CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
21-412

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




issolving Tablets, 10mg — . NDA 21412

SECTION 14 - PATENT CERTIFICATION WITH RESPECT TO ANY PATENT
WHICH CLAIMS THE DRUG

The Orange Book (20® Edition) lists one unexpired patent for Ambien® Tablets. Attached in this
section is the Patent Certification for this patent:

APPEARS THIS WAY
ON ORIGINAL

"POGYe



‘,

BICOVAIL

LABORATORIES INCORPORATED

In the opinion and to the bost knowledge of Biovail Laboratories Incotporated there is one
unexpired patent listed pursuant to 21 USC § 355(b)(1) or (c) related to formulations and
methods of use of zolpidem tartrate.

. The Orange Book (21" Edition) lists the following unexpired patent for drugs containing the
active ingredient zolpidem tartrate.

Patent Number
4382938 | October 21, 2006

I, Biovail Laboratories Incorporated; state that this application seeks approval for uses of
zolpidem tartrate as hypnotic agent for the treatment of insomnia afler the expiry of US Patent
Ne. 4,382,938 i.c., after October 21, 2006. — v

e '/ . | , 1) - ,1 4
BIOVAIL LABORATORIES INCORPORATED

BIOVALIL LABORATORIE INCORPORATED
Chelston Park Building 2 Co i St. Michael. BHI. Barbados, W.I.
: Tel (240) 437~ Fax (246) 437-7085
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Patent and Exclusivity Search Results from query on 019908 002,
Patent Data
Appl Prod Patent Patent Use

Ne No No Expiration Code
019008 002 4382038 OCT 21,2006 U-74

Exclusivity Data
There is no unexpired exclusivity for this product.

Thank you for searching the Electronic Orange Book

APPEARS THIS WAY
ON ORIGINAL

Ittp://www.accessdata. 2. gov/s.../patexcLcfin?Appl No=019908&Product_No=002&tablsl=R  1/9/02



Sent by email 4/9/07
NDA 21412

We have the foliowing comments regarding labeling requirements:

CMC:

¢ Clarify whether the biister labels that were submitted on February 20, 2007 (Attachment
2) are intended to be representative of the unit dose biister. If 30, you will need ta revise
the label such that all required information is legible when reduced to the same size as
the unit dose blister. If the labels provided in Attachment 2 are nat unit dose blister
wmmmwwmmmwadmmmm

¢ As you may know, the FDA March 14, 2007 Prass Release for ALL sedative/hypnolics
mMMMMmGuidnwﬂbcnwfwwmmmwm
insomnia. To assist you, mmmawﬂmnmmamomm "What is
the most important information | need to know..."
mmmmmVMminwaﬁmem Please insert this
section into your Med Guide.

mhMM'WMIMMWMTM?

After taking TRADENAME, you may get up out of bed while net being fully awake and do
an activity that you de not know you are doing. The next merning, you may not remember
mm«mngdmmmvwmanmmw«mgmmmn
you drink alcohol or take other medications that make you sieepy with TRAD|

activities include:

driving a car ("sleep-driving™)

making and eating food

talking on the phone

having sex

sleap-walking

1. Take [TRADENAME] exactly as prescribed

o Do nol take more TRADENAME than prescribed.

o Take TRADENAME right before you get in bed, not sooner.

2. Do net'teks TRADENAME if you:

e  grink aicohol

o take other medicines that can make you sieepy. Talk o your.doctor about all of your
medicines. Your doctor will tell you if you can take TRADENAME with your other medicines

o cannct get a full night sleep

after taking TRADENAME.

We remind you that you are rasponsible for writing the rest of the cantent and submiting the full
Med Guide for aur review by July 1, 2007.

Please acknowledge receipt of this message.



emr;r'wmm mamhl
mmmwmﬁ:;d R
ph 301-796-1123

APPEARS THIS WAY
ON ORIGINAL



mbam‘ of an electronic record that was signed d-ctronled and
m‘mhmmndmmbm W

/s/
Cathleen Michaloski
4/10/2007 11:49:49 AM
Ccs80




Regulatory Project Manager

Labeling Review
Date of Review: jmuary 4,2007
NDA: 21412
DRUG: = zolpidem tartrate orally disintograting tablets (ODT)
Sponsor: John Dubeck, Keller and Heckman (US Agent) for Biovail

Laboratories International, SRL

Background: The original submission for N DA 21-412, zolpidem tartrate 10 mg ODT
was made under 505(b)(2) on December 29, 2001. Approval for this application is based
primarily on bioequivalence data. However, the sponsor was advised on January 30, ,
2004 to design a small study to establish that the new formulation for the 5 mg ODT was
sufficiently similar to the 10 mg ODT. This study requirement was fulfilled and a
tentative approval was granted on May 26, 2005. The application is submitted under the
provisions of section 505(b)2) of 21CFR. There is no additional new clinical efficacy or
substantive safety studies submitted with this application. Biovail references Ambien for
all other clinical efficacy issues. The first action on the application was ‘approvable’ on
October 31, 2002, and a second ‘approvable’ action was made on February 21, 2003.
Tentative Approvals were granted on May 26, 2005 and recently on September 26, 2006.

The last submission dated November 7, 2006 contained class labeling changes requested
by the Agency and stated in the Agency letter dated September 26, 2006. This review
addresses those changes.

REVIEW

21-412 /N 000
Submission Dated: November 7, 2006
Reviewed by Medical Officer: Yes, acceptable

The submission provides for class labeling additions to the Indication and Usage section
welﬁfyﬁcdmmofmcmﬁamwﬁmwa'smvd(m&wwn
based, the WARNINGS section to add information about angioedema, and the DRUG
ABUSE AND DEPENDENCE section to clarify definitions about abusc and addiction.

CONCLUSIONS

1. The submission only provides for labeling revisions as noted above.
2. The medicsl officer has reviewed the revised PI and found it accoptable.
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NDA 21-412 Phase IV commitment | | ' 'l"dplofz

Gujral, Renmeet

From: Jacqueline Little [Jacqueline.Little @biovail.com]
Sent: Monday, May 23, 2005 10:33 AM

To: Gujral, Renmaeet

Ce: Jack Weet

Subject: RE: NDA 21-412 Phase IV commitment

Hi Renmeet,

Biovail commits to the two requests in your email. The attached latter with that commitment is being submitted to
the NDA this moming. S : .

In order t0 help us optimize the dissolution method, Biovail requasts that your reviewer provide clarification of the
rationale for the suggested pH 5.8 buffer. in the Complete Response we offered our rationaie for the use of 0.1 N
HCI as more physiologically relevant because dissolution occurs in the stomach where the active ingredient is
released and absorbed. The active ingredient is not released in the buccal cavity. Also the pKa of zolpidem

- tartrate is approximately 6. '

Best regards,
Jacqueline

Jacqueline Little, M.Sc.

Director, Regulatory Liaison

CNS & Pain

Biovail Technologies, Ltd.

700 Routes 202/206 North
Bridgewater, NJ 08807

Tel 908-927-1753

Mobile g08-216-1190

Fax 908-927-1553 '
e-mail: Jacqueline. Little@biovail.com

The information contained in this e-mail message may be privileged and confidential information and is intended
only for the use of the individual and/or entity identified in the address of this message. If the réader of this
message is not the intended recipient, or an employee or agent responsible to deliver it to the intended recipient,
you are hereby requested not to distribute or copy this communication. If you have received this communication in
error, please notify us immediately by calling us collect at (908)927-1400, or by S0 advising us by return e-mail. In
this ciccumstance, we request that you delets the original message from your system.

~Criginal Message-——---

From: Gujral, Renmeet [mailto:GujralR@cder.fda.gov]
Sent: Friday, May 20, 2005 3:36 PM

Ta: Jacqueline Little

Sulrject: NDA 21-412 Phase IV commitment

$/23/2005



NDA 21-412 Phase IV commitment ' Page 20f 2

method:

1. Optimize the dissclution method and specifications using s
dissolution medium (e.g., pH 5.8 buffer). - S0rpm paddie speed M.

2.6mbdﬂmﬁoh&humdnm3mdwﬁwmmm‘smwmgmwﬂg
the selected more optimized dissolution method. The sponsor should submit these data to the
wmﬂ\hmwmwdahdmpmmmuuhwmdmmm

Sincerely yours,
Renmest

" Renmeet Guyjral, Pharm.D., LT USPHS
Regulatory Project Manager
Division of Neuropharmacological Drug Products, HFD-120
Center For Drug Evaluation and Research, FDA
Office of Drug Evaluation I

- Ph: (301) 594-5535

Fax: (301) 594-2859
Email: gujralr@cder fda.gov

APPEARS THIS WAY
ON ORIGINAL
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BIOVAIL

May 23, 2005

Russell G. Katz, MD, Divector

Division of Neuropharmacological Drug Products (HFD—IZO)
Center for Drug Evaluation & Reseatch

Foad & Drug Administration

Woodment Office Complex 2

1451 Rockville Pike

Rockville, MD, 20852

RE: NDA21-412
Zolpideni Tartrate Orally Disintegrating Tablets
Biovail Post-Approval Commitment to Optimize Dissalution

Dth'Katz

' Mamdmmeoummmmmsosmxz)m Decembier
2001; the FDA Approvable Leiter dated February 21, 2003; andtoﬂleCemplete
Rasponse to the FDA Appraveble Letter submitted November 24, 2004,

hmmmmAmm&ﬁwwMW, Regulatory Project
Manager in an einail on May 20, 2005, Biovail commits to the following Phase [V
cosnmitinent to optimize the dissolution method:

1. Optitize tite dissolution mathod and specifications using impm padtile speed
and l-diM dissolution medium (e.g., pH 5.8 buffer).

2. Generste dita on bicbatchies and next 3 production batches for both 5 and 10
mg strengths using the selected more optimized dissolution method. The sponser
should submit these data to the Agsncy within one year from the date of approval
for finsl selection of the disselution specification.

# 20208 Narth TSI 1S
m NowJorsoy USA nﬁmm




May 23, 2005
w%maw“?ﬁu
Biovail Pesi-Approvel Canmitment to Optimize Dissolution

Our client Biovail Laboratories Internatienal SRL has requested that we provide this
information. If you should have any questions regarding this submission, please address
any inquirics to Jacqueline Little, whose contact information follows.

Jacqueline Little, M.Sc.
Director, Regulatory Liaison
CNS and Pain

Biovail Technolagies, Ltd.
700 Route 202-206 North
Bridgewster, NJ 08807
(908) 927-1753 (phone)
(908) 927-1553 (fax)

Biovall
700 Hinide 202208 Nely T T ATAS
mfhmm F 0l arT AT




From: Kiein, Doriald N
Rant: Waednesday, May 18, 2005 3:47 PM
Gujral, Renmeet
P Oliver, Thomas F
Subject: N21-412: CMC Review: issues for the Letter
Rimmy,

In the event BloPhasm and Medical apprave this NDA, the following need to be in the Approval Letter:
1. An 18 month expiration is granted.

2. The test method vaiidation has not been completed. |

3. There are 3 past-approval commitments on the first page of the Executive Summary.

My review is in DFS, T.Oliver will probably sign off tomorrow.

Don

APPEARS THIS WAY
ON ORIGINAL




From: Joseph Quitasol [Joseph.Quitasol @biovail.com]
[ent: , May 15, 2005 8:21 PM
: KLEINDOedu fda.gov
H GujraiR @ cder.ida.gav; Jacqueline Liltle
" RE Last remaining CMC issue for N21-412

We commit to follow the current protocel in the NDA. | will confirm by
sending a you a copy of the current protocol first thing Monday morming.

H

~--Qriginal Message-—
From: Klein, Donald N [maite:KLEIND @cder.fda.gov]
s.nt: Sunday, May 15, 2008 5:04 PM

' c«:aumnmmmmum
Wuunmmcucmtuum-uz

Joe,
Biovail needs to provide a post-approval stabiiity protocol or
commit ta follow the current protocol in the NDA.

uggest Blovail address this issue ASAP.
Don.
From: JWWIMMQMOMM]
Sent: Saturday, May 14, 2005 8:01 PM
To: KLEIND@cder.ide.gov
Ce: GujralR @ cder.ida.gov; Jacqueline Little
Subject: RE: ZmOﬂT NDA 21-412 - Stability Update
Don:
Agree
Joe
" —esQriginal Message--— .
an’ iKGein, Danald N [mailto:KLEIND @ cder.ida.gov]

T smmu.m«nﬂu
L3

MMML&
Subject: RE: Zoipidem QDT NOA 21-412 - smmum
Follow-up %o DMF  —being withdrawn on 5/12/08.
Even theugh the DMF  — was withdrawn on 5/12/08, the two Dublin drug
1

bi4)



pmmmmatcontah — .drug substance, will be viewed
mmmmmmmmmmm
———— 'siability data is considered supportive stability as we had
discussed prior to the 11/2004 Resubmission.
K.
;fm:m.in
ﬁdw
Jm‘ph

Ce: Gujral, Renmeet; 'Jacqueline Little’
WRE.ZOMOBTNDA21-412 Stability Update

DomidN
May 13, 2005 2:23 PM

Joe,

Just to make sure: Biovail is remaining with the following
Disintegration Specifications (1/26/05 Amendment):

Release: NMT ————
Don
From: MQM[MMQWOMM
Sent: Thursday, May 12, 2005 4:12 PM
Te:KLEINBOMfda.gw

: GuijralR @cder.fda.gov; Jacqueline Little

mn&zmmom'nmmma Stability Update
Don,
Attached please find the stability update for Dublin (12 months) and
(GM).M(GM)mmwaazm
MWMMNMRGNMT — _for

25/80. There were 2 baiches with OQS at 45/75. The 30/60 samples were

tested

wm,ummw.wmmmm
sarnples at. — Dublin started to report actusl
(numerical) results and Dorade has been reporting actual results.

Joo

rmgwummmommm
; Suunm May 10, 2008 4:09 PM
o:Jonuh

 Gujral), Renmest; .
mﬁtmmmmmmwm

bd)

b(4)

b(4)



Joe,
Send it ASAP.

i

~=Original Message-—--
From: Moum(m.m-mouimem@m}
Sent: Tuesday, May 10, 2005 4:06
g:w:&&mmm

gov;
Subject: RE: Additional CMC IR for N21-412 Resubmission

Don,

We keep the mw.Fu»mgmdnm,wéMvmm
mmymm " and we are just waiting for the Dorado data.

mmumwmmmmmmwmamy
(Friday).

Joe

Message-—
From: , Donald N [mailto:KLEIND @ cder.fda.gov]
Sent: Tu-dty May 10, 2005 3:58 PM
Teo: Jauph

Ce: Guiral, Renmeet; Jacqueline Little
SMBE:WMCMCIRMNm-ﬂzR‘wbm

%
Thet is before 9AM/Weds.

&wdmmgwmm
Subject: RE: Additional CMC IR for N21-412 Resubmission

Don,
Attached please find the responses to the 5-06-05 CMC Informatien
Jee

mmmwﬂmmmommm
gm:?m , May 10, 2005 9:35 AM

Q:Jm

Ce: Gujral, Renmeet; Jacqueline Littie

<ybject: RE: Addiional CMC IR for N21-412 Resubmission

Joe and Jacqueline,



Since the Review Clock is running out this cycle, will you be
able

to submit responses to the 5/6 CMC Information Requests by tomorrow SAM.
discussion

E‘hhmmmnmmmmnuwmm
1).

AN

~---Qriginal Message-——

From: Klein, Donaid N

Slnt:Mmdly May 09, 2005 5:11 PM

To: Qum

Cc:Guinl ; ‘Jacqueline Little'

Subject: RE: Additional CMC IR for N21-412 Resubmission

Joe, ‘
it is certainly a point of discussion. Submit your reply. I'm
talking with Tom Oliver oh Weds. moming. Don _

From: Joseph Quitasol [mailto:Joseph.Quitasol @biovail.com]
Sent: Monday, May 09, 2005 5:08 PM

To: KLEIND@cder.ida.gov

Ce: GujralR@cder.ida.gov; Jacqueline Little

Subject: RE: Additional CMC IR for N21-412 Resubmission

Hi Don:
mmmmmmmmmmummm
we want to clarify: .

mfthcdaeripﬁanofm.!:mghbbt'\ ~———— . We note that
tablets have speckies...piease double check the description.

Thankyou.

Joe

-=--Original Message--—

From: Kiein, Donaid N [maiite:KLEIND @cder.fda.gov]
$¢m:ﬁiday , May 08, 2005 3:12 PM

0: Jacqueline Little; Joseph Quitasol
Ce: Guiral, Renmest
s:mmdcucmmm-«anawmm

MMmFﬂd‘ym
tmwmmmmmnm

E-mait.

Dan

e Ciriginal Message -
Fram: Kiein, Donald N

~ent: Friday, myo&mmm
"'Jmnliu me
m

- oo Guiesl, |
Subject: RE: N21-412 Flesubmission: CMC IRs

b{4)



mﬂmmwmsmm“awlwbw«mmm
responses

‘_.on

From: Jacquaiine Little [maiito:Jacqueline. Lmeboowl .comj
Sent: Friday, May 08, 2005 1:12 PM

To: Kiein, Donald N; Joseph Quitasol

Ce: Gujral, Renmeet
Subject: RE: N21-412 Resubmission: CMC IRs

Hi Don,
Thcmwlleomofmmlrdmdmdlmomoyhmmw

daywlwmgumldnofmcﬂmmonmndlyandmywknm I
understand the urgency.

Regards,

Jacqueline

-—-Original Message-—-

From: Kiein, amu(mmmmaom fda.gov]
Sent: Friday, May 08, 2005 12:52 PM

To: Joseph Quitasol

Ca: Gujral, Renmeset; Jacqueline Littie
Subject: N21-412 Resubmission: CMC IRs

Joe and Jacqusiine,
Net to ruin your Friday aftemoon, but we are trying to approve

the )
need to be addressed.
Don



m: Homonnay Waeikel, Anna M

-ant : W.FMOA.MthM
i Homonnay Weikel, Anna M .
Subject: RE: NDA 21-412, Zoipidem Tartrate Orally Disintegrating Tablets
havlm

propesal.dec As discussed during last Priday's telecon, I am forwardiag the PDA
labeling proposal for the PK subsection of the labeling. It has been
reformatted and revised. Please indicate your concurrence or otherwise
within the next few days, if possible.

Thank You

N BB RS - ——.—_ww W -

Anna Marie H. Weikel, R.Ph.

Divison of Neuropharmacoloegical Drug Products
office of Drug Evaluation I

FDA Center for Drug Bvaluation and Research
Senior Regulatory Project Manager

(301) 594-5%35

----Original Mesaage----- '
zom: Niall Morrissey [mailto:nmorrisseyebiovail.ie]
“~nt: Thursday, January 30, 2003 9:31 AM
© '+ 'Homonnay Weikel, Anna M!
subject: RE: NDA 21-412, Zolpidem Tartrate Orally Disintegrating Tablets

This schedule is suitable to Biovail thank you. We will call at the time
" indicated.

In addition to the list of Biovail participants provided yesterday I
would

like to add the following Biovail colleagues from the field of
Analytical

Chemistry: Rosanna Garcia (Director Analytical Services) and Breda Burke
(Analytical Manager). .

Thank you

~~~~~ Original Message-----

From: Homonnay Weikel, Anna M [mailto:HOMONNAYAScder.fda.gov]

Sent: Wednesday, January 29, 2003 06:41

To: 'Niall Morrissey'; Homomnay Weikel, Anna M

Subject: RE: NDA 21-412, Zolpidem Tartrate Orally Disintegrating Tablets

I've scheduled a teleconference for Friday merning, the 31st, from 11:00

1:30 AM RST. The FDA paxticipants will de
~amana Uppeor, Ph.D., Biopharmaceutics Teamleader; Vaneeta Tandon,
AT < J

.opharmaceutics Reviewer; and myself. The number te call is (301)
$27-2804. 1Is this okay?



L L

“=na Marie H. Weikel, R.Ph.
vison of Neuropharmacological Drug Products
nffice of Drug Bvaluationr I :
\ Center for Drug Evaluation and Research
-<nior Regulatory Project Manager
(301) 594-5535

----- Original Message----- :

From: Niall Morrissey [mailto:nmorrisseyebiovail.ie]

Sent: Wednesday, January 29, 2003 1:03 PM

To: ‘'Homonnay Weikel, Anna M’ .

Subject: RE: NPA 21-412, Zolpidem Tartrate Orally Disintegrating Tablets

Beth Perguson is on vacation at present.

Biovail would welcome a teleconference with you and your colleagues
Priday .

morning January 3lst (USA Rastern Time). Biovail's confirmed list of
active

participants will be Dr. Paul Maes (Vice President Pharmaceutics),
Alexander .

Rochefort (Vice President Regulatory Affairs), Dr. Sury Siata (Director
Pharmacokinetics), Siobhan Pogarty (Senior Director R&D) and finally
myself. ‘ )

Is a Priday morning January 31st (USA Eastern Time) suitable for the
“ivison. If 80 can you recommend a phone-in time ? Can you provide a
ist of .

~articipants from the Neuropharm division ?

ank you

«.13ll Morrissey

----- Original Message-----

From: Niall Morrissey

Sent: Wednesday, January 29, 2003 02:25

To: ‘Homonnay Weikel, Anna M'

Ce: ‘'beth.fergusonébiovail-btl.com'

Subject: RR: NDA 21-412, Zolpidem Tartrate Orally Disintegrating Tablets

Biovail would welceme the opportunity to discuss the issues relating to
the

tablet dissolution method via a teleconference.

I am curreatly accumulating a short list of likely attendees from
appropriate disciplines within Biocvail to participate in this
teleconference. I will be in contact very shortly with a list of
partieipants. : .

Thank you

Niall Morrissey

----- Original Message----- .
Frowm: Howonmay Weikel, Anna M [mailto:HOMONNAYAScder.fda.gov

Sent: Tuesday, January 28, 2003 08:14

To: '‘Niall Morrissey'

Subject: RE: NDA 21-412, Zolpidem Tartrate Orally Disintegrating Tablets

. left a message today with Beth at the Virginia office about needing to
“~hedule a teleconference to discuss your proposed disselution specs.
do

wot agree and would like to talk it over with you this week or early
next

2



week if possible. Could someone get back to me about this?
Thank You

-------- .- - - -

- -na Marie H. Weikel, R.Ph.

‘ison of Neuropharmacolegical Drug Products
vcfice of Drug Bvaluation I
FDA Center for Drug Evaluation and Research
Senior Regulatory Project Manager
(301) 594-553%

----- Original Message-----

Prom: Niall Morrissey [mailto:nmorrisseyebiovail.ie]

Sent: Tuesday, January 14, 2003 S5:14 AM

To: 'homohnayadcder.fda.gov’

Subject: NDA 21-412, Zolpidem Tartrate Orally Disintegrating Tablets

Arrangenents have been made to dispatch 2 additicnal paper review copies
of
Biovail's amendment dated December 20th 2002 entitled "Response to the
FDA's :
Oct.31lst, 2002, Approvable Letter". I would however be most grateful if
you
could confirm that you received all the contents of my original December.
20th submission as indicated on the cover letter accompanying the
anendment,
i.e. three identical complete paper copies (one archive and 2 review
~oplies) _

1d a complete electronic submission containing all the paper
‘~formation in ,

actronic form via a CD-ROM formatted in accordance with the FDA's
van.1999 *Guidance for industry, Providing Regulatory Submissions in
Electronic Format - NDAs". I am concerned that your Divison may not have
received the CD-ROM electronic version. If not I would be happy to
resubmit
this CD-ROM if needs be.
Thank you very much.

Niall Morrissey .
Biovail Technologies Limited,
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FfKMDAWW)EW“M3AEM“NN§"@KTKN“
| | N | CENTER FOR DRUG EVALUATION AND RESEARCH
DATE: July 25, 2002
FROM: Sriram Subramaniam, Ph.D.
Division of Scientific Investzgatiens (HFD-48)
THROUGH: C.T. Viswanathan, Ph.D. _CTV | W 2q,02-

Associate Director - Bioequivalence
Division of Scientific Investigations (HFD-48)

SUBJECT: Review of EIRs Covering NDA 21-412,
Ambien e (zolpidem tartrate) Rapidly Diassolving Tablets,
Sponsored by Biovail Technologies Ltd.

TO: Ruasell G. Katz, M.D.
Director
‘Division of Neuropharmacological
Drug Products (HFD-120)

At the request of HFD-120, the Division of Scientific
Investigations conducted an audit of the following
bicequivalence study-

Study 109297: "A Two-Way Crossover, Open-lLabel, Single-Dose,
- Fasting, Evening Administration, Comparative
Bioavailability Study of ZQIpldem Tartrate Flash
Dose 10 mg Tablets Versus Ambien’ 10 mg Tablets
in Normal Healthy Non-Smoking Male and Female
Subjects” (B01-549PK-ZOLNO4)

The clinical and analytical portions of the study were conducted
at P Md
at Biovail Contract Research (BCR), Ontarie, Caaada.

Pollowing the inspections at — ————— and BCR (5/3-
7/032), Porm 483 was issued. The Porm 483 items and our
evaluation of them follows:

b(4)



Page 2 - NDA 21-412, Ambien® Flash Dose Tablets

b(®

1. Inadequate record keeping:
a. No reason for changing Subject 34’s bloed pressure history.

Subject 34’s history for high blood pressure was changed
from *Yes” to “No” without documented justification.
Subject 34’'s ECG screen and vital signs were normal for the
study.

The justification provided to the IRB for discentinuation of
Subject 014 from the study was inaccurate.

Subject 014 was discontinued due to a positive drug screen.
Instead, the clinic informed the IRB that the dismissal was
based on the "“subject’s best interest”. However, the
clinical report correctly states the reason for the
dismigssal. In future, the clinic should assure that the
information provided to the IRB is accurate.

Subject history forms do not document that a signed informed
consent form was obtained for each subject.

Nonetheless, the inspection revealed that the subjects
signed informed consents prior to study initiation.

The above findings do not affect the study results or compromise
subject safety. However, the objectionable practices in Item 1
should be corrected by the clinic for future studies.

l“,vs;»s- Biovail Conatract Roscureh. Ontarico, Canada.

2. Lack of freeze-thaw (P-T) stability for the first F-T cyecle.

Both the freeze-thaw (F-T) stability samples and the
comparison quality controls (QC) were P-T once. Also,
calibrators in the F-T experiment underwent one F-T cycle.
Therefore, analyte stability through the first F-T cycle in
human plasma was not demonstrated. .

In their response to the Form 483, the firm presented data
comparing P-T stability samples with freshly prepared QCs.
The results indicate stability of the analytes tallow:ng thc
first P-T cycle (Exhibit 1).



Page 3 - NDA 21-412, Ambien® Flash Dose Tablets

3

. Autosampler stability compariscen was not meaningful in that

peak responses of stability samples from different validation
batches were compared.

However, calibration standard sets at the beginning and end of
the analytical runs and QCs interspersed within the analytical
runs were processed with subject samples and found to be
acceptable. This indicates stability of amalyte in processed
samples for the duration of the analytical runs.

Discrepancies in selection of pharmacokinetic (PX) repeat.

In addition to the log concentration va. time profiles,
concentration vs. log time plots were also used to select PK
repeats. The firm, however, failed to include these plots in
the submission. Also, the SOP allows :

[
~

‘The finding does not impact the study, as inclusion of the

original or PK repeat data for the subject samples in
question, does not affect the study outcome.

Decumentation in laboratory notebooks was inadequate.

Analysts do not routinely document in the laboratory
notebooks: i) the stress conditions of the stability samples
(e.g., time and date of freezer storage and thaw cycles)
during validation and, ii) purity and expiration dates of
reference standards. In their response to the FPorm 483, the
firm confirmed with the manufacturer that the pharmacopeial
zolpidem tartrate reference standard used in the study was the
current lot.

The firm premased to correct the objectionable Items 2 to S in
their response to the Form 483.

We recommend that the study data be accepted for Agency review
as the above findings do not invalidate the study. :

bl



Page 4 - NDA 21-412, Ambien® Flash Dose Tablets

After you have reviewed this transmittal memo, please append it
to the original NDA submission.

Ph.D.
Attaéhmenta

Final Classifications: .
VAI - — - b(4)

VAI -~ Biovail Contract Research, Ontario, é&nidi

ce:

"HPD-45 RP

HFD-48 Subramaniam(2) /CF
“HFD-120 Hommonnay Weikel /David
HFD-860 Sunzel /Uppoor

HFR-SW150 Annes

Draft: SS 7/25/02

Bdit: MY mwy 7J2[*>

DSI:5422; O:\BE\EIRCOVER\21412bio.zol.doc
FACTS ID: 294579 |
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ZorrieM VALIDATION/ NO. Z01-01 PAGE 22 of 39
Table 12: Long Term Stability in Plasma at 174 Days for Zolpidem at -70°
Celsius - ' .
Freparation date _ " 03-22-2001
Assay date 03-22-2001 | 03-22-2001 03-22-2001 03-22-2001
__Storagetime | 174days T 174 days -
| I 6238 0227 30.149 30.764
0.231 0.236 30.593 29.824
0.236 0.226 30.116 30.310
0.226 0229 31.101 30.228
0229 0.220 29.807 . 29.560
0.221 0222 29.995 29.986
2 6 I3 6 6
Mean 0.230 0.227 30.294 30.112
Std. Dev. 0.006 0.006 0.473 0.420
%CV. 2.7 25 16 14
% Diff. 1.5 0.6
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TECHNOLOGIES LTD

RECTIVED
’ ? ) 9 2
July 19, 2002 JUL 2 2 2002
LITNYL ) AT
[ Pl SIS O IS L
Russel G. Katz, MD
Director, Division of Neuropharmacological Drug Products (HFD-120)
Center for Drug Evaluation and Research
Food And Drug Administration ‘
Woodment Office Complex 2 N o
1451 Rockville Pike | ORIGINAL AMENDMENT
Rockville, MD 20852 ' ' i3
| N

Re:  Zolpidem Tartrate Rapidly Dissolving Tablets, 10mg
NDA 21412
Electronic Pack Insert (Word Format)

Dear Dr. Katz,

This correspondence, for archive contains an electronic copy of the current Zopidem Tartrate
Rapidly Dissolving Tablet pack insert reported in Biovail’s December 2001 original NDA
submission. The file is contained in the 3%inch diskette secured in this binder. A hard copy of
this file is presented overleaf. - '

An identical word document was provided to the Neuropharmacological division’s Regulatory
Health Manager Dr. Anamaric Hommonay-Weikel via c-mail on July 18™ 2002.

If you have any additional questions relating to this submission please contact the undersigned
by phone at 011-353-1-2941887, by fax at 011-353-1.2941868 or e-mail using
amonissey@biovail.i.e

Sincerely,

Niall Morrissey
Regulstory Affairs Associate
Biovail Technologies (Ire]

BIOVAIL TECHNOLOGIES LTD.
3701 Concorde Parkwa;. Chantilly, Virginia 20151
Tel: (703) 995-2400 Fax: (703) 995-2490
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Trade Secret / Confidential (b4)

7< ‘Draft Labeling (b4)
Draft Labeling (b5)

Deliberative Process (b5)
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MEMORANDUM BEPARTMWOFHEALTHANBHUMANSERWES
: : PUBLIC HEALTH SERVICE '
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG BVALUA‘BGN AND BSSMGH
DATE: March 19, 2002
TO: Director, Investigations Branch ;

Plorida District Office
555 Winderly Place, Suite 200
Maitland, FL 32751

FROM: C.T. Viswanathan, Ph.D. _CXV_ 3|
Asscciate Director, Biocequivalence
Division of Scientific Investigations (HFD-48)

SUBJECT: FY 2002 High Priority CDER User Fee NDA, Pre-approval
Data Validation Inspection, Bioresearch Menit:ering,
Human Drugs, CP 7348.001

RE: NDA 21- 412
DRUG: Ambien® (zolpidem tartrate) Rapidly
Dissolving Tablets, 10 mg
SPONSOR: Biovail Corporation
C/0 Biovail Technologies Limited
3701 Concorde Parkway
Chantilly, VA 20151

This memo requests that you arrange for an inspection of the
clinical pertion of the following bioequivalence study. The
analytical portior of Protocol #109297 (B01-549PK-ZOLN04) was
conducted elsewhere, and is the subject of a separate
inspection. Due to the user fee deadline, the innpccuen must
be completed by July 15, 2002.

Ptﬁt@ﬁﬁ 1 #109297 (BO1-549PK-ZOLNO4)

SN

b -



Page 2 BIMO Assignment 21-412
|

Please check the batch numbers of both the test and the
reference drug formulations used in the study with the
descriptions in documents submitted to the Agency. If study
formylations have not been submitted te the Agency previously,
samples of both the test and reference drug formulatjons should
be cellected and mailed to the Division of Pharmaceutical
Analysis, St. Louis, MO, for screening. .

Please have the records of all study subjects audited, including
100% of the informed consent forms. The subject records in the
NDA submigsion should be compared to the original documents at
the firm. In addition to the standard investigation:involving
- the source documents, case report forms, adverse events,
concomitant medications, number of evaluable subjects, drug
accountability, etc., the files of communication between the
¢linical site and the sponsor should be examined for their
content. N

i
Following identification of the investigator, background
material will be forwarded directly. A member of the GLP and
Biocequivalence Investigatiocns Branch, Division of Scientific
Investigations may participate in the inspection.

Headquarters Contact Person: Martin K. Yau, Ph.D. g
(301) 827-5458 !

APPEARS THIS WAY
ON ORIGINAL



Page 3 BIMO Assignment 21-412

cc:

HFA-224

HFD-45/RF

HFD-48/Yau(2) /CF

HFD-120/Melaine Shin

HFD-860/Sunzel /Baweja

Draft: MKY 3/19/02

DSI1:5422 0:\BE\assigns\bio2141l2clin.doc

FACTS _ 294579
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I Request for Bﬁpharmaaeuﬂeal Inspections —"l

R

DATE:  February 25,2002

TO: Dr. C.T. Viswanathan
Associste Director for Bioequivalence
Division of Scieatific Investigations, HFD-48

THROUGH: Russell Katz, MD
Division Director, HFD-120

FROM:  Melaine Shin, R Ph., Regulatory Mansgsment Officer, HFD-120
SUBJECT: Request for Biopharmaceutical Inspections

NDA 21-412
Ambien (zolpidem)

APPEARS THIS WAY
ON ORIGINAL



NOA 21412
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Spensor: Biovail Corporation
- C/O Biovail Technologies Limited
3701 Concords Parkway
Suite 800
Chantilly, Virginis 20151
(703) 9952400

[Study ¥~

(BO1-549PK-
ZOLNO4)

Toeanto, Ontario, Canada M1L 484 a(d)
Tel No.: 416-752-3636
Fax No.: 416-752-7610

Study Director: Shafik Dheramshi, MD
|| Disostor of Bioanalytioal Lab: Breat

We request that the inspections be conducted and the Inspection Summary Results be provided by
July 31,2002. Wo intend 10 issue an action letter on this application by October 31, 2002,
- Should you require any additional information, plesse centsict Melaine Shin.

APPEARS THIS WAY
ON ORIGINAL



mu.m.m on of an electronic record that slgmdchmmenllyand
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Russell Katz
3/%/02 03:05:37 BPM



MEMORANDUM OF MEETING MINUTES

Application: NDA 21-412 Zolpidem Rapidly Dissolving Tablets, 10mg
Meseting Date: February 14, 2002

Time: 11:00AM .

Location: WOCH Conference Room E

NDA 41-412

Application:

Type of Mesting:  45-Day Filing Meeting
Meeting Chair: Russell Katz, M.D.
Meeting Recorder: Melaine Shin, R.Ph.

It’s filable.
The sponsor is asking for a 2-year expiration date, but only submitted 3-month stability data
and would need to submit more stability data.

9.5y

It’s filable.

Need data scts (as SAS transport files) for the plasma concentration-time data, d

and pharmacokinetic perameters (individual values) from studies B01-549PK-ZOLNO4,
B01-550PK-ZOLNO4, and B01-551PK-ZOLNO4.

In Item 6 (1st & last paragraph, page 2) it is stated that 6 (3 pilot) studies were performed, -
but the NDA summary only contains information regarding 4 (1 pilot) studies. The sponsor
needs 1o exphin this discrepancy and submit study report/s (not including copies of the
signed Informed Consent forms).

The sponsor needs to submit an extra desk copy of volume 1.4 (Chemistry), nceded for the
CPB review of the i vitro dissolution method and specifications.

The sponsor submitted copies of the signed informed consent forms for all heaktly voluntoers
from all three submitted study reports. Dr. Yau from DS would check with the Human
Subject Pratection group to find out how to handle these forms. .



e [t’s filable.
Post Mosting N
¢ Dr. Yau informed the Division that the signed informed consent forms can be submitted to

the FDA and there are no provisions in the CFR that consent forms have to reside with the
. CoMﬂnipemrtoconveyOCPB’iuqm

o CMC will send the consult to Microbiology.
e It’s due on 10/31/02 and all the primary reviews will be completed by end of August, 2002.

Thomas Laughren, M.D. Melaine Shin, R.Ph.

APPEARS THIS WAY
ON ORIGINAL



DlPAll‘l'Mlﬁ’l' OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 21-412

Biovail Technologies LTD
Attention: Wayne Kreppner, M.Sc., RAC

Manager, Regulatory Affairs
3701 Concorde Parkway

Chantilly, Virginia 20151
Dear Mr. Kreppner:

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

Name of Drug Product: zolpidem tartrate Rapidly Dissolving Tablets 10mg

* Review Priority Classification: Standard (S)

Date of Application: December 29, 2001

Date of Receipt: December 31, 2001

Our Reference Number: NDA 21-412

Unless we notify you within 60 days of our receipt date that the application is not sufficiently complete
to permit a substantive review, this application will be filed under section 505(b) of the Act on March
1, 2002 in accordance with 21 CFR 314.101(a). If the application is filed, the primary user fee goal
date will be October 31, 2002 and the secondary user fee goal date will be December 31, 2002.

Please cite the NDA number listed above at the top of the ﬁxstpagcofény communications concerning
this application. All communications concerning this NDA should be addressed as follows:

W‘ . " ‘. o .."

Food and Drug Administration ' Food and Drug Administration
Center for Drug Evaluation and Research Centar for Drug Evaluation and Research
Division of Neuropharmacological Drug Division of Neuropharmacological Drug

Products, HFD-120 Products, HFD-120
Attention: Division Document Room 4008 Attention: Division Document Room 4008
5600 Fishers Lane 1451 Rockville Pike

Rockville, Maryland 20857 Rockville, Maryland 26:52-142@



NDA 21-412
Page 2

If you have any questions, call Melaine Shin, R.Ph., Project Manager, at (301) 594-5793.
Sincerely,
{See appended electronic signature page}

John S. Purvis

Chief, Project Management Staff

Division of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL



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

/s/
Melaine shin
1/16/02 10:51:56 AM
siga for Mr. John Purvis




New Drug Application
. NDA 21412

 toSection
H  Clinieal Date Summary and Results of Statisticai Analysis =~ Vol/Page

This product is being filed in accordance with section 505(b)2) of the Food Drug
and Cosmetic Act. Clinical efficacy and safety data in support of this submission is
referenced from the Searle and Co. approved NDA # 19-906 for Ambien® tablets.

APPEARS THIS way
ON ORIGINAL

00091



