IND 51,641

Tracie A. Buranicz, Pharm.D.
Organon Phammaceuticals USA Ine.
56 Livingston Avenue
Roseland, NJ 07068

Dear Dr. Buranicz:

Please refer to your Investigationsl New Drug Application (IND) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Org 5222.

chwmf«mﬂwz“ﬁndefMmeMwmmmmuofyw&mMﬂn
FDA on Apeil 27, 2004,

Theeﬂ'icidminﬂcsofﬂntmeethgmmc&osed. You are responsible for notifying us of any
significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Stevea D. Hm&lﬂh., Senior Reguiatory Project Manager,
at (301) 594-5528.
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Asenapine/Org 5222 (IND 51,841) Second End of Phase il Mesting
Aptil 27, 2004
Larfy Alphs, M.D., Ph. 0. Clinical Deveiopment, Pfizer
Ana Arango Bossard Regulatory Affairs, Organon
Howard Berkeley, Ph.D., Reguistory Affairs, Organon
Kevin Chartier, Ph.D. Statistics, Pfizer
Peter Machado, M.Phil. Regulatory Affairs, Pfizer
Steven Nettier Principal Statistician, Organon
John Panagides, Ph.D. Clinical Development, Organon
Stephen Sasson, Ph.D. Project Team Leader, Pfizer
Peter Schot, Ph.D. Project Team Leader, Organon
Russell Katz, M.D. Director, DNOP
Thomas Laughren, M.D Psychopharmacology Team Leader, DNDP
Robert Levin, M.D. Medical Officer, DNDP
Capt. Steven Herdeman Serior Reguiatory Project Manager, DNDP

[Note: These minutes were prepared by the spensor. While we are in substantisl
agreemient on their characterization of the meeting; | have added a few comments in
brackets to clarify seversl issues.-T. Laughren.]

Capt. Hmmmmwmm MwaWMﬁMWd
the participants. The following is the list of the questions and a summary of the discussion for
each question.

Dr. Amm«d&mefﬁnmmiqmmﬂmweu(m
symptoms) and asked for the Agency’s feedback.

Question 1.1.1: mmwwmmwmmmmam
and 28838), using olenzapine a8 an active control, address concerns regarding study desigh
mmmumwmwmmammmwa
negetive symplome of schizophrenia?

Discussion: Or. Katx and Or. Laughren sisled thet they agree mmha
mmumumm«mmmhm
Specifically, they siated that there are & number of issues related 10 the development of
mmmwmmmummmmm

. ManmhhMMmNMdM
symptame.
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o Changes in negative symptoms must be differentiated from changes in cognitive symptoms.
Dr. Laughren mentioned thst cognition and negetive symptoms “track logether in
longitudinal studies.”

. Changammmosymmomsmsbommmmgummm

o The Agency stated that negative symptoms of schizophrenia, in some cases, may simply be
mmmamumwmmam In this case, a benefit in

by
mm mmswmmmmmmtuwmdwm
in its own right, adiﬂorontdm(u sfficacy for negative symptoms) would require
resolution of this confounding factor.

in response, Organon/Pfizer agreed that, aithough a precise definition of negative symptoms
has not been agreed upon by the field of paychistry, there is general consensus that this is a
domain of symptoms that is distinct from other symptom domains of schizophrenia (e.g. positive
symptoms, etc.). They further indicated that there is genersl agreement that this symptom
domein represents significant morbidity associsted with schizophienia and is worthy of

symptome was possible and, if these issues were adequstely addressed an indication for the
trestment of negative symptoms of schizophrenia was possible.

Regerding the proposed studies, the issues raised by the Agency included the following:

. Tcohhinanmd&ead@nbrthcmmwmmmofwhmh
sponsor must demonstrate a siatistical and clinically significant change in the primary
mmomms)wmw.m Ammmmmmmmmmw

) nmwmmmmmwmm affacted population.
Tmmmmqwmummmmmammm
o Regerding concerns as to whether patients who are rendomized to the comparalor aim are
WWM the following agreement was resched:
¢ The Agency acknowiedges that it would be extremely dificult to empiloy placebo as a
control in this population, because of the possibility of patient relapse and confounds that
would accur from the potential exacerbelion of pasitive symptoms of schizophrenia.
¢ In the absence of placedo, they agreed that we would heed 1o demonsirate superiority

versus an active control.
. EMMMMbMWWdM(%W
symmm»amm“m clinical change seen
with treatment.

. an«mwmme« Ksiz and Dr. Laughven indicated
that schizophrenia is a chronic disorder and negative symploms persist long term, therefire,
& product should demonsirate an enduring benelt, 30 ihe recommended duration for these
studies is six months. The sponsar indicated seme concern about petentiel deop-out rate of
schizophrenia patients in a siudy of six-month durstion. As 8 result, olher designs were
suggested, such as evaluations for endpoint snalysis when s thvesheld of 70% of
randomized patients remained in 3 G-month siudy. Concern was reised sbout whether the
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sponsor would be committed to high retention with such a design. The Agency indicated
that given the stability of this patient population, coupled with the study being active-
conirclied it should be possible 10 retain patients in the studies.

e The issue of lsbeling was raised and aithough the Agency is willing to consider an indicstion
or other claims for negative symptoms, it would not commit as to whers in the labeling the
information would appear (i.e., indication section, clinical trial section or even in the adverse
event section). The Agency indicated that any wording would be contingent on the results
presented from these studies and their interpretation.

Question 1.1.2: Does the Agency agree that stability of negative symptoms of schizophrenia at
study entry are adequately demonstrated using a 8-month retrospective history and 1-month
prospective evsiuation of stability?

Discussian: The Agency indicated that a histarical six month stability along with a one month
prospective stability period is acceptable.

Question: 1.1.3: Does the Agency agree that the scales to be used in these studies are
acceplable for demonsirating improvement in negative symptoms?

Discussion: The Agency sisted that they are not familiar with the NSA, but from the
information provided it seemed to be measuring the right parameters and should be acceptable.
Organon/Pfizer is to provide the Agency with further information pertsining to velidity, rellability
and interpretation of the NSA.

Question 1.1.4: Does the Agency agree that, to esteblish differences in efficacy for negative
symptoms, mmm:mhomhm@mdmmmuw

Discussion: There was no concem cited about flexible desing per se. However, the Agency
reiterated the need to ensure that the comparison of the two drugs, in relation to dasing, is feir.

mmmuwmmiummamm




in response, the sponser asked some follow-up questions regarding the design of a relapse
prevention trial. The first question was whether a three-month retrospective and a one-month
prospective stabilization period would be acceptable. Dr. Laughren and Dr. Katz stated that a
one-manth prospective stabilization woulkl not provide sufficient date for adequate interpretation.
Both recommended that the study be conducted with a six-month prospective stabilization
petiod on the investgational drug. While they acknowledged that this recommendstion devistes
from historical precedencs, they indicated that their policy on thie issue has been evolving but
that this advice is consistent with what they have been telling ather sponsers recently. Dr. Alphs
asked whether the Agency would be willing to consider an alternative stabilization period. Dr.
Kstz responded by stating that the Agency would be willing to evaluate and consider an
WMM:WWW&W«W:M
ustification

The second question was whether it wouid be acceptable for the entire relapse prevention study
to be conducted in India. Both Dr. Katz and Dr. Laugiven acknowledged that it would not be
paasible to conduct the study in the US. It was noted thet sithough experience with India is
limited, they would not preciude conducting the study there as long as the acute studies have a
gmmmmm

Question 1.3.1: ammw-wmuammmgmwm
placebo as adjunctive trestiment to lithium or valproic acid in bipoler | disorder pstieats
experiencing acute manic episodes is adequate for an additional labeling claim for adjunctive
therapy for asenapine?

Question 1.4.1: mmow%mmwmwmmmu
compliant with the Pedistric Rule?

Discussion: The Agency indicated that the propossi, with the deferral, was acceptable as long
as the efficacy studies are conducted in two separate patient populations: schizophwenia and
bipoler | discrder. Organon and Pfizer confirmed thet separate studies would be conducted.
Fummmmwsmammmmmm _

alombuz Dr. Kotz indicated thet Organon/Pfizer need to provide propossis for the Agency
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ACTION PACKAGE CHECKLIST

‘ : v . ,_ .‘ SN -# e T el e R
gz‘:# 2117 gf:w IENDA, Efficacy Supplement Type:

y Name: i ' . TTeA
B e st'h';” : Applicant: Organon USA Inc.
Dougc Form:  Sublingual Tablets Agent for Applicant (if applicable):
RPM KmhKiedrow Divism Divxsionofl’sychxwym

NDA Application Type: X 505(b)(1) 505(bX(2) Lmod Ms) rofwml to in 505(b)(2) qphmm (mludc
Efficacy Supplement: L1 505(b)1) 505(bX2) NDA/ANDA #(3) and drug name(s)):

(A supplement can be cither a (b)(1) or 8 (b)X(2) regardiess
of whether the original NDA was a (b)(1) or a (b)(2).
Consylt page 1 of the NDA Regulatory Filing Review for | Provids a brief explanation of how this product is different ffom the
this application or Appendix A to this Action Package listed drug.

Checklist.)

] 1o listed drug, check here and explain:

Prior to approval, review and confirm the information previeusly
provided in Appendix B to the Regulatory Fillag Review by re-
chocking the Orange Book for any new patents and pediatric
exclusivity. If there are any changes in patents or exclusivity,
notify the OND ADRA immediately and complete a new Appendix

B of the Regulatory Filiag Review. _
[J No changes ] Updated
Date of check:

H pediatric exclusivity has been granted or the pedistric
information in the labeling of the listed drug changed, determine
whether pedistric information needs to be adied to or deleted
from the lnbeling of this drug,

mmmuwammmmwmmm

'@ User Fee Goal Date - S Awram

AmGodDue(nfﬁM)
¢ Actions .
. [ TA
¢ Proposed action NA &l
o Provious actions (specify type and date for each action taken) [J Nowe CR - Janusey 13, 2009

% Promotional Materials (accelerated only)
Note: If accolerated approval (21 CFR 314.510/601.41), premotional materials to be used ] Recsived
WIMMWWMMMM(kmmW

' The Appllaation Information section is (only) s checldist, The Contents of Action Package soction (beginaing on pags 5) lists the
decuments to be included in the Action Package.
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NDA #22-117
Pags 2

. Application? Characteristics

Review priority: [ Standaed ] Priority

Chemical classification (new NDAs only): 1

.| Fast Track

| Rolling Review

] Orphan drug desigaation

NDAs: art H
Accelerated approval (21 CFR 314.510)

J Restricted distribution (21 CFR 314.520)

t1

S“Emmmdm@mm

Submitted in response to a PMR
Submitted in response to a PMC

Comments:

Rx-t0-OTC full switch
Rx-to-OTC partial switch
Direct-te-OTC

BLAs: E

] Acceleratod approval (21 CFR 601.41)
Restricted distribution (21 CFR 601.42)
H

suam.«mvabmdmmm

“Date reviewed by PeRC (required for approval: only)
If PeRC review not necessary, explain:

forwarded to OBPS/DRM (approvals only)

BLAs only: RMS-BLA ProMIWonﬂwetfor TBP has been complated and

(approvals only)

BLASs only: is the product subject to official FDA lot release per 21 CFR 610.2

Public communications (@pmvd: only)

o Office of Exocutive Programs (OEP) liaison has been notified of action

e Press Office notified of action (by OEP)

¢ Indicate what types (if any) of information dissemination are anticipated

’Augmtiouhaﬂneﬁwpmhbﬁcmmtc.,ifhmweﬁuhumwmwm
¢ questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. Fer cxsnple, if the
application is a pending BLA supploment, then a new RAS-BLA Product Information Sheet for TBP must be comploted.

Version: 9/5/08



NDA #22-117

Page3

l'a Exclusivity

[ ]

Is approval of this application blocked by any type of exclusivity?

X] No 1 Yes

¢ NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the propesed indication(s)? Refer to 2! 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 clauﬁcm'@u

Ne O Yes
If, yes, NDA/BLA # and
date exclusivity expires:

e (b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar
effective approval of a 505(b)X(2) application)? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready

Jor approval.)

N/A

e (bX2) NDAs only: Is there remaining 3-year exclusivity that would bar
sffective approval of a S05(b)(2) application? (Note that, even if exclusivity
remains, the application may be tematively approved if it is otherwise ready

Jor approval,)

N/A

e (bX2) NDAs only: Is there remaining 6-month pediatric exclusivity that
would bar effective approval of a 505(b)X(2) application? (Note that, even if
exclusivity remains, the application may be tentatively approved if it is
otherwise ready for approval,)

N/A

o NDAs only: Is this a single enantiomer that falls under the 10-year approval
limitation of 505(w)? (Note that, even if the 10-year approval limitation
period has not expired, the application may be tentatively approved if it is
 otherwise ready for Woval )

X Ne [] Yes
lfycs,NDA# and date 10-

L Patant Infm'manon (NDAs only)

Patent Information:
Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. Ifﬁcdmgiamoldm skip the Patent

-Certification questions.

Patent Certification [S05(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 cach patent.

N/A

[505(b)(2) applications] If the application includes s paragraph 111 certification,
it cannot be approved until the date that the patent to whick the certification
pm%mmmyummwumwm
approval).

N/A

[505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent ownez(s) of its certification that the
patent(s) is invelid, 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 IV certifications, mark “N/A" and skip to the next section below

(Summary Reviews)). -

NA

Vession: 9/5/08




NDA #22-117

Page 4

]

[505(6X2) applicatim]. 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 IV certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s
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 applicant
is required to amend its 505(b)X(2) application to include documentation of
this date (¢.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (se¢ 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If “Ne,” continue with guestion (2).

#4) Humpmtem(orNDA holder, if it is an exclusive patent licensee)
submudawﬂﬁuwﬁvsofmdghttoﬁleakalmﬁmfofpm
infringement after receiving the applicant’s notice of certification, as
provided fer by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip the rest of the patent questions.

If “Ne,” continue with question (3).

(3) Has the patent owner, its representative, or the exchusive patent licensee
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whethor 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 cettification. The applicant is required to notify the
Division ia writing whenever an action has been filed within this 45-day
period (ses 21 CFR 314.167(f)¢2))).

If “Ne,” 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 to bring such an action. After
the 43-day period expires, continue with question (4) below.

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

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No, contimue with guestion (3).

N/A

Version: 9/5/08




NDA #22-117
Page §

() 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 whiether 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 withia 45 days of
receipt of its netice of certification. The applicaat is required to notify the
Dimmmwﬁﬁagwhmmmmbmmodwimnthsﬁ-dty
period (sec 21 CFR 314.107(f)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
thhmthcﬁ-dlypoﬂod)

If “No,” there is no stay of approval based on this certification. Andyze the
next paragraph IV certification in the application, if anv. If there are no other
paragraph IV certifications, skip to the next section below (Summary
Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the OND ADRA and attach a summary of the
response.

e ofAcnonp C

i emsmdwbeldmhﬁodonehuﬁst(wdaady)

n'ﬁc~&Mw Ippﬂwedlh mﬁeﬁoﬂ and |

‘ Monofmsﬂmmbyoﬁemlmm
¥ Copies of all action letters (including approval letter with final labeling)

. Pckags et (rite misoncommniation dat s e gt of s pog of P)

Action(s s)
AP, August 13, 2009
In CR package - CR, January 13,

" Miedicuion Gulde/Fatont oas Tor Use (wrie
:M:Wcmmcmdacdwr@lq‘ﬁupa&q'mm)

e  Most recent division-proposed labeling (only if generated after latest applicant v
dutission of lsbeling) mmadmwmmn
¢ Most recent submitted by spplicant Isbeling (only if subsequent division labeling No
does not show applicant version)
' Yes, from 2/13/09 resubmission
e Original applicaat-proposed labeling And in CR peskage - August 30,
2007 indtial submission version.
._ mm:i in class, class labeling), if applicable

3 Fill in blanks with dates of reviews, letters, etc.
Vession: 9/5/08
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e  Most-recent divxmawosed lsbeling (only if generated after latest applicaat
submission of labeling)

¢ Most recent submitted by spplicant Isbeling (only if subsequent division Isbeling
does not show applicsat version)

e Other rolevant labeling (e. g.,mmmB in class, class labeling), if applicable

% Labels (full color carton and immediate-container labels) (write
submission/communication date at upper right of first page of each submission)

¢ Most-recent division proposal for (only if generated after latest applicant
submisgion)

& Labeling reviews (indicate dates of reviews and meetings)

% Proprietary Nam; /
¢  Review(s) (indicate date(s))
_ o Acceptability/non-accoptability letter(s) (indicate dau(:))

' Ahki Reviews (e.g, RPM Filing Review'/Memo of Filing Meeting) (indicate
date of each review)

DMEPA review 7/30/2009
AP Letter $/13/2009

® NDAs only: Exchsmty Sumuy (signed by Division D»'ector)

@ mmmmw(m;mmmm.m

] Applica_ntinonthcw

¢  This application is on the AIP
o Ifyes, Conter Birector’s Exception for Review meme (indicate date)

o Ifyes, OC clearance for approval (indicate date of clearance
communicatioin)

O Yes [ Ne

[J Notan AP action

° rmrag.(appmahm mbcnvimcdbyPERCbcfenM August 3, 2009

©  Debarment certification (original applications oaly): verified that quelifyiag lasguage was | wr /.o . .
not used n certification and that certifications from forsign applicents are cosigned by | 3 Veritied, statement is
U.8. agent (include certification) acceptable

“ Postmarketing Roquirement (PMR) Studies Yos

* Filiag reviews for other disciplines should be filed behind the discipline tab.
Version: 9/3/08
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Pags7
| e Outgoing communications (if located elsewhere in package, state where located) m&m%‘” with
o Incoming submams/eomniem Sec above
¢ Postmarketing Commitment (PMC) Studies Yes
. m:iczyww&‘pdwmmmmlwwwmhc G 1 with PMR & :
e Incommgsubmxmendocmmm  Grouped with PMR documents
< Outgpmg comnumcanons (Ieturs (accpt preku -action leam), nwl: fwm. tdem) | -
% Internal memoranda, telecons, etc.
© Minutes of Mestings o S A
¢  PeRC (indicate date; approvals only) email of 12/12/03 included
*  Pre-Approval Safety Conferencs (indicate date; approvals only) 8/07/2009
¢ Regulatory Briefing (Indicate date) X Nomtg
Meeting minutes included —
8/3/2004
¢ Pre-NDA/BLA meeting (indicate date) 7/26/2006
3/6/2007
7/28/2005
e EOP2 meeting (indicate date) See above
o Odter(eg.,EOPQa,CMngctmus) See above
© Advisory Committee Meeting(s) [ No AC meeting
- @ Date(s) of Mesting(s) 7/30/09

@ 48houralertor minutes, ifavailable

4 Offios Director Decisional Meme (indicate date for each review)

| Not availsble

[J None August 13,2009

Division Director Summary Review (indicate date for each review)

July 31,2009 - -
In CR package —
August 1, 2008
Ogtober 15, 2008

Cross-Discipline Team Losder Review (indicate date for each review)

July 28, 2009
In CR package -
June 12, 2008
May 14, 2008

o Clinical Toam Leador Review(s) (indicate date for each review) Same as CDTL reviews above
In CR package —
o Clinioal review(s) (indicate date for each review) | Moy 15, 2008
« _Social sciontist review(s) (if OTC dwag) (indicate date for each review) X None
& Safety update review(s) (indicate location/date if incorporated into another review) In CDTL review July 28, 2009

* Filing reviews should be filed with the discipline reviews.
Version: 9/5/08
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Page 8
N Fmamlmmwxs)&wwmxwmmm | ggnlfzm‘d@m

If no financial disclosure information was required, review/memo oxplaining why not

7-2009
, L " . - ) | mcr Paehgo
© Clinical reviews from other clinical aress/divisions/Centers (indicate date of each review) QT Interdisciplinary Review Team
% Controlled Substance Stal{ mvicw(s) amd Schedulhu Rmmmendmon (indicate date of
each review) | 5/13/2008
¢ Risk Mamgcmcnt None
Review(s) and recommendations (including those by OSE and CSS) (indicate
date of each review and indicate location/date if incorporated into another
review)
e REMS Momo (indicate date)
R . i L 4/1112008
< DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to 6/4/2008
investigators) 12/17/2008

Clinical Microbiology Team Leades Review(s) (indicate date for each review)

 Clinical Misrobiology Review(s) (indicate date for each review)

P - Statistical Division Ditector Rwic\u( 2 (‘mdiem lica Vddcforeachrevicw)

Statistical Team Leader Review(s) (indicate date for each review)
: In CR package —
Statistical Review(s) (indfcate date for each review) April 18, 2008

In CR package -
Clinical Pharmacology Team Leador Review(s) (indicate date for each review) June 20, 2008
Soptember 30, 2008
In CR packags -
Clinical Pharmacology review(s) (indicate date for each review) i:?:%
May 20, 2008
_ . _ ‘ May 15, 2008
+ D3I Clinical Pharmacology Inspestion Review Swmary (include copies of DSI letters) | (3] Nome
> Phom M/Té e
| ¢ ADP/T Roview(s) (indicate dﬂcforaaclcr@im) :10@3’@_

Version: 9/5/08
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6/23/2008

e  Supervisory Review(s) (indicate date for each review)

July 27, 2009
In CR packags —
June 24, 2008

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

7/2712009

& Review(s) by oﬂier ducxph:m/divmom/Cm requested by P/T reviewer (indicate date
Jor each review)

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

In CR package —
1/11/2008

_4/8/2008

¢ ECAC/CAC report/memo of mesting

In CR package —
3/31/2008
6/16/2008

"DST Nonslinical Inspection Review Summary (include copiss of DSl letters)

 €M€/Quality Discipline Roviews

711772009
¢ ONDQA/OBP Division Director Review(s) (indicate date for each review) In CR package —
5/23/2008
o  Branch Chief/Team Leader Review(s) (indicate date for each review) BJ None
3/5/2009
In CR package -
¢ CMC/product quality review(s) (indicate date for each review) 4/11/2008
' 5/21/2008
6/20/2008
_ . ¢ BLAs only Facility mm mmv(s) (indicate dates) N/A
+ M&embiology Reviows ’
¢ NDAs: Microbiology reviews (sterility & pyrogenicity) (mdtcm date of each , . .
review) Not needed
¢ BLAs: Sterility assurance, product quality micrebiology (indicate date of each '
review)

¢ ’m«:wmmwmwmmucmmm«
(indicate date of each review)

¢ zmmm(cmkm)(muw applications)

B Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patisnt population)

O Review & FONSI (indicate date of review)

[J Review & Environmental Impact Statemmont (indicate date of each review)

© NDAs: Methods Validation

| ¢ lehviw/lmpwﬁm

Version: 9/5/08
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Page 10
e NDAs: Facilities inspections (include EER printout) (date completed must be reviews '
within 2 years of action date) y
e BlLAs:
o TBP-EER N/A
c Complisnce Status Check (approvals only, both original and all
supplemental applications excopt CBEs) (date completed must be within
60 days prior to AP). .

Version: 9/5/08
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Appeadix A to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) Itrelies on published literature to meet any of the approval requirements, and the applicant does not have a written
right of reference to the underlying dats. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature will net, in itself, make the application a 505(b)(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or itrelies on what is "generally known" or "scientifically accepted” sbout a class of products to support the
safety or effectiveness of the particular drug for which the applicant is seeking approval. (Note, however, that this
does not mean any referencs to general information or knowledge (e.g., about diseass etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug
products (.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.

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

An officacy supplement is a 505(b)(1) supplement if the supplement contains all of the informstion needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a S05(b)(1) if:

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

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. Formmple,thxswoﬂdhkeiybcﬂucmwﬁhmwmufetymndu‘tamlfﬁaedou(s)wu/wm
. the same as (or lower than) the original application.

(3) And al] other “criteria” are met (¢.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference).

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

(§3) Amvdof&echymdmﬁcmkmﬂqﬂwﬂmwmﬂmummwmmww
mppoﬂomwnemﬁndmgofsaﬁyadofkwym&emvﬂof&cwmmm(oreﬂel;er
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, if the change were for a new indication AND a higher
dose, we would likely require clinical efficacy data and preclinical safety dats to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).

(2) Or the applicant relies for appreval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
nocessary for approval, the inclusion of such literature will not, in itself, make the supplement a 305(bX2)

supplement.
(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.
H you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s
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