologlc product application and each new supplement. See
ions on the reverse side. if payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.
‘nent instructions and fee rates can be found on CDER's website: hitp:i/www fda. govicder/pdufa/defauit.htm .

i i 1. APPLICANT'S NAME AND ADDRESS : : . §‘4 BLA SUBMISSION TRACKING NUMBER (STN)I NDA
i . }INUMBER

§i

HHINOVARTIS PHARMACEUTICALS CORP

:iilina Thomas ’ 92-107

-:i0ne Health Plaza :

.i:jEast Hanover NJ 07936

Hus

> TELEPHONE NUMBER go %OEEPTRI-(!)!\S/ :&PUCAT(ON REQUIRE CLINICAL DATA
111862-778 2488 == : : L
. [XLYES_[1NO -
ilF YOUR RESPONSE IS "NO" AND THIS IS FOR A
iISUPPLEMENT, STOP HERE AND SIGN THIS FORM.
§IF RESPONSE IS "YES", CHECK THE APPROPRIATE
{RESPONSE BELOW:

i #iX] THE REQUIRED CLINICAL DATA ARE CONTAINED IN
] THE APPLICATION )

[] THE REQUIRED CLINICAL DATA ARE SUBMﬂTED BY
{REFERENCE TO: s

/j3. PRODUCT NAME 6. USER FEE I.D. NUMBER
iITekturna-HCT: ( Aliskiren/Hydrochlorothiazide ) PD3007115

7. 1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE
APPLICABLE EXCLUSION.
[ 1A LARGE VOLUME PARENTERAL DRUG PRODUCT [1 A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A
ADPROVED UNDER SECTION 505 OF THE FEDERAL FOOD, FEE

, AND COSMETIC ACT BEFORE 9/1/92 (Self

natory)
i .. HE APPLICATION QUALIFIES FOR THE ORPHAN [} THE APPLICATION IS SUBMITTED BY A STATE OR :
: EXCEPTION UNDER SECTION 736(a)(1)E) of the Federal FEDERAL GOVERNMENT ENTITY FOR A DRUG THAT IS NOT
Food Drug, and Cosmetlc Act DISTRIBUTED COMMERCIALLY H

8 HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS A

: Public reporting burden for this collection of information is estimated to average 30 minutes per response, lncludlng the time
: for rev:ewmgmstructlons 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:

{ Department of Health and Human Services Food and Drug Administration An agency may not conduct or

i Food and Drug Administration CODER, HFD-94 sponsor, and a person is not
: CBER, HFM-99 12420 Parklawn Drive, Room 3046 required fo respond to, a collection :
i 1401 Rockville Pike Rockville, MD 20852 of information unless it displaysa :
¢ Rockville, MD 20852-1448 : "~ currently valid OMB controt

. number.

IGNATURE OF AUTHORIZED COMPANY E ITLE fDATE ok

EPRESENTATIVE /7 W m oo Qup 0,{/} ’L/’L&/?

9. USER FEE PAYMENT AMOUNT FOR THIS APPLlCATION
'$896,200.00

[Form FDA 3397 (12/03)




:".Novams Pharmaceuticals Corporatro ,
A Attentlon. KlmberlyD Dickerson,- Pharm.D
" Assistant Director, Regulatory Affalrs '
“One Health Plaza
_ East Hanover NJ 07936—1080

I Dear Dr chkerson‘

sl Please refer to your Investrgatlonal New Drug Apphcatron (lND) submrtted under sectlon 505(1) of the
' Federal Food, Drug, and Cosmetlc Act for alrskrren/hydrochlorothrazlde.

= ."We also refer to your amendment dated December 19; 2006 (senal # 015), contauung questrons to obtam -
: further screntlﬁc advice in preparatron for an NDA- subnussron.

. We have completed the chmcal chmcal pharmacology and. statlstlca.l revrews of your submrssmn and
- have the followmg comments : , :

o 1. Study. CRD07 (short-term. open-label study- 23 patzents in the eﬁicacjy sqfety populatron) was included -
“in aliskiren monotherapy NDA (21-985). 1t contazned the combination treatmerit of aliskiren/HCTZ, and
. was conducted by Speedel the original aliskiren monotherapy IND sponsor. The composition of the
aliskiren clinical service forms (CSE) used in this study was different from the market formulation (MF).
- and final market image formulation (FMF) that Novartis ultzmately developed and used in the Phase III
pivotal efficacy and safety studies. As a consequence, the pre-NDA briefing book proposed NOT to pool
-the results of the study, but provide the study report for this trial (and no datasets or CRTs) in the NDA
submission. The pre-NDA written response from thée Cardio-Renal Division confirms concurrence on our
_proposal not to pool the results of this trial. Does the Division. agree that the submission of i the S48
' »database for this trial is.acceptable and submzsszon of the CRT is not required? .

Respo e We agree that SAS. datasets are acceptable, however please also submrt the derlved SAS
datasets

2 The pre-NDA written response ﬁom the Cardto—Renal Dzvzszon requests that Novartzs s: bi i patzent

- “narratives, for-deaths, serious adverse events (SAEs) and other significant AFs." " The collectioniof regular =+~ .0~ .0 -

" adversé events in clinical trials does not usually provide sufficient information for narratives. As a
consequence, Novartis proposes to limit the narratives to deaths and other serious adverse events. Does
the Division agree that narratives related to death and serious adverse events will be sufficient to support
registration?

Response: We are unaware of a regulatory definition of “regular” adverse events. Our request for AEs for
which narratives are to be submitted is based on ICH E3. In the aliskiren NDA submission for
hypertension we found that the information collected on significant AEs, such as those suggestive of
angioedema, was inadequate. [f you are not collecting adequate information to produce narratives on
significant AEs, then we suggest modifying your collection procedures. While narratives are an ICH
specification, U.S. regulations are more specific on the submission of CRFs and we find them to be more
useful than narratives. Please comply with our requests regarding CRFs in the preliminary response letter




1 for de-with cross reference to relevant componens i
: prewously submztted NDA ﬁ)r alzskzren monot erapy NDA.(21-985).. Several responses to FDA requests
contained relevant clinical study reports case report forms (CRFs), patzentnarratZVes and SAS datasets '
- -It is Novartis' understanding that cross-referencmg these relevant responses submu‘ted to NDA 21 -985
s also acceptable. Does the Dtvzszon agree that thzs is acceptable? )

ARespo nse: Yes.

4 The pre-NDA wrztten response ﬁom the Cardzo-Renal thszon requests that Novartzs "send :
,composztzonal tablets for all four strengths. being developed and for the formulation.used in Study
‘CRDO7." Does the Division prefer to receive the requested zrgbrmatzon when avazlable orasa component
' of the oﬁictal NDA submzsston? ' : :

- Resgo The composmonal tables can be sent with the ofﬁcnal NDA We remind you; that lot and batch :
numbers with batch sizes information should be sent as well to mclude tables cross-referencmg which
batches were. used specn‘ically e

If you have any questlons, please call Mr. John Dav1d Regulatory Health Pro_;ect Manager at: (30 1) 796-
: 1059 .

. Smcerely,
» , {See appended elecz‘romc srgnature page}

Nonnan Stockbrldge M. D., Ph.D

Director -

Division of Cardlovascular and Renal Products
Office of Drug Evaluation [

Center for Drug Evaluation and Research




Norman Stockbridge

117/16/2007 08:08:58 AM -




Us _ C T 10903 New Hampshire Ave
- CDER,DCRDP(HFD-110) -~ .-~ . """ Silver Spring, MD 20993-00025600 .
_-.10903 New Hampshire Ave,, - - = 0 i T DT
" Silver Spring, MD 20993-0002 -

US Mail addréss: -

" {This document is.intended only for the use of the party to whom it is addressed and may contain
. |information that is privileged, confidential, and protected from. disclosure under applicable law. If
- . |yoy are not the addressee, or a person:authorized to deliver the document to the addressee, you are hereby/| -
- |notified that any review, disclosure, dissemination, -copying, or other action based on the content of this
-jcommunication is not authorized. If you have received this document in’ error; please immediately. notify us
- |by telephorie and retum it to: - CDER, DCRDP (HFD-110); 10903 New Hampshire Ave., Silver.Spring, MD
20993-0002 . . S JA D i

Transmitted to FAX Numiber: - '973‘-7_313:1'-3590
-‘_'V o o . o _ _Aﬁentidn:- .. Dr. KimberlYDig:kéi-soﬁ
Cbiqpéiny Na,t_xge:_ o NoVar_tiS Phanmacetiticals Corporation
TN T phone 8627784576 ,
Subject:  IND 75,176, Pre-NDA Septemmber 21,
- 2006 Preliminary Responses o
Date: o o '
Pages including this isheet:
" From: _LCDR-thn. David -

: S Ceeo .7 - Phomes 301-796:1059 . T .
S o . Fax: 7. 301-796-9838 .. T T T I T I P

xxx+4+*PLEASE LET ME KNOW YOU RECEIVED THIS. THANKS!



el Date of request
"“Date request received:
“Date of confirmation:
Date of pre-meeting:
" Date of meetmg
. Time:
-Date of meeting: ‘

| Type/classiﬁéation‘:; .

. Meetmg Chalr

E Meetmg recorder

FDA i’zirtrcrgahts -

Norman Stockbrrdge M.D,, Ph D. E A

- Ellis Unger, M.D.

" Thomas Marciniak; M.D.

: ,Ququan Liu, Ph.D.

~ Lydia Velazquez, Pharm. D
Charles Resnick, Ph.D.
Kasturi Srinivasachar, Ph.D.
" John David

B ) .lgground

: ahsluren/hydrochlorothrazrde "”
=0 75,176
. July 6, 2006
" July 7, 2006
- July 20,2006 -
- September 6, 2006

September 21, 2006 : L
9:00 - 10:30am (tele-conference)

: -September 21, 2006 (sponsor requested am. meetmg)
CBmeNDA
Norman Stockbridge, M.D., Ph.D.

John David. |

Drrector Drvrsron of Cardrovascular and Renal Products HFD—l 10, ‘,

Deputy Director, HFD-110

" Team Leader, Medical Ofﬁcer HFD-I 10

Statistician, HFD-710

_ Clinical Pharmacology, HFD-860°
‘Team Leader, Pharmacology, HFD-1 10

Chemistry Pharmaceutical Assessment Léad, ONDQA
Regulatory Health Project Manager HFD-1 10

e Ahskrren/hydrochlorothrazrde a ﬁxed combmatlon product whlch i currently bemg mvestlgated in phase 3 .
..;Studies for the proposed indication of treatment.of hypertensxon. The. sponsor 1 referenced the pre~IND c

‘méeting on March 30,2005 (mintes letter dated April 19, 2005) where the exténsive’ devélopment program S e

for aliskiren/hydrochlorothiazide was agreed upon. Novartis plans to submit a New Drug Application for the
~ fixed combination of aliskiren and HCTZ, as second line therapy, in the first quarter of 2007.

- This Pre-NDA meeting was requested to address some issues relating to the NDA, and to gain concurrence
on the proposed strategy for pooling efficacy and safety data and the general format of the NDA. The
purpose of this meeting is to seek the Division's input and comments on the-data presentation and formatting
of the NDA. The NDA will make reference to clinical safety and efficacy data for the combination in the
pending NDA 21-985 for rasilez (aliskiren).




. do not agree we very much want you to commumcate such questions and di sagreemem‘s The minutes of the

-'-.meetmg will reﬂect the dzscusszon that takes place durzng the ‘meeting and are not: expectéd to be identical to

. these prelzmmary comments. If these answers and commenis are clear to you and you determine that ﬁtrther" o
* . discussion is not required, you have the optzon of cancelmg the: meetmg (contact John David), but thzs is-

:advisable only if the issies involved.are quite narrow. It is not our intent to have our preliminary responsés
'serve-as a substitute for ¢ the meetmg 1t is important to remember that some meetings, particulatly milestone’

i 'meetmgs are valuable even if pre-meeting communications seem 10 have answered the principal questions. . L

- It is our experzence that the discussion at meetings often raises zmportant new issues. Please note that zf

= there are any major changes to your development plan based on.our responses herem, we may not be-
S ‘prepared to discuss or reach agreement on such changes at the meeting, but we will be glad to discuss them
* 1o the extent possible. If any modifications to the development plan or additional questions for which you

.would like FDA Jeedback arise prior to the meetzhg, contact John Davzd to dzscuss the posszbzhty o

RS zncludmg these for dzscusszon at the meeting.

'Questlons for the Division: -

= I.{egg: latog[

1. Is the Drvrsron m agreement wrth ‘our request for a warver of the pedratrrc requlrement?

_ Prelzmmam Resgonse. The Drvrsron agrees w1th the request for a warver of the pedratnc requrrement

belmg

2 We: proposed draﬁ labehng for the combmatlon product as noted i in Section 2. 3. It is proposed that thls
combination product be used when a patrent’s blood pressure is not adequately controlled on aliskiren or
hydrochlorothiazide alone. This labeling is entirely consistent with the approved labeling for other
‘ antrhypertensrve combination products Does the agency have any comments on the proposed labelmg"

Prelzmmat_'z Resgons The usual phrase “alone or in comblnatlon with other antrhypertensrves” may be
subject to modification depending upon the conclusions of our review of the aliskiren monotherapy NDA. -
Also, the labeling must be consrstent with the Final Rule regardmg labeling, mcludmg provrdmg a hrghlrghts
) ‘sectlorL o )

3. We propose to submrt the contamer packagmg and components contammg the proposed tradename logo V

 text, type; and. size' within 4 months (120 days) of the NDA: submission. Does the Drvrsron‘agree with: the' __'-,-:: : R

proposal for the submission of packaging and components without an effect ‘on the ‘action date or overall
review of the apphcatron" :

Preliminary Response: The Division agrees with the proposal for the submission of packaging and
components without an effect on the action daté or overall review of the application. '

Clinical/Statistical

4. Does the Division agree with our proposed pooling strategy for trials included in the SCS and SCE?

Preliminary Response: The Division agrees with the proposal for the pooling strategy for trials included in
the SCS and SCE.




cgula (
drscontmuatrons Tn addltro lease submrt CRFs for all strokes transrent rschemrc attacks -and other s

, suspected or mvestlgator-reported cérebrovascular ischiemic events;, as well as for upper body edema’or-
- swelling; regardless of whether the event meets the regulatory deﬁmtlon of an SAE or results in . '
.. discontinuation. Please include all clinical commumcatlons regarding 4 patient, regatdless of whether the '
* _form is labeled a “CRF,” e.g., include Medwatch-type SAE reportmg forms Please orgamze all forms' for a
' patrent contrguously in the submrssron. - . . _

6 Does the Division agree wrth our proposal NOT 10, pool results of the study (Study CRD07) conducted by

R ,Speedel (prevrous alrskrren monotherapy IND sponsor) and the study conducted in. Japan (Smdy 1202)‘7

g Preltmmag Reggons : The Drvrsron agrees wrth the proposal NOT to pool results of the study (Study

~:CRD07) conducted by, Speedel (previous aliskiren monotherapy IND sponsor) and the study conducted rn
" “Japan (Study 1202), as long as the data are provided. -

" 7. Does the DlVlSlOtl _agree wrth our proposal to submit an mtegrated summary of laboratory data in
" - - International Unlts‘?

Prehmmarv Re._vponse. The DlVlSlOﬂ agrees wrth the proposal to submrt an mtegrated summary of laboratory‘
Adata in Internatxonal Unrts : . -

; General

8. ‘Does the Drvrsron agree with: the general approach of submrttmg the planned NDA for a combmatlon wrthl ’
cross reference to relevant components (i.e. study reports, patient nartatives, case report forms, and SAS
datasets) inour prevrously submltted NDA 21-985 for Rasrlez‘7 -

" Preliminary. Resgons The Drvrsron agrees w1th the proposal of submitting the planned NDA for the
combination with cross reference to relevant components in the previously submitted NDA 21-985 for
- Rasilez (i.e., study reports, patient narratives, case report forms, and SAS datasets) Please ensure that the
' study numbers and trtles can be linked and referenced to each other. : :

9 Does the Dlvrsron have any other comments on our proposal‘7

L .' Addltlonal Comments. _

: bf"-ff:Cllmcal Pharmacolozv BTN e s . e R IRTCE

1. Abiowaiver request seems approprrate for the lowest strength since 1t is composmonally proportronal to
the highest strength of the proposed combination. Upon reviewing F2 similarity comparisons for the
lowest strength, a biowaiver will be determined at that time.

2. Please send compositional tables for all four strengths being developed and for the formulation used i in
study CRDO07.

Statistical ‘ _
I. Please submit SAS transport analysis datasets and SAS analysis programs used for the final efficacy
analyses in the NDA.
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‘ .ZINDAppllcatlon' 62,976 U I T PR
" Drug: S ‘Ahsklren(SPP-iOO) Tablets R R o

L ,Sponsor' o Norvartxs Pharmaceutleals Corporanon
'Request Date: . June24,2004 |

. Sponsor Notlﬁed - June 25,2004 -
Confirmation Date: - June 25;2004 (fax)
' Package Recelved Julyl 2004 '

~_4MeetmgType' A "

- Classification: = - . Spe0131 Protocol Response - o '
B Purpose. . Clarify the D1v151on s responses to the Specral Protocol Assessment
" Meeting Chair: . Norman Stockbridge, M D, Ph D

- Meeting Re_corder:» ADaryl Allis

" FDA Partu:lpants '

Norman Stockbridge; M.D., Ph D Actmg Duector DlVlSlon of Cardie-Renal Drug Products HFD—I 10
' Shari Targum, MD.. _ Acting Team Leader, Medical Officer, HFD-110 .
Lydia Velazquez, Pharm. D - . Clinical Phannacologlst & Blopharmaceutlst, HFD—86O
" James Hung, PhD. © . Team Leader, Statistician, HFD-710 = .
* Daryl Allis, M.S., F. N.P. Regulatory Health Project Manager, HFD-I 10~
: Novartls Partlclpants
Adrian Birch - . - o Executlve Dlrector Drug Regulatory Affalrs i
Yann Tong Chiang, Ph. D. " Director, Biostatistics
- Kimberly Dickersori, Pharm. D '-'Ass1stant Director, Dryg Regulatory Affairs . e
- Martin Lefkowitz, M.D, e 'Executlve Ditector; Clinical- Research& Development Sl

- Catherlne Schreiber, R. Ph M A - Executive Director, Project Management

» ‘_."Sujata Vandyanathan, Ph: D '. Sr. Lead Pharmaeokmetlclst, Early Clinical Deuelopment '
" Steven Zelenkofske DO.. S ~D1rector, Cluucal’;Research and Development !
Jm Zhu, Ph.D. . Assocrate Director, Biostatistics
Background

" Novartis Pharmaceuticals Corpotation (Novartls) is developmg Allsklren (SPP 100) an oral formulation renin
inhibitor, for the indication of safe and effective once daily therapy for the treatment of hypertensnon alone or in
combination with other antihypertensive agents. Aliskiren is a potent and selective inhibitor of human renin, the
enzyme responsible for the production of angiotensin . Novartis submitted a request for Special Protocol
Assessment on April 19, 2004 for their Phase 2 clinical protocol entitled “An 8 week double-blind, multicenter,
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.” The
Division provided a Written Response dated June 3, 2004. Novartis requested this Type A meeting to clarify further

2



Toplcs for Discussion - -

: Persrstence of Antlhypertenswe Eﬁ‘ect and Lack of Rebound Effect ool T R
_ Novartis noted that the End-of- Phase 2 minittes stated that a randomized w1thdrawa1 would be descrrptlve for -
persistence effect, and the Division’s Written Response to the Special Protocol ‘Assessment stated thatthe
" persistence of antihypertensive effect must be documented as well as the lack of a rebound effect. Novaitis asked: -

e whether a randomized withidrawal study would be requrred for regrstratlon . Dr. Stockbndge stated we need evrdence o

. -_ -~ that the diug is effective weeks after patients have been on the drug and the cleanest way to get this information i is
- from a randomized withdrawal study following 6-12 months of therapy. Novartis asked if ‘they. ¢ould show the
persrstent effect by addmg the randomlzed w1thdrawa1 to an open label safety smdy The Dmsron agreed <

* - Novartis indicated that if the randomlzed withdrawal would be requrred, they planned to perform ambulatory blood .. A

Ik ““pressure monitoring (ABPM) 2 weeks after withdrawal of therapy in those patients who had 24-hour ABPM

~ recorded at baseline and at least once during the core double blirid active treatment phase of the ‘study and cuff blood
pressure recordings and adverse events would be evaluated at weeks 1,2, and 4 following abrupt withdrawal.
Dr. Stockbridge stated that we were not sure whether the ABPM needed to-be measured or when it should be "
_measured in‘addition to the cuffblood pressures. The D1v1sron agreed the cuff blood pressures at 1 2,and4. weeks
as descrlbed above would be adequate. '

Novams noted that not all drugs have done randomlzed withdrawal studres and they asked ifthiswas a “ﬁrst ina o

‘ . ‘class™ issue. Dr. Stockbridge agreed that the “n™” drug in a class mrght not have done randomized wrthdrawal
i studles and concurred that bemg “frrst drug in a class” carries addmonal responsrblhtles :

: Statlstlcal Analysrs . o ' ’
The Division agreed to the proposed statlstrcal plan Dr. Hung confmned that Novartis still planned to use - .
- ANCOVA for the primary analysis-for aliskiren and hydrochlorothiazide. He suggested that if there is no treatment
- by treatment interaction, thén the ANCOVA without the treatment by treatment interaction term is a better analysis. -
He recommended that if there is a susprcron of treatment by treatment interaction, they consider the average (AVE)
test. He said that from his experience, thrs test seems more powerful than the maximum (MAX) test.

Dose Response

Dr. Stockbridge noted the Division had prevrously recommended that Novams consider testmg aliskiren at 600-mg
or higher to adequately describe the dose response. Novartis stated that the dose response would be further ’
x charactenzed inan addrtronal study as prevrously recommended by the Dwrsron 'I‘he Division agreed

. 'Pharmacokmetlcs

s ;. Novartis stated the pharmacolqnetrcs (PK) of ahsklren and hydrochlorothrazrde would be evaluated in other studres o o

o ‘becaisse of sampling’ handling difficultiés (plasma samples have to be centrifiuged under’ refrigerated conditions and

- have to be kept frozen at <-70°C prior to shipping). They believe their additional studies would fully characterize
the PK rather than including sparse sampling in the proposed Phase 2 study. The Division agreed but suggested
Novartis might consider collecting the PK sparse sampimg at 1 or 2 sites that had the capablhtles for proper sample
handling’ asan alternative.
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Meeting Ree:order::

' Concurrence Cl'léli'rj

Velazquez -

- Targum .-
Stockbndge

(See Appended Electromc Page)
Daryl "Allis, M. s., FNP.

(See Appended Electromc Paze)

Norman Stockbndge NLD., Ph D

07/14/04

07/15/04 -
- 07/23/04.

- 07/23/04
- 07/23/04

Final

07/27/04

the primary endpoints-
: test should be used 1f a large negauve ahseren-by-hydrochlorothlaznde mteractlon is detected to ‘assess. the :
: global assessment of combmatlons versus thelr respectxve monotheraples :




fDaryl L Allls'. R
7/28/.04. 11 '30:18 AM- o

A copy of the minutes w111 be faxed to . .
the sponsor after Dr. Stockbrldge s f1nal s1gnature.

'Norman Stockbrldge .
-7/28/04{03.42106 PM-




'*IND62976

E Novartrs Pharmaceutlcals Corporatlon T
‘Attention: Kimberly D. Dickerson, Pharm.D,
. Assistant Director, ,Drug Regulatory Affairs -
- “ 'One Health Plaza. |
: ,East Hanover NJ 07936—1080

Dear Dr. Dieke'rson;

3y

. We refer to your Investlgatlonal New Drug Apphcatlon (IND) submrtted under sectlon 505(1) of the Federal F ood,
Drug, and Cosmetrc Act for aliskiren (SPP-IOO) Tablets

- . We also refer to your Aprrl 19 2004, request, serlal number 027 for a specral chmcal protocol assessment, reeerved -

. April 21, 2004. ‘The protocol is entitled “An 8 week double-blind, multicenter, randomxzed, mutltifactorial, placebo- -
. controlled, parallel-group study to evaluate the efficacy and safety- of alrskrren alone and in combmatlon with -
hydrochlorothlazrde in patrents w1th essentlal hypertensron S . . o

- We have completed our review of your submlssron and, based on the mformation submltted have the followmg
responses to your questions; : :

Statlstlcal

l.

For the analysis of the second primary objectrve (combmatlon treatment) the proposed ANCOVA analysw
seems to be reasonable if there is no large treatment by treatment interaction. The pattern of the interaction
needs to be examined for the cells of nonzero dose combinations of the 4 by 4 factorial design, in addition
to the test of the aliskiren-by-HCTZ interaction. If large treatment by treatment interactions are suspected,

" then some type of global assessment of dose combinations versus their respective components are needed

(e-g- Hung, Chi & Lrplsky 1993, onmetncs) The protocol needs to propose an approach to global
assessment '

:-_‘-You state that 1f the overall assessment of the combmatlon treatment is posrtlve then the palrwrse
. »compansons will be made by an. ANCOVA model.-The statistical test will be: madé- '

b significatice level of 0.05° for ‘each’coniparison, ‘and thie cotmbination dose is consrdered.superror than =

monotherapy if the result is in favor of the-combination. This is acceptable if these analyses are
exploratory in-nature. If you are seeking a claim for a specific dose, then a statistical approach needs to be
proposed to control the total type I error rate at 0.05 level for all the pairwise comparisons involved.

In addition, we have the following comments.

Medical:

L.

The dose range of aliskiren must be delineated. If bridging bioequivalence studies for the phase 2 study
formuiations are not done, then 600mg and possibly a higher dose should be included in the pivotal trials as
recommended in the End-of Phase 2 (EOP2) meeting held on February 11, 2004.




than at trough _There have been’ Teports .'f Senous Advent Events (SAEs) £ h
dies. Th > BP res ;

3. ; Persrstence of antrhypertensrve effect must be documented, as well as the lqclc of a rebound effect. Thrs
. could be dorie through a randomized withdrawal following the prrmary endpomt detemnnatlon in.one of -
. the tnals as- recommended at the EOP2 meetmg . ST D R

K Cllmcal Pharmacology & Bropharmaceutlcs

1. ‘Thé protocol did not include pharmacokinetic (PK) and/or pharmacodynamrc (PD) assessments. The -
" interaction between allsklren and hydrochlorotlnazrde could be evaluated in thls study by using a sparse-

'samplmg approach

2. I the presence of an adverse event, itis recommended that a blood sample for ahsklren assay be collected .
. ascloseas possrble to the occurrence of the adverse event. .

.If you wrsh to. dlscuss our responses you may request ameeting. Such a meetmg w1ll be categorrzed asaType A
. meeting (refer to our “Guidance for Industry; Formal Meetings With Spansors and Applicanits for PDUF4
- . ‘Products”). Copies of the guidance are available through the Center for Drug Evaluation and Research from thie

- Drug Information Branch, Division of Communications Management (HFD-210), 5600 Fishers Lane; Rockville,
MD 20857, (301) 827-4573, or from the internet at http:/ivrww.fda. gov/eder/guidance/index hitm. .This meeting .
would be limited to drscussnon of this protocol. ‘If a revised: protocol for special protocol assessment is submmed, it

will constltute anew request under this program

- lf you have. any questlons please call

Mr. Daryl Allls
Regulatory Health Project Manager
- (301) 594-5309

- Sincerely,

v {See dppended elecironic signature page} -
."Norman Stockbridge, M:D., Ph.D.

- - Acting Director '

.. Division of Cardro-Renal Drug Products

* Office of Drug Evaluation I - - e T
: -~Center forDrug Evaluatlon and Research S R
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" -other antrhypertensrve agents Aliskiren is potent and selectrve inhibitor.of human renm, the enzyme responsrble for
- the productron of angiotensin |, Anglotensm I is converted by angiotension converting enzyme (ACE) to angrotensm

11, one of the most potent known vasoconstrictors. Blockiiig renin prevents the. prodiiction of angiotension peptrdes b( 4)
* by the rénin-ACE pathway. Rénin inhibitors. block the renin-angiotensin system (RAS) at a higher levelinthe . -

~ cascade than ACE inhibitors.and have a dlﬂ'erent effect on the components of the RAS. After the adnunrstratlon ofa’
renin inhibitor the formation of both angrotensm I and 11 is blocked, thereby preventing the formation of angrotensm .
’ peptrdes by ACE and non-ACE pathways. These effects on the RAS provide the pharmaeologlc rationale for renin L
_inhibition in'the treatment of hypertensron. Novartls plans to develop a ﬁlm-coated tablet formulatlon contammg -

150 and 300 mg, respectrvely . . } . . ; :

5Early studies in healthy volunteers and in patrents conducted under IND 62 976 were done by Speedel
"Pharmaceuticals of Bridgewater, NJ. The ownership of the IND was transferred to Novartis Pharmaceuticals . .
* Corporation effectwe September 1, 2002 Prevrous meetmgs betWeen the Drvrsron and Speedel Pharmaceutrcals
include:
* - Pré-IND meeting, November 8 2000 .
: Pre—lND CMC meetmg November 9, 2000

Novams Pharmaceutlcals Corporatron requested this meetmg fo obtarn Agency feedbaok on the clmrcal .
. development program to support approval of Aliskiren. They are seekmg the Agency’s acceptance of Phase. III .
. programs which would establish Aliskiren as an efféctive and safe. antihypertensive agent: _ R
.Asa monotherapy, and as a free-add on-agent in comblnauon with other- antlhypertensrve ‘agents o S
Asa ﬁxed combmatron with hydrochlorothlazrde -

" Topics for Discussion

" Chenmistry, Manufacturmg and Controls
Dr. Srinivasachar noted that one of the intermediates in the manufacturmg process contains a. e -He'asked
whether this was carried over to the drug substance. eT———————— : are known genotoxic carcinogens; 7 b(4) ,
. therefore, Novartis needs to develop an assay to measure residual amounts of the s intermediate in'the drug - ' '
_substance to provide assurance that this compound i is not present €ven in trace amounts- (less than ese .

Renin Activity Suppression and Comparatlve Drugs

" Dr. Temple noted that Aliskiren has a half-life of ‘approximately 24 hours He asked Novams to explam why. the

: plasma renin actrvrty ‘was not suppressed after 24 hours post administration. They stated that the initial dose did not
suppress the renin actrvrty for 24 hours but wrth repeated doses they fOund it was suppressed by day 8 .

b4)

QT Effects

Novartis stated they have a negative signal for QT effects in their present studres They, however, are planning to do
a thorough, definitive QT study with a placebo and active control in healthy volunteers in accordance with the
Guidance, and they will submit these data with the NDA. Dr. Throckmorton stated that if Novartis uses a positive
control and the results are negative, they do not need ta collect additional ECGs during the clinical trials for further
QT evaluation.




e A"."Precllmcal Stﬂdy program’

,pedlatrrc populatron. Mr Alhs Pro; Manager, will provrde the sponsor W1th the approprrate regu atoxy,
_ pathway forward for grantmg a deferral for pedlatrrc studles. . . : .

Does FDA agree that: the eompleted and planned prechmcal study program is suﬁ" clent to support
reglstratlon"

o Novartls wrll be startmg a dose rangmg swdy for a transgemc mouse carclnogemcrty study next week and they wﬂl
- -submit a Special (carcinogesicity) Protocol Assessment request- when completed. The results of a 90- day dose '
- range-finding study and a carcinogenicity study. protocol for a two year study in rats went to the Executwe

. Carcmogemcuy Advrsory Commrttee in May 2003. _ :

B The Agency agrees that the completed and planned preclmlcal study program would be suﬂicrent to support
s reglstratlon.

: _‘Clmlcal pharmacology and pharmacokmetlc study program Lo
- 2.2 Does FDA agree that the data obtained from the DDI studies usrng 150 mg are adequate for addressmg
©'DDI label information glven that the therapeutlc dosos in the phase III program wﬂl be between 75 and
300 mg" 3

’ A_Yes but in v1tro metabohc studles showmg that Allsklren is not a substrate of CYP450 and does not )

.- iriduce/inhibit CYP1A2, 2C8 209, 2C19,.2D6, 2E1 and 3A4 and the possrblhty of havmg metabohc drug
interactions wrth other drugs: cleared by the above i lsoenzymes is unhkely Therefore, some of the newly
proposed DDI studres may not be needed with the exceptlon of HCTZ that will be used in the, proposed
combination therapy : :

Addltlonally, 1f the currently ongomg in vitro P—glycoprotem study shows that Allsklren mhrblts and/or isa substrate
of P-glycoprotem addltlonal in vivo DDI studles would be needed

3. Does FDA agree that Novartls is not requrred to further demonstrate comparability between the Phase 2

_ . and'the Phase 3 formulation? =~ RS

- The'provided information shows that the. formulatlons do not meet the SUPAC: critetia for abiowaiver. If thisis -

.. correct; thén dissolution data alorit canriot be used t0 sapport the link between the Phase_2 and’ ‘Phiase3 (to-be=

.. market d)f rmulatl' ns; Dr. Mairotim explain if they had 2 4 ;

b : ne¢d’a bioequivalente stiidy: “Thé for(nulatlon data’ p
meeting package appears to be in excess of 10%. They would need to link the formulation used in the Phase 2 study

to the formulation they plan to market and use in the Phase 3 study if they plan to use'the data from the Phase 2

study in determmmg safety and efﬁcacy

The sponsor stated that they would reassess their formulatlon comparablhty to determme whether they are a level 1
or 2, as referred in the Guidance and present a case for not needing a bioequivalence (BE) study. If they determine
they are a level 3, they understand that they would need a BE study.

Dr. Temple suggested that they could consider adding a 600-mg Aliskiren dose to the Aliskiren/ Valsartan and the
Aliskiren/ hydrochlorothiazide (HCTZ) studies rather than linking the to-be-marketed formulation to the Phase 2
studies. If this course is taken, then the sponsor will have the full range of doses explored using the to-be-marketed
formulation, along with the earlier study to be used as confirmatory evidence.



'10. Does FDA agree that clmlcal efficacy and’ safety data ln the elderly can’ he prowded by analyzmg the sub- -

R

i)

o

: . 8. : Does FDA agree that the proposed safety database is of adequate scope for approval ofa new chemlcal

* entity in hypertens:on (number and duration of patlent expostres; and number of expesures at ¢ach. - S b(4)
" dose)? Extended exposure to 75 mg of Aliskiren as monotherapy is not anticipated. Is the antlclpated . :
‘exposure to 150 mg ‘and 300 mg both alone and in combination w1th hydrochlorothlaznde (HCTZ) '
sufﬁclent to support reglstratlon of all wmmn; doses?

The Agency agrees.
9. Does the FDA agree that the proposed study desngn (A2303) in patients with severe hypertensmn satlsﬁes

the requirements for the evaluation of severe patlents" Does FDA agree with the deﬁnltlon of seventy as
defined by Novartis? :

o The Ageney does nof separate out severe, moderate or mild hypettensnon To date, antlhypertenswe agents that work
“inone surely have worked in‘all hypertensnon and- the labehng would support the use w1th hypertensnon generally

set of elderly patients in our total clinical database?
The Agency agrees.

11. Does FDA agree that the muitifactorial design study A2204 evaluating various combinations of Aliskiren '
with HCTZ can be considered a single, pivotal efficacy trial for the approval of an NDA for a fixed-dose
combination of Aliskiren with HCTZ? (Please note that this trial will also serve as a pivotal trial for the h(4)
registration of Aliskiren monotherapy and support registration of Aliskiren for use in | eu———
with HCTZ.)

The Agency agrees, with the addition of appropriate PK data.



L The

y.b i ypel ig
agree that the data’ package of prevrous, ongomg and proposed studles, it suecessful, would support
approval of our desrred labelmg (see Appendlx 3)" - ) -

Agency agrees but we generally do not mclude m the labelmg

o -Concluslons/Recommendatlons

.'The

Drvrsron recommends the sponsor consrder the followmg'

“Contact the Division for further discussions regarding the CMC issues.: . - S . STV
" Submit a Specral Protocol Assessinént Request for the Transgemc mouse study when avallable ' . ' b(4) e
Submita  erm————— _ ' _ _ . : S

Submit a proposed statlstrcal analysis plan for review -

. 'Conduct the studies to characterize the PK/PD and P-glycoprotem transport fully and request addltlonal ‘
:conversatron w1th Dr. Marroum .

" 'The Division wrll contact the sponsor and provrde a regulatory pathway for requestmg a deferral for pedratrlc

'_studles o _

‘<Meetir1'g’Recorder:f Daryl Altis, MS., F NP.

Concurrence Chair:  Robert Temple, M.D.

Draft . 02/13/04 " Final 03/04/05

"Srinivasachar 02-13-04
" Resnick 02/13/04 -
-Hung . - 02-13-04 .
‘. Doratites - * 02-13-04
' “Marroum - - 02/18/04 =
- Hicks:: " 02/18/04 T

Marciniak 02/19/04
Throckmorton 02/24/04

Temple 03/01/04
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i 3 .

NDA # 22-107 " | NDA Supplement #

- ACTION PACKAGE CHECKLIST

: IfNDA, Efﬁcacy Sﬁbple’ment Type .

Proprletary Name: Tekturna HCT Tablets v
Established Name: . aliskiren/hydrochlorothiazide

.| Dosage Form: -1-50/12.5 mg, 150/25 mg, 300/12.5 mg, and
1.300/25 mg : . ' :

Applicant: Novartis Pharmaceuticals Corporation

RPM: John David

Division: DCaRP l Phone # 301-796-1059

NDAs:

'NDA Application Type: [X] 505(b)(1) [ 5056)2)

Efficacy Supplement: [ ]505(b)(1) [ 505(b)(2)

(A'supplement can be either a (b)(1) or a (b)(2) regardless

of whether the original NDA was a (b)(1) or a (b)(2).
Consult page 1 of the NDA Regulatory Filing Review for
this appllcatlon or Appendix A to this Action Package
Checkhst )

505(b)(2) NDAs and 505(b)(2) NDA supplements:
Listed drug(s) referred to in 505(b)(2) application (NDA #(s), Drug

name(s)):

Provide a brief explanation of how this product is different. from the
listed drug.

(1 1f no listed drug, check here and explain:

1 Review and confirm the information previously provided in
Appendix B to the Regulatory Filing Review. Use this Checklist to

update any information (including patent certification

| information) that is no longer correct.

)
i
[ Coufirmed 1 Corrected
Date:
% User Fee Goal Date 1/20/08
< Action Goal Date (if different)
< - Actions :
i X ap [JT1a [JAE
e Proposed action CJNa  [Jer
*  Previous actions (specify type and date for each action taken) BJ Non
< Advertlsmg (approvals only) X Requested in AP ietter
Note: If accelerated approval (21 CFR 314.5 10/601 41), advertlsmg must have been ] Received and reviewed
submitted and reviewed (indicate dates of reviews)

Version® 7/12/06
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h ) B3 Apphcatlon Charactenst:cs

Review priority: _ X Standard D Prlonty
‘ AChemlcal class:ﬁcatlon (new NDAs only) 4

NDAs BLAs and Supplements
] Fast Track

[] -Rolling Review

[1 cMAPilot 1

d CMA Pilot 2

{1 Orphan drug desngnatlon

NDAs: Subpart H "~ BLAs: SubpartE

[1 Accelerated approval (21 CFR 314.510) [l Accelerated approval (21 CFR 601.41)
[ Restricted distribution (21 CFR 314.520) : [ Restricted distribution (21 CFR 601 42)
Subpart1 _ Subpart H
[ Approval based on animal studies [ Approval based on animal studies
NDAs and NDA Supplements:
1 oTCdrug
Other:

Other comments:

% Application Integrity Policy (AIP)

\ e - Applicant is on the AIP _ El Yes X No~
' e This application is on the AIP [1vYes X No
e Exception for. reyiew (file Center Director's memo in Administrative [ Yes D No
Documents section)
e OC clearance for approval O‘ilé communication in Administrative [ Yes [ Notan AP action

Documents section)

** Public communications (approvals only)

s Office of Executive Programs (OEP) liaison has been notified of action . X Yes [ No

¢ Press Office notified of action ) » (1 Yes X No

X1 None
: '[L] FDA Press Release
¢ Indicate what types (if any) of information dissemination are anticipated " | [J FDA Talk Paper
: : ] CDER Q&As
[] Other

Version: 7/12/2006



B ‘\l\ ':' Exclusrvnty

L o ,NDAs Exclusmty Summary (approvals only) (f le Summary in Admmlstratrve :

: Documents sectxon)

"] Included

e Is approval of this appllcatlon blocked by any type of exclusnvrty"

or biologic for the proposed indication(s)? Refer to 21 CFR 316.3(b)(13) for
the definition of “same drug” for an orphan drug (i.c., active moiety). This
definition is NOT the same as that used for NDA chemical classification.

e NDAS: Is there 'remarmng S-year exclusivity that would bar effective
approval of a 505(b)(2) application? (Note that, even if exclusivity remains,
the application may be tentatzvely approved if it is otherwise ready for
approyal,) .

e NDAs: [s there remaining 3-year exclusivity that would bar effective
approval of a 505(b)(2) application? (Note that, even if exclusivity remains,
the application may be tentatively approvea' if it is otherwise ready for
approval.} .

* 'NDAs: Isthere remaining 6-month pediatric exclusivity that would bar
effective approval of a 505(b)(2) application? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready
JSor approval.)

% Patent Information (NDAs and NDA supplements only) A

¢ Patent Information:
Verrfy that form FDA-3542a was submitted for patents that clalm the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent -
Certification questions. ‘ '

| X No DYes

e NDAS/BLAS Is there existing orphan drug exclusmty for the “same™ Adrﬁg )

[ Neo E] l{e’s

| If, yes, NDA/BLA # and

date exclusivity expires:

10 No ] Yes

If yes, NDA # and date_

‘| exclusivity expires:

ONo [ Yes
If yes, NDA # and date
exclusivity expires: R

[ No 1 Yes
If yes, NDA # and date
exclusivity expires:

Xl Verified
] Not applicable because drug is
an old antibiotic.

e Patent Certification {505(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

s . [505(b)(2) applications] If the application includes a paragraph III certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval),

21 CFR 314.50(D)(1)(IX(A)
] verified

21 CFR 314.50(i)(1)

D ay O i)

L] 'No paragraph III certification
Date patent will expire

o [505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid, unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph [V certifications, mark “N/A™ and skip to the next section below
(Summary Reviews)).

* [505(b)(2) applications] For each paragraph IV certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due

to patent infringement litigation.

Answer the following questions for each paragraph [V certification:

(1) Have 43 days passed since the patent owner's receipt of the applicant’s

[INa (no paragraph IV certification)
] Verified

] Yes (] No

Version: 7/12/2006




Page 4 .

. If “Yes,” there is no stay of app‘roval based on this certﬁcation Analyze the next.
- paragraph [V certifications, skip to the next section below (Summary Revxews)

B If “No,” continue with questton ).

“notice of certification?

-+ (Note: The date that the patent owner received the applicant’s notice-of
- certification can be determined by checking the application. The applicaat
*is required to amend its 505(b)(2)- appllcanon to include documentanon of .
this date (e.g., copy of return receipt or letter from rempxent s s
acknowledgmg its receipt of the notice): (see 21 CFR 314.52(¢))).

If “Yes, ” skip to question (4) below. If “No, " continue wiih question (2), ’

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) D Yes . 1 No .

submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107()(3)? -

paragraph IV certification in the applxcatzon, ifany. If there are no other

(3) Has the patent owner, its representative_:, or the exclusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant-(or the patent owner or .
- its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an-action has been filed within this 45-day

period (see 21 CFR 314:107(£)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive its
right to bring a patent infringement action or 1o bring such an action. After the
45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee)
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next

paragraph [V certification in the application, if any. -If there are no other .
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (35).

(5) Did the patent owner, its representative, or the exclusive patent licensee
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (bY(2) applicant (or the patent owner or
its representative) stating that u legal action was filed within 43 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 43-day
period (see 21 CFR 314.107(1)(2)). fno writien notice appears in the

) Yes [ No

[ Yes {1 No

] Yes {1 No

NDA {ile, confirm with the upplicant whether a lawsuit was commenced

Version: 7/12/2006




_ % T within the 45-da'y period). -

- If “No there is no stay of approval based on thts cert ﬁcatzon Analyze the .
next paragraph IV. certification in the application, if any. If there are no other
paragraph 1V certi f cations, sktp to the next sectwn beIow (Summary '
RCVICWS) :

J

e
"o

Summary Reviews (e.g., Office Director, Division Dlrector) (indicate date for each
review)

*

If “Yes,” a stay of approval may be in éffect. To determine if a 30:month s'tay g
is in effect, consult with the Director, Division of Regulatory Policy II; Office
of Regulatory Policy (HFD-00 7) and attach a summary of the response.

‘| Division Director 1/XX/08

2
o

BLA approvals only: Licensing Action Recommendation Memo (LARM) (indicate date)

Package Insert

e Most recent division-proposed labeling (only if generated after latest applicant
submission of labeling)

N/A

1/15/08

e Most recent applicant-proposed labeling (only if subsequent lelSlOﬂ labeling
does not show applicant version) -

1/16/08

. Original applicant-proposed labeling

3/20/07 & 12/18/07

does not show applicant version)

*  Other relevant labelmg (e.g., most recent 3in class, class labeling), if applicabie Avalide, Azor
_ <> Patient Package Insert .
3 e Most-recent division-proposed labeling (only if generated after latest applicant 1/15/08
: _ submission of labeling)
*  Most recent applicant-proposed labeling (only if subsequent division labeling

1/16/08

e Original applicant-proposed labeling

3/20/07 & 12/18/07

e Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable

_*  Medication Guide

*  Most recent division-proposed labeling (only if generated after latest applicant -
submission of labeling)

N/A

e Most recent applicant-proposed labeling (only if subsequent division labeling N/A
does not show applicant version) .
e Original applicant-proposed labeling N/A
e  Other relevant labeling (e.g., most recent 3 in class, class labeling) N/A
< Labels (full color carton and immediate-coniainer labels) Raas S 5 2
- . S :
¢  Most-recent division-proposed labels (only if generated after latest applicant
L 11/29/07
submission)
e Most recent applicant-proposed labeling 12/11/07
“ Labeling reviews and minutes of any labeling meetings (indicate dates of reviews and X DMETS 12/21/07
meelings) ] DSRCS

X DDMAC 1/2/08

DA SEALD 1/8/08

X] Other reviews DRM PPI
review 1/2/08

[] Memos of Mtgs

Verston: 7/12/2006



Admrmstratrve Revi

» Fllmg Meetmg, ADRA) (mdzcate
" date of each review) )

55/16/07

*,
“‘

-.NDA and NDA supplement approvals only Exclusrvrty Summary (srgned by Dtvtszon
Dzrector) )

, Included

0‘_

> AlP-related documents

‘*  Center Director’s Exception for Review memo N/A
& - I AP: OC clearance for approval N/A~
< Pedlatrlc Page (all actlons) X Includerl"

N7
"

Debarment cemﬁcatlon (original applications only): verified that qualifying language was
not used in certification and that certifications from forelgn apphcants are cosigned by

X Verified, staterent is

U.S. agent. (Include certification ) acceptable
< Postmarketing Commitment Studies ] X1 None
¢ - Outgoing Agency request for post-marketing commitments (if located elsewhere N/A
in package, state where located)
» Incoming submission documenting'commitment N/A

< . “Outgoing correspondence (letters including prev1ous action letters ema1ls faxes, telecons)

11/29/07, 11/21/07, 5/24/07, 4/5/07

<+ Internal memoranda, telecons email, etc.

< Minutes of Meetings

e  Pre-Approval Safety Conference (indicate date approvals only)

N/A

o Pre-NDA/BLA meetmg (tndzcate date)

[] Nomtg 9/8/06 (IND 75,176,
Preliminary Responses, see also
1/16/07 advice letter)

' ) e EOP2 meeting (indicate date)

[l Nomtg  2/11/04 (uhder
IND 62,976)

e Other (e.g., EOl’2a, CMC pilot programs)

SPA 6/3/04 (tcon 7/12/04)

o

4

Advisory Committee Meeting

Xl No AC meeting

e Date of Meeting

N/A

e 48-hour alert or minutes, if available

N/A

% Federal Register Notices, DESI documents, NAS/NRC reports (if applicable)

% ‘CMC/Product review(s) (indicate date for éach review)

N/A

1/7/08 (2), 11/20/07, 4/26/07

% Reviews by other disciplines/divisions/Centers requested by CMC/product reviewer
(indicate date for each review)

B None

< BLAs: Product subject to lot release (APs only)

% Environmental Assessment (check one) (original and supplemental applications)

 [X Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

[} Yes [JNo

See page 72 of 1 1/20/07 CMC
Review

e [X] Review & FONSI (indicate date of review)
e [ ] Review & Environmental Impact Statement (indicate date of each review)
% NDAs: Microbiology reviews (sterility & apyrogenicily) (indicate date of each review)

Facilities Review/Inspection

o,
o

< NDAs: Facilitics inspections (include EER printout)

] Xl Not u parenteral

See page 72 of 11/20/07 CMC
Review
Sec page 72 of 11/20007 CMC
Review

N/A

ie o
Date completed: 10/19/07
X Acceptable
[ withhold recommendation

" Version: 7/12/2006
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<
o«

BLAs Factllty-Related Documents

NA

‘e Fcility review (indicate date(s)) : o A
.o Comphance Status Check (approvals only, both ongmal and supplemental T Requested
’ apphcatlons) (indicate date completed must be within 60 days prior to AP) L] Accepted
' [ Hold -
£ NDAs Methods Validation [ Completed
1 L] Requested

[[] Not yet requested
Not needed

< Pharm/tox review(s), including referenced IND reviews (indicate date Jfor each review) 8/31/07

< Review(s) by other dlsmplmes/dnv1sxons/Centcrs requested by P/T reviewer (1ndzcate date )
__foreach revzew) . X} None

& Statistical revnew(s) of carcinogenicity studies (indicate date for each rewew) No carc

% ECAC/CAC report/memo of meeting N/A o

X Nonclxmcal mspectlon review Summary (DSI)

Clinie review(s) (indicate date for each review)

None requested

12/7/07

* Financial Disclosure reviews(s) or location/date if addressed in another review

See page 24 of Clinical Review

-% Clinical consult reviews from other review dlsc1phnes/dnv1sxons/Centers (indicate date of -
each review) :

Z] None

% Microbiology (efﬁcacy) reviews(s) (indicate date of each rewew)

I Not needed

< Safety Update revxew(s) (indicate locatton/date f incorporated into another review)

See page 17 of Clinical Review

< Risk Management Plan review(s) (mcludmg those by OSE) (indicate location/date 1f
incorporated into another review)

10/9/07 OSE

% Countrolled Substance Staff review(s) and recommendatlon for schedulmg (indicate date of
each review)

P Not needed

*»  DSI Inspection Review Summary(ies) (include copies of DSI letters to investigators)

None requested

*__ Clinical Studies N/A

* Bioequivalence Studies N/A

¢ Clin Pharm Studies N/A
< Statis'tibcal Review(s) (indicate date Jor each review) [ None 10/4/07
% Clinical Pharmacology review(s) (indicate date for each review) [ None 12/13/07

Version: 7/12/2006






