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Keller and Hockman Law Offices
1001 G Street, NW, Suite 500 W
Washington, DC- 20001

- Dear Mr. Dubeck:

Please tefer to your iew drug application dated and reccived December 31, 2001, submitted pursuant
to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for zolpidem tartrate orally

dmwm;abl«s,Smgandmmg.

Your submission of November 7, 2006 eonshmtedacompleterespomtoouxScptemb«ZG, 2006
action letter.

We also achwledge receipt of your submission dated _Decemb« 22, 2006, received on December 26,
-2006.

Th:sNDApmwdeafortheuscofzolpxdanmeoranydtmtegrmnsSmgandIOmgublctsforthe
short-term treatment of insomnia.

We have completed our review of this application, as amended on Navember 7, 2006,andms
approvable. Before the application may be approved, however, it will be necessary for you to address
the deficiencies outlined below. . .

WemmmmmwmcmcyedmmelmwtymM6 2006, and that
your December 22, 2006 submission was your intended response. However, given the timing of your
response, we are deferring review of the December 22, 2006 submission to the next review cycle to
allow for substantive review. Please incorporate the December 22, zwﬁmbummbyspemﬁc

- reference as part of your response to this letter.

Tomhtmhwemmofymmmm&mmmmm
and container labeling proposed to be used with TOVALT. mﬁmmmbmdmw
review of thic labels you submitted on August 9, 2006. ‘



NDA 21-412
Page2

1. [/

2

Lade)

mmwamummmmmwmmmm
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mmmm«dm&eehauehgfamm«mm ‘These modifications,

which pertain to the risks for severe allergic reactions and
mxmmmmmmmumwmmmam

(and other complex

For clarity, mhvcmdudedmmwmyfwﬁcﬁmm:nnadmmm
Wemmmmwummmm mwmmﬁm

puhgcuuﬂ.
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“WARNINGS” section

Because slecp disturbances may be the presenting manifestation of a physical and/or
psychiatric disorder, symptomatic treatment of insomnia should be initiated only after a careful
evaluation of the patient. The failure of insomnis to remit after 7 to 10 days of treatment
may indicate the presence of a primary psychiatric and/or medical iliness that should be
evaluated. Worsening of insomnia or the emergence of new thinking or behavior
abnormalities may be the consequence of an unrecognized psychiatric or physical disorder.
Such findings have emerged during the course of treatment with sedative/hypaotic drugs,
including Tovalt ODT. Because some of the important adverss effects of Tovalt ODT appear
to be dose related (see Precautions and Dosage and Administration), it is important to use the
smallest possible effective dose, especially in the clderly.

A variety of abnormal thinking and behavior changes have been reported to occur in
association with the use of sedative-hypnotics. Some of these changes may be characterized by
decreased inhibition (¢.g., aggressiveness and extroversion that seemed out of character);
similar to effects produced by alcohol and other CNS depressants. Visual and auditory
hallucinations have been reported as well as behavioral changes such as bizarre behavior,
agitation, and depersonalization. Complex behaviors such as "sleep-driving" (i.e., driving
while not fully awake after ingestion of a sedative-hypnotic, with amnesia for the event) have
been reported. These events can occur in sedative-hypnotic-naive as well as in sedative-
hypnotic-experienced persons. Although behaviors such as sleep-driving may occur with
Tovalt ODT alone at therapeutic doses, the use of alcohol and other CNS depressants with

- Tovalt ODT appears to increase the risk of such behaviors, as does the use of Tovalt ODT at
" doses exceeding the maximum recommended dose. Due to the risk to the patient and the

community, discontinuation of Tovalt ODT should be strangly considered for patients who
report a "sleep-driving" episode. Other complex behaviors (¢.g., preparing and eating food,
making phone calls, or having sex) have been reported in patients who are not fully awake after
taking a sedative-hypnotic. As with sleep-driving, paticnts usually do not remember these

depressed patients, worsening of depression, including suicidal thinking, has been reported in
assocuaonwrd;thcuse of sedative-hypnotics.

It can rarely be determined with certainty whether a particular instance of the abnormal
behaviars listed above is drug induced, spontancous in origin, or a result of an underlying
psychiatric or physical disorder. Nonetheless, the emergence of any new behaviaral sign or

Following the rapid dose decrease or abrupt discontinuation of sedative/ hypnetics, there have
been reports of signs and symptoms similar to those associsted with withdrawal from other
CNS-depressant drugs (see Drug Abuse and Dependence).

anly be taken immediately prioz to going o} v _
in hazardous occupetions requiring complete mental slertness or motor coardination such as
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impairment of the performance of such activities that may occur the day following ingestion of
Tovalt ODT. Tovalt ODT showed additive effects when combined with alcohol and should not
be taken with alcohol. Patients should also be cautioned about possible combined effects with
other CNS-depressant drugs. Dosage adjustments may be necessary when Tovait ODT is
administered with such agents because of the potentially additive effects.

Severe anaphylactic and anaphylacteid reactions

Rare cases of angioedema involving the tongue, glottis or larynx have been reported in patients
after taking the first or subsequent doses of sedative-hypnotics, including Tovalt ODT. Some
patients have had additional symptoms such as dyspnea, throat closing, or nausea and vomiting
that suggest anaphylaxis. Some patients have required medical therapy in the emergency

If angioedema involves the tongue, glottis or larynx, airway obstruction may occur
andboftul Patients who develop angioedema after treatment with Tovalt ODT should not be
rechallenged with the drug.

“PRECAUTIONS: Information for patients” subsection

Patient information is printed at the end of this insert. To assure safe and effective use of
Tovalt ODT, mmmmmmmcmmﬁmm
should be discussed with patients.

SPECIAL CONCERNS |
“Sleep-Driving” and other complex bebaviors

There have been reports of people getting out of bed after taking a sedative-hypnotic and
driving their cars while not fully awake, often with no memory of the event. If a patient
mmm«mhmm&nﬁwﬁhmmdmmmmmm&ly,me ,
g" can be dangerous. This behavior is more likely to occur when Tovalt ODT is
mmmx«mmew(mwmmes; Other
complex behaviors (e.g., preparing and eating food, making phone calls, or having sex) have
bmnportedmpatenhwhomnotﬁmymhaﬁuakmgtme-hymom As with
sbcpm;pmmmnydomm&mem

If additional information relating to the safety or cffectiveness of this drug becomes available, revision
of the labeling may be required. Please be adviscd that class labeling changes for the sedative-
hypoetie drug group are currently under review by the Agency (see above). We will keep you
informed of any additional changes if they ocour.

Promational Materiske

mmmmmammwmmmmmmﬁ
this product. Submit all proposed materisls in draft or mock-up form, not finel print. Send one copy to
mmamm&wmamummmmm
insert directly to:
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Food and Drug Administration

Center for Drug Evaluation and Research

Divisien of Drug Marketing, Advcnmng, and Communications
5901-B Ammendale Road

Beltsville, MD 20705-1266

Timing of Response

We remind you that the listed reference drug product upon which you based your application, Ambien
of Sanofi Synthelabe, is subject to a period of patent protection which expires on April 21, 2007 (U.S.
Patent No. 4382938) and, therefore, final approval of your application under section 505(c)(3) of the
Act (21 U.S.C. 355(c)(3)) may not be made effective until this period has expired. Your application
contains a Paragraph IIT Patent Certification to this patent undér Section S05(b)(2)(A)Xiv) of the Act.

MmM:mpmmemﬁMhﬁslmmMﬁMeMmmmm
as appropriate. Your response should inchude updated labeling, chemistry, manufacturing and controls
data, and a safety update. You should respond to this letter no sooner than 60 or 180 days prior to the

expiration of Ambien’s patent (sec above). You should determine the timing of your response by
referring to resubmission classifications and associated FDA review times described in the Guidance

forh@sﬂﬂaud’ymgk«ubmmnoumk«pometoAcmLemnamhbleat

Within 10 days after the date of this letter, youmreqnuedtoamendth:upphcatxm,noﬂfynsofyour
intent to file an amendment, or follow one of your other options under 21 CFR 314.110. If you do not
follow ene of these options, we will consider your lack of response a request to withdraw the
application under 21 CFR 314.65. Any amendment should respond to all the deficiencies listed 'We
will not process a partial reply as 2 major amendment nor will the review clock be reactivated until all
deficiencies have been addressed.

Under 21 CFR 314.102(d) of the new drug regulations, you may request an informal meeting or
telephone conference with this division to discuss what further steps need to be taken before the

application may be approved.

mmmmymuwmmmmmMﬁammgmm
applicatien is approved.

If you have any questions, call Cathleen Mtchaknh. MPH, Regﬂnm?mijmg« at (301)
1123,

Sincerely,

{See appended electronic signature poge}



Thbbanpnmhﬁonounmmmﬂmdwmw and
.mmhwmmammdm Y
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Russell Katz
1/5/2007 05:08:32 m
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Biovail Laboratories Intemational SRL
c/o John Dubeck, Esq.
Kcﬂuandﬂnhnhwom

1001 G Stroet, NW, Suite 500 W

‘Washington, DC 20001_
Dear Mr. Dubeck:

Please refer to your new drug application dated and'received Décember 31, 2001, submitted pursuant
to section 505(b)(2) of the Foderal Foed, Drug, and Cosmetic Act for zolpidem tartrate orally ‘

dlmwgrmuhleB,Smgandlﬂmg
We acknowledge receipt of your additional submissions dated:

May 25, 2005 May 26, 2005 June 9, 2005 July 27,2005  March 24, 2006
July 20, 2006 August 9, 2006 ' _

Yowsubnnssxonofhlyzo 2006conshtutedacomplctcrespomeﬂooml\hy26 2005 acmm

"mmAmfmmWofmmmmmmmsmgmlo:ngmmeumhe :
'short—tumtreatmmtofmaom :

Wewemmwmofmmum@mdhvewmwmwm
the information you have presented to date, the drug product is safe and effective foruse as '
recommended in the enclosed labeling (text for the package insert and patient information sheet), and

is tentatively approved under 21 CFR 314.105. This determination is contingent upor information
available to the Agency at this time (i.c., information in your application and the status of current good
maaufacturing practices of the facilities used in manufacturing and testing of the drug product) and is,
therefore, subject to change on the basis of any new information that may come to our atiention.

The listed reference drug product upon which you based your application, Ambien of Sanofi

Synthelabo, is subject 1o a period of patent protection which expires on October.21, 2006 (U.S. Patent

Ne. 4382938) and, therefore, finsl approval of your application under section 505(c)(3) of the Act (21

U.8.C. 355(c)K3)) may not be made effective until this period has expired (and/or exclusivity if it is

. gramied, has expired). Your application contains s Paragraph 1Tl Patent Certification to all of these

petents under Section SOSONINANIY) of the Act. This certification states that this spplication seeks

~ apgroval for uses of zolpidens tastrate a8 a hypnotic agent for the treatment of insommia after the expiry
of US Patent No. 4,382,938 (Octobes 21, 2006).
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Timing of Response

Please submit a responsc to all items listed in this lotter and identify changes, if any, in the conditions
under which your product was tentatively approved. Your response should include updated labeling,
" chemistry, manufacturing and controls data, and a sefety updste. You should respond to this letter no
sooner than 60 or 180 days prior to the expiration of Ambien’s patent and/or exclusivity (s¢e above).
You should determine the timing of your response by referring to resubmission classifications and
WmAmmmmﬂanmM Chmfym;RMn

Response to Action Letters available at hitp://www ( ; :

Fulwownhmﬂbmmnmamwoﬁhqpmthnmmhmmof
this tentative approval letter.

Package Insert

The attachment to this letter provides the labeling that the Agency asks you to adopt for zolpidem
tartrate orally disintegrating tablets upon approval of this application. The base document used for our
attached labeling is your July 20, 2006 proposed zolpidem tartrate orally disintegrating tablets package
insert. Mthonghswﬁemofﬂnspmposalmnkmvabamﬁomthehhehngpmpoudhyyoumm
NDA,othormhnvobmmed. : ,

SmcnssuaneeofourM&y% 2006 letter, mnmymmmmmmmmd:ﬁm
are needed for the sedative-hypnotic group. Because these changes are applicable for all drug products
indicated for the treatment of insomnia, we have included these modifications in our attached labeling
for zolpidem tartrate ODT. Specifically, we have revised the INDICATIONS and USE section to
- clarify the duration of the studies on which Ambien’s approval was based, the WARNINGS section to
add information about angioedema, and the DRUG ABUSE AND DEPENDENCE section to clarify
definitions about abuse and addiction. Please be aware that the Agency is currently. considering the
mmumOfaMMmMeﬁrmmeWmgmupmaneﬂ'orttonnmzethensk
foreatmadvmeevents.

Weukthat,whcnywmpondtothxslcm yannbmnhbelmgfmzolpndemtﬂhnonny
disintegrating tablets that includes all previous revisions, as reflected in the most recently approved

Ambien package insert. To facilitate review of your submission, provide a highlighted or marked-up
,cowm:mmmcmmmnfywhnhvmofmbﬁmwmhummedum
base document. Also, plmusmeﬂmspmofmm»m : :

1fmwmmgwmmmmofmmm;m
revision of the labeling may be required.

Carton and Container Labeling

f’

J b(4)
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cnmwy,mmmumom

mm
Mmh%%m@a%ﬂhmdﬂgp«iﬁammm
rmomyw'rm :

Methods Valid "

Weluvecomhﬂdvahdmanoithnmhmym Mcthodsmmepubkfacmlud

regulatory purposes. Kowcvcs,we:xpntywconmdeoop«mmmlvcmymbmm
may be identified.

WotMMNW(m

AsdmibodmmMnyZG 2006 letter, wcmndymofhfonumgcommnmm
dwhmonmthodndmﬁ@m -

e Baedmﬂndmolntmndaﬁofthbmbmm&esmtbehmthtmm
pmpoulfordmoh&onmcthod(ﬁrpm)andthcchoxecofdmolutxonmedm(@lﬂﬂm)
are optimal for this product since the dissolution is very rapid (< 5 mimutes) and the method

~ does not sppear to be discriminatory. We note that this issue had been previously conveyed
-,toyou,mclndmgmcbcwachomofpﬁs8phosphatcbuﬁ'erat50:pm,andwemteyow
agreement to revise these specifications. Therefore, the currently proposed méthod -+
(&mMmme&nOlNﬂmmmMmmmswlmmsprmm
. atbest,beallowedonlyumtermspemﬂuﬂom

. Fonowmgmthcmtmdmoluhonmothodudspecxﬁemons ~

Method.USPlppmmsll(Paddle)
Speed: 75 rpm
Medium: 0:IN HC1
Temperature: 37 + 0.50C : : ‘
Specificition: Q= ——in 30 mihutes : : : ~ b(4)

MM-%MCW&

w«mmofmmmmmwmmmnumy%

2005 letter, wlnchmatﬂepn.
Commitment 1
mwmmmmmmwmmww
ammmm pnssm) :

 Final Srady Regort: Tk&dmdymshmldkaﬁnmdmtheAgmymmyw
ﬁmmdmdmmmmm«wmwﬁm
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Wmm«mumwsmmmwmsmm |

mg strengths using the selected more optimized dissolution method.

FmswmmmMmmummmwmmym
ﬁmhdﬁcofwﬂﬁrhﬁmla%nofhmmm

Commitment #4
mmmwmmmm:mmmwwmmawpy
of the commercial Batch Record.

FMMRWMMMWM&MMM&WWMym
ofappzoval.

Submit clinical protocols to your IND for this product. Subm:tnonclmwalmdehmtry
manufacturing, and controls protocols and all study final reports to this NDA. In addition, under 21
CFR 314.81(b)(2)(vii) and 314.81(b)(2)(viii), you should include a status summary of each
commitment in your annual report to this NDA. The status summary should include expected
summary completion and final report submission dates, any changes in plans since the last anmual
report, and, for clinical studies, number of patients entered into each study. All submissions, including
supplements, relating to these postmarketing study commitments must be prominently labeled .
“Postmarketing Study Commitment Protocol”, “Postmarketing Study Commitment Final Report®, or
“Postmarketing Study Commitment Correspondence.” '

Fulfilled Postmarketing Commitments

We have reviewed your July 25, 2005 submxsslonand conclude that the below commitments are
fulfilled. '

Description: Using the retained photostability testing samples (non-debossed 5 mg (2 Lots) and
10 mg (2 Lots) tablets), the dissolution and disintegration will be reported within three months
ofmvﬂ.

Usmg&emtamcddmgpmdwtnlmampl«.ﬂubhn@hﬂsoﬂmgmd3
Lotaoflﬂmg),aﬂChanhlly(!oLotsomeg) the Identification (UV) results.

Tradename

Wemﬁmm,mmzazw@ymwmmhyphmadhymﬂmnmm
trademame,. — _wasunaccepiable. We note that, on August 9, 2008, you submitted an alternate
mmmmucmuﬂynllhm )

b(4)
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Promotional Material

In addition, submit three copies of the introductory promotional materials that you propese to use for
this product. Submit all proposed materials in draft or mock-up form, not final print. Send one copy to
wmmeofm&mwm&hmth

Mofmmmmmmcw

Center for Drug Evaluation and Research

Food and Drug Administration

5901-B Ammendiale Road

Beltsville, MD 20708.
Other
Anyagmﬁcuﬁchm;cmmem&hmomhodmthuNDAmommmbdonﬁml
appmvalnuybogtmd. :

mwemaﬁndwallm tthDAum_tdemdappxoved. Ifyoubehwethatthucm
grounds for issuing the final approval letter before the expiration of Ambien’ spatananﬁlormluamy _
ﬁmmmmmmmmw

TbupmMmyhcmdnedmubmdedW&eFMFwd,Dmg,deMAcﬂfﬁu
markoted before final approval.

If you have any questions, call Cathleen Michaloski, MPH Regnlatory Prolect Manager, at (301) 796-
1123,

Sincerely,
{See appended electronic signature page)

: Rmcll)hu,M.D
Direetor, Division of Neurology Products
Office of Drug Evaluation 1
Center for Drug Evaluation and Research
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{( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
b3 Food and Drug Administration

Rockville, MD 20857

NDA 21-412

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

700 Routes 202/206 North
Bridgewater, NJ 08807

Dear Ms. Little:

Please refer to your new drug application dated and received December 31, 2001, submitted pursuant
to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Zolpidem Tartrate orally
disintegrating 5 mg and 10 mg tablets.

We acknowledge receipt of your submissions dated:

November 24, 2004

December 22, 2004  February 15,2005 March 11, 2005 May 4, 2005 May 16, 2005
January 17, 2005 February 22,2005  April 5, 2005 May 9, 2005 May 18, 2005
January 26, 2005 March 7, 2005 April 26, 2005 May 13,2005 May 23, 2005

Your submission of November 24, 2004 constituted a complete response to our February, 21, 2003
action letter.

This NDA provides for the use of Zolpidem Tartrate orally disintegrating 5 mg and 10 mg tablets for
short-term treatment of insomnia.

We have completed the review of this application, as amended, and have concluded that based upon
the information you have presented to date, the drug product is safe and effective for use as
recommended in the enclosed labeling (text for the package insert and patient package insert), and is
tentatively approved under 21 CFR 314.105. This determination is contingent upon information
available to the Agency at this time (i.c., information in your application and the status of current good
manufacturing practices of the facilities used in manufacturing and testing of the drug product) and is,
therefore, subject to change on the basis of any new information that may come to our attention.

The listed reference drug product upon which you based your application, Ambien of Sanofi
Synthelabo, is subject to a period of patent protection which expires on October 21, 2006 (U.S. Patent
No. 4382938) and, therefore, final approval of your application under section 505(c)(3) of the Act

(21 U.S.C. 355(c)(3)) may not be made effective until this period has expired. Your application
contains a Paragraph III Patent Certification to all of these patents under Section 505(b)(2)(A)(iv) of
the Act. This certification states that this application seeks approval for uses of zolpidem tartrate as a
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hypnotic agent for the treatment of insomnia after the expiry of US Patent No. 4,382,938 (October 21,
2006).

At least 90 days prior to October 21, 2006 , submit an amendment to this application identifying
changes, if any, in the conditions under which your product was tentatively approved. This
information should include updated labeling, chemistry, manufacturing and controls data, and a safety
update.

Failure to submit this amendment will prompt a review of the application that may result in rescission
of the tentative approval letter.

We have not completed validation of the regulatory methods. However, we expect your continued
cooperation to resolve any problems that may be identified.

Phase 4 Postmarketing Commitments and Agreements

We remind you of your postmarketing study commitments acknowledged in your e-mail
correspondence dated May 26, 2005, to Dr. Renmeet Gujral, of this Division. These commitments are
listed below.

Commitment #1

Description: Optimize the dissolution method and specifications using -®? 4} paddle speed
and a different dissolution medium (e.g., ®’ () ).

Final Study Report:  The final study report should be submitted to the Agency within one year from
the date of approval for the final selection of the dissolution specification.

Commitment #2

Description: Generate data on biobatches and next ®’ (4) batches for both 5 and 10 mg
strengths using the selected more optimized dissolution method.

Final Study Report:  The final study report should be submitted to the Agency within one year from
the date of approval for the final selection of the dissolution specification.

Commitment #3

Description: Using the retained ®) (4) (B) (4)ng samples (non-debossed 5 mg (P! (4))
and 10 mg ®) 4)) tablets), the dissolution and disintegration will be reported
within three months of approval.

Final Study Report:  The final study report should be submitted to the Agency within three months of
approval.

Commitment #4

Description: Prior to commercial drug product manufacturing the applicant will provide a
copy of the commercial Batch Record.

Final Study Report:  The final study report should be submitted to the Agency within two years of
approval.
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Commitment #5

Description: Using the retained drug product release samples (‘?) (4(¢®) (3¢5 mg and 3
Lots of 10 mg); and (27 (%) ({») (%5 mey, the Identification (UV) results
will be reported within three months of approval. '

Final Study Report:  The final study report should be submitted to the Agency within three months of

approval '

Submit nonclinical and chemistry, manufacturing, and controls protocols and all study final reports to
this NDA. In addition, under 21 CFR 314.81(b)(2)(vii) and 314.81(b)(2)(viii), you should include a
status summary of each commitment in your annual report to this NDA. The status summary should
include expected summary completion and final report submission dates, any changes in plans since
the last annual report, and, for clinical studies, number of patients entered into each study. All
submissions, including supplements, relating to these postmarketing study commitments must be
prominently labeled “Postmarketing Study Commitment Protocol”, “Postmarketing Study
Commitment Final Report”, or “Postmarketing Study Commitment Correspondence.”

Additionally, we remind you of the following agreements:

Chemistry, Manufacturing, and Controls
¢ An 18 month expiration is granted.

Office of Clinical Pharmacology and Biopharmaceutics (OCPB)
¢ Based on the dissolution data of the biobatches, OCPB does not believe that your current

proposal for dissolution method ¢?? (42and the choice of dissolution medium -¢?? (£1_ are
optimal for this product since the dissolution is very rapid (®? (4. and the method does
not appear to be discriminatory. We note that this issue had been previously conveyed to you,
including the better choice of pH (®) (#) at (P (4 gnd we note your agreement
to revise these specifications. Therefore, the currently proposed method (dissolution medium
¢b) (L) and agitation speed) and the dissolution specifications can, at best, be allowed only

as interim specifications.

* Following are the interim dissolution method and specifications:

Method: (P) (41
Speed: () (4%)

Mediu-( b(b) (4)
Temperature: 37 + 0.5°C
“Specification: Q = ®? 4430 minutes

Tradename

If you wish to market this drug with a tradename, you will be required to submit a proposed tradename
and receive Agency acceptance of the tradename. Additionally, the name and its use in the labels must
conform to the specifications under 21 CFR 201.10 and 201.15

In addition, submit three copies of the introductory promotional materials that you propose to use for
this product. Submit all proposed materials in draft or mock-up form, not final print. Send one copy to
this division and two copies of both the promotional materials and the package insert directly to:
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Division of Drug Marketing, Advertising,

and Communications, HFD-42

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857
Any significant change in the conditions outlined in this NDA requires our review before final
approval may be granted.

Before we issue a final approval letter, this NDA is not deemed approved. If you believe that there are
grounds for issuing the final approval letter before October 21, 2006, you should amend your
application accordingly.

This product may be considered misbranded under the Federal Food, Drug, and Cosmetic Act if it is
marketed with this change before final approval.

If you have any questions, call Renmeet Gujral, Pharm.D., Regulatory Project Manager, at (301) 594-
5535.

Sincerely,
Sew appeiriid elociionio Sk s g

Russell Katz, M.D.

Director

Division of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



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

Russell Katz
5/26/05 02:52:22 PM



DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heslth Service

" Food and Drug Administration
Rockville MD 20857

NDA 21-412

Keller and Heckman LLP
U.S. Agent for Biovail Technologies Ltd.
Attention: John B. Dubeck, Esq.
1001 G Street, Ste 500-W
Washington, D.C. 20001

Please refer to your new drug application (NDA) dated December 29, 2001, received
December 31, 2001, submitted under section 505(b)/pursuant to 505 (b)(2) of the Federal Food, Drug,
and Cosmetic Act for Zolp:dem Orally Disintegrating Tablets, 10 mg.

We acknowledge recaipt of your amendments dated December 20, 2002; and
February 3, 6, and 7, 2003.

Your amendment of December 20, 2002, constituted a complete response to our October 31, 2002,

This NDA provides for the use of zolpidem orally disintegrating tablots for the short-term treatment of
Koisiesy _

We have completed the review of this application, as amended, and it is approvable. While we
mwize&ahwﬁmwmmdmbmdmﬁrmmwmm:«dm,hnmfm

- product labeling, a closer inspection of that agreed-to wording reveals that it is misleading in the
following ways, which must be adequately addressed before this application. may be approved:

L

p(d)
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We believe that these problems would be mmly,ndmw resolved by making a §
mg dosage strength available. We would be happy to discuss with you the requirements for approval
of such a strength. )

If additional information relating to the safety or effectivensss of this drug becomes available, revision
of the labeling may be required.

Within 10 days after the date of this letter, you are required to amend the application, notify us of your
intent to file an amendment, or follow one of your other options under 21 CFR 314.110. In the absence
of any such action FDA may proceed to withdraw the application. Any amendment should respond to
all the deficiencies listed. 'We will not process a partial reply as a major amendment nor will the
review clock be reactivated until all deficiencies have been addressed.

. Under 21 CFR 314.102(d) of the new drug regulations, you may request an inifformal meeting or
telephone conference with this division to discuss what further steps need to be taken before the

application may be approved. |
. The drug product may not be legally marketed until you have been notified in writing that the
application is approved.
If you should have any questions, pleisccallMs. Anna Marie H. Weikel, R.Ph., Senior Regulatory
Affairs Manager, at (301) 594-5535.

Sincerely,

{See appended clectronic signature page}

Russell Katz, M.D.

" Division of Neuropharmacological Drug Products

Office of Drug Evalustion 1
Center for Drug Evaluation and Research
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- ' " Food and Drug Administration
| Rockvile MO 20857

NDA 21-412

Keller and Heckman LLP _
U.S. Agent for Biovail Technologies Ltd.
Attention: John B. Dubeck, Esq.
1001 G Street, Ste 500-W
. Washington, D.C. 20001

Dear Mr. Dubeck:

Please refer to your new drug application (NDA) dated December 29, 2001, received
December 31, 2001, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Zolpidem Orally Disintegrating Tablets, 10 mg.

We acknowledge receipt of your amendments dated February 19, March 27 (2), June 28,
July 19 and 31, August 28 and October 2, 2002.

‘We have completed the review of this application, as amended, and it is approvable. Before this
application may be approved, however, it will be necessary for you to address the following:

I.  _—  basbeen sent s DMF deficiency letter on Scptember 4, 2002 stating that DMF _ ld)
is inadoquate for Zolpidem Tartrite. Please be advisod that DMF —mustbe adequate priocto -
the approval of NDA 21-412.

2. Pkuepmﬁdeﬁcmemwyieldﬁlycaylemu,NFndSﬁemyl
Monogolglycerides, EP. This information is needed to reduce the potential risk posed by Bovine
Spongiform Encephalopathy (BSE).

3. mwmw_ammm,mmmmammmm
commercial batch and the respective Centificate of Analysis (COA). The COA should adhere to

4. We recommend you tighten the spocification limit for the Total Impurities such that the limit is
consistent with the analyticsl dats submitted for the pivotal batches (Lots 24870801, 24880801, and
24890301). : |

. We recommend you tighten the specification it for the Moisture such that the limit is consistent
with the amalytical dats subsitied for the pivotal batches (Lots 24870801, 24880801, and:  ~
24890801). | - |
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6. Please provide a revised drug product specification table to reflect the requested change in the
dissolution specification limit, as stated in the Sepumbuﬁ,zmmaﬁmkamlm.

7. Plunupdﬂcywmshbﬂﬁydaﬁmamofmpmpoud%monﬁdmgpmm
expiration date.

8. Plcmsubmitadmgpmdwtstabﬁitypmtocol

9. Weacknowledgcthe()ctoberz 2002amendm¢ntwhmyoupxov1dedauthandennﬁ¢dw
_ As aresult, please remove
thcspeczﬁeauoafoﬂmpvmty — ‘from the stability testing (page 377 in Volume 1.4).

10. We recommend tightening the stability specification limits: Moisture; Impurity — Total Impurities;

Dissolution, based on the submitted stability data (through 9 months).

The Office of Clinical Pharmacology and Biopharmaceutics (OCPB) finds the proposed in vitro
dissolution method acceptable; however,thepmposedspecrﬁcmmshmﬂdbechangedton ~ (in
30 minutes. _

' [

b(4)

b(4)

- b(4)

b(4)
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—

b(4)

) _
If additional information relating to the safety or effectivencss of this drug becomes available, revision
of the labeling may be required.

In addition, please submit three copies of the introductory promotional materials that you propose to
use for this product. All proposed materials should be submitted in draft or mock-up form, not final
print. leescndmcopyﬁtheDwmonomephmohmﬂDmstduc&mdMocopmof
both the promotionsl materials and the package insert directly to:

Division of Drug Muketmg. Adverhmg, and Communications, HFD-42
~ Food and Drug Admini ,
5600 Fishers Lane
Rockville, Maryland 20857

Within 10 days after the date of this letter, you are required to amend the application, notify us of your
intent to file an amendment, or follow one of your other options under 21 CFR 314.110. In the absence
of any such action FDA may proceed to withdraw the application. Any amendment should respend to
all the deficiencies listed. chﬂlnotpmmapmdnplyaama)ormdmmtmwmmc
review clock be reactivated until all deficienciss have been addressed.
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Thedmgpmdnctmymtbehpﬂymukeﬁmhlyeuhvebunmﬁﬁedmwnﬁngthaﬂm
application is approved.

If you should have any questions, please call Ms. Anna Marie H. Weikel, R.Ph., Regulatory Affairs
Manager, at (301) 594-5535.

Sincerely,
{See appended clectronic signature page}

Russell Katz, M.D.

Director
DmmnofNe\mphmoloaealengdmts
Office of Drug Evaluation |
CenmfotDngvalnahonandkmmh
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